Cleg# ¢

=l S 71T 7—IF 2016

% iﬂ% Eﬂ%ﬁ

PHARGON Japan 2016 FEFERE

12 e ARRROTY 5377 (RN LA

PHAR-K Z&H:45E Keynote Session

BT SR RO F FEHRR

Pharmaceutical Companies: R&D Strategies in the New Era

£ 1 :2016FE5A11H(X~13H(®)
Dates : Wednesday, May 11 - Friday, May 13, 2016
S8 R®RREYIYALb
Venue : Tokyo Big Sight, Japan
EE:U-FIIPEYIY PvnHuAEH
Organised by : Reed Exhibitions Japan Ltd.



Open from 10:00-18:00 (10:00-17:00 on May 13)
10:00~18:00F THfE (13H=:1MD#17:00FT)

Please Visit the Exhibition Halls!

BREbCELEEZW

* 600 exhibitors from 27 countries!

All kinds of equipment, reagents and technologies for life science research are HERE.
Discuss the technical details with exhibitors and find your best-matching solutions!

* Academic researchers present the latest achievements!
Best partnering opportunity with Japanese academics!
The latest platform technologies and seeds are presented by about 130 academic researchers.

Best place to find solutions that match your needs!
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Hisafumi Okabe
Senior Vice President, General Manager,
Research Div.,
Chugai Pharmaceutical Co., Ltd.
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T-DM1 ( Roche/ Chugai)
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5 HER2(Mshedding
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Antibody-dependent
cellular cytotoxicity
(ADcC) Breast cancer
2013 £F R
(US, EU, JP)
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m XmAb ™ 5871 / Xencor
Phase 2a moderate-to-severe rheumatoid arthritis
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m Herceptinb A TEM—T(ZHEE ( domain Il :
dimerization|ZB§ &)
m HER2MDdimerizationZ[BE
m JAVRREMISEEIESNIZHER 773 —DEE
| Ligand-independent inhibition | [ Ligand-dependent inhibition |
2% Pertuzumab
§ Bind to domain Il
w. Trastuzumab, T-DM1
Bind to domain IV
S.R. Hubbard, Cancer Cell 7: 287-288, 2005.
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L L

[ =8~ Trastuzumab(30/15mg/kg/wk i.p.)
trastuzumab | pertuzumab

g L- =8~ Trastuzumab -+ Pertuzumab
300 4] S (30/15mg/kgfwk i.p.)
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Junttilo T et al. Cancer Cell (2009) 15, 429-440 Scheuer et al. Cancer Res. (2009) 69, 9330-9336
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v'Increased uptake
v'pH dependent
binding

Conventional Antibody Sweeping Antibody®
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Creating Innovative drugs in Unique Ways

Conventional Antibody

Recycling Antibody®

Engineer antibody
to pH dependently
bind antigen
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CrossMab cHcL DutaMab
(vanucizumab, (Preclinical)
ANng2/VEGF, E#
P2) Two-in-One

{duligotuzumab,

HER3/EGFR, [ 8,
\ P2) J

Duobody

{Preclinical)

(ABT-981, IL-1a/ IL- 15 xmﬂﬂiﬁ P2)
(ABT-122, TNFo/IL-17, BIEEY 2= F, P2)

s

BiTE

(blinatumomab,

CD3/CD19, h s, H&I2)
(MT-110, CD/EpCAM, §,
P1)

ART-Ig
{ACE910, FIXa/FX,
fEHA, P112)
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ART-Ig ®(Asymmetric Re-engineering Technology Immunoglobulin)
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m SEMEROEBRE S IXEF (FIXa) EEXEAF () [ZRIEIZH &L,
FVIIEREEDEEE T T iR I kY, AR LPEETADQOL

DR ELMFTED, FARAS IR
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Bispeciﬁc_ antibody

Nature Medicine 18, 1570-1574 (2012)

BIO tech 2016 18

BiTE: Bispecific single chain T cell- Engaging Ab d)-
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BLYNCYTO (blinatumomab, CD19 x CD3 BiTE, Amgen)

. i __ Blinatumomad flfafEE {E A
Antiboc, Antibody #-; 209 ﬁéécaﬂm—mmnla Lysis
v, i g :7':., T ...
< % N A e
%l\& 3 i %i E\& ﬁ N nli— . |
iff i Evj | T o 200;”:;20,100‘;2]‘.5!30‘”*;"‘“" IE:’;ImI]
ERERTOXIE(P2)
Response 20145 7RI FDA B TL—2RJL
g;r{ in the first —ESE—IZ&E
cycle
T 2014412 A 3 B R 58 BUERER CRED
i 80% B : D45 TNI4T7 BN
DEMR, BREDAL

Ph- r/r ALL: Philadelphia negative relapsed / refractory ALL
CR/CRh:Complete Remission or CR with partial hematological recovery
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IMCgp100 (anti-gp100/MHC ImmTAC, Immunocorej
Multiple myeloma, Phase1, US~ What s IMCgp100?

s HIA[ZHERRShERRICES
« co3FSHLTHRYIE—FILIZ
THlaEEE
B Phasel . ]
« Starting dose: 5 ng/kg
+  Sign of efficacy: 135 ng/kg

Targeting end: T Cell Receptor (TCR)

IMCgp100 — targets HLA A2 + gp100(280-288} peptide (K, = 15
PMand the Ty, = 33h)

Effector function: Anti-CD3 scFv
Potent anti-CD3 mediated T cell redirection system

How does IMCgp100 work?

