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METHODBS, COMPOSITIONS, AND KITS FOR TREATMENT OF CANCER
PRIORITY CLAIM

16061}  This application claims priority to U.S. Provisional Application No. 62/455,494,
filed February 6, 2017, and U.5. Provisional Application No. 62/511,869, filed May 26, 2017,
the disclosures of which are incorporated herein in their enfirety.

BACKGROUND

1606082} The present application is directed to methods, composttions, and kits that utilize a
combination of an FGFR3 mmhibitor and a taxane 1o treat cancer, and to the use of FGFR3
inhibitors and {axanes in treating cancer and formulating medicaments for treating cancer.
SUMMARY
[6G33] Provided herein in certain embodiments are methods of treating a sohid or
hematologic cancer 1n a subject in need thereof comprising administening a therapeutically
effective amount of an FGFR3 mmhibitor and a therapeutically effective amount of a taxane.
In certain embodimenis, the FGFR3 inhibitor binds FGFR3. In other embodiments, the
FGFR3 mhibitor binds a ligand for FGFR3. In certain embodiments, the FGFR3 inhibitor is
an antagontstic FGFR3 antibody, and in certam of these embodiments the antagonistic
FGFR3 antibody comprises one or moore of a CDR-H1 comprising SEQ ID NO:1, aCDR-H2
comprising SEQ ID NO:2, a CDR-H3 comprising SEQ ID NO:3, a heavy chain variable
region comprising SEQ 1D NO:7, aheavy chain cornprising SEQ 1D NO:9, a CDR-L1
comprising SEQ ID NO:4, a CDR-L2 comprising SEQ 1D NG:5, a CDR-L3 comprising SEQ
ID NQ:6, a light chain varniable region comprising SEQ 1D NO:8, and a light chain
comprising the amino acid sequence set forth in SEQ 1D NO:10. In certain of these
ernbodiments, the FGFR3 antagonistic antibody is B-701. In other embodiments, the
antagomstic FGFR3 antibody is selected from the group consisting of PRO-001 and IMC-
D11, In certain embodiments, the FGFR3 inhibitor is a small molecule pan-FGFR inhibitor,
and in certain of these embodiments the pan-FGFR mnhibitor 15 selecied from the group
consisting of infigratinib, AZD4347, 1.Y2874455, Debio 1347, ARQ 087, INJ-42756493,
PRN-1371, TAS-120, INCB 54828, and BAY 1163877, In certain embodiments, the taxane
is paclitaxel. In other embodiments, the taxane 1s an analog of paclitaxel, including for
example docetaxel or cabazitaxel. Tn still other embodiments, the taxane is a prodrug of
pachitaxel. In certain ernbodiments, the FGFR3 inhibitor and taxane are adnunistered
separately, i e, in separate pharmaceutical formulations, either sequentially or
simultaneously. In other embodiments, the FGFR3 inhibitor and taxane are admimistered

together, 1.e., in a single pharmaceutical formulation.
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[6604] Provided herein in ceriain embodiments are compositions comprising an FGFR3
inhibitor and a taxane. In certain of these embodiments, the compositions are pharmaceutical
formulations, and in certain embodiments these formulations comprise one or more
pharmaceutically acceptable carriers. In certain embodiments, the FGFR3 inhibitor binds
FGFR3. In other embodiments, the FGFR3 inhibitor binds a ligand for FGFR3. In certain
embodiments, the FGFR3 inhibitor 1s an antagomstic FGFR3 antibody, and in certain of these
embodiments the antagonistic FGFR3 antibody comprises one or more of a CDR-HI
comprising SEQ ID NO: 1, a CDR-H2 comprising SEQ 1D NO:2, a CDR-H3 comprising SEQ
I NO:3, a heavy chain variable region comprising SEQ D NO:7, a heavy chain comprising
SEQ ID NG:9, a COR-L1 comprising SEQ 1D NO:4, a CDR-L2 comprising SEQ IDNO 5 a
CDR-L3 comprising SEQ ID NQO:6, a light cham variable region comprising SEQ 1D NO:8,
and a light chain comprising the amino acid sequence set forth in SEQ 1D NG 10, In certain
of these embodiments, the FGFR3 antagonistic antibody 1s B~-701. In other erobodirents, the
antagonistic FGFR3 antibody is selected from the group consisting of PRO-001 and IMC-
D11, In certain embodiments, the FGFR3 inhibitor is a small molecile pan-FGFR inhibitor,
and in certain of these embodimenis the pan-FGFR inhibitor is selected {from the group
consisting of infigratinib, AZD4547, LY 2874455, Debio 1347, ARQ 087, INJ-42756493,
and PRN-1371, TAS-120, INCB 548238, and BAY 1163877 In certain embodiments, the
taxane 15 pachiaxel. In other embodiments, the taxane i1s an analog of pachiaxel, including
for example docetaxel or cabazitaxel. In still other embodiments, the taxane is a prodrug of
pachitaxel.

{6605] Provided herein in ceriain embodiments are kits comprising an FGFR3 inhibitor and
ataxane for use in treating cancer. In certain of these embodiments, the kits further comprise
istructions for use.

16606]  Provided herein in certain embodiments are an FGFR3 inhibitor and a taxane for use
i formulating a medicament for the treatment of cancer. In certain of these embodiments,
the FGFR3 intubitor and taxane are formulated into a single medicarment. In other
embodiments, the FGFR3 mhibitor and taxane are formulated into separate medicamenis
which are adminisiered in combination with one another, either sequentially or
simultaneously.

16607 Provided herein are an FGFR3 inhibitor for use in co-admunistration with one or
more taxanes to treat cancer, as well as a taxane for use in co-administration with one or more

FGEFR3 mnhibitors to treat cancer.
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BRIEF DESCRIPTION OF BRAWINGS

106608] FIG. 1 Kaplan-Meier plot showing survival of UM-UC-1 bladder cancer mice
following administration of B-701, paclitaxel, and gemcitabine.

[660%] FIG. 2. Duration on treatment and survival for 19 Cohort 1 subjects administered B-
701 and docetaxel.

DETAILED DESCRIPTION

[6618] The following description of the invention 1s merely intended to illustrate various
embodiments of the invention. As such, the specific modifications discussed are not to be
construed as limutations on the scope of the invention. It will be apparent to one skilled in the
art that various equivalents, changes. and modifications may be made without departing from
the scope of the invention, and it is understood that such equivalent embodiments are to be
ncluded herein.

