WHAT IS CLAIMED IS:

1. Use of a monoclonal anti-beta7 antibody in the manufacture of 2 medicament for treating a
gastrointestinal inflammatory disorder, wherein the anti-beta7 antibody is to be administered
subcutancously at a flat dose, wherein the anti-beta7 antibody comprises three heavy chain
hypervariable region (HVR-H1-H3) sequences and three light chain hypervariable region (HVR-
L1-L3) sequences, wherein:

(1) HVR-L1 comprises SEQ ID NO:9;

(11) HVR-L2 comprises SEQ ID NO:2;

(iii) HVR-L3 comprises SEQ D NO:3;

(iv) HVR-HI1 comprises SEQ ID NO:4;

(v) HVR-H2 comprises SEQ ID NO:5; and

(vi) HVR-H3 comprises SEQ 1D NO: 19,

2. The use of claim 1, wherein the anti-beta7 antibody is to be administered at a flat dose
between about 50 mg and about 450 mg, wherein optionally the flat dose is selected from the
group consisting of about 50 mg, about 100 mg, about 150 mg, about 200 mg, about 300 mg,
about 350 mg, about 400 mg, about 420 mg, and about 450 mg, wherein optionally the anti-beta7
antibody is to be administered once every week, or once or every two weeks, or once every four
weeks, or once every six weeks, or once every eight weeks, and wherein optionally the anti-beta?7
antibody is to be administered for a period of two months, or three months, or six months, or 12
months, or 18 months, or 24 months, or for the lifetime of the patient.

3. The use of claim 1, wherein the patient is a human.

4. The use of claim 1, wherein the gastrointestinal inflammatory disorder is an inﬂammatofy
bowel disease, and wherein optionally the inflammatory bowel disease is ulcerative colitis or
Crohn’s disease.

5. The use of claim 1, wherein the anti-beta7 antibody is selected from a chimeric antibody, a
human antibody, and a humanized antibody.

6. The use of claim 5, wherein the anti-beta7 antibody is a humanized antibody.

7. The use of claim 1, wherein the anti-beta7 antibody is to be administered at a flat dose of
about 100 mg or about 300 mg every four weeks, wherein the patient suffers from ulcerative
colitis, and wherein the patient experiences mucosal healing or a reduced rate of flare over time.

8. Use of a monoclonal anti-beta7 antibody in the manufacture of a medicament for treating a
gastrointestinal inflammatory disorder, wherein the anti-beta7 antibody is to be administered a
first loading dose and at least one subsequent maintenance dose, wherein each of the loading
dose and the at least one maintenance dose is to be administered subcutaneously at a flat dose,
wherein the anti-beta7 antibody comprises three heavy chain hypervariable region (HVR-HI1-H3)
sequences and three light chain hypervariable region (HVR-L1-L3) sequences, wherein:

(i) HVR-L1 comprises SEQ ID NO:9;

(if) HVR-L2 comprises SEQ ID NO:2;

(i11) HVR-L3 comprises SEQ ID NO:3;
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(iv) HVR-H1 comprises SEQ 1D NO:4;
{(v) HVR-H2 comprises SEQ ID NO:5; and
(vi) HVR-H3 comprises SEQ ID NO:19.

9. The use of claim 8, wherein the loading dose is between about 400 mg and about 450 mg and
the maintenance dose is between about 50 mg and about 350 mg.

10. The use of claim 9, wherein the loading dose is about 400 mg, or about 420 mg, or about 430
mg, or about 450 mg.

11. The use of claim 9, wherein the maintenance dose is about 50 mg, or-about 100 mg, or about
150 mg, or about 200 mg, or about 300 mg, or about 350 mg.

12. The use of claim 9, wherein the loading dose and the maintenance dose are selected from the
group consisting of’

(i) the loading dose is about 400 mg and the maintenance dose is about 50 mg, or about
100 mg, or about 150 mg, or about 200 mg, or about 300 mg, or about 350 mg;

(i1) the loading dose is about 420 mg and the maintenance dose is about 50 mg, or about
100 mg, or about 150 mg, or about 200 mg, or about 300 mg, or about 350 mg;

(i1i) the loading dose 1s about 430 mg and the maintenance dose is about 50 mg, or about
100 mg, or about 150 mg, or about 200 mg, or about 300 mg, or about 350 mg;

(iv) the loading dose is about 450 mg and the maintenance dose is about 50 mg, or about
100 mg, or about 150 mg, or about 200 mg, or about 300 mg, or about 350 mg;

