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METHODS, THERAPIES AND USES FOR TREATING CANCER

Abstract

The present disclosure describes single agent and combination therapies and uses
for the treatment of cancer and/or cancer-associated diseases. The single agent and

combinations therapies include a BCMA antibody.
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METHODS, THERAPIES AND USES FOR TREATING CANCER

Cross-reference to Related Application

This application is a divisional of Australian Patent Application No. 2021339096,

the entire contents of which are incorporated herein by cross-reference.
Field

The present invention relates to both single agent and combination therapies useful
for the treatment of cancer and/or cancer-associated diseases. In particular, the invention
relates to single agent and combination therapies which comprise a BCMA x CD3
bispecific antibody.

Background

B-cell maturation antigen (BCMA, CD269, or TNFRSF17) is a member of the tumor
necrosis factor receptor (TNFR) superfamily. BCMA was identified in a malignant human
T cell lymphoma containing a t(4; 16) translocation. The gene is selectively expressed in
the B-cell lineage with the highest expression in plasma blasts and plasma cells, antibody
secreting cells. BCMA binds two ligands, B-cell activation factor (BAFF) (also called B-
lymphocyte stimulator (BLyS) and APOL-related leukocyte expressed ligand (TALL-1 ))
and a proliferation-inducing ligand (APRIL) with affinity of 1 uM and 16nM, respectively.
Binding of APRIL or BAFF to BCMA promotes a signaling cascade involving NF-kappa B,
Elk-1, c-Jun N-terminal kinase and the p38 mitogen-activated protein kinase, which
produce signals for cell survival and proliferation. BCMA is also expressed on malignant
B cells and several cancers that involve B lymphocytes including multiple myeloma,
plasmacytoma, Hodgkin's Lymphoma, and chronic lymphocytic leukemia. In autoimmune
diseases where plasmablasts are involved such as systemic lupus erythematosus (SLE)
and rheumatoid arthritis, BCMA expressing antibody-producing cells secrete
autoantibodies that attack self. BCMA also found in a soluble form (i.e. soluble BCMA or
sBCMA) in peripheral blood of multiple myeloma patients and can result in a sink for
BCMA-specific therapies. Several BCMA-specific therapies are currently in development,
however, multiple myeloma remains an incurable disease, and almost all patients have
developed resistance to these agents and eventually relapse.

The programmed death 1 (PD-1) receptor and PD-1 ligands 1 and 2 (PD-L1 and
PD-L2, respectively) play integral roles in immune regulation. Expressed on activated T
cells, PD-1 is activated by PD-L1 (also known as B7-H1) and PD-L2 expressed by stromal
cells, tumor cells, or both, initiating T-cell death and localized immune suppression (Dong
et al., Nat Med 1999; 5:1365-69; Freeman et al. J Exp Med 2000; 192:1027-34), potentially

providing an immune-tolerant environment for
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tumor development and growth. Conversely, inhibition of this interaction can enhance
local T cell responses and mediate antitumor activity in nonclinical animal models (lwai
Y, et al. Proc Natl Acad Sci USA 2002; 99:12293-97). There are several antibodies
that inhibit the interaction between PD-1 and one or both of its ligands PD-L1 and PD-
L2 currently in development for treating cancer.

The Notch pathway is a conserved signaling pathway that contributes to cell
fate determination, proliferation, angiogenesis, and apoptosis. A unique characteristic
of the Notch pathway is that the ligands (Jagged-1, 2 and Delta-1, 3, 4) and receptors
(Notch-1, 2, 3, 4) are both type | membrane proteins. After cell-cell direct contact,
notch receptors are cleaved by y-secretase, releasing an intracellular domain (NICD)
that translocates into the nucleus to modulate transcription. y-secretase inhibitors
(GSls) have been developed for a number of diseases, such as, Alzheimer’s disease
and cancer.

There remains a need for improved therapies for the treatment of cancers
and/or cancer-associated diseases, such as multiple myeloma. Furthermore, there is
a need for therapies having greater efficacy than existing therapies. Preferred
combination therapies of the present invention show greater efficacy than treatment

with either therapeutic agent alone.

Summary
This invention relates to therapies, including combination therapies for the

treatment of cancer and/or cancer-associated diseases. Provided herein are methods
of treating a cancer and/or a cancer-associated disease in a subject. Also provided
are methods of inhibiting tumor growth or progression in a subject who has malignant
cells. Also provided are methods of inhibiting metastasis of malignant cells in a subject.
Also provided are methods of inducing tumor regression in a subject who has
malignant cells.

Disclosed herein are methods of treating a cancer and/or a cancer-associated
disease in a subject comprising administering to the subject a combination therapy
which comprises a first therapeutic agent and a second therapeutic agent. The
invention disclosed herein is further directed to a medicament comprising a first
therapeutic agent and a second therapeutic agent for use in treating cancer and/or a
cancer-associated disease in a subject. The invention is further directed to a first

therapeutic agent for use in treating cancer and/or a cancer-associated disease in a
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subject, wherein the first therapeutic agent is administered in combination with a
second therapeutic agent.

In some aspects, the first therapeutic agent is a B-cell maturation antigen
(BCMA)-specific therapeutic. In some aspects, the second therapeutic agent is an
anti-PD-1 antibody, an anti-PD-L1 antibody, an immunomodulating agent or a gamma
secretase inhibitor (GSI).

In some aspects, the first therapeutic agent is a BCMA bispecific antibody. In
some aspects, the second therapeutic agent is an anti-PD-1 antibody. In another
aspect, the second therapeutic agent is an anti-PD-L1 antibody. In another aspect, the
second therapeutic agent is an immunomodulating agent. In another aspect, the
second therapeutic agent is a GSI.

In some aspects, the first therapeutic agent is a BCMA bispecific antibody and
the second therapeutic agent is an anti-PD-1 antibody. In another aspect, the first
therapeutic agent is a BCMA bispecific antibody and the second therapeutic agent is
an anti-PD-L1 antibody. In another aspect, the first therapeutic agent is a BCMA
bispecific antibody and the second therapeutic agent is an immunomodulating agent.
In another aspect, the first therapeutic agent is a BCMA bispecific antibody and the
second therapeutic agent is a GSI.

In some aspects, the combination therapy further comprises a third, fourth or
fifth therapeutic agent. In some aspects, the combination therapy further comprises
a chemotherapeutic agent. In some aspects, the therapeutic agents are administered
to the subject simultaneously, separately, or sequentially.

In some aspects, the BCMA bispecific antibody is PF-06863135, the anti-PD-1
antibody is sasanlimab, the immunomodulating agent is lenalidomide or
pomalidomide, and/or the GSI is nirogacestat or a pharmaceutically acceptable salt
thereof. In one aspect, the BCMA bispecific antibody is PF-06863135. In one aspect,
the anti-PD-1 antibody is sasanlimab. In one aspect, the imnmunomodulating agent is
lenalidomide. In another aspect, the immunomodulating agent is pomalidomide. In one
aspect, the GSI is nirogacestat or a pharmaceutically acceptable salt thereof.

In some aspects, at least one of the therapeutic agents is administered to a
subject in an intravenous (IV), subcutaneous (SC) or oral dose.

In some aspects, at least one of the therapeutic agents is administered to a
subject at a dose of about 0.01 pug/kg, 0.02 pug/kg, 0.03 nug/kg, 0.04 ug/kg, 0.05 ug/kg,
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0.06 ug/kg, 0.07 ug/kg, 0.08 ug/kg, 0.09 ug/kg, 0.1 ug/kg, 0.2 ug/kg, 0.3 ug/kg, 0.4

ug/kg, 0.5 ug/kg, 0.6 ug/kg, 0.7 ug/kg, 0.8 ug/kg, 0.9 ug/kg, 1 ug/kg, 2 uglkg, 3 ug/kg,
4 ug/kg, 5 ug/kg, 6 ug/kg, 7 ug/kg, 8 ug/kg, 9 ngl/kg, 10 ug/kg, 15 ug/kg, 20 ug/kg, 25
ug/kg, 30 ng/kg, 35 ug/kg, 40 ng/kg, 45 ug/kg, 50 ng/kg, 60 ug/kg, 70 ug/kg, 80 ug/kg,
90 ug/kg, 100 ug/kg, 110 pg/kg, 120 ug/kg, 130 ug/kg, 140 ug/kg, 150 uglkg, 200
ung/kg, 250 ng/kg, 300 ug/kg, 400 pg/kg, 500 ugrkg, 600 ug/kg, 700 ug/kg, 800 ug/kg,
900 ug/kg, 1000 ug/kg, 1200 pg/kg or 1400 ug/kg or higher.

In some aspects, at least one of the therapeutic agents is administered to a
subject at a dose from about 1 mg/kg to about 1000 mg/kg, from about 2 mg/kg to
about 900 mg/kg, from about 3 mg/kg to about 800 mg/kg, from about 4 mg/kg to about
700 mg/kg, from about 5 mg/kg to about 600 mg/kg, from about 6 mg/kg to about 550
mg/kg, from about 7 mg/kg to about 500 mg/kg, from about 8 mg/kg to about 450
mg/kg, from about 9 mg/kg to about 400 mg/kg, from about 5 mg/kg to about 200
mg/kg, from about 2 mg/kg to about 150 mg/kg, from about 5 mg/kg to about 100
mg/kg, from about 10 mg/kg to about 100 mg/kg, or from about 10 mg/kg to about 60
mg/kg; or

In some aspects, at least one of the therapeutic agents is administered to a
subject at a fixed dose of about 0.05 g, 0.2 ug, 0.5 ug, 1 pg, 10 ug, 100 pg, 0.1 mg,
0.2mg, 0.3 mg, 0.4 mg, 0.5mg, 0.6 mg, 0.7 mg, 0.8 mg, 0.9 mg, 1 mg, 2 mg, 3 mg, 4
mg, 5 mg, 6 mg, 7 mg, 8 mg, 9 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 40 mg, 50
mg, 60 mg, 70 mg, 75 mg, 80 mg, 90 mg, 100 mg, 125 mg, 150 mg, 175 mg, 200 mg,
225 mg, 250 mg, 275 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500 mg, 550 mg, 600
mg, 350 mg, 700 mg, 750 mg, 800 mg, 900 mg, 1000 mg or 1500 mg or higher.

In some aspects, at least one of the therapeutic agents is administered to a
subject at least once daily, once a day, twice a day, three times a day, four times a
day, once every two days, once every three days, once a week, once every two weeks,
once every three weeks, once every four weeks, once every 30 days, once every five
weeks, once every six weeks, once a month, once every two months, once every three
months, or once every four months.

In some aspects, the cancer and/or cancer-associated disease is a B-cell related
cancer and/or cancer-associated disease. In some aspects, the B-cell related cancer
and/or cancer-associated disease is selected from multiple myeloma, malignant

plasma cell neoplasm, lymphoma, Hodgkin's lymphoma, nodular lymphocyte
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predominant Hodgkin's lymphoma, Kahler’'s disease and Myelomatosis, plasma cell
leukemia, bony and extramedullary plasmacytoma with multiple myeloma, solid bony
and extramedullary plasmacytoma, monoclonal gammopathy of unknown significance
(MGUS), smoldering myeloma, light chain amyloidosis, osteosclerotic myeloma, B-cell
prolymphocytic leukemia, hairy cell leukemia, B-cell non-Hodgkin's lymphoma (NHL),
acute myeloid leukemia (AML), chronic lymphocytic leukemia (CLL), acute
lymphocytic leukemia (ALL), chronic myeloid leukemia (CML), follicular lymphoma,
Burkitt’'s lymphoma, marginal zone lymphoma, mantle cell lymphoma, large cell
lymphoma, precursor B-lymphoblastic lymphoma, myeloid leukemia, Waldenstrom’s
macroglobulienemia, diffuse large B cell lymphoma, mucosa-associated lymphatic
tissue lymphoma, small cell lymphocytic lymphoma, primary mediastinal (thymic) large
B-cell lymphoma, lymphoplasmactyic lymphoma, marginal zone B cell lymphoma,
splenic marginal zone lymphoma, intravascular large B-cell lymphoma, primary
effusion lymphoma, lymphomatoid granulomatosis, T cell/histiocyte-rich large B-cell
lymphoma, primary central nervous system lymphoma, primary cutaneous diffuse
large B-cell lymphoma (leg type), EBV positive diffuse large B-cell lymphoma of the
elderly, diffuse large B-cell lymphoma associated with inflammation, ALK-positive
large B-cell lymphoma, plasmablastic lymphoma, large B-cell lymphoma arising in
HHV8-associated multicentric Castleman disease, B-cell ymphoma unclassified with
features intermediate between diffuse large B-cell lymphoma and Burkitt lymphoma,
B-cell ymphoma unclassified with features intermediate between diffuse large B-cell
lymphoma and classical Hodgkin lymphoma, and other B-cell related lymphoma. In
some aspects, the B-cell related cancer is multiple myeloma. In some aspects, the
multiple myeloma is relapsed/refractory multiple myeloma.

Also provided herein are methods of treating multiple myeloma in a subject
comprising administering to the subject a combination therapy which comprises a first
therapeutic agent and a second therapeutic agent, wherein the first therapeutic agent
is a B-cell maturation antigen (BCMA) bispecific antibody and the second therapeutic
agent is an anti-PD-1 antibody, an anti-PD-L1 antibody, an immunomodulating agent
or a gamma secretase inhibitor (GSI). Also provided herein is a first therapeutic agent
for use in methods of treating multiple myeloma in a subject, wherein the first
therapeutic agent is a B-cell maturation antigen (BCMA) bispecific antibody, and is
administered in combination with a second therapeutic agent selected from an anti-

PD-1 antibody, an anti-PD-L1 antibody, an immunomodulating agent or a gamma
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secretase inhibitor (GSI). In some aspects, the first therapeutic agent is a BCMA
bispecific antibody and the second therapeutic agent is an anti-PD-1 antibody. In
another aspect, the first therapeutic agent is a BCMA bispecific antibody and the
second therapeutic agent is an anti-PD-L1 antibody. In another aspect, the first
therapeutic agent is a BCMA bispecific antibody and the second therapeutic agent is
an immunomodulating agent. In another aspect, the first therapeutic agent is a BCMA
bispecific antibody and the second therapeutic agent is a GSI.

Also provided are methods of treating multiple myeloma in a subject comprising
administering to the subject a combination therapy which comprises a first therapeutic
agent and a second therapeutic agent, wherein the first therapeutic agent is PF-
06863135 and the second therapeutic agent is sasanlimab.

Also provided are methods of treating multiple myeloma in a subject comprising
administering to the subject a combination therapy which comprises a first therapeutic
agent and a second therapeutic agent, wherein the first therapeutic agent is PF-
06863135 and the second therapeutic agent is lenalidomide.

Also provided are methods of treating multiple myeloma in a subject comprising
administering to the subject a combination therapy which comprises a first therapeutic
agent and a second therapeutic agent, wherein the first therapeutic agent is PF-
06863135 and the second therapeutic agent is pomalidomide.

Also provided are methods of treating multiple myeloma in a subject comprising
administering to the subject a combination therapy which comprises a first therapeutic
agent and a second therapeutic agent, wherein the first therapeutic agent is PF-
06863135 and the second therapeutic agent is nirogacestat.

Also provided are methods of treating cancer in a subject comprising
administering to the subject PF-06863135 according to a dosing regimen.

In some embodiments, the dosing regimen is:

(a) 0.1, 0.3, 1, 3, 10, 30, 50 or 100 ug/kg once per week (Q1W) intravenously (1V).
(b) 0.1, 0.3, 1, 3, 10, 30, 50 or 100 ug/kg once every two weeks (Q2W) IV;

(c) about 0.5to 10 mg Q1W IV or Q2W IV
(d)yabout0.5,1,2,3,4,5,6,7,7.50r8mg QIW IV or Q2V IV.

(e) a priming dosing of a single priming dose of about 0.5, 1, 2, 3, 4, 5,6, 7.5 0r 8

mg Q1W IV for one week followed by a first treatment dosing of about 6, 7, 7.5,

8, 9 or 10 mg Q1W IV or Q2W IV, wherein priming dose is less than a single

dose in the treatment dosing; or
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(f) a priming dosing of a single priming dose of about 0.5, 1, 2, 3,4, 5,6, 7, 7.5 or

8 mg Q1W for one week followed by a first treatment dosing of about 6, 7, 7.5,
8, 9 or 10 mg Q1W IV for 2 to 20, 21, 22, 23, 24, 25 to 46, 47 or 48 weeks,
followed by a second treatment dosing of about 6, 7, 7.5, 8, 9 or 10 Q2W |V,

wherein the priming dose is less than a single dose in the first treatment dosing.

In another aspect of the invention, the dosing regimen is:

a) 80, 130, 215, 360, 600 or 1000 pg/kg Q1W subcutaneously (SC);
b) 80, 130, 215, 360, 600 or 1000 pg/kg Q2W SC;

c¢) about 16 to 80 mg Q1W SC or Q2W SC;

d) about 16 to 20, 40 to 44, or 76 to 80 mg Q1W SC;

e) about 16 to 20, 40 to 44, or 76 to 80 mg Q2W SC;

f) about 40 mg Q1W SC or Q2W SC;

g) about 44 mg Q1W SC or Q2W SC;

h) about 76 mg Q1W SC or Q2W SC;

i) about 80 mg Q1W SC or Q2W SC;

(j) apriming dosing of about 44 mg Q1W SC for 1 -4 weeks, or a priming dosing

(
(
(
(
(
(
(
(
(

of about 32 mg Q1W SC for 1 -4 weeks, followed by a first treatment dosing
of about 76 mg Q1W SC or Q2W SC;

(k) a priming dosing of about 40 mg Q1W SC for 1 -4 weeks, followed by a first
treatment dosing of about 80 mg Q1W SC or Q2W SC;

(I) apriming dosing of about 44 mg Q1W SC for 1 -4 weeks, or a priming dosing
of about 32 mg Q1W SC for 1 -4 weeks, followed by a first treatment dosing
of about 76 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to 46, 47 or 48 weeks,
followed by a second treatment dosing of about 76 mg Q2W SC;

(m) a priming dosing of about 40 mg Q1W SC for 1 -4 weeks, followed by a first
treatment dosing of about 80 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 80 mg
Q2W SC;

(n) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC or Q2W SC;

(0) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC or Q2W SC;
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(p) a priming dosing of about 40 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 80 mg Q1W SC or Q2W SC.

(9) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 76 mg
Q2W SC;

(r) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 23 weeks, followed by a
second treatment dosing of about 76 mg Q2W SC;

(s) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 24 weeks, followed by a
second treatment dosing of about 76 mg Q2W

(t) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 76 mg
Q2W SC;

(u) a priming dosing of about 40 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 80 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 80 mg
Q2W SC; or

(v) a priming dosing of about 40 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 80 mg Q1W for 23 or 24 weeks, followed by a
second treatment dosing of about 80 mg Q2W SC.

In some embodiments, the priming dosing is administered for only one week

in a single priming dose of 44 mg Q1W SC, 40 mg Q1W SC or 32 Q1W SC.

Also provided are methods of treating cancer in a subject, comprising
administering to the subject PF06863135, (a) a single priming dose of about 32 mg
SC or about 44 mg SC in week 1, or both a first priming dose of about 12 mg SC and
a second priming dose of about 32 mg SC in week 1, and (b) a first treatment dosing
of about 76 mg Q1W SC starting on week 2, wherein week 1, week 2 and any
subsequent weeks refer to the first, second and any subsequent weeks when the
subject is administered PF06863135, and PF6863135 is administered to the subject
as a pharmaceutical product comprising PF06863135.
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In some embodiments, the subject is administered PFO6863135 of a single
priming dose of about 44 mg SC in week 1. In some embodiments, the subject is
administered a first priming dose of about 12 mg SC on day 1 of week 1, and a second
priming does of about 32 mg SC on day 4 of week 1.

In some embodiments, the method further comprising administering to the
subject PF06863135 in a second treatment dosing of about 76 mg Q2W SC starting
on week 25 or the first week of cycle 7, wherein PF06863135 in the first treatment
dosing is administered until the end of week 24, or the end of cycle 6, wherein a cycle
is 28 days, and cycle 1, cycle 2 and subsequent cycles refer to the first, second and
subsequent cycles when the subject is administered PFO6863135 .

In some embodiments, the subject is administered PF06863135 in the first
treatment dosing of about 76 mg Q1W SC, and after receiving at least 23 weeks of
such first treatment dosing, the subject is administered PF06863135 in a second
treatment dosing of 76 mg Q2W or continue to be administered PF06863135 in the
first treatment dosing. In some embodiments, the subject is administered
PF06863135 in the second treatment dosing after receiving at least 23 weeks of the
first treatment dosing, according to a respective regulatory label of the pharmaceutical
product, or according to the subject’s response. In some embodiments, the subject
continues to be administered PF06863135 in the first treatment dosing after receiving
at least 23 weeks of the first treatment dosing, unless the subject has demonstrated
an IMWG response of a partial response or better, with response persisting for at least
one month, at least two months, at least three months, at least one cycle, at least two
cycles or at least three cycles, after received at least six cycles of treatment, and each
cycle is 28 days and the first cycle starts on the day when the subject is administered
the single priming dose or the first priming dose of PFO6863135.

Also provided are methods of treating cancer in a subject comprising
administering to the subject PF-06863135 according to a dosing regimen of:

(@) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first

treatment dosing of about 44 mg Q1W SC;

(b) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first

treatment dosing of about 44 mg Q2W SC,;

(c) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first

treatment dosing of about 44 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
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46, 47 or 48 weeks, and a second treatment dosing of about 44 mg Q2W
SC; or

(d) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 44 mg Q1W SC for 23 or 24 weeks, and a second
treatment dosing of about 44 mg Q2W SC.

In some embodiments, PF-06863135 is administered to the subject in a priming
dosing of about 32 mg Q1W SC for 1 week, followed by a first treatment dosing of
about 44 mg Q1W SC. In some embodiments, PF-06863135 is administered to the
subject in a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 44 mg Q1W SC for 23 or 24 weeks followed by a second
treatment dosing of about 44 mg Q2W SC.

Also provided are methods of treating cancer in a subject comprising
administering PF-06863135 to the subject, subcutaneously, a first treatment dosing
for 23, 24 or 25 weeks, followed by a second treatment dosing.

In some embodiments, the first treatment dosing is about 4 mg Q1W, and the
second treatment dosing is about 4 mg Q1W or about 4 mg Q2W. In some
embodiments, the first treatment dosing is about 12 mg Q1W, and the second
treatment dosing is about 12 mg Q1W or about 12 mg Q2W. In some embodiments,
the first treatment dosing is about 24 mg Q1W, and the second treatment dosing is
about 24 mg Q1W or about 24 mg Q2W. In some embodiments, the first treatment
dosing is about 32 mg Q1W, and the second treatment dosing is about 32 mg Q1W
or about 32 mg Q2W. In some embodiments, the first treatment dosing is about 44
mg Q1W, and the second treatment dosing is about 44 mg Q1W or about 44 mg Q2W.
In some embodiments, the first treatment dosing is about 76 mg Q1W, and the second
treatment dosing is about 76 mg Q1W or about 76 mg Q2W. In some embodiments,
the first treatment dosing is about 4 mg Q1W, and the second treatment dosing is
about 4 mg Q2W. In some embodiments, the first treatment dosing is about 12 mg
Q1W, and the second treatment dosing is about 12 mg Q2W. In some embodiments,
the first treatment dosing is about 24 mg Q1W, and the second treatment dosing is
about 24 mg Q2W. In some embodiments, the first treatment dosing is about 32 mg
Q1W, and the second treatment dosing is about 32 mg Q2W. In some embodiments,
the first treatment dosing is about 44 mg Q1W, and the second treatment dosing is
about 44 mg Q2W. In some embodiments, the first treatment dosing is about 76 mg

Q1W, and the second treatment dosing is about 76 mg Q2W.
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In some embodiments, if the dose amount of the first treatment dosing is 32 mg
or higher, the method further comprising administering to the subject PF06863135 in
a priming dosing, and the priming dosing is administered for one week, the first dose
in the first treatment dosing is administered in the week immediately after the week
when the priming dosing is administered. In some embodiments, the priming dosing
is a single priming dose, and the single priming dose is about 24 mg. In some
embodiments, the priming dosing comprises a first priming dose of about 4 mg and a
second priming dose of about 20 mg, and the two priming doses are administered on
two different days and the first priming dose is administered before the second priming
dose is administered. In some embodiments, the priming dosing comprises a first
priming dose of about 8 mg and a second priming dose of about 16 mg, and the two
priming doses are administered on two different days and the first priming dose is
administered before the second priming dose is administered. In some embodiments,
the priming dosing comprises a first priming dose of about 12 mg and a second priming
dose of about 12 mg, and the two priming doses are administered on two different
days and the first priming dose is administered before the second priming dose is
administered. In some embodiments, the priming dosing comprises a first priming
dose of about 8 mg and a second priming dose of about 24 mg, and the two priming
doses are administered on two different days and the first priming dose is administered
before the second priming dose is administered. In some embodiments, the priming
dosing comprises a first priming dose of about 4 mg and a second priming dose of
about 28 mg, and the two priming doses are administered on two different days and
the first priming dose is administered before the second priming dose is administered.

In some embodiments, the subject is administered PF06863135 of the second
treatment dosing for 6 to 18 cycles, wherein a cycle is 21 days or 28 days,
thereafter, the subject is administered a third treatment dosing of PF06863135
subcutaneously. In some embodiments, the third treatment dosing is about 4 mg Q2W
or about 4 mg Q4W. In some embodiments, the third treatment dosing is about 12 mg
Q2W or about 12 mg Q4W. In some embodiments, the third treatment dosing is about
24 mg Q2W or about 24 mg Q4W. In some embodiments, the third treatment dosing
is about 32 mg Q2W or about 32 mg Q4W. In some embodiments, the third treatment
dosing is about 44 mg Q2W, about 44 mg Q4W. In some embodiments, the third
treatment dosing is about 76 mg Q2W or about 76 mg Q4W.
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In some embodiments, the first treatment dosing is about 4 mg Q1W, the
second treatment dosing is about 4 mg Q2W and the third treatment dosing is about
4 mg Q4W. In some embodiments, the first treatment dosing is about 12 mg Q1W, the
second treatment dosing is about 12 mg Q2W and the third treatment dosing is about
12 mg Q4W. In some embodiments, the first treatment dosing is about 24 mg Q1W,
the second treatment dosing is about 24 mg Q2W and the third treatment dosing is
about 32 mg Q4W. In some embodiments, the first treatment dosing is about 32 mg
Q1W, the second treatment dosing is about 32 mg Q2W and the third treatment dosing
is about 24 mg Q4W. In some embodiments, the first treatment dosing is about 44 mg
Q1W, the second treatment dosing is about 44 mg Q2W and the third treatment dosing
is about 44 mg Q4W. In some embodiments, the first treatment dosing is about 76 mg
Q1W, the second treatment dosing is about 76 mg Q2W and the third treatment dosing
is about 76 mg Q4W.

Also provided are methods of treating cancer in a subject comprising
administering PF-06863135 to a subject

(a) afirst treatment dosing of about 32 mg to about 76 mg Q1W SC, starting in
week 1; or

(b) a priming dosing during week 1, and a first treatment dosing starting in week
2, wherein the priming dosing is (i) a first priming dose of about 4 mg SC to about 32
mg SC, and a second priming dose of about 12 mg SC to about 44 mg SC, wherein
the first priming dose and the second priming dose are administered sequentially in
week 1, or (ii) a single priming dose of about 24 mg to about 44 mg SC, and wherein
the first treatment dosing is about 32 mg to about 76 mg Q1W SC or about 32 mg to
about 152 mg Q2W SC , starting in week 2, and wherein the dose amount of the first
treatment dosing is higher than the dose amount of each of the respective single
priming dose, first priming dose and second priming dose;

wherein week 1, week 2 and any subsequent weeks refer to the first, second
and any subsequent weeks when the subject is administered PF06863135
respectively, and PF06863135 is administered to the subject as a pharmaceutical
product comprising PF06863135.

In some embodiments, the subject is administered a priming dosing of a single
priming dose of about 24 mg SC, about 32 mg SC or about 44 mg SC in week 1. In
some embodiments, the subject is administered a priming dosing of a first priming

dose of about 12 mg SC and a second priming dose of about 32 mg SC in week 1.



11 Mar 2026

2026201847

10

15

20

25

30

WO 2022/053990 PCT/1IB2021/058229
13

In some embodiments, the subject is administered a priming dosing of a single priming
dose of about 4 mg, about 8 mg, about 12 mg, or about 24 mg during week 1. In some
embodiments, the subject is administered a priming dosing of a first priming dose and
a second priming dose. In some embodiments, the first priming dose is about 4 mg,
and the second priming dose is about 20 mg. In some embodiments, the first priming
dose is about 8 mg and the second priming dose is about 16 mg. In some
embodiments, the first priming dose is about 12 mg and the second priming dose is
about 12 mg. In some embodiments, the first priming dose is about 8 mg and the
second priming dose is about 24 mg.

In some embodiments, the first treatment dosing is about 32 mg Q1W SC or
about 32 mg Q2W SC. In some embodiments, the first treatment dosing is about 44
mg Q1W SC, or about 44 mg Q2W SC. In some embodiments, the subject is
administered the first treatment dosing until at least the end of cycle 1 or until at least
the end of cycle 6, wherein a cycle is 21 days or 28 days, cycle 1 starts on day 1 of
week 1, day 1 of week 2, or day 1 of week 3, and cycle 1, cycle 2 and subsequent
cycles refer to the first, second and subsequent cycles when the subject is
administered PF06863135 respectively.

In some embodiments, the method further comprising administering to the
subject PF06863135 in a second treatment dosing of about 32 mg to about 152 mg
Q2W SC, about 32 mg to about 152 mg Q3W SC, or about 32 mg to about 152 mg
Q4W SC, after the subject is no longer on the first treatment dosing, wherein the
second treatment dosing is at a dose frequency that is less frequent than the
respective first treatment dosing, or the second treatment dosing has a lower dose
amount than the first treatment dosing. In some embodiments, wherein after the first
treatment dosing is administered to the subject until at least the end of cycle 6, the
second treatment dosing of PFO6863135 is administered to the subject instead of the
first treatment dosing, or the subject may continue to be administered the first
treatment dosing, and wherein the second treatment dosing is about 32 mg to about
152 mg Q2W SC, about 32 mg to about 152 mg Q3W SC, or about 32 mg to about
152 mg Q4W SC, wherein the second treatment dosing is at a dose frequency that is
less frequent than the first treatment dosing, or the second treatment dosing has a
lower dose amount than the first treatment dosing. In some embodiments, wherein
(i) the first treatment dosing is about 32 mg Q1W SC and the second treatment dosing
is about 32 mg Q2W SC, 32 mg Q3W SC, 32 mg Q4W SC, 44 mg Q2W SC, 44 mg
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Q3W SC, 44 mg Q4W SC, 76 mg Q3W SC, 76 mg Q4W SC, 116 mg Q4W SC or 152
mg Q4W SC, or (ii) the first treatment dosing is about 32 Q2W SC and the second
treatment dosing is about 32 mg Q3W SC, 32 mg Q4W SC, 44 mg Q3W SC, 44 mg
Q4W SC, 76 mg Q3W SC, 76 mg Q4W SC, 116 mg Q4W SC or 152 mg Q4W SC. In
some embodiments, wherein (i) the first treatment dosing is about 44 mg Q1W SC and
the second treatment dosing is about 44 mg Q2W SC, 44 mg Q3W SC, 44 mg Q4W
SC, 76 mg Q2W SC, 76 mg Q3W SC, 76 mg Q4W SC, 116 mg Q4W SC or about 152
mg Q4W SC, or (ii) the first treatment dosing is about 44 mg Q2W SC, and the second
treatment dosing is about 32 mg Q2W SC, 44 mg Q3W SC, 76 mg Q3W SC, 116 mg
Q3W SC, 152 mg Q3W SC, 32 mg Q4W SC, 44 mg Q4W SC , 76 mg Q4W SC, 116
mg Q4W SC, or about 152 mg Q4W SC. In some embodiments, the second treatment
dosing is administered to the subject according to a respective regulatory label of the
pharmaceutical product. In some embodiments, the second treatment dosing is
administered to the subject according to the subject’s response to the first treatment
dosing. In some embodiments, the subject continues to be administered the first
treatment dosing unless the subject has demonstrated an IMWG response of a partial
response or better, with response persisting for at least one month, at least two
months, at least three months, at least one cycle, at least two cycles or at least three
cycles while the subject is on the first treatment dosing.

In some embodiments, the first treatment dosing is (i) about 76 mg Q1W SC,
(ii) about 76 mg Q2W SC, or (iii) about 76 mg Q1W SC for three weeks followed by
about 116 mg Q1W SC or (iv) about 76 mg Q1W SC for three weeks followed by
about 152 mg Q1W SC. In some embodiments, the subject is administered the first
treatment dosing until at least the end of cycle 1, at least the end of cycle 3, or at least
the end of cycle 6, wherein a cycle is 21 days or 28 days, and cycle 1 starts on day 1
of week 1, day 1 of week 2, or day 1 of week 3, and cycle 1, cycle 2 and subsequent
cycles refer to the first, second and subsequent cycles when the subject is
administered PF06863135 respectively. In some embodiments, the method further
comprising administering to the subject PF06863135 in a second treatment dosing of
about 44 mg to about 152 mg Q2W SC, about 44 mg to about 152 mg Q3W SC, or
about 44 mg to about 152 mg Q4W SC, after the subject is no longer on the first
treatment dosing, wherein the second treatment dosing is at a dose frequency that is
less frequent than the first treatment dosing, or the second treatment dosing has a

lower dose amount than the first treatment dosing. In some embodiments, wherein
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after the first treatment dosing is administered to the subject until at least the end of
cycle 6, a second treatment dosing of about 44 mg to about 152 mg Q2W SC, about
44 mg to about 152 mg Q3W SC, or about 44 mg to about 152 mg Q4W SC is be
administered to the subject instead of the first treatment dosing, or the subject may
continue to be administered the first treatment dosing, wherein the second treatment
dosing is at a dose frequency that is less frequent than the respective first treatment
dosing, or the second treatment dosing has a lower dose amount than that of the first
treatment dosing. In some embodiments, the first treatment dosing is about 76 mg
Q1W SC and the second treatment dosing of about 44 mg Q2W SC, about 76 mg
Q2W SC, about 116 mg Q2W SC, about 152 mg Q2W SC, about 44 mg Q3W SC,
about 76 mg Q3W SC, about 116 mg Q3W SC, about 152 mg Q3W SC, about 44 mg
Q4W SC, about 76 mg Q4W SC, about 116 mg Q4W SC or about 152 mg Q4W SC.
In some embodiments, the first treatment dosing is about 76 mg Q2W SC, and the
second treatment dosing is about 44 mg Q2W SC, about 44 mg Q3W SC, about 76
mg Q3W SC, about 116 mg Q3W SC, about 152 mg Q3W SC, about 44 mg Q4W SC,
about 76 mg Q4W SC, about 116 mg Q4W SC or about 152 mg Q4W SC. In some
embodiments, the first treatment dosing is about 76 mg Q1W, the second treatment
dosing is about 76 mg Q2W. In some embodiments, the first treatment dosing is about
76 mg Q2W, the second treatment dosing is about 76 mg Q4W. In some
embodiments, the second treatment dosing is administered to the subject according
to a respective regulatory label of the pharmaceutical product. In some embodiments,
the second treatment dosing is administered to the subject according to the subject’s
response to the first treatment dosing. In some embodiments, the second treatment
dosing is administered to the subject if the subject has demonstrated an IMWG
response of a partial response or better, with response persisting for at least one
month, at least two months, at least three months, at least one cycle, at least two
cycles or at least three cycles while the subject is on the first treatment dosing.

In some embodiments, the subject is administered PF06863135 in the first treatment
dosing until the end of cycle 1, followed by the second treatment dosing, wherein a
cycle is 21 days or 28 days, cycle 1 starts on day 1 of week 1, or day 1 of week 2, or
day 1 of week 3, and cycle 1, cycle 2 and subsequent cycles refer to the first, second
and subsequent cycles when the subject is administered PF06863135 respectively.
In some embodiments, the second treatment dosing is administered until at least the

end of cycle 6, and thereafter a third treatment dosing of about 76 mg to about 152
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mg Q3W SC or about 76 mg to about 152 mg Q4W SC is administered to the subject
instead of the second treatment dosing, or the subject continues to be administered
the second treatment dosing. In some embodiments, the second treatment dosing is
administered until at least the end of cycle 6, and thereafter a third treatment dosing
of about 76 mg to about 152 mg Q3W SC or about 76 mg to about 152 mg Q4W SC
is administered. In some embodiments, the second treatment dosing is administered
until the end of cycle 6, the first dose in the third treatment dosing starts in cycle 7 and
the third treatment dosing is 116 mg Q4W SC or 152 mg Q4W SC. In some
embodiments, the subject is administered PF06863135 in the third treatment dosing
after receiving the second treatment dosing until at least cycle 6, according to a
respective regulatory label of the pharmaceutical product, or according to the subject’s
response. In some embodiments, the subject continues to be administered
PF06863135 in the second treatment dosing until at least cycle 6, unless the subject
has demonstrated an IMWG response of a partial response or better, with response
persisting for at least one month, at least two months, at least three months, at least
one cycle, at least two cycles or at least three cycles while the subject is on the second
treatment dosing. In some embodiments, the first treatment dosing is about 76 mg
Q1W SC, the second treatment dosing is about 116 mg Q2W SC and the third
treatment dosing is about 116 mg Q4W SC. In some embodiments, the first treatment
dosing is about 76 mg Q1W SC, the second treatment dosing is about 152 mg Q2W
SC and the third treatment dosing is about 152 mg Q4W SC.

In some embodiments, the method comprising administering to the subject a
first treatment dosing of about 32 mg Q1W for 23, 24 or 25 weeks, followed by a
second treatment dosing of about 32 mg Q1W or about 32 mg Q2W for 6 to 18 cycles,
followed by a third treatment dosing of about 32 mg Q2W or about 32 mg Q4W,
wherein a cycle is 21 or 28 days. In some embodiments, the second treatment dosing
is about 32 mg Q2W and the third treatment dosing is about 32 mg Q4W.

In some embodiments, the method comprising administering to the subject a
first treatment dosing of about 44 mg Q1W for 23, 24 or 25 weeks, followed by a
second treatment dosing of about 44 mg Q1W or about 44 mg Q2W for 6 to 18 cycles,
followed by a third treatment dosing of about 44 mg Q2W or about 44 mg Q4W,
wherein a cycle is 21 or 28 days. In some embodiments, the second treatment dosing
is about 44 mg Q2W and the third treatment dosing is about 44 mg Q4W.
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In some embodiments, the method comprising administering to the subject a
first treatment dosing of about 76 mg Q1W for 23, 24 or 25 weeks, followed by a
second treatment dosing of about 76 mg Q1W or about 76 mg Q2W for 6 to 18 cycles,
followed by a third treatment dosing of about 76 mg Q2W or about 76 mg Q4W,
wherein a cycle is 21 or 28 days. In some embodiments, the second treatment dosing
is about 76 mg Q2W and the third treatment dosing is about 76 mg Q4W.

In some embodiments, the method comprising administering to the subject a
first treatment dosing of about 116 mg Q1W for 23, 24 or 25 weeks, followed by a
second treatment dosing of about 116 mg Q1W or about 116 mg Q2W for 6 to 18
cycles, followed by a third treatment dosing of about 116 mg Q2W or about 116 mg
Q4W, wherein a cycle is 21 or 28 days. In some embodiments, the second treatment
dosing is about 116 mg Q2W and the third treatment dosing is about 116 mg Q4W.

In some embodiments, the method comprising administering to the subject a
first treatment dosing of about 152 mg Q1W for 23, 24 or 25 weeks, followed by a
second treatment dosing of about 152 mg Q1W or about 152 mg Q2W for 6 to 18
cycles, followed by a third treatment dosing of about 152 mg Q2W or about 152 mg
Q4W, wherein a cycle is 21 or 28 days. In some embodiments, the second treatment
dosing is about 152 mg Q2W and the third treatment dosing is about 152 mg Q4W.

In some embodiments, a cycle is 21 days when the subject is on Q1W or Q3W
dosing frequency of PF06863135 and a cycle is 28 days when the subject is on a Q2W
or Q4W dosing frequency of PF06863135. In some embodiments, a cycle is 28 days
unless the patient is on a Q3W dosing frequency of PF06863135. In some
embodiments, a cycle is 21 days in cycle 1 and until the end of the last cycle when the
subject is on the first treatment dosing.

Also provided are methods of treating cancer, comprising administering
elranatamab (PF06863135) to a subject according a dosing schedule as shown below,
and wherein the dosing schedule is described by a week number, a dose amount and

a dose frequency corresponding to each week number:

(a)

Week Number Dose Amount (mg) Dose Frequency
1 44: 32: 12 plus 32; or A | Weekly

plus B;
2-24; 32; 44; 76; 116; or 152 Weekly
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32: 44: 76; 116; or 152 Weekly; very two weeks; every
25 onwards; three weeks; or every four
weeks
, (b)
Week Number Dose Amount (mg) Dose Frequency
1 44; 32; 12 plus 32; or A | Weekly
plus B;
2-25; 32; 44; 76; 116; or 152 Weekly
32: 44; 76; 116; or 152 Weekly; very two weeks; every
26 onwards; three weeks; or every four
weeks

, (¢)

Week Number

Dose Amount (mg)

Dose Frequency

1 44; 32; 12 plus 32; or A | Weekly

plus B;
2 -26; 44: or 76 Weekly

44: or 76 Weekly; very two weeks; every
27 onwards; three weeks; or every four

weeks

(d)

Week Number

Dose Amount (mg)

Dose Frequency

1

44; 32: 12 plus 32; or A
plus B;

Weekly

2-24

32; 44, 76; 116; or 152

Every two weeks

25 onwards

32; 44, 76; 116; or 152

Every two weeks; every three

weeks; or every four weeks

()

Week Number

Dose Amount (mg)

Dose Frequency

44: 32; 12 plus 32; or A
plus B;

Weekly

32: 44: 76; 116; or 152

Every two weeks
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26 onwards

32; 44, 76; 116, or 152

Every two weeks; every three

weeks; or every four weeks

or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1

44; 32: 12 plus 32; or A
plus B;

Weekly

2-26

32; 44; 76; 116; or 152

Every two weeks

27 onwards

32; 44, 76; 116; or 152

Every two weeks; every three

weeks; or every four weeks

wherein when the dose amount is 12 mg plus 32 mg during week 1, the dose amount

of 12 mg is administered on one day, subsequently, the dose amount of 32 mg is

administered on another day, wherein A plus B is 4 (A) plus 20 (B), 8 (A) plus 16 (B),

12 (A) plus 12 (B), or 8 (A) plus 24 (B), and wherein when the dose amount is A mg

plus B mg during week 1, the dose amount of A mg is administered on one day,

subsequently, the dose amount of B mg is administered on another day.

In come embodiments, the subject is administered elranatamab (PF06863135)

according to the dosing schedule as shown below,

(@)

Week Number

Dose Amount (mg)

Dose Frequency

1 44 Weekly
2-24 76 Weekly
25 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (b)

Week Number

Dose Amount (mg)

Dose Frequency

1 44 Weekly
2-25 76 Weekly
26 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks
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Week Number

Dose Amount (mg)

Dose Frequency

1 44 Weekly
2-26 76 Weekly
27 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

,(d)

Week Number

Dose Amount (mg)

Dose Frequency

1

44

Weekly

2-24

76

Every two weeks

25 onwards

76

Every two weeks; every three

weeks; or every four weeks

. (e)

Week Number

Dose Amount (mg)

Dose Frequency

1

44

Weekly

2-25 76 Every two weeks
26 onwards 76 Every two weeks; every three
weeks; or every four weeks
,or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1

44

Weekly

2-26

76

Every two weeks

27 onwards

76

Every two weeks; every three

weeks; or every four weeks

In some embodiments, the subject is administered PF06863135 according to the
dosing schedule (a), (b) or (c), and the dose frequency for week 25 onwards, week 26
onwards, and week 27 onwards in the dosing schedule (a), (b), and (c), respectively,
is (i) weekly, (ii) every two weeks, (iii) every three weeks; (iv) every four weeks; (v)
weekly or every two weeks; (vi) weekly or every three weeks, or (vii) weekly or every
four weeks. In some embodiments, the subject is administered PF06863135
according to the dosing schedule (d), (e) or (f), and the dose frequency for week 25

onwards, week 26 onwards, and week 27 onwards in the dosing schedule (d), (e), and
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(), respectively, is (i) every two weeks, (ii) every three weeks, (iii) very four weeks, (iv)
every two weeks or every three weeks, or (v) every two weeks or every four weeks.
In some embodiments, the subject is administered elranatamab (PF06863135)

according the dosing schedule as shown below,

11 Mar 2026

2026201847

(a)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly

2-24 76 Weekly

25 onwards 76 Weekly; every two weeks;
every three weeks; or every
four weeks

, (b)

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-25 76 Weekly

26 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (€)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-26 76 Weekly
27 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (d)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-24 76 Every two weeks
25 onwards 76 Every two weeks; every three

weeks; or every four weeks

, (e)

Week Number

Dose Amount (mg)

Dose Frequency
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1 12 plus 32 Weekly
2-25 76 Every two weeks
26 onwards 76 Every two weeks; every three
weeks; or every four weeks
, or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-26 76 Every two weeks
27 onwards 76 Every two weeks; every three

weeks; or every four weeks

. In some embodiments, the subject is administered 12 mg of elranatamab on day 1
of week 1, followed by 32 mg of elranatamab on day 4 of week 1. In some
embodiments, the subject is administered PF06863135 according to the dosing
schedule (a), (b) or (c), and the dose frequency for week 25 onwards, week 26
onwards, and week 27 onwards in the dosing schedule (a), (b), and (c), respectively,
is (i) weekly, (ii) every two weeks, (iii) every three weeks; (iv) every four weeks; (v)
weekly or every two weeks; (vi) weekly or every three weeks, or (vii) weekly or every
four weeks. In some embodiments, the subject is administered PF06863135
according to the dosing schedule (d), (e) or (f), and the dose frequency for week 25
onwards, week 26 onwards, and week 27 onwards in the dosing schedule (d), (e), and
(), respectively, is (i) every two weeks, (ii) every three weeks, (iii) very four weeks, (iv)
every two weeks or every three weeks, or (v) every two weeks or every four weeks.
In some embodiments, the subject is administered elranatamab (PF06863135)

according the dosing schedule as shown below,

(a)

Week Number

Dose Amount (mg)

Dose Frequency

1 32; or 12 plus 32 Weekly
2-24 44 Weekly
25 onwards 44 Weekly; every two weeks;

every three weeks; or every

four weeks

, (b)

Week Number

Dose Amount (mg)

Dose Frequency
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1 32; or 12 plus 32 Weekly

2-25 44 Weekly

26 onwards 44 Weekly; every two weeks;
every three weeks; or every
four weeks

, (€)

Week Number Dose Amount (mg) Dose Frequency

1 32; or 12 plus 32 Weekly

2-26 44 Weekly

27 onwards 44 Weekly; every two weeks;

every three weeks; or every

four weeks

, (d)

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-24

44

Every two weeks

25 onwards

44

Every two weeks; every three

weeks; or every four weeks

, (e)

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-25 44 Every two weeks
26 onwards 44 Every two weeks; every three
weeks; or every four weeks
, or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-26

44

Every two weeks

27 onwards

44

Every two weeks; every three

weeks; or every four weeks

In some embodiments, the subject is administered a single dose of 32 mg of
elranatamab during week 1. In some embodiments, the subject is administered 12 mg

of elranatamab on day 1 of week 1, followed by 32 mg of elranatamab on day 4 of
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week 1. In some embodiments, the subject is administered PF06863135 according to
the dosing schedule (a), (b) or (c), and the dose frequency for week 25 onwards, week
26 onwards, and week 27 onwards in the dosing schedule (a), (b), and (c),
respectively, is (i) weekly, (ii) every two weeks, (iii) every three weeks; (iv) every four
weeks; (v) weekly or every two weeks; (vi) weekly or every three weeks, or (vii) weekly
or every fourweeks. Insome embodiments, the subject is administered PF06863135
according to the dosing schedule (d), (e) or (f), and the dose frequency for week 25
onwards, week 26 onwards, and week 27 onwards in the dosing schedule (d), (e), and
(f), respectively, is (i) every two weeks, (ii) every three weeks, (iii) very four weeks, (iv)
every two weeks or every three weeks, or (v) every two weeks or every four weeks.

In some embodiments, wherein the dose amount and the dose frequency
during week 1 are together referred to as a priming dosing, and if the subject is
administered only one dose of elranatamab in the priming dosing, such one dose is
referred to as a single priming dose, if the subject is sequentially administered two
doses of elranatamab during week 1, the two doses are referred to as a first priming
dose and a second priming dose respectively; the dose amount and dose frequency
during weeks 2 - 24, weeks 2 — 25 and weeks 2 — 26 in the respective dosing schedules
(a) and (d), (b) and (e) and (c) and (f), respectively, are in each dosing schedule
together referred to as a first treatment dosing, the dose amount and the dose
frequency during week 25 and onwards, week 26 onwards, and week 27 onwards in
the respective dosing schedules (a) and (d), (b) and (e) and (c) and (f), are in each
dosing schedule together referred to as a second treatment dosing.

