2.

Fr—DH T, R —DEICEBEL TD, 1980 DRI Y EFLY, [4:912 Biology 75
I, EFOREAZABMLUTETEY, Zhrbb T v AYR=—XOHABIITX L
T, > Biology 242 L TEHF A2 IEAI DO BEF IZHEER L TV 2H& LT3, Biologics IZ
TRNIEDVERF>TWT, Fi, TORETmERCEL T, BiZ@mOL v zko
TND, ZORWWL LD Biologics IERE N ZMEFF T HH TEEHR M KR LL LD
BRIFEBRELIT o CVE (Bl TV AR —VICEBAICRERELC0D), &bl i
A& EL~ULD Biologics BIERE N ZED L, NAFTIT—ICHEBAYICERVIEA TWT,
BRE BT vl I LEELHETND, 95, 3 il (adalimumab, trastuzumab, bevacizumab)
gy T&ﬂ/ﬁﬁnfhéﬁ%%%ﬁmqj 2 ENIERIRRBREF P, 7RV 4 HIXAEEROEELED
TS BRI
Amgen 1%, )féj"‘ié’] /< EPOGEN & NEUPOGEN &) 2 DO KBRIBLE REH DO E %
B}, 5l &HEE Enbrel ZORBIR G 24 ZH LU CREZ#HIT T3 (Fig. 2-8-1) BA 7 15
WX, BNA . BEBOORIE, B, BRI ~EILDB>TWNDEN, O HEARZ Z Biology
DEMBEBENTND, ZD Blology DEFEDIER EIZ, deCODE Genetics @%%*ﬂiﬂjﬁ)
D, BEFEZELTHLWEROENZIERICEMBLIOLLTND,

Sales By Product Over Time
Cumulative Global Sales By Product, SB

421 _EpPoGEN®
2g { —NEUPOGEN"
Aranespw
ap { =——Neulastaw
=—Enbrel™

24 { —3Sensipar®
—Yectibixw
18 1 —Nplate®
~Prolia®
1 —xGEWVA™
| —HKyprolis*

2001 |

™ M o W W b @
o 0O OO0 0 9o o
o O 0O 0 O O O o o O O O
= g E O R E oS e LI o B T I < B I ™M ™M Mt
Product Lounch: § P = [ ] [ ] @ : @

Fig.2-8-1 Amgen DFERMDFEY EITHR (ZHEERIELY)

2013 FDH#FE £ 18.7B KR /MWK L CHFZERE & 3.9B KNV &2 TERY, FiTHE L
WXL T 20%8< O FERFEE 2> T 5,

BiTE
Amgen @ Biology 725, + 3 ICASN T2 BITE ufFICBEL TR B 2= 1T,
BiTE #L{& (Blinatumomab) i, M2 EEM T Mz X EHLUR CD3 2k 25D HR
PR ERAL LD Al e (B B IR MR DR EHUR CD19 12Xt § 25Uk D HiE BB EB AL
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BV —CRITHAET, ZoFEICE-o T, MlaEENE THBEENAMBELESSE.
DA ZNL, BRI EE Th5 (Fig. 2-8-2),

BIiTE™ Molecules Are Derived from Two Separate
Antibodies

BITE®

a-~Target Antibody (Bispecific T-cell Engager) a-CD3/ T Cell Antibody

b \" 4
: . &
I f’f‘%\m@'

]

|

+ 55kDa TR
= Mot glycosylated ’

= Flexibly inked arms

+ Very shoo destance between ams & |

Mogreen 0 & £ap Cotres v e SAWKOEN

Baboine Ph o1 8 Cavon Ans 000 86 skt aiid

Fig. 2-8-2 Bite LA DERIELIEE (ZEEELD)

% HIL, 2014 D ASCO I[ZBWTHFEIN-, Confirmation Open-label, Single-arm,
Multicenter Phase2 Study|DZFAF (Fig. 2-8-3) % T BiTE D EE K A& DB 13-
7o ZDOfEFIL, CR & CRh(complete remission with partial hematological recovery of
peripheral blood counts) & HH T 43% CTho7,

Response and HSCT

niN

Primary endpoint
CRICRh duringthe firsttwo cycles 817189

Secondary endpoints
CR 63/
CRh 18/ 1
Blast-free hypoplastic oraplastic bone marrow 17718
Failureto respondto therapy 73/189
No responsedata available* 18/189

HSCT after CR/CRh 32781
100-day transplant-related mortality rate

0 Co o
w0 w w

Exploratory endpoints
MRD response duringthefirsttwo cycles
CR/CRh 60/73 82% 72-90

“Degth bk the = (n=3) or advarse avans l=ading 1 rastmant discantinuation bafora
he first raspans

ASCO

- A SOuE
e P N P e A S T TR T T,
Fig. 2-8-3 Blinatumomab @ r/r ALL (233175 Phase2 DK AR (ZEE EHLD)
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3.