{v) the loading dose is about 400 mg, or about 420 mg, or about 430 mg, or about 450 mg
and the maintenance dose is about 50 mg;

(vi) the loading dose is about 400 mg, or about 420 mg, or about 430 mg, or about 450
mg and the maintenance dose is about 100 mg;

(vii) the loading dose is about 400 mg, or about 420 mg, or about 430 mg, or about 450
mg and the maintenance dose is about 150 mg;

(viii) the loading dose is about 400 mg, or about 420 mg, or about 430 mg, or about 450
mg and the maintenance dose is about 200 mg;

(ix) the loading dose is about 400 mg, or about 420 mg, or about 430 mg, or about 450
mg and the maintenance dose is about 300 mg; and

(x) the loading dose is about 400 mg, or about 420 mg, or about 430 mg, or about 450 mg
and the maintenance dose is about 350 mg.

13. The use of claim 10, wherein the loading dose is about 420 mg,
[4. The use of claim 10, wherein the loading dose is about 450 mg.
15. The use of claim 13 or 14, wherein the maintenance dose is about 350 mg.

16. The use of claim 8, wherein the first maintenance dose is to be administered one day, or one
week, or two weeks, or four weeks after the loading dose, or on the same day as the loading
dose.

17. The vse of claim 16, wherein the second and each subsequent maintenance dose is to be
administered every two weeks, or every four weeks, or every eight weeks.
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18. The use of claim 8, wherein the first maintenance dose is to be administered two weeks after
the loading dose, the second maintenance dose is to be administered two weeks after the first
maintenance dose, and each subsequent maintenance dose is to be administered every four
weeks,

19. The use of claim 8, wherein the anti-beta7 antibody is to be administered for a period of two
months, or three months, or six months, or 12 months, or 18 months, or 24 months, or for the
lifetime of the patient.

20. The use of claim 8, wherein the patient is a human.

21. The use of claim 8, wherein the gastrointestinal inflammatory disorder is an inflammatory
bowel disease, and wherein optionally the inflammatory bowel disease is ulcerative colitis or
Crohn’s disease.

22. The use of claim 8, wherein the anti-beta7 antibody is selected from a chimeric antibody, a
human antibody, and a humanized antibody.

23. The use of claim 22, wherein the anti-beta7 antibody is a humanized antibody.

24. The use according to any one of claims 1-23, wherein the anti-beta7 antibody is fo be
administered with at least one additional compound selected from 5- aminosalicylic acid (5-
ASA), azathioprine (AZA), 6-mercaptopurine (6-MP), and methotrexate.

25. The use according to any one of claims 1-23, wherein the patient previously failed at least
one biological agent, and wherein optionally the biological agent is selected from adalimumab,
etanercept, infliximab, golimumab, certolizumab pegol, natalizumab, and vedolizumab.

26. The use according to any one of claims 1-23, wherein the anti-beta7 antibody to be
administered with a self-inject device, and wherein optionally the self-inject device 1s selected
from a prefilled syringe, microneedle device, autoinjector device and needle-free injection
device.

27. Use of a monoclonal anti-beta7 antibody in the manufacture of a medicament for inducing
remission in a patient suffering from ulcerative colitis, wherein the anti-beta7 antibody is to be
administered subcutancously at a flat dose of either about 100 mg or about 300 mg every four
weeks, wherein the anti-beta7 antibody comprises three heavy chain hypervariable region (HVR-
H1-H3) sequences and three light chain hypervariable region (HVR-L1-1.3) sequences, wherein:

(i) HVR-L1 comprises SEQ ID NO:9;

(il HVR-L2 comprises SEQ [D NO:2;

(i11) HVR-L3 comprises SEQ ID NO:3;

(iv) HVR-H1 comprises SEQ 1D NO:4;

(v} HVR-H2 comprises SEQ ID NO:5; and

(vi) HVR-H3 comprises SEQ ID NO: 19.