{0611} There are four single-pass transmernbrane tyrosine kinase fibroblast growth factor
receptors (FGFR1-4) in humans (Brooks 2012). FGFRs are overexpressed in many cancer
tvpes, often due to mutations that confer constitutive activation, making them an attractive
target for therapeutic intervention. For example, the FGFR2b antibody FPA 144 (FivePrime)
1s currently under development for the treatment of solid tumors, particularly gastric cancer.
Other FGFR2 monoclonal antibodies in early development for cancer treatment include
GP369 (Aveo) and HuGAL-FR21 (Galaxy) (Zhao 2010, Bai 2010). A humanized anti-
FGFR4 has also been reported to inhibit tumor growth (Bumbaca 2011).

6612} FGFR3 harbors both oncogenic and tumor suppressive properties. FGFR3 is
frequently mutated or activated by gene fusion in certain cancers, e.g., urothelial cancers,
non-small cell hing cancer (NSCLC), head and neck cancer, and glioblastoma, cell but
some normal tissues 1t can liroit cell growth and promote cell differentiation (Lafitte 2013).
The human FGFR3 antagonistic monoclonal antibody MFGR18778 (CAS No. 1312305-12-
6}, referred o herein as B-701 or BM2, was the first FGFR antibody to enter clinical
development. B-701 is a lvophilized form of MGFR1877A. B-701 is currently in
development for the treatment of metastatic bladder cancer {urothelial cell carcinoma) and
achondroplasia {dwarfism). B-701 was originally 1dentified through phage display, then
recombined with g human IgGT backbone. B-701 binds with high affinity to both wild-type
and mutant FGFR3, including the most prevalent mutations found in bladder cancer and
achondroplasia (specifically, FGFR3-IIDY4C, FGFR3-MIH?E, FGFR3-HIY ¢, FGFR3-

WIS and FGFR3-TIBYY?0), while exhibiting no cross-reactivity with other FGFRs. B-
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701 was previously evaluated for safety in subjects with 1{4:14} transiocated multiple
myeloma (Chinical Trial NCT01122873).

[6613] Other FGFR3 inhibitor antibodies currently in clinical or preclinical development
include PR(-001 (Prochon) and IMU-D11 (Im{lone). Additional FGFR3 antibodies for use
n treating cancer and other diseases have been disclosed in, for example, U.S. Patent Nos.
8,187,601 (Aveo) and 7.498,416 (Fibron).

[6614] It has previously been disclosed that adnunistration of an FGFR3 antagonist
antibody in combination with a programmed cell death protein (PD1) antagonist antibody
wnexpectedly resulted in slower tumor growth in moice than admanistration of erther antibody
alone (see, e.g.. U S. Patent Publ. No. 2016/0243228). These results were unexpected
because FGFR3 antagonisis and PD1 antagonists work at cross purposes with regard to
trnune function, with FGFR3 inhibitors having been shown previously to decrease immune
response and PD1 inhibitors having been shown to upregulate T cell response.

[6618] As set forth in the Examples below, administration of an FGFR3 antagonist
antibody in combination with the taxane paclitaxel in a mouse bladder cancer model resulted
i an increase in survival that was significantly greater than that observed with admunistration
of either agent alone. These results are surprising because cancers generally activate a
number of survival pathways which blunt the effects of chemotherapy. Specifically blocking
just one such pathway, FGFR3, would not be expected to profoundly enhance the effect of
chemotherapy.

[6616] Subjects with locally advanced or metastatic urothelial carcinoma (UCC) have a
poor prognosis. The standard treatment for UCC s administration of gemcitabine and
casplatin. In certain instances, subjects are further administered one or more immumne
checkpoint intubitors. Until recently, there were no approved treatments for UCC subjects
who progressed after receiving gemcitabine and cisplatin. Even with co-administration of
trnune checkpoint inhibitors, fimmors in most of these subjects are unresponsive.

[6817]  As further set forth 1o the Exaroples below, adnunisiration of an FGFR3 antagonist
antibody in combination with the taxane docetaxel resulted in a significant increase in
progression-free survival in human subjects with severe UCC who had previously received
standard treaiment. FGFR3 is highly expressed in wothelial carcinoma (UCC), and 15-20%
of subjects with advanced disease have tumors with FGFR3 gene routations or fusions. The
observed increase in survival was most pronounced in subjects with such FGFR3 mutations
or fusions. These resulis are surprising because previous studies have shown that a

combination of taxane and FGFR mhibitor, specifically AZD4547 and docetaxel, was not
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tolerated in humans {(Clinical Trials. gov Chinical Identifier NCT01824901). Further, previous
prechimical studies have shown that B-701 15 efficacious in cancers expressing both wild-tvpe
and genetically activated forms of FGFR3 (Du 2011). The reported data demonstrate
enhanced efficacy in tumors in which FGFR3 is genetically activated.

[3318] The present disclosure provides practical applications of the findings set forth herein
n the form of compositions, methods, and kits for {reating cancers, including solid cancers,
using a combination of one or more FGFR3 inhibitors and one or more taxanes.

{6619} Provided herein in cerfain embodiments are methods of treating a sohid or
hematologic cancer in a subject in need thereof comprising admuarustering an FGFR3 inbubitor
and a taxane. Also provided herein are methods of increasing the effectiveness of a taxane
for treating cancer in a subject in need thereof comprising admimstering an FGFR3 inhibitor
or, conversely, methods of increasing the effectiveness of an FGFR3 inhibitor for treating
cancer in a subject in need thereof coraprising adruinistering a taxane. An increase in
effectiveness of ataxane or FGFR3 inhibitor may refer o an increase in the therapeutic effect
of either agent, a decrease in the required dosage, adminisiration frequency, or admimistration
mterval of either agent to obfain a particular level of therapeutic effect, or some combination
thereof.

[66286] The term "sohid cancer” as used herein refers to a cancer that forms a discrete tumor
mass, 1.e., a solid tumor. Examples of solid cancers within the scope of the present methods
mclude cancers of the bladder, colon, rectum, kidnev, prostate, brain, breast, hiver, lung, skin
{e.g, melanoma}, and head and neck.

i6623] The term "hematologic cancer” as used herein refers to cancers that occur in cells of
the immumne system or in blood-forming tissues including bone marrow and which generally
do not form solid tumors. Examples of hematologic cancers within the scope of the present
methods include leukemia {e.g., acute myeloid leukemia, acute lvmphoblastic ieukenua,
chronic myelogenous leukemia, and chronic lvmphocytic leukemia), Hodgkin and non-
Hodglkin lymphoma, myeloma, and myelodysplastic svndrome.

