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LAY B

5 —F% % v 7 N—Z —S—ARCA (D1) (K5%&MW) T. RNAZTHEW
MRDELELET L2010, RNABT Z7F D57 RiIZBIT 2%
By v 7fEELr L CHENS (Kuhn et al. 2
010),

5 UTR 5 —UTRESIZE PaZ2EryRNAKCHKRL TS, %qu

(hAg—=2% v ambir-dickEibans Ta¥ vy 78EA BAMERL TS (K

7)) oz ak 1987),
EoRA cwac77x1wAw7W77ﬁ'HLA—l\CW*J%Zw

TF T TR KT ABHICHRKT AWM T FARTTF R s ecso o) . HLIE

(seca o) Taub o SRR ERETAEDOMEZ RN BER S L TR
Mahsd (Kreiter et al. 2008), BRbmMED
NT O RATDLDCHIEL, MOEEEOMHC 7 T 2 1 %3815
FEEVWHREMEEETAZEMLL, THLA—- 1, CwXx | ZEIRL
7=,

I TD MITDIE, MHCZ 5A IS TOBEEERFAAL KOG R AA
“”ﬂub MR Tty Z R OERPWLETLIZOO/E % o
sEAETELTHERHENRS (Kreiter e t al. 200
8),

3 —UTR (F 37 —UTRIF. AES mRNA (FEIEEIRD) KO ha ok
1) U7 a2a—RF12SYURY—=ARNA (I R ENRD) kT 520
O =L AL FOMAEETHLL, 2 biE. RNALZE®REZFMNEGT
HBEHIZDOWT e x vivoERTaoEAEITHI LIk THETE
i,
wY (A) R 1207 vAFFEMWMET LAY (A) BE (A1 20) ZfmL
T, BORNAZBEMEL X N EREBABIZIZT S (Hol t k
amp e t al. 2006),
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International application No.
INTERNATIONAL SEARCH REFORT PCT/US2020/013353
Box No. Il Observations where certaln clalms were found unsearchable (Continuation of Item 2 of first sheet)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the fellowing reasons:

1. I:I Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2_[8] Claime Nos. 1-3, 5-7, 12-38(all partially)
bacausa thay relata to parts of tha internaticnal applicaticn that do not comply with the preseribed requiremants to such
an extent that nc meaningful international search can be camied out, specifically:

see FURTHER INFORMATION sheet PCT/I15A/210

3. I:l Claims Nos.:

bacausa thay are dapandant claime and ara not drafted in accardanca with tha sacond and third sentsnces of Rula 6.4{a).

Box No. lll  Observations where unlty of Inventlon Is lacking (Continuation of kem 3 of first sheet)

This International Searching Autherity found multiple inventions in this international application, as folkows:

see additional sheet

As all required acditional search fees were timely paid by the applicant, this intematienal search report covers all searchable
claims,

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only soms of tha required additional 2earch fees were timaly paid by the applicant, this intsrnaticnal search report covers
enly thoze claims for which fees wara paid, spacifieally claime Nas.:

4. No required additional search fees wers timely paid by the applicant. Genssguently, this internatienal seareh report is
restricted te the inventian first mentioned in the claims; it is covered by claims Nos.:

1-5, 13-38(all partially)

Remark on Protest The additional search fees were accempanied by the applicant's protest and, where applicable, the

payment of a protest fea.

The additional search fees were acccmpanied by the applicant's protest but the applicable protest
fos was not paid within the time limit specifie! in the invitation.