28. The use of claim 27, further comprising determining a Mayo Clinic Score and Mayo Clinic
subscores, wherein the patient is determined to have an absolute Mayo Clinic Score < 2 and no
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individual subscore >1, and wherein optionally remission is induced at least by week 10
following the first administration of etrolizumab,

29. Use of a monoclonal anti-beta” antibody in the manufacture of a medicament for inducing
sustained remission in a patient suffering from ulcerative colitis, wherein the anti-beta7 antibody
is to be administered subcutancously at a flat dose of either about 100 mg or about 300 mg every
four weeks, wherein remission is retained for a period of 8 weeks following induction of
remission, or a period of 30 weeks following induction of remission, or a period of 50 weeks
following induction of remission, or a period of 54 weeks or more following induction of
remission, wherein the anti-beta7 antibody comprises three heavy chain hypervariable region
(HVR-H1-H3) sequences and three light chain hypervariable region (HVR-L1-1.3) sequences,
wherein:

(1) HVR-L1 comprises SEQ ID NO:9;

(it HVR-L2 comprises SEQ ID NO:2;

(i11) HVR-L3 comprises SEQ ID NO:3;

(iv) HVR-HI1 comprises SEQ ID NO:4;

(v) HVR-H2 comprises SEQ ID NO:5; and

(vi) HVR-H3 comprises SEQ ID NO: 19.

30. The uvse of claim 29, wherein the remission is steroid-free remission, and wherein optionally

the steroid-free remission is for 20 weeks following induction of remission, or for 24 weeks or
fonger following induction of remission.
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EX.LLE. A LTS AR

WHATES-CEATMED1S:
1. Use of an integrin beta7 antagonist in the manufacture of a medicament for
treating a gastrointestinal inflammatory disorder in a patient, wherein the integrin bet/g/
antagonist 1s to be administered subcutaneously.

2. The use of claim 1, wherein the integrin beta7 antagonist is a monoclofal anti-
beta? antibody,

wherein optionally the anti-beta7 antibody 1s to be administered at a dose of 9.5 mg/kg, or 1.5
mg/kg, or 3.0 mg/kg, or 4.0 mg/kg,

wherein optionally the anti-beta7 antibody is to be administered once evgry four weeks,

and wherein optionally the anti-beta7 antibody is to be administered fot a period of two
months, or three months, or six months, or 12 months, or 18 months{ or 24 months, or for the
lifetime of the patient.

3. The vse of claim 1, wherein the patient is a human.

4. The use of claim 1, wherein the gastrointestinal inflammatory disorder is an
inflammatory bowel disease, and

wherein optionally the inflammatory bowel disease is ulgerative colitis or Crohn’s disease.

5. The use of claim 2, wherein the anti-beta7 a{itibody is selected from a chimeric
antibody, a human antibody, and a humanized antibgdy

6. The use of claim 5, wherein the anti-befa7 antibody is an antibody fragment.

7. The use of claim 5, wherein the antizbeta7 antibody comprises six hypervariable

regions (HVRs), wherein:

(i) HVR-L1 comprises amin
RASESVDTYLH (SEQ ID NO:iI); SESVDSLLH (SEQ ID NO:7), RASESVDTLLH
(SEQ ID NO:8), or RASESVDDLLHASEQ ID NO:9) or a variant of SEQ ID NOs:1, 7, 8 or
9 (SEQ ID NO:26) wherein amino dcid A2 is selected from the group consisting of A, G, S,
T, and V and/or amino acid A3 is/&elected from the group consisting of S, G, [, K, N, P, Q, R,
and T, and/or A4 is selected from the group consisting of E, V, Q, A, D, G, H, L K, L, N, and
R, and/or amino acid A5 is selected from the group consisting of S, Y, A, D, G, H, L K, N, P,

acid sequence Al-All, wherein Al-All is

R, T, and V, and/or aminosacid A6 is selected from the group consisting of V, R, I, A, G, K, .
L, M, and Q, and/or amigo acid A7 is selected from the group consisting of D, V, S, A, E, G,




MNP Sand-Tand/or-amine-aetd-Ad-is-selected-from-the-group-consisting-of- D7

G, N,E, T, P and S, and/or amino acid A9 1s selected from the group consisting of L, Y, [ r
_M, and/or amino acid A10 is selected from the group consisting of L, A, I, M, and V apd/or

amino acid A1l is selected from the group consisting of H, Y, F, and S;
(if)  HVR-L2 comprises amino acid sequence B1-B8, wherein BA-B8 is

KYASQSIS (SEQ ID NO:2), RYASQSIS (SEQ ID NO:20), or XaaYASQSIY (SEQ ID
NO:21, where Xaa represents any amino acid) or a variant of SEQ ID NOSZZ{?K or 21 (SEQ
* RD N3 VS A’ FS