[6622] The terms "treat.” "treating." and "treatment" as used herein with regard to solid
cancers may refer to partial or total mhibition of tumor growth, reduction of tumor size,
complete or partial tumor eradication, reduction or prevention of malignant growth, partial or
total eradication of cancer cells, or some combimation thersof. The terms "treat,” "treating,”
and "treatment" as used herein with regard to hematological cancers may refer to complete or
partial regression or remission, prevention, slowing, or reduction of cancer remission, partial

or total eradication of cancer cells, or some combination thereof.
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i6623] A "subject in need thereof” as used herein refers 10 a mammalian subject, preferably
a human, who has been diagnosed with sohid or hematologic cancer, 15 suspected of having
solid or hematologic cancer, and/or exhibits one or more symptoms associated with solid or
hematologic cancer. In certain embodiments, the subject may have previously received ong
or more therapeutic mterventions for the treatment of cancer, e.g., chemotherapy. For
example, in embodiments wherein the cancer being treated is bladder cancer, the subject may
have previously been treated with gemcitabine and/or cisplatin. In certain embodiments
wherein the subject has previously recetved one or more therapeutic interventions, the cancer
being treated may have been refractory to intervention, with resistance occurring either at the
outset of treatment or developing over time.

[6624] A "taxane” {also known as a "taxoid") as used herein refers to paclitaxel {Taxol) or
an analog or prodrug thereof Taxanes are diterpene chemotherapeutic agents which
function n part by disrupting microtubule function, resulting mn inhubition of cell division.
An "analog" of paclitaxel as used herein refers to a compound generated by replacing one or
more atoms or functional groups of pachitaxel. The most well-known paclitaxel analog is the
sermi~-synihetic analog docetaxel (Taxotere}, which has been approved for treatment of a wide
range of cancers, including lung cancer, breast cancer, and prostate cancer. Other paclitaxel
derivatives include, but are not limited to, cabarzitaxel (Jeviana}, which is approved for
treatment of prostate cancer, BJ-927 (Tesetaxel), XRP988! (Larotaxel), BMS-275183,
ortataxel, and RPR 109881 A, and BMS-184476. A "prodrug" of paclitaxel as used herein
refers to a compound that 1t is converted fo paclitaxel following adminisiration to a subject.
Examples of paclitaxel prodrugs include, but are not limited to, DHA-pachitaxel {Taxoprexin)
and pachtaxel polvglumex (Opaxio}, both of which are in climical development.

16625]  An "FGFR3 inhibitor” as used hevein refers to any molecule that inhibits the activity
of FGFR3 either partially or completely. An FGFR3 inhibitor may inhibit FGFR3
specifically, or it may inhibit the activity of other proteins in addition to FGFR3. For
exarnple, an FGFR3 inhibitor may also inhibit the activity of other FGFRs.

[6626] In certain embodiments of the methods, compositions, kits, and uses provided
herein, the FGFR3 nhibitor inhibits FGFR3 activity by binding to FGFR3. Examples of
such FGFR3 inhibitors include, for example, antagonistic FGFR3 antibodies or fusion
proteins thereof, inactive forms of the FGFR3 ligand (e.g., truncated or otherwise mutatec
forms of the FGFR3 ligand) or fusion proteins thereof, small molecules, siRNAs, and

aptamers. In certain of these embodiments, the FGFR3 inhibitor specifically binds FGFR3,

G
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meaning that the inhibitor exhibits little or no binding to other FGFRs. In other
ermbodiments, the FGEFR3 intubitor binds one or more FGFRs i addition to FGFR3.

[6627]  In certain preferred embodiments of the methods, compositions, kits, and uses
provided herein, the FGFR3 mhibitor s an FGFR3 antagonist antibody, and in certain of
these ernbodirnents the FGFR3 antagonist antibody specifically binds FGFR3. The term
"antibody" as used herein refers to an imnnumoglobulin molecule or an imnunologically
active portion thereof that binds to a specific antigen, e.g . FGFR3. In those embodiments
wherein the FGFR3 antibody 1s a full-length immunoglobulin molecule, the antibody
comprises two heavv chains and two light chains, with each heavy and light chain containing
three complementary determining regions (CDRs). In those embodiments wherein the
antibody 1s an immumologically active portion of an immumoglobulin molecule, the antibody
may be, for example, a Fab, Fab', Fv, Fab' Fab'):, disulfide-linked Fv, s¢Fv, single domain
antibody (dAb), or a diabody. Antibodies for use in the present methods, compositions, kits,
and uses may include natural antibodies, synthetic antibodies, monoclonal antibodies,
polvclonal antibodies, chimeric antibodies, humanized antibodies, multispecific antibodies,
bispecific antibodies, dual-specific antibodies, anti-idiotypic antibodies, or fragments thereof
that retain the ability to bind a specific antigen, for example FGFR3.  Exemplary antibodies
include IgA, IgD, IgG1, IgG2, Tg(33, IgM and the like. In certain preferred embodiments of
the methods, compositions, kits, and uses provided herein, an FGFR3 antibody s an IgG2
antibody.

[6628] In certain embodiments, an FGFR3 antagonist antibody for use in the present
methods, composttions, kits, and uses comprises a heavy chain vanable region comprising
one or more complementary determining regions {CDRs) having the sequences set forth in
SEQ ID NOs:1-3. In certain of these embodiments, the FGFR3 antagonist antibody
comprises all three of these CDR sequences, and in certain of these embodiments the FGFR3
antagonist antibody comprises a heavy chain variable region comprising the amino acid
sequence set forth in SEQ ID NO:4. In certain embodiments, the FGFR3 antagonist antibody
comprises a light chain variable region comprising one or more CDRs having the sequences
set forth in SEQ D NOs:5-7. In certain of these embodiments, the FGFR3 antagonist
antibody comprises all three of these CDR sequences, and in certain of these embodiments
the FGFR3 antagonist antibody comprises a light chain varable region comprising the amino
acid sequence set forth in SEQ 1D NO:8. In certain embodiments, the FGFR3 antagonist
anttbody comprises all six CDR sequences set forth in SEQ ID NOs:1-3 and 3-7, and in

certain of these embodiments the FGFR3 antagonist antibody comprises the heavy chain
7
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variabie region of SEQ 1D WNG:4 and the light chain variable region of SEQ ID NGB, In
certain embodiments, the antibody 15 B~-701 comprising the heavy chain of SEQ 1D NG9 and
the light chain of SEQ 1D NO:10. In addition to the variable region set forth in SEQ ID
NG:7, the heavy chain SEQ 1D NG9 comprises human IgGl. Simularly, the light chain of
SEQ ID NO: 10 comprises the varnable region set forth in SEQ 1D NO:§ and human Ig kappa
chain C (UniProt POI834).