In some embodiments, the subject is administered PF06863135 of the second
treatment dosing for 6 to 18 cycles, thereafter, the subject is administered a third
treatment dosing of PF06863135 subcutaneously, wherein the third treatment dosing
is 32 mg Q2W, 32 mg Q4W, 44 mg Q2W, 44 mg Q4W, 76 mg Q2W, 76 mg Q4W, 116
mg Q2W, 116 mg Q4W, 152 mg Q2W, or 152 mg Q4W, wherein a cycle is 21 days or
28 days, and cycle 1 starts on day 1 week 1, day 1 week 2 or day 1 week 3.

In some embodiments, the first treatment dosing is 32 mg Q1W, the second
treatment dosing is 32 mg Q1W or 32 mg Q2W and the third treatment dosing is 32
mg Q2W or 32 mg Q4W. In some embodiments, the first treatment dosing is 32 mg
Q1W, the second treatment dosing is 32 mg Q2W and the third treatment dosing is 32
mg Q4W. In some embodiments, the first treatment dosing is 44 mg Q1W, the second

treatment dosing is 44 mg Q1W or 44 mg Q2W and the third treatment dosing is 44
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mg Q2W or 44 mg Q4W. In some embodiments, the first treatment dosing is 44 mg
Q1W, the second treatment dosing is 44 mg Q2W and the third treatment dosing is 44
mg Q4W. In some embodiments, the first treatment dosing is 76 mg Q1W, the second
treatment dosing is 76 mg Q1W or 76 mg Q2W and the third treatment dosing is 76
mg Q2W or 76 mg Q4W. In some embodiments, the first treatment dosing is 76 mg
Q1W, the second treatment dosing is 76 mg Q2W and the third treatment dosing is 76
mg Q4W. In some embodiments, the first treatment dosing is 116 mg Q1W, the
second treatment dosing is 116 mg Q1W or 116 mg Q2W and the third treatment
dosing is 116 mg Q2W or 116 mg Q4W. In some embodiments, the first treatment
dosing is 116 mg Q1W, the second treatment dosing is 116 mg Q2W and the third
treatment dosing is 116 mg Q4W. In some embodiments, the first treatment dosing is
152 mg Q1W, the second treatment dosing is 152 mg Q1W or 32 mg Q2W and the
third treatment dosing is 152 mg Q2W or 152 mg Q4W.

Also provided are methods of treating cancer, comprising administering
elranatamab (PF06863135) to a subject according to a dosing schedule as shown
below, and wherein the dosing schedule is described by a week number, a dose

amount and a dose frequency corresponding to each week number:

Week Number Dose Amount (mg) Dose Frequency
1 44: or 32; or 12 plus 32; or | Weekly
A plus B
2-4 44 to 152; Weekly
5-24 44 to 152 Weekly; or every two weeks
25 onwards 44 to 152 Every two weeks; every three
weeks or every four weeks

wherein when the dose amount is 12 mg plus 32 mg during week 1, the dose amount
of 12 mg is administered on one day, subsequently, the dose amount of 32 mg is
administered on another day, wherein A plus B is 4 (A) plus 20 (B), 8 (A) plus 16 (B),
12 (A) plus 12 (B), or 8 (A) plus 24 (B), and wherein the dose amount of A mg is
administered on one day, subsequently, the dose amount of B mg is administered on
another day.

In some embodiments, the subject is administered 12 mg of Elranatamab on

day 1 of week 1, followed by 32 mg of elranatamab on day 4 of week 1.
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In some embodiments, the subject is administered elranatamab according the

following dosing schedule

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-4 76 Weekly

5-24 116 Every two weeks

25 onwards 116 Every two weeks; every three
weeks; or every four weeks

In some embodiments, the dose frequency during week 25 onwards, the dose
frequency is every four weeks.
In some embodiments, the subject is administered elranatamab according the

following dosing schedule

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-4 76 Weekly

5-24 152 Every two weeks

25 onwards 152 Every two weeks; every three
weeks; or every four weeks

. In some embodiments, the dose frequency during week 25 onwards is every four
weeks.

In some embodiments, the dose amount and the dose frequency during week
1 are together referred to as a priming dosing, and if the subject is administered only
one dose of elranatamab in the priming dosing, such one dose is referred to as a single
priming dose, if the subject is sequentially administered two doses of elranatamab
during week 1, the two doses are referred to as a first priming dose and a second
priming dose respectively, the dose amount and dose frequency during weeks 2 - 4
are together referred to as a first treatment dosing, the dose amount and the dose
frequency during weeks 5 - 24 and are together referred to as a second treatment
dosing, and the dose amount and dose frequency during week 25 and onwards are
together referred to as a third treatment dosing.

Also provided are methods of treating cancer, comprising administering

elranatamab (PF06863135) to a subject according to a dosing schedule as shown
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amount and a dose frequency corresponding to each week number:

Week Number

Dose Amount (mg)

Dose Frequency

1 44; or 32; or 12 plus 32; or | Weekly
Aplus B
2-4 44 t0 76 Weekly
5-12 44 to 152, Weekly
13-24 44 10 152 Weekly; or every two weeks
25 onwards 44 t0 152 Every two weeks; every three

weeks; or every four weeks

wherein when the dose amount is 12 mg plus 32 mg during week 1, the dose amount
of 12 mg is administered on one day, subsequently, the dose amount of 32 mg is
5 administered on another day, wherein A plus B is 4 (A) plus 20 (B), 8 (A) plus 16 (B),
12 (A) plus 12 (B), or 8 (A) plus 24 (B), and wherein the dose amount of A mg is
administered on one day, subsequently, the dose amount of B mg is administered on

another day. In some embodiments, the subject is administered 12 mg of Elranatamab

on day 1 of week 1, followed by 32 mg of elranatamab on day 4 of week 1.

10 In some embodiments, the subject is administered elranatamab according the

following dosing schedule

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly

2to4 76 Weekly

5-12 116 Weekly

13-24 116 Weekly; or every two weeks
25 onwards 116 Every two weeks; every three

weeks; or every four weeks

. Insome embodiments, the dose frequency during weeks 13 - 24 is every two weeks.

In some embodiments, the dose frequency during week 25 and onward is every four

weeks.

15 In some embodiments, the subject is administered elranatamab according the

following dosing schedule

Week Number

Dose Amount (mg)

Dose Frequency

1

12 plus 32

Weekly




11 Mar 2026

2026201847

WO 2022/053990 PCT/1IB2021/058229

28
2-4 76 weekly
2-12 152 Weekly
13-24 152 Weekly or Every two weeks
25 onwards 152 Every two weeks; or every four
weeks

. In some embodiments, the dose frequency during week 13 — 24 is every two weeks.
In some embodiments, the dose frequency during week 25 onward is every four
weeks.

In some embodiments, the subject is administered elranatamab according the

5 following dosing schedule

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-4 76 weekly

5-12 76 Weekly

13-24 76 Weekly; or every two weeks

25 onwards 76 Every two weeks; every three
weeks; or every four weeks

. In some embodiments, the dose frequency during weeks 13 — 24 is every two weeks.
In some embodiments, the dose frequency during week 25 and onward is every four
weeks. In some embodiments, the dose frequency during weeks 13 — 24 is every two
weeks, wherein the dose frequency during week 25 onward is every two weeks or

10  every four weeks.
In some embodiments, the subject is administered elranatamab according the

following dosing schedule

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-4 44 weekly

5-12 44 Weekly

13-24 44 Weekly or Every two weeks

25 onwards 44 Every two weeks; every three
weeks; or every four weeks
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. In some embodiments, the dose frequency during week 13 - 24 is every two weeks.
In some embodiments, the dose frequency during week 25 onwards is every four
weeks.

In some embodiments, the dose amount and the dose frequency during week
1 are together referred to as a priming dosing, and if the subject is administered only
one dose of elranatamab in the priming dosing, such one dose is referred to as a single
priming dose, if the subject is sequentially administered two doses of elranatamab
during week 1, the two doses are referred to as a first priming dose and a second
priming dose respectively, the dose amount and dose frequency during weeks 2 — 4
and the dose amount and dose frequency during weeks 5 - 12 are all together referred
to as a first treatment dosing, the dose amount and the dose frequency during weeks
13 - 24 and are together referred to as a second treatment dosing, and the dose
amount and dose frequency during week 25 onwards are together referred to as a
third treatment dosing.

The present invention is further directed to elranatamab (PF-06853135) for use
in a method of treating cancer with a dosing regimen as defined herein.

In some embodiments, the cancer is multiple myeloma. In some embodiments,
the cancer is advanced multiple myeloma. In some embodiments, the cancer is
relapsed or refractory multiple myeloma.

In some embodiments, the cancer is triple class refractory multiple myeloma.
In some embodiments, the multiple myeloma of the subject is refractory to all three
types of the following multiple myeloma therapies (1) a prior multiple myeloma therapy
that comprises a proteasome inhibitor, (2) a prior multiple myeloma therapy that
comprises an immunomodulatory agent and (3) a prior multiple myeloma therapy that
comprises an anti-CD38 antibody.

In some embodiments, the cancer is double class refractory multiple myeloma.
In some embodiments, the multiple myeloma of the subject is refractory to at least two
of the following three types multiple myeloma therapies (1) a prior multiple myeloma
therapy that comprises a proteasome inhibitor, (2) a prior multiple myeloma therapy
that comprises an immunomodulatory agent and (3) a prior multiple myeloma therapy
that comprises an anti-CD38 antibody.

In some embodiments, the cancer is newly diagnosed multiple myeloma. In
some embodiments, the cancer is multiple myeloma, and the subject has received

stem cell transplant. In some embodiments, the subject has received autologous stem
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cell transplant. In some embodiments, the subject has received autologous stem cell
transplant or allogeneic stem cell transplant. In some embodiments, the subject is
minimum residual disease positive post stem cell transplant.

In some embodiments, the cancer is multiple myeloma, wherein in some
embodiments the subject has progressed or is intolerant of an established multiple
myeloma therapy. In some embodiments, the established multiple myeloma therapy
comprises at least one drug selected from the group consisting of a proteasome
inhibitor, an IMid drug and an anti-CD38 antibody.

In some embodiments, the cancer is multiple myeloma wherein the subject has
received at least four prior therapies and the subject’s multiple myeloma is refractory
or relapsed to (1) a prior multiple myeloma therapy that comprises an proteasome
inhibitor, (2) a prior multiple myeloma therapy that comprises an immunomodulatory
agent and (3) a prior multiple myeloma therapy that comprises an anti-CD38
monoclonal antibody, and wherein the subject has demonstrated disease progression
on the last therapy. In one aspect of these embodiments, the subject has received a
prior therapy of a BCMA targeted ADC or a BCMA targeted CAR-T. In another aspect
of these embodiments, the subject has not received any prior therapy of a BCMA
targeted ADC or a BCMA targeted CAR-T.

In some embodiments, the cancer is multiple myeloma, the subject has
received at least one, at least two, at least three or at least four prior multiple myeloma
therapies, and the subject’'s multiple myeloma is refractory or relapsed to (1) a prior
multiple myeloma therapy that comprises a proteasome inhibitor, (2) a prior multiple
myeloma therapy that comprises an immunomodulatory agent and (3) a prior multiple
myeloma therapy that comprises an anti-CD38 antibody, and the subject has
demonstrated disease progression on the last multiple myeloma therapy. In one
aspect of this embodiment, the subject has received at least three prior multiple
myeloma therapies. In another aspect of this embodiment, the subject has received
at least four prior multiple myeloma therapies.

In some embodiments, the previous multiple myeloma therapies the subject
received comprise a BCMA directed ADC therapy or a BCMA directed CAR-T cell
therapy. In some embodiments, the previous multiple myeloma therapies the subject
received comprise a BCMA directed therapy.

In some embodiments, the previous multiple myeloma therapies the subject
received do not comprise a BCMA directed ADC therapy or a BCMA directed CAR-T
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cell therapy. In some embodiments, the previous multiple myeloma therapies the
subject received do not comprise a BCMA directed therapy.

In some embodiments, the cancer is multiple myeloma, and the subject has
received at least one or at least two prior multiple myeloma therapies, the subject’s
multiple myeloma is refractory or relapsed to (1) a prior multiple myeloma therapy that
comprises a proteasome inhibitor and (2) a prior multiple myeloma therapy that
comprises an immunomodulatory agent. In some embodiments, the subject has
demonstrated disease progression on the last multiple myeloma therapy.

In some embodiments, the cancer is multiple myeloma, and the subject has not
received any prior multiple myeloma therapies. In some embodiments, the subject
has not received any prior multiple myeloma therapies after the diagnosis of multiple
myeloma. In some embodiments, the subject is stem cell transplant ineligible. In
some embodiments, the cancer is multiple myeloma and the subject is stem cell
transplant ineligible. In some embodiments, the subject is autologous stem cell
transplant ineligible. In some embodiments, the subject is allogeneic stem cell
transplant ineligible. In some embodiments, the subject is ineligible for autologous
stem cell transplant and is also ineligible for allogeneic stem cell transplant.

In some embodiments, (i) a cycle is 21 days when the subject is on weekly or
every three weeks dose frequency of PFO6863135, a cycle is 28 days when the subject
is on an every two weeks or every four weeks dose frequency of PFO6863135; or (ii)
a cycle is 28 days unless the patient is on a every three week dose frequency of
PF06863135.

In some embodiments, the method further comprising administering
sasanlimab to the subject.

In some embodiments, both PF-06863135 and sasanlimab are administered in
a treatment cycle of four weeks, for at least a first treatment cycle, and wherein if a
priming dosing of PF-06863135 is administered, the first treatment cycle starts on the
seventh day after the single priming dose or the last dose of the priming dosing is
administered, and sasanlimab is administered at a dose of 300 mg Q4W SC.

In some embodiments, wherein the first dose of sasanlimab is administered on
day one of the first treatment cycle. In some embodiments, the first dose of PF-
06863135 in a treatment cycle is administered on day 1 of the treatment cycle.

In some embodiments, week 1 and cycle 1 starts on the day when the single

priming dose or the first priming dose is administered to the subject, or if the subject
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is not administered a priming dosing or priming dose of PF06863135, week 1 and
cycle 1 starts on the day when a first dose in the first treatment dosing of PFO6863135
is administered to the subject, a cycle is 28 days, and sasanlimab is administered at
a dose of 300 mg Q4W SC. In some embodiments, the subject is administered at
least one priming dose of PF6863135, and sasanlimab is administered to the subject
on day 8 of each cycle.

In some embodiments, the method further comprising administering
lenalidomide to the subject.

In some embodiments, both PF-06863135 and lenalidomide are administered
in a treatment cycle of four weeks, for at least a first treatment cycle, and wherein if a
priming dosing of PF-06863135 is administered, the first treatment cycle starts on the
seventh day after the single priming dose or the last dose of the priming dosing is
administered, and wherein lenalidomide is administered at a dose of 25 mg daily orally
on day 1 to day 21 of each treatment cycle.

In some embodiments, lenalidomide is administered at a dose of 25 mg daily
orally on day 1 to day 21 of each treatment cycle without dexamethasone.

In some embodiments, the first dose of PF-06863135 in a treatment cycle is
administered on day 1 of the treatment cycle.

In some embodiments, a priming dosing of PF6863135 is administered, a cycle
is 28 days, lenalidomide is administered at a daily oral dose of about 5 mg, about 10
mg, about 15 mg, about 20 mg or about 25 mg on day 8-28 or day 15 - 28 of the first
cycle, and on day 1-28 of the second and third cycle, afterwards, starting on the fourth
cycle, lenalidomide is administered at a daily oral dose of about 5 to 10 mg higher
than that is administered during the third cycle, or continued to be administered at the
same daily oral dose as that of the third cycle on day 1-28 of each cycle.

In some embodiments, a priming dosing of PFO6863135 is administered,
lenalidomide is administered at a daily oral dose of about 10 mg, or about 15 mg
starting on day 8 of cycle 1 for at least 10 consecutive days in each cycle.

In some embodiments, no priming dosing of PFO6863135 is administered, and
lenalidomide is administered at a daily oral dose of about 10mg, about 15 mg, about
20 mg or about 25 mg, for at least 10, at least 14 or at least 21 consecutive days, in
each cycle.

In some embodiments, the subject is administered PFO6863135 in an induction

phase followed by a maintenance phase, wherein the induction phase starts on the
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day when the first dose in the priming dosing of PFO6863135 is administered, or if no
priming dosing of PF06863135 is administered then the induction phase starts on the
day when the first dose in the first treatment dosing of PF06863135 is administered,
and the induction phase ends on the last day of the last week, or the last day of the
last cycle, whichever is later, when the subject is on the first treatment dosing;
wherein during the induction phase, lenalidomide is administered at a lenalidomide
induction dosing of a daily oral dose of about 5 mg to about 25 mg during at least 10
consecutive days in each cycle in the induction phase; in the maintenance phase,
PF06863135 is administered in the second treatment dosing, lenalidomide is
administered on a lenalidomide maintenance dosing of an oral daily dose of about 5
mg to about 25 mg for at least 10 consecutive days in a cycle; wherein each cycle is
21 days or 28 days, and the induction phase lasts 1 to 10 cycles. In some
embodiments, the method further comprising administering to the subject
dexamethasone during the induction phase at a dexamethasone dosing of about 10
mg to about 40 mg daily oral on at least day 1 and day 8 of the first cycle in the
induction phase.

In some embodiments, each cycle in the induction phase is 21 days or 28 days,
and cycle 1 starts on day 1 week 3, the lenalidomide induction dosing is about 5 mg,
about 10mg, about 15 mg, about 20 mg or about 25 mg daily oral and is administered
on day 1 to day 14, or day 1 - 21 in each cycle in the induction phase, and if
dexamethasone is administered, it is administered at a dosing of about 20 mg daily on
day 1, 8, and 15 in the first cycle and the second cycle of the induction phase; wherein
each cycle in the maintenance phase is 28 days, and the maintenance lenalidomide
dosing is about 5 mg, about 10 mg, or about 15 mg oral daily on day 1 to day 28 of
each cycle in the maintenance phase. In some embodiments, the induction phase
ends after 24 — 26 weeks. In some embodiments, the induction phase ends after 12
— 14 weeks.

In some embodiments, the method further comprising administering
pomalidomide to the subject. In some embodiments, both PF06863135 and
pomalidomide are administered in a treatment cycle of four weeks, for at least a first
treatment cycle, and wherein a priming dosing of PF-06863135 is administered, the
first treatment cycle starts on the seventh day after the single priming dose or the last
dose of the priming dosing is administered, pomalidomide is administered at a dose

of 4 mg daily orally on day 1 to day 21 of each treatment cycle. In some embodiments,
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pomalidomide is administered at a dose of 4 mg daily, 3 mg daily, 2 mg daily or 1 mg
daily orally on day 1 to day 21 of each treatment cycle without dexamethasone. In
some embodiments, the first dose of PF-06863135 in a treatment cycle is administered
on day 1 of the treatment cycle.

In some embodiments, the method further comprising administering
daratumumab to the subject. In some embodiments, daratumumab is administered
subcutaneously at a daratumumab dosing of about 1800 mg weekly, every two
weeks, every three weeks, or every four weeks. In some embodiments, daratumumab
dosing starts as about 1800 weekly in cycle 1 for about 8 doses, followed by about
1800 mg every two weeks for about 8 to about 10 doses, followed by about 1800 mg
every four weeks thereafter.

In some embodiments, the method further comprising administering to the
subject isatuximab. In some embodiments, isatuximab is administered at an
isatuximab dosing of about 5 mg to about 10 mg/kg QW IV, Q2W IV, Q3W IV or Q4W
IV. In some embodiments, the isatuximab dosing under which that the isatuximab
administered to the subject can be the same or different while the subject is on the
priming dosing, the first treatment dosing, the second treatment dosing or the third
treatment dosing of PF06863135.

In some embodiments, the method further comprising administering to the
subject at least one dose of a premedication on the day when the single priming dose,
the first priming dose, the second priming dose or the first dose of the first treatment
dose of PF0O6863135 is administered to the subject, wherein the premeditation is
acetaminophen, diphenhydramine or dexamethasone. In some embodiments,
dexamethasone is administered at a dexamethasone dosing of about 10 mg to about
40 mg daily oral or intravenous. In some embodiments, dexamethasone is
administered at a dexamethasone dosing of about 10 mg to about 40 mg daily, oral,
or intravenous, at least on the day when the first dose of the first treatment dosing of
PF06863135 is administered to the subject. In some embodiments, the
dexamethasone dosing under which the dexamethasone is administered to the subject
as a premedication can be the same or different while the subject is on the priming
dosing, the first treatment dosing, the second treatment dosing or the third treatment
dosing of PF06863135.

In some embodiments, the method further comprising administering to the

subject a second therapeutic agent. In some embodiments, the second therapeutic
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agent is an anticancer agent. In some embodiment, the second therapeutic agent is
an GSI. In some embodiment, the second therapeutic agent is nirogacestat or a
pharmaceutically acceptable salt thereof.

In some embodiments, the method further comprising administering to the
subject radiotherapy.

In aspects and/or embodiments that refer to a method of treatment as described
herein, such aspects and/or embodiments are also further aspects and/or
embodiments concerning the therapeutic agent or agents for use in that method of
treatment, or alternatively the use of the defined therapeutic agent or agents for use

in the manufacture of a medicament or medicaments for use in that treatment.

Brief Description of the Figures/Drawings

FIG. 1 depicts the inducement of PD-1 expression on CD8+ T cells after
treatment with BCMAxCD3 bispecific antibody.

FIG. 2A and 2B depict the therapeutic activity of a BCMAxCD3 bispecific
antibody in combination with an anti-PD1 antibody in A) an orthotopic MM.1S-Luc-
PDL1 multiple myeloma model and B) a subcutaneous MM.1S-PD-L1 multiple
myeloma model.

FIG. 3A-3E depict the upregulation of BCMA expression on the cell surface of
multiple myeloma cells after treatment with GSI.

FIG. 4A-4E depict the upregulation of BCMA expression on the cell surface of
multiple myeloma cells, in a time-dependent manner, after treatment with GSI.

FIG. 5A-5E depict the reduction of shedding of soluble BCMA (sBCMA) in
multiple myeloma cells lines after treatment with GSI.

FIG. 6A-6E depict treatment with GSI improves BCMAxCD3 bispecific
mediated cell killing in multiple myeloma cell lines.

FIG. 7A-7B depict the A) upregulation of BCMA expression on the cell surface
of Raji lymphoma cells after treatment with GSI and B) upregulation is in a time-
dependent manner.

FIG. 8 depicts treatment with GSI improves BCMAxCD3 bispecific mediated

cell killing in a lymphoma cell line.

Detailed Description
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The instant application relates to the treatment of cancer and/or cancer-
associated disease. Certain aspects relate to the treatment of an individual having
cancer or cancer-associated disease by administering to the individual a combination
therapy of a first therapeutic that is a BCMAxCD3 bispecific antibody and second
therapeutic that is an anti-PD-1 antibody, an anti-PD-L1 antibody or a y-secretase

inhibitor (GSI), or a pharmaceutically acceptable salt thereof.

|. Definitions
So that the invention may be more readily understood, certain technical and
scientific terms are specifically defined below. Unless specifically defined elsewhere
in this document, all other technical and scientific terms used herein have the meaning
commonly understood by one of ordinary skill in the art to which this invention belongs.
As used herein, including the appended claims, the singular forms of words

such as "a," "an," and "the," include their corresponding plural references unless the
context clearly dictates otherwise.

“About” when used to modify a numerically defined parameter (e.g., the dose
of a BCMAxCD3 bispecific antibody, or the length of treatment time with a combination
therapy described herein) means that the parameter may vary by as much as 10%
below or above the stated numerical value for that parameter. For example, a dose of
about 5 mg/kg may vary between 4.5 mg/kg and 5.5 mg/kg.

An “antibody” is an immunoglobulin molecule capable of specific binding to a
target, such as a carbohydrate, polynucleotide, lipid, polypeptide, etc., through at least
one antigen recognition site, located in the variable region of the immunoglobulin
molecule. As used herein, the term encompasses not only intact polyclonal or
monoclonal antibodies, but also fragments thereof (such as Fab, Fab’, F(ab’)2, Fv),
single chain (scFv) and domain antibodies (including, for example, shark and camelid
antibodies), and fusion proteins comprising an antibody, and any other modified
configuration of the immunoglobulin molecule that comprises an antigen recognition
site. An antibody includes an antibody of any class, such as IgG, IgA, or IgM (or sub-
class thereof), and the antibody need not be of any particular class. Depending on the
antibody amino acid sequence of the constant region of its heavy chains,
immunoglobulins can be assigned to different classes. There are five major classes of
immunoglobulins: IgA, IgD, IgE, 1gG, and IgM, and several of these may be further
divided into subclasses (isotypes), e.g., IgG1, 1gG2, 1gG3, 1gG4, IgA1 and IgA2. The
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heavy-chain constant regions that correspond to the different classes of
immunoglobulins are called alpha, delta, epsilon, gamma, and mu, respectively. The
subunit structures and three-dimensional configurations of different classes of
immunoglobulins are well known.

The term "antigen binding fragment" or “antigen binding portion” of an antibody,
as used herein, refers to one or more fragments of an intact antibody that retain the
ability to specifically bind to a given antigen. Antigen binding functions of an antibody
can be performed by fragments of an intact antibody. Examples of binding fragments
encompassed within the term "antigen binding fragment" of an antibody include Fab;
Fab’; F(ab’)2; an Fd fragment consisting of the VH and CH1 domains; an Fv fragment
consisting of the VL and VH domains of a single arm of an antibody; a single domain
antibody (dAb) fragment (Ward et al., Nature 341:544-546, 1989), and an isolated
complementarity determining region (CDR).

A “bispecific antibody” or “dual-specific antibody” is a hybrid antibody having
two different antigen binding sites. The two antigen binding sites of a bispecific
antibody bind to two different epitopes, which may reside on the same or different
protein targets.

A “B-cell maturation antigen bispecific antibody” or “BCMA bispecific antibody”
is a bispecific antibody which specifically binds to BCMA and another antigen.

A "heterodimer," "heterodimeric protein," ‘“heterodimeric complex,” or
"heteromultimeric polypeptide" is a molecule comprising a first polypeptide and a
second polypeptide, wherein the second polypeptide differs in amino acid sequence
from the first polypeptide by at least one amino acid residue.

An antibody, a bispecific antibody, or a polypeptide that “preferentially binds” or
“specifically binds” (used interchangeably herein) to a target (e.g., BCMA protein) is a
term well understood in the art, and methods to determine such specific or preferential
binding are also well known in the art. A molecule is said to exhibit “specific binding”
or “preferential binding” if it reacts or associates more frequently, more rapidly, with
greater duration and/or with greater affinity with a particular cell or substance than it
does with alternative cells or substances. An antibody or bispecific antibody
“specifically binds” or “preferentially binds” to a target if it binds with greater affinity,
avidity, more readily, and/or with greater duration than it binds to other substances.
For example, an antibody that specifically or preferentially binds to an BCMA epitope

is an antibody that binds this epitope with greater affinity, avidity, more readily, and/or
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with greater duration than it binds to other BCMA epitopes or BCMA epitopes. It is also
understood that by reading this definition, for example, an antibody (or moiety or
epitope) that specifically or preferentially binds to a first target may or may not
specifically or preferentially bind to a second target. As such, “specific binding” or
“preferential binding” does not necessarily require (although it can include) exclusive
binding. Generally, but not necessarily, reference to binding means preferential
binding.

A “variable region” of an antibody refers to the variable region of the antibody
light chain or the variable region of the antibody heavy chain, either alone or in
combination. As known in the art, the variable regions of the heavy and light chain
each consist of four framework regions (FR) connected by three complementarity
determining regions (CDRs) also known as hypervariable regions. The CDRs in each
chain are held together in close proximity by the FRs and, with the CDRs from the
other chain, contribute to the formation of the antigen binding site of antibodies. There
are at least two techniques for determining CDRs: (1) an approach based on cross-
species sequence variability (i.e., Kabat et al. Sequences of Proteins of Immunological
Interest, (5th ed., 1991, National Institutes of Health, Bethesda MD)); and (2) an
approach based on crystallographic studies of antigen-antibody complexes (Al-
lazikani et al., 1997, J. Molec. Biol. 273:927-948). As used herein, a CDR may refer to
CDRs defined by either approach or by a combination of both approaches.

A “CDR” of a variable domain are amino acid residues within the variable region
that are identified in accordance with the definitions of the Kabat, Chothia, the
accumulation of both Kabat and Chothia, AbM, contact, and/or conformational
definitions or any method of CDR determination well known in the art. Antibody CDRs
may be identified as the hypervariable regions originally defined by Kabat et al. See,
e.g., Kabat et al.,, 1992, Sequences of Proteins of Immunological Interest, 5th ed.,
Public Health Service, NIH, Washington D.C. The positions of the CDRs may also be
identified as the structural loop structures originally described by Chothia and others.
See, e.g., Chothia et al., Nature 342:877-883, 1989. Other approaches to CDR
identification include the “AbM definition,” which is a compromise between Kabat and
Chothia and is derived using Oxford Molecular's AbM antibody modeling software
(now Accelrys®), or the “contact definition” of CDRs based on observed antigen
contacts, set forth in MacCallum et al., J. Mol. Biol., 262:732-745, 1996. In another

approach, referred to herein as the “conformational definition” of CDRs, the positions
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of the CDRs may be identified as the residues that make enthalpic contributions to
antigen binding. See, e.g., Makabe et al., Journal of Biological Chemistry, 283:1156-
1166, 2008. Still other CDR boundary definitions may not strictly follow one of the
above approaches, but will nonetheless overlap with at least a portion of the Kabat
CDRs, although they may be shortened or lengthened in light of prediction or
experimental findings that particular residues or groups of residues or even entire
CDRs do not significantly impact antigen binding. As used herein, a CDR may refer to
CDRs defined by any approach known in the art, including combinations of
approaches. The methods used herein may utilize CDRs defined according to any of
these approaches. For any given aspect containing more than one CDR, the CDRs
may be defined in accordance with any of Kabat, Chothia, extended, AbM, contact,
and/or conformational definitions.

"Isolated antibody" and “isolated antibody fragment” refers to the purification
status and in such context means the named molecule is substantially free of other
biological molecules such as nucleic acids, proteins, lipids, carbohydrates, or other
material such as cellular debris and growth media. Generally, the term "isolated" is not
intended to refer to a complete absence of such material or to an absence of water,
buffers, or salts, unless they are present in amounts that substantially interfere with
experimental or therapeutic use of the binding compound as described herein.

"Monoclonal antibody" or “mAb” or “Mab”, as used herein, refers to a population
of substantially homogeneous antibodies, i.e., the antibody molecules comprising the
population are identical in amino acid sequence except for possible naturally occurring
mutations that may be present in minor amounts. In contrast, conventional (polyclonal)
antibody preparations typically include a multitude of different antibodies having
different amino acid sequences in their variable domains, particularly their CDRs,
which are often specific for different epitopes. The modifier "monoclonal” indicates the
character of the antibody as being obtained from a substantially homogeneous
population of antibodies, and is not to be construed as requiring production of the
antibody by any particular method. For example, the monoclonal antibodies to be used
in accordance with the present invention may be made by the hybridoma method first
described by Kohler et al. (1975) Nature 256: 495, or may be made by recombinant
DNA methods (see, e.g., U.S. Pat. No. 4,816,567). The "monoclonal antibodies" may

also be isolated from phage antibody libraries using the techniques described in
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Clackson et al. (1991) Nature 352: 624-628 and Marks et al. (1991) J. Mol. Biol. 222:
581-597, for example. See also Presta (2005) J. Allergy Clin. Immunol. 116:731.

"Chimeric antibody" refers to an antibody in which a portion of the heavy and/or
light chain is identical with or homologous to corresponding sequences in an antibody
derived from a particular species (e.g., human) or belonging to a particular antibody
class or subclass, while the remainder of the chain(s) is identical with or homologous
to corresponding sequences in an antibody derived from another species (e.g.,
mouse) or belonging to another antibody class or subclass, as well as fragments of
such antibodies, so long as they exhibit the desired biological activity.

‘Human antibody” refers to an antibody that comprises human immunoglobulin
protein sequences only. A human antibody may contain murine carbohydrate chains
if produced in a mouse, in a mouse cell, or in a hybridoma derived from a mouse cell.
Similarly, “mouse antibody” or “rat antibody” refer to an antibody that comprises only
mouse or rat immunoglobulin sequences, respectively.

"Humanized antibody" refers to forms of antibodies that contain sequences
from non-human (e.g., murine) antibodies as well as human antibodies. Such
antibodies contain minimal sequence derived from non-human immunoglobulin. In
general, the humanized antibody will comprise substantially all of at least one, and
typically two, variable domains, in which all or substantially all of the hypervariable
loops correspond to those of a non-human immunoglobulin and all or substantially all
of the FR regions are those of a human immunoglobulin sequence. The humanized
antibody optionally also will comprise at least a portion of an immunoglobulin constant
region (Fc), typically that of a human immunoglobulin. The prefix “hum”, “hu” or “h” is
added to antibody clone designations when necessary to distinguish humanized
antibodies from parental rodent antibodies. The humanized forms of rodent antibodies
will generally comprise the same CDR sequences of the parental rodent antibodies,
although certain amino acid substitutions may be included to increase affinity, increase
stability of the humanized antibody, or for other reasons.

The terms “cancer”, “cancerous”, or “‘malignant” refer to or describe the
physiological condition in mammals that is typically characterized by unregulated cell
growth. A "cancer" or "cancer tissue" can include a tumor. Examples of cancer include
but are not limited to, carcinoma, lymphoma, leukemia, myeloma, blastoma, and
sarcoma. Cancers may include cancer and/or cancer-associated disease, including

B-cell related cancers and/or cancer-associated diseases, including but not limited to,
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multiple myeloma, malignant plasma cell neoplasm, lymphoma, Hodgkin’s lymphoma,
nodular lymphocyte predominant Hodgkin's lymphoma, Kahler's disease and
Myelomatosis, plasma cell leukemia, bony and extramedullary plasmacytoma with
multiple myeloma, solid bony and extramedullary plasmacytoma, monoclonal
gammopathy of unknown significance (MGUS), smoldering myeloma, light chain
amyloidosis, osteosclerotic myeloma, B-cell prolymphocytic leukemia, hairy cell
leukemia, B-cell non-Hodgkin’s lymphoma (NHL), acute myeloid leukemia (AML),
chronic lymphocytic leukemia (CLL), acute lymphocytic leukemia (ALL), chronic
myeloid leukemia (CML), follicular lymphoma, Burkitt's lymphoma, marginal zone
lymphoma, mantle cell lymphoma, large cell lymphoma, precursor B-lymphoblastic
lymphoma, myeloid leukemia, Waldenstrom’s macroglobulienemia, diffuse large B cell
lymphoma, mucosa-associated lymphatic tissue lymphoma, small cell lymphocytic
lymphoma, primary mediastinal (thymic) large B-cell lymphoma, lymphoplasmactyic
lymphoma, marginal zone B cell lymphoma, splenic marginal zone lymphoma,
intravascular large B-cell lymphoma, primary effusion lymphoma, lymphomatoid
granulomatosis, T cell/histiocyte-rich large B-cell lymphoma, primary central nervous
system lymphoma, primary cutaneous diffuse large B-cell lymphoma (leg type), EBV
positive diffuse large B-cell lymphoma of the elderly, diffuse large B-cell lymphoma
associated with inflammation, ALK-positive large B-cell lymphoma, plasmablastic
lymphoma, large B-cell ymphoma arising in HHV8-associated multicentric Castleman
disease, B-cell lymphoma unclassified with features intermediate between diffuse
large B-cell lymphoma and Burkitt lymphoma, B-cell lymphoma unclassified with
features intermediate between diffuse large B-cell lymphoma and classical Hodgkin
lymphoma, and other B-cell related lymphoma. Examples of cancers and cancer-
associated diseases are further described herein

“Chemotherapeutic agent” is a chemical compound useful in the treatment of
cancer and/or cancer-associated disease. Classes of chemotherapeutic agents
include, but are not limited to: alkylating agents, antimetabolites, kinase inhibitors,
spindle poison plant alkaloids, cytotoxic/antitumor antibiotics, topoisomerase
inhibitors, photosensitizers, anti-estrogens and selective estrogen receptor
modulators (SERMs), anti-progesterones, estrogen receptor down-regulators (ERDs),
estrogen receptor antagonists, leutinizing hormone-releasing hormone agonists, anti-

androgens, aromatase inhibitors, EGFR inhibitors, VEGF inhibitors, and anti-sense
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oligonucleotides that inhibit expression of genes implicated in abnormal cell
proliferation or tumor growth. Chemotherapeutic agents are further described herein.

“Chemotherapy” as used herein, refers to a chemotherapeutic agent, as defined
above, or a combination of two, three or four chemotherapeutic agents, for the
treatment of cancer and/or cancer-associated disease. When chemotherapy consists
more than one chemotherapeutic agent, the chemotherapeutic agents can be
administered to the patient on the same day or on different days in the same treatment
cycle.

"Consists essentially of," and variations such as "consist essentially of" or
"consisting essentially of," as used throughout the specification and claims, indicate
the inclusion of any recited elements or group of elements, and the optional inclusion
of other elements, of similar or different nature than the recited elements, that do not
materially change the basic or novel properties of the specified dosage regimen,
method, or composition.

“Multiple myeloma therapy” refers to a drug, a combination of two or more
drugs, (1) that is approved by United States Food and Drug Administration (USFDA)
or European Medicines Agency for the treatment of multiple myeloma, or (2) that is
or was in clinical trials in the US or Europe for the treatment of multiple myeloma.

‘Established multiple myeloma therapy” refers to multiple myeloma therapy
approved by USFDA or European Medicines Agency, which can be a drug, a
combination therapy of two or more drugs.

An “IMiD drug”, “imid drug”, or an “immunomodulatory agent”, as used herein,
interchangeably, refers to a drug that is understood by a practicing physician treating
multiple myeloma as an IMIiD drug or immunomodulatory agent in the context of the
treatment of multiple myeloma. Examples of an IMid drug or an immunomodulating
agent, includes, without limitation, thalidomide, lenalidomide and pomalidomide.

‘BCMA directed ADC therapy’, refers to a multiple myeloma therapy that
comprises an antibody drug conjugate, wherein the antibody binds to B-cell maturation
antigen (BCMA). Examples of a BCMA directed ADC includes, without limitation,
belantamab mafodotin -blmf, which was approved by USFDA and marketed under the
brand name BLENREP.

‘BCMA directed CAR-T cell therapy”, or “anti-BCMA CAR-T cell” as used
herein, interchangeably, refers to a multiple myeloma therapy that comprises a

chimeric antigen receptor T cell wherein the chimeric antigen receptor recognizes B-
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cell maturation antigen (BCMA). Examples of a “BCMA targeted CAR-T therapy”, or
“anti-BCMA CAR T cell therapy” includes, without limitation, idecabtgene vicleucel
(ide-cel; or bb2121) and JNJ-4528, also known as LCAR-B38M.

“‘BCMA directed therapy”, refers to a multiple myeloma therapy which active
ingredient comprises a component that binds to the B-Cell maturation antigen. BCMA
directed therapy includes BCMA directed ADC Therapy, BCMA directed CAR-T
therapy, and multiple myeloma therapies that comprises BCMA bispecific antibodies.

“‘Newly diagnosed multiple myeloma” refers to multiple myeloma wherein the
patient (subject) has not yet received any treatment for the diagnosis of multiple
myeloma.

"Homology" refers to sequence similarity between two polypeptide sequences
when they are optimally aligned. When a position in both of the two compared
sequences is occupied by the same amino acid monomer subunit, e.g., if a position in
a light chain CDR of two different Abs is occupied by alanine, then the two Abs are
homologous at that position. The percent of homology is the number of homologous
positions shared by the two sequences divided by the total number of positions
compared x100. For example, if 8 of 10 of the positions in two sequences are matched
or homologous when the sequences are optimally aligned then the two sequences are
80% homologous. Generally, the comparison is made when two sequences are
aligned to give maximum percent homology. For example, the comparison can be
performed by a BLAST algorithm wherein the parameters of the algorithm are selected
to give the largest match between the respective sequences over the entire length of
the respective reference sequences.

The following references relate to BLAST algorithms often used for sequence
analysis: BLAST ALGORITHMS: Altschul, S.F., et al., (1990) J. Mol. Biol. 215:403-
410; Gish, W., et al., (1993) Nature Genet. 3:266-272; Madden, T.L., et al., (1996)
Meth. Enzymol. 266:131-141; Altschul, S.F., et al., (1997) Nucleic Acids Res. 25:3389-
3402; Zhang, J., et al., (1997) Genome Res. 7:649-656; Wootton, J.C., et al., (1993)
Comput. Chem. 17:149-163; Hancock, J.M. et al., (1994) Comput. Appl. Biosci. 10:67-
70; ALIGNMENT SCORING SYSTEMS: Dayhoff, M.O., et al., "A model of evolutionary
change in proteins." in Atlas of Protein Sequence and Structure, (1978) vol. 5, suppl.
3. M.O. Dayhoff (ed.), pp. 345-352, Natl. Biomed. Res. Found., Washington, DC;
Schwartz, R.M., et al., "Matrices for detecting distant relationships." in Atlas of Protein
Sequence and Structure, (1978) vol. 5, suppl. 3." M.O. Dayhoff (ed.), pp. 353-358,
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Natl. Biomed. Res. Found., Washington, DC; Altschul, S.F., (1991) J. Mol. Biol.
219:555-565; States, D.J., et al., (1991) Methods 3:66-70; Henikoff, S., et al., (1992)
Proc. Natl. Acad. Sci. USA 89:10915-10919; Altschul, S.F., et al., (1993) J. Mol. Evol.
36:290-300; ALIGNMENT STATISTICS: Karlin, S., etal., (1990) Proc. Natl. Acad. Sci.
USA 87:2264-2268; Karlin, S., et al., (1993) Proc. Natl. Acad. Sci. USA 90:5873-5877;
Dembo, A, et al., (1994) Ann. Prob. 22:2022-2039; and Altschul, S.F. "Evaluating the
statistical significance of multiple distinct local alignments." in Theoretical and
Computational Methods in Genome Research (S. Suhai, ed.), (1997) pp. 1-14,
Plenum, New York.

"Patient”, "subject” or “individual” refers to any living organism suffering from or
prone to a condition that can be prevented or treated by administration of a therapeutic
agent or composition or combination as provided herein, such as a cancer and/or a
cancer-associated disease, and includes both humans and animals. The terms
“patients”, “subjects” and “individuals” include, but are not limited to, mammals (e.g.,
murines, simians, equines, bovines, porcines, canines, felines, and the like), and
preferably are human.

“Sustained response” means a sustained therapeutic effect after cessation of
treatment with a therapeutic agent, or a combination therapy described herein. In
some aspects, the sustained response has a duration that is at least the same as the
treatment duration, or at least 1.5, 2.0, 2.5 or 3 times longer than the treatment
duration.

As used in herein, “administering" refers to the delivery of a therapeutic agent
to a subject, using any of the various methods and delivery systems known to those
skilled in the art. Exemplary routes of administration include intravenous,
intramuscular, subcutaneous, intraperitoneal, spinal, or other parenteral routes of
administration, for example by injection or infusion. The phrase "parenteral
administration" as used herein means modes of administration other than enteral and
topical administration, usually by injection, and includes, without limitation,
intravenous, intramuscular, intraarterial, intrathecal, intralymphatic, intralesional,
intracapsular, intraorbital, intracardiac, intradermal, intraperitoneal, transtracheal,
subcutaneous, subcuticular, intraarticular, subcapsular, subarachnoid, intraspinal,
epidural and intrasternal injection and infusion, as well as in vivo electroporation. A
therapeutic agent can be administered via a non-parenteral route, or orally. Other non-

parenteral routes include a topical, epidermal or mucosal route of administration, for
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example, intranasally, vaginally, rectally, sublingually or topically. Administering can
also be performed, for example, once, a plurality of times, and/or over one or more
extended periods.

"Treat" or "treating" a cancer and/or a cancer-associated disease as used
herein means to administer a combination therapy according to the present invention
to a subject, patient or individual having a cancer, or diagnosed with a cancer, to
achieve at least one positive therapeutic effect, such as, for example, reduced number
of cancer cells, reduced tumor size, reduced rate of cancer cell infiltration into
peripheral organs, or reduced rate of tumor metastasis or tumor growth, reversing,
alleviating, inhibiting the progress of, or preventing the disorder or condition to which
such term applies, or one or more symptoms of such disorder or condition. The term
"treatment", as used herein, unless otherwise indicated, refers to the act of treating as
"treating" is defined immediately above. The term “treating” also includes adjuvant
and neo-adjuvant treatment of a subject. For the purposes of this invention, beneficial
or desired clinical results include, but are not limited to, one or more of the following:
reducing the proliferation of (or destroying) neoplastic or cancerous cell; inhibiting
metastasis or neoplastic cells; shrinking or decreasing the size of tumor; remission of
the cancer; decreasing symptoms resulting from the cancer; increasing the quality of
life of those suffering from the cancer; decreasing the dose of other medications
required to treat the cancer; delaying the progression the cancer; curing the cancer;
overcoming one or more resistance mechanisms of the cancer; and / or prolonging
survival of patients the cancer. Positive therapeutic effects in cancer can be measured
in a number of ways (see, for example, W. A. Weber, J. Nucl. Med. 50:1S-10S (2009)).
In some aspects, the treatment achieved by a combination of the invention is any of
the partial response (PR), complete response (CR), overall response (OR), objective
response rate (ORR), progression free survival (PFS), radiographic PFS, disease free
survival (DFS) and overall survival (OS). PFS, also referred to as “Time to Tumor
Progression” indicates the length of time during and after treatment that the cancer
does not grow, and includes the amount of time patients have experienced a CR or
PR, as well as the amount of time patients have experienced stable disease (SD).
DFS refers to the length of time during and after treatment that the patient remains
free of disease. OS refers to a prolongation in life expectancy as compared to naive
or untreated subjects or patients. In some aspects, response to a combination of the
invention is any of PR, CR, PFS, DFS, ORR, OR or OS that is assessed using
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Response Evaluation Criteria in Solid Tumors (RECIST 1.1) response criteria
(Eisenhauer et al., E.A. et al., Eur. J Cancer 45:228-247 (2009)). In some aspects,
anti-myeloma activity may be evaluated by Overall response rate (ORR) , time to
response (TTR), complete response rate (CRR), duration of response (DOR), duration
of complete response (DoCR), duration of stable disease (DOSD), progression-free
survival (PFS), overall survival (OS), using International Myeloma Working Group
(IMWG) criteria. The treatment regimen for a combination therapy as provided herein
that is effective to treat a cancer patient may vary according to factors such as the
disease state, age, and weight of the patient, and the ability of the therapy to elicit an
anti-cancer response in the subject. While an aspect of any of the aspects of the
invention may not be effective in achieving a positive therapeutic effect in every
subject, it should do so in a statistically significant number of subjects as determined
by any statistical test known in the art such as , but not limited to, the Cox log-rank
test, the Cochran-Mantel-Haenszel log-rank test, the Student’s t-test, the chi2-test, the
U-test according to Mann and Whitney, the Kruskal-Wallis test (H-test), Jonckheere-
Terpstrat-test and the Wilcon on-test. The term “treatment” also encompasses in vitro
and ex vivo treatment, e.qg., of a cell, by a reagent, diagnostic, binding compound, or
by another cell.

As used herein, “pharmaceutical product” refers to a drug product that
comprises an actively pharmaceutical ingredient and is regulated by the US FDA, EMA
or other counterpart regulatory agencies in the other markets. A pharmaceutical
product can be an investigational drug or a drug product that has already been
approved by a regulatory agency.

The terms “treatment regimen”, “dosing protocol” and “dosing regimen” are
used interchangeably to refer to the dose and timing of administration of each
therapeutic agent in a combination of the invention.

As used herein, an “effective dosage” or “effective amount” of drug, compound,
or pharmaceutical composition is an amount sufficient to affect any one or more
beneficial or desired results. For prophylactic use, beneficial or desired results include
eliminating or reducing the risk, lessening the severity, or delaying the outset of the
disease, including biochemical, histological and/or behavioral symptoms of the
disease, its complications and intermediate pathological phenotypes presenting during
development of the disease. For therapeutic use, beneficial or desired results include

clinical results such as reducing incidence or amelioration of one or more symptoms
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of various diseases or conditions (such as for example cancer), decreasing the dose
of other medications required to treat the disease, enhancing the effect of another
medication, and/or delaying the progression of the disease. An effective dosage can
be administered in one or more administrations. For purposes of this invention, an
effective dosage of drug, compound, or pharmaceutical composition is an amount
sufficient to accomplish prophylactic or therapeutic treatment either directly or
indirectly. As is understood in the clinical context, an effective dosage of a drug,
compound, or pharmaceutical composition may or may not be achieved in conjunction
with another drug, compound, or pharmaceutical composition. Thus, an “effective
dosage” may be considered in the context of administering one or more therapeutic
agents, and a single agent may be considered to be given in an effective amount if, in
conjunction with one or more other agents, a desirable result may be or is achieved.

As used herein “dosing” refers to both the “dose amount”, for example 1 mg, 20
mg, and the “dose frequency”, for example, once a day (QD), once a week (Q1W or
QW), every two weeks (Q2W), every three weeks (Q3W) and every four weeks (Q4W).
Dosing may also include the administration route of a drug, such as for example,
subcutaneously (SC), intravenously (IV), oral (PO), if so specified. Similarly, a
‘priming dosing”, a “first treatment dosing”, a “second treatment dosing” and so on,
each refers to both the dose amount and dose frequency of such dosing and optionally
also includes the administration route if so specified. In some embodiments, there is
one dose amount and one dose frequency in a dosing. In some embodiments, there
are more than one dose amounts, and/or more than one dose frequencies in a dosing.