« MTD: 600 ng/kg |u-t\z.';p1w,..,., peptide
IMCgp1D0 forms a stable bridge
—— - e . between melanoma cell and T cell
4 Non-cancer specific
TCR/CD3 complex
BIO tech 2016 http://www.immunocore.com/technology/ 22
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Hypaothetical OS Kaplan Meier curves

SEREER~ONR (THROBMRA)
SUBMNE L (R

% of Survival

PD-1, PD-L1
M R IE

Time
Ipilimumab. Nivolumab®{if F DRz

Aot mOS G3/4 treatment-
£ months related AE, %

Ipilimumab 10.1 23%

Nivolumab 16.8 14% )
Nivolumab + Not

Ipilimumab Reached 238

BIO tech 2016 24
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Unique Ways:

MEDIO680 + MEDISS1 MCD19AE BU ) (8 P1b/2
MEDIO680 + MEDI4736 WITH A P1
AMP-224 + SBRT + CTX AR R | A p1
Pidilizumab + lenalidomide JoFAY—LEEN SRIEAE P1/2
Pembrolizumab + INCB024360e IDOMEEM BEHFA P1/2
Pembrolizumab + pazopanib VEGFR/PDGFR/c-kitFA®H EWEHA P1/2
Pembrolizumab + PF-05082566 #4-1BBIK Bl A P1
Pembrolizumab + peginterferon PEG{tA >»5—JTO> AZ /-7 P1
Nivolumab + ipilimumab NCTLAGIEE KB A P2
Nivolumab + ipilimumab or lirilumabg MCTLA4YE, MKIRFH %5%“' ISR P1
o avolomab + plimumaty 0 PVEGFIMIICTLAGIK MRS P2
GVAX + CTX + CRS-207 + nivolumab | SM-CSTRERMTIFY, g, P2
BMS-986016 + nivolumab HLAG3HH BN A P1
MEDI4736 + dabrafenib + trametinib BRAFIE®#, MEKIA®EM AS )< P1/2
MEDT4736 + tremelimumab RCTLASE BIED A P1
MPDL3280A + bevacizumab vs. sunitinb  FIVEGFI& LA P3
BIO tech 2016 Borch TH et al 2015, Drug Discovery Today 20:1127 25
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Academic group Company Co-stimulatory domain  Vector delivery
Uni of Pennsylvania Novartis 4-1BB Lentiviral
Memorial Sloan Juno D28 Retroviral
Kettering
Fred Hutchinson Juno 4-1BB Lentiviral
NCI (NIH) Kite Pharma D28 Retroviral
Baylor Bluebird/Celgene D28 Retroviral
MD Anderson Ziopharm/Intrexon CD28, now changing Transposon/transposase

to 4-1BB
Institut Pasteur Cellectis/Pfizer 4-1BB Lentiviral
Baylor Bellicum MyD88 and CD40 Retroviral

{dual co-stim domain)
Dartmouth College Cardio3 None (has DAP-10 Retroviral

transmembrane section)

Source: EP vantage
BIO tech 2016 27
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Chimeric 4 ptor T cell

Co-stimulatory
domain
(Activation of T
cell)

Binding to
tumor antigen
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Masaki Yamada

Associate Director,
Sohyaku Strategy & Planning Dept.,
Sohyaku. Innovative Research Div.,

Mitsubishi Tanabe Pharma Corp.
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i (e Y mn=sum
2005 #®E(HEA) 2010 mE(EHA) 2014 FEEZA)

1 Lipitor $13,018 Lipitor $11,840 Humira $12,902
2 Plavix $6,341 Plavix $9,425 Sovaldi 510,283
3 Advair 55,_458 Advair $7,937 Remicade $9,907
4 Norvasc $4,706 Enbrel $7,245 Enbrel $8,927
5 Nexium $4,633 Abilify $7,038 Lantus $8,416
6 Zocor $4,382 Remicade $7,021 Abilify 57,684
7 Zyprexa $4,202 Humira $6,697 Avastin $7,011
8 Enbrel $3,702 Avastin $6,196 Advair $6,962
9 Remicade $3,593 Crestor $6,021 Herceptin $6,856
10 Effexor $3,459 Rituxan $5,143 Rituxan $6,121

Roerran 84 : Informa, Datamonitor Healthcare
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+ Bi-specific antibody approach using fynomer
technology (Covagensj

- MAEEMESHE (ADC)

« Cancer-specific antibody drug development using
powerful toxin payloads (MedImmune)

— EvT -5
+ Cancer target discovery (via collaborations)
. ENDF
— Cytokines & receptors
— Cancer cell-specific antigens
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