[0629] SEQID NO:1 (H1-CDR): GFTFTSTGIS.

[0636] SEQ ID NO:2 (H2-CDR): GRIYPTSGSTNYADSVKG.

[0631] SEQID NO:3 (H3-CDR): ARTYGIYDLYVDYTEY VMDY,
[0032] SEQ ID NO:4 (L1-CDR): RASQODVDTSLA.

[0033] SEQID NO:5 (L2-CDR); SASFLYS.

[0034] SEQ ID NO:6 (L3-CDR): QQSTGHPQT.

[0035] SEQID NO:7:
EVOQLVESGGGLVQPGGSLRLSCAASGFTFTSTGISWVROAPGKGLEWVGRIYPTSGS
TNY ADSVKGRFTISADTSKNTAYLOMNSLRAEDTAVYYCARTYGIYDLYVDYTEYV
MDYWGQGTLV.

[0636] SEQID NO:§:
DIOMTQSPSSLSASVGDRVTITCRASQDVDTSLAWYKOKPGKAPKLLIYSASFLYSG
VPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQSTGHPQTFGQGTKVEIKR.

[0637] SEQID NO:9:
EVOQLVESGGGLVQPGGSLRLSCAASGFTFTSTGISWVROAPGKGLEWVGRIYPTSGS
TNY ADSVKGRFTISADTSKNTAYLOMNSLRAEDTAVYYCARTYGIYDLYVDYTEYV
MDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEP
KSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVY TLPPSREEMTENQVSLTCLVKGFYPSDIAVEWESNGQP

ENNYKTTPPVLDSDGSFFLYSKLTVDRRSRWQOQGNVEFSCSVMHEALHNHYTOKSLSL
SPGKL

[0638] SEQID NO:10-
DIQMTQSPSSLSASVGDRVTITCRASQDVDTSLAWYKQKPGK APKLLIYSASFLYSG
VPSRFSGSGSGTDFTLTISSLOPEDFATY YCQQSTGHPQTFGQGTKVEIKRTV AAPSVE

SLSSTLTLSKADYEKHEVYACEVTHQGLSSPYTKSFNRGEC.
3
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[663%] In other embodiments, an FGFR3 antagonist antibody for use in the present
methods, compositions, kits, and uses mav be PRO-001, IMC-D11, or an FGFR3 antagonistic
antibody as disclosed in U 8. Patent Nos. 8,187 601 (Aveo) or 7,498, 416 {Fibron).

[6646] In certain embodiments of the methods, compositions, kits, and uses provided
herewn, the FGFR3 inhibitor inhibiis FGFR3 activity by binding to a ligand for FGFR3.
Exarmples of such FGFR3 inhibitors include, for exaraple, antibodies that specifically bind an
FGFR3 ligand or fusion proteins thereof, soluble forms of FGFR3 comprising all or part of
the FGFR3 exiracellular domain or fusion proteins thereof, truncated forms of FGFR3
lacking all or part of the intraceliular domains required for downsiream signaling or fusion
proteins thereof, small molecules, siRNAs, and aptamers.

[664%] In certain embodiments of the methods, compositions, kits, and uses provided
herewn, the FGFR3 inhibitor 15 a pan-FGER 1inhibitor, meaning that it binds to and inhibits the
activity of one or more FGFRs in addition to FGFR3. In certain of these embodiments, the
FGFR3 mhibitor may be a small molecule pan-FGFR inhibitor selected from the group
consisting of infigratinib (BGI398, Novartis), AZD4547 (AstraZeneca), LY 2874455 (Eli
Lilly}, Debio 1347 (Debiopharm), ARQ 087 (ArQule), INJ-42756493 (Janssen), PRN-1371
(Principia), TAS-120 (Tatho), INCB 54828 (Incyte), and BAY 1163877 (Baver).

[6642] In certain embodiments of the methods, compositions, kits, and uses provided
herewn, the FGFR3 inhibitor inhibiis FGFR3 activity by blocking downstream tyrosine kinase
activity. For example, a non-selective tyrosine kinase inhibitor such as dovitinab, lucitinib,
ponatinib, nintedanib, or ENMD-2076 may be utilized as an FGFR3 inhibitor.

[6643] In certain embodiments of the methods provided herein, the FGFR3 inhibitor and
taxane are adminisiered together, t.e., as part of the same pharmaceutical formulation. In
other embodiments, the FGFR3 inhibitor and taxane are administered separately, 1., 1n
separate pharmaceutical formulations. In these latter embodiments, the agents may be
administered simultaneously or sequentially, and may be administered via the same or
different routes. In those embodiments wheren the agents are adnunisiered sequentially,
they may be administered at the same or different intervals. For example, one agent may be
administered more frequently than the other, or may be admunistered over a longer time
course. In certain of these embodimenis, one agent may be administered one or more times
prior to the first admunistration of the second agent. When admmnistration of the second agent
is intiated, administration of the first agent may either ceage or continue for all or part of the
course of adonunisiration of the second agent. In certain embodiments wherein the agenis are