As used herein, “dose level”, unless otherwise specified, when used to describe
the dose amount of elranatamab, (also known as PF06863135), refers to one of the
following dose amounts: 4 mg, 8 mg, 12 mg, 16 mg, 20 mg, 24 mg, 32 mg, 44 mg, 76
mg, 116 mg and 152 mg, wherein 8 mg, 12 mg, 16 mg, 20 mg 24 mg, 32 mg, 44 mg,
76 mg, 116 mg and 152 mg are each one dose level higher than 4 mg, 8 mg, 12 mg,
16 mg, 24 mg, 32 mg, 44 mg, 76 mg, and 116 mg, respectively.

As used herein, a “respective regulatory label of the pharmaceutical product”
means, an unexpired United States Prescribing Information (USPI) from US Food and
Drug Administration (FDA), an unexpired Summary of Product Characteristics (SMPC)
from European Medicine Agency (EMA), of the pharmaceutical product or similar
labels of the pharmaceutical product from the regulatory agencies in other markets.

In some embodiments, a “respective regulatory label of the pharmaceutical product”
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in a patent or patent application in the United States, refers to an unexpired USPI of
the pharmaceutical product, and in a patent or patent application in an European
country that adopts EMA marketing authorizations of the pharmaceutical product, an
unexpired SMPC of the pharmaceutical product, and similarly in other jurisdictions.

As used herein the “subject’s response”, refers to the clinical response of the
subject being treated with the pharmaceutical product that comprises elranatamab
(PF0O06863135) as monotherapy or in combination with a second therapeutic product,
to the underlying treatment. The ‘subject’s response” includes one or more aspects
with regard to clinical efficacy, such as complete response, partial response and
duration of the response. “Subject’s response” may also include additional aspects
such as toxicity and adverse events.

As used herein, “IMWG response” refers to a patient’'s (subject’s) clinical
response to a pharmaceutical product to treat multiple myeloma, wherein the
response, such as a complete response, or partial response, is defined according to
the most up to date definition from the International Myeloma Working Group.

As used herein, “cycle”, and “week” when used in the context of describing a
method of treating cancer including uses thereof, a dosing, or a dosing schedule, refer
to a duration of time. A cycle is 21 days or 28 days, unless otherwise specified, when
a subject is treated with a therapeutic agent, a pharmaceutical product thereof, such
as elranatamab (PF06863135), or a pharmaceutical product thereof, as a
monotherapy or in combination with a second therapeutic agent. Week 1 refers to the
first week when the subject is treated under the method, or any of the dosing or dosing
schedules therein unless otherwise specified. Week 2 starts immediately after week
1 ends, week 3 starts immediately after week 2 ends, and so on. Cycle 1 starts on the
first day of week 1, the first day of week 2, or the first day of week three, unless
otherwise specified. Unless stated otherwise, cycle 2 starts immediately after cycle 1
ends, cycle 3 starts immediately after cycle 2 ends, and so on.

As used herein, “stem cell transplant ineligible” refers patient diagnosed with
multiple myeloma being not eligible for stem cell transplant as a treatment for the
multiple myeloma.

"Tumor" as it applies to a subject diagnosed with, or suspected of having, a
cancer refers to a malignant or potentially malignant neoplasm or tissue mass of any
size, and includes primary tumors and secondary neoplasms. A solid tumor is an

abnormal growth or mass of tissue that usually does not contain cysts or liquid areas.
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Different types of solid tumors are named for the type of cells that form them. Examples
of solid tumors are sarcomas, carcinomas, and lymphomas. Leukemias (cancers of
the blood) generally do not form solid tumors (National Cancer Institute, Dictionary of
Cancer Terms). Multiple myeloma is a cancer of the plasma cells

"Tumor burden" also referred to as "tumor load", refers to the total amount of
tumor material distributed throughout the body. Tumor burden refers to the total
number of cancer cells or the total size of tumor(s), throughout the body, including
lymph nodes and bone narrow. Tumor burden can be determined by a variety of
methods known in the art, such as, e.g. by measuring the dimensions of tumor(s) upon
removal from the subject, e.g., using calipers, or while in the body using imaging
techniques, e.g., ultrasound, bone scan, computed tomography (CT) or magnetic
resonance imaging (MRI) scans.

The term "tumor size" refers to the total size of the tumor which can be
measured as the length and width of a tumor. Tumor size may be determined by a
variety of methods known in the art, such as, e.g. by measuring the dimensions of
tumor(s) upon removal from the subject, e.g., using calipers, or while in the body using
imaging techniques, e.g., bone scan, ultrasound, CT or MRI scans.

The term "immunotherapy" refers to the treatment of a subject by a method
comprising inducing, enhancing, suppressing, or otherwise modifying an immune
response.

The term “immune effector cell” or “effector cell” as used herein refers to a cell
within the natural repertoire of cells in the human immune system which can be
activated to affect the viability of a target cell. The viability of a target cell can include
cell survival, proliferation, and/or ability to interact with other cells.

"Pharmaceutically acceptable excipient" or "pharmaceutically acceptable
carrier" refers to a component that may be included in the compositions described
herein and causes no significant adverse toxicological effects to a subject.

The terms "protein", "polypeptide" and "peptide" are used interchangeably
herein and refer to any peptide-linked chain of amino acids, regardless of length co-
translational or post-translational modification.

As used in herein, "substantially" or "essentially" means nearly totally or
completely, for instance, 95% or greater of a given quantity.

The term "substantially homologous" or “substantially identical” means that a

particular subject sequence, for example, a mutant sequence, varies from a reference
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sequence by one or more substitutions, deletions, or additions, the net effect of which
does not result in an adverse functional dissimilarity between the reference and
subject sequences. For purposes herein, a sequence having greater than 95 percent
homology (identity), equivalent biological activity (although not necessarily equivalent
strength of biological activity), and equivalent expression characteristics to a given
sequence is considered to be substantially homologous (identical). For purposes of
determining homology, truncation of the mature sequence should be disregarded.

The terms “synergy” or “synergistic’ are used to mean that the result of the
combination of two or more compounds, components or targeted agents is greater than
the sum of each agent together. The terms “synergy” or “synergistic’ also means that
there is an improvement in the disease condition or disorder being treated, over the use
of the two or more compounds, components or targeted agents while each compound,
component or targeted agent individually. This improvement in the disease condition or
disorder being treated is a “synergistic effect”. A “synergistic amount” is an amount of
the combination of the two compounds, components or targeted agents that results in a
synergistic effect, as “synergistic’ is defined herein. Determining a synergistic interaction
between one or two components, the optimum range for the effect and absolute dose
ranges of each component for the effect may be definitively measured by administration
of the components over different w/w (weight per weight) ratio ranges and doses to
patients in need of treatment. However, the observation of synergy in in vifro models or
in vivo models can be predictive of the effect in humans and other species and in vifro
models or in vivo models exist, as described herein, to measure a synergistic effect and
the results of such studies can also be used to predict effective dose and plasma
concentration ratio ranges and the absolute doses and plasma concentrations required
in humans and other species by the application of pharmacokinetic/pharmacodynamic
methods.

As used herein, PF-06863135 is used interchangeably with elranatamab.
PF06863135 is a BCMA x CD3 bispecific antibody. PF-06863135 is described, for
example in US Patent No. 9,969,809. The selected sequences of PF-06863135 are
shown in Table 15.

Unless otherwise defined, all technical and scientific terms used herein have
the same meaning as commonly understood by one of ordinary skill in the art to which
this invention belongs. In case of conflict, the present specification, including

definitions, will control. Throughout this specification and claims, the word "comprise,"
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or variations such as "comprises" or "comprising" will be understood to imply the
inclusion of a stated integer or group of integers but not the exclusion of any other
integer or group of integers. Unless otherwise required by context, singular terms shall
include pluralities and plural terms shall include the singular.

Exemplary methods and materials are described herein, although methods and
materials similar or equivalent to those described herein can also be used in the
practice or testing of the invention. The materials, methods, and examples are

illustrative only and not intended to be limiting.

1. Methods, Uses and Medicaments

Provided herein are methods and compositions for treating a cancer and/or a
cancer-associated disease in a subject that involves combination therapy which
comprises at least a first therapeutic agent and a second therapeutic agent.
BCMA-Specific Therapeutic Agents

In some aspects, the therapeutic agent may be a BCMA-specific therapeutic

agent. In another aspect, the BCMA-specific therapeutic agent may be a BCMA
multispecific antibody (e.g. bispecific and trispecific), a BCMA antibody-drug conjugate
or a BCMA chimeric antigen receptor (CAR)-modified T cell therapy. B-cell maturation
antigen (BCMA, also known as TNFRSF17 and CD269) is a candidate for bispecific
antibody based immunotherapy. BCMA expression is upregulated during B-cell
maturation into plasma blasts and plasma cells, but it is not expressed on naive
B cells, hematopoietic stem cells or normal tissues such as the heart, lung, kidney, or
tonsil. In multiple myeloma, BCMA expression was identified at each disease stage,
and on patients with differing cytogenetic risks. Furthermore, BCMA expression was
not influenced by treatment with autologous stem cell transplant (ASCT) or
chemotherapy. In vivo, bispecific antibodies against BCMA have been shown to
induce T-cell activation, reduce tumor burden and prolong survival.

Examples of BCMA multispecific antibodies that may be useful in the
combination therapies of the present invention include, but are not limited to, AMG
420 (BCMAXCD3 bispecific T-cell engager, BITE®, Amgen), AMG 701 (BCMAxCD3
BITE®, Amgen), CC-93269 (BCMAxCD3 bispecific antibody, Celgene), JNJ-
64007957 (Janseen), PF-06863135 (BCMAxCD3 bispecific antibody, Pfizer Inc.),
TNB-383B (TeneoBio/AbbVie), REGN5458 (BCMAXxCD3 bispecific antibody,
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Regeneron), AFM26 (BCMAxCD16 tetravalent bispecific antibody, Affimed GmbH),
HPN217 (BCMAXALBxCD3 trispecific, Harpoon Therapeutics).

In some aspects, the BCMA-specific therapeutic agent is a BCMA bispecific
antibody molecule. BCMA bispecific antibodies are monoclonal antibodies that have
binding specificity for at least two different antigens (e.g. BCMA and CD3).

In some aspects, the BCMA bispecific antibody comprises a first antibody
variable domain and a second antibody variable domain, wherein the first antibody
variable domain specifically binds to CD3, and wherein the second antibody variable
domain specifically binding to a BCMA.

In some aspects, a therapeutic agent in the combination therapy of the present
invention is a BCMA bispecific antibody. In some aspects, a BCMA bispecific antibody
may have any of the features or characteristics of any of the BCMA bispecific
antibodies provided in WO2016166629, which is hereby incorporated by reference for
all purposes.

In some aspects, the first antibody variable domain specifically binds to CD3.
Information about CD3 is provided, for example, via UniProtKB #P07766. In some
aspects, the first antibody variable domain comprises three CDRs of a heavy chain
variable region (VH) comprising the amino acid sequence shown in SEQ ID NO: 1,
and/or three CDRs of a light chain variable region (VL) comprising the amino acid
sequence shown in SEQ ID NO: 9. In some aspects, the VH comprises a VH CDR1
comprising the sequence shown in SEQ ID NO: 2, 3 or 4, a VH CDR2 comprising the
sequence shown in SEQ ID NO: 5 or 6 , a VH CDR3 comprising the sequence shown
in SEQ ID NO: 7, and/or the VL comprises a VL CDR1 comprising the sequence shown
in SEQ ID NO: 10, a VL CDR2 comprising the sequence shown in SEQ ID NO: 11, a
VL CDR3 comprising the sequence shown in SEQ ID NO: 12. In some aspects, the
VH comprises the sequence shown in SEQ ID NO: 1, and/or the VL comprises the
sequence shown in SEQ ID NO: 9. In some aspects, the first antibody comprises a
heavy chain comprising the amino acid sequence shown in SEQ ID NO: 8, and/or a
light chain comprising the amino acid sequence shown in SEQ ID NO: 13.

In some aspects, the second antibody variable domain specifically binds to
BCMA. Information about BCMA is provided, for example, via UniProtKB ID # Q02223.
In some aspects, the second antibody variable domain comprises three CDRs of a
heavy chain variable region (VH) comprising the amino acid sequence shown in SEQ

ID NO: 14, and/or three CDRs of a light chain variable region (VL) comprising the
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amino acid sequence shown in SEQ ID NO: 22. In some aspects, the VH comprises
a VH CDR1 comprising the sequence shown in SEQ ID NO: 15, 16 or 17, a VH CDR2
comprising the sequence shown in SEQ ID NO: 18 or 19, a VH CDR3 comprising the
sequence shown in SEQ ID NO: 20, and/or the VL comprises a VL CDR1 comprising
the sequence shown in SEQ ID NO: 23, a VL CDR2 comprising the sequence shown
in SEQ ID NO: 24, a VL CDR3 comprising the sequence shown in SEQ ID NO: 25. In
some aspects, the VH comprises the sequence shown in SEQ ID NO: 14, and/or the
VL comprises the sequence shown in SEQ ID NO: 22. In some aspects, the second
antibody comprises a heavy chain comprising the amino acid sequence shown in SEQ
ID NO: 21, and/or a light chain comprising the amino acid sequence shown in SEQ ID
NO: 26.

In some aspects, the BCMA bispecific antibody is PF-06863135, also known as
elranatamab. The BCMA bispecific antibody used in the Examples disclosed herein
was PF-06863135, unless otherwise indicated. PF-06863135 is a heterodimeric
humanized full-length bispecific antibody comprised of one B-cell maturation antigen
(BCMA) binding arm and one cluster of differentiation (CD3) binding arm paired
through hinge mutation technology. It utilizes a modified human IgG2Aa fragment
crystallizable (Fc) region. PF-06863135 is described, for example in US Patent No.
9,969,809, which is hereby incorporated for all purposes. The sequences of PF-
06863135 are shown in Table 19.

An effective amount of a BCMA-specific therapeutic agent may be
administered according to the doses described herein.

Anti-PD-1 and PD-L1 Antibody Therapeutic Agents

In some aspects, a therapeutic agent for use in the combination therapy of the

present invention may be an anti-PD-1 or anti-PD-L1 antibody. The programmed
death 1 (PD-1) receptor and PD-1 ligands 1 and 2 (PD-L1 and PD-L2, respectively)
play integral roles in immune regulation. Expressed on activated T cells, PD-1 is
activated by PD-L1 (also known as B7-H1) and PD-L2 expressed by stromal cells,
tumor cells, or both, initiating T-cell death and localized immune suppression (Dong et
al., Nat Med 1999; 5:1365-69; Freeman et al. J Exp Med 2000; 192:1027-34),
potentially providing an immune-tolerant environment for tumor development and

growth. Conversely, inhibition of this interaction can enhance local T-cell responses
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and mediate antitumor activity in nonclinical animal models (lwai Y, et al. Proc Natl
Acad Sci USA 2002; 99:12293-97).

Examples of anti-PD-1 and anti-PD-L1 antibodies that may useful in the
combination therapy of the present invention include, but are not limited to,
atezolizumab (TECENTRIQ®, MPDL3280A, Roche Holding AG), durvalumab
(IMFINZI®, AstraZeneca PLC), nivolumab (OPDIVO®, ONO-4538, BMS-936558,
MDX1106, Bristol-Myers Squibb Company), pembrolizumab (KEYTRUDA®, MK-
3475, lambrolizumab, Merck & Co., Inc.), BCD-100 (BIOCAD Biopharmaceutical
Company), tislelizumab (BGB-A317, BeiGene Ltd./Celgene Corporation),
genolimzumab (CBT-501, CBT Pharmaceuticals), CBT-502 (CBT Pharmaceuticals),
GLS-010 (Harbin Gloria Pharmaceuticals Co., Ltd.), sintilimab (IBI308, Innovent
Biologics, Inc.), WBP3155 (CStone Pharmaceuticals Co., Ltd.)), AMP-224
(GlaxoSmithKline plc), Bl 754091 (Boehringer Ingelheim GmbH), BMS-936559
(Bristol-Myers Squibb Company), CA-170 (Aurigene Discovery Technologies),
FAZ053 (Novartis AG), spartalizumab (PDR0O01, Novartis AG), LY3300054 (Eli Lilly &
Company), MEDIO680 (AstraZeneca PLC), PDR0O01 (Novartis AG), sasanlimab (PF-
06801591, Pfizer Inc.), cemiplimab (LIBTAYO®, REGN2810, Regeneron
Pharmaceuticals, Inc.), camrelizumab (SHR-1210, Incyte Corporation), TSR-042
(Tesaro, Inc.), AGEN2034 (Agenus Inc.), CX-072 (CytomX Therapeutics, Inc.), JNJ-
63723283 (Johnson & Johnson), MGDO013 (MacroGenics, Inc.), AN-2005 (Adlai
Nortye), ANAO11 (AnaptysBio, Inc.), ANBO11 (AnaptysBio, Inc.), AUNP-12 (Pierre
Fabre Medicament S.A.), BBI-801 (Sumitomo Dainippon Pharma Co., Ltd.), BION-004
(Aduro Biotech), CA-327 (Aurigene Discovery Technologies), CK-301 (Fortress
Biotech, Inc.), ENUM 244C8 (Enumeral Biomedical Holdings, Inc.), FPT155 (Five
Prime Therapeutics, Inc.), FS118 (F-star Alpha Ltd.), hAb21 (Stainwei Biotech, Inc.),
J43 (Transgene S.A.), JTX-4014 (Jounce Therapeutics, Inc.), KD033 (Kadmon
Holdings, Inc.), KY-1003 (Kymab Ltd.), MCLA-134 (Merus B.V.), MCLA-145 (Merus
B.V.), PRS-332 (Pieris AG), SHR-1316 (Atridia Pty Ltd.), STI-A1010 (Sorrento
Therapeutics, Inc.), STI-A1014 (Sorrento Therapeutics, Inc.), STI-A1110 (Les
Laboratoires Servier), and XmAb20717 (Xencor, Inc.).

In some aspects, a therapeutic agent in the combination therapy of the present
invention is an anti-PD-1 antibody. In some aspects, the anti-PD-1 antibody may have
any of the features or characteristics of any of the antibodies provided in

WO02016/092419, which is hereby incorporated by reference for all purposes.
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In some aspects, the anti-PD-1 antibody comprises three CDRs of a heavy
chain variable region (VH) comprising the amino acid sequence shown in SEQ ID NO:
27, and/or three CDRs of a light chain variable region (VL) comprising the amino acid
sequence shown in SEQ ID NO: 31. In some aspects, the VH comprises a VH CDR1
comprising the sequence shown in SEQ ID NO: 28, a VH CDR2 comprising the
sequence shown in SEQ ID NO: 29, a VH CDR3 comprising the sequence shown in
SEQ ID NO:30, and/or the VL comprises a VL CDR1 comprising the sequence shown
in SEQ ID NO: 32, a VL CDR2 comprising the sequence shown in SEQ ID NO: 33, a
VL CDR3 comprising the sequence shown in SEQ ID NO: 34. In some aspects, the
VH comprises the sequence shown in SEQ ID NO: 27, and/or the VL comprises the
sequence shown in SEQ ID NO: 31.

In some aspects, the anti-PD-1 antibody is sasanlimab (PF-06801591).
Sasanlimab is a humanized, immunoglobulin G4 (IgG4) monoclonal antibody (mAb)
that binds to the PD-1 receptor. By blocking its interaction with PD-L1 and PD-L2,
PD-1 pathway-mediated inhibition of the immune response is released, leading to an
anti-tumor immune response. Clinical anti-tumor activity with sasanlimab has been
seen in a panel of anti-PD1 sensitive solid tumor types including non-small cell lung
cancer and urothelial carcinoma. Sasanlimab is described, for example in US Patent
No. US 10,155,037, which is hereby incorporated for all purposes. The anti-PD-1
antibody used in the Examples disclosed herein was a therapeutic humanized anti-
human PD-1 antibody (hlgG2a-D265A) prepared in-house, unless otherwise
indicated.

An effective amount of an anti-PD-1 antibody or anti-PD-L1 antibody may be
administered according to the doses described herein.

Gamma Secretase Inhibitor Therapeutic Agents

In some aspects, a therapeutic agent for use in the combination therapy of the
present invention may be a gamma secretase inhibitor (GSI). The terms "gamma
secretase inhibitor", "y-secretase inhibitor" and "GSI" are used interchangeably herein
to refer to refer to compounds (including pharmaceutically acceptable salts, solvates,
and prodrugs thereof) or other agents that inhibit or reduce the biological activity of
gamma secretase. Membrane-bound BCMA is actively cleaved by the protease
activity of gamma secretase from a tumor cell surface and can undergo gamma
secretase-mediated shedding. This may reduce target density on tumor cells for

BCMA-specific therapeutic agents and release a soluble BCMA (sBCMA) fragment
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capable of interfering with BCMA-specific therapeutic agents. By inhibiting gamma
secretase, membrane-bound BCMA may be preserved, increasing target density while
reducing levels of SBCMA. Thus, administration of a GSI may enhance the activity of
BCMA-specific therapeutic agents.

Examples of small molecule GSls that may be useful in the combination therapy
of the present invention include, but are not limited to, the dipeptide class of GSls, the
sulfonamide class of GSls, the transition state mimic class of GSls, the
benzocaprolactam class of GSls, and other GSls known in the art. For example, the
GSI may be selected from MK-0752 (Merck & Co., Inc.), MRK-003 (Merck & Co., Inc.),
nirogacestat (PF-03084014, SpringWorks Therapeutics), R04929097 (Roche),
semagacestat (LY450139, Eli Lilly & Company), BMS-906024 (Bristol-Myers Squibb
Company) and DAPT, or the pharmaceutically acceptable salts thereof. Additional
examples of GSls include 1 -(S)- endo-N-(1 ,3,3)-Trimethylbicyclo[ 2.2.1 ] hept-2-yl)-
4-fluorophenyl sulfonamide, WPE-IIl- 31 C, (S)-3-[N'-(3,5-difluorophenyl-alpha-
hydroxyacetyl)-L-alaninyllamino-2,3-dihydro-1 -  methyl-5-phenyl-1  H-1  4-
benzodiazepin-2-one, and (N)-[(S)-2-hydroxy-3-methyl-butyryl]- 1 -(L-alaninyl)-(S)-1 -
amino-3-methyl-4,5,6,7-tetrahydro-2H-3-benzazepin-2-one. See De Kloe & De
Strooper (2014). Small Molecules That Inhibit Notch Signaling., In Bellen & Yamamoto
(Eds.), Notch Signaling: Methods and Protocols, Methods in Mol. Biol., vol 1 187 (pp
311 -322). New York, NY: Springer-Science+Business Media.

In some aspects, a therapeutic agent in the combination therapy of the present
invention is a GSI. In some aspects, the GSI may have any of the features or
characteristics of any of the GSIs provided in WO02005/092864, which is hereby
incorporated by reference for all purposes. In some aspects, the GSI is nirogacestat
(PF-03084014, SpringWorks Therapeutics), or a pharmaceutically acceptable salt

thereof. Nirogacestat is an oral, selective, small molecule GSI having the structure:

CH,

R /%
N
F HC N>(\H y CH,
3
.
E N
NH O



11 Mar 2026

2026201847

10

15

20

25

30

WO 2022/053990 PCT/1IB2021/058229
57

Nirogacestat is described, for example in US Patent No. 7,342,118, US Patent
No. 7,795,447 and US Patent No. 7,951,958, which are hereby incorporated for all
purposes. The GSI used in the Examples disclosed herein was nirogacestat, unless
otherwise indicated.

An effective amount of a GSI may be administered according to the doses
described herein. In some aspects, GSI is administered at a dose sufficient to
upregulate surface expression of BCMA on tumor cells. In some aspects, GSlI is
administered at a dose sufficient to reduce shedding of BCMA on tumor cells. In some
aspects, GSl is administered at a dose sufficient to reduce levels of sSBCMA. In some
aspects, GSl is administered at a dose sufficient to improve activity of BCMA-specific
therapeutic agents.

Therapeutic Agents

In some aspects, a therapeutic agent for use in the combination therapy of the
present invention may comprise one or more of a biotherapeutic agent, a
chemotherapeutic agent, an immunomodulating agent (e.g. thalidomide,
lenalidomide, pomalidomide, iberdomide and apremilast), a proteasome inhibitor
(e.g. bortezomib, carfilzomib and ixazomib), a corticosteroid (e.g. dexamethasone
and prednisone), a histone deacetylase (HDAC) inhibitor (e.g. panobinostat), and a
nuclear export inhibitor (e.g. selinexor). Further therapeutic agents for use in the
combination therapy of the present invention include a cancer vaccine, immune cell
therapy (e.g. CAR-T cell-based therapy), radiotherapy, a vaccine, a cytokine therapy
(e.g., immunostimulatory cytokines including various signaling proteins that stimulate
immune response, such as interferons, interleukins, and hematopoietic growth
factors), a targeted cytokine, an inhibitor of other immunosuppressive pathways, an
inhibitors of angiogenesis, a T cell activator, an inhibitor of a metabolic pathway, an
mTOR (mechanistic target of rapamycin) inhibitor (e.g., rapamycin, rapamycin
derivatives, sirolimus, temsirolimus, everolimus, and deforolimus), an inhibitor of an
adenosine pathway, a gamma secretase inhibitor (e.g. nirogacestat), a tyrosine
kinase inhibitor including but not limited to INLYTA®, ALK (anaplastic lymphoma
kinase) inhibitors (e.g., crizotinib, ceritinib, alectinib, and sunitinib), a BRAF inhibitor
(e.g., vemurafenib and dabrafenib), a PI3K inhibitor, a HPK1 inhibitor, an epigenetic
modifier, an inhibitors or depletor of Treg cells and/or of myeloid-derived suppressor
cells, a JAK (Janus Kinase) inhibitor (e.g., ruxolitinib and tofacitinb, varicitinib,

filgotinib, gandotinib, lestaurtinib, momelotinib, pacritinib, and upadacitinib), a STAT
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(Signal Transducers and Activators of Transcription) inhibitor (e.g., STAT1, STAT3,
and STATS inhibitors such as fludarabine), a cyclin-dependent kinase (CDK) or other
cell cycle inhibitor, an immunogenic agent (for example, attenuated cancerous cells,
tumor antigens, antigen presenting cells such as dendritic cells pulsed with tumor
derived antigen or nucleic acids, a MEK inhibitor (e.g., trametinib, cobimetinib,
binimetinib, and selumetinib), a GLS1 inhibitor, a PARP inhibitor (e.g. talazoparib,
olaparib, rucaparib, niraparib) , an oncolytic virus, gene therapies including DNA,
RNA delivered directly or by adeno-associated viruses (AAV) or nanoparticles, an
innate immune response modulator (e.g., TLRs, KIR, NKG2A), an IDO (Indoleamine-
pyrrole 2,3-dioxygenase) inhibitor, a PRR (Pattern Recognition Receptors) agonist,
and cells transfected with genes encoding immune stimulating cytokines such as but
not limited to GM-CSF).

In some aspects, therapeutic agents for use in the combination therapy of the
present invention may comprise an antibody, including but not limited to, an anti-
CTLA-4 antibody, an anti-CD3 antibody, an anti-CD4 antibody, an anti-CD8 antibody,
an anti-4-1BB antibody, an anti-PD-1 antibody, an anti-PD-L1 antibody, an anti-TIM3
antibody, an anti-LAG3 antibody, an anti-TIGIT antibody, an anti-OX40 antibody, an
anti-IL-7Ralpha (CD127) antibody, an anti-IL-8 antibody, an anti-IL-15 antibody, an
anti-HVEM antibody, an anti-BTLA antibody, an anti-CD38 antibody, an anti-CD40
antibody, an anti-CD40L antibody, anti-CD47 antibody, an anti-CSF1R antibody, an
anti-CSF1 antibody, an anti-IL-7R antibody, an anti-MARCO antibody, an anti-CXCR4
antibodies, an anti-VEGF antibody, an anti-VEGFR1 antibody, an anti-VEGFR2
antibody, an anti-TNFR1 antibody, an anti-TNFR2 antibody, an anti-CD3 bispecific
antibody, an anti-CD19 antibody, an anti-CD20, an anti-Her2 antibody, an anti-EGFR
antibody, an anti-ICOS antibody, an anti-CD22 antibody, an anti-CD52 antibody, an
anti-CCR4 antibody, an anti-CCR8 antibody, an anti-CD200R antibody, an anti-VISG4
antibody, an anti-CCR2 antibody, an anti-LILRb2 antibody, an anti-CXCR4 antibody,
an anti-CD206 antibody, an anti-CD163 antibody, an anti-KLRG1 antibody, an anti-
FLT3 antibody, an anti-B7-H4 antibody, an anti-B7-H3 antibody, an KLRG1 antibody,
a BTN1A1 antibody, a BCMA antibody, an anti-SLAMF7 antibody, an anti-avb8
antibody, an anti-CD80 antibody or an anti-GITR antibody.

In some aspects, other examples of therapeutic agents for use in the
combination therapy of the present invention may be directed or targeted to, 5T4;

A33; alpha-folate receptor 1 (e.g. mirvetuximab soravtansine); Alk-1; BCMA (e.g. see
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WO02016166629 and others disclosed herein); BTN1A1 (e.g. see W02018222689);
CA19-9; CA-125 (e.g. abagovomab); Carboanhydrase IX; CCR2;, CCR4 (e.g.
mogamulizumab); CCR5 (e.g. leronlimab); CCR8; CD3 [e.g. blinatumomab
(CD3/CD19 bispecific), PF-06671008 (CD3/P-cadherin bispecific), PF-06863135
(CD3/BCMA Dbispecific)];, CD19 (e.g. blinatumomab, MOR208); CD20 (e.g.
ibritumomab tiuxetan, obinutuzumab, ofatumumab, rituximab, ublituximab); CD22
(inotuzumab ozogamicin, moxetumomab pasudotox); CD25; CD28; CD30 (e.g.
brentuximab vedotin); CD33 (e.g. gemtuzumab ozogamicin); CD38 (e.g.
daratumumab, daratumumab and hyaluronidase, and isatuximab), CD40; CD-40L;
CD44v6; CD47 (e.g. Hu5F9-G4, CC-90002, SRF231, B6H12); CD52 (e.g.
alemtuzumab); CD56; CD63; CD79 (e.g. polatuzumab vedotin); CD80; CD86; CD123;
CD276 / B7-H3 (e.g. omburtamab); CDH17; CEA; CIhCG; CTLA-4 (e.g. ipilimumab,
tremelimumab), CXCR4; desmoglein 4; DLL3 (e.g. rovalpituzumab tesirine); DLL4; E-
cadherin; EDA; EDB; EFNA4; EGFR (e.g. cetuximab, depatuxizumab mafodotin,
necitumumab, panitumumab); EGFRVIll; Endosialin, EpCAM (e.g. oportuzumab
monatox); FAP; Fetal Acetylcholine Receptor; FLT3 (e.g. see W02018/220584); 4-
1BB (CD137) [e.g. utomilumab/PF-05082566 (see WOQ02012/032433) or
urelumab/BMS-663513], GD2 (e.g. dinutuximab, 3F8); GD3; GITR (e.g. TRX518);
GloboH; GM1; GM2; HER2/neu [e.g. margetuximab, pertuzumab, trastuzumab; ado-
trastuzumab emtansine, trastuzumab duocarmazine, PF-06804103 (see
US8828401)]; HER3; HER4; ICOS; IL-10; ITG-AvB6; LAG-3 (e.qg. relatlimab, IMP701);
Lewis-Y; LG; Ly-6; M-CSF [e.g. PD-0360324 (see US7326414)]; (membrane-bound)
IgE; MCSP; mesothelin; MIS Receptor type II; MUC1; MUC2; MUC3;, MUC4;,
MUCS5AC; MUC5B; MUC7; MUC16; Notch1; Notch3; Nectin-4 (e.g. enfortumab
vedotin); OX40 [e.g. PF-04518600 (see US7960515)]; P-Cadherin [e.g. PF-06671008
(see W0O2016/001810)]; PCDHB2; PD-1 [e.g. BCD-100, camrelizumab, cemiplimab,
genolimzumab (CBT-501), MEDIO680, nivolumab, pembrolizumab, sasanlimab (PF-
06801591, see W0O2016/092419), sintilimab, spartalizumab, STI-A1110, tislelizumab,
TSR-042, and others disclosed herein]; PD-L1 (e.g. atezolizumab, durvalumab, BMS-
936559 (MDX-1105), LY3300054, and others disclosed herein); PDGFRA (e.g.
olaratumab); Plasma Cell Antigen; PolySA; PSCA; PSMA; PTK7 [e.g. PF-06647020
(see US9409995)]; Ror1; SAS; SLAMF7 (e.g. elotuzumab); SHH; SIRPa (e.g. ED9,
Effi-DEM); STEAP; sTn; TGF-beta; TIGIT; TIM-3; TMPRSS3; TNF-alpha precursor;
TROP-2 (e.g.,, sacituzumab govitecan); TSPANS8; VEGF (e.g. bevacizumab,
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brolucizumab); VEGFR1 (e.g. ranibizumab); VEGFR2 (e.g. ramucirumab,
ranibizumab); and Wue-1.

In some aspects, a therapeutic agent for use in the combination therapy of the
present invention may be therapeutic antibody having any suitable format. For
example, therapeutic antibodies may have any format as described elsewhere herein.
In some aspects, a therapeutic antibody may be a naked antibody. In some aspects,
a therapeutic antibody may be linked to a drug / agent (also known as an “antibody-
drug conjugate” (ADC)). Drugs or agents that can be linked to an antibody in the ADC
format can include, for example, cytotoxic agents, immunomodulating agents, imaging
agents, therapeutic proteins, biopolymers, or oligonucleotides. Exemplary cytotoxic
agents that may be incorporated in an ADC include an anthracycline, an auristatin, a
dolastatin, a combretastatin, a duocarmycin, a pyrrolobenzodiazepine dimer, an
indolino-benzodiazepine dimer, an enediyne, a geldanamycin, a maytansine, a
puromycin, a taxane, a vinca alkaloid, a camptothecin, a tubulysin, a hemiasterlin, a
spliceostatin, a pladienolide, and stereoisomers, isosteres, analogs, or derivatives
thereof.

In some aspects, a therapeutic antibody against a particular antigen may
incorporated into a multi-specific antibody (e.g. a bispecific or trispecific antibody).
Bispecific antibodies are monoclonal antibodies that have binding specificity for at
least two different antigens. In some aspects, a bispecific antibody comprises a first
antibody variable domain and a second antibody variable domain, wherein the first
antibody variable domain is capable of recruiting the activity of a human immune
effector cell by specifically binding to an effector antigen located on the human immune
effector cell, and wherein the second antibody variable domain is capable of
specifically binding to a target antigen as provided herein. In some aspects, the
antibody has an IgG1, IgG2, IgG3, or IgG4 isotype. In some aspects, the antibody
comprises an immunologically inert Fc region. In some aspects the antibody is a
human antibody or humanized antibody.

The human immune effector cell can be any of a variety of immune effector
cells known in the art. For example, the immune effector cell can be a member of the
human lymphoid cell lineage, including, but not limited to, a T cell (e.g., a cytotoxic T
cell), a B cell, and a natural killer (NK) cell. The immune effector cell can also be, for
example without limitation, a member of the human myeloid lineage, including, but not

limited to, a monocyte, a neutrophilic granulocyte, and a dendritic cell. Such immune
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effector cells may have either a cytotoxic or an apoptotic effect on a target cell or other
desired effect upon activation by binding of an effector antigen.

The effector antigen is an antigen (e.g., a protein or a polypeptide) that is
expressed on the human immune effector cell. Examples of effector antigens that can
be bound by the heterodimeric protein (e.g., a heterodimeric antibody or a bispecific
antibody) include, but are not limited to, human CD3 (or CD3 (Cluster of
Differentiation) complex), CD16, NKG2D, NKp46, CD2, CD28, CD25, CD64, and
CD89. The target antigen is typically expressed on a target cell in a diseased condition
(e.g. a cancer cell). Examples of target antigens for use in bispecific antibodies are
disclosed herein.

In some aspects, a bispecific antibody provided herein binds to two different
target antigens on the same target cell (e.g. two different antigens on the same tumor
cell). Such antibodies may be advantageous, for example, for having increased
specificity for a target cell of interest (e.g. for a tumor cell that expresses two particular
tumor associated antigens of interest). For example, in some aspects, a bispecific
antibody provided herein comprises a first antibody variable domain and a second
antibody variable domain, wherein the first antibody variable domain is capable of
specifically binding to a first target antigen as provided herein and the second antibody
variable domain is capable of specifically binding to a second target antigen as
provided herein.

In some aspects, a therapeutic agent for use in the combination therapy of the
present invention may comprise immunomodulating agents, including thalidomide,
lenalidomide, pomalidomide, iberdomide and apremilast, which may stimulate an
immune response in a subject. Further immunomodulating agents include, pattern
recognition receptor (PRR) agonists, immunostimulatory cytokines, immune cell
therapy and cancer vaccines.

Pattern recognition receptors (PRRs) are receptors that are expressed by cells
of the immune system and that recognize a variety of molecules associated with
pathogens and/or cell damage or death. PRRs are involved in both the innate immune
response and the adaptive immune response. PRR agonists may be used to stimulate
the immune response in a subject. There are multiple classes of PRR molecules,
including toll-like receptors (TLRs), RIG-I-like receptors (RLRs), nucleotide-binding
oligomerization domain (NOD)-like receptors (NLRs), C-type lectin receptors (CLRS),

and Stimulator of Interferon Genes (STING) protein.
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Exemplary TLR agonists provided herein include agonists of TLR2, TLRS,
TLR4, TLR5, TLR6, TLR7, TLR8, and TLRS. Examples of RLRs agonists that are
useful in the treatment methods, medicaments, and uses of the present invention
include, for example, short double-stranded RNA with uncapped 5’ triphosphate (RIG-
| agonist); poly I:C (MDA-5 agonist), and BO-112 (MDA-A agonist). Examples of NLR
agonists that are useful in the treatment methods, medicaments, and uses of the
present invention include, for example, liposomal muramyl tripeptide / mifamurtide
(NOD2 agonist). Examples of CLR agonists that are useful in the treatment methods,
medicaments, and uses of the present invention include, for example, MD-fraction (a
purified soluble beta-glucan extract from Grifola frondosa) and imprime PGG (a beta
1,3/1,6-glucan PAMP derived from yeast). Examples of STING agonists that are useful
in the treatment methods, medicaments, and uses of the present invention include
various immunostimulatory nucleic acids, such as synthetic double stranded DNA,
cyclic di-GMP, cyclic-GMP-AMP (cGAMP), synthetic cyclic dinucleotides (CDN) such
as MK-1454 and ADU-S100 (MIW815), and small molecules such as P0-424. Other
PRRs include, for example, DNA-dependent Activator of IFN-regulatory factors (DAI)
and Absent in Melanoma 2 (AIM2).

Immunostimulatory cytokines, include but not limited to, various signaling
proteins that stimulate immune response, such as interferons, interleukins, and
hematopoietic growth factors. In some aspects, exemplary immunostimulatory
cytokines include, but are not limited to, GM-CSF, G-CSF, IFNy, IFNa, IL-2 (e.g.
denileukin difitox), IL-6, IL-7, IL-10, IL-11, IL-12, IL-15, IL-18, IL-21, and TNFo.
Immunostimulatory cytokines may have any suitable format. In some aspects, an
immunostimulatory cytokine may be a recombinant version of a wild-type cytokine. In
some aspects, an immunostimulatory cytokine may be a mutein that has one or more
amino acid changes as compared to the corresponding wild-type cytokine. In some
aspects, an immunostimulatory cytokine may be incorporated into a chimeric protein
containing the cytokine and at least one other functional protein (e.g. an antibody). In
some aspects, an immunostimulatory cytokine may covalently linked to a drug / agent
(e.g. any drug / agent as described elsewhere herein as a possible ADC

component).In some aspects, the cytokines are pegylated.
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Immune cell therapy involves treating a patient with immune cells that are
capable of targeting cancer cells. Immune cell therapy includes, for example, tumor-
infiltrating lymphocytes (TILs) and chimeric antigen receptor T cells (CAR-T cells).

Cancer vaccines include various compositions that contain tumor associated
antigens (or which can be used to generate the tumor associated antigen in the
subject) and thus can be used to provoke an immune response in a subject that will
be directed to tumor cells that contain the tumor associated antigen. Example
materials that may be included in a cancer vaccine include, attenuated cancerous
cells, tumor antigens, antigen presenting cells such as dendritic cells pulsed with tumor
derived antigen or nucleic acids encoding tumor associated antigens. In some
aspects, a cancer vaccine may be prepared with a patient's own cancer cells. In some
aspects, a cancer vaccine may be prepared with biological material that is not from a
patient’s own cancer cells. Cancer vaccines include, for example, sipuleucel-T and
talimogene laherparepvec (T-VEC).

A combination therapy provided herein may comprise one or more
chemotherapuetic agents. Examples of chemotherapeutic agents include alkylating
agents such as thiotepa and cyclosphosphamide; alkyl sulfonates such as busulfan,
improsulfan and piposulfan; aziridines such as benzodopa, carboquone, meturedopa,
and uredopa; ethylenimines and methylamelamines including altretamine,
triethylenemelamine, trietylenephosphoramide, triethylenethiophosphoramide and
trimethylolomelamine; acetogenins (especially bullatacin and bullatacinone); a
camptothecin (including the synthetic analogue topotecan); bryostatin; callystatin; CC-
1065 (including its adozelesin, carzelesin and bizelesin synthetic analogues);
cryptophycins (particularly cryptophycin 1 and cryptophycin 8); dolastatin;
duocarmycin (including the synthetic analogues, KW-2189 and CBI-TMI);
eleutherobin; pancratistatin; a sarcodictyin; spongistatin; nitrogen mustards such as
chlorambucil, chlornaphazine, cholophosphamide, estramustine, ifosfamide,
mechlorethamine, mechlorethamine oxide hydrochloride, melphalan, novembichin,
phenesterine, prednimustine, trofosfamide, uracil mustard; nitrosureas such as
carmustine, chlorozotocin, fotemustine, lomustine, nimustine, ranimustine; antibiotics
such as the enediyne antibiotics (e.g. calicheamicin, especially calicheamicin
gammall and calicheamicin phil1, see, e.g., Agnew, Chem. Intl. Ed. Engl., 33:183-
186 (1994); dynemicin, including dynemicin A; bisphosphonates, such as clodronate;

an esperamicin; as well as neocarzinostatin chromophore and related chromoprotein
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enediyne antibiotic chromomophores), aclacinomysins, actinomycin, authramycin,
azaserine, bleomycins, cactinomycin, carabicin, caminomycin, carzinophilin,
chromomycins, dactinomycin, daunorubicin, detorubicin, 6-diazo-5-oxo-L-norleucine,
doxorubicin (including morpholino-doxorubicin, cyanomorpholino-doxorubicin, 2-
pyrrolino-doxorubicin  and deoxydoxorubicin), epirubicin, esorubicin, idarubicin,
marcellomycin, mitomycins such as mitomycin C, mycophenolic acid, nogalamycin,
olivomycins, peplomycin, potfiromycin, puromycin, quelamycin, rodorubicin,
streptonigrin, streptozocin, tubercidin, ubenimex, zinostatin, zorubicin; anti-
metabolites such as methotrexate and 5-fluorouracil (5-FU); folic acid analogues such
as denopterin, methotrexate, pteropterin, trimetrexate; purine analogs such as
fludarabine, 6-mercaptopurine, thiamiprine, thioguanine; pyrimidine analogs such as
ancitabine, 6-azauridine, carmofur, cytarabine, dideoxyuridine, doxifluridine,
enocitabine, floxuridine; androgens such as calusterone, dromostanolone propionate,
epitiostanol, mepitiostane, testolactone; anti-adrenals such as aminoglutethimide,
mitotane, trilostane; folic acid replenisher such as frolinic acid; FOLFOX including
folinic acid, 5-FU and oxaliplatin; aceglatone; aldophosphamide glycoside;
aminolevulinic acid; eniluracil, amsacrine; bestrabucil; bisantrene; edatraxate;
defofamine; demecolcine; diaziquone; elformithine; elliptinium acetate; an epothilone;
etoglucid; gallium nitrate; hydroxyurea; lentinan; lonidamine; maytansinoids such as
maytansine and ansamitocins; mitoguazone; mitoxantrone; mopidamol; nitracrine;
pentostatin; phenamet; pirarubicin; losoxantrone; podophyllinic acid; 2-ethylhydrazide;
procarbazine; razoxane; rhizoxin; sizofuran; spirogermanium; tenuazonic acid;
triaziquone; 2, 2'2"-trichlorotriethylamine; trichothecenes (especially T-2 toxin,
verracurin A, roridin A and anguidine); urethan; vindesine;, dacarbazine;
mannomustine; mitobronitol; mitolactol; pipobroman; gacytosine; arabinoside (“Ara-
C”); cyclophosphamide; thiotepa; taxoids, e.g. paclitaxel and doxetaxel; chlorambucil;
gemcitabine; 6-thioguanine; mercaptopurine; methotrexate; platinum analogs such as
carboplatin; cisplatin; vinblastine; platinum; etoposide (VP-16); ifosfamide;
mitoxantrone; vincristine; vinorelbine; novantrone; teniposide; edatrexate;
daunomycin; aminopterin; xeloda; ibandronate; CPT-11; topoisomerase inhibitor RFS
2000; difluoromethylornithine (DMFO); retinoids such as retinoic acid; capecitabine;
and pharmaceutically acceptable salts, acids or derivatives of any of the above.

In some aspects, a therapeutic agent for use in the combination therapy of the

present invention may be an anti-hormonal agent that act to regulate or inhibit
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hormone action on tumors such as anti-estrogens and selective estrogen receptor
modulators (SERMSs), including, for example, tamoxifen, raloxifene, droloxifene, 4-
hydroxytamoxifen, trioxifene, keoxifene, LY117018, onapristone, and toremifene
(Fareston); aromatase inhibitors that inhibit the enzyme aromatase, which regulates
estrogen production in the adrenal glands, such as, for example, 4(5)-imidazoles,
aminoglutethimide, megestrol acetate, exemestane, formestane, fadrozole, vorozole,
letrozole, and anastrozole.

In some aspects, a therapeutic agent for use in the combination therapy of the
present invention may be anti-androgens such as flutamide, nilutamide, bicalutamide,
leuprolide, fluridil, apalutamide, enzalutamide, cimetidine and goserelin, KRAS
inhibitors; MCT4 inhibitors; MAT2a inhibitors; tyrosine kinase/vascular endothelial
growth factor (VEGF) receptor inhibitors such as sunitinib, axitinib, sorafenib,
tivozanib; alk/c-Met/ROS inhibitors such as crizotinib, lorlatinib; mTOR inhibitors such
as temsirolimus, gedatolisib; src/abl inhibitors such as bosutinib; cyclin-dependent
kinase (CDK) inhibitors such as palbociclib, PF-06873600, abemaciclib and ribociclib;
erb inhibitors such as dacomitinib; PARP inhibitors such as talazoparib, olaparib,
rucaparib, niraparib; SMO inhibitors such as glasdegib, PF-5274857; EGFR T790M
inhibitors such as PF-06747775; EZH2 inhibitors or other epigenetic modifer such as
PF-06821497; PRMTS such as PF-06939999 inhibitors; TGFRpr1 inhibitors such as
PF-06952229; and pharmaceutically acceptable salts, acids or derivatives of any of
the above.

Treatment

Each therapeutic agent in a combination therapy of the invention may be
administered either alone or in a medicament (also referred to herein as a
pharmaceutical composition) which comprises the therapeutic agent and one or more
pharmaceutically acceptable carriers, excipients and diluents, according to standard
pharmaceutical practice.

Each therapeutic agent in a combination therapy of the invention may be
administered simultaneously (i.e., in the same medicament), concurrently (i.e., in
separate medicaments administered one right after the other in any order) or
sequentially in any order. Sequential administration is particularly useful when the
therapeutic agents in the combination therapy are in different dosage forms (one agent

is a tablet or capsule and another agent is a sterile liquid) and/or are administered on
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different dosing schedules, e.g., a chemotherapeutic that is administered at least daily
and a therapedutic that is administered less frequently, such as once weekly, once
every two weeks, or once every three weeks.

In some aspects, a therapeutic agent in the combination therapy may be
administered using the same dosage regimen (dose, frequency and duration of
treatment) that is typically employed when the agent is used as monotherapy for
treating the same cancer. In other aspects, the patient may receive a lower total
amount of at least one of the therapeutic agents in the combination therapy than when
the agent is used as monotherapy, e.g., smaller doses, less frequent doses, and/or
shorter treatment duration.

Therapeutic agents in a combination therapy of the invention may be
administered by any suitable enteral route or parenteral route of administration. The
term “enteral route” of administration refers to the administration via any part of the
gastrointestinal tract. Examples of enteral routes include oral, mucosal, buccal, and
rectal route, or intragastric route. “Parenteral route” of administration refers to a route
of administration other than enteral route. Examples of parenteral routes of
administration include intravenous, intramuscular, intradermal, intraperitoneal,
intratumor, intravesical, intraarterial, intrathecal, intracapsular, intraorbital,
intracardiac, transtracheal, intraarticular, subcapsular, subarachnoid, intraspinal,
epidural and intrasternal, subcutaneous, or topical administration. The therapeutic
agents of the disclosure can be administered using any suitable method, such as by
oral ingestion, nasogastric tube, gastrostomy tube, injection, infusion, implantable
infusion pump, and osmotic pump. The suitable route and method of administration
may vary depending on a number of factors such as the specific therapeutic agent
being used, the rate of absorption desired, specific formulation or dosage form used,
type or severity of the disorder being treated, the specific site of action, and conditions
of the patient. Examples of parenteral routes of administration also include
intraosseous and intrapleural.