Q, H, P, I, L, Y and Xaa (where Xaa represents any amino acid), and/or amino acid B4 is

ID NO:27) wherein amino acid Bl is selected from the group consisting of k

selected from the group consisting of S and D, and/or amino acid BY is selected from the
group consisting of Q and S, and/or amino acid B6 is selected from the group consisting of S,
D, L, and R, and/or amino acid B7 1s selected from the group consisting of I, V, E, and K;

(i) HVR-L3 comprises amino acid sequence £1-C9, wherein C1-C9 is
QQGNSLPNT (SEQ ID NO:3) or a variant of SEQ ID NO:3 (SEQ ID NO:28) wherein
amine acid C8 is selected from the group consisting of N, ¥V, W, Y, R, S, T, A,F, H, [ L, and
M;

(iv)  HVR-HI comprises amino acid sequence DI1-D10 wherein DI1-D10 is
GFFITNNYWG (SEQ ID NO:4); /

(v) HVR-H2 comprises amino acid sequence EI1-E17 wherein E1-E17 is
GYISYSGSTSYNPSLKS (SEQ ID NO:5), 0'/:1 variant of SEQ ID NO:5 (SEQ 1D NO:29)
wherein amino acid E2 is selected from the/group consisting of Y, F, V, and D, and/or amino
acid F6 is selected from the group consisting of S and G, and/or amino acid E10 is selected

from the group consisting of S and /X, and/or amino acid E12 is selected from the group

consisting of N, T, A, and D, and/of amino acid 13 is selected from the group consisting of P,
H, D, and A, and/or amino acid E15 is selected from the group consisting of L and V, and/or
amino acid E17 is selected fr ﬁ{ the group consisting of S and G; and

(vi) HVR-H3 co éf)rises amino acid sequence F2-F11 wherein F2 -F11 1s
MTGSSGYFDF (SEQ IE/;IO:@ or RTGSSGYFDF (SEQ ID NO:19); or comprises amino
acid sequence F1-F11¢/wherein F1-F11 is AMTGSSGYFDF (SEQ 1D NO:16),
ARTGSSGYFDF (8EQ ID NO:17), or AQTGSSGYFDF (SEQ ID NO:18), or a variant of
SEQ ID NOs:6, ¥6, 17, 18, or 19 (SEQ ID NO:30) wherein amino acid F2 is R, M, A, E, G,
Q. S, and/or ashino acid F11 is selected from the group consisting of Fand Y,
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——and-wherein-optionaly-the-anti-beta7-antibody-comprises-three-heavy-chainhypervartable

region {HVR-HI1-H3} sequences and three light chain hypervariable region (HVR~L1~
sequences, wherein: |
(i) HVR-L1 comprises SEQ D NO:7, SEQ ID NO:8 or SEQ ID NO:9;
(i) HVR-L2 comprises SEQ 1D NO:2;

(iii) HVR-L3 comprises SEQ ID NO:3;
(3v) HVR-H1 comprises SEQ ID NO:4;

(v) HVR-H2 comprises SEQ ID NO:5; and
(vi) HVR-H3 comprises SEQ ID NO:6 or SEQ ID NO:16 or SEQ I :17 or SEQ 1D
NO:19.

8. Use of an integrin beta7 antagonist in the manufacture of edicament for

treating a gastrointestinal inflammatory disorder in a patient, where  the integrin beta7
antagonist is to be administered subcutaneously at a flat dose. /

9. The use of claim 8, wherein the integrin beta7 antaggonist is a monoclonal anti-
beta7 antibody,

wherein optionally the anti-beta7 antibody is to be admiy Stered at a flat dose between 50 mg
and 450 mg, .
wherein optionally the flat dose is selected from the; oup consisting of 50 mg,
100 mg, '
150 mg, F

200 mg, /
300 mg, _ /

350 mg,
400 mg,
420 mg, and
450 mg, .
wherein optionally the anti-beta7 antibody is to be administered once every week, or once or
every two weeks, or onceé‘,e'{fery four weeks, or once every six weeks, or once every eight
weeks, )

and wherein optiona}li; the anti-beta7 antibody is to be administered for a period of two
months, or three n;dnths, or six months, or 12 months, or 18 months, or 24 months, or for the

lifetime of the g&i’ﬁent.
10. Ti}.é{use of claim 8, wherein the patient is a human.
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inflammatory bowel disease,

and wherein optionally the inflammatory bowel disease is ulcerative colitis or Crohn’s
disease. _
12. The use of claim 9, wherein the anti-beta7 antibody is sclected from a chiimeric

antibody, a human antibody, and a humanized antibody.