administered sequentially, the interval between admimstration of the first agent and
9
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admimstration of the second agent may be less than one minute, 1-5 minutes, 5-10 minutes,
10-30 nunutes, 30-60 manules, 1-2 hours, 2-4 hours, 4-6 hours, 6-12 hours, 12-24 hours, or
more than 24 hours.
[6644] In certain embodiments of the methods provided herein wherein the FGFR3
mnhibttor is an FGFR3 antagonist antibody, the antibody may be administered two or more
times per day, daily, two or more times per week, weekly, bi-weekly (1.2, everv other week),
every third week, or monthly. In certamn embodiments, the FGFR3 antagonist antibody is
admimstered weekly, bi-weekly, or everv third wesk. In certain embodiments, the FGFR3
antibody may be adnunistered more frequently at or near the start of the treatiment period.
For example, the FGFR3 antibody may be administered daily, every 2-6 days, or weekly at
the start of treatment, and then bi-weekly, every third week, or monthly for the remainder of
the ireatment period.
[B045] In certain embodiments of the methods provided herein, the taxane may be
admimstered two or more times per day, daily, two or more times per week, weekly, bi-
weekly, every third week, or monthly. In certain embodiments, the taxane is administered bi-
weekly or every three weeks.
16646] In certain embodiments of the methods provided herein, the FGFR3 inhubitor and/or
taxane may be administered for a specific time course determined in advance. For example,
the FGFR3 and/or taxane may be administered for a time course of 1 day, 2 davs, 1 week, 2
weeks, 4 weeks, or 8§ weeks. In other embodiments, the FGFR3 and/or taxane may be
administered indefinitely, or untl a specific therapeutic benchmark is reached. For example,
the FGFR3 and/or taxane may be administered wntil tumor growth is arrested or reversed,
until one or more tumors are ehiminated, or until the number of cancer cells are reduced io a
specific level.
16647] A “therapeutically effective amount” of an agent as used herein is an amount of the
agent that produces a desired therapeutic effect in a subject, such as treating cancer. In
certain embodiments, the therapeutically effective amount 1s an amount that vields maximum
therapeutic effect. In other embodiments, the therapeutically effective amount vields a
therapeutic effect that is less than the maximum therapeuiic effect. For example, a
therapeutically effective amount may be an amount that produces a therapeutic effect while
avoiding one or more side effects associated with a dosage that vields maximum therapeutic
effect. The precise therapeutically effective amount for a particular agent will vary based on
a variety of factors, including but not limited to the charactenistics of the agent (e.g., activily,
pharmacokinetics, pharmacodynamics, and bioavailability), the physiological condition of the
10
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subject {e.g., age, body weight, sex, disease tyvpe and stage, medical history, general physical
condition, responsiveness to a given dosage, and other present roedications), the nature of any
pharmaceutically acceptable carriers present in the agent composition, and the route of
administration. One skilled m the clinical and pharmacological arts will be able to determine
a therapeutically effective amount through routine experimnentation, narnely by momtoring a
subject's response to admirustration of the agent and adjusting the dosage accordingly. For
additional guidance, see, e.g., Remington: The Science and Practice of Pharmacy, 22"
Edition, Pharmaceutical Press, London, 2012, and Goodman & Gilman's The
Pharmacological Basis of Therapeutics, 12 Bdition, McGraw-Hill, New York, NY, 2011,
the entire disclosures of which are incorporated by reference herein.

[6648] In certain embodiments of the methods provided herein, a therapeutically effective
amount of an FGFR3 mbabitor or taxane may be a dosage at which the agent is capable of
generating a therapeutic response {e.g., reducing or elinunating tumor growth) as a
monotherapy, t.e., when administered alone. In certain of these embodiments, the
therapeutically effective amount may be a dosage that has previously been determined to be
optimal or near optimal for cancer treatment. For example, where the FGFR3 inhibitor is B-
701, the antibody may be admirustered at a dosage of about 10 to 50 mg/kg every two to four
weeks, and in certain of these embodiments the antibody may be admimstered at a dosage of
about 20 to 40 mg/kg every two to four weeks, or about 30 mg/kg every three weeks. Tn

other embodiments, a therapeutically effective arnount of an FGFR3 inhibitor or taxane may

S,
be lower than the dosage at which the agent would normally be administered for use as a
monotherapy, i.e., a suboptimal dose. In certain of these embodiments, administration of the
suboptimal dosage of FGFR3 inhibitor or taxane may result in decreased side effects versus
the standard dosage when administered alone. For example, admunistration of suboptimal
dosage of FGFR3 inhibitor or taxane may result in decreased occurrence or severity of
pruritus, colitis, or pneurnonia versus admunistration of the optimal dosage of either inhibiior
alone. In certain embodiments, one of an FGFR3 inhibitor and a taxane may be administered
at a dosage that has been determined to be optimal for cancer freatment when administered
alone, while the other is administered at a dosage that is suboptimal for treatment when
admimistered alone. In certain embodiments, the dosage of the FGFR3 mhibitor or taxane
may change over the course of the treatment regimen. For example, one or both of the
FGFR3 mhibitor and the tavane may be administered at higher dosage at the start of

treatment {e.g., a loading phase), followed by a lower dosage later in treatment. In certain

1
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embodiments, this loading phase may also uiilize more frequent administration than later
phases of the treatment period.

16649]  An FGFR3 inhibitor, taxane, or pharmaceutical formulation comprising both an
FGFR3 inhibitor and a taxane may be delivered 1o a subject by any administration pathway
known i the art, including but not limited to parenteral, oral, asrosol, enteral, nasal,
ophthalmuc, parenteral, or transdermal {e.g.. topical cream or ointment, patch). "Parenteral”
refers to a route of administration that is generally associated with injection, including
intravenous, intraperitoneal, subcutaneous, infraorbital, infusion, intraarierial, intracapsular,
ntracardiac, intradermal, intramuscular, intrapulmonary, intraspinal, intrasternal, intrathecal,
intrauterine, subarachnoid, subcapsular, transmucosal, or transiracheal. in certain
embodiments wherein the FGFR3 inhibitor 15 an FGFR3 antagonist antibody, including for
example B-701, the FGFR3 inhibitor 1s administered intravenously. In certain embodiments,
the taxane adminmistered intravenously. In other ernbodirsents, the taxane may be
admimistered orally.

[6658] In certain embodiments of the methods, compositions, kits, and uses provided
herein, the taxane is formulated for intravenous admimstration. In certain of these
embodiments, the taxane is paclitaxel, and the intravenous formulation comprises Cremophor
EL {CrEL) and dehydrated ethanol USP (1:1, v/v}. In other embodimenis, the taxane is
docetaxel, and the intravenous formulation comprises polysorbale 80 (Tween 80). In other
embodiments, the taxane is in a nanoparticle formulation. In certain of these embodiments,
the taxane is nab-paclitaxel {Abraxane), a nanoparticle formulation approved for the
treatment of several cancers including breast cancer and NSCLS in which paclitaxel is bound
1o human serum albumin, or polymeric-micellar pachitaxel (Genexol-PM), a formudation
comprising hodegradable polymenic-micellar nanoparticles. In still other ernbodiments, the
taxane is in a liposomal formulation. In certain of these embodiments, the taxane is
EndoTAG-1, a cationic hiposomal formulation of paclitaxel.