Oral administration of a solid dose form of a therapeutic agent may be, for
example, presented in discrete units, such as hard or soft capsules, pills, cachets,
lozenges, or tablets, each containing a predetermined amount of at least one
therapeutic agent. In another aspect, the oral administration may be in a powder or
granule form. In another aspect, the oral dose form is sub-lingual, such as, for

example, a lozenge. In such solid dosage forms, therapeutic agents are ordinarily
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combined with one or more adjuvants. Such capsules or tablets may contain a
controlled-release formulation. In the case of capsules, tablets, and pills, the dosage
forms also may comprise buffering agents or may be prepared with enteric coatings.

In another aspect, oral administration of a therapeutic agent may be in a liquid
dose form. Liquid dosage forms for oral administration include, for example,
pharmaceutically acceptable emulsions, solutions, suspensions, syrups, and elixirs
containing inert diluents commonly used in the art (e.g., water). Such compositions
also may comprise adjuvants, such as wetting, emulsifying, suspending, flavoring
(e.g., sweetening), and/or perfuming agents.

In some aspects, therapeutic agents are administered in a parenteral dose
form. "Parenteral administration" includes, for example, subcutaneous injections,
intravenous injections, intraperitoneal injections, intramuscular injections, intrasternal
injections, and infusion. Injectable preparations (i.e., sterile injectable aqueous or
oleaginous suspensions) may be formulated according to the known art using suitable
dispersing, wetting, and/or suspending agents, and include depot formulations.

In some aspects, therapeutic agents are administered in a topical dose form.
"Topical administration" includes, for example, transdermal administration, such as via
transdermal patches or iontophoresis devices, intraocular administration, or intranasal
or inhalation administration. Compositions for topical administration also include, for
example, topical gels, sprays, ointments, and creams. A topical formulation may
include a compound that enhances absorption or penetration of the active ingredient
through the skin or other affected areas. When therapeutic agents are administered
by a transdermal device, administration will be accomplished using a patch either of
the reservoir and porous membrane type or of a solid matrix variety. Typical
formulations for this purpose include gels, hydrogels, lotions, solutions, creams,
ointments, dusting powders, dressings, foams, films, skin patches, wafers, implants,
sponges, fibers, bandages and microemulsions. Liposomes may also be used. Typical
carriers include alcohol, water, mineral oil, liquid petrolatum, white petrolatum,
glycerin, polyethylene glycol and propylene glycol. Penetration enhancers may be
incorporated--see, for example, Finnin and Morgan, J. Pharm. Sci., 88 (10), 955-958
(1999).

Other carrier materials and modes of administration known in the
pharmaceutical art may also be used with therapeutic agents. The above

considerations in regard to effective formulations and administration procedures are
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well known in the art and are described in standard textbooks. Formulation of drugs is
discussed in, for example, Hoover, John E., Remington's Pharmaceutical Sciences,
Mack Publishing Co., Easton, Pa., 1975; Liberman et al., Eds., Pharmaceutical
Dosage Forms, Marcel Decker, New York, N.Y., 1980; and Kibbe et al., Eds.,
Handbook of Pharmaceutical Excipients (3.sup.rd Ed.), American Pharmaceutical
Association, Washington, 1999.

Selecting a dosage regimen (also referred to herein as an administration
regimen) for a combination therapy of the invention may depend on several factors,
including the serum or tissue turnover rate of the entity, the level of symptoms, the
immunogenicity of the entity, and the accessibility of the target cells, tissue or organ
in the subject being treated. Preferably, a dosage regimen maximizes the amount of
each therapeutic agent delivered to the patient consistent with an acceptable level of
side effects. Accordingly, the dose amount and dosing frequency of each therapeutic
agent or chemotherapeutic agent in the combination depends in part on the particular
therapeutic agent, the severity of the cancer being treated, and patient characteristics.
Guidance in selecting appropriate doses of antibodies, cytokines, and small molecules
are available. See, e.g., Wawrzynczak (1996) Antibody Therapy, Bios Scientific Pub.
Ltd, Oxfordshire, UK; Kresina (ed.) (1991) Monoclonal Antibodies, Cytokines and
Arthritis, Marcel Dekker, New York, NY; Bach (ed.) (1993) Monoclonal Antibodies and
Peptide Therapy in Autoimmune Diseases, Marcel Dekker, New York, NY; Baert et al.
(2003) New Engl. J. Med. 348:601-608; Milgrom et al. (1999) New Engl. J. Med.
341:1966-1973; Slamon et al. (2001) New Engl. J. Med. 344:783-792; Beniaminovitz
et al. (2000) New Engl. J. Med. 342:613-619; Ghosh et al. (2003) New Engl. J. Med.
348:24-32; Lipsky et al. (2000) New Engl. J. Med. 343:1594-1602; Physicians' Desk
Reference 2003 (Physicians' Desk Reference, 57th Ed); Medical Economics
Company; ISBN: 1563634457; 57th edition (November 2002). Determination of the
appropriate dosage regimen may be made by the clinician, e.g., using parameters or
factors known or suspected in the art to affect treatment or predicted to affect
treatment, and will depend, for example, the patient's clinical history (e.g., previous
therapy), the type and stage of the cancer to be treated and biomarkers of response
to one or more of the therapeutic agents in the combination therapy.

In some aspects, therapeutic agents in a combination therapy of the invention

may be administered to a subject at a dose of about 0.01 ug/kg, 0.02 ug/kg, 0.03
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ug/kg, 0.04 ug/kg, 0.05 ug/kg, 0.06 ug/kg, 0.07 ug/kg, 0.08 ug/kg, 0.09 ug/kg, 0.1
ug/kg, 0.2 ng/kg, 0.3 ug/kg, 0.4 ug/kg, 0.5 ug/kg, 0.6 ug/kg, 0.7 ug/kg, 0.8 ug/kg, 0.9
ng/kg, 1 uglkg, 2 uglkg, 3 nglkg, 4 ng/kg, 5 uglkg, 6 uglkg, 7 ug/kg, 8 ng/kg, 9 uglkg,
10 ug/kg, 15 nglkg, 20 uglkg, 25 ng/kg, 30 ug/kg, 35 ug/kg, 40 ug/kg, 45 ug/kg, 50
ug/kg, 60 pg/kg, 70 nug/kg, 80 ug/kg, 90 ug/kg, 100 ng/kg, 110 pug/kg, 120 ug/kg, 130
ug/kg, 140 ug/kg, 150 ug/kg, 200 pg/kg, 250 ugrkg, 300 ug/kg, 400 ug/kg, 500 ng/kg,
600 ug/kg, 700 pg/kg, 800 ug/kg, 900 ug/kg, 1000 ug/kg, 1200 pg/kg, or 1400 pug/kg
or higher.

In some aspects, therapeutic agents in a combination therapy of the invention
may be administered to a subject at a dose from about 1 mg/kg to about 1000 mg/kg,
from about 2 mg/kg to about 900 mg/kg, from about 3 mg/kg to about 800 mg/kg, from
about 4 mg/kg to about 700 mg/kg, from about 5 mg/kg to about 600 mg/kg, from about
6 mg/kg to about 550 mg/kg, from about 7 mg/kg to about 500 mg/kg, from about 8
mg/kg to about 450 mg/kg, from about 9 mg/kg to about 400 mg/kg, from about 5
mg/kg to about 200 mg/kg, from about 2 mg/kg to about 150 mg/kg, from about 5
mg/kg to about 100 mg/kg, from about 10 mg/kg to about 100 mg/kg, or from about 10
mg/kg to about 60 mg/kg.

In some aspects, therapeutic agents in a combination therapy of the invention
may be administered to a subject at a dose of at least 0.05 ug/kg, 0.2 ug/kg, 0.5 ug/kg,
1 ng/kg, 10 ug/kg, 100 ug/kg, 0.2 mg/kg, 1.0 mg/kg, 2.0 mg/kg, 3.0 mg/kg, 5.0 mg/kg,
10 mg/kg, 25 mg/kg, 50 mg/kg body weight or more. See, e.g., Yang et al. (2003) New
Engl. J. Med. 349:427-434; Herold et al. (2002) New Engl. J. Med. 346:1692-1698; Liu
et al. (1999) J. Neurol. Neurosurg. Psych. 67:451-456; Portielji et al. (20003) Cancer
Immunol. Immunother. 52:133-144.

In some aspects, a patient may be administered a fixed dose of a therapeutic
agent of about or of at least about 0.05 ug, 0.2 pg, 0.5 ug, 1 ug, 10 ug, 100 pg, 0.1
mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg, 0.6 mg, 0.7 mg, 0.8 mg, 0.9 mg, 1 mg, 2 mg, 3
mg, 4 mg, 5 mg, 6 mg, 7 mg, 8 mg, 9 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg, 40
mg, 50 mg, 60 mg, 70 mg, 75 mg, 80 mg, 90 mg, 100 mg, 125 mg, 150 mg, 175 mg,
200 mg, 225 mg, 250 mg, 275 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500 mg, 550
mg, 600 mg, 350 mg, 700 mg, 750 mg, 800 mg, 900 mg, 1000 mg or 1500 mg or

higher. The fixed dose may be administered at intervals of, e.g. daily, every other day,
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three times per week, or one time each week, two weeks, three weeks, monthly, once
every 2 months, once every 3 months, once every 4 months, etc.

For oral administration, therapeutic agents (e.g. typically small molecule
chemotherapeutic agents) may be provided, in the form of tablets a dose of the
therapeutic agent described herein.

In some aspects, therapeutic agents in a combination therapy of the invention
may be administered at least once daily, once a day, twice a day, three times a day,
four times a day, once every two days, once every three days, once a week, once
every two weeks, once every three weeks, once every four weeks, once every 30
days, once every five weeks, once every six weeks, once a month, once every two
months, once every three months, or once every four months in an oral, IV or SC dose.

The treatment methods described herein can continue for as long as the
clinician overseeing the patient's care deems the treatment method to be effective.
Non-limiting parameters that indicate the treatment method is effective include any
one or more of the following: tumor shrinkage (in terms of weight and/or volume); a
decrease in the number of individual tumor colonies; tumor elimination; and
progression-free survival. Change in tumor size may be determined by any suitable
method such as imaging. Various diagnostic imaging modalities well known in the art
can be employed, such as computed tomography (CT scan), dual energy CDT,
positron emission tomography, ultrasound, CAT scan and MRI. In some aspects, a
combination therapy of the invention is used to treat a tumor that is large enough to
be found by palpation or by imaging techniques well known in the art, such as MRI,
ultrasound, or CAT scan.

Exemplary lengths of time associated with the course of therapy include about
one week; about two weeks: about three weeks; about four weeks; about five weeks;
about six weeks; about seven weeks; about eight weeks; about nine weeks; about ten
weeks; about eleven weeks; about twelve weeks: about thirteen weeks; about fourteen
weeks; about fifteen weeks; about sixteen weeks; about seventeen weeks; about
eighteen weeks; about nineteen weeks; about twenty weeks; about twenty-one weeks;
about twenty-two weeks; about twenty-three weeks; about twenty four weeks; about
seven months; about eight months; about nine months; about ten months; about
eleven months; about twelve months; about thirteen months; about fourteen months;
about fifteen months; about sixteen months; about seventeen months; about eighteen

months; about nineteen months; about twenty months; about twenty one months;
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about twenty-two months; about twenty-three months; about twenty-four months;
about thirty months; about three years; about four years and about five years.

The presently described combinations and methods can be used to treat a
patient suffering from any condition that can be remedied or prevented by the methods
provided herein, such as cancer and/or cancer-associated disease.

In some aspects, the condition is a cancer, including but not limited to,
carcinoma, lymphoma, leukemia, myeloma, blastoma, and sarcoma. In some aspects,
the cancer may include cancer-associated diseases, including a B-cell related cancer
and/or cancer-associated disease including but are not limited to, multiple myeloma,
malignant plasma cell neoplasm, lymphoma, Hodgkin’s Ilymphoma, nodular
lymphocyte predominant Hodgkin’s lymphoma, Kahler's disease and Myelomatosis,
plasma cell leukemia, plasmacytoma, monoclonal gammopathy of unknown
significance (MGUS), smoldering myeloma, light chain amyloidosis, osteosclerotic
myeloma, B-cell prolymphocytic leukemia, hairy cell leukemia, B-cell non-Hodgkin’'s
lymphoma (NHL), acute myeloid leukemia (AML), chronic lymphocytic leukemia (CLL),
acute lymphocytic leukemia (ALL), chronic myeloid leukemia (CML), follicular
lymphoma, Burkitt's lymphoma, marginal zone lymphoma, mantle cell lymphoma,
large cell lymphoma, precursor B-lymphoblastic lymphoma, myeloid leukemia,
Waldenstrom’s macroglobulienemia, diffuse large B cell lymphoma, mucosa-
associated lymphatic tissue lymphoma, small cell lymphocytic lymphoma, primary
mediastinal (thymic) large B-cell lymphoma, lymphoplasmactyic lymphoma, marginal
zone B cell lymphoma, splenic marginal zone lymphoma, intravascular large B-cell
lymphoma, primary effusion Ilymphoma, Iymphomatoid granulomatosis, T
cell/histiocyte-rich large B-cell lymphoma, primary central nervous system lymphoma,
primary cutaneous diffuse large B-cell ymphoma (leg type), EBV positive diffuse large
B-cell lymphoma of the elderly, diffuse large B-cell lymphoma associated with
inflammation, ALK-positive large B-cell lymphoma, plasmablastic lymphoma, large B-
cell lymphoma arising in HHV8-associated multicentric Castleman disease, B-cell
lymphoma unclassified with features intermediate between diffuse large B-cell
lymphoma and Burkitt lymphoma, B-cell lymphoma unclassified with features
intermediate between diffuse large B-cell ymphoma and classical Hodgkin lymphoma,
and other B-cell related lymphoma.

In some aspects, the cancer is gastric cancer, small intestine cancer, head and

neck cancer (e.g., squamous cell head and neck cancer), thymic cancer, epithelial
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cancer, salivary cancer, liver cancer, biliary cancer, neuroendocrine tumors, stomach
cancer, thyroid cancer, lung cancer (e.g., non-small-cell lung cancer, small cell lung
cancer), mesothelioma, ovarian cancer, breast cancer, prostate cancer, kidney
cancer, esophageal cancer, pancreatic cancer, glioma, renal cancer (e.g., renal cell
carcinoma), bladder cancer, cervical cancer, uterine cancer, vulvar cancer,
endometrial cancer, penile cancer, testicular cancer, anal cancer, choriocarcinoma,
colon cancer, colorectal cancer, oral cancer, skin cancer, Merkel cell carcinoma,
glioblastoma, brain tumor, bone cancer, eye cancer, melanoma, or cancer with high
microsatellite instability (MSI-H).

A combination therapy of the invention may be used prior to or following surgery
to remove a tumor and may be used prior to, during or after radiation therapy.

In some aspects, a combination therapy of the invention is administered to a
patient who has not been previously treated with a therapeutic or chemotherapeutic
agent, i.e., is treatment-naive. In other aspects, the combination therapy is
administered to a patient who failed to achieve a sustained response after prior
therapy with a therapeutic or chemotherapeutic agent, i.e., is treatment-experienced.
In some aspects, the subject has received a prior therapy to treat the tumor and the
tumor is relapsed or refractory.

Encompassed by the invention provided herein are combination therapies that
have additive potency or an additive therapeutic effect while reducing or avoiding
unwanted or adverse effects. The invention also encompasses synergistic
combinations where the therapeutic efficacy is greater than additive, while unwanted
or adverse effects are reduced or avoided. In certain aspects, the methods and
compositions provided herein permit treatment or prevention of diseases and
disorders wherein treatment is improved by an enhanced anti-tumor response using
lower and/or less frequent doses of at least therapeutic agent in a combination therapy
to at least one of: i) reduce the incidence of unwanted or adverse effects caused by
the administration of the therapeutic agents separately, while at least maintaining
efficacy of treatment; ii) increase patient compliance, and iii) improve efficacy of the
anti-tumor treatment.

Kits

The therapeutic agents of the combination therapies of the present invention

may conveniently be combined in the form of a kit suitable for co-administration of

the compositions.
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In one aspect, a kit comprises at least a first container and a second container
and a package insert. The first container contains at least one dose of a first
therapeutic agent, and the second container contains at least one dose of a second
therapeutic agent of the combination therapy. The package insert / label comprises
instructions for treating a patient for cancer and/or cancer-associated disease using
the therapeutic agents. The first and second containers may be comprised of the
same or different shape (e.g., vials, syringes and bottles) and/or material (e.g., plastic
or glass). The kit may further comprise other materials that may be useful in
administering the therapeutic agents, such as diluents, filters, IV bags and lines,
needles and syringes.

Clinical Studies

A Phase 1, open label, multi dose, multi center, dose escalation, safety,
pharmacokinetic (PK) and pharmacodynamic study of PF-06863135 in adult patients
with advanced multiple myeloma who have relapsed from or are refractory to standard
therapy is ongoing (NCT03269136). This is a two part study to assess the safety and
tolerability of increasing dose levels of PF-06863135 in Part 1, and establish the
recommended Phase 2 dose (RP2D) in Part 2. This phase 1 study is described in
Example 10. Two additional clinical studies of PF06863135 (elranatamab)
monotherapy are described in Examples 11 and 12.

Further clinical evaluation of PF-06863135 in combination with any of
therapeutics agents disclosed herein may be conducted: PF-06863135 in combination
with an anti-PD-1/PD-L1 antibody (e.g. sasanlimab/PF-06801591), PF-06863135 in
combination with an immunomodulating agent (e.g. thalidomide, lenalidomide,
pomalidomide, iberdomide and apremilast), PF-06863135 in combination with a
gamma secretase inhibitor (e.g. nirogacestat), PF-06863135 in combination with other
treatments such as a biotherapeutic agent (e.g. CD38 antibodies daratumumab,
daratumumab and hyaluronidase, and isatuximab, and SLAMF7 antibody
elotuzumab), a chemotherapeutic agent (e.g. melphalan, vincristine,
cyclophosphamide, etoposide, doxorubicin, liposomal doxorubicin, and
dendamustine), a proteasome inhibitor (e.g. bortezomib, carfilzomib and ixazomib), a
corticosteroid (e.g. dexamethasone and prednisone), a histone deacetylase (HDAC)
inhibitor (e.g. panobinostat), and a nuclear export inhibitor (e.g. selinexor). Examples
12 to 16 describe a few planned combination therapy clinical studies of PF06863135

(elranatamab).
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General Methods

Standard methods in molecular biology are described Sambrook, Fritsch and
Maniatis (1982 & 1989 2nd Edition, 2001 3rd Edition) Molecular Cloning, A Laboratory
Manual, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY; Sambrook

and Russell (2001) Molecular Cloning, 3rd ed., Cold Spring Harbor Laboratory Press,
Cold Spring Harbor, NY; Wu (1993) Recombinant DNA, Vol. 217, Academic Press,
San Diego, CA). Standard methods also appear in Ausbel, et al. (2001) Current
Protocols in Molecular Biology, Vols.1-4, John Wiley and Sons, Inc. New York, NY,
which describes cloning in bacterial cells and DNA mutagenesis (Vol. 1), cloning in
mammalian cells and yeast (Vol. 2), glycoconjugates and protein expression (Vol. 3),
and bioinformatics (Vol. 4).

Methods  for  protein purification including immunoprecipitation,
chromatography, electrophoresis, centrifugation, and crystallization are described
(Coligan, et al. (2000) Current Protocols in Protein Science, Vol. 1, John Wiley and
Sons, Inc., New York). Chemical analysis, chemical modification, post-translational
modification, production of fusion proteins, glycosylation of proteins are described
(see, e.g., Coligan, et al. (2000) Current Protocols in Protein Science, Vol. 2, John
Wiley and Sons, Inc., New York; Ausubel, et al. (2001) Current Protocols in Molecular
Biology, Vol. 3, John Wiley and Sons, Inc., NY, NY, pp. 16.0.5-16.22.17; Sigma-
Aldrich, Co. (2001) Products for Life Science Research, St. Louis, MO; pp. 45-89;
Amersham Pharmacia Biotech (2001) BioDirectory, Piscataway, N.J., pp. 384-391).
Production, purification, and fragmentation of polyclonal and monoclonal antibodies
are described (Coligan, et al. (2001) Current Protcols in Immunology, Vol. 1, John
Wiley and Sons, Inc., New York; Harlow and Lane (1999) Using Antibodies, Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, NY; Harlow and Lane, supra).
Standard techniques for characterizing ligand/receptor interactions are available (see,
e.g., Coligan, et al. (2001) Current Protocols in Immunology, Vol. 4, John Wiley, Inc.,
New York).

Monoclonal, polyclonal, and humanized antibodies can be prepared (see, e.g.,
Sheperd and Dean (eds.) (2000) Monoclonal Antibodies, Oxford Univ. Press, New
York, NY; Kontermann and Dubel (eds.) (2001) Antibody Engineering, Springer-
Verlag, New York; Harlow and Lane (1988) Antibodies A Laboratory Manual, Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, NY, pp. 139-243; Carpenter, et
al. (2000) J. Immunol. 165:6205; He, et al. (1998) J. Immunol. 160:1029; Tang et al.
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(1999) J. Biol. Chem. 274:27371-27378; Baca et al. (1997) J. Biol. Chem. 272:10678-
10684; Chothia et al. (1989) Nature 342:877-883; Foote and Winter (1992) J. Mol.
Biol. 224:487-499; U.S. Pat. No. 6,329,511).

An alternative to humanization is to use human antibody libraries displayed on
phage or human antibody libraries in transgenic mice (Vaughan et al. (1996) Nature
Biotechnol. 14:309-314; Barbas (1995) Nature Medicine 1:837-839; Mendez et al.
(1997) Nature Genetics 15:146-156; Hoogenboom and Chames (2000) Immunol.
Today 21:371-377; Barbas et al. (2001) Phage Display: A Laboratory Manual, Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, New York; Kay et al. (1996)
Phage Display of Peptides and Proteins: A Laboratory Manual, Academic Press, San
Diego, CA; de Bruin et al. (1999) Nature Biotechnol. 17:397-399).

Purification of antigen is not necessary for the generation of antibodies. Animals
can be immunized with cells bearing the antigen of interest. Splenocytes can then be
isolated from the immunized animals, and the splenocytes can fused with a myeloma
cell line to produce a hybridoma (see, e.g., Meyaard et al. (1997) Immunity 7:283-290;
Wright et al. (2000) Immunity 13:233-242; Preston et al., supra; Kaithamana et al.
(1999) J. Immunol. 163:5157-5164).

Antibodies can be conjugated, e.g., to small drug molecules, enzymes,
liposomes, polyethylene glycol (PEG). Antibodies are useful for therapeutic,
diagnostic, kit or other purposes, and include antibodies coupled, e.g., to dyes,
radioisotopes, enzymes, or metals, e.g., colloidal gold (see, e.g., Le Doussal et al.
(1991) J. Immunol. 146:169-175; Gibellini et al. (1998) J. Immunol. 160:3891-3898;
Hsing and Bishop (1999) J. Immunol. 162:2804-2811; Everts et al. (2002) J. Immunol.
168:883-889).

Methods for flow cytometry, including fluorescence activated cell sorting
(FACS), are available (see, e.g., Owens, et al. (1994) Flow Cytometry Principles for
Clinical Laboratory Practice, John Wiley and Sons, Hoboken, NJ; Givan (2001) Flow
Cytometry, 2nd ed.; Wiley-Liss, Hoboken, NJ; Shapiro (2003) Practical Flow
Cytometry, John Wiley and Sons, Hoboken, NJ). Fluorescent reagents suitable for
modifying nucleic acids, including nucleic acid primers and probes, polypeptides, and
antibodies, for use, e.g., as diagnostic reagents, are available (Molecular Probesy
(2003) Catalogue, Molecular Probes, Inc., Eugene, OR; Sigma-Aldrich (2003)
Catalogue, St. Louis, MO).
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Standard methods of histology of the immune system are described (see, e.g.,
Muller-Harmelink (ed.) (1986) Human Thymus: Histopathology and Pathology,
Springer Verlag, New York, NY; Hiatt, et al. (2000) Color Atlas of Histology, Lippincott,
Williams, and Wilkins, Phila, PA; Louis, et al. (2002) Basic Histology: Text and Atlas,
McGraw-Hill, New York, NY).

Software packages and databases for determining, e.g., antigenic fragments,
leader sequences, protein folding, functional domains, glycosylation sites, and
sequence alignments, are available (see, e.g., GenBank, Vector NTI® Suite (Informax,
Inc, Bethesda, MD); GCG Wisconsin Package (Accelrys, Inc., San Diego, CA);
DeCypher® (TimeLogic Corp., Crystal Bay, Nevada); Menne, et al. (2000)
Bioinformatics 16: 741-742; Menne, et al. (2000) Bioinformatics Applications Note
16:741-742; Wren, et al. (2002) Comput. Methods Programs Biomed. 68:177-181; von
Heijne (1983) Eur. J. Biochem. 133:17-21; von Heijne (1986) Nucleic Acids Res.
14:4683-4690).

EXAMPLES

Example 1: In vitro study of PD-1 induction on CD8+ T cells co-cultured with
MM.1S multiple myeloma cells treated with BCMAxCD3 bispecific antibody

This example illustrates that treatment with BCMAxCD3 bispecific induces PD-
1 expression on CD8*T cells.

CD3+ T cells from PBMCs (Stem Cell Technologies) were negatively selected
using EasySep Human T cell enrichment kit (Stem Cell Technologies). 10,000 target
Multiple Myeloma MM.1S cells expressing luciferase (MM.1S-luc) were seeded with
50,000 CD3* pan T cells in a clear 96-well V-bottom plate. Cells were treated with 1nM
BCMAxCD3 bispecific antibody and PD-1 expression was analyzed at 3, 24, 48 and
72 hours after addition of the BCMAxCD3 bispecific. At the specified time points, cells
were collected from the wells, washed with PBS+2%FBS, and stained
with ZombieNIR Viability dye (Biolegend) in PBS for 20 minutes at room temperature,
followed by staining with antibodies against human CD8 and PD-1 (Biolegend).
Samples were analyzed using FlowJo flow cytometry analysis software. Dead cells
were removed from analysis by gating on ZombieNIR negative population. Samples
were further gated on CD8* positive population. Percentage of PD-1*cells is
expressed as PD-1 positive cells within the CD8* population. The results summarized

in FIG. 1 and Table 1 demonstrate that treatment of BCMA-expressing MM.1S multiple
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myeloma cells with the BCMAxCD3 bispecific antibody induces PD-1 expression on
CD8+ T cells.
Table 1. %PD-1 cells after treatment with BCMAXxCD3 bispecific

Hours %PD-1 (of CD8+ T cells)
[+ Standard Deviation]
Vehicle BCMAXCD3 Bispecific
3 17.1£0.6 12.8+0.6
24 10.3+0.4 18.9+1.2
48 29.84+3.0 69.913.1
72 13.61+0.5 69.943.1

Example 2: In vivo study of BCMAXCD3 bispecific antibody in combination with

anti-PD-1 antibody in MM.1S-PDL1 orthotopic and subcutaneous mouse model
This example illustrates combination efficacy of BCMAxXxCD3 bispecific with

anti-PD-1 antibody in (A.) orthotopic MM.1S-Luc-PD-L1 and (B.) MM.1S-PD-L1

multiple myeloma models as compared to BCMAxCD3 bispecific or anti-PD-1 antibody

alone.

A. Orthotopic mouse model

MM.1S-Luc multiple myeloma cells were engineered to express PD-L1 and are
referred to as MM.1S-Luc-PD-L1. MM.1S-Luc-PD-L1 cells were prepared as a single
cell suspension of 5 x 10° cells for intravenous (IV) inoculation into NSG mice.

Tumor growth was monitored by luminescent imaging by intraperitoneal (IP)
injection of luciferin solution in DPBS and imaged using Perkin Elmer IVIS Spectrum
camera system. Animals were administered 2x107 expanded human T cells IV 19 days
after tumor cell inoculation. Two days following T cell administration, a single dose of
the BCMAxCD3 bispecific (10 pg/kg) was administered as a bolus IV injection. Anti-
PD-1 antibody was administered twice a week as a bolus IP injection at 5 mg/kg for a
total of 6 injections.

Tumor growth was monitored via imaging measurements collected twice
weekly. Mice were imaged using the Perkin Elmer IVIS Spectrum camera system with
automatic parameter determination and a maximum imaging time of 3 minutes. Living
Image software was used to collect the data. Regions of Interest (ROls) were drawn
around the entire body of the mouse, excluding as much as possible of the tail.
Background flux, as measured on the anesthesia manifold, is subtracted from each
ROI. Tumor measurements are expressed as total flux expressed in photons/sec

(p/s). Study was terminated at day 40 post tumor inoculation. The results summarized
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in FIG. 2A and Table 2 demonstrate that treatment with BCMAxCD3 bispecific and
anti-PD-1 antibody is more efficacious compared to treatment with bispecific or

antibody treatment alone.

Table 2. Tumor measurements expressed as total flux p/s after treatment

Days post Negative BCMAxCD3 BCMAxCD3 No treatment
tumor cell bispecific + bispecific bispecific 10ug/kg
inoculation anti-PD-1 10ug/kg + anti-
5mg/kg PD-1 5mg/kg
16 4.1 x 107 1.31133334 = 147 1.51333334 = 147 7.2 %407
+2.25 % 15’ +3.1997153 % 10 +2.325463 x ig° +5 x40
18 5.535 x 1{¥° 6.54333334 = 14" 8.34333334 x 147 1.68 x 10°
+1.735 = 147 +1.36827548 = 107 | +2.40911003 x 17 +1.54 x 108
20 1.855 x 10? 1.586666667 * 14¢ 1.788 = 10¢ 3.76 x 0%
+4.75 % 107 +1.92382721 x 167 | +6.89374596 x 14’ +1.31 x 108
25 1.052 x 108 3.4466667 = 10° 2.2729 x 147 2.455 x 1(®
+2.08 = 10° +2.8719195 = 10° +1.99389279 x 107 +9.55 = 108
28 1.73 x 19° 5.792 x i(F 7.08166667 * 147 5.555 x 14°
+1.3 %10 +4.8055591 % 10 +6.7101553 x i’ +2.455 % 10°
32 1.73 x 10° 5.792 x 10* 7.07566667 x 147 5.545 « 1{3®
+1.3 %408 +4.8055591 x 1(* +6.71310595 = 147 +2.455 % 10°
35 1.93 = 10¢ 7.373334 « {0* 8.712333334 = {{¢ 1.8295 = 14
+7.8 % (" +4.980711 = 10° +8.444262754 = 10¢ | £1.3305 % 10"
39 2.825 x 10° 4.654667 x if* 6.775666667 x 1{° 2.446 x ('@
+1.745 x i +3.153991 x 16° +6.363327336 = 1{° +1.454 x 1¢'°

B. Subcutaneous mouse model

MM.1S multiple myeloma cells were engineered to express PD-L1 and are
referred to as MM.1S-PD-L1. Pre-activated and expanded T cells (20 x 10°) were
administered on Day 19 after MM.1S-PDL1 tumor cell inoculation subcutaneously
(SC).
administered IV on Day 21 and dosed Q7Dx3. Anti-PD-1 mAb was administered at 5

mg/kg intraperitoneally (IP) twice a week starting on Day 21. Tumor measurements

BCMAXxCD3 bispecific (0.3 or 1 mg/kg) or negative bispecific (1 mg/kg) was

were recorded 2 to 3 times a week using digital calipers. N (at study start) is 5-12
animals per group. The results summarized in FIG. 2B and Table 3 demonstrate that
treatment with BCMAxCD3 bispecific and anti-PD-1 antibody is more efficacious
compared to treatment with bispecific or antibody treatment alone.

Table 3. Tumor measurements after treatment (Tumor Volume + SEM (mm?)).

Days post No Negative Negative BCMAxCD3 BCMAXxCD3
tumor cell | treatment | bispecific | bispecific bispecific 0.3 bispecific
inoculation + anti-PD- mg/kg 1 mg/kg
1 5mg/kg + anti- + anti-
PD-1 PD-1
Alone 5mg/kg Alone 5mag/kg
14 396 341 30.7 34.4 33.6 26.4 33.6
6.9 +53 46 +95 53 75 +53
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18 80.3 71.5 64.5 91.6 74.5 92 74.5
*+16.9 +13.7 10 18 +12.2 171 +12.2
20 108.7 121.4 114.7 122.5 110.5 130.7 110.5
27 +27.3 21 +20.7 + 18.6 +24.6 +18.6
25 407.8 401.7 401.3 403 504.4 601.1 504.4
+87.4 +30.5 429 + 59 +67.4 +70 +67.4
28 699.4 761.6 694.7 403.3 341 482.9 341
+126.2 + 971 +69.5 +67.6 + 86.9 + 32.6 +86.9
32 1379.8 1789.8 1238.6 603.6 1649+ | 4105 164.9
+308.6 | +£2334 * 146.2 +151.6 108.9 +82.7 | £108.9
35 2125.2 2562.5 1861.3 835.1 18.5 627.9 18.5
+61.6 +81.8 +238.4 772 +99 | +111.8 99
39 4017.3 4012.4 2792.6 1569.3 29 1436.8 29
+ 103 *106.2 4.7 +151.8 29 +276.4 29

Example 3: In vitro study to detect cell surface BCMA expression in multiple
myeloma cell lines treated with gamma secretase inhibitors (GSl)

This example illustrates upregulation of cell surface BCMA expression in
multiple myeloma cell lines treated with GSI.

Multiple myeloma cells (MM.1S, OPM2, H929, Molp8, RPMI8226) were seeded
in a 96-well U bottom plate at 40,000 cells/well. Cells were incubated for 24 hours in
the presence of GSI diluted in RPMI (0.1% DMSO). The following concentrations of
the GSI were tested: 1000 nM, 500 nM, 100 nM, 50 nM, 25 nM, 10 nM, 5 nM, 2.5 nM,
1 nM, 0.1 nM, 0.01 nM. 24 hours later cells were collected and washed with PBS+2%
FBS, followed by staining with ZombieNIR Viability Dye (Biolegend) at 1 in 500 dilution
in PBS at room temperature for 20 minutes. Next, cells were washed with
PBS+2%FBS and stained with anti-BCMA PE-labelled antibody (Biolegend) diluted in
PBS+2%FBS for 30 minutes at 4°C. Cells were acquired on BD Flow Cytometer and
analyzed using FlowJo flow cytometry analysis software. Dead cells were removed
from analysis by gating on ZombieNIR negative population. BCMA mean fluorescence
intensity (MF1) was plotted against GSI concentration to establish EC50.

The results summarized in FIG. 3A-3E and Table 4 show that GSI treatment
upregulates BCMA expression on the cell surface of multiple myeloma cell lines
MM.1S, OPM2, H929, Molp8, and RPMI8226, respectively.

Table 4. Mean Florescence Intensity + Standard Deviation

GSI BCMA (-PE) MFI
[nM]
MM.1S OPM2 H929 Molp8 | RPMI8226
1000 | 35780+ | 147475+ | 21156+ | 6401+ | 14362z
21.2 965.2 338 550.1 705.7
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500 35780 159105+ | 20285.5+ | 56405+ | 134645+
4279.4 307.6 542.4 758.7 624.4
100 37582.5 = 14364 * 19455.5 5412 13416 £
1033.1 403.1 563.6 383.3 452.5
50 38111 £ 10863 * 174245 + 5120 = 13190.5
2506 19.8 48.8 533.2 555.1
25 37026.5+ | 65755+ | 184455+ 3691 % 12617 +
370 115.3 309 323.9 762.3
10 31248 £ 3190.5 15670 * 21835+ | 11181.5%
335.2 88.4 1516 81.3 193
5 28832 £ 2788.5 13226 * 17615+ | 10589.5
1926.2 177.5 1531.6 74.2 351.4
25 214125+ | 23585+ | 103445+ 1401 10226.5 +
614.5 136.5 1617.2 107.5 277.9
1 14396 * 2185 % 8615.5 + 1288.5+ | 10483.5
6222.5 15.6 1656.8 16.3 536.7
0.1 1577565+ | 2079.5% 5305.5 + 12425 10099 *
316.1 82.7 290.6 137.9 455.4
0.01 15589.5+ | 2093.5+ 4824.5 11915+ 10028 *
230 71.4 183.1 188.8 29.7
0 2069.5 + 4908 * 1231 % 10142 +
15362 23.3 138.6 79.2 448.3

Example 4: In vitro study to detect cell surface BCMA expression in a time-
dependent manner in multiple myeloma cell lines treated with GSI

This example illustrates that treating multiple myeloma cell lines with GSI
increases BCMA cell surface expression in a time-dependent manner and that BCMA
surface levels return to baseline after GSl is removed from the cultures.
(MM.1S, OPM2, H929, Molp8, RPMI8226) were
seeded in a 6-well plate at 800,000 cells/2ml/well with GSI diluted at 1uM in RPMI
medium (with 0.1% DMSO). Cells were collected to evaluate cell surface BCMA

expression at baseline, and then at 3 hours, 6 hours and 24 hours after addition of the

Multiple myeloma cells

GSI. After 24 hours of incubation with the GSI, cells were washed twice in PBS and
re-plated in fresh 6-well plates. Cells were further collected for staining at 3 hours, 6
hours and 24 hours after the GSI was washed out. At the indicated time points,
samples were stained with a ZombieNIR Viability dye (Biolegend) for 20 minutes at
room temperature at 1 in 500 dilution in PBS, washed with PBS+2%FBS and further
stained with anti-BCMA PE-labelled antibody diluted in PBS+2%FBS for 30 minutes
at 4°C. Samples were acquired on BD Flow Cytometer and analyzed using FlowJo
software. Dead cells were removed from the analysis by gating on ZombieNIR

negative population. BCMA MFI| was plotted as a histogram.
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The results summarized in FIG. 4A-4E and Table 5 show that GSI upregulates
cell surface BCMA expression on MM.1S, OPM2, H929, Molp8, and RPMI8226 cells,
respectively, in a time-dependent manner and that upregulated surface BCMA
expression does not persist after removing GSI from the cultures.

Table 5. Mean Florescence Intensity + Standard Deviation

Time BCMA (-PE) MFI
Point
MM.1S OPM2 H929 Molp8 RPMI8226

Baseline 7614 3127 2387 2384 2991
3h after GSI 13690 0257 3653 2461 4437
6h after GSI 14920 0854 3423 3098 4527
24h after GSI 25602 20592 8245 5307 6340
3h post wash 33509 21621 15422 7523 6557
5h post wash 23906 11050 9313 5050 4437
24h post wash 11170 2624 8423 2960 2688

Example 5: In vitro study to detect soluble BCMA (sBCMA) levels in multiple
myeloma cell lines treated with GSI

This example illustrates reduced shedding of sSBCMA in multiple myeloma cell
lines treated with GSI.

Multiple myeloma cells (MM.1S, OPM2, H929, Molp8, RPMI8226) were seeded
in a 96-well U-bottom plate at 40,000 cells/well. Cells were incubated for 24 hours in
the presence of GSI diluted in RPMI medium (0.1% DMSO). The following
concentrations of the GSI| were tested: 1000 nM, 500 nM, 100 nM, 50 nM, 25 nM, 10
nM, 5 nM, 2.5 nM, 1 nM, 0.1 nM, 0.01 nM. After 24 hours, cell culture medium was
collected and concentration of SBCMA was measured in supernatants using Human
BCMA/TNFRSF17 DuoSet ELISA kit (R&D Systems) according to manufacturer's
instructions.

The results summarized in FIG. 5A-5E and Table 6 show that GSI treatment
blocks shedding of sSBCMA in multiple myeloma cell lines MM.1S, OPM2, H929, Molp8
and RPMI8226, respectively.

Table 6. Mean Florescence Intensity + Standard Deviation

GSI BCMA (-PE) MFI
[nM]

MM.1S | OPM2 H929 Molp8 | RPMI8226
1000 350 + 0 6251+ | 516+

494.9 28.7 19.2 0+0

500 1518 + 238+ 716.5 87.3%
214.7 33.7 40.2 32.2 0+0
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100 213+ 12386+ | 11106+ | 4318+ 64.1+
30.2 70.3 46.4 28.2 28.3
50 2799+ | 3055.7+ | 1460.7 + | 10443 2495 +
32.6 267.3 55.6 161.3 99.2

25 630.5+ | 4487.9% | 23364+ | 3021.7 836.5 +
33.2 76.6 10.3 2441 339.2

10 1661.5+ | 64886+ | 4901.7+ | 59589+ | 1926.2
114.7 2546 9.3 461.5 569.7

5 24536+ | 7617.3+ | 8438.2+ | 5989.3+ | 25256+
36 624.4 1019.6 566.5 267.3

25 3988.3+ | 77265+ | 12874.8 | 67655 % 2398
251.6 64.5 + 1086.7 1147.3 289.5

1 51431+ | 8014+ 19516.4 | 60729+ | 2647.5%
296.4 815.1 +615.8 1772.4 158.6

0.1 57975+ | 88722+ | 274148 | 63634+ | 3333.8%
228.2 24.9 + 4090.6 628.8 171.3

0.01 37942+ | 6043.3+ | 24084.8 | 6887.3+ | 4710.8
4711 41.7 + 3954.7 879.1 1361.5

0 42769+ | 59489+ | 24399.1 | 6859.8+ | 3333.8+
2771 288.1 + 658.2 541.7 440.4

Example 6: BCMAXCD3 bispecific antibody in combination with GSI in multiple
myeloma

This example illustrates that treatment with BCMAxCD3 bispecific antibody in
combination with GSI shows enhanced cell killing in multiple myeloma cells cultured
with human T cells as compared to BCMAxCD3 bispecific antibody alone.

CD3* T cells from PBMCs (Stem Cell Technologies) were negatively selected
using EasySep Human T cell enrichment kit (Stem Cell Technologies). Multiple
myeloma cells expressing luciferase (MM.1S-luc, OPM2-luc, H929-luc, Molp8-luc,
RPMI8226-luc) were treated with 1uM GSI 10,000. After 24 hours, cells were seeded
with 50,000 CD3* pan T cells in a clear 96-well V-bottom plate. Cells were further
treated with a range of BCMAXCD3 bispecific antibody concentrations with or without
1uM GSI. 60 hours after treatment, luciferase activity in treated cells was analyzed
using NeoLite reagent kit (Perkin Elmer) and acquired on VictorX multimode plate
reader (Perkin Elmer). Cell viability was calculated by dividing luciferase activity of
treated cells over luciferase activity of untreated control (no BCMAxCD3 bispecific
antibody added).

The results summarized in FIG. 6A-6E and Tables 7-8 show that treatment with
GSI enhances BCMAXCD3 bispecific antibody (“BCMAxCD3” in Tables 7 and 8)
mediated cell killing in multiple myeloma cell lines (MM.1S (21x), OPM2 (21x), H929,
Molp8, RPMI8226 (24x), respectively) when cultured with human T cells.
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Table 7. Mean Florescence Intensity + Standard Deviation

BCMAXx MM.1S cell viability H929 cell viability Molp8 cell viability
CD3 (% control) (% control) (% control)
[nM] BCMAx | BCMAxCD3| BCMAx | BCMAxCD3 | BCMAx | BCMAxCD3
CD3 +GSI CD3 +GSI CD3 +GSI
4 1.3+0.8 1.7+21 86+3 6+1 52+0.3 7.3+£0.3
0.8 24+05 2+15 113+15| 6823 6.1+0.7 76+0.2
0.16 1.7+0.8 2+03 232+72| 11.2+4A1 8+2 76+43
0.032 | 25+03 21+02 |986+12| 472+25 |[66.1+49 | 40.7+34.1
0.0064 | 108 £4.5 72+41 812+3 | 127.5+95 | 552+1.3 94 + 9.1
0.00128 | 87.7+44 | 566+06 |778+33| 186.9+65 |66.7+0.3 | 149+6.3
0.00026 | 78+09 | 1162+26 | 79+08 | 1349+6.8 | 585+06 | 1194+44
0.00005 | 79.8+29[101.5+153|811+02| 121.5+0.9 | 59.1+46 | 112.3+0.6
0.00001 | 80.6+3.9| 956+57 |802+03| 116.1+3.3 | 64+11.6 | 106.7+£3.1
Table 8. Mean Florescence Intensity + Standard Deviation
BCMAxCD3 OPM2 cell viability RPMI8226 cell viability
[nM] (% control) (% control)
BCMAXxCD3 BCMAxCD3 BCMAXxCD3 BCMAxCD3
+GSI +GSI
50 3.3+0.3 21+09 19.4+5 73+2
10 2+02 1.9+02 19.9+11 6.3+0.2
2 28+0.8 1.9+05 25.7+55 109+23
04 31108 1.9+03 28.7+13.6 84+15
0.08 43.6+6.4 1.7+£03 542 +16.9 9.8+15
0.016 68.4+24 4+15 1134+13 88+27
0.0032 84.3+3.1 353+25 130.5+19.5 227+09
0.00064 83.8+34 61.3+2.1 113.2+10.6 58 £ 6.3

Example 7: In vitro study to detect cell surface BCMA expression in lymphoma
cell lines treated with GSI

This example illustrates upregulation of cell surface BCMA expression
lymphoma cells treated with GSI.

Lymphoma cells (Raji cell line) were seeded in a 96-well U bottom plate at
40,000 cells/well. Cells were incubated for 24 hours in the presence of GSI diluted in
RPMI medium (0.1% DMSOQ). The following concentrations of the GSI were tested:
1000 nM, 500 nM, 100 nM, 50 nM, 25 nM, 10 nM, 5 nM, 2.5 nM, 1 nM, 0.1 nM, 0.01
nM. 24 hours later cells were collected and washed with PBS+2% FBS, followed by
staining with ZombieNIR Viability Dye (Biolegend) at 1 in 500 dilution in PBS at room
temperature for 20 minutes. Next, cells were washed with PBS+2%FBS and stained
with anti-BCMA PE-labelled antibody (Biolegend) diluted in PBS+2%FBS for 30
minutes at 4°C. Cells were acquired on BD Flow Cytometer and analyzed using

FlowJo flow cytometry analysis software. Dead cells were removed from the analysis
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by gating on ZombieNIR negative population. BCMA MFI was plotted against GSI
concentration to establish EC50.

The results summarized in FIG. 7 and Table 9 show that GSI treatment
upregulates BCMA expression on the cell surface of Raji lymphoma cells.

Table 9. Mean Florescence Intensity + Standard Deviation

GSI [nM] BCMA MFI
1000.00 534.5+67.2
500.00 568.5 + 50.3
100.00 498.5 + 20.6

50.00 535 + 65.1
25.00 532 £42.5
10.00 5155 +47.4
5.00 484 £ 439
2.50 469 £ 31.2
1.00 398 £ 34
0.10 1475 £ 20.6
0.01 142.5 + 0.8
0.0 141+ 43

Example 8: In vitro study to detect cell surface BCMA expression in a time-
dependent manner in lymphoma cell lines treated with GSI

This example illustrates that treating lymphoma cell lines with GSI increases
BCMA cell surface expression in a time-dependent manner and that BCMA surface
levels return to baseline after GSI is removed from the cultures.

Lymphoma cells (Raji) were seeded in a 6-well plate at 800,000 cells/2ml/well
with GSI diluted at 1uM in RPMI medium (with 0.1%DMSO). Cells were collected to
evaluate cell surface BCMA expression at baseline, and then at 3 hours, 6 hours and
24 hours after addition of the GSI. After 24 hours of incubation with the GSI, cells were
washed twice in PBS and re-plated in fresh 6-well plates. Cells were further collected
for staining at 3 hours, 6 hours and 24 hours after the GSI was washed out. At the
indicated time points, samples were stained with a ZombieNIR Viability dye
(Biolegend) for 20 minutes at room temperature at 1 in 500 dilution in PBS, washed
with PBS+2%FBS and further stained with anti-BCMA PE-labelled antibody diluted in
PBS+2%FBS for 30 minutes at 4°C. Samples were acquired on BD Flow Cytometer
and analyzed using FlowJo software. Dead cells were removed from the analysis by
gating on ZombieNIR negative population. BCMA mean fluorescence intensity (MFI)

was plotted as a histogram.
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The results summarized in FIG. 7B and Table 10 show that GSI upregulates
cell surface BCAM expression on Raji cells in a time-dependent manner and that
upregulated surface BCMA expression does not persist after removing GSI from the
cultures.

Table 10. Mean Florescence Intensity + Standard Deviation

Time BCMA (-PE) MFI
Point
Raji
Baseline 647
3h after GSI 699
6h after GSI 735
24h after GSI 1506
3h post wash 1619
5h post wash 1822
24h post wash 795

Example 9A: BCMAxCD3 bispecific antibody in combination with GSI in
lymphoma cells

This example illustrates that treatment with BCMAXxCD3 bispecific antibody in
combination with GSI shows enhanced cell killing in low-BCMA expressing lymphoma
cells cultured with human T cells as compared to BCMAxCD3 bispecific antibody
alone.

CD3* T cells from PBMCs (Stem Cell Technologies) were negatively selected
using EasySep Human T cell enrichment kit (Stem Cell Technologies). 10,000 target
lymphoma cells expressing luciferase (Raji-luc) were treated with 1uM GSI. After 24
hours, cells were seeded with 50,000 CD3* pan T cells in a clear 96-well V-bottom
plate. Cells were further treated with a range of BCMAxCD3 bispecific concentrations
with or without 1uM GSI. 60 hours after treatment, luciferase activity in treated cells
was analyzed using NeolLite reagent kit (Perkin Elmer) and acquired on VictorX
multimode plate reader (Perkin Elmer). Cell viability was calculated by dividing
luciferase activity of treated cells over luciferase activity of untreated control (no
BCMAXCD3 bispecific antibody added).