T-Vec

Amgen [ZKERD 3 450 2 BERITEEEL TS HSV-1 2 —RZH R B AR E LR
Talimogene laherparepvec (T-Vec) DB ZHE®H TS HSV-1 1%, 2 RKED DNA U 1/L A
T, BEOEMGICHITHEAAENDZ LN 20 B, HSV-1 [ZH L TOHEZZHM T4V A
RREABINTNTC, ZR2MEDOEIDS, BLEPBOONDIVANVATHD, 4H., 2014
FD ASCO IZBWTHKRINET —FE2HOLICHAEZ T,

T-Vec iZ, HSV-1 VAV AT D H D ICP34.5 L ICP4T # RKRZEAHZET, RTA/LAR
IEF MR TS PAM TORERL ., RAMBDOANERLE#E GER) SE5
ZENTEBEINTIL TS, £72, H72IZ GM-CSF B FEH AR IET, BRRLEBA
HIRE DA AF AN CRE SN GM-CSF 2 A I L, BAMIRE DI AR EE
FEMEEZIEOES, PAMBEEZHETIEN) 2 BEEOAD =L THRAMEEREL
T3 (Fig. 2-8-4) , VA VARAFIOE 5 F kL, A7/ —~DBHICEER 5L T\,

Dendritic cells
present TDA
to T celis.

Dendritic cell

TVEC induces local oncalysis
and the release of tumor-
denved sntigens (TDA), which
are processed by dendritic celis.

Activation of T cells
via dendntic cells

Cancer Immunity Cycle

Cancer

3 Cancé( cell deam and
release of tumor-derived Migration of activated T
antigens ¥ cells into distant tumars

[l T-VEC is intralesionally
injected, selectively
replicates in cancer cells, 4
and expresses GM-CSFE Recognition and kiling
1o recruit and stimulate of distant cancer cells
dendritic calls. by T cells

Dendritic cell

Fig. 2-8-4 T-Vec DIEA AN =X A (ZHEFIELY)

N=436 DA ) —~<BEHENEEL, GM-CSFO K T AN X BEELLZFEIMETVZ A
b b g PR 3ER (OPTIM BRBR) 128\ T, & 1 =2 FAR A F® Durable Response Rate 73,
T-Vec 1% 16.3% (N=295) , —J5® GM-CSF |4 2.1% (N=141) C, P<0.0001 TH -7z, F7=,
T-Vec DAEMES+ 7R s 7z (Fig. 2-8-5),

(2% :N=50 @ Phase2 Of Fi%, ORR=26 (8CR, 5PR) ThH-o7z, )
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Overall Response Rate

Overall Response 26.4% 20.8%

Rate
99 (214, 315) (14.4,271)
(95% Cl) P < 0.00012 descriptive

10.8%

Durable Response 95% CI- 232, 19.2)

Rate
P < 0.00012

All responses presented are per independent EAC. Overall responses were not required to be confirmed.

3 1 o
Pradpsiedbsheisexactles Andtbacka et al. ASCO 2013; LBAS0DS 4SFgPs

sResenNTEDAT:

Fig. 2-8-5 T-Vec D A7/ —=~ |23} 5 Phase3 D& K NAR (SZEEELD)

T-Vec O 4/VABIANZEALTH, O NAAF EIK S LFKIC B EORIEREF TRIEL T
W5, 7238, T-Vec 1Z, 2014 4 7 A2 NDA filing BREZNTNWAIENDS %D FDA &D
X3 B Shvd,

4. Lab Tour
Amgen DHFZEERFH DL H LT ORFFESH (19814 10 A ~) T, Amgen D T—FDT =7
THh5d Tim Osslund KiZX5 Lab Tour 2859, 45 #H25E, Amgen ¥ /SADH )b,
1980 OB LY DL NZARZ —MT, RFTORERR O RED RSN,

31 %

[Biology First (SeFIXEMFEND) | ZMAEOERBRITEL FENLREET-EL T
REV—RFLTWBEBICEREER AT, BRIX, ZOEMFEOERKLER, ZL TEMF LN —
AT R BOBEMEEN, FrEOREOEEITMARBRNEFRIKLT,

(faA 1E)

HOE Bk
FLBAE L Unlocking of the potential of Biology
BCAT & kF: Medical Information request (MIR-242655)

S
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2—9. OncosTherapeutics Ltd.

Oncos Therapeutics Ltd.

BT O1E Hb Saukonpaadenranta 2 FI-00180 Helsinki, Finland
E=A Z5: +358 10 279 4000
F A X: 435897530016

Homepage: www.oncos.com/

m % B EF: 20144 10 H 27 H(H) 10:00~11:30
m O B BT LEETEH

[ # & : Annti Vuolanto, D.Sc.(Tech)
COO and co-founder
Sari Pesonen, Ph.D.
Head of Clinical Science
Charlotta Backman, M.Sc. (Biol)

Director, Clinical Operations

Contact Person: Annti Vuolanto, D.Sc. (Tech)
COO and co-founder

wm o B 8
UTOEBIZOWTHAE -FHRINEZITOIZLE,
Oncos Therapeutics @ oncolytic virus D F 5 AR5
Oncos Therapeutics ® ONCOS-102 2D &3 A EM M OBAIRES % OB &

oo A

1. Oncos Therapeutics DFX L EZIETOREME
Oncos Therapeutics (% adenovirus ZX—A|Z L7z oncolytic virus (FEEIEFET AV R) DG
FRBEREEIT > TCOBANAT L FONRAF R F F—, «\/vyy%jtif‘*@?wl/xaﬁﬁ%%
DIBHLES T2 DI 2002 £ THY, Advanced Therapy Access Program (ATAP) &)1
BRFEORNBEICRARBEZHOIBREHF I T57 27750 TF T ONCOS-102 D