13. The use of claim 12, wherein the anti-beta7 antibody is an antibody fragment.

/
14. The use of claim 12, wherein the anti-beta7 antibody comprises/;ix hypervariable
regions (HVRs), wherein: f'

(1) HVR-L1 comprises amino acid sequence AI-»AII ﬂ" wherein A1-All is
RASESVDTYLH (SEQ ID NO:1); RASESVDSLLH (SEQ ID N’O 7), RASESVDTLLH
(SEQ ID NO:8), or RASESVDDLLH (SEQ ID NO:9) or a variant of SEQ ID NOs:1, 7, § or
9 (SEQ ID NO:26) wherein amino acid A2 is selected from thg;w%roup consisting of A, G, S,
T,and V and/or amino acid A3 is selected from the group cor‘_}ﬂs{sﬁng of S, G, LK, N, P, Q. R
and T, and/or A4 is selected from the group consisting of E,V, Q,A,D,G,H, LK, L,N, and
R, and/or amino acid AS is selected from the group cons%s‘%ing of S, Y AD,G H, LK, N, P,
R, T, and V, and/or amino acid A6 is selected from t}gé;gl'oup consisting of V, R, L A, O, K,
L, M, and Q, and/or amino acid A7 is selected fron} ffxe group consisting of D, V, S, A, E, G,
H, 1, K, L N, P, S, and T, and/or amino acid AR is selected from the group consisting of D,
G, N, E, T, P and S, and/or amino acid A9 is sg}écted from the group consisting of L, Y, { and
M, and/or amino acid A10 is selected from tﬁg group consisting of L, A, I, M, and V and/or
amino acid Al1 is selected from the group, cons1st1ng of H, Y, F, and §;

(i1) HVR-L2 comprises ammo acid sequence B1-B8, wherein B1-B8 is
KYASQSIS (SEQ ID NO:2), RYA§=QSIS (SEQ ID NO:20), or XaaYASQSIS (SEQ ID
NO:21, where Xaa represents any alffino acid) or a variant of SEQ ID NOs:2, 20 or 21 (SEQ
ID NO:27) wherein amino acid Bl is selected from the group consisting of K, R, N, V, A, F,
Q. H,P,LL Y and Xaa (where Xaa represents any amino acid), and/or amino acid B4 is
selected from the group co:}s.lstmg of § and D, and/or amino acid BS is selected from the
group consisting of Q andei and/or amino acid B6 is selected from the group consisting of S,
D, L, and R, and/or ami_}fg acid B7 is selected from the group consisting of [, V, E, and K;

(i11) HVR-L3 comprises amino acid sequence C1-C9, wherein CI-C9 is
QQGNSLPNT (SEQ ID NO:3) or a variant of SEQ ID NO:3 (SEQ ID NO:28) wherein
amino acid C8 is;,;%i:lected from the group consisting of N, V. W, Y, R, S, T, A, F, H, 1L, and




el HVR-H1—comprises--amino—aeid-sequence-~1-D10.-wherein-1>1-D10—is—
GFFITNNYWG (SEQ 1D NO:4);

(v) HVR-H2 comprises amino acid sequence EI1-E17 wherein EI-E17 .-is

&

GYISYSGSTSYNPSLKS (SEQ ID NO:5), or a variant of SEQ ID NO:5 (SE@”’ ID
NO:29)wherein amino acid E2 is selected from the group consisting of Y, F, V, and D»fandfor

amino acid E6 is selected from the group consisting of S and G, and/or amino acld E10 is
selected from the group consisting of S and Y, and/or amino acid EI12 is selegfed from the
group consisting of N, T, A, and D, and/or amino acid 13 is selected from the group
consisting of P, H, D, and A, and/or amino acid E15 is selected from the gwup consisting of
L and V, and/or amino acid E17 is selected from the group consisting of | s and G; and

