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Box No. 1 Basis of this opinion
1. With regard to the language, this opinion has been established on the basis of:
[X' the international application in the language in which it was filed.
a translation of the international application into which is the language of a translation

furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

2. D This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified to
this Authority under Rule 91 (Rule 43bis. 1(a)).

3. IXI With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has
been established on the basis of a sequence listing:

a. forming part of the international application as filed:
@ in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. I:] furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international
search only in the form of an Annex C/ST.25 text file.

c. % furnished subsequent to the internativnal filing datc for the purposes of international search only:
[X] in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).

D on paper or in the form of an image file (Rule 13rer.1(b) and Administrative Instructions, Section 713).

4. m In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

5. Additional comments:
SEQ ID NOs: 108-115, 148, 152, 164, and 291-293 were searched.

Form PCT/ISA/237 (Box No. I) (January 2015)
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Box No. I11  Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially
applicable have not been examined in respect of:

D the entire international application.

m claims Nos, 5-30

because:

the said international application, or the said claims Nos. relate to the following
subject matter which does not require an international search (specify)):

the description, claims or drawings (indicate particular elements below) or said claims Nos. 5-30
are so unclear thal no meaningful opinion could be formed (speeify):

Claims 5-30 are multiple dependent claims not drafted in accordance with the second and third sentences of Rule 6.4(a).

I:] the claims, or said claims Nos. are so inadequately supported
by the description that no meaningful opinion could be formed (specify):

no intemnational search report has been established for said claims Nos. 5-3V

D a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the prescribed time limit:

D furnish a sequence listing in the form of an Annex C/ST.25 text file, and such listing was not available to the
Intcrnational Searching Authority in the form and manner acceptable to it; or the sequence listing furnished did not
comply with the standard provided for in Annex C of the Administrative Instructions,

D furnish a sequence listing on paper or in the form of an image filc complying with the standard provided for in Annex
C of the Administrative Instructions, and such listing was not available to the International Searching Authority in the
form and manner acceptable to it; or the sequence listing furnished did not comply with the standard provided for in
Annex C of the Administrative Instructions.

[:l pay the required late furnishing fee for the furnishing of a sequence listing in response to an invitation under
Rute 13fer.1(a) or (b).

D See Supplemental Box for further details.

Form PCT/ISA/237 (Box No. 111} (January 2015)



PCT/US2018/030516 04.09.2018

WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING AUTHORITY PCT/US2018/030516

Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step and industrial applicability;
citations and explanations supporting such statement

1.  Statement

Novelty (N) Claims 1-4 YES
Claims None NO
Inventive step (IS) Claims None YES
Claims 1-4 NO
Industrial applicability (1A) Claims 1-4 YES
Claims None NO

2. Citations and cxplanations:

Claims 1-4 lack an inventive step under PCT Article 33(3) as being obvious over Williams et al. (hereinafter Williams) in view of
Bristol-Myers Squibb Company and Adler et al. (hereinafter Adler).

Regarding Claim 1, Williams discloses a formulation (To prepare pharmaceutical or sterile compositions of the anti-TIGIT antibodies and
antigen-binding fragments of the invention (e.g., 14A6, 28H5, 31C6 and humanized versions thereof), the antibody or antigen-binding
fragmont thereof Is admixed with = pharmaceutically acceptable carrier or excipient, Para. [0336]; formulations, Para. [03371) comprising:
(i) about 5 mg/ml to about 200 mg/m! of an anti-TIGIT antibody, or antigen binding fragment thereof (Antibodies or antigen-binding
fragments thereof disclosed herein (e.g., 14A6, 28H5, 31C6 and humanized versions thereof) may be provided ...dose ...5.0 mg/ml, Para.
[0347]); (ii) about 5 mM to about 20 mM buffer (The formulation buflers were specific for each antibody to stabilize proteins and prevent
precipitation ...10mM sodium phosphate, Para. [0399)); (iii) about 6% to about 8% weight / volume (w/v) non-reducing sugar (7% sucrose,
Para, {0399]), but fails to explicitly disclose about 10 mg/ml to about 200 mg/ml of an anti-TIGIT antibody, or antigen binding fragment
thereof (iv) about 0.01 % to about 0.10% (w/v) non-ionic surtactant; and (v) about 1 M to about 20 mM anti-oxidant.

Bristol-Myers Squibb Company is in the field of antibodies to TIGIT (Abstract) and teaches about 10 mg/ml to about 200 mg/ml of an
anti-TIGIT antibody, or antigen binding fragment thereof (a composition comprises an anti-T| GIT antibody at a concentration of at

least ...10 mg/mL, Para. [0255]).