ZEVEDPHERSNIZZEEFHEIT 2009 FICRR SN,

ATAP [FEESETHIRBEN—RADOT 07 T A TIRBR TIIRW, EEoe T mhba—1id7zl|
—IN7T —ZWEI TS TRV A, chemotherapy HEHFIIED R A BE 115 FEF A
ONCOS-102 D5 %% 17T, Phasel BERIZFEN > TR BRI, [MALDEE T
IX ONCOS-102 DEER N R HER ST,
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2010 EIZ}Z SeriesA @ Funding %737, 2012 4£1Z1% Phasel 23BR A S 72, 2014 F1Z
Phasel 23#& T L, ONCOS-102 D {E A ENH LM IZE T,

ONCOS-102 D F5 ¥ /E Fi % 1
ONCOS-102 %, iBfs F L~V TEAF S 417z adenovirus, 25 A IR FF R AIZHETEL | &
IEHEALEA %2R > GM-CSF R TR BT 5 (Fig. 2-9-1), 72721, BAMAELIE
EHRICBTDBIREREDB N THINTERMZBFIT RSN TR, 1RBRFAY
A NVADELE L CMO IZEFEL TWD, BUEIX EU X US OHAX U RIZHR > THHT i Tn
.

ONCOS-102 is a purposefully engineered human adenovirus

- Enhanced infection of cancer cells

- Selective replication in cancer cells induces
immunogenic cancer cell death

.................

.............................

ITR ITR

/ GMCSF /Ad3 knob
o +  Armed with an immunostimulatory cytokine GMCSF for an enhanced
SSEER  induction of anti-tumor immune response

WWW.ONCOS.com Capyright @ 2010-2014 Oncos Therapeutics Lid. All rights reserved. 5

Fig. 2-9-1 ONCOS-102 D&

oncolytic virus (Z/& vaccinia virus 2~ —2Z|ZL72%H D (Genelux) ° HSV Z#~X—R|{ZL7h
® (IH Oncovax:Amgen 23EUY) 35, LIL vaccinia virus [XEE T ARANRKEL,
Cloning & Quality Control 2’[HTHY | envelope virus TH D728, 18 EMABH DT ¢
WARLF B3 ZITOMED DD, o HSV ITZ LMD ER DY, ~ L _RAT ALV ARK
LE CHONAIITERNICERTIHE 1D, fERENBENEVIBEERHD, o
RNA U4V AR —BRRICR THEERTRETHY, B FEMHORERIBRENRDHD,
_%’LBUD,,":T%%K{:\#O%ZQ&\ TLRY9 %41 LT Innate Immunity ZHE T 21EHZFD
adenovirus Z X —AZTHZEITBMERHHLEE 2 HND,
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Increase in CD68+

TERBEELL T AL RBIRAIR T VA FEIC LD E B EFEAE A LU AV REEBITH
FRLEDAMBERRER N IRINAZLICLZEEREHEBIEANEZLNDD,
Oncos CIIEEDOIERANREE N EEZ TS
B’ EFIELLTUIEERNER 52172 TD, RN 5L E 2, TR oGO0
TANVATRE LI T A VABBRESNSST VR AR DD, £72- GM-CSFELHRICHKE
SENIZRIEADNBREEIND, EBENE S THIEEIE TORERIEMLE CytotoxicT
AL O E D Phasel DEFI THERIN TS (Fig. 2-92), BV FEzE LI

ONCOS-102 iX”in situ vaccination”

WCEAEE R EFEL HEL T (Fig. 2-9-3),

ONCOS-102 induces a unique, systemic anti-tumor immune
response in cancer patients

"Recognition of threat”

Innate Immune System

- Induction of proinflammatory

cytokines + fever (all pts)

« Infiltration of innate immune cells
into tumors in 11 out of 12 pts

» Correlation between post-

treatment increase in innate
immune cells and OS:

Marker Paalue Correlation
coefficient (R}
CDaa 0.0004 0.2
CD163 g.oig 068
CD11c 0.005 0.75
Scatterplot of Ranks
{Spe=arman Rank Correlation)
T = L]
o
= -
5 :
£ . *
= . -
§ -
- -
2 -
B - a - p=0.0004, R=0.86
: . 4 H $
Qverall survival
Fig. 2-9-2 ERCZ

i
|
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i
|
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i
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i
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1
i
1
!
1
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I
i
I

T cell activation”

Adaptive Immune System
- Infiltration of CD8+ T cells into tumors

in 11 out of 12 pts
+ Cytotoxic molecules expressed by T

distant metastasis

"Immune attack”

Anti-tumor Immune Response

« Induction of tumor-specific CD8+ T cells
+ Correlated with clinical benefit

cells (perforin, granzyme B) Before After
!« Correlation between post-treatment — -
increase in CD8+ T cells and 0§ Mesoth. Pt. \ ‘(?}\‘,
{p=0.008, R=0.74) (Fi1-14) L i
= CD8+ T cell infiltration in non-injected =

MAGE-A3 specific CD8+ cells were induced by

Before After ONCQOS5-102 (IFN-gamma ELISPOT)
% & ->47% reduction in total tumor burden (PET)
OvCa. Pt W
(FI1-19) Before After
4 f&‘;‘
OvCa. Pt { 40 : ‘ i
P (FI1-19) \;/j
Mesoth. Pt| g = 9 N
(FI1-14) 've Bgis Mesothelin specific CDS+ cells were induced
L ke by ONCOS-102 (IFN-gamma ELISPOT)

CD8+ T cells increase in tumors

|
|
I
|
I
]
i
|
1
I
I
|
1
I
I
I
|
|
|
|
1
I
I
|
I
1
I
|
|
|
I
|
[
i
|
|
1
|
1
|
1
|
|
I
1
1
I
]
after ONGOS-102 treatment !