[0051] 1o certain embodiments, FGFR3 inhibitors, taxanes, or compositions comprising
both FGFR3 inhibitor and taxane may be formed into oral dosage units, such as for example
tablets, pills, or capsules. In certain embodiments, FGFR3 nhibitor, taxane, or FGFR3
mhibitor and taxane compositions may be administered via a time release delivery vehicle,
such as, for example, a time release capsule. A "time release vehicle” as used herein refers to
any deliverv vehicle that releases active agent over a period of ime rather than immediately
upon adminisiration. In other embodiments, FGFR3 inhibitor, taxanes, or FGFR3 mhibitor

and taxane compositions may be adnunistered via an immediate release delivery vehicle.
12
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16052} In certain embodiments of the methods provided herein, subjects receiving FGFR3
inhibitor and taxane may receive additional therapies, including for example additional
chemotherapewtic agents or imnwumnotherapy, before, during, or after treatment with FGFR3
and taxane. In certain of these embodiments, a subject may be further treated with a PDH
inhibttor, including but not limited to an antagonistic PD1 antibody (e.g., mvolumab
{Opdivo®, pembrolizumab (Kevtruda®), and MEDI-0680) or PD1 ligand antibody {e.g..
atezolizumab (MPDL3280A, Tecentrig®), durvalumab (MEDI-4736), avelumab
{(MSB00G10718C), R(G7446, and BMS-936559). In those embodiments where the subject
recetves additional therapies during treatroent with FGFR3 and taxane, the additional
therapies may be administered simultanecusly or sequentially with the FGFR3 inhibitor
and/or taxane.

[68353] Provided herein in certain embodiments are pharmaceutical formulations
comprising a therapeutically effective amount of an FGFR3 inhibitor and a therapeutically
effective amount of a taxane. In certain embodiments, these pharmaceutical formulations
further comprise one or more pharmaceutically acceptable carriers, or are formulated for
adminstration with one or more pharmaceutically acceptable carmers. Also provided herein
are kits comprising an FGFR3 mhibitor and a taxane for use in carrying out the methods
disclosed herein, e.g., for {reating cancer.

[0084]  In certain embodiments of the compositions and kits provided herein, an FGFR3
mnhibitor or taxane may be present in the coraposition or kit at a dosage at which 1t is capable
of generating a therapeutic response {e.g., reducing or eliminating tumor growth} when
admimstered alone. In certain of these embodiments, the FGFR3 or taxane may be present at
a dosage that has previously been deternmuned 1o be optimal or near optimal for cancer
treatment. For example, where the FGFR3 inhihitor is B-701, the composition or kit may be
formuliated to deliver a dosage of about 10 to 50 mg/kg of B-701 to the subject, and in certain
of these embodiments the composition or kit may be formulated to deliver a dosage of about
20 to 40 mg/kg or about 30 mg/kg of B-701 to the subject In other embodiments, the FGFR3
inhibitor or taxane may be present at a dosage that is lower than that at which it would
normally be present in a composition or kit for cancer treatment (i.e., a suboptimal dose).
[6655] A "pharmaceutically acceptable carrier” as used herein refers o a pharmaceutically
acceptable material, composition, or vehicle that is involved in carrying or transporting a
compound or molecule of interest from one tissue, organ, or portion of the body to another
tissue, organ, or portion of the body. A pharmaceutically acceptable carrier may comprise a

variety of components, including but not lumted to a liquid or solid filler, diluent, excipient,
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solvent, buffer, encapsulating material, surfactant, stabilizing agent, binder, or pigment, or
some combination thereof. Each component of the carrier must be "pharmaceutically
acceptable” in that it must be compatible with the other ingredients of the composition and
mst be suitable for contact with any tissue, organ, or portion of the body that it may
encounter, meaning that 1 must not carry a risk of toxicity, irritation, allergic response,
immunogencity, or any other complication that excessively outweighs its therapeutic
benefits.

{6656] Examples of pharmaceutically acceptable carriers that may be used in conjunction
with the compositions provided herein include, but are not linuted to, (1) sugars, such as
factose, ghucose, sucrose, or mannitol; (2) starches, such as corn starch and potato starch; {3)
cellulose and its derivatives, such as sodium carboxymethvi cellulose, ethyvi cellulose and
cellulose acetate; (4) powdered tragacanth; (5) malt; (6) gelatin; (7} tale; {8} excipients, such
as cocoa butter and suppository waxes; (9) oils, such as peanut oil, cottonseed oil, saffiower
oil, sesame oil, olive oil, com oil and sovbean oil; (10) glycols such as propylene glycol; (11}
polvols such as glycerin, sorbitol, mannitol and polyvethylene glycol: (12) esters, such as ethyl
oleate and ethyl laurate; (13) disintegrating agents such as agar or calcium carbonate; (14}
buffering or pH adjusting agents such as magnesium hydroxide, alunminum hydroxide,
sodium chloride, sodium lactate, calcium chloride, and phosphate buffer solutions; (13}
alginic acid; (16) pyrogen-free water; {17} isotonic saline; (18) Ringer's solution; (19)
alcohols such as ethyl alcohol and propane alcohol; (20} paraffing (21) lubricants, such as
tale, calcium stearate, magnesium stearate, solid polyethylene glycol, or sodium lauryl
sulfate; (22) coloring agents or pigments; (23} glidants such as colicidal silicon dioxide, talc,
and starch or tri-basic calcium phosphate; (24) other non-toxic compatible substances
emploved in pharmaceutical compositions such as acetone; and (25) combinations thereof.
160571 Compositions and pharmaceutical formulations comprising an FGFR3 inhibitor, a
taxane, or a combination of an FGFR3 inhibifor and a taxane may be formulated imto a
suttable dosage form, including for example solutions or suspensions in an agqueous or non-~
aqueous Hquid, oil-in-water or water-in-oil liqind emulsions, capsules, cachets, pills, tablets,
lozenges, powders, granules, elixirs or syrups, or pastilles. In certain embodiments, the
compositions may be formulated as time release delivery vehicles, such as, for example, a
time release capsule. A "ime release vehicle” as used herein refers 1o any delivery vehicle
that releases an active agent over a period of time rather than immediately upon
admunistration. In other embodiments, the compositions may be formulated as immediate

release delivery vehicles.
14
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{6658] Provided herein in certain embodiments are kits for carrving out the methods
disclosed herein. In certain embodiments, the kits provided herein comprise an FGFR3
inhibitor and a taxane. In certain embodiments, the FGFR3 inhibitor and taxane may be
present in the kit in a single composition. In other embodimenis, the FGFR3 inhibitor and
taxane may be present in separate compositions. The kits may comprise additional
therapeutic or non-therapeutic compositions. In certain embodiments, the kits comprise
nstructions in a tangible medium.

[665%9] Provided herein in certain embodiments are an FGFR3 inhibitor and a taxane for use
in the treatment of cancer. Also provided are an FGFR3 inlubitor for use mn the treatment of
cancer in combination with a taxane, and a taxane for use in the treatiment of cancer in
combination with an FGFR3 inhibitor.

[3868] Provided herein in certain embodiments is the use of an FGFR3 inhibitor and a
taxane in the manufacture of a medicament for treating cancer. Also provided are the use of
an FGFR3 mhibitor in the manufacture of a medicament for treating cancer in combination
with a taxane, and the use of a taxane in the manufacture of a medicament for treating cancer
i combination with an FGFR3 mhibitor.