The results summarized in FIG. 8 and Table 11A show that treatment with GSI
enhances BCMAxCD3 bispecific antibody mediated cell killing in lymphoma cell line
(Raji) when cultured with human T cells.

Table 11A. Cell Viability + Standard Deviation
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BCMAxCD3 Raji Cell Viability
[nM] (% control)
BCMAxCD3 BCMAxCD3
+GSlI
50 80+ 13.2 41.5+93
10 82.1+97 46.4 + 14.1
2 71+9.7 453+43
04 88.1+ 184 6193
0.08 89.3+57 56.3+0.3
0.016 105.8 £ 10.2 78.2+9.1
0.0032 107 £4.5 97.8+82
0.00064 94+3.7 92.4+10.8

Example 9B: Gamma secretase inhibitor action increases in vitro cytotoxic
effect of BCMAXCD3 bispecific antibody PF06863135 (elranatamab) on Multiple
Myeloma cells in co-culture assay

This example illustrates the combination benefit of treating multiple myeloma
cells with GSI and BCMAxCD3 bispecific antibody PF06863135 (elranatamab)
compared to the BCMAxCD3 antibody alone in cytotoxic T lymphocyte (CTL) in vitro
co-culture assays.

Multiple myeloma cell lines expressing luciferase (H929-Luc, Molp8-Luc,
OPM2-Luc, and RPMI8226-Luc) were cultured at 37°C and 5% CO2with 1 mM GSI
for 24 hr or left untreated. Myeloma cells were then harvested and transferred onto
96-well U-bottom plates at 10,000 cells/well along with 50,000 CD3* T cells/well,
which were enriched from human PBMC using a negative selection Pan T Cell
Isolation kit (Miltenyi Biotec). Media with or without 1 mM GSI and containing serial
dilutions of BCMAXCD3 bispecific PFO6863135 were further added to wells before
incubating plates at 37°C and 5% COz2 for 72 hr. At the end of the incubation period,
Bright-Glo substrate (Promega) was added to wells and luminescence measured on
a SpectraMax plate reader. Percent cell viability was calculated by taking the
luminescence signal value for each test well, dividing by the average signal from no
antibody treatment control wells and then multiplying by 100. ECso values were
further calculated by generating a four-parameter dose-response curve fit of cell
viability data vs. antibody dose concentration using GraphPad Prism. Table 11B
shows that treatment with GSI improves BCMAxCD3 antibody-mediated killing of
multiple myeloma cells (H929, Molp8, OPM2, and RPMI8226) treated in co-cultures

with human T cells.
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Table 11B. BCMAxCD3 Bispecific Antibody PF06863135 mediated Killing of
Multiple Myeloma Cells

BCMAXxCD3 BCMAXCD3 + GSI

Fold

. increase

Cell line ECs0 (NM) SD N ECso (NM) SD N ECso with
GSlI
H929-Luc 0.1668 0.1126 6 0.0055 0.0042 6 30.3x
Molp8-Luc 0.1085 0.0456 6 0.0202 0.0177 6 5.4x
OPM2-Luc 0.0528 0.0122 6 0.0033 0.0008 6 15.9x
RPNII_IL?CZZ6- 0.0092 0.0065 6 0.0017 0.0008 6 5.5x

Example 10: First in Human Phase 1 Clinical Study of BCMAxCD3 bispecific
antibody elranatamab (PF-06863135).

This Example illustrates an ongoing Phase 1 open-label, multicenter clinical
study of PF-06863135 (BCMAXCD3 bispecific) as monotherapy and in combination
with sasanlimab, lenalidomide or pomalidomide, in adult patients with advanced
multiple myeloma who have relapsed from or are refractory to standard therapy. The
study has been registered on ClinicalTrials.gov with identifier NCT03269136 and was
first posted August 2017.  Study results for Part 1 of the trial and additional arms for
the study are described in this Example.

The study arms and the initial dosing designs are briefly described in Table 12.
For each of the study arms, treatment with the drugs will continue until disease

progression, patient refusal (withdrawal of consent) or unacceptable toxicity occurs.

Table 12. PF-06863135 First In Human Clinical Study Treatments
Study Arms Drugs Dose levels and Schedule
Part 1 Single agent PF06863135, IV: 0.1, 0.3, 1, 3, 10, 30, and 50
(Mg/kg) Q1WV,
SC: 80, 130, 215, 360, 600 and
1000 (ngrkg), Q1W;
Selected doses from the above for
Q2w
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Part 1.1 Single agent PF-06863135, Doses in Part 1, plus a priming dose
at cycle zero day 1. Subsequently
set at 600 (ug/kg) priming followed
by 1000 (ugrkg) Q1W, or 600
(Mg/kg) priming followed by 1000
(Mglkg) Q2W

Part 1B PF-06863135 and sasanlimab | PF-06863135: to be determined
Sasanlimab: 300 mg Q4W, SC

Part 1C PF-06863135 and | PF-06863135: to be determined

lenalidomide Lenalidomide: 25 mg orally daily on
days 1-21 without dexamethasone
Subsequently modified to 15 mg
QD day 1-21
Part 1D PF-06863135 and | PF-06863135: to be determined
pomalidomide Pomalidomide: 4 mg orally daily on
days 1-21 without dexamethasone

Part 2A PF-06863125 single agent RP2D, to be determined

Part 2B PF-06863135 and sasanlimab | PF-06863135: to be determined
Sasanlimab: 300 mg Q4W, SC

Part 2C PF-06863135 and | PF-06863135: to be determined

lenalidomide Lenalidomide: 25 mg orally daily on
days 1-21 (without dexamethasone)

Part 2D PF-06863135 and | PF-06863135: to be determined

pomalidomide Pomalidomide: 4 mg orally daily on
days 1-21 (without dexamethasone)

Subsequently the RP2D dose was determined based on clinical outcome of
Part 1 and was chosen to be a maintenance dosing of 76 mg Q1W SC with a single
priming dose of 44 mg SC administered one week prior to the first maintenance dose.
In Part 1 Combination dose finding, it was decided that the subject will be
administered fixed doses of PF06863135, with maintenance doses starting one week
after the priming dose, and the starting dose is one level below the single agent RP2D,

and to be escalated to the RP2D doses or deescalated to the RP2D minus 2 level.
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Table 12A describes the potential fixed dose levels in a combination study of
PF06863135 with a second therapeutic agent. For Part 1C, the starting dose of
lenalidomide was modified to 15 mg QD oral day 1-21 in a 28 days cycle starting 7
days after the priming dose of PF06863135.

Table 12A Potential Fixed Dose Levels for Combination Studies

Dose Level Priming Dose (mg) Maintenance Dose (mg)
PR2D Minus 2 24 32
RP2D Minus 1 32 44
RP2D dose 44 76

Part 1 of the Study is the PF-06813135 single agent dose escalation arm at the
dose levels of 0.1, 0.3, 1, 3, 10, 30, and 50 ug/kg Q1W by intravenous (IV)
administration, and at the dose levels of 80, 130, 215, 360, 600 and 1000 ug/kg Q1W

by subcutaneous (SC) administration. Upon reaching maximum tolerated dose (MTD)

/ maximum administered dose (MAD), patients can be treated at a dose level selected
from the foregoing dose levels described in this paragraph, and below the MTD/MAD
for a Q2W administration, both IV and SC, to further support the recommended phase
2 dose (RP2D) decision. For the study, dose limiting toxicity observation period is set
at 21 days for Q1W dosing and 28 days for Q2W dosing. The treatment cycle, aka
cycle, for Q1W dosing would be 3 weeks, and for Q2W dosing would be four weeks.
Clinical Qutcome of Part 1 of the Study. As of 15 April 2020, a total of 23
patients were enrolled in Part 1 of the study and had been treated with PF-06863135
administered intravenously (IV) at 0.1 (N=2),0.3(N=3),1(N=2), 3(N=3), 10(N
=2), 30 (N =5), and 50 (N = 6) pg/kg. As of August 21, 2020, a total of 30 patients
were enrolled in Part 1 of the study and had been treated with PF-06863135
administered subcutaneously (SC) at 80 (N =6), 130 (N = 4), 215 (N = 4), 360 (N = 4),
600 (N=6) and 1000 (N=6) ug/kg. Safety and efficacy data were available for in 23 IV
and 30 SC treated patients per IMWG (International Myeloma Working Group) criteria.

Of the patients in the IV cohorts, 2 patients (1 patient in the 30 and 1 patient in
the 50 ug/kg cohort) experienced dose limiting toxicities (DLTSs) of febrile neutropenia

Grade 3 and electrocardiogram QT prolongation Grade 1. No patients in the SC
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cohorts experienced DLTs. Cytokine release syndrome (CRS) was the most common
adverse event reported. In the IV cohorts, CRS was observed in 1 (50.0%), 4 (80.0%),
and 6 (100.0%) patient(s) in the 10, 30, and 50 ug/kg cohorts. Out of all IV treated
patients, 6 (26.1%) experienced maximum Grade 1 CRS while 5 (21.7%) experienced
maximum Grade 2 CRS. CRS began within first 2 days of dosing for each of the 11
patients with CRS. In 3 patients at 50 ug/kg, CRS also occurred after the second dose
for 1 patient, after the second and third dose for 1 patient, and after the third and fourth
dose for 1 patient.

In the SC cohorts, CRS was observed in 3 (50.0%), 2 (50.0%), 3 (75.0%), 3
(75.0%), 6 (100%) and 6 (100%) of patients in the 80, 130, 215, 360, 600 and 1000
Mg/kg groups, respectively. Out of all SC treated patients, 18 (60.0%) experienced
maximum Grade 1 CRS while 5 (16.7%) experienced maximum Grade 2 CRS. CRS
primarily began within first 2 days of dosing. Table 13 describes further details of the
CRS in the SC cohorts.

Table 13. Cytokine Release Syndrome (CRS) in SC Cohorts Part 1 and
Part 1.1 of the Study

80 130 215 360 600 1000 600 (ug/kg)
Hg/kg Mg/kg Hg/kg Hg/kg Mg/kg | pg/kg | priming, 1000
Q1w Q1w Q1w Q1w Q1w Q1W | (pg/kg) Q1W
N=6 N=4 N=4 N=4 N=6 N=6 or Q2W
N=20
Patients 3 2 (50%) | 3(75%) | 3 (75%) 6 6 20
with CRS | (50%) (100%) | (100%) (100%)
Grade 1 2 2 3 2 4 5 11
Grade 2 1 0 0 1 2 1 9
Mean 1day | 3days | 3days 1.7 1.7 4 days 2
duration days days Days

In the IV cohorts, 2 patients achieved a minimal response at 3 ug/kg and 50

pg/kg IV, and 1 patient achieved a complete response at 50 pg/kg IV. Ten subjects in
the IV cohorts (0.3-50 ug/kg) achieved best response of stable disease.

In the SC cohorts, efficacy results are summarized in below Table 14.
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Table 14. Patient Response in the SC cohorts of Part 1, and Part 1.1 of

the Study
215 360 600 1000 600 (ug/kg) 600 (ug/kg)
Ma/kg Mo/kg Ma’kg Mo/kg priming, 1000 priming, 1000
N=4 N=4 N=6 N=6 (Mg/kg) Q1W (ng/kg) Q2W
N=7 N=13
OR 3/4 3/4 4/6 | 5/6 (83%) 417 (57%) 7113 (54%)
(75%) (75%) | (67%)
sCR 2 1 2
CR 1 2
VGPR 2 2 3 1 4
PR 1 1 1 3
SD 1 1 1
PD 1 1 1 3

These results show that at the highest dose levels of 600 and 1000 pg/kg SC,
clinical efficacy was seen in most patients, and toxicities were tolerable and
manageable, with less severe CRS occurring in SC-treated patients despite higher
overall dose exposure in SC-treated vs |V-treated patients.

Part 1.1 of the Study is an alternative maintenance dose escalation arm for

single agent PF-06863135. If excessive toxicity occurs or the maximum tolerated dose
(MTD) / maximum administered dose (MAD) is reached at a dose level that is earlier
than desired in Part 1 of the study described above, a priming dose will be
administered one week prior to the day 1 cycle 1 administration of the dose
(maintenance dose) at this dose level and for all subsequent dose levels in the dose
escalation that may be initiated for Part 1.1. The priming dosing will be at a lower dose
level than the maintenance dose.

Clinical outcome of Part 1.1 of the Study. As of February 4, 2021, a total of 20
patients were enrolled and treatment in Part 1.1 of the Study, with cohort of 7 patients
at a 600 ug/kg priming dose followed by 1000 pg/kg Q1W dosing, and a cohort of 13
patients at a 600 ug/kg priming dose followed by 1000 ug/kg Q2W dosing. The CRS
in these two cohorts is described in Table 13. Introducing of priming dose decreased

medium duration of CRS by 50%, from 4 days to 2 days. The dose frequency in part
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1.1 of the study (Q1W v. Q2W) had no impact on the CRS. Patient response of Part
1.1 of the Study is described in Table 14.
Part 2A of the study is the single agent PF-06863135 dose expansion arm.

Based on single agent dose escalation clinical data, either IV or SC administration,
including priming and maintenance dose, and either Q1W or Q2W dosing will be
selected for Part 2A of the study. In particular, SC administration at a dose level of
215, 360, 600 or 1000 pg/kg at Q1W or Q2W, without a priming dose, or SC
administration at a maintenance dose level of 215, 360, 600 or 1000 ug/kg at Q1W or
Q2W, with a priming dose at day 1 cycle zero at a dose level less than that of the
maintenance dose, is looking promising as the RP2D for the phase 2A study.

Preliminary pharmacokinetic (PK) analysis indicated that body weight is not a
clinically relevant factor on PF-06863135 exposure. Therefore, a fixed dose is suitable
for the dosing of PF-06863135. Based on the encouraging efficacy data and safety
data obtained from Part | of Study, a promising RP2D for Part 2A of the study could
be a fixed dose equivalent of 1000 ug/kg (ie, 76 mg) of PF-06863135 either in Q1W
or Q2W. A fixed dose equivalent of 600 ug/kg (ie, 44 mg) will likely be used as a
priming dose on cycle zero day 1. The initial dose of 44 mg serves as a priming dose
and is designed to mitigate the CRS symptoms of the later 76 mg dose. Based on the
results of Part 1 of the Study, CRS primarily occurs after the initial dose.
Subsequently, the 44 mg (priming) and 76 mg (maintenance) were selected as the
single agent RP2D dose. Patient will be administered a single priming dose of 44 mg
SC of PF06863135, followed by maintenance dosing of 76 mg Q1W SC or 76 mg Q2W
starting 7 days after the single priming dose.

Part 1B and Part 2B of the Study are combination therapy of PF-06863135 and
sasanlimab, a PD-1 antibody. The treatment cycle is 28 days. Sasanlimab will be
administered at 300 mg SC Q4W, starting at day 1, cycle 1. PF-06863135 will be
administered SC or IV on a selected dose, Q1W or Q2W, starting on day 1, cycle 1,

with or without a priming dose one week prior to day 1 cycle 1.

In Part 1B, the dose of PF-06863135 will be determined based on the results
of Part 1 and Part 1.1 of the study, starting at the RP2D described for above Part 2A
of the study, or at the MTD/MAD minus one level, whichever is lower. If the
combination regimen is not well tolerated, de-escalation of the PF-06863135 to a lower

dose level will be conducted to choose the dose level for Part 2B.



11 Mar 2026

2026201847

10

15

20

25

30

WO 2022/053990 PCT/1IB2021/058229
93

In Part 2B, the PF06863135 will be administered at a dose level based on the
results of Part 1B.
Part 1C and Part 2C of the Study are combination therapy of PF-06863135 and

lenalidomide. The treatment cycle is 28 days. Lenalidomide will be administered daily

on days 1-21 at 25 mg oral (PO) without dexamethasone, starting at day 1, cycle 1.
PF-06863135 will be administered SC or IV on a selected dose, Q1W or Q2W, starting
onday 1, cycle 1, with or without a priming dose one week prior to day 1 cycle 1.

In Part 1C, the dose of PF-06863135 will be determined based on the results
of Part 1 and Part 1.1 of the study, and the initial plan was starting at the RP2D
described for above Part 2A of the study, or at the MTD/MAD, whichever is lower. If
the combination regimen is not well tolerated, de-escalation of the PF-06863135 to a
lower dose level will be conducted to choose the dose level for Part 2C. Subsequently
it was decided to start at the dose level of PF06863135 that is one level below the
single agent RP2D as described in Table 12A. The starting dose of lenalidomide was
modified to 15 mg QD oral day 1-21 in a 28 days cycle starting 7 days after the priming
dose of PF06863135.

In Part 2C, the PF-06863135 will be administered at a dose level based on the
results of Part 1C.
Part 1D and Part 2D of the Study are combination therapy of PF06863135 and

pomalidomide. The treatment cycle is 28 days. Pomalidomide will be administered

daily on days 1-21 at 4 mg PO without dexamethasone, starting at day 1, cycle 1. PF-
06863135 will be administered SC or IV on a selected dose, Q1W or Q2W, starting on
day 1, cycle 1, with or without a priming dose one week prior to day 1 cycle 1.

In Part 1D, the dose of PF-06863135 will be determined based on the results
of Part 1 and Part 1.1 of the study, starting at the RP2D described for above Part 2A
of the study, or at the MTD/MAD, whichever is lower. If the combination regimen is
not well tolerated, de-escalation of the PF06863135 to a lower dose level will be
conducted to choose the dose level for Part 2D. Subsequently it was decided to start
at the dose level of PF06863135 that is one level below the single agent RP2D as
described in Table 12A.

In Part 2D, the PF-06863135 will be administered at a dose level based on the
results of Part 1D.
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Patient enrolliment criteria. For all arms of the study described herein, patient

enrollment criteria includes that patients must have progressed on or are intolerant of
established therapies known to provide clinical benefit in multiple myeloma including
proteasome inhibitor, immunomodulatory imid drugs (ImiD) and an anti-CD38 mADb,
where approved and available, either in combination or as a single agent, and that
patients must not be candidate for regimens known to provide clinical benefit in relapse
or refractory multiple myeloma based on the investigator’'s judgement.

Primary and secondary objections of the study include (1) to assess preliminary
clinical efficacy at PF-06863135 RP2D, (2) to further characterize the safety and
tolerability, (3) to evaluate PK of PF-06863135 at RP2D, (4) to evaluate
immunogenicity of PF-06863135, (5) to characterize the impact of PF-06863135 on

systemic soluble immune factors, each of the (1) through (5) is with regard to PF-

06863135 as monotherapy and in combination with sasanlimab, lenalidomide, or

pomalidomide.

Example 11. Phase 2 clinical study of BCMAxCD3 bispecific antibody PF-
06863135 monotherapy in participants with multiple myeloma who are
refractory to at least one proteasome inhibitor, one IMiD and one anti-CD38

monoclonal antibody.

This study is an open-label, multicenter, non-randomized, Phase 2 study to
evaluate the efficacy and safety of PF-06863135 in refractory/relapsed multiple
myeloma (RRMM) participants who are refractory to at least one proteasome
inhibitor (P1), one IMID, and one anti-CD38 mAb. To determine the effects of prior
BCMA-directed therapy on the response to PF-06863135 monotherapy, this study
will enroll 2 independent and parallel cohorts, one with participants who are naive to
BCMA-directed therapies (Cohort A; approximately 90 participants) and the other
with participants who have received prior BCMA directed ADC or BCMA directed
CAR T-cell therapy, either approved or investigational (Cohort B; approximately 60
participants). The primary objective for each independent cohort will be to determine
the efficacy (ie. ORR) of PF-06863135 as assessed by blinded independent central
review (BICR), as defined by International Myeloma Working Group (IMWG). The

study design scheme is shown in below Table 15.



11 Mar 2026

2026201847

10

15

20

WO 2022/053990 PCT/1IB2021/058229
95

Table 15. Study Treatments of Phase 2 Clinical Study of BCMAxCD3
bispecific antibody PF-06863135 Monotherapy

Cohorts | Patient Number and Prior Therapies Intervention / Dosing
A N=90; RRMM. Refractory to all three of | PF-06863135: 44 mg SC
IMiD, Pl and anti-CD 38; no prior priming dose on C1D1;
BCMA directed therapy followed by 76 mg SC
B N=60; RRMM. Refractory to all three of | maintenance dose Q1W

IMiD, Pl and anti-CD 38; prior BCMA starting C1D8, and
directed ADC or CAR-T cell therapy, optionally switch to 76 mg
but no prior BCMA-directed bispecific | SC Q2W after 6 cycles
Abs. (each cycle is 28 days)

Dosing: The participant in each cohort will be administered through
subcutaneous injection (SC) an initial dose of 44 mg of PF-06863135 on cycle 1 day
1 (C1D1). Each treatment cycle is 28 days. The initial dose of 44 mg serves as a
priming dose and is expected to mitigate CRS symptoms, which are mainly expected
after the initial dose. The priming dose was later modified to be 12 mg of
PF06863135 to be administered on C1D1 followed by 32 mg of PF06863135 to be
administered on C1D4. The dose of PF-06863135 should be increased to 76 mg SC
Q1W starting on Cycle 1 Day 8 as long as the participant meets all of the three
criteria described below:

(1) ANC 21.0 x 109L;

(2) Platelets count 225 x 10°%/L; and

(3) Recovery of treatment-related non-hematologic toxicities to baseline or

Grade =1 severity (or, at the investigator’s discretion, Grade <2 if not
considered a safety risk for the participant).

If a participant does not meet these criteria on Cycle 1 Day 8, initiation of
dosing with 76 mg should be deferred until these criteria are met. If a participant
has received Q1W dosing for at least 6 cycles and has achieved IMWG response of
a PR or better with responses persisting for at least 2 months, the dose interval
should be changed from Q1W to Q2W as a lower dose intensity might be adequate
to maintain the response given the reduced disease burden in these participants.

However, the participant may remain on the Q1W schedule based on the medical
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judgement of the investigator and after consultation with the trial sponsor. After
changing to Q2W interval, the dosing interval may be returned to Q1W according to
the medical judgement of the investigator.

For each of the study cohorts, treatment with PF-06863135 will continue until
disease progression, patient refusal (withdrawal of consent) or unacceptable toxicity
occurs. The study will be completed when all participants have discontinued study
intervention and have been followed for overall survival (OS) for at least 2 years.

Primary endpoints: to determine overall response rate (ORR) by blinded

independent central review (BICR) per International Myeloma Working Group (IMWG)
Secondary endpoints: (1) duration of response (DOR) by BICR and

investigator per IMWG; (2) cumulative complete response rate (CCRR) by BICR and
investigator per IMWG; (3) ORR by investigator per IMWG,; (4) duration of
cumulative complete response (DOCCR) by BICR and investigator per IMWG; (5)
progression free survival (PFS) by BICR and investigator per IMWG; (6) overall
survival (OS); (7) time to response (TTR) by BICR and investigator per IMWG; (8)
minimum residual disease (MRD) negativity rate (central lab) per IMWG; (9) AEs and
laboratory abnormalities as graded by NCI Common Terminology Criteria for
Adverse Events (CTCAE) v5.0; (10) Severity of CRS and immune effector cell-
associated neurotoxicity syndrome (ICANS) assessed according to American
Society for Transplantation and Cellular Therapy (ASTCT) criteria. (11) Pre- and
post-dose concentrations of PF-06863135 and (12) ADAs and NAbs against PF-
06863135

Example 12. A phase 1/ 2, Open Label, Multicenter Study to Evaluate Two
Step-Up Priming Doses and Longer Dosing Intervals of Elranatamab (PF-
06863135) Monotherapy in Participants with Relapsed/Refractory Multiple
Myeloma

The objectives of this study is to assess the rate of Grade 2 or higher CRS
when elranatamab is administered with a dosing regimen of 2 step-up priming doses
and premedication. In addition, this study will assess the safety, tolerability, PK and
preliminary anti-myeloma activity of elranatamab at doses higher than 76 mg with
different dosing intervals (QW, Q2W and Q4W) in participants with
Relapsed/Refractory Multiple Myeloma (RRMM). A regimen of elranatamab full
dose of 76 mg QW for 6 cycles followed by Q2W (Part 2) will also be assessed.
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Cycle 1 starts on the day when the first priming dose is administered to the
participant.
All doses of elranatamab will be administered subcutaneously (SC).

In the First Cycle (C1) of elranatamab treatment, the following regimen will be

evaluated for all participants in the study:

C1D1: premedication + elranatamab 12 mg; C1D4: premedication +
elranatamab 32 mg; C1D8: premedication + elranatamab 76 mg; C1D15 and C1D22:
elranatamab 76 mg.

Premedications are required approximately 60 minutes prior to both priming
doses (on C1D1 and C1D4) and the first full dose of elranatamab (C1D8).
Premedication to be used are, acetaminophen 650 mg (or paracetamol 500 mg),
diphenhydramine 25 mg, oral or IV, and dexamethasone 20 mg (or equivalent) oral
or V.

For Cycle 2 and onwards, the following will be evaluated:

Part 1A. In dose level 1 cohort, the participants will be administered 116 mg
Q2W for C2 to C8, optionally switching to 116 mg Q4W for participants with IMWG
response of PR or better for at least 2 cycles on Q2W. If Dose level 1 is tolerable, in
Dose level 2 cohort, the participants will be administered 152 mg Q2W for C2 to C6,
optionally switching to 152 mg Q4W for participants with IMWG response of PR or
better for at least 2 cycles on Q2W. For both dose level 1 and dose level 2, if after
switching to Q4W interval, the participant subsequently begins to have an increase
of disease burden not yet qualifying as PD according to IMWG criteria, dosing
interval should return to Q2W at the same dose level (e.g. from 152 mg Q4W to 152
mg Q2W).

Part 1B. It will begin once the potential MTD/RP2D is identified from Part 1A
and would be the dose expansion cohort of the selected dose level.

Part 1C. It will only begin if both Dose level 1 and Dose level 2 in Part 1A are
tolerable. Here, for C2 to C3, participants will be administered 116 mg Q1W or 152
mg Q1W. For C4 to C8, for participants with IMWG response of PR or better at C2
and C3, 116 mg or 152 mg Q2W will be administered. For C7 and onwards, for
participants with IMWG response of PR or better for at least 2 cycles on Q2W, 116
mg or 152 mg Q4W will be administered.

Part 2: 76 mg Q1W will be administered from C2 to C6. For participants with
IMWG response of PR or better for at least 2 cycles on Q1W, 76 mg Q2W will be
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administered for C7 and onwards. [f after switching to Q2W interval, the participant
subsequently begins to have an increase of disease burden not yet qualifying as PD

according to IMWG criteria, dose interval should return to Q1W at 76 mg.

Example 13. An Open Label Multicenter, Randomized Phase 3 Study to
Evaluate the Efficacy and Safety of Elranatamab (PF06863135) and
Daratumumab in Participants with Relapsed/Refractory Multiple Myeloma
(RRMM)

The objectives of the Part 1 of this study is to assess DLTs, safety and
tolerability of elranatamab plus daratumumab to select RP3D for the combination.
The objectives for Part 2 is to compare the efficacy of elranatamab (Arm A), and
elranatamab plus daratumumab combination (Arm B), each with the control arm
combination therapy daratumumab plus pomalidomide plus dexamethasone (Arm
C). The objectives of Part 1 of this study also include to assess the rate of Grade 2
and above CRS when elranatamab alone or in combination is administered with 2
steps-up priming doses along with premedication. The study treatments are
described in Table 16. A cycle is 28 days.

Table 16. Elranatamab and Daratumumab Combination Study Treatments

Arm Drugs and Dosing

Part 1, Dose | Elranatamab: 12 mg (C1D1) + 32 mg (C1D4) priming, 44 mg QW
level minus 1 | (starting C1D8) maintenance, optionally switched to 44 mg Q2W
after 6 cycles

Daratumumab: 1800 mg SC, QW from C1D15, Q2W from C3 D15,
Q4W from C8D1

Part 1, Dose | Elranatamab: 12 mg (C1D1) + 32 mg (C1D4) priming, 76 mg QW
Level 1 (starting C1D8) maintenance, optionally switched to 76 mg Q2W
after 6 cycles

Daratumumab: 1800 mg SC, QW from C1D15, Q2W from C3 D15,
Q4W from C8D1

Part 1, Dose | Elranatamab: select Dose level minus 1 or Dose level 1
expansion Daratumumab 1800 mg SC, QW from C1D15, Q2W from C3 D15,
Q4W from C8D1

Part 2, Arm A | Elranatamab
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Part 2, Arm B | Elranatamab, dosing TBD based o Part 1

Daratumumab 1800 mg SC, QW from C1D15, Q2W from C3 D15,
Q4W from C8D1

Part 2, Arm C | Daratumumab, 1800 mg SC, QW from C1D1, Q2W from C3 D1,
Q4W from C7D1

Pomalidomide: 4 mg PO QD on day 1-21 of each 28 day cycle;

Dexamethasone: 40 mg (20 mg for participant 75 years and older)
PO QW

Elranatamab dosing: in Part 1, dose level minus 1, after participant have been
on 44 QW until the end of cycle 6, 44 mg Q2W should be dosed thereafter for
participants with IMWG response of PR or better persisting for at least 2 cycles.
Similarly, 76 mg QW is switched to 76 mg Q2W Part 1, in Part 1, dose level 1, and
similarly QW will be switched to Q2W in Arm A and Arm B in Part 2. Subsequently, if
increase of disease burden (not qualifying as PD according to IMWG criteria) is
observed, the dosing interval should return to QW.

Daratumumab dosing: subcutaneous injection of 1800 mg will be used, Q1W,
followed by Q2W followed by Q4W in line with the USPI dosing schedule of the FDA
approved daratumumab and hyaluronidase-fihj product.

Premedication is required approximately 60 minutes prior to both priming
dose (on C1D1 and C4 D1) and the first full dose of elranatamab (C1D8).
Premedication is also required 1-3 hours prior to each dose of daratumumab except
for Part 2 Arm C wherein the dexamethasone component of the treatment regimen
should be administered prior to daratumumab and serve as premedication. If
Elranatamab and daratumumab are to be administered on the same day,
premedication should be given only once on that day prior to dosing of both
elranatamab and daratumumab. Premedication to be used are, acetaminophen 650
— 1000 mg (or paracetamol 500 mg), diphenhydramine 25 — 50 mg, oral or IV, or
dexamethasone 20 mg (or equivalent) oral or IV.

Example 14. A Randomized, 2-Arm Phase 3 Study of Elranatamab (PF-
06863135) plus Lenalidomide versus Lenalidomide in Patients with Newly

Diagnosed Multiple Myeloma (NDMM) Who are Minimum Residual Disease
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(MRD) Positive After Undergoing Autologous Stem-Cell Transplantation
(ASCT)

The objectives of this study include to compare the efficacy of elranatamab
plus lenalidomide combination therapy (arm A) with lenalidomide (arm B) and to
determine the safety and tolerability of elranatamab plus lenalidomide combination
therapy. Participants in the study will be those with newly diagnosed multiple
myeloma who are minimum residual disease (MRD) positive after undergoing
autologous stem-cell transplantation. Table 16 below describes the planned dosing
regimens for each arm of the study.

Table 16. Combination Therapy of Elranatamab plus Lenalidomide
versus Lenalidomide for NDMM Patients who are MRD Positive after ASCT
Study Treatments

Drugs and Dosing

Arms

A Elranatamab: C1D1 priming dose of 12 mg; C1D4 priming dose of 32
mg; C1D8 full dose (to be determined,) QW till end of C6, optionally
followed by Q2W, dose will be determined based on Example 16, sub-
study B(arm B1, B2 and B3). Elranatamab will be administered
subcutaneously.

Lenalidomide: 10 mg PO. Cycle 1: daily from Day 8 (or Day 15) to Day
28. Cycle 2 and onwards: From Day 1 to Day28, may escalate to 15
mg PO daily after 3 cycles

B Lenalidomide: 10 mg PO daily, from Day 1 to Day 28 of each 28-day

cycle; may escalate to 15 mg PO daily after 3 cycles.

Premedications are required approximately 60 minutes prior to both priming
dose (on C1D1 and C1D4) and the first full dose of elranatamab (C1D8).
Premedications to be used are, acetaminophen 650 (or paracetamol 500 mg),
diphenhydramine 25 mg, oral or IV, and dexamethasone 20 mg (or equivalent) oral
or V.

Example 15. A Randomized, Controlled, 2-Arm Phase 3 Study of Elranatamab

(PF06863135) and Lenalidomide versus control in Patients with Newly
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Diagnosed Multiple Myeloma (NDMM) Who are Ineligible for Stem Cell
Transplant

The objectives of this study include to compare the efficacy of elranatamab
plus lenalidomide combination therapy (Arm A) with the lenalidomide control arm and
to determine the safety and tolerability of elranatamab. Participants in the study will
be those with newly diagnosed multiple myeloma who are ineligible to stem-cell
transplantation. Table 17 below describes the planned dosing regiments for each
arm of the study.

Table 17. Combination Therapy of Elranatamab and Lenalidomide for

NDMM Patients who are Stem Cell Transplant Ineligible Study Treatments

Drugs and Dosing

Arms

Experimental | Induction, Elranatamab: TBD based on results of Example 16, arm
Arm B1, B2 and B3. lenalidomide: 5 -25 mg PO daily on 14 — 21
consecutive days in each cycle, cycle 1 starts on day 1 week 3;
dexamethasone: 10, 20, 40 mg oral daily on selected days (e.g.
day 1, 8, 15, 22) in at least cycle 1 and cycle 2.

Maintenance, elranatamab: TBD based on results of Example 16,
arm B1, B2 and B3; lenalidomide: 5 - 15 mg PO QD D1-D28 each

cycle

Control Arm | Induction, Lenalidomide, Bortezomib, Dexamethasone, standard
dose and schedule

Maintenance, lenalidomide, standard dose and schedule

Example 16. Phase 1b and 2, Open Label, Umbrella Study of Elranatamab
(PF06863135), in combination with other Anti-Cancer Treatments in
Participants with Relapsed/ Refractory Multiple Myeloma (RRMM)

The objectives of the study include to assess safety and tolerability of
elranatamab in combination with other anti-cancer therapies in participants with
RRMM in order to select RP2D for the combination. Table 18 describes a few
exemplary combination therapy trial designs of this study.

Table 18. Combination Therapy of Elranatamab and other Anti-Cancer

Therapy for Relapsed/ Refractory Multiple Myeloma (RRMM) Study Treatments
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Drugs and Dosing

Arms

A1 Elranatamab: priming dosing of 12 mg + 32 mg in week 1 followed by
full dose of 44 mg (or 76 mg) Q1W for 23 or 24 weeks, with the option
of reducing to 44 mg (or 76 mg) Q2W thereafter.

Sasanlimab; 300 mg Q4W

A2 Elranatamab: priming dosing of 12 mg + 32 mg in week 1 followed by
full dose of 44 mg (or 76 mg) Q1W for 23 or 24 weeks, with the option
of reducing to 44 mg (or 76 mg) Q2W thereafter.

Isatuximab: TBD

B1 Elranatamab: priming dosing of 12 mg + 32 mg in week 1 followed by
full dose of 44 mg (or 76 mg) Q1W for 25 weeks, with the option of
reducing to 44 mg (or 76 mg) Q2W thereafter, 76,

Lenalidomide: 5- 25 mg PO QD, day 1 — 14 of 21 day cycle or 1-21 of
28 day cycle, cycle 1 starts on day 1 of week 3.

Dexamethasone: 10, 20, 40 mg oral daily on selected days (e.g. day 1,
8, 15, 22) in at least cycle 1 and cycle 2.

B2 TBD results of B1

Elranatamab: priming dosing of 12 mg + 32 mg in week 1 followed by

full dose of 44 mg (or 76 mg) Q1W for 25 weeks, with the option of
reducing to 44 mg (or 76 mg) Q2W thereafter, 76,

Lenalidomide: 5- 25 mg PO QD, day 1 — 14 of 21 day cycle or 1-21 of
28 day cycle, cycle 1 starts on day 1 of week 3.

Dexamethasone: 10, 20, 40 mg oral daily on selected days (e.g. day 1,

8, 15, 22) in at least cycle 1 and cycle 2.

B3 Repeat the dosing of arm B1 or arm B2 but in dose expansion

Sequences

Table 19 lists the sequences of the BCMA x CDS3 bispecific antibody PF-
06863135 and the PD-1 antibody sasanlimab, and the corresponding SEQ ID NOs as
referred to herein.  SEQ ID NOs 1 to 13 are the sequences of the CD3 arm of PF-
06863135, SEQ ID NOs 14 to 26 are the sequences of the BCMA arm of PF-
06863135. SEQ ID NOs 27 to 34 are the sequences of the PD-1 antibody sasanlimab.
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Table 19 Sequences of PF-06863135 and sasanlimab

SEQID NO
(descriptions)

Sequences

1

(CD3 arm VH)

EVQLVESGGG LVQPGGSLRL SCAASGFTFS
DYYMTWVRQA PGKGLEWVAF IRNRARGYTS
DHNPSVKGRF TISRDNAKNS LYLQMNSLRA EDTAVYYCAR
DRPSYYVLDY WGQGTTVTVSS

2
(CD3 arm VH
CDR1)

DYYMT

3
(CDR3 VH
CDR1)

GFTFSDY

4
(CD3 arm VH
CDR1)

GFTFSDYYMT

5
(CD3 arm VH
CDR2)

RNRARGYT

6
(CD3 arm VH
CDR 2)

FIRNRARGYTSDHNPSVKG

7
(CD3 arm VH
CDR3)

DRPSYYVLDY

8
(CD3 arm full
heavy chain)

EVQLVESGGG LVQPGGSLRL SCAASGFTFS
DYYMTWVRQA PGKGLEWVAF IRNRARGYTS
DHNPSVKGRF TISRDNAKNS LYLQMNSLRA EDTAVYYCAR
DRPSYYVLDY WGQGTTVTVS Sastkgpsvf plapcsrsts
estaalgclv kdyfpepvtv swnsgaltsg vhtfpavigs sglysissvv
tvpssnfgtq tytcnvdhkp sntkvdktve rkervrepre pappvagpsv
flfppkpkdt Imisrtpevt cvvvavshed pevgfnwyvd gvevhnaktk
preegfnstf rvvsvitvvh gdwingkeyk ckvsnkglps siektisktk
gaprepqvyt Ippsreemtk nqvsltclvk gfypsdiave wesnggpenn
ykttppmlds dgsfflysrl tvdksrwggg nvfscsvmhe alhnhytgks Islspgk

9
(CD3 arm VL)

DIVMTQSPDS LAVSLGERAT INCKSSQSLF NVRSRKNYLA
WYQQKPGQPP KLLISWASTR ESGVPDRFSG SGSGTDFTLT
ISSLQAEDVA VYYCKQSYDL FTFGSGTKLE IK

10 KSSQSLFNVRSRKNYLA
(CD3 arm VL
CDR1)
11 WASTRES
(CD3 arm VL

CDR2)
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12 KQSYDLFT
(CD3 arm VL
CDR3)
13 DIVMTQSPDS LAVSLGERAT INCKSSQSLF NVRSRKNYLA
(CD3 arm full | WYQQKPGQPP KLLISWASTR ESGVPDRFSG SGSGTDFTLT
light chain) ISSLQAEDVA VYYCKQSYDL FTFGSGTKLE IKrtvaapsv
fifppsdeql ksgtasvvcl Innfypreak vgwkvdnalq sgnsgesvte
qdskdstysl sstltiskad yekhkvyace vthqglsspv tksfnrgec
14 EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYPMSVWWRQA

(BCMA arm VH)

PGKGLEVWSA IGGSGGSLPY ADIVKGRFTI SRDNSKNTLY
LQMNSLRAED TAVYYCARYW PMDIWGQGTL VTVSS

15
(BCMA arm VH
CDR1)

GFTFSSY

16
(BCMA arm VH
CDR1)

SYPMS

17
(BCMA arm VH
CDR1)

GFTFSSYPMS

18
(BCMA arm VH
CDR2)

GGSGGS

19
(BCMA arm VH
CDR2)

AIGGSGGSLPYADIVKG

20
(BCMA arm VH
CDR3)

YWPMDI

21
(BCMA arm full
heavy chain)

EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYPMSVWWRQA
PGKGLEWVSA IGGSGGSLPY ADIVKGRFTI SRDNSKNTLY
LQMNSLRAED TAVYYCARYW PMDIWGQGTL VTVSSastkg
psvfplapcs rstsestaal gclvkdyfpe pvtvswnsga ltsgvhtfpa
vigssglysl ssvvtvpssn fgtgtytcnv dhkpsntkvd ktverkceve
cpecpappva gpsvilfppk pkdtimisrt pevtcvvvav shedpevgfn
wyvdgvevhn aktkpreeqf nstfrvvsvl tvvhqdwing keykckvsnk
glpssiekti sktkggprep gvytlppsre emtknqgvslt cevkgfypsd
iavewesngq pennykttpp mldsdgsffl yskltvdksr wgggnvfscs
vmhealhnhy tgkslsispg k

22 EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSYLAWYQQK
(BCMA arm VL) | PGQAPRLLMY DASIRATGIP DRFSGSGSGT DFTLTISRLE
PEDFAVYYCQ QYQSWPLTFG QGTKVEIK
23 RASQSVSSSYLA
(BCMA arm VL
CDR1)
24 DASIRAT
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(BCMA arm VL
CDR2)
25 QQYQSWPLT
(BCMA arm VL
CDR3)
26 EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSYLAWYQQK
(BCMA arm full | PGQAPRLLMY DASIRATGIP DRFSGSGSGT DFTLTISRLE
light chain) PEDFAVYYCQ QYQSWPLTFG QGTKVEIKrt vaapsvfifp
psdeqlksgt asvvclinnf ypreakvgwk vdnalgsgns gesvteqdsk
dstyslisstl tiskadyekh kvyacevthq glsspvtksf nrgec
27 QVQLVQSGAE VKKPGASVKYV SCKASGYTFT SYWINWVRQA
(PD-1 VH) PGQGLEWMGN IYPGSSLTNY NEKFKNRVTM TRDTSTSTVY
MELSSLRSED TAVYYCARLS TGTFAYWGQG TLVTVSS
28 SYWIN
(PD-1 VH
CDR1)
29 NIYPGSSLTNYNEKFKN
(PD-1 VH
CDR2)
30 LSTGTFAY
(PD-1 VH
CDR3)
31 DIVMTQSPDS LAVSLGERAT INCKSSQSLW DSGNQKNFLT
(PD-1 VL) WYQQKPGQPP KLLIYWTSYR ESGVPDRFSG SGSGTDFTLT
ISSLQAEDVA VYYCQNDYFY PHTFGGGTKYV EIK
32 KSSQSLWDSGNQKNFLT
(PD-1 VL
CDR1)
33 WTSYRES
(PD-1 VL
CDR2)
34 QNDYFYPHT
(PD-1 VL
CDR3)

The reference in this specification to any prior publication (or information

derived from it), or to any matter which is known, is not, and should not be taken as

an acknowledgment or admission or any form of suggestion that that prior

publication (or information derived from it) or known matter forms part of the common

general knowledge in the field of endeavour to which this specification relates.
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Claims

It is claimed:

1. A method of treating cancer in a subject comprising administering PF-06863135

to the subject according to a dosing regimen of:

(a) 80, 130, 215, 360, 600 or 1000 ug/kg Q1W subcutaneously (SC);

b) 80, 130, 215, 360, 600 or 1000 pg/kg Q2W SC;

c) about 16 to 80 mg Q1W SC or Q2W SC,;

d) about 16 to 20, 40 to 44, or 76 to 80 mg Q1W SC;

e) about 16 to 20, 40 to 44, or 76 to 80 mg Q2W SC;

f) about 40 mg Q1W SC or Q2W SC,;

g) about 44 mg Q1W SC or Q2W SC;

h) about 76 mg Q1W SC or Q2W SC;

i) about 80 mg Q1W SC or Q2W SC;

(j) apriming dosing of about 44 mg Q1W SC for 1 -4 weeks, or a priming dosing

(
(
(
(
(
(
(
(

of about 32 mg Q1W SC for 1 -4 weeks, followed by a first treatment dosing
of about 76 mg Q1W SC or Q2W SC;

(k) a priming dosing of about 40 mg Q1W SC for 1 -4 weeks, followed by a first
treatment dosing of about 80 mg Q1W SC or Q2W SC;

(I) apriming dosing of about 44 mg Q1W SC for 1 -4 weeks, or a priming dosing
of about 32 mg Q1W SC for 1 -4 weeks, followed by a first treatment dosing
of about 76 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to 46, 47 or 48 weeks,
followed by a second treatment dosing of about 76 mg Q2W SC;

(m) a priming dosing of about 40 mg Q1W SC for 1 -4 weeks, followed by a first
treatment dosing of about 80 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 80 mg
Q2W SC;

(n) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC or Q2W SC;

(0) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC or Q2W SC;

(p) a priming dosing of about 40 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 80 mg Q1W SC or Q2W SC.
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(9) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 76 mg
Q2W SC;

(r) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 23 weeks, followed by a
second treatment dosing of about 76 mg Q2W SC;

(s) a priming dosing of about 44 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 24 weeks, followed by a
second treatment dosing of about 76 mg Q2W

(t) a priming dosing of about 32 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 76 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 76 mg
Q2W SC;

(u) a priming dosing of about 40 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 80 mg Q1W SC for 2 to 20, 21, 22, 23, 24, 25 to
46, 47 or 48 weeks, followed by a second treatment dosing of about 80 mg
Q2W SC; or

(v) a priming dosing of about 40 mg Q1W SC for 1 week, followed by a first
treatment dosing of about 80 mg Q1W for 23 or 24 weeks, followed by a
second treatment dosing of about 80 mg Q2W SC.

2. The method of claim 1, wherein the subject is administered PF06863135 in the
first treatment dosing of about 76 mg Q1W SC, and after receiving at least 23 weeks
of such first treatment dosing, the subject is administered PF06863135 in a second
treatment dosing of 76 mg Q2W or continue to be administered PF06863135 in the
first treatment dosing.

3. A method of treating cancer in a subject comprising administering PF-06863135 to
the subject, subcutaneously, a first treatment dosing for 23, 24 or 25 weeks, followed
by a second treatment dosing, wherein

(a) the first treatment dosing is about 4 mg Q1W, and the second treatment

dosing is about 4 mg Q2W;

(b), the first treatment dosing is about 12 mg Q1W, and the second treatment

dosing is about 12 mg Q2W,
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(c) the first treatment dosing is about 24 mg Q1W, and the second treatment
dosing is about mg 24 mg Q2W;

(d) the first treatment dosing is about 32 mg Q1W, and the second treatment
dosing is about 32 mg Q2W;

(e) the first treatment dosing is about 44 mg Q1W, and the second treatment
dosing is about 44 mg Q2W: or

(f) the first treatment dosing is about 76 mg Q1W, and the second treatment

dosing is about 76 mg Q2W.
4. The method of claim 3, wherein if the dose amount of the first treatment dosing is
32 mg or higher, the method further comprising administering to the subject
PF06863135 in a priming dosing, and the priming dosing is administered for one week,
the first dose in the first treatment dosing is administered in the week immediately after
the week when the priming dosing is administered, and wherein

(1) the priming dosing is a single priming dose, and the single priming dose is
about 24 mg;

(2) the priming dosing comprises a first priming dose of about 4 mg and a
second priming dose of about 20 mg, and the two priming doses are administered on
two different days and the first priming dose is administered before the second priming
dose is administered;

(3) the priming dosing comprises a first priming dose of about 8 mg and a
second priming dose of about 16 mg, and the two priming doses are administered on
two different days and the first priming dose is administered before the second priming
dose is administered;

(4) the priming dosing comprises a first priming dose of about 12 mg and a
second priming dose of about 12 mg, and the two priming doses are administered on
two different days and the first priming dose is administered before the second priming
dose is administered;

(5) the priming dosing comprises a first priming dose of about 8 mg and a
second priming dose of about 24 mg, and the two priming doses are administered on
two different days and the first priming dose is administered before the second priming
dose is administered; or

(6) the priming dosing comprises a first priming dose of about 4 mg and a

second priming dose of about 28 mg, and the two priming doses are administered on
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two different days and the first priming dose is administered before the second priming

dose is administered.

5. A method of treating cancer in a subject comprising administering PF-06863135 to
a subject

(a) afirst treatment dosing of about 32 mg to about 76 mg Q1W SC, starting in
week 1; or

(b) a priming dosing during week 1, and a first treatment dosing starting in week
2, wherein the priming dosing is (i) a first priming dose of about 4 mg SC to about 32
mg SC, and a second priming dose of about 12 mg SC to about 44 mg SC, wherein
the first priming dose and the second priming dose are administered sequentially in
week 1, or (ii) a single priming dose of about 24 mg to about 44 mg SC, and wherein
the first treatment dosing is about 32 mg to about 76 mg Q1W SC or about 32 mg to
about 152 mg Q2W SC , starting in week 2, and wherein the dose amount of the first
treatment dosing is higher than the dose amount of each of the respective single
priming dose, first priming dose and second priming dose;

wherein week 1, week 2 and any subsequent weeks refer to the first, second
and any subsequent weeks when the subject is administered PF06863135
respectively, and PF06863135 is administered to the subject as a pharmaceutical
product comprising PF06863135.
6. The method of claim 5, wherein the subject is administered a priming dosing,
wherein the priming dosing is a single priming dose of about 24 mg SC, about 32 mg
SC or about 44 mg SC in week 1, or priming dosing is (i) a first priming dose of about
12 mg SC and a second priming dose of about 32 mg SC,; (ii) a first priming dose of
about 4 mg SC and a second priming dose of about 20 mg; (iii) a first priming dose of
about 8 mg and a second priming dose of about 16 mg; (iv) a first priming dose of
about 12 mg and a second priming dose of about 12 mg; or (v) a first priming dose of
about 8 mg and a second priming dose of about 24 mg.
7. The method of claim 5 or 6, wherein the first treatment dosing is about 32 mg Q1W
SC or about 32 mg Q2W SC, about 44 mg Q1W SC, or about 44 mg Q2W SC.
8. The method of claim 7, wherein the subject is administered the first treatment
dosing until at least the end of cycle 1 or until at least the end of cycle 6, wherein a

cycle is 21 days or 28 days, cycle 1 starts on day 1 of week 1, day 1 of week 2, or day
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1 of week 3, and cycle 1, cycle 2 and subsequent cycles refer to the first, second and
subsequent cycles when the subject is administered PF06863135 respectively.