-> Currently responding to chemotherapy

Copyright @ 2010-2014 Oncos Therapeutics Lid. All rights reserved.

12

BiF5H ONCOS-102 JEBEAN TR G ICLIEEREOHE
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ONCOS-102 activates the immune system

"Recognition of threat” T cell activation” "Immune attack”

Innate Immune System | Adaptive Immune System Anti-tumor Immune Response

& ONCOS-102by

o
«+ [
=]

metastasis™ %/

Tcell
o activation % T cell attack
) s il
o _.)_ > 2 - WA =
*‘.’w ] tumor BA o
as.
Multiple mechanisms of activation: ’ Local ONCOS-102 treatment
< Viral replication Targeted anti-tumor immune response: - : -
Release of tumor antigens +  ONCOS-102 teaches immune system to lnd!.JCES a l_Jnlque, systemic
TLR stimulation (TLR 2 and 9) recognize unique cancer cells of each anti-tumor immune response
Pro-inflammatory cytokines patient . . e
Local GMCSF expression n ev_ery _patlent in situ
vaccination
WWW.ONCOS.com Copyright & 20 10-2014 Oncos Therapeutics Ltd All rights reserved. 11

Fig. 2-9-3 ONCOS-102 D& 5% i& Ak 15 H

ERORPE, LT L RBEEANOEEMAM T TIZ ONCOS-102 ##& 5§ 5 04F 3
WeEZTEBY, FHE ONCOS-102 # GJEFI TY AV ABEASIL TR VKB ~D
CDS8 (G T Ml DR EEFER TETCN S, ZHiE ONCOS-102 DIEBANHE 5 N2 H i
WA HETEZZLERBRL TV (Fig. 2-9-4),
BEABATIF L OBKRBABTIIERILVERENELN TV, ZoHE S X, B
—OBATURERANTNAIEL—F & X HD, ONCOS-102 (X¥EfE L7203 A M B DB
A& ERERICIRTTEDL0 BALERHHEE Z TS

adenovirus (E~vVATIIEEIEA CTERWod R AEZBE LI NNLRZ —TILFEEE
DA ZBRETLT2LZAS ONCOS-102 K UMb B IEAI Bl 5 L0 BN RERL
i

3. ONCOS-102 @ Phasel f&E R L5 % DT E
#& T L7z Phasel TiZ 3 » H %, 40% P B 3& T Stable Disease S HEFR 4172, 1 B D o F7 filE
DRBEFE TIIEEMEED 47%WD BRI, EINERADOBE TIHLFERIERZ
HEOBENRBESNT, ZOBREINLAZ—FZAVWEFARBROBRL KL TV,
SBITHEIE, SGRAEZ S RITEEERELO G CTORFEE B #59, checkpoint fAE
Bl AL HRER O AL REFICAN TS, BHE, LELLTHDIOIERERE
S LBRHBIRDNR— M —&thlDZ L ThHoT,

66



ONCOS-102 demonstrates Baseline 1 month 2 months
strong immune activation g2

Killer T cells ; ‘%‘-- g
Tumor microenvironment became less
immunosuppressive:

Tumor infiltrating T cells showed a killer

. W s
Fold change Fold change
from baseline = 44 ||from baseline 1451

phenotype (Perforin, granzyme B) Beels . - " = , g %
High expression in genes related to Th1 T g - S
type immmune response post-treatment 7 . e 'ﬁ‘ é«s

y o Fold change Fold change "
Qo localization of CD8+ T cells and B cells from baselihy, 7“3 fooon b 248'5
in tumors post-treament — markers of

good prognosis

Baseline Weeks 1-12

Evidence of systemic anti-tumor immune
response:

Induction of tumor specific CD8+ T cells

SD in non-injected lesion at 3 months

Patient FI1-19 alive >16.3

9 months after start of treatment

0Nncos
(s}

WAVW.ONCOS.Com Copyright © 2010-2014 Oncos Therap=utics Lid. All righis reserved.