(viy HVR-H3 comprises amino acid sequence F2-F11 wher/gm F2-F1lis
MTGSSGYFDF (SEQ ID NO:6) or RTGSSGYFDF (SEQ ID NO]{Q)é, OF COMPTiSEs anino
acid sequence F1-F11, wherein F1-F11 is AMTGSSGYFDF (SE}Q’%D NO:16),
ARTGSSGYEDF (SEQ ID NO:17), or AQTGSSGYFDF (SEQ/ID NO:18), or a variant of
SEQ ID NOs:6, 16, 17, 18, or 19 (SEQ ID NO:30) wherein %ﬁ?i(no acid F2ZisR, M, A, E, G,
Q. S, and/or amino acid F11 is selected from the group cepf’gisting of Fand Y,
wherein optionally the anti-beta7 antibody comprise?ﬁree heavy chain hypervariable region
(HVR-H1-H3) sequences and three light chain’ hypervariable region (HVR-L1-L3)

sequences, wherein: /

(1) HVR-L1 comprises SEQ ID NO:7, SEQ ID NO:8 or SEQ ID NO:9;

(i1} HVR-L2 comprises SEQ 1D NO:2; d

(iii) HVR-L3 comprises SEQ ID NO:3;  /

(iv) HVR-HI comprises SEQ ID NO:4; /

(v) HVR-H2 comprises SEQ 12 NO: 5‘ and

{vi) HVR-H3 comprises SEQ ID fNO 6 or SEQ ID NO:16 or SEQ ID NO:17 or SEQ ID
NO:19, and f’i

wherein optionally the anti«b?f§7 antibody is to be administered at a flat dose of 100 mg or
300 mg every four weeks, wherein the patient suffers from ulcerative colitis, and wherein the

s

patient experiences mucosal healing or a reduced rate of flare over time.
y
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15. Use of an
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integrin-beta7-antagonistin-the manufactureof amedicanrent for treating a gastrointestinal
inflammatory disorder in a patient, wherein the patient is to be administered a first loading /
fthe

dose and at least one subsequent maintenance dose, wherein each of the loading dose and!
at least one maintenance dose is to be administered subcutaneously at a flat dose.
16. The use of claim 15, wherein the integrin beta7 antagonist is a monocionl{yanii-
beta7 antibody.
17. The use of claim 16, wherein the loading dose is between 400 mg a? 450 mg and
the maintenance dose is between 50 mg and 350 mg, f”f”
18. The use of claim 17, wherein optionally the loading dose is 409[fng, or 420 mg, or
430 mg, or 450 mg; or ,\;f.

the maintenance dose is 50 mg, or 100 mg, or 150 mg, or 200 mg, or 3@0 mg, or 350 mg; or
the loading dose is 400 mg and the maintenance dose is 50 mg, or 100 mg, or 150 mg, or 200
mg, or 300 mg, or 350 mg; or f

r'd
the loading dose is 420 mg and the maintenance dose is 50 mg,_. or 100 mg, or 150 mg, or 200

mg, or 300 mg, or 350 mg; or

the loading dose is 430 mg and the maintenance dose is 50 g, or 100 mg, or 150 mg, or 200
mg, or 300 mg, or 350 mg; or
the loading dose is 450 mg and the maintenance dose ig 50 mg, or 100 mg, or 150 mg, or 200
mg, or 300 mg, or 350 mg; or ff
the loading dose is 400 mg, or 420 mg, or 430 mg;for 450 mg and the maintenance dose is 50
mg; or '

the loading dose is 400 mg, or 420 mg, or 43 /@ mg, or 450 mg and the maintenance dose is
100 mg; or f

the loading dose is 400 mg, or 420 mg, or ‘430 mg, or 450 mg and the maintenance dose is
150 mg; or j’/ '

the loading dose 1s 400 mg, or 420 mg, or 430 mg, or 450 mg and the maintenance dose is

200 mg; or {f‘

the loading dose is 400 mg, or 420 mg, or 430 mg, or 450 mg and the maintenance dose is
350 mg. y

19. The use of clain{é.ﬂ, wherein optionally the loading dose is 400 mg, or 420 mg, or
430 mg, or 450 mg and ;ghe maintenance dose is 300 mg.

20. The use @{ claim 19, wherein the loading dose is 420 mg.

21. The ugg of claim 19, wherein the loading dose is 450 mg.




aie ¥ Fheuse-ofctaim-17-whereinrthe-first maintenance dose s to be adutinistered 6ie 7

day, or one week, or two weeks, or four weeks after the loading dose, or f
on the same day as the loading dose. 7

P
23. The use of claim 22, wherein the second and each subsequent maintenancg/dose is

to be administered every two weeks, or every four weeks, or every eight weeks. gﬁ'l
24, The use of ¢claim 17, wherein the first maintenance dose is to be adm}_‘%stered two
weeks after the loading dose, the second maintenance dose is to be administelp’ two weeks

after the first maintenance dose, and each subsequent maintenance dose is ‘gbe administered

every four weeks.