I:l No protest accompanied the payment of additional search feas.
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International Application No. PCT/ Us2020/ 013353

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-5, 13-38(all partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
effective amount of a PD-1 axis binding antagonist, which is
nivolumab, and an RNA vaccine, wherein the RNA vaccine
comprises one or more polynucleotides encoding cne or more
nepepitopes resulting from cancer-specific somatic mutations
present in a tumor specimen obtained from the individual and
related subject-matter,

2. claims: 1-5, 13-38(all partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
effective amount of a PD-1 axis binding antagonist, which is
pembrolizumab, and an RNA vaccine, wherein the RNA vaccine
comprises one or more polynucleotides encoding one or more
neoepitopes resulting from cancer-specific somatic mutations
present in a tumor specimen obtained from the individual and
related subject-matter

3. claims: 6-8, 12-38(all partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
effective amount of a PD-1 axis binding antagonist, which is
avelumab, and an RNA vaccine, wherein the RNA vaccine
comprises one or more polynucleotides encoding one or more
neoepitopes resulting from cancer-specific somatic mutations
presentin a tumor specimen obtained from the individual and
related subject-matter.

4, claims: 6-8, 12-38(all partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
effective amount of a PD-1 axis binding antagonist, which is
durvalumab, and an RNA vaccine, wherein the RNA vaccine
comprises one or more polynucleotides encoding one or more
neoepitopes resulting from cancer-specific somatic mutations
presentin a tumor specimen obtained from the individual and
related subject-matter.

5. claims: 9(completely); 6, 7, 12-38(partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
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International Application No. PCT/ Us2020/ 013353

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

effective amount of a PD-1 axis binding antagonist, which is
an anti-PD-L1 antibody as recited in present claim 9, and an
RNA vaccine, wherein the RNA vaccine comprises one or more
polynucleotides encoding one or more neoepitopes resulting
from cancer-specific somatic mutations presentin a tumor
specimen obtained from the individual and related
subject-matter.

6. claims: 10(completely); 6, 7, 12-38{partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
effective amount of a PD-1 axis binding antagonist, which is
an anti-PD-L1 antibody as recited in present claim 10, and
an RNA vaccine, wherein the RNA vaccine comprises one or
more polynucleotides encoding one or more neoepitopes
resulting from cancer-specific somatic mutations presentin a
tumor specimen cbtained from the individual and related
subject-matter.

7. claims: 11{completely); 6, 7, 12-38(partially)

A method of treating or delaying progression of cancer in an
individual, comprising administering to the individual an
effective amount of a PD-1 axis binding antagonist, which is
atezolizumab, and an RNA vaccine, wherein the RNA vaccine
comprises one or more polynucleotides encoding one or more
neoepitopes resulting from cancer-specific somatic mutations
presentin a tumor specimen cbtained from the individual and
related subject-matter.

8. claims: 39-76, 104-108

An RNA molecule as recited in present claim 39 and related
subject-matter.

9. claims: 77-103

An DNA molecule as recited in present claim 77 and related
subject-matter.
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International Application No. PCT/ Us2020/ 013353

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.2

Claims Nos.: 1-3, 5-7, 12-38(all partially)

Present claims 1-3, 5-7, 12-13 and 18-38 relate to an extremely large
number of possible PD-1 axis binding antagonists. Support and disclosure
in the sense of Article 6 and 5 PCT is to be found however for only a
very small proportion of such PD-1 axis bidning antagonists, see the
anti-PD1l and anti-PD-L1 antibodies defined by their generic names (see,
e.g. claims 4, 8 and 11 or by at least their six sequences (see, e.g.
claims 9, 10). The non-compliance with the substantive provisions is to
such an extent, that the search was performed taking into consideration
the non-compliance in determining the extent of the search of these
claims (PCT Guidelines 9.19 and 9.23).The search of claims 1-3, 5-7,
12-13 and 18-38 was restricted to those PD-1 axis binding antagonists
which appear to be supported (see claims 4, 8-11).

Moreover, only the

subject-matter which is supported by the description has been taken as a
basis for defining the number of inventions, as the applicant is not
invited to pay additional search fees for inventions which prima facie
lack sufficiency of disclosure.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT)}. The applicant is advised that the EPQ
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO {see EPD Guidelines C-IV, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome,
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