Fig. 2-9-4 EMIEIT5H ONCOS-102 DfEE &% E e 550L)

BT &

Teolz 10 ADRF v —72 35, Phasel & 2 FF TR TL, EDBERLLD2HD activity D
BSITITEEZRUER Y, 2R R BER (S~ rd KE) OIES THRRMFEEZT> T
LIER IBBRAVANADEEZNTEZFLTECONDILICHERTHLEE DS,

F7. D oncolytic virus EOHEE DEV, B T b DT Ty T +— LADEMMEIZ DV TIE, /)
SRR F v —RPOEERPENVER LT, ZOEHD adenovirus ZH W57 Ty 74— A,
Genelux O ff > TV 5 vaccinia virus X° Amgen @ HSV (2| BE#ENREEEMAEDREOEFE N
D BEAEFENRICENTCOIHIZER DD, 2L 3IBO T Ty 7 +— 2O F TH M
ZEMHICALRLENTLDIXENL LV BEITS & O ERF R THIERE2 0,

—FERBIEORFIBEA TVWES ZOVA NV ADTER Ml TORIENRET2N O (T4
ANRIEF M THEEL TLEILER MRS T 208 E S NEREINRVDN) VAV AR E
SNTEREFIADLT AV AT (shedding) SRV DD, EWVo e Z R E OB ET A EIL TV
DIV LTz, LONLBERETIE, BB NOEAZAE —RENIOVZR T AN KD E
BETHLONH LR,

BODRFIEY, BIE R THILTELLIZ R REETRICH L TRENFE TE VIO
THIL, BARERYZ7F U IVbEWSIREZHF TELILIIHA B THY, —ED checkpoint L
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EHEOHADRLEFTED, SBROEBNELATHD,
(HFT FF)

| OE Rk
FLEAE Bl ONCOS THERAPEUTICS, Personalized Cancer Immunotherapy

TN

68



2—10. Institute for Molecular Medicine Finland (FIMM)

Institute for Molecular Medicine Finland (FIMM)

BT 1F #f: Biomedicum Helsinki 2U, Tukholmankatu 8, 00290 Helsinki, Finland
= 5. +3589 19125783

Homepage: www.fimm.fi

m P B B 2013410 H 27 B(H) 13:00~15:00
m % % P LERTEH

B %  #&: Caroline Heckman, Ph.D.
Senior Researcher

Translational Research and Personalized Medicine, FIMM
Joan Lundin M.D., Ph.D.

Research Director

Clinical Informatics and Image-based Diagnostics, FIMM
Kari Alitalo M.D., M.Sc.D.

Academy Professor,

Research Council of Health, The Academy of Finland

Contact Person: Eero Toivainen
Senior Advisor
FINPRO (Export Finland)

m o B A
UTOEBICETOHE -FRINEEZITIZE
FIMM (Z BT 57%7 ) LHF 305 Fo it 5 22 BF 98 <° Translational Research DI 7 4T KT
DBAFFRORGL: FE TRLEFELRPAOERENEE ThH5, Kari Alitalo HIREHE

W
oA A

1. FIMM DXL AR A Kk OEAEE 5t
LY F R Meilahti F ¢ /RAIZRE R FE A ZF LI, 12 OBYIC T SOERE
BMNREBE I, SHIT, WO OB e % CBUF BB R FEEERE MDY, REpA
FATIN I FGAF =% L TUD, Biomedicum Helsinki (£ZDH T, EFWFFHRDOHEEL
AMEREED DB THY, FIMM b 2D FIlhHD, ~/V I FREEFLI TRICE
5195 3 K#fFgE 70/ 5 AL LT, translational cancer biology. euroscience, genome-scale
biology 735,
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2008 LFITAV R REZEEZETICERBE S 157 T BR VIV OEFHFRT,
FIMM 23Bg% &7z, FIMM I Translational Research % AANZL7=#FFEFT THY .
Molecular medicine BEE DKL ~ VO EE ML, ki —r =% — HTS fifi
ARV T BRIRR, AT A —~T 47 A% D Technology Infrastructure % FIMM
Technology Center T—#EL T O LEBIT, K| A A7 %2EH L TV 5 (Fig.
2-10-1),

%t 4+ B91Z 1%, Europian Molecular Biology Laboratory (EMBL, BRM 431 2E 4 = HF 52 7T )
CRWERDERED | ENAOFEFEEREEOREBIERITITLITWS, o, BN 2
ko= —v 7 5 Th%, EATRIS (A A~ —H—# ) . EU-OPENSCREEN (Chemical
Biology) . ELIXIR (/XA Z A>T 4 —<T A7 A)ITHE ML TNB,

FIMM EMBL

B T SteerinG GrROUP DIReCTOR ADMINISTRATION
J= 10B# TECHNOLOGY  MOLECULAR
| " T B INFRASTRU = INFRASTRUCTURES MEDICINE
R P L RESEARCH
‘e ' Nasonal populaton | bioinformatics 5
HUS hishanks | -High throughput . =Human genamics and
: screaning for biomeadical  preventive heslthcare
| spplicstions - =Systems medicina and
= Met=bolomics - precision therapeutics
Member of: g < :
| -Imaging & clinical
BBMAT N informatics
Biocenter Finland e - £ATRIS, EU-
. | Openscrean, ELIXIR
Ve -
>
aC
eulife z

Fig. 2-10-1 FIMM O#E#k A Lo 1R (ZEEELD)
FIMM D /3142307 (Fig. 2-10-2) TiE 74> 70 R 200 & el KR ZINEL T

WA, DNA Y7113 200,000 LL EZRBFLTEY, &7 ) AV — 7 R/ 20
oW HaB TERP T, AEFIT 15,000 A OEFIDELND RIALTHD,
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2.