23, The use of claim 17, wherein the anti-beta7 antibody is to bg ‘administered for a

@r 18 months, or 24

period of two months, or three months, or six months, or 12 months,_
months, or for the lifetime of the patient. :
26. The use of claim 15, wherein the patient is a human. /
27. The use of claim 15, wherein the gastrointestinal ;;n'ﬂammatory disorder is an
inflammatory bowel disease, /

and wherein optionally the inflammatory bowel disease i ulcerative colitis or Crohn’s
disease.

28. The use of claim 16, wherein the anti-bej 47 antibody is selected from a chimeric
antibody, a human antibody, and a humanized an; -‘ody.

29, The use of claim 28, wherein the a i-beta? antibody 1s an antibody fragment.
30. The use of claim 28, wherein the Anti-beta? antibody comprises six hypervariable

regions (HVRSs), wherein:

(i) HVR-L1 comprises amino sequence Al-All, wherein Al-All s
RASESVDTYLH (SEQ ID NO:l)'/ RASESVDSLLH (SEQ ID NO:7), RASESVDTLLH
(SEQ ID NO:8), or RASESVDDI, H (SEQ ID NO:9) or a variant of SEQ ID NOs:1, 7, 8 or
9 (SEQ ID NO:26) wherein a?fili/() acid A2 is selected from the group consisting of A, G, S,
T, and V and/or amino acid A Jis selected from the group consisting of S, G, L K, N, P, Q, R,
and T, and/or A4 is selecteﬁ:{,ei from the group consisting of E, V, Q, A, D, G, H, I, K, L, N, and
R, and/or amino acid A fés selected from the group consisting of S, Y, A, D, G, H, , K, N, P,
R, T, and V, and/or an"fmo acid A6 is selected from the group consisting of V, R, [, A, G, K,
L, M, and Q, and/opammo acid A7 is selected from the group consisting of D, V, S, A E, G,
H, LK, L N, P, /Sf; and T, and/or amino acid A8 is selected from the group consisting of D,
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oGNP P-gd-S-andior-amine-aeid-A9-is-selected-from-the-group-consisting of -k ¥+1 am_j//v

amino acid Al1 is selected from the group consisting of H, Y, F, and §;

M, and/or amino acid A10 is selected from the group consisting of L, A, I, M, and V and/o
(ily ~ HVR-L2 comprises amino acid sequence BI1-B8, wherein Bl 8’/

18
KYASQSIS (SEQ ID NO:2), RYASQSIS (SEQ ID NO:20), or XaaYASQSIS Q ID
NO:21, where Xaa represents any amino acid) or a variant of SEQ ID NOs:2, 20 of 21 (SEQ
ID NO:27) wherein amino acid B1 is selected from the group consisting of K, B N, V, A, F,
Q, H, P, I, L, Y and Xaa (where Xaa represents any amino acid), and/or aﬂéo acid B4 is
selected from the group consisting of S and D, and/or amino acid B5 is¢selected from the
group consisting of Q and 8, and/or amino acid B6 is selected from the group consisting of S,
D, L, and R, and/or amino acid B7 is selected from the group consistifig of I, V, E, and K;

(i) HVR-L3 comprises amino acid sequence C C9, wherein C1-C9 is
QQGNSLPNT (SEQ ID NO:3) or a variant of SEQ ID NOA (SEQ ID NO:28) wherein
amino acid C8 is selected from the group consisting of N, VAW, Y, R, S, T, A, F, H, I L, and
M; /w

(ivy  HVR-H1 comprises amino acid seq "gnce D1-D10 wherein D1-D10 is
GFFITNNYWG (SEQ 1D NO:4);

(v) HVR-H2 comprises amino acid !sequence E1-E17 wherein E1-E17 1is
GYISYSGSTSYNPSLKS (SEQ ID NO:5), or, 4 variant of SEQ ID NO:5 (SEQ 1D NO:29)
wherein amino acid E2 is selected from the group consisting of Y, F, V, and D, and/or amino

acid E6 is selected from the group consisfing of S and G, and/or amino acid E10 is selected

, and/or amino acid E12 is selected from the group

from the group consisting of S and
consisting of N, T, A, and D, and/or/amino acid 13 is selected from the group consisting of P,

