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V In May 2017, the U.§=DAgranted accelerated approval fqmembrollzumab an anttPD1
monoclonal antibody for treatment of adult and pediatric patients withnresectableor

s metastatic, microsatellite instabilityhigh (MStH) or mismatch repair deficiendMMR)

m1|  solid tumors. TheFDA approval represents the first disease agnostic acdincer therapy

=+ V. MSD Merck Japan & FALCO has submitted the applicdboapproval for adultpatients
|  With unresectableor metastatic, MSFH solid tumors at March 2018.

= V JapanesePMDAIs also anticipated to grant the same regulatory f@embrolizumah to

= HKAOK UKS tab! KI &arly Afipibval SystenvitRayfriadeitida (6ref
o 2F tNAZ2NARGEe wSOASG {eadSYouQ |G WdzySZ Hn
()

o e -
LHORBL *surmm COLTHEFTM TN TL \i?

PRk 31 4F 3 A MBER S AHEFEORMIC S A SRR THY £,

FFICBT S BV A E:
BRA 77230 FVRTFAL AL AT LIS B 075-257-8583

MSDI 3. Een e UE I DN AMB TREIALEREBEO - —AITEATIIDLD, FHREVS
ERaFREEED, RETHER Cre)l THUMA TLOEFET,




Agenda

A TODAY:

Accomplishment of SCRUNBpan for MSHightumors before the launch
A TOMORROW:

Guideline in place
A THE DAY AFTER TOMORROW:

TMB-high

RWD

International Collaboration



The Nationwide Cancer Genon&reeningConsortium in Lung and Gl Cancers: SCRi#gan
(n=9,590: Feb/2015- May/2018)

Molecular-profile based IND regist trials
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CURE a patient Gastrointestinal Cancer

Accomplishment on GECREEN

As of June, 2018
Feb Feb  Apr

2014 2015 2015 2016 2017 2018
\ SCRUMIapan !
GISCREEN i -SCREFW
GFSCREH 501301.0RC Ongomgl Gl MS/arec 1,711Cases
201301-
CRC
Version
1.2p2=
853Cases GI-SCREEFW CRT ﬁ>‘ 3,182Cases
v 2,329Cases after SCRUMpan Project
SCRUMapan
CISCREEN -SCREEW Namn-
201501-nonCRC G’ m cm
Ongoing  Immune £ Philifgling
Ongoing
Ongoing Finish Plassmaa OncoBEBMM RAS GREC Kit Ongoing
Gll-sereepn 20083-01-CRC : Sulb-sttayyl 1 Finish Tasse& ASKEE T-B Kt

Cancer genome alteration, MSI, D, PEL2 and clinical data (incl. outcome)

Fini S|~| TiassedIBIS| Pramegga Kit I




| Gi-scrEmW CRC-MSI
Prevalence omicrosatellite instability-high (MSIH) or mismatch repakw
deficient dMMR) CRC: Crodsal comparison

Overlapping
Trial Name N Prevalence of MSH/dMMR BRAR/600E
mutation
Pooled dataset 3,063 5.0% 34.6%
AlO Colorectal Study Grodp 104 4% Not reported
Australia and United Stateés NA Not reported 30%
Review Article NA 3-5% Not reported
GIFSCREENAPAN 853 1.9% 40%
NCCE 277 1.9% 40%
GIFSCREEN CRMSI *
unpublished
Universal Screening
In Stage Il and IH
unpublished

Note: GISCREEBAPAN is the Nationwide Cancer Genome Screening Project for Gastrointestinal Caquan:itNA, not applicable:

*Ongoing Prospective Observational Study as 6fNar, 2018:*Our institutional Datas of 33 Mar, 2018
1Venderbosch S, et alin Cancer R&914,2 Muller Cl,et al. Int J Colorectal D008, 3 Goldstein J, et nnOncol 2014, 4 Cohen R, et &urrOcolRep2016, SKajiwara TYoshino TASCQ016, 6

Kawazoe AYoshino TASC@512016
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Gﬁiéjfé%%\h Quastmonomorphic variation range: QMVR
CURE a patient 3 Gastrointestinal Cancer Ok amot o Yshincél. ESMO 2017
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A The mean allele size of mononucleotitarkers was generated from the normal
DNA.

A QMVR was defined as the mean allele giZ&bp.

A Because of few variant alleledserved in Caucasians as well as in Asians, QMVR

might be applicable as references. [ Tesseaisis) Pramegga Kit |
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A According to the pilot study performed by FALCO Biosystems, the QMVI
In 149 healthy Japanese individuals were almost the same as those of tl
Caucasian grouf

| NR21 BAT26 BAT25 NR24 MONO27
Pilot study (@

Patil DT, et al(®

98.4-104.4
98-104

Background

111.4117.4
112-118

121.6127.0
121-127

| Passad1ISI Promsgaa Kit |

Ok amot o Y@shincel. ESMO 2017

129.5135.5
129135

149.9155.9
149155

A Three large Japanese cohorts suggested that the frequencies of variar
alleles for 5 mononucleotidmarkers were rarét)

] NR21 BAT26 BAT25 NR24 MONO27

MSI analysis oGFSCREEN
201301-CRC

Saitama Cancer Center
FALCO Biosystems

41602
(0.66 )

3/774
(0.39%)

2/252
(0.79%)

0/602
(0%)
2/3320
(0.06%)

0/252
(0%)

3/602 0/602 0/602
(0.50%) (0%) (0%)
12/3320 2/774
(0.36%) (0.26%) Not evaluated
1/252 0/252 0/252
(0.40%) (0%) (0%)

(1) Bando H, et al. ASCO GI. 2017
(2) Patil DT, et al. Diagn Mol Pathol. 2012



Schema of the clinical evaluation study

| Standard method
(GFSCREEN CIRGSI study)

wm (__ Normaltissue ]
)

( DNA extraction J
]
[ PCR J
(NR21, BAT26, BAT25, NR24, MON®27)

The Promega MSI testing was performed using genomic DNA extracted
from both tumor and paired normal tissue.
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[ Decision J
The presence of MSI wadgterminedby the appearance of new alleles in the tumor

H Testing method

 dup

sample that were not present in the normal sample

(This study)

mm"lm

( DNA extraction )

PCR (The New MSI kit)
(NR21, BAT26, BAT25, NR24, MONQG27)

The new MSI kits were manufactured under the Quality Management Syste
(QMS) for in vitro diagnostics (IVDs).

Capillary electrophoresis ]
QMVR

Tumor tissue

( Decision )

The presence of MSI wdsterminedby appearance of the tumor allele peak
outside the QuasMonomorphic Variation Range (QMVR)

L