Fig. 2-10-2 FIMM SAF U7 figk DIRIKER 7 77 GhR R IR

FIMM T® Translational Research }x OMABMLER~DT 7o —F

FIMM MEHEE 75 44N 7L TT, £ERM RO/ A4 /37 (national
population biobank) &&H IR BRI DRBHNE 21T > TWDD, £D—DIT 2011 I
£ 25BA #4172 Finnish Hematology Registry and BioBank (FHRB) 23%%, 747 R D
TARTOBEKREE R ONRFECMRBEEREBRO MR 7V EERERLIVEL ., MIE,
HRER | B & A MFRELE DNA % FIMM OSA AN 7 isR CTIRE THLEbI, £EAR
o AR R OVEE A 5% 4 508k (Drug sensitivity and resistance testing, DSRT) 73 FIMM
DO E CEmIA TS (Fig. 2-10-3),

VI T AT RO 0T A IV AEANTE DSRT OFfERITBE OB L EERE ISERSNDDS,
FFIZ DSRT DFER T 4~5 HRICIBRSNDD T, ZDBFE O LIR DGR 5 # ORE 2K E
WIERENAZ LD, e, ERESNABERIZT —FX—2bEN, Fifle A4 ~—70
—DRBELERNMME DI A = A LD FRITHIEAIND, ZNHDIFENI L M
FIMM I OFFFEFE T TW, FES IIEREEL —MAE$2I512-TET
W3,
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FIMM hematology sample PM work flow

P

Samgls colachon Sampia procassing
*  Sone masw aspinte *  Monomuciear csl saneaion

*  Fedphersi biood = Calf empichmest * Ehosphcpmbenandyss
= Skin blomEy = DNA 5 RNA sxtradiay * Exomeivhole perome seyosndng
* Frotein ysates * FNA segquendrg
f
FIMM

Fig. 2-10-3 MV 7 /L0 FIMM TOfEHTEH] (ZEEELD)

DSRT i 309 D& Sy FL-& ¥ O FEAFNZx L FIMM O Ry ME HTS 8 f# % AW TiThh
% (Fig. 2-10-4) , JANIEEIC, LODBAE~DFEHLE O RSN ZbH0, FLIIHA
EHOLDOTHD, INbLEmEEx DBREHFOHEBEKEE 3 HEEEL, £AHFFE
BIE T 5,

DSRT DfER LY, FAIERZHICESBEFOEREELEHIZ, DNABF EDZE B OREHT
fERLEDOBEITIY, IVEE L7 EEAIROF A T~ EEAORRNFIRELD,

Drug sensitivity and resistance testing (DSRT)

Lefoamis
pakant oafis

300+ dos2 rasporEas

Noval pikoglcal
undarstanding of l ‘
hedisaasa
casacton prapiiad: eigia
309 drugs, 10,000-%d E_._,C,.’. & ?;;W
el BB g rancsiaring

Labcyts Access Worketation

FiMM
Fig. 2-10-4 DSRT (Drug sensitivity and resistance testing) D#fE (ZfHEEILY)
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AML (Acute Myeloid Leukemia, & MEE 8 M B M%) B3 (2% L CIZBEIZ DSRT 23644

SN TR, BRERIFESLCOLICERBEG ISR, B THITHERLLBICEBE~DRHE

TR AN OBPNCE L TEOEL T D, DSRT O R A TTIT 10 B D B F IZEHF A RINS4,
BENE 40%D AR H TS (Fig. 2-10-5),

Clinical implementation of ex-vivo drug-testing data

in chemorefractory AML patients

Leukemia-selective responses observed in ex-vivo drug testing
Drugsavailable for human use {on- or off-label}

l 14/17 (81%): ex vivo guided treatment possible |

10 patients received personalized combinatorial
treatments designed according to predictions

Drug combinations for patients:
- Clo-Dasatinib-Vin
- Sorafenib-Clo
- Dasatinib-Sunitinib-Temsirolimus
- Azacytidine-Sunitinib
EMM Kontro st al, EHA 2013

Fig. 2-10-5 AML OffBILERIZHE T 7= DSRT OLE ST (ZHEEELD)

R 723 212 MML (Myelo-monocytic Leukemia. & §8 4 BB B L957) ORISR A
WHEBRINEISEL TS, MML O% &1L Celgene ED IR TEBEINDD, =5 /A
FENT (AF /11K DNA DOfEHT) ° RNA ¥ — 7 T A LA B FRBRETbBEMENS,
F72. ZO @B EE DK A 1X Drug repositioning (hiE AR EE T, BRABEH D
VEGFR [HE A, Axitinib 7% T3151 Z £ %7 3% CML (Chronic Myeloid Leukemia, 2
EHREMEA MR BEICEIAARELTTT — BB TS, ZOFRIX. &,
Nature FEICRE RSN (2015 F 2 A 9 BIZAVTFAU AR,

3. HEERORE

LT DR FEMERR D RZF 51T o7,

1) NAFANIRME: KBIOREERZ 7% 8 BRA

2) FAIVvIRENTRM RS —72 0 —(NGS) I 3 BfREAE. FLL T2V — L
Hr&EiT> 5,

3) HTS #{# :DSRT IZfE A& T B,

4) Webmicroscopy ££1f7 (Lundin & 23531) :