H, D, and A, and/or amino acid '.5 is selected from the group consisting of L and V, and/or

P

amino acid E17 is selected fropf the group consisting of S and G; and

(vi) HVR-H3 cox,"};riscs amino acid sequence F2-F11 wherein F2 -F11 1s
MTGSSGYFDF (SEQ IQNO:é) or RTGSSGYFDF (SEQ ID NO:19); or comprises amino
wherein F1-F11 is AMTGSSGYFDF (SEQ ID NO:16),
Q ID NO:17), or AQTGSSGYFDF (SEQ ID NO:18), or a variant of
17, 18, or 19 (SEQ 1D NO:30) wherein amino acid F21s R, M, A, E, G,

acid sequence F1-F11,
ARTGSSGYFDF ($F
SEQ ID NOs:6, 16,

Q, S, and/or agino acid F11 is selected from the group consisting of F and Y, and
wherein op__()naliy the anti-beta7 antibody comprises three heavy chain hypervariable region
(HVR- H,& -H3) sequences and three light chain hypervariable region (HVR-L1-L3)

sequef ces, wherein:




GHVR=ETcomprises SEQTDNO7SEQ D NO:8 or SEQ D NO:9;
(i) HVR-L2 comprises SEQ ID NO:2;

(i1i) HVR-L3 comprises SEQ ID NO:3;

(iv) HVR-H1 comprises SEQ ID NO:4;

(v) HVR-H2 comprises SEQ ID NO:5; and
(viy HVR-H3 comprises SEQ ID NO:6 or SEQ ID NO:16 or SEQ ID NO- or SEQ ID
NO:19. o 4

31. The use according to any one of claims 1-21 or 24-30, wherei the integrin beta7

antagonist is to be administered with at least one additional compoyhd selected from 5-
aminosalicylic acid (5-ASA), azathioprine (AZA), 6—mercapwgﬁrine (6-MP), and
methotrexate.

32. The use according to any one of claims 1-21 or 24-30, wherein the patient
previously failed at least one biological agent, and /

wherein optionally the biological agent is selected from adalimumab, etanercept, infliximab,
golimumab, certolizumab pegol, natalizumab, and vedolizugab.

33. The use of any one of claims 1-21 or 24-30, \ﬁ{i:rein the integrin beta7 antagonist
is to be administered with a self-inject device, and ff

wherein optionally the self-inject device is selecte; 'fﬁ‘om a prefilled syringe, microneedle
device, autoinjector device and needle-free injectigpé{lievice.

34. An article of manufacture compﬁsi;ﬂ:g a prefilled syringe comprising a liquid
formulation of integrin beta7 antagonist, wheg in the volume of the formulation is 2 ML and
the amount of integrin beta7 antagonist is 1 __«0" me.

35. An article of manufacture cgmprising a prefilled syringe comprising a liquid
formulation of integrin beta7 alltag()lli;sé,tr;".wherein the volume of the formulation is 1 ML and

the amount of integrin beta7 antagon%_s‘% is 180 mg.

36. The article of manufacuﬁé of claim 34 or 35, wherein the integrin beta7 antagonist
is etrolizumab. f ‘
37. Use of etrolizumab /ﬁ{l the manufacture of a medicament for inducing remission in

a patient suffering from uicerﬁtwe colitis, wherein the etrolizumab is to be administered

subcutaneously at a flat dos{a of either 100mg or 300 mg every four weeks.




8- Fheuseotclaim SWh““ewrré“ﬁmpﬁsng"detenmnng“a-M"awe‘Ima?r' i
Mayo Clinic subscores, wherein the patient is determined to have an absolute Mayo Clinic
Score < 2 and no individual subscore >1, and

wherein optionally remission is induced at least by week 10 following the first adginistration
of etrolizumab. |

39. Use of etrolizumab in the manufacture of a medicament for inducing sustained
remission in a patient suffering from ulcerative colitis, wherein the etrolizdmab is to be
administered subcutancously at a flat dose of either 100mg or 300 mg eyery four weeks,
wherein remission is retained for a period of 8 weeks following indugtion of remission, or a
period of 30 weeks following induction of remission, or a period o 50 weeks following
induction of remission, or a period of 54 weeks or more following induction of remission.
40, The use of claim 39, wherein the remission is steroid-free remission,

and wherein optionally the steroid-free remission is for 20 4 eeks following induction of

remission, or for 24 weeks or longer following induction/0f remission.