9. The method of claim 8, further comprising administering to the subject PFO6863135
in a second treatment dosing of about 32 mg to about 152 mg Q2W SC, about 32 mg
to about 152 mg Q3W SC, or about 32 mg to about 152 mg Q4W SC, after the subject
is no longer on the first treatment dosing, wherein the second treatment dosing is at a
dose frequency that is less frequent than the respective first treatment dosing, or the
second treatment dosing has a lower dose amount than the first treatment dosing.
10. The method of claim 8, wherein after the first treatment dosing is administered to
the subject until at least the end of cycle 6, the second treatment dosing of
PF06863135 is administered to the subject instead of the first treatment dosing, or
the subject may continue to be administered the first treatment dosing, and wherein
the second treatment dosing is about 32 mg to about 152 mg Q2W SC, about 32 mg
to about 152 mg Q3W SC, or about 32 mg to about 152 mg Q4W SC, wherein the
second treatment dosing is at a dose frequency that is less frequent than the first
treatment dosing, or the second treatment dosing has a lower dose amount than the
first treatment dosing.

11. The method of claim 5 or 6, wherein the first treatment dosing is (i) about 76 mg
Q1W SC, (ii) about 76 mg Q2W SC, or (iii) about 76 mg Q1W SC for three weeks
followed by about 116 mg Q1W SC or (iv) about 76 mg Q1W SC for three weeks
followed by about 152 mg Q1W SC.

12. The method of claim 11, wherein the subject is administered the first treatment
dosing until at least the end of cycle 1, at least the end of cycle 3, or at least the end
of cycle 6, wherein a cycle is 21 days or 28 days, and cycle 1 starts on day 1 of week
1, day 1 of week 2, or day 1 of week 3, and cycle 1, cycle 2 and subsequent cycles
refer to the first, second and subsequent cycles when the subject is administered
PF06863135 respectively.

13. The method of claim 12, further comprising administering to the subject
PF06863135 in a second treatment dosing of about 44 mg to about 152 mg Q2W SC,
about 44 mg to about 152 mg Q3W SC, or about 44 mg to about 152 mg Q4W SC,
after the subject is no longer on the first treatment dosing, wherein the second
treatment dosing is at a dose frequency that is less frequent than the first treatment
dosing, or the second treatment dosing has a lower dose amount than the first

treatment dosing.
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14. The method of claim 12, wherein after the first treatment dosing is administered
to the subject until at least the end of cycle 6, a second treatment dosing of about 44
mg to about 152 mg Q2W SC, about 44 mg to about 152 mg Q3W SC, or about 44
mg to about 152 mg Q4W SC is be administered to the subject instead of the first
treatment dosing, or the subject may continue to be administered the first treatment
dosing, wherein the second treatment dosing is at a dose frequency that is less
frequent than the respective first treatment dosing, or the second treatment dosing has
a lower dose amount than that of the first treatment dosing.

15. The method of claim 13 or 14, wherein the first treatment dosing is about 76 mg
Q1W SC and the second treatment dosing of about 44 mg Q2W SC, about 76 mg
Q2W SC, about 116 mg Q2W SC, about 152 mg Q2W SC, about 44 mg Q3W SC,
about 76 mg Q3W SC, about 116 mg Q3W SC, about 152 mg Q3W SC, about 44 mg
Q4W SC, about 76 mg Q4W SC, about 116 mg Q4W SC or about 152 mg Q4W SC.
16. The method of any one of claims 13 or 14, wherein the first treatment dosing is
about 76 mg Q2W SC, and the second treatment dosing is about 44 mg Q2W SC,
about 44 mg Q3W SC, about 76 mg Q3W SC, about 116 mg Q3W SC, about 152 mg
Q3W SC, about 44 mg Q4W SC, about 76 mg Q4W SC, about 116 mg Q4W SC or
about 152 mg Q4W SC.

17. The method of any one of claims 5 to 16, wherein the subject is administered
PF06863135 in the first treatment dosing until the end of cycle 1, followed by the
second treatment dosing, wherein a cycle is 21 days or 28 days, cycle 1 starts on day
1 of week 1, or day 1 of week 2, or day 1 of week 3, and cycle 1, cycle 2 and
subsequent cycles refer to the first, second and subsequent cycles when the subject
is administered PF06863135 respectively.

18. The method of claim 17, wherein the second treatment dosing is administered
until at least the end of cycle 6, and thereafter a third treatment dosing of about 76 mg
to about 152 mg Q3W SC or about 76 mg to about 152 mg Q4W SC is administered
to the subject instead of the second treatment dosing, or the subject continues to be
administered the second treatment dosing.

19. The method of claim 18, wherein the second treatment dosing is administered
until the end of cycle 6, the first dose in the third treatment dosing starts in cycle 7 and
the third treatment dosing is 116 mg Q4W SC or 152 mg Q4W SC.
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20. The method of claim 18 or 19, wherein the first treatment dosing is about 76 mg
Q1W SC, the second treatment dosing is about 116 mg Q2W SC and the third
treatment dosing is about 116 mg Q4W SC.

21. The method of claim 18 or 19, wherein the first treatment dosing is about 76 mg
Q1W SC, the second treatment dosing is about 152 mg Q2W SC and the third
treatment dosing is about 152 mg Q4W SC.
22. A method of treating cancer, comprising administering elranatamab
(PF06863135) to a subject according a dosing schedule as shown below, and wherein
the dosing schedule is described by a week number, a dose amount and a dose

frequency corresponding to each week number:

(a)

Week Number

Dose Amount (mg)

Dose Frequency

1 44: 32: 12 plus 32; or A | Weekly

plus B;
2-24; 32; 44; 76; 116; or 152 Weekly

32: 44: 76; 116; or 152 Weekly; very two weeks; every
25 onwards; three weeks; or every four

weeks

, (b)

Week Number

Dose Amount (mg)

Dose Frequency

1 44: 32: 12 plus 32; or A | Weekly

plus B;
2 - 25; 32; 44; 76; 116; or 152 Weekly

32: 44: 76; 116; or 152 Weekly; very two weeks; every
26 onwards; three weeks; or every four

weeks

, (¢)

Week Number

Dose Amount (mg)

Dose Frequency

1 44; 32; 12 plus 32; or A | Weekly
plus B;
2 -26; 44: or 76 Weekly




11 Mar 2026

2026201847

10

WO 2022/053990

113

PCT/1IB2021/058229

44 or 76 Weekly; very two weeks; every
27 onwards; three weeks; or every four
weeks
(d)
Week Number Dose Amount (mg) Dose Frequency
1 44; 32; 12 plus 32; or A | Weekly
plus B;
2-24 32: 44; 76; 116; or 152 Every two weeks
25 onwards 32:44: 76; 116; or 152 Every two weeks; every three

weeks; or every four weeks

()

Week Number

Dose Amount (mg)

Dose Frequency

1

44; 32; 12 plus 32; or A
plus B;

Weekly

2-25 32: 44: 76; 116; or 152 Every two weeks
26 onwards 32: 44: 76; 116; or 152 Every two weeks; every three
weeks; or every four weeks
,or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1

44: 32; 12 plus 32; or A
plus B;

Weekly

2-26

32; 44, 76; 116, or 152

Every two weeks

27 onwards

32; 44, 76; 116, or 152

Every two weeks; every three

weeks; or every four weeks

wherein when the dose amount is 12 mg plus 32 mg during week 1, the dose amount

of 12 mg is administered on one day, subsequently, the dose amount of 32 mg is

administered on another day, wherein A plus B is 4 (A) plus 20 (B), 8 (A) plus 16 (B),

12 (A) plus 12 (B), or 8 (A) plus 24 (B), and wherein when the dose amount is A mg

plus B mg during week 1, the dose amount of A mg is administered on one day,

subsequently, the dose amount of B mg is administered on another day.

23. The method of claim 22, wherein the subject is administered elranatamab

(PF0B863135) according to the dosing schedule as shown below,
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Week Number

Dose Amount (mg)

Dose Frequency

1 44 Weekly
2-24 76 Weekly
25 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (b)

Week Number

Dose Amount (mg)

Dose Frequency

1 44 Weekly
2-25 76 Weekly
26 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (¢)

Week Number

Dose Amount (mg)

Dose Frequency

1 44 Weekly
2-26 76 Weekly
27 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (d)

Week Number

Dose Amount (mg)

Dose Frequency

1

44

Weekly

2-24

76

Every two weeks

25 onwards

76

Every two weeks; every three

weeks; or every four weeks

, (e)

Week Number

Dose Amount (mg)

Dose Frequency

1

44

Weekly

2-25

76

Every two weeks

26 onwards

76

Every two weeks; every three

weeks; or every four weeks
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Week Number

Dose Amount (mg)

Dose Frequency

1

44

Weekly

2-26

76

Every two weeks

27 onwards

76

Every two weeks; every three

weeks; or every four weeks

24. The method of claim 23, wherein the subject is administered PF06863135
according to the dosing schedule (a), (b) or (¢), and the dose frequency for week 25

onwards, week 26 onwards, and week 27 onwards in the dosing schedule (a), (b), and

(c), respectively, is (i) weekly, (ii) every two weeks, or (iii) weekly or every two weeks

25. The method of claim 22, wherein the subject is administered elranatamab

(PF0B863135) according the dosing schedule as shown below,

(a)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-24 76 Weekly
25 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (b)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-25 76 Weekly
26 onwards 76 Weekly; every two weeks;

every three weeks; or every

four weeks

, (€)

Week Number

Dose Amount (mg)

Dose Frequency

1

12 plus 32

Weekly

2-26

76

Weekly
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27 onwards 76 Weekly; every two weeks;
every three weeks; or every
four weeks

, (d)

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-24 76 Every two weeks

25 onwards 76 Every two weeks; every three

weeks; or every four weeks

()

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-25 76 Every two weeks
26 onwards 76 Every two weeks; every three
weeks; or every four weeks
, or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly
2-26 76 Every two weeks
27 onwards 76 Every two weeks; every three

weeks; or every four weeks

26. The method of claim 25, wherein the subject is administered PF06863135
according to the dosing schedule (a), (b) or (c), and the dose frequency for week 25

onwards, week 26 onwards, and week 27 onwards in the dosing schedule (a), (b), and

(c), respectively, is (i) weekly, (ii) every two weeks, or (iii) weekly or every two weeks

27. The method of claim 22, wherein the subject is administered elranatamab

(PF0B863135) according the dosing schedule as shown below,

(a)

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-24

44

Weekly
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25 onwards 44 Weekly; every two weeks;
every three weeks; or every
four weeks

(b)

Week Number Dose Amount (mg) Dose Frequency

1 32; or 12 plus 32 Weekly

2-25 44 Weekly

26 onwards 44 Weekly; every two weeks;

every three weeks; or every

four weeks

(€)

Week Number

Dose Amount (mg)

Dose Frequency

1 32; or 12 plus 32 Weekly
2-26 44 Weekly
27 onwards 44 Weekly; every two weeks;

every three weeks; or every

four weeks

(d)

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-24

44

Every two weeks

25 onwards

44

Every two weeks; every three

weeks; or every four weeks

()

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-25 44 Every two weeks
26 onwards 44 Every two weeks; every three
weeks; or every four weeks
or (f)

Week Number

Dose Amount (mg)

Dose Frequency

1

32; or 12 plus 32

Weekly

2-26

44

Every two weeks
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27 onwards 44 Every two weeks; every three

weeks; or every four weeks

28. The method of claim 27, wherein the subject is administered PF06863135
according to the dosing schedule (a), (b) or (c), and the dose frequency for week 25
onwards, week 26 onwards, and week 27 onwards in the dosing schedule (a), (b), and
(), respectively, is (i) weeKkly, (ii) every two weeks, or (iii) weekly or every two weeks.
29. The method of any one of claim 22 to 28, wherein the dose amount and the dose
frequency during week 1 are together referred to as a priming dosing, and if the subject
is administered only one dose of elranatamab in the priming dosing, such one dose is
referred to as a single priming dose, if the subject is sequentially administered two
doses of elranatamab during week 1, the two doses are referred to as a first priming
dose and a second priming dose respectively; the dose amount and dose frequency
duringweeks 2 - 24, weeks 2 — 25 and weeks 2 — 26 in the respective dosing schedules
(a) and (d), (b) and (e) and (c) and (f), respectively, are in each dosing schedule
together referred to as a first treatment dosing, the dose amount and the dose
frequency during week 25 and onwards, week 26 onwards, and week 27 onwards in
the respective dosing schedules (a) and (d), (b) and (e) and (c) and (f), are in each
dosing schedule together referred to as a second treatment dosing.

30. The method of claim 29, wherein the subject is administered PFO6863135 of the
second treatment dosing for 6 to 18 cycles, thereafter, the subject is administered a
third treatment dosing of PF06863135 subcutaneously, wherein the third treatment
dosing is 32 mg Q2W, 32 mg Q4W, 44 mg Q2W, 44 mg Q4W, 76 mg Q2W, 76 mg
Q4W, 116 mg Q2W, 116 mg Q4W, 152 mg Q2W, or 152 mg Q4W, wherein a cycle is
21 days or 28 days, and cycle 1 starts on day 1 week 1, day 1 week 2, or day 1 week
3.

31. The method of claim 30, wherein (i) the first treatment dosing is 32 mg Q1W, the
second treatment dosing is 32 mg Q1W or 32 mg Q2W and the third treatment dosing
is 32 mg Q2W or 32 mg Q4W, (ii) first treatment dosing is 32 mg Q1W, the second
treatment dosing is 32 mg Q2W and the third treatment dosing is 32 mg Q4W, (iii) the
first treatment dosing is 44 mg Q1W, the second treatment dosing is 44 mg Q1W or
44 mg Q2W and the third treatment dosing is 44 mg Q2W or 44 mg Q4W, (iv) the first
treatment dosing is 44 mg Q1W, the second treatment dosing is 44 mg Q2W and the
third treatment dosing is 44 mg Q4W, (v) first treatment dosing is 76 mg Q1W, the
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second treatment dosing is 76 mg Q1W or 76 mg Q2W and the third treatment dosing
is 76 mg Q2W or 76 mg Q4W, (vi) the first treatment dosing is 76 mg Q1W, the second
treatment dosing is 76 mg Q2W and the third treatment dosing is 76 mg Q4W, (vii)
the first treatment dosing is 116 mg Q1W, the second treatment dosing is 116 mg
Q1W or 116 mg Q2W and the third treatment dosing is 116 mg Q2W or 116 mg Q4W:;
(viii) the first treatment dosing is 116 mg Q1W, the second treatment dosing is 116
mg Q2W and the third treatment dosing is 116 mg Q4W, (ix) the first treatment dosing
is 152 mg Q1W, the second treatment dosing is 152 mg Q1W or 152 mg Q2W and the
third treatment dosing is 152 mg Q2W or 152 mg Q4W, or (x) the first treatment dosing
is 152 mg Q1W, the second treatment dosing is 152 Q2W and the third treatment
dosing is 152 152 mg Q4W.

32. A method of treating cancer, comprising administering elranatamab
(PF0O6863135) to a subject according to a dosing schedule as shown below, and
wherein the dosing schedule is described by a week number, a dose amount and a

dose frequency corresponding to each week number:

Week Number Dose Amount (mg) Dose Frequency
1 44: or 32; or 12 plus 32; or | Weekly
Aplus B
2-4 44 to 152; Weekly
5-24 44 10 152 Weekly; or every two weeks
25 onwards 44 t0 152 Every two weeks; every three
weeks or every four weeks

wherein when the dose amount is 12 mg plus 32 mg during week 1, the dose amount
of 12 mg is administered on one day, subsequently, the dose amount of 32 mg is
administered on another day, wherein A plus B is 4 (A) plus 20 (B), 8 (A) plus 16 (B),
12 (A) plus 12 (B), or 8 (A) plus 24 (B), and wherein the dose amount of A mg is
administered on one day, subsequently, the dose amount of B mg is administered on
another day.

33. The method of claim 32, wherein the subject is administered elranatamab

according the following dosing schedule

Week Number Dose Amount (mg) Dose Frequency
1 12 plus 32 Weekly
2-4 76 Weekly




11 Mar 2026

2026201847

10

15

WO 2022/053990

120

PCT/1IB2021/058229

5-24

116

Every two weeks

25 onwards

116

Every two weeks; every three

weeks; or every four weeks

34. The method of claim 32, wherein the subject is administered elranatamab

according the following dosing schedule

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly

2-4 76 Weekly

5-24 152 Every two weeks

25 onwards 152 Every two weeks; every three

weeks; or every four weeks

35. The method of any one of claims 32 to 34, wherein the dose amount and the
dose frequency during week 1 are together referred to as a priming dosing, and if the
subject is administered only one dose of elranatamab in the priming dosing, such one
dose is referred to as a single priming dose, if the subject is sequentially administered
two doses of elranatamab during week 1, the two doses are referred to as a first
priming dose and a second priming dose respectively, the dose amount and dose
frequency during weeks 2 - 4 are together referred to as a first treatment dosing, the
dose amount and the dose frequency during weeks 5 - 24 and are together referred
to as a second treatment dosing, and the dose amount and dose frequency during
week 25 and onwards are together referred to as a third treatment dosing.

36. A method of treating cancer, comprising administering elranatamab
(PF0O6863135) to a subject according to a dosing schedule as shown below, and
wherein the dosing schedule is described by a week number, a dose amount and a

dose frequency corresponding to each week number:

Week Number Dose Amount (mg) Dose Frequency
1 44: or 32; or 12 plus 32; or | Weekly
Aplus B
2-4 44 to 76 Weekly
5-12 44 to 152; Weekly
13-24 44 t0 152 Weekly; or every two weeks
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25 onwards 44 t0 152 Every two weeks; every three

weeks; or every four weeks

wherein when the dose amount is 12 mg plus 32 mg during week 1, the dose amount
of 12 mg is administered on one day, subsequently, the dose amount of 32 mg is
administered on another day, wherein A plus B is 4 (A) plus 20 (B), 8 (A) plus 16 (B),
12 (A) plus 12 (B), or 8 (A) plus 24 (B), and wherein the dose amount of A mg is
administered on one day, subsequently, the dose amount of B mg is administered on
another day.

37. The method of claim 36, wherein the subject is administered elranatamab

according the following dosing schedule

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly

2to4 76 Weekly

5-12 116 Weekly

13-24 116 Weekly; or every two weeks
25 onwards 116 Every two weeks; every three

weeks; or every four weeks

38. The method of claim 37, wherein the subject is administered elranatamab

according the following dosing schedule

Week Number

Dose Amount (mg)

Dose Frequency

1 12 plus 32 Weekly

2-4 76 weekly

2-12 152 Weekly

13-24 152 Weekly or Every two weeks
25 onwards 152 Every two weeks; or every four

weeks

39. The method of claim 36, wherein the subject is administered elranatamab

according the following dosing schedule

Week Number

Dose Amount (mg)

Dose Frequency

1

12 plus 32

Weekly

2-4

76

weekly
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5-12 76 Weekly
13-24 76 Weekly; or every two weeks
25 onwards 76 Every two weeks; every three
weeks; or every four weeks

40. The method of claim 36, wherein the subject is administered elranatamab

according the following dosing schedule

Week Number Dose Amount (mg) Dose Frequency

1 12 plus 32 Weekly

2-4 44 weekly

5-12 44 Weekly

13-24 44 Weekly or Every two weeks

25 onwards 44 Every two weeks; every three
weeks; or every four weeks

41. The method of any one of claims 36 to 40, wherein the dose amount and the dose
frequency during week 1 are together referred to as a priming dosing, and if the subject
is administered only one dose of elranatamab in the priming dosing, such one dose is
referred to as a single priming dose, if the subject is sequentially administered two
doses of elranatamab during week 1, the two doses are referred to as a first priming
dose and a second priming dose respectively, the dose amount and dose frequency
during weeks 2 — 4 and the dose amount and dose frequency during weeks 5 - 12 are
all together referred to as a first treatment dosing, the dose amount and the dose
frequency during weeks 13 - 24 and are together referred to as a second treatment
dosing, and the dose amount and dose frequency during week 25 onwards are
together referred to as a third treatment dosing.

42. The method of any one of claims 1 to 41 wherein the cancer is multiple myeloma.
43. The method of any one of claims 1 to 42 , further comprising administering
sasanlimab to the subject.

44. The method of any one of claims 1 to 42, further comprising administering
lenalidomide to the subject.

45. The method of any one of claims 1 to 42, further comprising administering

daratumumab to the subject.
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46. The method of any one of claims 1 to 42, further comprising administering to the
subject isatuximab.

47. The method of any one of claims 1 to 42, further comprising administering to the
subject at least one dose of a premedication on the day when the single priming dose,
the first priming dose, the second priming dose or the first dose of the first treatment
dose of PF0O6863135 is administered to the subject, wherein the premeditation is
acetaminophen, diphenhydramine or dexamethasone.

48. The method of any one of claims 1 to 42, further comprising administering to the
subject a second therapeutic agent.

49. The method of any one of claims 1 to 42, further comprising administering to the

subject radiotherapy.



11 Mar 2026

2026201847

WO 2022/053990

%PD-1 (of CD8™ T cells)

1/12

CD8*PD1*

80
60 =
40 =
20 = N
e
~&
0 ] E E a
0 20 40 60 80

PCT/1B2021/058229

« &« Vehicle

B BCMAxXCD#



11 Mar 2026

2026201847

WO 2022/053990 PCT/1B2021/058229
2/12

MM.1PDL1 Orthotopic Model
% % % % % % 8- No treatment
L £ ¥ ¥ @ Negative Bispecific + Anti-PD-1

1014 %;f;_:j: - - BCMAXCD3 Bispecific
510104 e w8 o4 BOMAXCDS3 Bispecific (0.3 mg/kg)
5 1 & + Anti-PD-1
= 1@9% Poa
= 3 .. ,
Li. 1084 TR el meees T cell administration
& 3 - -~~~ Bispecific (BCMAXCD3 or
S 107y P o
b= : 3 Neg bispecific)

4500 ™ n? 0ot
— 4000 @*%z
£ 3500 -
£ 3000 o)
£ 2500~ ol
< 2000+ 'y
g) 1500 : E ......
= 10007 : i
500~ - R
I e T - NS T N
10 15 20 25 30 35 40
Days post tumor cell inoculation
- No treatment
-@- Negative bispecific
-8 Negative Bispecific +Anti-PD-1 ceme- T celi administration
43 BCMAxCD3 Bispecific (0.3 mg/kg) -~~~ Bispecific (RCMAXCD3 or
- BOCMAXCD3S Bispecific (0.3 mg/kg) + Anti-PD-1 Neg bispecific)

(
- BCMAXCD3 Bispscific {1 mg/kg @ Anti-PD-1
(

)
-§- BCMAxCD3 Bispecific {1 mg/kg) +Anti-PD-1



11 Mar 2026

2026201847

WO 2022/053990

BCMA MFI

H929

BCMA MFI

BCMA MFI

PCT/1B2021/058229
3/12
50000 -
EC50 (nM)
4.174
0 i J ] ¥ I
102 10-7 100 107 102 108
GSI [nM]
20000=
EC50 (nM)
15000 35.57
10000=
5000~
0 ¢ ] i | ]
10-2 101 100 10% 102 103
GSI [nM]
2o0ne” EC50 (nM)
20000~ o g 4383
15000~
10000~
SGQQ """
0 ¢ ] ¥ : ]
10-2 101 109 101 102 1083

GSI [nM]



11 Mar 2026

2026201847

WO 2022/053990

RPMIB226

BCMA MFI

BCMA MFI

8000~

6000

0

16000~

8000 —

4000 -

0

4000 =

2000~

PCT/1B2021/058229

4/12

i § § § §
102 10-1 100 101 102 103
GSInM]

§ g § § g
1072 10-1 100 101 102 102
GSI [nM]

EC50 (nM)
23.36

EC50 (nM)
17.88



11 Mar 2026

2026201847

WO 2022/053990
5/12

PCT/1B2021/058229

FIG

MM.1S Baseline | 7614

3h GSI {13690
6h GSI { 14920

24h 51 | 25602

..............................................