> BAWMBEGEREEICT VXMV ET AT THY, FIMM & Biocenter Finland <> EU &
T D EATRIS LD I LVFEL SN, BMEE G AITITERRICF I 723 A
AT RTE, BE—EIZME$T5ZLH A EE (Fig. 2-10-6) THY | FITHFBEEARDZ
W7 2R D pathologist IZLV ., HIETHILHAIREIC 2D, BMEED 500 fREF 21
REBFICIND D ZENTE, iPad RA—I 7+ DEEICHBRLUHE S, ZyF /SR F
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K&72oTHEY, ORI THEITILK, fi/ BB, EREDERENAREL -
T2,

> HEEELD algolism bR TEY, MkOEFER sEZRIELEEITDHILE
T3, ZWAZEL T, v TV T BRI ERN T2V AT LB E- TN,

> FIMM DAAF AR TR OO T PENMEBED BN TND, T VXVERT —FD
FEICBEL T, AETRARBE CHRICA > TWDID, FBEEETEI LT D LR
(R E OR E RN BITRDEDTETH T,

> FIMM JYVAE 7T RL7Z FIMMIC 73 [E UHFFER CTARBEM OFEZE L ED T D,

Fig. 2-10-6 Lundin f#+(2%% Webmicroscopy it DFE I (75 I RFICHRE)

At %

TAYTURIIAAD 650 FATHRREOFSERETHY, EF, 747 T A= AE TOF E
NEDERICE T AIEBITLA L ENIEND, 2O FO LRSS AT REIC OV TTE I
BRRBRBEEIEONALIIHEEL QWD o, LAL, AT UF REEFEHF Y NIZANDE
BAMEREDETES, ERERZELZDIX FIMM OBRTHIN, TDY—I TP —0 7
NVEOBRMEIL, BAOKRLEROFEBEOCHLILETILOTHY, 7272, BIFT20%4
THolz,

(B BV B~ D B 1 DWW TR T2 TR L CVBIRTHAN . 22 FIMM Tb
NAF N o= —EORFHEE, BEEBLOFXY N —72ERAL T, BEICH# T —
FEHTELIAETHEATHD, FIZiE,. 27 /50— ADFERIZ, FOERFHEOERE
REBRBEMORBICLo THEFICEERFERICRDIDITTHLIN, BEICZDOT vy =M EA
THY, 15,000 A5 D27 AEFIOTENEGRGET LRHEE D, AFITBWTE, L H £
ST TIEH DD RRBUBEEZZDHRAAT A ANAT N7 TS 1,000 NGDYy—7xriy
IRIORET LEEFRARD T, BERDER VIV TOMFEEIEOFHEEPLEPL LR
VY
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Flo AAF AN TINESNDEMEERBOREEL BE RELILORHY, ZHICIERME
LEORBEREKR., FFI2, AAREESTERD ID #lFE (FHEESH FE) SEEICHEL SN T A
BRERIRE IR > TOBDTIFRWNEB DS, FIMM O EREEEEE L 1407
RERM R, A7 A R0 ET5TFHERSEIMLERE B8 S EHI1E. BN THLE
FEOEERBMERE ZF— (Fvat e =) RRIEREDOTHTIT, HAHVITEKFZR
TR DO — B CHIEEE &, BHLUIEER L TIEHIR, DEILL TOBEWIEIZIZE DT,
%, JOENLRF IR OBEEEH OBESILELEDbNS,

(g EFR)

#HE B
FLEAE R FIMM

T
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2—11. Cellectis SA

Cellectis SA
BT T #f: 8ruedelaCroix Jarry 75013 Paris, France
i FE: 433 (0)1 8169 16 00
F A X: +33(0)1 81691606

Homepage: www.cellectis.com/en

OB B BF: 20144 10 A 28 H ((k) 10:00~12:00
O Y P LEPETEH

[ #  F: Mathieu Simon, M.D.
Chief Executive Officer
David Sourdive, Ph.D
Executive Vice President, Corporate development
Philippe Duchateau,
Chief Scientific Officer
Julia Berretta, Ph.D

VP, Business Development and Strategic Planning

Contact Person: Julia Berretta, Ph.D

VP, Business Development and Strategic Planning

m w B B
UTOEBICETOME - FRNEZITOZL,
BTG A R T a5 Engineered T cell therapies O #xc 51Eh[H]
Cellectis 23EUY#E oAl 3 BA 58 B Ig

= I
1. #=E
- Cellectis ¥ 1999 4E|Z Institue Pasteur DAFFE R EZEHIZRIIIN. T cell =y =TJ

TR LTS AR EIE O RS IR LU TRV A TWD, HEBITETE 594,
BAE, 12 O ar 705 EDTEY, 2035 Eb%E(TT57 1755 (UCARTI9) 28 2015

£ Q2 IZ Phasel AVEFEL TS,

TIAT V AEENT OV THIEBAYIZIT > TS, ZIVETIZ Servier &1d UCART19 KO}
BENANCE TS 5 2OZ—FyNIBETATIAT L AL TIY, R&D O9H P1#&

THEFETE Cellectis NEEEZLD., LIEDOBFIL Servier DMHEHITLITR->TWS, | F2

Pfizer &b 7 74T L ABRIZHY, 23 A BIE T Pfizer DD 15 F—F v MR U Cellectis

D12 Z—7yMI2OWT, CAR-T BAEICETOESEEREZEERE THD,

76



Cellects D& A &L Tid, Transcription Activator Like Effector Nucleases #¥& i L7=Jh H
D7) AREFMT (TALEN™) 2 fl\, FATHRZ K (CAR) Z AW B F A TH
fa (CAR-T) B L2 —HOBEERE T I+ —bREZ LN TN RICHD, £
72 GMP L~ L TOAELFIRERAEZ TRV, FERKIPOEKRETE ORISR —KT
FIABEMF SN TODRICHY, IHLIERE T T AL —7T A TIRIANCORA R EZ AT REL
LT3,