It would have been obvious to one of ordinary skill in the art at the time of the invention to modify Williams with the teaching of
Brislul-Myers Squibb Company for tho purpose of achieving the dasired therapeutic response for a particular patient, composition, and
mode of administration, without being toxic to the patient (Bristol-Myers Squibb Company, Para. [0271]).

Modified Williams fails to explicitly disclose iv) about 0.01 % to about 0.10% (w/v) non-ionic surfactant; and (v) about 1 mM to about 20
miM anti-oxidant.

Adler is in the field of antibody formulations (Abstract) and teaches iv) about 0.01 % to about 0.10% (w/v) non-ionic surfactant (When
polysorbate 20 (Tween 20™) and polysorbate 80 (Tween 80™) are used as surfactants they are generally used in a concentration

range ...of about 0.01 % to about 0.1 % wiv (weight/volume), Para. [0052]): and (v) about 1 mM to about 20 mM anti-oxidant (a stabilizer
selected from 10 mM methionine, Para. [0019]; A subgroup within the stabilizers are antioxidants, Para. [0047]).

It would have been abwiaus to one of ordinary skill in the art at the time of the invention to modify Williams with the teaching of Adler for the
purpose of allowing for intravenous administration (Adler, Para. [0128]).

Regarding Claim 2, modified Williams discloses the formulation of claim 1. Williams further discloses wherein the anti-TIGIT antibody or
antigen binding fragment thereof comprises three light chains CDRs comprising CORL1 of SEQ ID NO: 111, CDRL2 of SEQ ID NO: 112,
CDRL3 of SEQ ID NO: 113 (the invention provides an isolated antibody or antigen binding fragment thereof that binds to human TIGIT
comprising a heavy

chain variable region comprising SEQ ID NO:128, Para. [0022); Williams' SEQ ID NO: 128 shares 100% identity with SEQ ID NO: 148 of
the instant application, and contains CDRL1 of SEQ ID NO: 111, CDRL2 of SEQ 1D NO: 112, CDRL3 of SEQ ID NO: 113), and three
heavy chain CDRs comprising CDRH1 of SEQ ID NO: 108, CDRH2 of SEQ ID NO: 154, and CODRH3 of SEQ ID NO: 110 (the invention
provides an isolated antibody or antigen binding fragment thereof that binds to human TIGIT comprising ...a light chain variable region
comprising SEQ ID NO:132, Para. [0022]; Williams' SEQ ID NO: 132 shares 100% identity with SEQ ID NO: 152 of the instant application,
and contains CDRH1 of SEQ ID NQ: 108, CDRH2 of SEQ ID NO: 154).

Regarding Claim 3, modified Williams discloses the formulation of claim 1. Williams further discloses wherein the anti-TIGIT antibody or
antigen binding fragment thereof comprises a heavy chain variable region comprising SEQ 1D NO: 148 (the invention provides an isolated
antibody or antigen binding fragment thereof that binds to human TIGIT comprising a heavy chain variable region comprising SEQ ID
NO:128, Para. [0022]; Williams' SEQ ID NO: 128 shares 100% identity with SEQ ID NO: 148 of the instant application) and a light chain
variable region comprising SEQ ID NO: 152 (the invention provides an isolated antibody or antigen binding fragment thereof that binds to
human TIGIT comprising ...a light chain variable region comprising SEQ ID NO:132, Para. [0022]; Williams' SEQ ID NO: 132 shares 100%
identity with SEQ 1D NO: 152 of the instant application, and contains CORH1 of SEQ ID NO: 108, CDRH2 of SEQ ID NO: 154).
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Supplemental Box

In case the space in any of the preceding boxes is not sufficient.
Continuation of.

Regarding Claim 4, modified Williams discloses the formulation of claim 3. Williams further discloses wherein the anti-TIGIT antibody
comprises (i) a human heavy chain IgG1 constant domain comprising the amino acid sequence of SEQ ID NO:291 (and each heavy
chain comprises ...a human IgG1 constant region (SEQ ID NO:86, Para. [0053); Williams' SEQ ID NO: 86 shares 100% identity with SEQ
ID NO: 291 of the instant application) and a human kappa light chain constant domain comprising the amino acid sequence of SEQ ID
NO:293 (the antibody or antigen binding fragment thereof of the invention comprises a human kappa light chain constant domain
comprising the amino acid sequence of SEQ ID NO: 56, Para. [0052]; Williams' SEQ ID NO 56 shares 100% identity with SEQ D NO:
293 of the instant application).

Claims 1-4 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter claimed can be
made or used in industry.
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