..............................................

~~~~~~~~~~~~~~~~~~~~~~~~~~

...........

3h post washout | 33509

6h post washout | 23906
24h post washout { 11170

PR
1017 102

OPM2

Baseline
3h Sl
6h GSI

24h G5l

3h post washout§

Oh post washouty 11050

24h post washout

PP R
103 104
BCMA

105

Baseline
3h GSH
gh GSI

24h G5

3h post washout|

6h post washout

24h post washout




11 Mar 2026

2026201847

WO 2022/053990

Baseline |

3h GSI

6h GSI |

24h G5l

3h post washout {7623
6h post washout |

24h post washout |
SRS

RPMIG226

Haseline

31 GSI |
6h GSI |

24h GS
3h post washout

6h post washout

24h post washout

PCT/1B2021/058229

6/12

1017 102 103 104 105

107 102 103 104 105
BCMA



11 Mar 2026

2026201847

WO 2022/053990

PCT/1B2021/058229
7/12
7500 =
. IC50 [nM]
£ ] 5.409
g5gggm .............................
{ oo}
= @
Q o
o
® 2500 -
L3
]
S
m ..........
0 ] ] ] ¢ :
102 10-1 109 101 102 108
GSI[nM]
10000 -
— ® IC50 [nM]
E 34 44
[9)]
2
% &
3 5000=
]
@
L3
]
)
7]
0 ¥ ¥ I ; 'r:ziziz~~z:z§z:
10< 10-1 100 101 102 10
GSI[nM]
40000 =
IC50 [nM]
E 300004 T 2.463
G) o
& ..................
<L
= 20000 -
o
&0
£ 10000 -
o 5 -
S
@
102 10-1 100 101 102 103

GSI nM]



11 Mar 2026

2026201847

WO 2022/053990

RPMIB226

soluble BCMA (pg/mi)

soluble BCMA (pg/mi)

PCT/1B2021/058229
8/12
10000~ IC50 [nivi]
03.68
75003
5000~
2500~
Q y 7 ¥ y w .
10-2 101 100 101 102 103
GSI [nM]
7500 IC50 [nM]
4 585

GSI [nM]



11 Mar 2026

2026201847

WO 2022/053990

H929

PCT/1B2021/058229
9/12
125 =
&
. 8§ oo 0oo ao 0o 100t 000 LY @
:“% 100 = N A !
§ | oo 1C50 [oM]
3\; g -8~ BCMAXCD3  0.02663
= 5o 4 -4~ BCMAXCD3, 0.001295
4}
e 8
& 25+ '
0 i i § 70 Eo T
106 10-510-4 10-310-2 10-1 100 191
BCMAXCD3 [nM]

100 = IC50 [nM]
= g0 ot ~@- BCMAXCD3  0.07353
% ......... -4- BCMAXCD3  0.0035
iﬁ 50 a GSI

3
= %
% AG“" ‘%
- A
% 20 = ga‘
%
® 25
G 7 y ol : BB ey
104 10-3 1072 10-7 109 101 102
RCMAXCD3 [nM]
200 =
&
£ 150~ -8~ BCMAXCD3  0.1388
3 -4~ BCMAXCD3, 0.02163
a2 GSI
__%‘EGOM
©
o
= 5
3
. N

BCMAXCD3 [nM]

7 ] ] E Em"“’E
106 10-510-410-310-2 10-1 100 101



11 Mar 2026

2026201847

WO 2022/053990 PCT/1B2021/058229

10/12
Molp8
150 = a IC50 [niv]
| -~ BCMAXCD3  0.1268

2 1004 4 2t %‘\ -&~ BCMAXCD3, 0.0171
% - )Y GSI
5 50~
ey
D
-

S Y

10610-5 104 10-310-2 10-1 109 101
BCMAXCD3 nM]
RPMI8226

E(jem 1C50 [nM]
5 125~ -~ BCMAXCD3  0.05422
S 100- -&- BCMAXCD3, 0.00224
£ GS
= 75
8
= 5O
D
(__:) R 2

25....., A& A T T

O s
0 ]

i § i § i
10-4 103 10-2 10-1 100 10" 102
RCMAXCD3 [nM]



11 Mar 2026

2026201847

WO 2022/053990 PCT/1B2021/058229
11/12

Raji

800~

EC50(nM)
0.6404

BCMA MFI

§ § i § §
10-2 10-1 100 101 102 103
GSI [nM]

Raji

Baseline
3h GSI
6h GS

24h GS

3h post washout

oh post washout

24h post washout§ 79

107 102 103 104 105
BCMA



11 Mar 2026

2026201847

WO 2022/053990

Cell Viability (%Control)

12/12

125~

100~

-..,\i
T

e
T

N
T

0 § § § i i i
104103 102 101 100 101 102

BCMAXCD3 [n]

PCT/1B2021/058229

IC50 [nM]

- BCMAXCD32 0.1196

~-&- BCMAxCDS3, 0.0317
GSI



11 Mar 2026

2026201847

Sequence Listing

1 Sequence Listing
Information
1-1 File Name Divisional of AU 2021339096.xml
1-2 DTD Version V1 3
1-3 Software Name WIPO Sequence
1-4 Software Version 2.3.0
1-5 Production Date 2026-03-11
1-6 Original free text language
code
1-7 Non English free text
language code
2 General Information
2-1 Current application: IP
Office
2-2 Current application:
Application number
2-3 Current application: Filing
date
2-4 Current application: 35645908
Applicant file reference
2-5 Earliest priority application:{US
IP Office
2-6 Earliest priority application:| US 63/078,211
Application number
2-7 Earliest priority application:| 2020-09-14
Filing date
2-8en Applicant name Pfizer Inc.
2-8 Applicant name: Name
Latin
2-9en Inventor name
2-9 Inventor name: Name Latin
2-10en Invention title Methods, therapies and uses for treating cancer
2-11 Sequence Total Quantity |207
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3-1 Sequences
3-1-1 Sequence Number [ID] 1
3-1-2 Molecule Type AA
3-1-3 Length 10
3-1-4 Features REGION 1..10
Location/Qualifiers note=Synthetic polypeptide
source 1..10
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-1-5 Residues GGTFSSYAI S 10
3-2 Sequences
3-2-1 Sequence Number [ID] 2
3-2-2 Molecule Type AA
3-2-3 Length 17
3-2-4 Features REGION 1..17
Location/Qualifiers note=Synthetic polypeptide
source 1..17
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-2-5 Residues G VPWWGEAV YAQKFQG 17
3-3 Sequences
3-3-1 Sequence Number [ID] 3
3-3-2 Molecule Type AA
3-3-3 Length 12
3-3-4 Features REGION 1..12
Location/Qualifiers note=Synthetic polypeptide
source 1..12
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-3-5 Residues SSSTYGA HAF DY 12
3-4 Sequences
3-4-1 Sequence Number [ID] 4
3-4-2 Molecule Type AA
3-4-3 Length 5
3-4-4 Features REGION 1..5
Location/Qualifiers note=Synthetic polypeptide
source 1.5
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-4-5 Residues SYAI S 5
3-5 Sequences
3-5-1 Sequence Number [ID] 5
3-5-2 Molecule Type AA
3-5-3 Length 7
3-5-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-5-5 Residues GGTFSSY 7
3-6 Sequences
3-6-1 Sequence Number [ID] 6
3-6-2 Molecule Type AA
3-6-3 Length 6
3-6-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-6-5 Residues VPWVGE 6
3-7 Sequences
3-7-1 Sequence Number [ID] 7
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3-7-2 Molecule Type AA
3-7-3 Length 8
3-7-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-7-5 Residues GGTFSSYA 8
3-8 Sequences
3-8-1 Sequence Number [ID] 8
3-8-2 Molecule Type AA
3-8-3 Length 8
3-8-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-8-5 Residues | VPWMGEA 8
3-9 Sequences
3-9-1 Sequence Number [ID] 9
3-9-2 Molecule Type AA
3-9-3 Length 14
3-9-4 Features REGION 1..14
Location/Qualifiers note=Synthetic polypeptide
source 1..14
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-9-5 Residues ARSSSTYGA H AFDY 14
3-10 Sequences
3-10-1 Sequence Number [ID] 10
3-10-2 Molecule Type AA
3-10-3 Length 121
3-10-4 Features REGION 1..121
Location/Qualifiers note=Synthetic polypeptide
source 1..121
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-10-5 Residues QVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYAl SWRQA PGQGLEWMGG | VPWMGEAVY 60
AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSS STYG HAFDY WGQGTLVTVS 120
S 121
3-11 Sequences
3-11-1 Sequence Number [ID] 11
3-11-2 Molecule Type DNA
3-11-3 Length 363
3-11-4 Features misc_feature 1..363
Location/Qualifiers note=Synthetic polynucleotide
source 1..363
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-11-5 Residues caggt gcaat tggtgcagag cggtgccgaa gtgaaaaaac cgggcagcag cgtgaaagtt 60
agct gcaaag catccggagg gacgtttagc agctatgcga ttagctgggt gcgccaggec 120
ccgggccagg gcectcgagt g gat gggcggt atcgttccgt ggatgggcga agectgtttac 180
gcccagaaat ttcagggccg ggtgaccatt accgccgatg aaagcaccag caccgcctat 240
at ggaact ga gcagcctgcg cagcgaagat acggccgtgt attattgcgc gegttcttct 300
tctacttacg gtatccatgc tttcgattac tggggccaag gcaccctggt gactgttagc 360
tca 363
3-12 Sequences
3-12-1 Sequence Number [ID] 12
3-12-2 Molecule Type AA
3-12-3 Length 224
3-12-4 Features REGION 1..224

Location/Qualifiers

note=Synthetic polypeptide
source 1..224
mol_type=protein
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NonEnglishQualifier Value

organism=synthetic construct

3-12-5 Residues QVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYAl SWRQA PGQGLEWVMGG | VPWMGEAVY 60
AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSS STYG HAFDY WGQGTLVTVS 120
SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV SWNSGALTSG VHTFPAVLQS 180
SGLYSLSSW TVPSSSLGTQ TYI CNVNHKP SNTKVDKRVE PKSC 224
3-13 Sequences
3-13-1 Sequence Number [ID] 13
3-13-2 Molecule Type DNA
3-13-3 Length 672
3-13-4 Features misc_feature 1..672
Location/Qualifiers note=Synthetic polynucleotide
source 1..672
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-13-5 Residues caggt gcaat tggtgcagag cggtgccgaa gtgaaaaaac cgggcagcag cgtgaaagtt 60
agct gcaaag catccggagg gacgtttagc agctatgcga ttagctgggt gcgccaggec 120
ccgggccagg gcctcgagt g gat gggcggt atcgttccgt ggatgggcga agctgtttac 180
gcccagaaat ttcagggccg ggtgaccatt accgccgatg aaagcaccag caccgcctat 240
at ggaactga gcagcctgcg cagcgaagat acggccgtgt attattgcgc gecgttcttct 300
tctacttacg gtatccatgc tttcgattac tggggccaag gcaccctggt gactgttagc 360
t cagcct cca ccaagggccc cagcgtgttc cccctggecc ccagcagcaa gagcaccagc 420
ggcggcacag ccgccctggg ctgectggtg aaggactact tccccgagecc cgtgaccgtg 480
t cct ggaaca gcggagccct gacctccgge gtgcacacct tccccgecgt gcetgcagagc 540
agcggcect gt acagcct gag cagcgtggtg accgtgccca gcagcagcct gggcacccag 600
acctacatct gtaacgtgaa ccacaagccc agcaacacca aggtggacaa gagagtggag 660
cccaagagct gt 672
3-14 Sequences
3-14-1 Sequence Number [ID] 14
3-14-2 Molecule Type AA
3-14-3 Length 11
3-14-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-14-5 Residues RASQSI SNFL N 11
3-15 Sequences
3-15-1 Sequence Number [ID] 15
3-15-2 Molecule Type AA
3-15-3 Length 7
3-15-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-15-5 Residues AASNLQS 7
3-16 Sequences
3-16-1 Sequence Number [ID] 16
3-16-2 Molecule Type AA
3-16-3 Length 9
3-16-4 Features REGION 1..9
Location/Qualifiers note=Synthetic polypeptide
source 1.9
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-16-5 Residues QQYDDFPMT 9
3-17 Sequences
3-17-1 Sequence Number [ID] 17
3-17-2 Molecule Type AA
3-17-3 Length 7
3-17-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7

mol_type=protein
organism=synthetic construct
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NonEnglishQualifier Value

3-17-5 Residues SQSI SNF 7
3-18 Sequences
3-18-1 Sequence Number [ID] 18
3-18-2 Molecule Type
3-18-3 Length
3-18-4 Features
Location/Qualifiers
NonEnglishQualifier Value
3-18-5 Residues 000 3
3-19 Sequences
3-19-1 Sequence Number [ID] 19
3-19-2 Molecule Type AA
3-19-3 Length 6
3-19-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-19-5 Residues YDDFPM 6
3-20 Sequences
3-20-1 Sequence Number [ID] 20
3-20-2 Molecule Type AA
3-20-3 Length 6
3-20-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-20-5 Residues QSI SNF 6
3-21 Sequences
3-21-1 Sequence Number [ID] 21
3-21-2 Molecule Type AA
3-21-3 Length 107
3-21-4 Features REGION 1..107
Location/Qualifiers note=Synthetic polypeptide
source 1..107
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-21-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQSI S NFLNWYQQKP GKAPKLLI YA ASNLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDFPMIFGQ GTKVEI K 107
3-22 Sequences
3-22-1 Sequence Number [ID] 22
3-22-2 Molecule Type DNA
3-22-3 Length 321
3-22-4 Features misc_feature 1..321
Location/Qualifiers note=Synthetic polynucleotide
source 1..321
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-22-5 Residues gat at ccaga t gacccagag cccgagcagc ctgagcgcca gcgt gggcga tcgegtgacc 60
attacctgca gagccagcca gtctatttct aacttcctga actggtacca gcagaaaccg 120
ggcaaagcgc cgaaactatt aatctacgct gcttctaacc tgcaaagcgg cgtgccgagc 180
cgctttagcg gcagcggat c cggcaccgat ttcaccctga ccattagctc tctgcaaccg 240
gaagactttg cgacctatta ttgccagcag tacgacgact tcccgatgac ctttggccag 300
ggcacgaaag ttgaaattaa a 321
3-23 Sequences
3-23-1 Sequence Number [ID] 23
3-23-2 Molecule Type AA
3-23-3 Length 214
3-23-4 Features REGION 1..214

Location/Qualifiers

note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
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NonEnglishQualifier Value
3-23-5 Residues Dl QUTQSPSS LSASVGDRVT | TCRASQSI S NFLNWYQQKP GKAPKLLI YA ASNLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDFPMIFGQ GTKVEI KRTV AAPSVFI FPP 120
SDEQLKSGTA SVVCLLNNFY PREAKVQAKY DNALQSGNSQ ESVTEQDSKD STYSLSSTLT 180
LSKADYEKHK VYACEVTHQG LSSPVTKSFN RGEC 214
3-24 Sequences
3-24-1 Sequence Number [ID] 24
3-24-2 Molecule Type DNA
3-24-3 Length 642
3-24-4 Features misc_feature 1..642
Location/Qualifiers note=Synthetic polynucleotide
source 1..642
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-24-5 Residues gat at ccaga tgacccagag cccgagcagc ctgagcgcca gcgtgggcga tcgegtgacc 60
attacctgca gagccagcca gtctatttct aacttcctga actggtacca gcagaaaccg 120
ggcaaagcgc cgaaactatt aatctacgct gcttctaacc tgcaaagcgg cgtgccgagc 180
cgctttagcg gcagcggat ¢ cggcaccgat ttcaccctga ccattagctc tctgcaaccg 240
gaagactttg cgacctatta ttgccagcag tacgacgact tcccgatgac ctttggccag 300
ggcacgaaag ttgaaattaa acgtacggtg gccgctccca gecgtgttcat cttcccccce 360
agcgacgagc agctgaagag cggcaccgcc agcgtggtgt gcctgctgaa caacttctac 420
ccccgggagg ccaaggt gca gt ggaaggtg gacaacgccc tgcagagcgg caacagccag 480
gaaagcgtca ccgagcagga cagcaaggac tccacctaca gcctgagcag caccctgacc 540
ctgagcaagg ccgactacga gaagcacaag gtgtacgcct gcgaggtgac ccaccagggc 600
ctgtccagcc ccgtgaccaa gagcttcaac cggggcgagt gt 642
3-25 Sequences
3-25-1 Sequence Number [ID] 25
3-25-2 Molecule Type AA
3-25-3 Length 10
3-25-4 Features REGION 1..10
Location/Qualifiers note=Synthetic polypeptide
source 1..10
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-25-5 Residues GFTFSSYAMS 10
3-26 Sequences
3-26-1 Sequence Number [ID] 26
3-26-2 Molecule Type AA
3-26-3 Length 17
3-26-4 Features REGION 1..17
Location/Qualifiers note=Synthetic polypeptide
source 1..17
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-26-5 Residues Al SGSGGSTY YADSVKG 17
3-27 Sequences
3-27-1 Sequence Number [ID] 27
3-27-2 Molecule Type AA
3-27-3 Length 10
3-27-4 Features REGION 1..10
Location/Qualifiers note=Synthetic polypeptide
source 1..10
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-27-5 Residues QRYYFGEFDL 10
3-28 Sequences
3-28-1 Sequence Number [ID] 28
3-28-2 Molecule Type AA
3-28-3 Length 5
3-28-4 Features REGION 1..5
Location/Qualifiers note=Synthetic polypeptide
source 1.5
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
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3-28-5 Residues SYAMS 5
3-29 Sequences
3-29-1 Sequence Number [ID] 29
3-29-2 Molecule Type AA
3-29-3 Length 7
3-29-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-29-5 Residues GFTFSSY 7
3-30 Sequences
3-30-1 Sequence Number [ID] 30
3-30-2 Molecule Type AA
3-30-3 Length 6
3-30-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-30-5 Residues SGSGGS 6
3-31 Sequences
3-31-1 Sequence Number [ID] 31
3-31-2 Molecule Type AA
3-31-3 Length 8
3-31-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-31-5 Residues GFTFSSYA 8
3-32 Sequences
3-32-1 Sequence Number [ID] 32
3-32-2 Molecule Type AA
3-32-3 Length 8
3-32-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-32-5 Residues | SGSGGST 8
3-33 Sequences
3-33-1 Sequence Number [ID] 33
3-33-2 Molecule Type AA
3-33-3 Length 12
3-33-4 Features REGION 1..12
Location/Qualifiers note=Synthetic polypeptide
source 1..12
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-33-5 Residues ARQRYYFGEF DL 12
3-34 Sequences
3-34-1 Sequence Number [ID] 34
3-34-2 Molecule Type AA
3-34-3 Length 119
3-34-4 Features REGION 1..119
Location/Qualifiers note=Synthetic polypeptide
source 1..119
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-34-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBWRQA PGKGLEW/SA | SGSGGSTYY 60

ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSS 119
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3-35 Sequences
3-35-1 Sequence Number [ID] 35
3-35-2 Molecule Type DNA
3-35-3 Length 357
3-35-4 Features misc_feature 1..357
Location/Qualifiers note=Synthetic polynucleotide
source 1..357
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-35-5 Residues gaagt gcagc tgctggaaag cggtggcggt ctggtgcagc caggtggtag cctgcgectg 60
agct gt gccg caagcggcett tacctttagc agctatgcca tgagctgggt gcgccaagca 120
ccaggcaaag gcctggaatg ggt gagcgcc attagcggca gcggtggcag cacctattat 180
gccgat agcg tgaaaggtcg ctttaccatt agtcgcgata acagcaaaaa caccctgtat 240
ctgcaaat ga acagcctgcg ggcagaagat accgcagttt attattgcgc gcgacaacgt 300
tactacttcg gtgagttcga cctgtggggc cagggcaccc tggttactgt ctcgage 357
3-36 Sequences
3-36-1 Sequence Number [ID] 36
3-36-2 Molecule Type AA
3-36-3 Length 222
3-36-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-36-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAVMBW/RQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-37 Sequences
3-37-1 Sequence Number [ID] 37
3-37-2 Molecule Type DNA
3-37-3 Length 666
3-37-4 Features misc_feature 1..666
Location/Qualifiers note=Synthetic polynucleotide
source 1..666
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-37-5 Residues gaagt gcagc tgctggaaag cggtggcggt ctggtgcagc caggtggtag cctgcgectg 60
agct gt gccg caagcggcett tacctttagc agctatgcca tgagcetgggt gcgccaagca 120
ccaggcaaag gcctggaatg ggtgagcgcc attagcggca gcggtggcag cacctattat 180
gccgat agcg tgaaaggtcg ctttaccatt agtcgcgata acagcaaaaa caccctgtat 240
ctgcaaat ga acagcctgcg ggcagaagat accgcagttt attattgcgc gcgacaacgt 300
tactacttcg gtgagttcga cctgtggggc cagggcaccc tggttactgt ctcgagcgecc 360
agcacaaagg gacccagcgt gttccctctg gcccccagca gcaagtctac atctggcgga 420
acagccgccc tgggctgect cgtgaaggac tactttcccg agcccgtgac cgtgtcctgg 480
aact ct ggcg ctctgacaag cggcgtgcac acctttccag ccgtgctcca gagcagcggc 540
ctgtactctc tgagcagcgt cgtgacagtg cccagcagct ctctgggcac ccagacctac 600
atct gcaacg tgaaccacaa gcccagcaac acaaaggtgg acaagcgggt ggaacccaag 660
tcctge 666
3-38 Sequences
3-38-1 Sequence Number [ID] 38
3-38-2 Molecule Type AA
3-38-3 Length 11
3-38-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-38-5 Residues SGDKLGDKYA Y 11
3-39 Sequences
3-39-1 Sequence Number [ID] 39
3-39-2 Molecule Type AA
3-39-3 Length 7
3-39-4 Features REGION 1..7

Location/Qualifiers

note=Synthetic polypeptide

source 1..7
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NonEnglishQualifier Value

mol_type=protein
organism=synthetic construct

3-39-5 Residues QDSKRPS 7
3-40 Sequences
3-40-1 Sequence Number [ID] 40
3-40-2 Molecule Type AA
3-40-3 Length 11
3-40-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-40-5 Residues QAFDYLYSLG V 11
3-41 Sequences
3-41-1 Sequence Number [ID] 41
3-41-2 Molecule Type AA
3-41-3 Length 7
3-41-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-41-5 Residues DKLGDKY 7
3-42 Sequences
3-42-1 Sequence Number [ID] 42
3-42-2 Molecule Type
3-42-3 Length
3-42-4 Features
Location/Qualifiers
NonEnglishQualifier Value
3-42-5 Residues 000 3
3-43 Sequences
3-43-1 Sequence Number [ID] 43
3-43-2 Molecule Type AA
3-43-3 Length 8
3-43-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-43-5 Residues FDYLYSLG 8
3-44 Sequences
3-44-1 Sequence Number [ID] 44
3-44-2 Molecule Type AA
3-44-3 Length 6
3-44-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-44-5 Residues KLGDKY 6
3-45 Sequences
3-45-1 Sequence Number [ID] 45
3-45-2 Molecule Type AA
3-45-3 Length 108
3-45-4 Features REGION 1..108
Location/Qualifiers note=Synthetic polypeptide
source 1..108
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-45-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQQKPG QSPVLVI YQD SKRPSG PER 60

FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYLYSLGVFG GGTKLTVL

108
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3-46 Sequences
3-46-1 Sequence Number [ID] 46
3-46-2 Molecule Type DNA
3-46-3 Length 324
3-46-4 Features misc_feature 1..324
Location/Qualifiers note=Synthetic polynucleotide
source 1..324
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-46-5 Residues agct at gaac tgacccagcc gccgagcegtt agcgttagcc caggccagac cgccagcatt 60
acct gt agcg gcgacaaact gggcgacaaa tacgcctact ggtatcagca gaaaccgggc 120
cagagcccgg tgctggttat ctatcaggat agcaaacgcc cgagcggcat tccagaacgc 180
tttagcggca gcaacagcgg caacaccgcc accctgacca ttagcggcac ccaggccgaa 240
gacgaagccg attattactg tcaggctttc gactacctgt attccctggg tgtgtttgge 300
ggcggt acca agct gaccgt gctg 324
3-47 Sequences
3-47-1 Sequence Number [ID] 47
3-47-2 Molecule Type AA
3-47-3 Length 214
3-47-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-47-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQQKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYLYSLGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-48 Sequences
3-48-1 Sequence Number [ID] 48
3-48-2 Molecule Type DNA
3-48-3 Length 642
3-48-4 Features misc_feature 1..642
Location/Qualifiers note=Synthetic polynucleotide
source 1..642
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-48-5 Residues agct at gaac tgacccagcc gccgagegtt agcgttagcc caggccagac cgccagcatt 60
acct gt agcg gcgacaaact gggcgacaaa tacgcctact ggtatcagca gaaaccgggc 120
cagagcccgg tgctggttat ctatcaggat agcaaacgcc cgagcggcat tccagaacgc 180
tttagcggca gcaacagcgg caacaccgcc accctgacca ttagcggcac ccaggccgaa 240
gacgaagccg attattactg tcaggctttc gactacctgt attccctggg tgtgtttgge 300
ggcggt acca agctgaccgt gctgggccag cccaaagccg cccctagegt gaccctgttc 360
cccccaagca gcgaggaact ccaggccaac aaggccaccc tcgtgtgect gatcagcgac 420
ttctaccctg gcgeccgtgac cgtggectgg aaggccgata gcagccctgt gaaggccggce 480
gt ggaaacca ccacccccag caagcagagc aacaacaaat acgccgccag cagctacctg 540
agcct gaccc ccgagcagt g gaagt cccac agatcctaca gctgccaggt cacacacgag 600
ggcagcaccg tggaaaagac cgtggccccc accgagtgca gc 642
3-49 Sequences
3-49-1 Sequence Number [ID] 49
3-49-2 Molecule Type AA
3-49-3 Length 16
3-49-4 Features REGION 1..16
Location/Qualifiers note=Synthetic polypeptide
source 1..16
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-49-5 Residues GLGHVGYTTY TDSVKG 16
3-50 Sequences
3-50-1 Sequence Number [ID] 50
3-50-2 Molecule Type AA
3-50-3 Length 11
3-50-4 Features REGION 1..11

Location/Qualifiers

note=Synthetic polypeptide
source 1..11
mol_type=protein




11 Mar 2026

2026201847

NonEnglishQualifier Value

organism=synthetic construct

3-50-5 Residues DYLDFGYYFD V 11
3-51 Sequences
3-51-1 Sequence Number [ID] 51
3-51-2 Molecule Type AA
3-51-3 Length 5
3-51-4 Features REGION 1..5
Location/Qualifiers note=Synthetic polypeptide
source 1.5
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-51-5 Residues GHVGY 5
3-52 Sequences
3-52-1 Sequence Number [ID] 52
3-52-2 Molecule Type AA
3-52-3 Length 7
3-52-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-52-5 Residues LGHVGYT 7
3-53 Sequences
3-53-1 Sequence Number [ID] 53
3-53-2 Molecule Type AA
3-53-3 Length 13
3-53-4 Features REGION 1..13
Location/Qualifiers note=Synthetic polypeptide
source 1..13
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-53-5 Residues ARDYLDFGYY FDV 13
3-54 Sequences
3-54-1 Sequence Number [ID] 54
3-54-2 Molecule Type AA
3-54-3 Length 119
3-54-4 Features REGION 1..119
Location/Qualifiers note=Synthetic polypeptide
source 1..119
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-54-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBW/RQA PGKGLEW/SG LGHVGYTTYT 60
DSVKGRFTI S RDNSKNTLYL QWNSLRAEDT AVYYCARDYL DFGYYFDWAG QGTLVTVSS 119
3-55 Sequences
3-55-1 Sequence Number [ID] 55
3-55-2 Molecule Type DNA
3-55-3 Length 357
3-55-4 Features misc_feature 1..357
Location/Qualifiers note=Synthetic polynucleotide
source 1..357
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-55-5 Residues caggt gcagc tgctggaatc aggcggcgga ctggtgcagc ctggcggtag cctgagactg 60
agctgcgetg ctagtggett caccttctct agctacgceta tgagcetgggt ccggcaggec 120
cctggcaaag gcctggagtg ggtctccgga ctgggtcacg tgggctacac tacctacacc 180
gat agcgt ga agggccggtt cactatctct agggataact ctaagaacac cctgtacctg 240
cagat gaata gcctgagagc cgaggacacc gccgtctact actgcgctag agactacctg 300
gacttcggct actacttcga cgtgtggggc cagggcaccc tggtcaccgt gtctage 357
3-56 Sequences
3-56-1 Sequence Number [ID] 56
3-56-2 Molecule Type AA
3-56-3 Length 222
3-56-4 Features REGION 1..222
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Location/Qualifiers

NonEnglishQualifier Value

note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct

3-56-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWRQA PGKGLEWSG LGHVGYTTYT 60
DSVKGRFTI' S RDNSKNTLYL QWNSLRAEDT AVYYCARDYL DFGYYFDWWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-57 Sequences
3-57-1 Sequence Number [ID] 57
3-57-2 Molecule Type DNA
3-57-3 Length 666
3-57-4 Features misc_feature 1..666
Location/Qualifiers note=Synthetic polynucleotide
source 1..666
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-57-5 Residues caggt gcagc tgctggaatc aggcggcgga ctggtgcagc ctggcggtag cctgagactg 60
agctgcgetg ctagtggett caccttctct agctacgcta tgagcetgggt ccggcaggec 120
cctggcaaag gcctggagtg ggtctccgga ctgggtcacg tgggctacac tacctacacc 180
gat agcgt ga agggccggtt cactatctct agggataact ctaagaacac cctgtacctg 240
cagat gaata gcctgagagc cgaggacacc gccgtctact actgcgctag agactacctg 300
gacttcggct actacttcga cgtgtggggc cagggcaccc tggtcaccgt gtctagcget 360
agcact aagg gcccctcecgt gttccctctg gecceccttcca gcaagtctac ctctggegge 420
accgctgctc tgggectgect ggtgaaggac tacttccctg agcctgtgac agtgtcctgg 480
aact ct ggcg ccctgacctc cggcgtgcac accttccctg ccgtgetgeca gtcctccgge 540
ctgtactccc tgtcctccgt ggtgacagtg ccttcctcca gecectgggcac ccagacctat 600
atctgcaacg tgaaccacaa gccttccaac accaaggtgg acaagcgggt ggagcctaag 660
tcatgc 666
3-58 Sequences
3-58-1 Sequence Number [ID] 58
3-58-2 Molecule Type AA
3-58-3 Length 11
3-58-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-58-5 Residues SCDKI GKKYV H 11
3-59 Sequences
3-59-1 Sequence Number [ID] 59
3-59-2 Molecule Type AA
3-59-3 Length 7
3-59-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-59-5 Residues DDSDRPS 7
3-60 Sequences
3-60-1 Sequence Number [ID] 60
3-60-2 Molecule Type AA
3-60-3 Length 9
3-60-4 Features REGION 1..9
Location/Qualifiers note=Synthetic polypeptide
source 1..9
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-60-5 Residues QAVDMEW 9
3-61 Sequences
3-61-1 Sequence Number [ID] 61
3-61-2 Molecule Type AA
3-61-3 Length 7
3-61-4 Features REGION 1..7

Location/Qualifiers

note=Synthetic polypeptide
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NonEnglishQualifier Value

source 1..7
mol_type=protein
organism=synthetic construct

3-61-5 Residues DKI GKKY 7
3-62 Sequences
3-62-1 Sequence Number [ID] 62
3-62-2 Molecule Type
3-62-3 Length
3-62-4 Features
Location/Qualifiers
NonEnglishQualifier Value
3-62-5 Residues 000 3
3-63 Sequences
3-63-1 Sequence Number [ID] 63
3-63-2 Molecule Type AA
3-63-3 Length 6
3-63-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-63-5 Residues VIDMEV 6
3-64 Sequences
3-64-1 Sequence Number [ID] 64
3-64-2 Molecule Type AA
3-64-3 Length 6
3-64-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-64-5 Residues KI GKKY 6
3-65 Sequences
3-65-1 Sequence Number [ID] 65
3-65-2 Molecule Type AA
3-65-3 Length 106
3-65-4 Features REGION 1..106
Location/Qualifiers note=Synthetic polypeptide
source 1..106
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-65-5 Residues SYELTQPLSV SVALGQTARI TCSGDKI GKK YVHWQKPG QAPVLVI YDD SDRPSG PER 60
FSGSNSGNTA TLTI SRAQAG DEADYYCQAW DMQSVVFGGG TKLTVL 106
3-66 Sequences
3-66-1 Sequence Number [ID] 66
3-66-2 Molecule Type DNA
3-66-3 Length 318
3-66-4 Features misc_feature 1..318
Location/Qualifiers note=Synthetic polynucleotide
source 1..318
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-66-5 Residues agct acgagc tgactcagcc cctgagcegtc agcgtggecc tgggccagac cgctagaatc 60
acct gt agcg gcgat aagat cggcaagaaa tacgtgcact ggtatcagca gaagcccggc 120
caggcccccg tgcetggtcat ctacgacgat agcgatagac ctagcggaat ccccgagcgg 180
tttagcggct ctaatagcgg caacaccgct accctgacta tctctagggec tcaggccgge 240
gacgaggccg actactactg tcaggcctgg gatatgcagt cagtggtgtt cggcggaggc 300
actaagctga ccgtgctg 318
3-67 Sequences
3-67-1 Sequence Number [ID] 67
3-67-2 Molecule Type AA
3-67-3 Length 212
3-67-4 Features REGION 1..212

Location/Qualifiers

note=Synthetic polypeptide
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NonEnglishQualifier Value

source 1..212
mol_type=protein
organism=synthetic construct

3-67-5 Residues SYELTQPLSV SVALGQTARI TCSGDKI GKK YVHWQQKPG QAPVLVI YDD SDRPSG PER 60
FSGSNSGNTA TLTI SRAQAG DEADYYCQAW DMQSVWWFGGG TKLTVLGQPK AAPSVTLFPP 120
SSEELQANKA TLVCLI SDFY PGAVTVAVKA DSSPVKAGVE TTTPSKQSNN KYAASSYLSL 180
TPEQVUKSHRS YSCQVTHEGS TVEKTVAPTE CS 212
3-68 Sequences
3-68-1 Sequence Number [ID] 68
3-68-2 Molecule Type DNA
3-68-3 Length 636
3-68-4 Features misc_feature 1..636
Location/Qualifiers note=Synthetic polynucleotide
source 1..636
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-68-5 Residues agct acgagc tgactcagcc cctgagcgtc agcgtggcecc tgggccagac cgctagaatc 60
acctgtagcg gcgataagat cggcaagaaa tacgtgcact ggtatcagca gaagcccgge 120
caggcccccg tgctggtcat ctacgacgat agcgatagac ctagcggaat ccccgagcgg 180
tttagcggct ctaatagcgg caacaccgct accctgacta tctctagggc tcaggccggce 240
gacgaggccg actactactg tcaggcctgg gatatgcagt cagtggtgtt cggcggaggc 300
actaagctga ccgtgctggg ccagcctaag gctgccccca gecgtgaccct gttcccccce 360
agcagcgagg agctgcaggc caacaaggcc accctggtgt gcctgatcag cgacttctac 420
ccaggcgecg tgaccgtgge ctggaaggcc gacagcagcc ccgtgaaggc cggcgt ggag 480
accaccaccc ccagcaagca gagcaacaac aagtacgccg ccagcagcta cctgagectg 540
acccccgagc agtggaagag ccacaggtcc tacagctgcc aggtgaccca cgagggcagc 600
accgt ggaaa agaccgtggc cccaaccgag tgcagc 636
3-69 Sequences
3-69-1 Sequence Number [ID] 69
3-69-2 Molecule Type AA
3-69-3 Length 10
3-69-4 Features REGION 1..10
Location/Qualifiers note=Synthetic polypeptide
source 1..10
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-69-5 Residues GFTFSRYW S 10
3-70 Sequences
3-70-1 Sequence Number [ID] 70
3-70-2 Molecule Type AA
3-70-3 Length 17
3-70-4 Features REGION 1..17
Location/Qualifiers note=Synthetic polypeptide
source 1..17
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-70-5 Residues YI DSTGTFI N YADSVKG 17
3-71 Sequences
3-71-1 Sequence Number [ID] 71
3-71-2 Molecule Type AA
3-71-3 Length 7
3-71-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-71-5 Residues GGSLFDY 7
3-72 Sequences
3-72-1 Sequence Number [ID] 72
3-72-2 Molecule Type AA
3-72-3 Length 5
3-72-4 Features REGION 1..5

Location/Qualifiers

note=Synthetic polypeptide
source 1.5




11 Mar 2026

2026201847

NonEnglishQualifier Value

mol_type=protein
organism=synthetic construct

3-72-5 Residues RYW S
3-73 Sequences
3-73-1 Sequence Number [ID] 73
3-73-2 Molecule Type AA
3-73-3 Length 7
3-73-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-73-5 Residues GFTFSRY
3-74 Sequences
3-74-1 Sequence Number [ID] 74
3-74-2 Molecule Type AA
3-74-3 Length 6
3-74-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-74-5 Residues DSTGTF
3-75 Sequences
3-75-1 Sequence Number [ID] 75
3-75-2 Molecule Type AA
3-75-3 Length 8
3-75-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1.8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-75-5 Residues GFTFSRYW
3-76 Sequences
3-76-1 Sequence Number [ID] 76
3-76-2 Molecule Type AA
3-76-3 Length 8
3-76-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-76-5 Residues | DSTGTFI
3-77 Sequences
3-77-1 Sequence Number [ID] 77
3-77-2 Molecule Type AA
3-77-3 Length 9
3-77-4 Features REGION 1..9
Location/Qualifiers note=Synthetic polypeptide
source 1.9
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-77-5 Residues ARGGSLFDY
3-78 Sequences
3-78-1 Sequence Number [ID] 78
3-78-2 Molecule Type AA
3-78-3 Length 116
3-78-4 Features REGION 1..116

Location/Qualifiers

note=Synthetic polypeptide
source 1..116
mol_type=protein
organism=synthetic construct
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NonEnglishQualifier Value

3-78-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SWRQA PGKGLEW/SY | DSTGTFI NY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSS 116
3-79 Sequences
3-79-1 Sequence Number [ID] 79
3-79-2 Molecule Type DNA
3-79-3 Length 348
3-79-4 Features misc_feature 1..348
Location/Qualifiers note=Synthetic polynucleotide
source 1..348
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-79-5 Residues caggt gcagc tgctggaatc aggcggcgga ctggtgcagc ctggcggtag cctgagactg 60
agctgcgetg ctagtggett caccttctct aggtactgga ttagctgggt ccggcaggcc 120
cctggcaaag gcctggagtg ggtctcctat atcgactcta ccggcacctt tattaactac 180
gccgat agcg tgaagggccg gttcactatc tctagggata actctaagaa caccctgtac 240
ctgcagat ga atagcctgag agccgaggac accgccgtct actactgcgce tagaggcggt 300
agtctgttcg actactgggg ccagggcacc ctggtcaccg tgtctage 348
3-80 Sequences
3-80-1 Sequence Number [ID] 80
3-80-2 Molecule Type AA
3-80-3 Length 219
3-80-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-80-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SWRQA PGKGLEW/SY | DSTGTFI NY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-81 Sequences
3-81-1 Sequence Number [ID] 81
3-81-2 Molecule Type DNA
3-81-3 Length 657
3-81-4 Features misc_feature 1..657
Location/Qualifiers note=Synthetic polynucleotide
source 1..657
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-81-5 Residues caggt gcagc tgctggaatc aggcggcgga ctggtgcagc ctggcggtag cctgagactg 60
agctgcgetg ctagtggett caccttctct aggtactgga ttagctgggt ccggcaggec 120
cctggcaaag gcctggagtg ggtctcctat atcgactcta ccggcacctt tattaactac 180
gccgat agcg tgaagggccg gttcactatc tctagggata actctaagaa caccctgtac 240
ctgcagat ga atagcctgag agccgaggac accgccgtct actactgcgc tagaggcggt 300
agtctgttcg actactgggg ccagggcacc ctggtcaccg tgtctagcge tagcactaag 360
ggcccctccg tgttcecctct ggcceccttcc agcaagtcta cctctggegg caccgetget 420
ctgggctgcec tggtgaagga ctacttccct gagecctgtga cagtgtcctg gaactctggc 480
gccctgacct ccggegtgeca caccttccct gecgtgetge agtcctccgg cctgtactcc 540
ctgtcctccg tggtgacagt geccttcctcc agcctgggca cccagaccta tatctgcaac 600
gt gaaccaca agccttccaa caccaaggtg gacaagcggg tggagcctaa gtcatgc 657
3-82 Sequences
3-82-1 Sequence Number [ID] 82
3-82-2 Molecule Type AA
3-82-3 Length 11
3-82-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-82-5 Residues RASQA | SYL G 11
3-83 Sequences
3-83-1 Sequence Number [ID] 83
3-83-2 Molecule Type AA
3-83-3 Length 7
3-83-4 Features REGION 1..7




11 Mar 2026

2026201847

Location/Qualifiers

NonEnglishQualifier Value

note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct

3-83-5 Residues AASSLQS 7
3-84 Sequences
3-84-1 Sequence Number [ID] 84
3-84-2 Molecule Type AA
3-84-3 Length 8
3-84-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-84-5 Residues QQYDALNT 8
3-85 Sequences
3-85-1 Sequence Number [ID] 85
3-85-2 Molecule Type AA
3-85-3 Length 7
3-85-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-85-5 Residues SQA I sY 7
3-86 Sequences
3-86-1 Sequence Number [ID] 86
3-86-2 Molecule Type AA
3-86-3 Length 5
3-86-4 Features REGION 1..5
Location/Qualifiers note=Synthetic polypeptide
source 1.5
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-86-5 Residues YDALN 5
3-87 Sequences
3-87-1 Sequence Number [ID] 87
3-87-2 Molecule Type AA
3-87-3 Length 6
3-87-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-87-5 Residues Q& 1 SY 6
3-88 Sequences
3-88-1 Sequence Number [ID] 88
3-88-2 Molecule Type AA
3-88-3 Length 106
3-88-4 Features REGION 1..106
Location/Qualifiers note=Synthetic polypeptide
source 1..106
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-88-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQA | SYLGAYQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI K 106
3-89 Sequences
3-89-1 Sequence Number [ID] 89
3-89-2 Molecule Type DNA
3-89-3 Length 318
3-89-4 Features misc_feature 1..318

Location/Qualifiers

note=Synthetic polynucleotide
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NonEnglishQualifier Value

source 1..318
mol_type=other DNA
organism=synthetic construct

3-89-5 Residues gatattcaga tgactcagtc acctagtagc ctgagcgcta gtgtgggcga tagagtgact 60
atcacctgta gagcctctca ggggattatt agctacctgg gctggtatca gcagaagccc 120
ggcaaagccc ctaagctgct gatctacgcc gectctagec tgcagtcagg cgtgecctct 180
aggtttagcg gtagcggtag tggcaccgac ttcaccctga ctattagtag cctgcagccc 240
gaggacttcg ctacctacta ctgtcagcag tacgacgccc tgaacacctt cggccagggc 300
act aaggt cg agattaag 318
3-90 Sequences
3-90-1 Sequence Number [ID] 90
3-90-2 Molecule Type AA
3-90-3 Length 213
3-90-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-90-5 Residues Dl QUTQSPSS LSASVGDRVT | TCRASQG | SYLGWQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI KRTVA APSVFI FPPS 120
DEQLKSGTAS VVCLLNNFYP REAKVQAKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213
3-91 Sequences
3-91-1 Sequence Number [ID] 91
3-91-2 Molecule Type DNA
3-91-3 Length 639
3-91-4 Features misc_feature 1..639
Location/Qualifiers note=Synthetic polynucleotide
source 1..639
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-91-5 Residues gatattcaga tgactcagtc acctagtagc ctgagcgcta gtgtgggcga tagagtgact 60
atcacctgta gagcctctca ggggattatt agctacctgg gctggtatca gcagaagccc 120
ggcaaagccc ctaagctgcet gatctacgec gectctagece tgcagtcagg cgtgecctcect 180
aggtttagcg gtagcggtag tggcaccgac ttcaccctga ctattagtag cctgcagccc 240
gaggacttcg ctacctacta ctgtcagcag tacgacgccc tgaacacctt cggccagggc 300
act aaggt cg agattaagcg tacggtggcc gctcccageg tgttcatctt cccccccage 360
gacgagcagc tgaagagcgg caccgccagc gtggtgtgec tgctgaacaa cttctacccec 420
cgggaggcca aggtgcagtg gaaggt ggac aacgccctgc agagcggcaa cagccaggag 480
agcgtcaccg agcaggacag caaggactcc acctacagcc tgagcagcac cctgaccctg 540
agcaaggccg actacgagaa gcataaggtg tacgcctgcg aggt gaccca ccagggectg 600
tccagccccg tgaccaagag cttcaacagg ggcgagtgce 639
3-92 Sequences
3-92-1 Sequence Number [ID] 92
3-92-2 Molecule Type AA
3-92-3 Length 11
3-92-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-92-5 Residues GFSLTDYYYM T 11
3-93 Sequences
3-93-1 Sequence Number [ID] 93
3-93-2 Molecule Type AA
3-93-3 Length 16
3-93-4 Features REGION 1..16
Location/Qualifiers note=Synthetic polypeptide
source 1..16
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-93-5 Residues FI DPDDDPYY ATWAKG 16
3-94 Sequences
3-94-1 Sequence Number [ID] 94
3-94-2 Molecule Type AA
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3-94-3 Length 11
3-94-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-94-5 Residues GDHNSGWALD | 11
3-95 Sequences
3-95-1 Sequence Number [ID] 95
3-95-2 Molecule Type AA
3-95-3 Length 6
3-95-4 Features REGION 1..6
Location/Qualifiers note=Synthetic polypeptide
source 1..6
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-95-5 Residues DYYYMI 6
3-96 Sequences
3-96-1 Sequence Number [ID] 96
3-96-2 Molecule Type AA
3-96-3 Length 8
3-96-4 Features REGION 1..8
Location/Qualifiers note=Synthetic polypeptide
source 1..8
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-96-5 Residues GFSLTDYY 8
3-97 Sequences
3-97-1 Sequence Number [ID] 97
3-97-2 Molecule Type AA
3-97-3 Length 5
3-97-4 Features REGION 1..5
Location/Qualifiers note=Synthetic polypeptide
source 1.5
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-97-5 Residues DPDDD 5
3-98 Sequences
3-98-1 Sequence Number [ID] 98
3-98-2 Molecule Type AA
3-98-3 Length 9
3-98-4 Features REGION 1..9
Location/Qualifiers note=Synthetic polypeptide
source 1.9
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-98-5 Residues GFSLTDYYY 9
3-99 Sequences
3-99-1 Sequence Number [ID] 99
3-99-2 Molecule Type AA
3-99-3 Length 7
3-99-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-99-5 Residues | DPDDDP 7
3-100 Sequences
3-100-1 Sequence Number [ID] 100
3-100-2 Molecule Type AA
3-100-3 Length 13
3-100-4 Features REGION 1..13
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Location/Qualifiers

NonEnglishQualifier Value

note=Synthetic polypeptide
source 1..13
mol_type=protein
organism=synthetic construct

3-100-5 Residues AGGDHNSGAG LDI 13
3-101 Sequences
3-101-1 Sequence Number [ID] 101
3-101-2 Molecule Type AA
3-101-3 Length 120
3-101-4 Features REGION 1..120
Location/Qualifiers note=Synthetic polypeptide
source 1..120
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-101-5 Residues EVQLVESGGG LVQPGGSLRL SCTASGFSLT DYYYMIWRQ APGKGLEW/G FI DPDDDPYY 60
ATWAKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCAGGD HNSGWGLDI W GQGTLVTVSS 120
3-102 Sequences
3-102-1 Sequence Number [ID] 102
3-102-2 Molecule Type DNA
3-102-3 Length 360
3-102-4 Features misc_feature 1..360
Location/Qualifiers note=Synthetic polynucleotide
source 1..360
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-102-5 Residues gaggt gcaat tggttgaatc tgggggcgga ctggtgcagc ccggtggatc tttgecgectg 60
tcctgtacag cttctggett ctccttgacc gactactatt acatgacttg ggttcgccaa 120
gccccaggca aagggcttga atgggtgggg ttcattgacc ccgacgatga tccttactac 180
gccacat ggg caaagggccg gtttactatc agccgggata attccaaaaa cacattgtat 240
ttgcaaat ga actcactgag agcagaagat acggctgtgt actattgcgc aggcggcgat 300
cataactccg gctggggcct ggacatctgg gggcagggga ccctggtgac agtcagctca 360
3-103 Sequences
3-103-1 Sequence Number [ID] 103
3-103-2 Molecule Type AA
3-103-3 Length 223
3-103-4 Features REGION 1..223
Location/Qualifiers note=Synthetic polypeptide
source 1..223
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-103-5 Residues EVQLVESGGG LVQPGGSLRL SCTASGFSLT DYYYMIWRQ APGKGLEW/G FI DPDDDPYY 60
ATWAKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCAGGD HNSGAG.DI W GQGTLVTVSS 120
ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS WNSGALTSGY HTFPAVLQSS 180
GLYSLSSWT VPSSSLGTQT Yl CNVNHKPS NTKVDKRVEP KSC 223
3-104 Sequences
3-104-1 Sequence Number [ID] 104
3-104-2 Molecule Type DNA
3-104-3 Length 669
3-104-4 Features misc_feature 1..669
Location/Qualifiers note=Synthetic polynucleotide
source 1..669
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-104-5 Residues gaggt gcaat tggttgaatc tgggggcgga ctggtgcagc ccggtggatc tttgecgectg 60

tcctgtacag cttctggett ctccttgacc
gccccaggca aagggcttga at gggt gggg
gccacat ggg caaagggccg gtttactatc
ttgcaaatga actcactgag agcagaagat
cataact ccg gctggggcect ggacatctgg
gcct caacga aggggcccag cgtgtttcct
gggactgcag ctcttggttg tctggtcaag
t ggaacagtg gtgcattgac atcaggagtg
ggcctgtata gectttecte tgttgtcacg
tatatttgta acgtgaacca taaaccctcc
aagtcttgt

gactactatt acatgacttg ggttcgccaa
ttcattgacc ccgacgatga tccttactac
agccgggat a attccaaaaa cacattgtat
acggctgtgt actattgcgc aggcggcgat
gggcagggga ccctggtgac agtcagctca
ttggccccaa gcagcaagtc cacgtccggt
gattatttcc cagaacccgt gaccgtgtct
catacattcc cagctgtgct gcagagcetct
gt gcccagct ccagcct ggg gacgcagacc
aacaccaagg ttgataaaag agtggagccc

120
180
240
300
360
420
480
540
600
660
669
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3-105 Sequences
3-105-1 Sequence Number [ID] 105
3-105-2 Molecule Type AA
3-105-3 Length 11
3-105-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-105-5 Residues QASEl | HSW. A 11
3-106 Sequences
3-106-1 Sequence Number [ID] 106
3-106-2 Molecule Type AA
3-106-3 Length 7
3-106-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-106-5 Residues LASTLAS 7
3-107 Sequences
3-107-1 Sequence Number [ID] 107
3-107-2 Molecule Type AA
3-107-3 Length 12
3-107-4 Features REGION 1..12
Location/Qualifiers note=Synthetic polypeptide
source 1..12
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-107-5 Residues QNVYLASTNG AN 12
3-108 Sequences
3-108-1 Sequence Number [ID] 108
3-108-2 Molecule Type AA
3-108-3 Length 7
3-108-4 Features REGION 1..7
Location/Qualifiers note=Synthetic polypeptide
source 1..7
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-108-5 Residues SEl | HSW 7
3-109 Sequences
3-109-1 Sequence Number [ID] 109
3-109-2 Molecule Type
3-109-3 Length
3-109-4 Features
Location/Qualifiers
NonEnglishQualifier Value
3-109-5 |Residues 000 3
3-110 Sequences
3-110-1 Sequence Number [ID] 110
3-110-2 Molecule Type AA
3-110-3 Length 9
3-110-4 Features REGION 1..9
Location/Qualifiers note=Synthetic polypeptide
source 1.9
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-110-5 Residues VYLASTNGA 9
3-111 Sequences
3-111-1 Sequence Number [ID] 111
3-111-2 Molecule Type AA
3-111-3 Length 6
3-111-4 Features REGION 1..6
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Location/Qualifiers

NonEnglishQualifier Value

note=Synthetic polypeptide
source 1.6
mol_type=protein
organism=synthetic construct

3-111-5 Residues El | HSW 6
3-112 Sequences
3-112-1 Sequence Number [ID] 112
3-112-2 Molecule Type AA
3-112-3 Length 111
3-112-4 Features REGION 1..111
Location/Qualifiers note=Synthetic polypeptide
source 1..111
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-112-5 Residues El VMIQSPST LSASVGDRVI | TCQASEI | H SW.AWQQKP GKAPKLLI YL ASTLASGVPS 60
RFSGSGSGAE FTLTI SSLQP DDFATYYCQN VYLASTNGAN FGQGTKLTVL K 111
3-113 Sequences
3-113-1 Sequence Number [ID] 113
3-113-2 Molecule Type DNA
3-113-3 Length 333
3-113-4 Features misc_feature 1..333
Location/Qualifiers note=Synthetic polynucleotide
source 1..333
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-113-5 Residues gagattgtga tgactcagag cccttcaacg ctgtctgcat ccgtaggtga tcgcgtcatt 60
attacctgtc aagcctcaga gatcattcac tcttggctcg cctggtatca gcagaagccc 120
ggt aaggccc ccaagctget gatctatctt gcttcaaccc tcgcgagcgg ggtgecctcc 180
cgcttcageg getccggetc tggtgeccgaa tttaccctga caatcagetc tctccaaccc 240
gatgatttcg cgacttacta ctgtcagaat gtctacttgg cctcaaccaa cggagccaac 300
ttcggccagg ggaccaaact gaccgtcctt aag 333
3-114 Sequences
3-114-1 Sequence Number [ID] 114
3-114-2 Molecule Type AA
3-114-3 Length 218
3-114-4 Features REGION 1..218
Location/Qualifiers note=Synthetic polypeptide
source 1..218
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-114-5 Residues El VMIQSPST LSASVGDRVI | TCQASEI | H SW.AWQQKP GKAPKLLI YL ASTLASGVPS 60
RFSGSGSGAE FTLTI SSLQP DDFATYYCOQN VYLASTNGAN FGQGTKLTVL KRTVAAPSVF 120
| FPPSDEQLK SGTASVVCLL NNFYPREAKV QAKVDNALQS GNSQESVTEQ DSKDSTYSLS 180
STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC 218
3-115 Sequences
3-115-1 Sequence Number [ID] 115
3-115-2 Molecule Type DNA
3-115-3 Length 654
3-115-4 Features misc_feature 1..654
Location/Qualifiers note=Synthetic polynucleotide
source 1..654
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-115-5 Residues gagattgtga tgactcagag cccttcaacg ctgtctgcat ccgtaggtga tcgcgtcatt 60
attacctgtc aagcctcaga gatcattcac tcttggctcg cctggtatca gcagaagccc 120
ggt aaggccc ccaagctget gatctatctt gcttcaaccc tcgcgagcgg ggtgeccctcc 180
cgcttcagecg getccggetc tggtgeccgaa tttaccctga caatcagetc tctccaaccc 240
gatgatttcg cgacttacta ctgtcagaat gtctacttgg cctcaaccaa cggagccaac 300
ttcggccagg ggaccaaact gaccgtcctt aagcgtacgg tggcagctcc gtctgttttc 360
atctttccac ctagcgacga gcaactcaaa agtggtacag catccgtggt ttgtctgctg 420
aacaattttt accccaggga ggctaaggtc cagtggaaag tcgataacgc tcttcagtct 480
ggcaacagtc aggagagcgt cacagagcag gactctaagg atagcactta tagtctgtcc 540
tccacgctga cactgtctaa agcggattat gagaagcaca aggtttacgc ctgtgaggta 600
acgcaccaag gactctcctc cccagttacc aaatctttca acagaggaga atgt 654
3-116 Sequences
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3-116-1 Sequence Number [ID] 116
3-116-2 Molecule Type DNA
3-116-3 Length 363
3-116-4 Features misc_feature 1..363
Location/Qualifiers note=Synthetic polynucleotide
source 1..363
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-116-5 Residues caagt gcagc tggtgcagtc tggcgccgaa gtgaagaaac ccggctcctc cgtgaaagtg 60
tcctgcaagg cctccggegg caccttctcc agctacgecca tctcctgggt ccgacaggec 120
ccaggccagg gcctggagt g gat gggcggc atcgtgectt ggatgggcga ggccgtgtac 180
gcccagaaat tccagggcag agtgaccatc accgccgacg agtccacctc caccgcctac 240
at ggaactgt cctccctgag gagcgaggac accgccgtgt actactgcgc ccggtcctcc 300
tccacctacg gcatccacgc cttcgactac tggggccagg gcaccctggt caccgtgtcc 360
tcc 363
3-117 Sequences
3-117-1 Sequence Number [ID] 117
3-117-2 Molecule Type DNA
3-117-3 Length 360
3-117-4 Features misc_feature 1..360
Location/Qualifiers note=Synthetic polynucleotide
source 1..360
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-117-5 Residues gaagt ccagc tggtggaatc cggcggaggc ctggtgcagc caggcggatc cctgaggctg 60
tcttgcaccg cctcecggett ctccctgacc gactactact acatgacttg ggtccgccag 120
gctcccggaa aaggact gga gt gggtcgga ttcatcgacc ccgacgacga cccctactac 180
gccacct ggg ccaagggccg gttcaccatc tcccgggaca actccaagaa caccctgtac 240
ctgcagatga actccctgag ggccgaagat acagctgtgt actattgcgc tggcggcgac 300
cacaactccg gctggggect ggatatctgg ggacagggaa cactcgtgac agtgtccagc 360
3-118 Sequences
3-118-1 Sequence Number [ID] 118
3-118-2 Molecule Type AA
3-118-3 Length 15
3-118-4 Features REGION 1..15
Location/Qualifiers note=Synthetic polypeptide
source 1..15
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-118-5 Residues GSGEEGESEEG GSGEG 15
3-119 Sequences
3-119-1 Sequence Number [ID] 119
3-119-2 Molecule Type DNA
3-119-3 Length 45
3-119-4 Features misc_feature 1..45
Location/Qualifiers note=Synthetic polynucleotide
source 1..45
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-119-5 Residues ggctct ggcg gcggaggatc tggcggaggc ggtagcggag gcgga 45
3-120 Sequences
3-120-1 Sequence Number [ID] 120
3-120-2 Molecule Type AA
3-120-3 Length 462
3-120-4 Features REGION 1..462
Location/Qualifiers note=Synthetic polypeptide
source 1..462
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-120-5 Residues QVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYAl SWRQA PGQGLEWMGG | VPWMGEAVY 60

AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSS STYGQ HAFDY WGQGTLVTVS 120
SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV SWNSGALTSG VHTFPAVLQS 180
SCGLYSLSSVV TVPSSSLGTQ TYlI CNVNHKP SNTKVDKRVE PKSCGSGGGG SGGGGSGGGE 240
VQLVESGGGEL VOQPGGSLRLS CTASGFSLTD YYYMIWRQA PGKGLEW/GF | DPDDDPYYA 300
TWAKGRFTI S RDNSKNTLYL QWNSLRAEDT AVYYCAGGDH NSGWELDI WG QGTLVTVSSA 360
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STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 420
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 462

3-121

3-121-1
3-121-2
3-121-3
3-121-4

3-121-5

Sequences

Sequence Number [ID]
Molecule Type

Length

Features
Location/Qualifiers

NonEnglishQualifier Value
Residues

121

DNA

1386

misc_feature 1..1386
note=Synthetic polynucleotide
source 1..1386
mol_type=other DNA
organism=synthetic construct

caagt gcagc tggtgcagtc tggcgccgaa gtgaagaaac ccggctcctc cgtgaaagtg 60

tcctgcaagg cctccggecgg caccttctcc agctacgecca tctcctgggt ccgacaggec 120
ccaggccagg gcctggagtg gatgggcggce atcgtgectt ggatgggcga ggccgtgtac 180
gcccagaaat tccagggcag agtgaccatc accgccgacg agtccacctc caccgcctac 240
at ggaact gt cctccctgag gagcgaggac accgccgtgt actactgcgc ccggtcctcc 300
tccacctacg gcatccacgc cttcgactac tggggccagg gcaccctggt caccgtgtcc 360
tccgectcca ccaagggacc ctccgtgttc cctctggece cttccagcaa gtccacctct 420
ggcggcaccg ccgctctggg ctgectggtc aaggactact tccccgagcc cgtgaccgtg 480
tcctggaact ctggcgccct gacctccggce gtgcacacct tccctgecgt gectgcagtcc 540
tccggectgt actccctgtc ctcecgtcgtg accgtgeccct ccagctctct gggcacccag 600
acctacatct gcaacgtgaa ccacaagccc tccaacacca aagtggacaa gcgggtggaa 660
cccaagtcct gcggcetctgg cggcggagga tctggcggag gcggt agcgg aggcggagaa 720
gt ccagct gg tggaat ccgg cggaggcctg gtgcagccag gcggat ccct gaggetgtct 780
tgcaccgcct ccggecttctc cctgaccgac tactactaca tgacttgggt ccgccagget 840
cccggaaaag gactggagtg ggtcggattc atcgaccccg acgacgaccc ctactacgcc 900
acct gggcca agggccggtt caccatctcc cgggacaact ccaagaacac cctgtacctg 960
cagat gaact ccctgagggc cgaagataca gctgtgtact attgcgctgg cggcgaccac 1020
aact ccggct ggggcctgga tatctgggga cagggaacac tcgtgacagt gtccagcgcc 1080
agcaccaagg gcccctccgt gttccctctg gccccttcca gcaagtctac ctctggecgge 1140
accgctgctc tgggctgect ggtgaaggac tacttccctg agcctgtgac agtgtcctgg 1200
aact ct ggcg ccctgacctc cggcgtgcac accttccctg ccgtgectgca gtcctccgge 1260