BN THRAE TORMEIER/DRIZL 2O, AT Z e EZEERNIIE A LRALE) R
HIRSATTAL I RX DA M EBL TS, 2B IBRFERIE [ In P RZ (3E) K&
AN MEZRERIL CELL for CURE ({A) Z{EH T 2Z2LI1I2L TR, RS2
BB DVE A Z1T > TD,

Cellectis N F2a7 77 /av— 3BT V=TI 72 EBIILTEY, REORRIC
ES3% BE TN ANV—T I ENER 5L T, RGH CONRME=THRFEL
2o TWNB,

2. Engineered T cell therapies

Cellectis @ CAR-T EITZNETH o7k 4 RIREE TR L . FUEE N R A48 I R EH
EHBZENFRELRD IR FH EN TS, TNETHH Z T METORENAIREE
2BIHFRMEZEL | (L FEIEICLDIREFFIZ CAR-T O RITH L TH B AF D EE
BEBRECRNVIOREBEIT), HHVIL, FHEEZEDDODOLRARE | R x RBRFRT
PILTN5S,

CAR ELOH E T, AIE RS VT ORSEZHR X ICEBRTHIAT 0, vV T
Fx— U AT ICRETHIET, LRI TOBRMECRKFEREZFED DLV ST R AR
A D CAR-T £ T DML - FAFR BN EBAIL TS (Fig. 2-11-1),

e
~

cellectis

Our platform: towards a “universal” adoptive T cell immunotherapy

Enhance “killer T cells” by genome engineering

= QOff-the-shelf (TCR disruption?)

= Avoiding GvHD

+ CAR expression to redirect T cells to
tumor antigens

= Suicide gene for safety

+ QOther gene editing

¥ For UCART192 - CD52 disruption® to
prevent destruction by high risk CLL mAb
Alemtuzumabh therapy

¥ Other gene disruptions/mutations in further
programs

*Knock-out by using TALEN™
2 Allogeneic CAR T cell targeting CD13+ malignancies

Fig. 2-11-1 Cellectis 2:M%H 15 CAR-T HFfFO&E (ZEEFILY)
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EbHFENEATWA)—F{LE&H UCART19 |&, 1BV A MRS (CLL) . K OV
Uy 3B (ALL) TOMEIGEZ B L THE RSN TWDF1H TD CAR-T BAITHS,
CD19 B RAICERTIIOREINTEY, EMICHBAERAEZHESED
TEMFRETH D, v UVARAEAWEEKBENT —ZIZBW T, ZOEWE I ESHEREF &
THY, 2014 £ Q4 T GMP L~ILTDAFE, 2015 4 Q3 TOEKRAEBAVNRFEINT
% (Fig. 2-11-2),

UCART19 clinical development overview
Market. Auth
UCART19 Clinical Development: ALL
Phase Hlla Phase Ilb i ;’-“2'"
Explorafory Phase i1 | R therapy e/ Rescue therapy |———i» c.‘m!m
adulf refractory ALL | in adult relapsed in adult relapsed Ll
ALL ALL consolidation
therapy
. [ Paediatric Investigational Plan J
& g
UCART19 Clinical Development: CLL
CLL Rescue therapy in
R ? CLL in second lne
Phase Ula Phase lIB MRD+ consolidation
Exploratory Phase Vi consolidation {confirmatory) Therapy
rescue therapy high ——> therapyin ——2>  consoiidaton —¥
risk CLL relapsed CLL therapy in
relapsed CLL
Extension to any B-lymphomas

Fig. 2-11-2 UCARTI19 D&M E (ZHE FHLD)

CAR-T OB FKIS AT T 75 aha— V3R E LS TRY, 1 AORF—b71=h 10°
{8 PBMC ZHff, ZD% CAR-T ZE A J5ZLT, 1,000 A58 Y ORI A0
R FIHEL 72D, KT —250 PBMC SEMNOIREFI A ETICIZ 20 BB TEMAIETH
D, ZDOV A7 NERITIETERIANTOIRBENER A TH D (Fig. 2-11-3),

100X
10° Teells =——> 10° Tcells—> 2x10°Tcels —> 2x 10" T cells

il Do D3 D5
Heaithy Activation | : Electroporation 5
Tcols [™M Transduction TALEN™ mRNA |™P| Cell Separation

l 4 Efficiency >70%  Double KO Efficiency >50% ¢
Apheresis - Qualifying I 1x 10" CAR® TCR-T cells
Frozen PBMC tasting i 24 AR >40% CD52 %0

4
L

“Off the shelf"
cell therapy product

Fig. 2-11-3 CAR-T 0BT uha—1 (ZEERLY)
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