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We claim:

—% An isolated antibody or antigen-binding fragment thereof that binds specifically to

tropomyosin receptor kinase B (TrkB), wherein the antibody or antigen-binding fragment thereof comprises
three—heavy—chaina set of six complementarity determining regions (EBDRs)}(HCDR 1;—-HCDR2-and—
HCDR3)-contained-within-a-heavy-chainvartable region (HEVR-LCDR1-LCDR2-LCDR3) comprising

an HCDR1 comprising the amino acid sequence selected-from-thegroup-consisting-ef-of SEQ ID NOs:2;
18344959 and-68:—andNO:4, an HCDR2 comprising the amino acid sequence of SEQ ID NO:6, an

HCDR3 comprising the amino acid sequence of SEQ ID NO:8., an LCDRI1 comprising the amino acid
sequence of SEQ ID NO:12. an LCDR2 comprising the amino acid sequence of SEQ ID NO:14, and an
LCDR3 comprising the amino acid sequence of SEQ ID NO:16.

The isolated antibody or antigen-binding fragment ef-thereof of claim 1, comprising an HCVR

comprising the amino acid sequence of SEQ ID NO:2 and an LCVR comprising the amino acid sequence of
SEQ ID NO:10.

3. The isolated antibody or antigen-binding fragment of claim 1, wherein the antibody or antigen-
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the—antibody—eor—antigen-bindingfragment-thereof-binds human TrkB with a Kp—of less than abeut
300nM300 nM as measured by surface plasmon resonance at 25*C-er¥37°€25° C.

4 ———7F The isolated antibody or antigen-binding fragment of- claim é6;-whereinthe-antibody-or

1-5, wherein

the antibody or antigen-binding fragment thereof binds human TrkB with a dissociative half life (t%2)

sefectedHrom—thecroup-consisting—ol ereater than abewt= 10 minutes—greater—than—abottt-mnutes:
greater-thanabeut120-minutes as measured by surface plasmon resonance at 25°C-er37°€25° C.
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5. ——O. The isolated antibody or antigen-binding fragment of-any-ene-of-elaims claim 1-5, wherein
the antibody or antigen-binding fragment thereof activates human TrkB signaling in the absence of BDNF in

cells engineered to express TrkB; with an ECse- of less than-abent 100 pM.

6. ———1H0-  The isolated antibody or antigen-binding fragment thereof of-any-ene-of-elatms- claim 1-5,
wherein the antibody or antigen-binding fragment thereof enhaneces—aetivation—of—is a fully human

monoclonal antibody.

7. A pharmaceutical composition comprising the antibody or antigen-binding fragment of claim 1, and a
pharmaceutically acceptable carrier or diluent.

8. A pharmaceutical composition, comprising:

a pharmaceutically acceptable carrier or diluent; and

isolated antibody or antigen-binding fragment thereof, comprising an HCVR comprising the amino

acid sequence of SEQ ID NO:2 and an LCVR comprising the amino acid sequence of SEQ ID NO:10,

wherein the antibody or antigen-binding fragment thereof activates human TrkB signaling in the

preseneeabsence of BDNF in cells engineered to express TrkB; with an ECso- of less than abewt-100 pM-,
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__ wherein the antibody or antigen-binding fragment thereof premetes—weightloss—inhumanized
FekB-mieeis a fully human monoclonal antibody.

15 The
TI%

TTIT

. An isolated antibody or antigen-binding fragment ef—any—ene—ofeclatms—112—wherein—the

antibody—eor—antigen-binding{fragment-thereof prometes—aloss—offat-mass—inhumanized-that binds

specifically to tropomyosin receptor kinase B (TrkB-miee:),

Rtee-comprises an
HCDRI1 comprising amino acid sequence of SEQ ID NO:4, an HCDR2 comprising amino acid sequence of

SEQ ID NO:6, and an HCDR3 comprising amino acid sequence of SEQ ID NO:8, and

— 17— Theisolated  a light chain variable region (LCVR) of the antibody or antigen-binding
fragment ef-any—enethereof comprises an LCDR1 comprising amino acid sequence of elaims—-SEQ ID

NO:12, an LCDR2 comprising amino acid sequence of SEQ ID NO:14, and an LCDR3 comprising amino
acid sequence of SEQ ID NO:16,

_ wherein the antibody or antigen-binding fragment thereof prometes—an—inerease—in-tocomotor

activity—in—humanized—TrkB—miee-activates human TrkB signaling in the absence of BDNF in cells
engineered to express TrkB with an ECsg of less than 100 pM., and
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in-cels-engineered-to-expressa fully human FekB-with-an ECso-efess-than-abeut 1H00-pM:monoclonal

antibody.
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