[6661]  The term "about” as used herein means within 10% of a etated value or range of
valugs.

[0862] One of ordinary skill in the art will recognize that the various embodiments
described herein can be combined. For exarople, steps from the various methods of treatment
disclosed herein may be combined in order to achieve a satisfactory or improved level of
treatment.

16063} The following examples are provided to better tlustrate the claimed invention and
are not to be interpreted as hinuting the scope of the invention. To the extent that specific
materials are mentioned, it is merely for purposes of illustration and is not intended to it
the invention. One skilled in the art may develop equivalent means or reactants without the
exercise of inventive capacity and without departing from the scope of the invention. It will
be understood that many variations can be made in the procedures herein described while still
remaining within the bounds of the present invention. It is the mtention of the inventors that

such variations are included within the scope of the imvention.
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Examples

aclitaxel. and semcitabine admirustration on tumor growth and

Exanwle 1. Effect of B-701.

survival
[6664] The effects of B-701, paclitaxel, and gemcitabine on tumor growih and survival
were evaluated using the human UM-UC-1 bladder cancer cell line, which expresses wild-
tvpe FGFR3. Efficacy was assessed using tumor growth delay in a conditional survival
study.
16065} All three agents significantly extended survival of tumor bearing UM-UC-1
xenograft mice when administered as single agents. Admimstration of B-701 10 combination
with either paclitaxel or gemcitabine greatly enhanced this effect, resulting in a significant
increase in conditional survival, These results are summarized in Fig, 1.

[60667  B-701, by blocking signaling through FGFR3, represents a novel and selective agent
that can enhance the efficacy of both traditional and novel drugs currently being used to treat
urothelial cancer. Prechinical models described here show that combining B-701 with
chemotherapy ieads io greatly enhanced efficacy.

Example 2: Effect of B-701 and docetaxel adnunistration on tumor growth and survival

[0067]

In the first stage of a phase 1b/2 study to evaluate the etfects of B~-701 and docetaxel
in advanced UCC patients, safety and efficacy was evaluated in 19 human subjects (14 male,
5 female; "Cohort 1") with stage IV UCC. Tumor characteristics for the 19 subjects are
surnmarized in Table 1.

Table 1

Subject

Known somatic variants/ likely

Homozygous deletions —

iB functional rearrangements known genes
001-0001 PIK3CA, TERT, TP53 None
(01-0002 ERBB2, TP353 CDEN2A, CDKN2B
001-0003 None None
004-0004 ERBB2, TERT, TP33 None
004-0003 TERT, TPS3 None
002-0006 ERBB3, FGFR3, 5249C, CDKNZA
CREBBP SLX4
004-0007 MSTIR, PIK3CA, TERT None

(02-0008

FBXW7, NFE2L2, TERT

CDKNZA, CDENZB

PBRM1 PBRMI del

004-0609 Per mvestigator Oncopanel test FGFR3 TACC3
003-0010 | ARIDIA, FGFR3 5249C, TERT, LRPIB, TSCH, CDKN2A,

TPS3 CDKN2B, KDMG6A
005-0011 | ACVRIB, ERBB2, TERT, TP33, None

004-0012

Subject progressed

srtor {0 treatment

004-0013

PIK3R1

CDKNZA, CDKN2ZB

003-0014

TP33

None

16
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001-0013 MLL2, PIK3CA, TERT RB1
004-0016 | FGFR3 Y373C, MLL3, PIK3CA, CDKNZA, CDENZB
TERT
8065-0017 | FGFR3 5249C, PIK3CA, TERT, CDKN2ZA
SLIT2 SLIT2 del
004-0018 ERB2, PIK3CA, TERT, TP33 None
004-0019 | ARIDIA, BAPI, FANCIL RUNX1, None
TERT, FANCD2 FANCD2 trunc
(35-0020 To be determined

i6668] All 19 subjects had an ECOG of 0 or 1, and had previously relapsed or were
refractory to one or two prior non-taxane chemotherapeutic regimens. The median age of the
subjects was 66 vears. 11 subjects (58%) had an ECOG of 1, two subjecis (11%) bad a
hemoglobin (Hgb) level less than 10 g/dL, five subjects (26%) had liver metastases, and 14
subjects {74%) had received two or more prior chemotherapewtic regimens.

[6869] Of the 19 subjects, five (4 male, 1 female, all marked with bold font in Table 1) had
FGFR3 mutations or TACC3-fusions. The median age of this group was 65.4 years. Four of
these five subjects (809%) had an ECOG of 1, one subject (2% had liver metastases, and
four subjects (80%;) had recetved two or more prior chemotherapeuiic regimens. None of the
FGFR3 mutation/fusion subjects had an Hgb level less than 10 g/dL.,

16676] Docetavel was administered intravenously over approximately 60 minuies at a
dosage of 75 mg/m’. B-701 was administered intravenously over approximately 90 minutes,
and approsimately 30 nunutes after completion of docetaxel infusion, at a dosage of 25
mg/kg. Administration was carried out every 3 weeks {(g3w). An additional loading dosage
of 25 mg/kg B-701 was administered on day 8 of the first cycle. The primary objective was
to evaluate progression-free survival (PFS) and safety. Secondary objectives inchuded
evaluation of overall response rate (ORR), duration of response (DOR), disease control rate
(DCR), and overall survival (OS). Fach of these objectives was evaluated for correlations
with FGFR3 expression and/or FGFR3 mutations/fusions.

[B071] Treatment emergent adverse events (AEs) regardless of atinibution that occurred in
10% of more of subjects (i.e., two or more subjects) are summarized in Table 2. Adverse
effects grade 3 or higher related to B-701 that occurred in any subjects are summarized in

Table 3.