ctgtactccc tgtcctccgt ggtgacagtg ccttcctcca gcctgggcac ccagacctat 1320
at ct gcaacg tgaaccacaa gccttccaac accaaggtgg acaagcgggt ggagcctaag 1380
tcatgc 1386

3-122

3-122-1
3-122-2
3-122-3
3-122-4

3-122-5

Sequences

Sequence Number [ID]
Molecule Type

Length

Features
Location/Qualifiers

NonEnglishQualifier Value
Residues

122

DNA

321

misc_feature 1..321
note=Synthetic polynucleotide
source 1..321
mol_type=other DNA
organism=synthetic construct

gacat ccaga tgacccagag cccctccagc ctgtccgect ccgtgggcga cagagt gacc 60
atcacctgtc gggcctccca gtctatctcc aacttcctga actggtatca gcagaagccc 120
ggcaaggccc ctaagctgcet gatctacgcc gcctccaacc tgcagtccgg cgtgeccctcc 180
agattctccg gctctggetc cggcaccgac ttcaccctga ccatctccag cctgcagccc 240
gaggacttcg ccacctacta ctgccagcag tacgacgact tccccatgac cttcggccag 300
ggcaccaaag tggaaatcaa g 321

3-123

3-123-1
3-123-2
3-123-3
3-123-4

3-123-5

Sequences

Sequence Number [ID]
Molecule Type

Length

Features
Location/Qualifiers

NonEnglishQualifier Value
Residues

123

DNA

333

misc_feature 1..333
note=Synthetic polynucleotide
source 1..333
mol_type=other DNA
organism=synthetic construct

gagat cgt ga tgacccagtc ccctagcacc ctgagcgcca gcgt gggaga tcgecgtgatc 60
at cacat gcc aggcctccga gatcatccac agctggetgg cttggtatca gcagaaacct 120
ggaaaagctc ccaagctcct gatctatctg gccagcaccc tggcectctgg cgtgcccage 180
agattcagcg gctccggcag cggcgctgag tttaccctga caatcagctc cctgcagect 240
gacgattttg ctacctacta ttgtcagaac gtgtacctgg cctccaccaa cggcgccaac 300
tttggccagg gaacaaagct gaccgtgctg aag 333

3-124

3-124-1
3-124-2
3-124-3

Sequences

Sequence Number [ID]
Molecule Type

Length

124
DNA
45
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3-124-4 Features misc_feature 1..45
Location/Qualifiers note=Synthetic polynucleotide
source 1..45
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-124-5 Residues ggctccggcg gaggcggatc tggtggcgga ggatctggeg gt gge 45
3-125 Sequences
3-125-1 Sequence Number [ID] 125
3-125-2 Molecule Type AA
3-125-3 Length 447
3-125-4 Features REGION 1..447
Location/Qualifiers note=Synthetic polypeptide
source 1..447
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-125-5 Residues Dl QUTQSPSS LSASVGDRVT | TCRASQSI S NFLNWYQQKP GKAPKLLI YA ASNLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDFPMIFGQ GTKVEI KRTV AAPSVFI FPP 120
SDEQLKSGTA SVWCLLNNFY PREAKVQAKY DNALQSGNSQ ESVTEQDSKD STYSLSSTLT 180
LSKADYEKHK VYACEVTHQG LSSPVTKSFN RGECGSGGGG SGGGGSGGGE | VMIQSPSTL 240
SASVGDRVI | TCQASEI | HS W.AWYQQKPG KAPKLLI YLA STLASGVPSR FSGSGSGAEF 300
TLTI SSLQPD DFATYYCQNV YLASTNGANF GQGTKLTVLK RTVAAPSVFI FPPSDEQLKS 360
GTASWCLLN NFYPREAKVQ WKVDNALQSG NSQESVTEQD SKDSTYSLSS TLTLSKADYE 420
KHKVYACEVT HQGLSSPVTK SFNRGEC 447
3-126 Sequences
3-126-1 Sequence Number [ID] 126
3-126-2 Molecule Type DNA
3-126-3 Length 1341
3-126-4 Features misc_feature 1..1341
Location/Qualifiers note=Synthetic polynucleotide
source 1..1341
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-126-5 Residues gacat ccaga tgacccagag cccctccagc ctgtccgect ccgtgggcga cagagt gacc 60
atcacctgtc gggcctccca gtctatctcc aacttcctga actggtatca gcagaagccc 120
ggcaaggccc ctaagctgcet gatctacgcc gcctccaacc tgcagtccgg cgtgeccctcc 180
agattctccg gctctggetc cggcaccgac ttcaccctga ccatctccag cctgcagccc 240
gaggacttcg ccacctacta ctgccagcag tacgacgact tccccatgac cttcggccag 300
ggcaccaaag tggaaat caa gcggaccgtg gccgctccct ccgtgttcat cttcccaccc 360
t ccgacgagc agct gaagtc cggcaccgcc tccgtcgtgt gectgectgaa caacttctac 420
cctcgcgagg ccaaagt gca gt ggaaagtg gacaacgccc tgcagagcgg caactcccag 480
gaat ccgtca ccgagcagga ctccaaggac agcacctact ccctgtcctc caccctgacc 540
ctgtccaagg ccgactacga gaagcacaaa gtgtacgcct gcgaagtgac ccaccagggc 600
ctgtccagcc ccgtgaccaa gtccttcaac cggggcgagt gtggctccgg cggaggcgga 660
tct ggt ggcg gaggat ct gg cggt ggcgag at cgtgat ga cccagtcccc tagcaccctg 720
agcgccagcg tgggagatcg cgtgatcatc acatgccagg cctccgagat catccacagc 780
tggctggctt ggtatcagca gaaacct gga aaagctccca agctcctgat ctatctggec 840
agcaccctgg cctctggecgt gcccagcaga ttcagcggct ccggcagcgg cgctgagttt 900
accctgacaa tcagctccct gcagcctgac gattttgecta cctactattg tcagaacgtg 960
tacctggcct ccaccaacgg cgccaacttt ggccagggaa caaagctgac cgtgctgaag 1020
cgtacggt gg ccgctcccag cgtgttcatc ttccccccca gcgacgagca gct gaagagc 1080
ggcaccgcca gcgtggtgtg cctgctgaac aacttctacc cccgggaggc caaggtgcag 1140
t ggaaggt gg acaacgccct gcagagcggc aacagccagg agagcgtcac cgagcaggac 1200
agcaaggact ccacctacag cctgagcagc accctgaccc tgagcaaggc cgactacgag 1260
aagcat aagg tgtacgcctg cgaggtgacc caccagggcc tgtccagccc cgtgaccaag 1320
agcttcaaca ggggcgagtg ¢ 1341
3-127 Sequences
3-127-1 Sequence Number [ID] 127
3-127-2 Molecule Type DNA
3-127-3 Length 357
3-127-4 Features misc_feature 1..357
Location/Qualifiers note=Synthetic polynucleotide
source 1..357
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-127-5 Residues gaagt gcagc tgctggaatc tggcggcgga ctggtgcagce ctggcggectc cctgaggetg 60

tcttgtgecg cctecggett caccttctcc agetacgcca tgtcctgggt ccgacaggec 120
cctggcaagg gcctggagtg ggtgtccgec atctccgget ccggeggetc tacctactac 180
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gccgact ccg tgaagggecg gttcaccatc tcccgggaca actccaagaa caccctgtac 240
ctgcagatga actccctgag ggccgaggac accgccgtgt actactgcgc cagacagcgg 300
tactacttcg gcgagttcga cctgtggggc cagggcaccc tggtcaccgt gtcctcc 357

3-128 Sequences
3-128-1 Sequence Number [ID] 128
3-128-2 Molecule Type DNA
3-128-3 Length 360
3-128-4 Features misc_feature 1..360
Location/Qualifiers note=Synthetic polynucleotide
source 1..360
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-128-5 Residues gaagt ccagc tggtggaaag cggcggaggc ctggtccagc caggcggatc cctgaggctc 60
agctgcaccg cctctggett ctccctgacc gactactact atatgacttg ggtccgccag 120
gctcccggaa aaggactcga atgggtcgga ttcatcgacc ccgacgacga cccttactac 180
gccacct ggg ccaagggcag attcaccatc agcagagaca acagcaagaa cacactctat 240
ctccagatga actccctgag ggct gaagat accgctgtct attactgcgc tggcggcgac 300
cacaactccg gctggggecct ggatatctgg ggacagggca cactcgtgac agtgtccagc 360
3-129 Sequences
3-129-1 Sequence Number [ID] 129
3-129-2 Molecule Type DNA
3-129-3 Length 45
3-129-4 Features misc_feature 1..45
Location/Qualifiers note=Synthetic polynucleotide
source 1..45
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-129-5 Residues ggct ct ggcg gaggcggaag tggt ggcgga ggat caggcg gcgga 45
3-130 Sequences
3-130-1 Sequence Number [ID] 130
3-130-2 Molecule Type AA
3-130-3 Length 460
3-130-4 Features REGION 1..460
Location/Qualifiers note=Synthetic polypeptide
source 1..460
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-130-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBW/RQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SCGSGGGGSG GGGSGGGEVQ 240
LVESGGEELVQ PGGSLRLSCT ASGFSLTDYY YMIWRQAPG KGLEW/GFI D PDDDPYYATW 300
AKGRFTI SRD NSKNTLYLQM NSLRAEDTAV YYCAGGDHNS GWGELDI WBQG TLVTVSSAST 360
KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF PEPVTVSWNS GALTSGVHTF PAVLQSSGLY 420
SLSSWTVPS SSLGTQTYI C NVNHKPSNTK VDKRVEPKSC 460
3-131 Sequences
3-131-1 Sequence Number [ID] 131
3-131-2 Molecule Type DNA
3-131-3 Length 1380
3-131-4 Features misc_feature 1..1380
Location/Qualifiers note=Synthetic polynucleotide
source 1..1380
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-131-5 Residues gaagt gcagc tgctggaatc tggcggcgga ctggtgcagc ctggcggcetc cctgaggcetg 60

tcttgtgeccg cctcecggett caccttctcc agctacgcca tgtcctgggt ccgacaggec 120
cctggcaagg gcctggagtg ggtgtccgec atctccgget ccggeggetc tacctactac 180
gccgactccg tgaagggcecg gttcaccatc tcccgggaca actccaagaa caccctgtac 240
ctgcagatga actccctgag ggccgaggac accgccgtgt actactgcgc cagacagcgg 300
tactacttcg gcgagttcga cctgtggggc cagggcaccc tggtcaccgt gtcctccgec 360
tccaccaagg gaccctccgt gttccctctg gccccttcca gcaagtccac ctctggecgge 420
accgccgcetc tgggetgect ggtcaaggac tacttccccg agcccgtgac cgtgtcctgg 480
aact ccggcg ctctgacctc cggcgtgcac accttccctg ccgtgetgeca gtcctccgge 540
ctgtactccc tgtcctccgt cgtgaccgtg ccctccaget ctctgggcac ccagacctac 600
atctgcaacg tgaaccacaa gccctccaac accaaagtgg acaagcgggt ggaacccaag 660
tcctgecgget ctggcggagg cggaagt ggt ggcggaggat caggcggcgg agaagtccag 720
ct ggt ggaaa gcggcggagg cctggtccag ccaggcggat ccctgagget cagcetgcacc 780
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gcct ct gget
aaaggact cg
gccaagggca
aact ccctga
ggct ggggec
aagggcccct

gct ct gggct
ggcgecct ga

tctccct gac
aat gggt cgg
gatt caccat
gggct gaaga
tggatatctg
ccgtgttcce
gcct ggt gaa
cct cecggegt

cgact act ac
att cat cgac
cagcagagac
taccgctgtc
gggacagggc
tct ggccect
ggact acttc
gcacaccttc

tatatgactt
cccgacgacg
aacagcaaga
tattactgcg
acact cgt ga
t ccagcaagt
cct gagectg
cctgecegt ge

gggt ccgeca
acccttacta
acacactcta
ctggcggcga
cagt gt ccag
ctacctctgg
tgacagtgtc
tgcagtcctc

ggct cccgga
cgccacct gg
tctccagatg
ccacaactcc
cgccagcacc
cggcaccgct
ct ggaact ct
cggcct gt ac

840
900
960
1020
1080
1140
1200
1260

tccctgtcct ccgtggtgac agtgecttcc tccagectgg gcacccagac ctatatctge 1320
aacgt gaacc acaagccttc caacaccaag gtggacaagc gggt ggagcc taagtcatgc 1380
3-132 Sequences
3-132-1 Sequence Number [ID] 132
3-132-2 Molecule Type DNA
3-132-3 Length 324
3-132-4 Features misc_feature 1..324
Location/Qualifiers note=Synthetic polynucleotide
source 1..324
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-132-5 Residues tcctacgagc tgacccagcc tccctcegtg tcegtgtctc ctggccagac cgectccatc 60
acctgttccg gcgacaagct gggcgataag tacgcctact ggtatcagca gaagcccgge 120
cagtcccctg tgctggtcat ctaccaggac tccaagcggc cctccggcat ccctgagcgg 180
ttctccgget ccaactccgg caacaccgcc accctgacca tctccggcac ccaggccgag 240
gacgaggccg actactactg ccaggccttc gactacctgt actccctggg cgtgttcgge 300
ggaggcacca agctgaccgt gctg 324
3-133 Sequences
3-133-1 Sequence Number [ID] 133
3-133-2 Molecule Type DNA
3-133-3 Length 333
3-133-4 Features misc_feature 1..333
Location/Qualifiers note=Synthetic polynucleotide
source 1..333
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-133-5 Residues gagat cgt ga tgacccagtc cccttccacc ctgtccgect ccgtgggcga cagagtgatc 60
atcacctgtc aggcctccga gatcatccac agctggetgg cttggtatca gcagaaacct 120
ggcaaggccc ctaagctgcet gatctacctg gcctccaccec tggectccgg cgtgecctcc 180
agattctccg gatctggctc tggcgeccgag ttcaccctga caatcagctc cctgcagccc 240
gacgacttcg ccacctacta ctgtcagaac gtgtacctgg ccagcaccaa cggcgccaac 300
ttcggccagg gcacaaaact gacagtgctg aag 333
3-134 Sequences
3-134-1 Sequence Number [ID] 134
3-134-2 Molecule Type DNA
3-134-3 Length 45
3-134-4 Features misc_feature 1..45
Location/Qualifiers note=Synthetic polynucleotide
source 1..45
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-134-5 Residues ggctctggt g gcggaggat ¢ tggcggaggc ggttctggcg gcgga 45
3-135 Sequences
3-135-1 Sequence Number [ID] 135
3-135-2 Molecule Type AA
3-135-3 Length 447
3-135-4 Features REGION 1..447
Location/Qualifiers note=Synthetic polypeptide
source 1..447
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-135-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQKPG QSPVLVI YQD SKRPSG PER 60

FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYLYSLGVFG GGTKLTVLGQ PKAAPSVTLF
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECSGSGGGG SGGGGSGGGE | VMIQSPSTL
TCQASE! | HS W.AWYQQKPG KAPKLLI YLA STLASGVPSR FSGSGSGAEF
TLTI SSLQPD DFATYYCQNV YLASTNGANF GQGTKLTVLK RTVAAPSVFI
GTASWCLLN NFYPREAKVQ WKVDNALQSG NSQESVTEQD SKDSTYSLSS TLTLSKADYE

SASVGDRVI |

KHKVYACEVT

HQGLSSPVTK SFNRGEC

FPPSDEQLKS

120
180
240
300
360
420
447
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3-136 Sequences
3-136-1 Sequence Number [ID] 136
3-136-2 Molecule Type DNA
3-136-3 Length 1341
3-136-4 Features misc_feature 1..1341
Location/Qualifiers note=Synthetic polynucleotide
source 1..1341
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-136-5 Residues tcctacgagc tgacccagcc tccctcegtg tcegtgtctc ctggeccagac cgectccatc 60
acctgttccg gcgacaagct gggcgataag tacgcctact ggtatcagca gaagcccgge 120
cagtcccctg tgctggtcat ctaccaggac tccaagcggc cctccggcat ccctgagcgg 180
ttctccgget ccaactccgg caacaccgcc accctgacca tctccggcac ccaggccgag 240
gacgaggccg actactactg ccaggccttc gactacctgt actccctggg cgtgttcgge 300
ggaggcacca agctgaccgt gctgggccag cccaaggccg ctccttccgt gaccctgttc 360
cctccatcct ccgaggaact gcaggccaac aaggccaccc tcgtgtgect gatctccgac 420
ttctaccctg gcgecgtgac cgtggectgg aaggccgaca gcetctcctgt gaaggccgge 480
gt ggaaacca ccaccccttc caagcagtcc aacaacaaat acgccgcctc ctcctacctg 540
tccctgaccc ctgagcagtg gaagtcccac cggtcctaca gctgccaagt cacacacgag 600
ggct ccaccg tggaaaagac cgtggcccct accgagtgct ccggctctgg tggcggagga 660
tctggcggag gcggttctgg cggcggagag atcgtgatga cccagtcccc ttccaccctg 720
tccgectccg tgggcgacag agtgatcatc acctgtcagg cctccgagat catccacagc 780
tggctggett ggtatcagca gaaacctggc aaggccccta agctgcetgat ctacctggec 840
tccaccctgg cctccecggegt geccctccaga ttctccggat ctggetctgg cgeccgagttc 900
accct gacaa tcagctccct gcagcccgac gacttcgeca cctactactg tcagaacgtg 960
tacctggcca gcaccaacgg cgccaacttc ggccagggca caaaactgac agtgctgaag 1020
cgtacggt gg ccgctcccag cgtgttcatc ttccccccca gcgacgagca gct gaagagc 1080
ggcaccgcca gcgtggtgtg cctgctgaac aacttctacc cccgggaggc caaggtgcag 1140
t ggaaggt gg acaacgccct gcagagcggc aacagccagg agagcgtcac cgagcaggac 1200
agcaaggact ccacctacag cctgagcagc accctgaccc tgagcaaggc cgactacgag 1260
aagcat aagg tgtacgcctg cgaggtgacc caccagggcc tgtccagccc cgtgaccaag 1320
agcttcaaca ggggcgagtg ¢ 1341
3-137 Sequences
3-137-1 Sequence Number [ID] 137
3-137-2 Molecule Type DNA
3-137-3 Length 357
3-137-4 Features misc_feature 1..357
Location/Qualifiers note=Synthetic polynucleotide
source 1..357
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-137-5 Residues caagt gcagc tgctggaatc tggcggcgga ctggtgcagc ctggecggetc cctgaggetg 60
tcttgtgccg cctcecggett caccttctcc agctacgcca tgtcctgggt ccgacaggecc 120
cctggcaagg gcctggagt g ggt gt ccgge ctgggeccacg tgggctacac cacctacacc 180
gact ccgt ga agggccggtt caccatctcc cgggacaact ccaagaacac cctgtacctg 240
cagat gaact ccctgagggc cgaggacacc gccgtgtact actgcgccag agactacctg 300
gacttcggct actacttcga cgtgtggggc cagggcaccc tggtcaccgt gtcctcce 357
3-138 Sequences
3-138-1 Sequence Number [ID] 138
3-138-2 Molecule Type DNA
3-138-3 Length 360
3-138-4 Features misc_feature 1..360
Location/Qualifiers note=Synthetic polynucleotide
source 1..360
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-138-5 Residues gaagt gcagc tggtcgagag tggcggaggc ctcgtccagc caggcggatc cctgaggctc 60
agct gcaccg cctctggett ctccctgacc gactactact atatgacttg ggtccgccag 120
gctcccggaa aaggact cga at gggtcgga ttcatcgacc ccgacgacga cccctactac 180
gccacct ggg ccaagggcag attcaccatc agcagagaca acagcaagaa cacactctat 240
ctccagatga actccctgag ggct gaagat accgctgtct attactgcgc tggcggcgac 300
cacaactccg gctggggcct ggatatctgg ggacagggca cactcgtgac agt gt ccagc 360
3-139 Sequences
3-139-1 Sequence Number [ID] 139
3-139-2 Molecule Type DNA
3-139-3 Length 45
3-139-4 Features misc_feature 1..45

Location/Qualifiers

note=Synthetic polynucleotide
source 1..45
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3-139-5

NonEnglishQualifier Value
Residues

mol_type=other DNA
organism=synthetic construct

ggctctggcg gaggcggaag tggtggcgga ggatcaggcg gcgga

45

3-140

3-140-1
3-140-2
3-140-3
3-140-4

3-140-5

Sequences
Sequence Number [ID]
Molecule Type

Length

Features
Location/Qualifiers

NonEnglishQualifier Value
Residues

140

AA

460

REGION 1..460
note=Synthetic polypeptide
source 1..460
mol_type=protein
organism=synthetic construct

QVQLLESGGG LVQPGGSLRL SCAASGFTFS
DSVKGRFTI S RDNSKNTLYL QVNSLRAEDT
STKGPSVFPL APSSKSTSGG TAALGCLVKD
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN
LVESGGGLVQ PGGSLRLSCT ASGFSLTDYY
AKGRFTI SRD NSKNTLYLQM NSLRAEDTAV
KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF

SLSSWTVPS SSLGTQTYlI C NVNHKPSNTK

SYAMBWRQA PGKGLEWSG LGHVGYTTYT 60

AVYYCARDYL DFGYYFDVWG QGTLVTVSSA 120
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
TKVDKRVEPK SCGSGEEESG GGGSGEEEVQ 240
YMI'WRQAPG KGLEWGFI D PDDDPYYATW 300
YYCAGGDHNS GAGLDI WBQG TLVTVSSAST 360
PEPVTVSVNS GALTSGVHTF PAVLQSSGLY 420

VDKRVEPKSC

460

3-141

3-141-1
3-141-2
3-141-3
3-141-4

3-141-5

Sequences
Sequence Number [ID]
Molecule Type

Length

Features
Location/Qualifiers

NonEnglishQualifier Value
Residues

141
DNA
1380

misc_feature 1..1380
note=Synthetic polynucleotide
source 1..1380

mol_type=other DNA

organism=synthetic construct

caagt gcagc
tcttgtgeceg
cct ggcaagg
gact ccgt ga
cagat gaact
gact t cggct
t ccaccaagg
accgccgcetc
aact ct ggcg
ctgtactccc
at ct gcaacg
t cct gcggcet
ct ggt cgaga
gcct ct gget
aaaggact cg
gccaagggca
aact ccctga
ggct ggggee
aagggcccct
gct ct gggct
ggcgecect ga
tccectgtcect
aacgt gaacc

t gct ggaat ¢
cctcecggcett
gcct ggagt g
agggceggt t
ccct gagggce
actacttcga
gaccct ccgt
t gggct gect
ccctgacctc
tgtcctccgt
t gaaccacaa
ct ggcggagg
gt ggcggagg
tct cecct gac
aat gggt cgg
gat t caccat
gggct gaaga
tggatatctg
ccgtgttcce
gcct ggt gaa
cct cecggegt
ccgt ggt gac
acaagccttc

t ggcggegga
caccttctcc
ggt gt ccgge
caccatctcc
cgaggacacc
cgt gt ggggce
gttccctctg
ggt caaggac
cggcgt gcac
cgtgaccgtg
gccct ccaac
cggaagt ggt
cctcgt ccag
cgact act ac
att cat cgac
cagcagagac
taccgctgtc
gggacagggc
tctggccect
ggactacttc
gcacaccttc
agtgccttcce
caacaccaag

ct ggt gcagce
agctacgcca
ct gggccacg
cgggacaact
gccgt gt act
cagggcaccc
gccccttcca
tacttccccg
accttccctg
ccct ccagcet
accaaagt gg
ggcggaggat
ccaggcggat
tatatgactt
cccgacgacg
aacagcaaga
tattactgcg
acact cgt ga
t ccagcaagt
cctgagcctg
cctgeegt ge
t ccagcct gg
gt ggacaagc

ct ggcggcetc

t gt cct gggt
t gggct acac

ccaagaacac
act gcgccag
t ggt caccgt
gcaagt ccac
agcccgt gac
ccgtgctgca
ct ct gggcac
acaagcgggt
caggcggegg
ccct gaggcet
gggt ccgeca
acccctacta
acacactcta
ctggcggcga
cagt gt ccag
ctacctctgg
tgacagtgtc
tgcagtcctc
gcacccagac

gggt ggagec

cct gaggctg
ccgacaggcc
cacct acacc
cctgtacctg
agactacctg
gtcctccgee
ctct ggcggce
cgtgtcctgg
gtcct ccgge
ccagacct ac
ggaacccaag
agaagt gcag
cagct gcacc
ggct cccgga
cgccacct gg
tctccagatg
ccacaactcc
cgccagcacc
cggcaccgct
ct ggaact ct
cggcct gt ac
ctatatctgc
t aagt cat gc

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380

3-142

3-142-1
3-142-2
3-142-3
3-142-4

3-142-5

Sequences
Sequence Number [ID]
Molecule Type

Length

Features
Location/Qualifiers

NonEnglishQualifier Value
Residues

142
DNA
318

misc_feature 1..318
note=Synthetic polynucleotide

source 1..318

mol_type=other DNA

organism=synthetic construct

t cct acgagc
acctgttccg
caggcccctg
ttctccgget
gacgaggccg
accaagct ga

t gacccagcc
gcgacaagat
t gct ggt cat
ccaactccgg
actactactg
ccgtgetg

cctgtcecgtg
cggcaagaaa
ct acgacgac
caacaccgcc
ccaggcect gg

tctgtggetc
t acgt gcact
t ccgaccggce
accct gacca
gacat gcagt

t gggccagac
ggt at cagca
cct ccggceat
t ct ccagagc
ccgtggtgtt

cgcccggat ¢
gaagcccggce
ccct gagegg
ccaggccggce
cggcggaggc

60

120
180
240
300
318

3-143

Sequences
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3-143-1 Sequence Number [ID] 143
3-143-2 Molecule Type DNA
3-143-3 Length 333
3-143-4 Features misc_feature 1..333
Location/Qualifiers note=Synthetic polynucleotide
source 1..333
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-143-5 Residues gagat cgtga tgacccagtc cccttccacc ctgtccgect ccgtgggcga cagagtgatc 60
atcacctgtc aggcctccga gatcatccac agctggetgg cttggtatca gcagaaacct 120
ggcaaggctc ccaagctgct gatctacctg gcctccaccc tggectccgg cgtgeccctce 180
agattctccg gatctggctc tggcgccgag ttcaccctga caatcagctc cctgcagccc 240
gacgacttcg ccacctacta ctgtcagaac gtgtacctgg ccagcaccaa cggcgccaac 300
ttcggccagg gcacaaaact gacagtgctg aag 333
3-144 Sequences
3-144-1 Sequence Number [ID] 144
3-144-2 Molecule Type DNA
3-144-3 Length 45
3-144-4 Features misc_feature 1..45
Location/Qualifiers note=Synthetic polynucleotide
source 1..45
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-144-5 Residues ggctctggtg gcggaggat ¢ tggcggagge ggttctggeg gcgga 45
3-145 Sequences
3-145-1 Sequence Number [ID] 145
3-145-2 Molecule Type AA
3-145-3 Length 445
3-145-4 Features REGION 1..445
Location/Qualifiers note=Synthetic polypeptide
source 1..445
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-145-5 Residues SYELTQPLSV SVALGQTARI TCSGDKI GKK YVHWQQKPG QAPVLVI YDD SDRPSG PER 60
FSGSNSGNTA TLTI SRAQAG DEADYYCQAW DMQSVWWFGGG TKLTVLGQPK AAPSVTLFPP 120
SSEELQANKA TLVCLI SDFY PGAVTVAVWKA DSSPVKAGVE TTTPSKQSNN KYAASSYLSL 180
TPEQUKSHRS YSCQVTHEGS TVEKTVAPTE CSGSGGGGSG GGGSGGGEl V. MIQSPSTLSA 240
SVGDRVI | TC QASEI | HSW. AWYQQKPGKA PKLLI YLAST LASGVPSRFS GSGSGAEFTL 300
TI SSLQPDDF ATYYCONVYL ASTNGANFGQ GTKLTVLKRT VAAPSVFI FP PSDEQLKSGT 360
ASVWCLLNNF YPREAKVQAK VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH 420
KVYACEVTHQ GLSSPVTKSF NRGEC 445
3-146 Sequences
3-146-1 Sequence Number [ID] 146
3-146-2 Molecule Type DNA
3-146-3 Length 1335
3-146-4 Features misc_feature 1..1335
Location/Qualifiers note=Synthetic polynucleotide
source 1..1335
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-146-5 Residues tcctacgagc tgacccagcc cctgtcecgtg tctgtggetc tgggccagac cgcccggatc 60
acctgttccg gcgacaagat cggcaagaaa tacgtgcact ggtatcagca gaagcccggc 120
caggcccctg tgctggtcat ctacgacgac tccgaccgge cctccggcat ccctgagcgg 180
ttctccggcet ccaactccgg caacaccgcc accctgacca tctccagagc ccaggccgge 240
gacgaggccg actactactg ccaggcctgg gacat gcagt ccgtggtgtt cggcggaggc 300
accaagctga ccgtgctggg ccagcccaag gccgcetccct ctgtgaccct gttccctcca 360
tcctccgagg aact gcaggc caacaaggcc accctcgtgt gecctgatctc cgacttctac 420
cctggegecg tgaccgtgge ctggaaggcc gacagctctc ctgtgaaggc cggcgt ggaa 480
accaccaccc cttccaagca gtccaacaac aaatacgccg cctcctccta cctgtccctg 540

acccct gagc
accgt ggaaa
ggaggcggt t
tccgt gggeg
gcttggtatc
ctggect ccg
acaat cagct
gccagcacca

agt ggaagt ¢
agaccgt ggc
ct ggcggegg
acagagt gat
agcagaaacc
gcgt gcectc
ccct gcagece
acggcgccaa

ccaccggtcc
ccctaccgag
agagat cgtg
cat cacct gt
t ggcaaggct
cagattctcc
cgacgacttc
cttcggccag

tacagct gcc
t gct ccggcet
at gacccagt
caggcct ccg
cccaagct gc
ggat ct ggct
gccacct act
ggcacaaaac

aagt cacaca
ct ggt ggcgy
ccccttcecac
agat cat cca
tgatctacct
ctggcgccga
act gt cagaa
t gacagt gct

cgagggct cc
aggat ct ggc
cctgtccgece
cagctggctg
ggcct ccacc
gttcaccctg
cgtgtacctg
gaagcgt acg

600
660
720
780
840
900
960
1020
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gtggccgetc ccagegtgtt catcttcccc cccagcgacg agcagct gaa gagcggcacc 1080
gccagegtgg tgtgectget gaacaacttc tacccccggg aggccaaggt gcagt ggaag 1140
gt ggacaacg ccctgcagag cggcaacagc caggagagcg tcaccgagca ggacagcaag 1200
gact ccacct acagcctgag cagcaccctg accctgagca aggccgacta cgagaagcat 1260
aaggtgtacg cctgcgaggt gacccaccag ggcctgtcca gccccgt gac caagagcttc 1320
aacaggggcg agtgc 1335
3-147 Sequences
3-147-1 Sequence Number [ID] 147
3-147-2 Molecule Type DNA
3-147-3 Length 348
3-147-4 Features misc_feature 1..348
Location/Qualifiers note=Synthetic polynucleotide
source 1..348
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-147-5 Residues caagtgcagc tgctggaatc tggcggcgga ctggtgcage ctggecggetc cctgaggetg 60
tcttgtgccg cctcecggett caccttctcc cggtactgga tctcctgggt ccgacaggec 120
cctggcaagg gcctggagtg ggtgtcctac atcgactcca ccggcacctt catcaactac 180
gccgactccg tgaagggccg gttcaccatc agccgggaca actccaagaa caccctgtac 240
ctgcagatga actccctgag ggccgaggac accgccgtgt actactgcgc cagaggcggc 300
agcctgttcg actactgggg ccagggcacc ctggtcaccg tgtcctcce 348
3-148 Sequences
3-148-1 Sequence Number [ID] 148
3-148-2 Molecule Type DNA
3-148-3 Length 360
3-148-4 Features misc_feature 1..360
Location/Qualifiers note=Synthetic polynucleotide
source 1..360
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-148-5 Residues gaagt gcagc tggtcgagag tggcggaggc ctcgtccagc caggcggatc cctgaggctc 60
agctgcaccg cctctggett ctccctgacc gactactact acatgacatg ggtccgccag 120
gctcccggaa aaggactcga atgggtcgga ttcatcgacc ccgacgacga cccctactac 180
gccacctggg ccaagggcag attcaccatc tccagagata acagcaagaa cacactctat 240
ctccagatga actccctgag ggctgaagat accgctgtct attactgcgc tggcggcgac 300
cacaactccg gctggggect ggatatctgg ggacagggaa cactcgtgac agtgtccagc 360
3-149 Sequences
3-149-1 Sequence Number [ID] 149
3-149-2 Molecule Type AA
3-149-3 Length 457
3-149-4 Features REGION 1..457
Location/Qualifiers note=Synthetic polypeptide
source 1..457
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-149-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SWRQA PGKGLEW/SY | DSTGTFI NY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSCG SGGGGSGGGG SGGGEVQLVE 240
SGGGELVQPGG SLRLSCTASG FSLTDYYYMI' WRQAPGKGL EWGHI DPDD DPYYATWAKG 300
RFTI SRDNSK NTLYLQWNSL RAEDTAVYYC AGGDHNSGWG LDl WEQGTLV TVSSASTKGP 360
SVFPLAPSSK STSGGTAALG CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS 420
SWTVPSSSL GTQTYlI CNVN HKPSNTKVDK RVEPKSC 457
3-150 Sequences
3-150-1 Sequence Number [ID] 150
3-150-2 Molecule Type DNA
3-150-3 Length 1371
3-150-4 Features misc_feature 1..1371
Location/Qualifiers note=Synthetic polynucleotide
source 1..1371
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-150-5 Residues caagt gcagc tgctggaatc tggcggcgga ctggtgcagc ctggcggctc cctgaggctg 60
tcttgtgeccg cctcecggett caccttctcc cggtactgga tctcctgggt ccgacaggec 120
cctggcaagg gcctggagtg ggtgtcctac atcgactcca ccggcacctt catcaactac 180
gccgact ccg tgaagggcecg gttcaccatc agccgggaca actccaagaa caccctgtac 240
ctgcagatga actccctgag ggccgaggac accgccgtgt actactgcgc cagaggcggc 300
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agcctgttcg
ggaccct ccg

ctgggct gcc
gccct gacct

act act gggg
tgttccctct
t ggt caagga
ccggegt gca

ccagggcacc
ggccecttcce
ctacttcccc
caccttccct

ct ggt caccg
agcaagt cca
gagcccgt ga
gccgtget ge

tgtcctcege
cctctggcgg
ccgtgtectg
agtcctccgg

ctccaccaag
caccgccgct
gaact ct ggc
cctgtactcc

360
420
480
540

ctgtcctccg tcgtgaccgt gccctccage tctctgggca cccagaccta catctgcaac 600
gt gaaccaca agccctccaa caccaaagtg gacaagcggg tggaacccaa gtcctgcggc 660
tctggcggag gcggaagt gg tggcggagga tcaggcggcg gagaagt gca gct ggt cgag 720
agt ggcggag gcctcgtcca gccaggcgga tccctgagge tcagetgecac cgectctgge 780
ttctcecctga ccgactacta ctacatgaca tgggtccgec aggctcccgg aaaaggact c 840
gaat gggtcg gattcatcga ccccgacgac gacccctact acgccacctg ggccaagggc 900
agattcacca tctccagaga taacagcaag aacacactct atctccagat gaactccctg 960
agggct gaag ataccgctgt ctattactgc gctggcggcg accacaactc cggct gggge 1020
ctggatatct ggggacaggg aacactcgtg acagtgtcca gcgccagcac caagggcccc 1080
tcecgtgttcec ctctggecce ttccagcaag tctacctctg gcggcaccgce tgcetctggge 1140
tgcctggt ga aggactactt ccctgagcct gtgacagtgt cctggaactc tggcgccctg 1200
acctccggcg tgcacacctt ccctgccgtg ctgcagtcct ccggectgta ctccctgtcc 1260
tccgtggtga cagtgecttc ctccagecctg ggcacccaga cctatatctg caacgtgaac 1320
cacaagcctt ccaacaccaa ggtggacaag cgggtggagc ctaagtcatg c 1371
3-151 Sequences
3-151-1 Sequence Number [ID] 151
3-151-2 Molecule Type DNA
3-151-3 Length 318
3-151-4 Features misc_feature 1..318
Location/Qualifiers note=Synthetic polynucleotide
source 1..318
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-151-5 Residues gacat ccaga tgacccagag cccctccagc ctgtccgect ccgtgggcga cagagtgacc 60
atcacctgtc gggcctccca gggcatcatc tcctacctgg gctggtatca gcagaagccc 120
ggcaaggccc ctaagctgct gatctacgcc gccagctccc tgcagtccgg cgtgecctcc 180
agattctccg gctctggetc cggcaccgac ttcaccctga ccatctccag cctgcageccec 240
gaggacttcg ccacctacta ctgccagcag tacgacgccc tgaacacctt cggccagggc 300
accaaagt gg aaat caag 318
3-152 Sequences
3-152-1 Sequence Number [ID] 152
3-152-2 Molecule Type DNA
3-152-3 Length 333
3-152-4 Features misc_feature 1..333
Location/Qualifiers note=Synthetic polynucleotide
source 1..333
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-152-5 Residues gagat cgtga tgacccagtc ccctagcacc ctgagcgcca gcgtgggaga tcgecgtgatc 60
at cacat gcc aggcctccga gatcatccac agctggctgg cttggtatca gcagaaacct 120
ggaaaagctc ccaagctcct gatctatctg gccagcaccc tggectctgg cgtgcccage 180
agattcagcg gctccggcag cggcecgetgag tttaccctga caatcagetc tctgecagect 240
gacgattttg ctacctacta ttgtcagaac gtgtacctgg cctccaccaa cggcgccaac 300
tttggccagg gaacaaagct gaccgtgctg aag 333
3-153 Sequences
3-153-1 Sequence Number [ID] 153
3-153-2 Molecule Type DNA
3-153-3 Length 45
3-153-4 Features misc_feature 1..45
Location/Qualifiers note=Synthetic polynucleotide
source 1..45
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-153-5 Residues ggctccggcg gaggcggatc tggtggcgga ggatctggeg gt gge 45
3-154 Sequences
3-154-1 Sequence Number [ID] 154
3-154-2 Molecule Type AA
3-154-3 Length 446
3-154-4 Features REGION 1..446

Location/Qualifiers

NonEnglishQualifier Value

note=Synthetic polypeptide
source 1..446
mol_type=protein
organism=synthetic construct
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3-154-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQA | SYLGAYQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI KRTVA APSVFI FPPS 120
DEQLKSGTAS WCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQGL SSPVTKSFNR GECGSGGGEGS GGGGSGECGEI VMIQSPSTLS 240
ASVCDRVI | T CQASEI | HSW LAWQQKPGK APKLLI YLAS TLASGVPSRF SGSGSGAEFT 300
LTI SSLQPDD FATYYCQNVY LASTNGANFG QGTKLTVLKR TVAAPSVFI F PPSDEQLKSG 360
TASVWWCLLNN FYPREAKVQW KVDNALQSGN SQESVTEQDS KDSTYSLSST LTLSKADYEK 420
HKVYACEVTH QGLSSPVTKS FNRGEC 446
3-155 Sequences
3-155-1 Sequence Number [ID] 155
3-155-2 Molecule Type DNA
3-155-3 Length 1338
3-155-4 Features misc_feature 1..1338
Location/Qualifiers note=Synthetic polynucleotide
source 1..1338
mol_type=other DNA
organism=synthetic construct
NonEnglishQualifier Value
3-155-5 Residues gacat ccaga tgacccagag cccctccagc ctgtccgect ccgtgggcga cagagt gacc 60
atcacctgtc gggcctccca gggcatcatc tcctacctgg gctggtatca gcagaagccc 120
ggcaaggccc ctaagctgcet gatctacgcc gccagcetccc tgcagtccgg cgtgeccctcc 180
agattctccg gctctggetc cggcaccgac ttcaccctga ccatctccag cctgcagccc 240
gaggacttcg ccacctacta ctgccagcag tacgacgccc tgaacacctt cggccagggc 300
accaaagt gg aaat caagcg gaccgtggcc gctccctccg tgttcatctt cccaccctcc 360
gacgagcagc tgaagtccgg caccgcctcc gtcgtgtgec tgctgaacaa cttctaccct 420
cgcgaggcca aagtgcagt g gaaagtggac aacgccctgc agagcggcaa ctcccaggaa 480
tccgtcaccg agcaggact c caaggacagc acctactccc tgtcctccac cctgaccctg 540
t ccaaggccg act acgagaa gcacaaagtg tacgcctgcg aagt gaccca ccagggcctg 600
tccagccccg tgaccaagtc cttcaaccgg ggcgagtgtg gectccggecgg aggcggat ct 660
ggt ggcggag gat ctggcgg tggcgagat c gt gat gaccc agtcccctag caccctgagec 720
gccagegt gg gagat cgcgt gatcatcaca tgccaggcct ccgagatcat ccacagctgg 780
ctggcttggt atcagcagaa acctggaaaa gctcccaagc tcctgatcta tctggccage 840
accctggcct ctggegtgec cagcagattc agcggctccg gcagcggcge tgagtttacc 900
ctgacaatca gctctctgca gcctgacgat tttgctacct actattgtca gaacgtgtac 960
ctggcctcca ccaacggcgc caactttggc cagggaacaa agctgaccgt gctgaagcgt 1020
acggt ggccg ctcccagecgt gttcatcttc ccccccagcg acgagcagct gaagagcggc 1080
accgccagcg tggtgtgect gctgaacaac ttctaccccc gggaggccaa ggtgcagtgg 1140
aaggt ggaca acgccctgca gagcggcaac agccaggaga gcgtcaccga gcaggacagc 1200
aaggact cca cctacagcct gagcagcacc ctgaccctga gcaaggccga ctacgagaag 1260
cat aaggt gt acgcctgcga ggtgacccac cagggcctgt ccagccccgt gaccaagagc 1320
ttcaacaggg gcgagtgc 1338
3-156 Sequences
3-156-1 Sequence Number [ID] 156
3-156-2 Molecule Type AA
3-156-3 Length 178
3-156-4 Features source 1..178
Location/Qualifiers mol_type=protein
organism=Homo sapiens
NonEnglishQualifier Value
3-156-5 Residues MDRAARCSGA SSLPLLLALA LGLVI LHCVWW ADGNSTRSPE TNGLLCGDPE ENCAATTTQS 60
KRKGHFSRCP KQYKHYCl KG RCRFVWWAEQT PSCVCDEGYl GARCERVDLF YLRGDRGQ L 120
VI CLI AYMW FI | LVI GVCT CCHPLRKRRK RKKKEEEMET LGKDI TPINE DI EETNIA 178
3-157 Sequences
3-157-1 Sequence Number [ID] 157
3-157-2 Molecule Type AA
3-157-3 Length 87
3-157-4 Features source 1..87
Location/Qualifiers mol_type=protein
organism=Homo sapiens
NonEnglishQualifier Value
3-157-5 Residues MDGNSTRSPE TNGLLCGDPE ENCAATTTQS KRKGHFSRCP KQYKHYCl KG RCRFWWAEQT 60
PSCVCDEGYl GARCERVDLF YHHHHHH 87
3-158 Sequences
3-158-1 Sequence Number [ID] 158
3-158-2 Molecule Type AA
3-158-3 Length 80
3-158-4 Features source 1..80
Location/Qualifiers mol_type=protein
organism=Homo sapiens
NonEnglishQualifier Value
3-158-5 Residues DGNSTRSPET NGLLCGDPEE NCAATTTQSK RKGHFSRCPK QYKHYCI KGR CRFVWWAEQTP 60

SCVCDEGYl G ARCERVDLFY

80
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3-159 Sequences
3-159-1 Sequence Number [ID] 159
3-159-2 Molecule Type AA
3-159-3 Length 108
3-159-4 Features source 1..108
Location/Qualifiers mol_type=protein
organism=Homo sapiens
NonEnglishQualifier Value
3-159-5 Residues KRTVAAPSVF | FPPSDEQLK SGTASVVCLL NNFYPREAKV QAKVDNALQS GNSQESVTEQ 60
DSKDSTYSLS STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC 108
3-160 Sequences
3-160-1 Sequence Number [ID] 160
3-160-2 Molecule Type AA
3-160-3 Length 103
3-160-4 Features source 1..103
Location/Qualifiers mol_type=protein
organism=Homo sapiens
NonEnglishQualifier Value
3-160-5 Residues ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS WNSGALTSGY HTFPAVLQSS 60
GLYSLSSWT VPSSSLGTQT Yl CNVNHKPS NTKVDKRVEP KSC 103
3-161 Sequences
3-161-1 Sequence Number [ID] 161
3-161-2 Molecule Type AA
3-161-3 Length 20
3-161-4 Features REGION 1..20
Location/Qualifiers note=Synthetic polypeptide
source 1..20
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-161-5 Residues GGEGEGESGEEEES  GEEGESEEEES 20
3-162 Sequences
3-162-1 Sequence Number [ID] 162
3-162-2 Molecule Type AA
3-162-3 Length 15
3-162-4 Features REGION 1..15
Location/Qualifiers note=Synthetic polypeptide
source 1..15
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-162-5 Residues GEEGESEEEES GEGEES 15
3-163 Sequences
3-163-1 Sequence Number [ID] 163
3-163-2 Molecule Type AA
3-163-3 Length 11
3-163-4 Features REGION 1..11
Location/Qualifiers note=Synthetic polypeptide
source 1..11
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-163-5 Residues GGEGSGEEEGESG S 11
3-164 Sequences
3-164-1 Sequence Number [ID] 164
3-164-2 Molecule Type AA
3-164-3 Length 5
3-164-4 Features REGION 1..5
Location/Qualifiers note=Synthetic polypeptide
source 1.5
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-164-5 |Residues EAAAK 5
3-165 Sequences
3-165-1 Sequence Number [ID] 165
3-165-2 Molecule Type AA
3-165-3 Length 5
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3-165-4

Features
Location/Qualifiers

NonEnglishQualifier Value

REGION 1.5

note=Synthetic polypeptide
source 1..5
mol_type=protein
organism=synthetic construct

3-165-5 |Residues GSGEG 5
3-166 Sequences
3-166-1 Sequence Number [ID] 166
3-166-2 Molecule Type AA
3-166-3 Length 4
3-166-4 Features REGION 1..4
Location/Qualifiers note=Synthetic polypeptide
source 1.4
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-166-5 |Residues GSGG 4
3-167 Sequences
3-167-1 Sequence Number [ID] 167
3-167-2 Molecule Type AA
3-167-3 Length 12
3-167-4 Features REGION 1..12
Location/Qualifiers note=Synthetic polypeptide
source 1..12
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-167-5 Residues SGGGSGCEGSG GG 12
3-168 Sequences
3-168-1 Sequence Number [ID] 168
3-168-2 Molecule Type AA
3-168-3 Length 222
3-168-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-168-5 Residues QVQLVQSGAE VKKPGSSVKV SCKASGGTFN DYAI SWRQA PGGLEWMGGE | Pl FGNANYA 60
QKFQGRVTI T ADESTSTAYM ELSSLRSEDT AVYYCARSSS TYG HAFDYW GQGTLVTVSS 120
ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS WNSGALTSGY HTFPAVLQSS 180
GLYSLSSWT VPSSSLGTQT Yl CNVNHKPS NTKVDKKVEP KS 222
3-169 Sequences
3-169-1 Sequence Number [ID] 169
3-169-2 Molecule Type AA
3-169-3 Length 214
3-169-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-169-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQSI S NFLNWYQQKP GKAPKLLI YA ASNLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDFPMIFGQ GTKVEI KRTV AAPSVFI FPP 120
SDEQLKSGTA SWCLLNNFY PREAKVQAKYV DNALQSGNSQ ESVTEQDSKD STYSLSSTLT 180
LSKADYEKHK VYACEVTHQG LSSPVTKSFN RGEC 214
3-170 Sequences
3-170-1 Sequence Number [ID] 170
3-170-2 Molecule Type AA
3-170-3 Length 219
3-170-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-170-5 Residues QVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYAl SWRQA PGQGLEWMGSG | VPWMG PVY 60

AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSS STYQ HAFDY WGQGTLVTVS 120
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SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV SWNSGALTSG VHTFPAVLQS 180

SGLYSLSSW TVPSSSLGTQ TYI CNVNHKP SNTKVDKRV 219
3-171 Sequences
3-171-1 Sequence Number [ID] 171
3-171-2 Molecule Type AA
3-171-3 Length 214
3-171-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-171-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQSI S NFLNWYQQKP GKAPKLLI YA ASNLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDFPMIFGQ GTKVEI KRTV AAPSVFI FPP 120
SDEQLKSGTA SWCLLNNFY PREAKVQAKYV DNALQSGNSQ ESVTEQDSKD STYSLSSTLT 180
LSKADYEKHK VYACEVTHQG LSSPVTKSFN RGEC 214
3-172 Sequences
3-172-1 Sequence Number [ID] 172
3-172-2 Molecule Type AA
3-172-3 Length 221
3-172-4 Features REGION 1..221
Location/Qualifiers note=Synthetic polypeptide
source 1..221
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-172-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWRQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKKVEPK S 221
3-173 Sequences
3-173-1 Sequence Number [ID] 173
3-173-2 Molecule Type AA
3-173-3 Length 213
3-173-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-173-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQLY DYLSSTGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TEA 213
3-174 Sequences
3-174-1 Sequence Number [ID] 174
3-174-2 Molecule Type AA
3-174-3 Length 222
3-174-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-174-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBWRQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-175 Sequences
3-175-1 Sequence Number [ID] 175
3-175-2 Molecule Type AA
3-175-3 Length 214
3-175-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-175-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQKPG QSPVLVI YQD SKRPSG PER 60

FSGSNSGNTA TLTI SGTQAE DEADYYCSTF DYKLSLGVFG GGTKLTVLGQ PKAAPSVTLF 120
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PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180

SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-176 Sequences
3-176-1 Sequence Number [ID] 176
3-176-2 Molecule Type AA
3-176-3 Length 222
3-176-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-176-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWRQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-177 Sequences
3-177-1 Sequence Number [ID] 177
3-177-2 Molecule Type AA
3-177-3 Length 214
3-177-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-177-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQOKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYYRSSGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-178 Sequences
3-178-1 Sequence Number [ID] 178
3-178-2 Molecule Type AA
3-178-3 Length 222
3-178-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-178-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBW/RQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-179 Sequences
3-179-1 Sequence Number [ID] 179
3-179-2 Molecule Type AA
3-179-3 Length 214
3-179-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-179-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQQKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYKSDVGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQNKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-180 Sequences
3-180-1 Sequence Number [ID] 180
3-180-2 Molecule Type AA
3-180-3 Length 222
3-180-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-180-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBW/RQA PGKGLEW/SA | SGSGGSTYY 60

ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
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STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180

LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-181 Sequences
3-181-1 Sequence Number [ID] 181
3-181-2 Molecule Type AA
3-181-3 Length 214
3-181-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-181-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQQKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAF SYLTSVGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQWKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-182 Sequences
3-182-1 Sequence Number [ID] 182
3-182-2 Molecule Type AA
3-182-3 Length 222
3-182-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-182-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWRQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-183 Sequences
3-183-1 Sequence Number [ID] 183
3-183-2 Molecule Type AA
3-183-3 Length 214
3-183-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-183-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQSF DYLYSSGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-184 Sequences
3-184-1 Sequence Number [ID] 184
3-184-2 Molecule Type AA
3-184-3 Length 222
3-184-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-184-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBWRQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-185 Sequences
3-185-1 Sequence Number [ID] 185
3-185-2 Molecule Type AA
3-185-3 Length 214
3-185-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-185-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQKPG QSPVLVI YQD SKRPSG PER 60

FSGSNSGNTA TLTI SGTQAE DEADYYCQTF YYLSSLGVFG GGTKLTVLGQ PKAAPSVTLF 120
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PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180

SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-186 Sequences
3-186-1 Sequence Number [ID] 186
3-186-2 Molecule Type AA
3-186-3 Length 222
3-186-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-186-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWRQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARQR YYFGEFDLWG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-187 Sequences
3-187-1 Sequence Number [ID] 187
3-187-2 Molecule Type AA
3-187-3 Length 214
3-187-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-187-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQOKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYLASSGVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-188 Sequences
3-188-1 Sequence Number [ID] 188
3-188-2 Molecule Type AA
3-188-3 Length 207
3-188-4 Features REGION 1..207
Location/Qualifiers note=Synthetic polypeptide
source 1..207
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-188-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBW/RQA PGKGLEW/SA | SGSGGSTYY 60
ADSVKGAI SG SGGSTYYADS VKGQRYYFCGE FDLWEQGTLV TVSSASTKGP SVFPLAPSSK 120
STSGGTAALG CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SWTVPSSSL 180
GTQTYI CNVN HKPSNTKVDK RVEPKSC 207
3-189 Sequences
3-189-1 Sequence Number [ID] 189
3-189-2 Molecule Type AA
3-189-3 Length 214
3-189-4 Features REGION 1..214
Location/Qualifiers note=Synthetic polypeptide
source 1..214
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-189-5 Residues SYELTQPPSV SVSPGQTASI TCSGDKLGDK YAYWYQQKPG QSPVLVI YQD SKRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAF DYLHSI GVFG GGTKLTVLGQ PKAAPSVTLF 120
PPSSEELQAN KATLVCLI SD FYPGAVTVAW KADSSPVKAG VETTTPSKQS NNKYAASSYL 180
SLTPEQAKSH RSYSCQVTHE GSTVEKTVAP TECS 214
3-190 Sequences
3-190-1 Sequence Number [ID] 190
3-190-2 Molecule Type AA
3-190-3 Length 222
3-190-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-190-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS DHAVHW/RQA PGKGLEW/SS | VYDGSNTFY 60

ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARDY LDFGYYFDVW GQGTLVTVSS 120
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ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS WANSGALTSGVY HTFPAVLQSS 180

GLYSLSSWT VPSSSLGTQT Yl CNVNHKPS NTKVDKKVEP KS 222
3-191 Sequences
3-191-1 Sequence Number [ID] 191
3-191-2 Molecule Type AA
3-191-3 Length 211
3-191-4 Features REGION 1..211
Location/Qualifiers note=Synthetic polypeptide
source 1..211
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-191-5 Residues DI ELTQPPSV SVSPGQTASI TCSGDKI GKK  YVHWYQOKPG QAPVLVI YDD SDRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAW DMBVVFGGG TKLTVLGQPK AAPSVTLFPP 120
SSEELQANKA TLVCLI SDFY PGAVTVAWKA DSSPVKAGVE TTTPSKQSNN KYAASSYLSL 180
TPEQNKSHRS YSCQVTHEGS TVEKTVAPTE C 211
3-192 Sequences
3-192-1 Sequence Number [ID] 192
3-192-2 Molecule Type AA
3-192-3 Length 222
3-192-4 Features REGION 1..222
Location/Qualifiers note=Synthetic polypeptide
source 1..222
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-192-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMBW/RQA PGKGLEW/SG LGHVGYTTYT 60
DSVKGRFTI S RDNSKNTLYL QWNSLRAEDT AVYYCARDYL DFGYYFDWAG QGTLVTVSSA 120
STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG 180
LYSLSSWTV PSSSLGTQTY | CNVNHKPSN TKVDKRVEPK SC 222
3-193 Sequences
3-193-1 Sequence Number [ID] 193
3-193-2 Molecule Type AA
3-193-3 Length 212
3-193-4 Features REGION 1..212
Location/Qualifiers note=Synthetic polypeptide
source 1..212
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-193-5 Residues DI ELTQPPSV SVSPGQTASI TCSGDKI GKK YVHWQKPG QAPVLVI YDD SDRPSG PER 60
FSGSNSGNTA TLTI SGTQAE DEADYYCQAW DMBVVFGGG TKLTVLGQPK AAPSVTLFPP 120
SSEELQANKA TLVCLI SDFY PGAVTVAVWKA DSSPVKAGVE TTTPSKQSNN KYAASSYLSL 180
TPEQNKSHRS YSCQVTHEGS TVEKTVAPTE CS 212
3-194 Sequences
3-194-1 Sequence Number [ID] 194
3-194-2 Molecule Type AA
3-194-3 Length 218
3-194-4 Features REGION 1..218
Location/Qualifiers note=Synthetic polypeptide
source 1..218
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-194-5 Residues EVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SWRQA PGKGLEW/SY | DSWGSYTNY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKVY DKKVEPKS 218
3-195 Sequences
3-195-1 Sequence Number [ID] 195
3-195-2 Molecule Type AA
3-195-3 Length 213
3-195-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-195-5 Residues Dl QUTQSPSS LSASVGDRVT | TCRASQGE | SYLGWQQKP GKAPKLLI YA ASSLQSGVPS 60

RFSGSGSGID FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI KRTVA APSVFI FPPS 120
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DEQLKSGTAS VWCLLNNFYP REAKVQVWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180

SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEA 213
3-196 Sequences
3-196-1 Sequence Number [ID] 196
3-196-2 Molecule Type AA
3-196-3 Length 219
3-196-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-196-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SW/RQA PGKGLEW/SY | DSWGSYTNY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWBQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-197 Sequences
3-197-1 Sequence Number [ID] 197
3-197-2 Molecule Type AA
3-197-3 Length 213
3-197-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-197-5 Residues Dl QUIQSPSS LSASVGDRVT | TCRASQA | SYLGAYQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDWDTFGQG TKVEI KRTVA APSVFI FPPS 120
DEQLKSGTAS WCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213
3-198 Sequences
3-198-1 Sequence Number [ID] 198
3-198-2 Molecule Type AA
3-198-3 Length 219
3-198-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-198-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SWRQA PGKGLEW/SY | DSWGSYTNY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-199 Sequences
3-199-1 Sequence Number [ID] 199
3-199-2 Molecule Type AA
3-199-3 Length 213
3-199-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-199-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQA | SYLGAYQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDDFDTFGQG TKVEI KRTVA APSVFI FPPS 120
DEQLKSGTAS WCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQG. SSPVTKSFNR GEC 213
3-200 Sequences
3-200-1 Sequence Number [ID] 200
3-200-2 Molecule Type AA
3-200-3 Length 219
3-200-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-200-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SWRQA PGKGLEW/SY | DSGGTFI NY 60

ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWEQGT LVTVSSASTK 120
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GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGEYS 180

LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-201 Sequences
3-201-1 Sequence Number [ID] 201
3-201-2 Molecule Type AA
3-201-3 Length 213
3-201-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-201-5 Residues DI QUIQSPSS LSASVGDRVT | TCRASQA | SYLGAYQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI KRTVA APSVFI FPPS 120
DEQLKSGTAS WWCLLNNFYP REAKVQAKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213
3-202 Sequences
3-202-1 Sequence Number [ID] 202
3-202-2 Molecule Type AA
3-202-3 Length 219
3-202-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-202-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SW/RQA PGKGLEW/SY | DSTGTFI HY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-203 Sequences
3-203-1 Sequence Number [ID] 203
3-203-2 Molecule Type AA
3-203-3 Length 213
3-203-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-203-5 Residues Dl QUTQSPSS LSASVGDRVT | TCRASQG | SYLGWQQKP GKAPKLLI YA ASSLQSGVPS 60
RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI KRTVA APSVFI FPPS 120
DEQLKSGTAS WCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213
3-204 Sequences
3-204-1 Sequence Number [ID] 204
3-204-2 Molecule Type AA
3-204-3 Length 219
3-204-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-204-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SW/RQA PGKGLEW/SH | DSNSDWI'SY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWGQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-205 Sequences
3-205-1 Sequence Number [ID] 205
3-205-2 Molecule Type AA
3-205-3 Length 213
3-205-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-205-5 Residues Dl QUTQSPSS LSASVGDRVT | TCRASQGE | SYLGWQQKP GKAPKLLI YA ASSLQSGVPS 60

RFSGSGSGID FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVEI KRTVA APSVFI FPPS 120
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DEQLKSGTAS VWCLLNNFYP REAKVQVWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180

SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213
3-206 Sequences
3-206-1 Sequence Number [ID] 206
3-206-2 Molecule Type AA
3-206-3 Length 219
3-206-4 Features REGION 1..219
Location/Qualifiers note=Synthetic polypeptide
source 1..219
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-206-5 Residues QVQLLESGGG LVQPGGSLRL SCAASGFTFS RYW SW/RQA PGKGLEW/SH | NYEGTWILY 60
ADSVKGRFTI SRDNSKNTLY LQWNSLRAED TAVYYCARGG SLFDYWBQGT LVTVSSASTK 120
GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS 180
LSSWTVPSS SLGTQTYI CN VNHKPSNTKV DKRVEPKSC 219
3-207 Sequences
3-207-1 Sequence Number [ID] 207
3-207-2 Molecule Type AA
3-207-3 Length 213
3-207-4 Features REGION 1..213
Location/Qualifiers note=Synthetic polypeptide
source 1..213
mol_type=protein
organism=synthetic construct
NonEnglishQualifier Value
3-207-5 Residues Dl QUIQSPSS LSASVGDRVT | TCRASQA | SYLGAYQQKP GKAPKLLI YA ASSLQSGVPS 60

RFSGSGSGTD FTLTI SSLQP EDFATYYCQQ YDALNTFGQG TKVE!I KRTVA APSVFI FPPS 120
DEQLKSGTAS WCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180
SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213
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