17



WO 2018/145120

Table 2

PCT/US2018/017121

Treatment emergent AE

# of subjects (%)

Diarrhea 11 {58%)

Fatigue 6 {32%)

Nausea 6 {32%)

Alopecia 5 {26%)
Constipation 5 {26%)
Decreased neutrophil count 5 (26%)
Fever 5 (26%)
Decreased lvmphocyte count 4 (21%))
Abdominal pain 3 (16%)
Anemia 3 {(16%)

Insomnia 3 {(16%)

Urinary tract infection 3 {16%)
Decreased WBCs 2 {11%:)
Dvsgeusia 2 {11%:)
Epistaxis 2 {11%:)
Headache 2 (11%)
Hvpotension 2 (11%)
Neuropathy {peripheral} 2 (11%)
Neutropenia 2 (11%)
Pruritis 2 {11%)

Upper respiratory tract infection 2 {11%)
Vomiting 2 {11%)

Table 3

Grade 3 or higher AE related to B-701

# of subjects (%)

Decreased neutrophil count 4 (21%)
Decreased WBCs 2{(11%)
ALT elevation™ 1(5%)
AST elevation® 1 (5%
Colitis 1(5%)
Decreased lvmphocyvtes 1(5%)
Diarrhea 1 (5%

DIC 1 (5%)

Fatigue 1 (5%)
Hvponatremia 1 (5%
Infection (€. 4ifhh 1 (5%
Thrombocyiopenia 1 (5%

* Resolved after docetaxel was discontinued

i6672] Fouwr subjects had nine treatmeni-related AFs that led to B-701 dose interruption or

modification. One subject discontinued treatment due to disserminated intravascular

coagulation {DIC), and two subjects received docetaxel dose reductions.  Eleven deaths

occurred during the study. Fight of these were due to disease progression, two were due to

AEs, and one was due to unknown causes. Of the two AEs leading to death, one (BIC) was
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considered possibly related to treatment, while the other (intracranial hemorrhage) was
considered unrelated.

[6673]  Overall, the combination of B-701 and docetaxel was found to be well tolerated, and
produced an increase in ORR, DCR, PFS, and median OS in subjects with FGFR3
mutations/{usions. These results are summarized i Table 4 and FIG. 2.

Table 4

Al subjects FGFR3 mutation/fusion
(n=19) {1=5)
Best response 1 complete response (CR), 2 TCRTPR
partial responses (PRg)
DOR Not reached (NR) NER
BCR 58% 80%
{95% CIL. 33.5 - 79.75) {95% CI. 35.75 - 82.7)
PES (months) 3.25 7.9
{95% CI. 1 .87 — 5.68) {93% 1. 1.87 - NR)
Median OS5 (months) 5.68 NR
{(95% CE 3.25-11.3}

[6674] Additional clinical studies will be performed to further evaluate the effects of B-701
in combination with docetaxel or other taxanes in subjects with cancer. For example, a
clinical study may be performed in which subjects with advanced or metastatic UCC will be
randomized to receive either B-701 plus docetaxel or the current standard of care {e.g..
docetaxel alone). Efficacy will be evaluated by PFS, as well as one or more additional
parameters such as ORR, DCR, DOR, OS, AEs, or guality of life {Q0OL).

[B078]  As stated above, the foregoing is merely intended to illustrate various embodiments
of the present invention. The specific modifications discussed above are not to be construed
as limitations on the scope of the invention. It will be apparent to one skilled in the art that
various equivalents, changes, and modifications may be made withoul departing from the
scope of the invention, and it 1s understood that such equivalent erobodiments are to be
included herein. All references cited herein are incorporated by reference as if fully set forth

herem.
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CLAIMS
What is claimed 1s:

1. A method of treating cancer in a subject in need thereof comprising
administering a therapeutically effective amount of an FGFR3 inhibitor in combination with a
therapeutically effective amount of a taxane.

2. The method of claim 1, wherein the FGFR3 inhibitor 15 an antagonistic
FGFR3 antibody.

3. The method of claim 2, wherein the antagonistic FGFR3 antibody comprises
CDR-H1 comprising the amino acid sequence set forth i SEQ ID NO:1, CDR-H2
comprising the anuno acid sequence set forth in SEQ ID NO:2. and CDR-H3 comprising the
amino acid sequence set forth in SEQ 1D NO:3.

4, The method of claim 3, wherein the antagonistic FGFR3 antibody comiprises a
heavy chain variable region coraprising the amino acid sequence set forth o SEQ 1D NO:7.

3. The method of claim 2, wherein the antagonistic FGFR3 antibody comprises
CDR-L1 comprising the amino acid sequence set forth in SEQ ID NO:4, CDR-L2 comprising
the amino acid sequence set forth in SEQ D NG5, and CDR-L3 comprising the amino acid
sequence set forth in SEQ ID NO:6.

6. The method of claim 5, wherein the antagonistic FGFR3 antibody comprises a

light chain varable region comprising the amino acid sequence set forth in SEQ ID NO:R.

7. The method of claim 1, wheren the taxane 1s paclitaxel or an analog or
prodrug thereof.
3. The method of claim 7, wherein the pacliiaxel analog is selected from the

group counsisting of docetaxel and cabazitaxel

9, The method of claim 1, wherein the cancer 1s a solid cancer.

10. The method of claim 9, wherein the solid cancer is selected trom the group
consisting of urothelial cancer, non-small cell lung cancer (NSCLC), head and neck cancer,

and glioblastoma.

11.  The method of claim 9, wherein the solid cancer comprises a nuiation in
FGFR3.

12. The method of claim 9, wherein the sohid cancer comprises a gene fusion in
FGFR3.

13. The method of claim 11 or 12, wherein FGFR3 is activated by the mutation or

gene fusion.

14. A pharmaceutical composition comprising an FGFR3 inhibitor and a taxane.
21
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15. The composition of claim 14, further comprising a pharmaceutically
acceptable carrier.

16. The composition of claim 14, wherein the FGFR3 inhubttor is an antagonistic
FGFR3 antibody.

17. The composttion of claim 16, wherein the antagonistic FGFR3 antibody
comprises CDR-HI comprising the anuno acid sequence set forth 10 SEQ 1D NO:1, CDR-H2
comprising the amino acid sequence set forth in SEQ 1D NO:2, and CDR-H3 comprising the
amino acid sequence set forth in SEQ ID NG:3.

18, The composition of claim 17, wherein the antagonistic FGFR3 antibody
comprises a heavy chain variable region comprising the amino acid sequence set forth in SEQ
D NG:7.

19. The composttion of claim 16, wherein the antagonistic FGFR3 antibody
comprises CDR-LI comprising the amino acid sequence set forth i SEQ D NG:4, CDR-L2
comprising the amino acid sequence set forth in SEQ 1D NO:5, and CDR-L3 comprising the
amino acid sequence set forth in SEQ ID NG:6.

20, The composition of claim 19, wherein the antagonistic FGFR3 antibody
comprises a light chain variable region comprising the amino acid sequence set forth in SEQ
D NOG:&

21 The composttion of claim 14, wherein the taxane is pachiaxel or an analog or
prodrug thereof.

22. The composition of claim 21, wherein the paclitaxel analog 1s selected from

the group consisting of docetaxel and cabazitaxel.
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