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2013 US FDA approval

2005 US FDA approval 2015. 3 TFDA license
2019.11 NHI reimbursed

Tarceva (Erlotinib) Abraxane

Roche BMS/Celgene

1994 1998 2002 2006 2010 2014 2015 2016 2017

C e Onivyde

(Gemcitabine) PharmaEngine

=r LiIIy 2015.10 US FDA approval
gggg %aF%a:&peﬁ{]fseva' 2016.4 TFDA license
1996 US FDA approval 2018.8 NHI reimbursed

2014.6 NHI reimbursed

2003 NHI reimbursed

1L Most Commonly Prescribed Drugs in Taiwan 2L Most Commonly Prescribed Drugs in Taiwan

« Gemcitabine ¢ TS-1
Mono ¢ TS-1  Gemcitabine
* Others
e gemcitabine + TS-1 e gemcitabine + TS-1
e gemcitabine + cisplatin « Oxaliplatin + 5-FU/LV
2 Combo e gemcitabine + Abraxane * Onivyde + 5-FU/LV
e gemcitabine +Tarceva e gemcitabine + Abraxane
* Others * Others
« gemcitabine +oxaliplatin + 5-FU
* FOLFIRINOX
3 Combo . SLOG

(gem. + oxaliplatin +Leucovorin(oral ) + TS-1)

13
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271,584

214,828

180,389

133,651

109,825
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USA (2015), Taiwan (2015), EMA (2016), Korea (2017), Australia (2016), Switzerland (2017), Japan (2020)

ZEe 1S __ AR IR =T Us EU28 JP

SHHEIR(Z 1,983 1,239 1,192

52,632 32,890 31,642

BT et 46,000 76,000 22,000

SRS O] e A EE(A) 16,000 25,800 6,600

* Patients are prescribed 3-4 vials of Onivyde every two weeks, with an average four-month regimen.
Source: MACK conference call, Jan. 2016 , Ipsen Investor Day Presentation, May 2017
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Founded 2005

Location Cambridge, UK

Type Privately Held

Focus Oncology, Drug Discovery, Medicinal Chemistry & Collaboration

Partnerships PHEBRE MQSE ] \()®SeattIeGenetiCS® cmN

THERAPEUTIES

® £

Robert Boyle Stuart lravers

~C O Dl il X v s i i s Y)Y S PAaasrd of Diractarc
LD ((:"" Boal d of Directors COO o Boara of DH eCclors




Cell Cycle Checkpoints and DNA Damage Response (DDR)
E

Stalled
ssDNA breaks replication forks dsDNA breaks

S Y o e
o “ oaRepar

CHK1 Inhibitor

Spindle assembly Replication Intra-S G2/M G1/s
checkpoint fork control checkpoint checkpoint checkpoint

Targeting the DNA Damage Response for Anti-Cancer Therapy, pp. 241-276, 2018




PEPO7(SOL-578) - Best-in-Class Chk1 Inhibitor
HE

= PEPO7/(SOL-578) Is an oral inhibitor which is more potent, selective, specific than the
competitors.

Oral
Bioavailability

Eli Lilly LY2606368 ‘ ‘

Drug Potency Selectivity Specificity

Genetech GDC-0575 ‘ ‘ ‘
Sierra Oncology SRA-737 ‘ ‘

Esperas Pharma LY2880070

PEl/Sentinel PEPO/7/SOL-578 ‘ ‘ ‘ ‘
‘ Excellent ’ Good ‘ Poor Unknown




PEPO7(SOL-578) Activities iIn Hematologic Malignancies (AML & MCL)
E

Hematological Cancer Derived Cell Lines Enzyme SeleCtiVity Of PEPO7
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4
2

Selectivity Cellular IC50

i Kinase/Chk1 IC50 (nM)

I 1 —
u[.]:Z I | I_‘ I-I-I -I r. ’ Y I e Flts 32 cells)

Ret 69 5000 (TT cells)
0:0623 . Rsk4 74 TBD

-—= Map4k4/Hgk TBD

Rsk2 TBD
Rsk1 TBD

Chk2 TBD

0.03125

1 ‘ | ‘ ‘ | | Chk1 1 1 (HT-29 cells)
0.5 I III | Rsk3 36 TBD
I | II . 1aanll ,__..t ..IJI. 1 1 a > 5000 (MV-411
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0.015625

F-1
L-1
=1

A0S

KARPAS-299
SU-D
K
Wd-1
MALM-&
LIP-E1
MHH-CALL-2
R
NAMALWA
RPMI 8226
KM5-11

NAMALWE CEN 0

Mantle Cell Lymphoma (MCL): Acute myeloid leukemia (AML):

MV-411 Tumor Growth
Jeko-1

, Vehicle BID 3-on/4-off x 3 cycles
Vehicle QDx21

)

m
—
)
o
o
—
L9
o
o

PEPO7 25mpk BID 3-on/4-off x 3 cycles
PEPO7 50mpk BID 3-on/4-off x 3 cycles

Tumor Volume (m

PEPO7 20mpk QDx21

Tumor Volume (mm3)
—
o
o
o

— T T T 0 T T T
21 28 10 15 20
Study Day Study Day

Group Mean +/- SEM Group Mean +/- SEM
n=10/group n=10/group




PEPO7(SOL-578) Mono and Combo Activities
_ Mono treatment In vivo Combo treatment

Carcinoma PEP07(SOL-578)
Cisplatin

Jeko-1 Tumor Growih

Vehicle

Wee1 inhibitor
PEPQ7

il ‘ ﬂu"l

lmlm,d” _...HIHHHHHI \ .....mHHM

I i

Tumor Volume (mm°)

PEPO7+Wee1 inhibitor

Drugs were treated QD 3-on/4-off x3 cycles

In vitro Combo treatment

SOC agents Indication Cell line

Ara-C AML MV4-11 / THP-1 Cl < 0.9 (synergism):
Cisplatin Uterus MFE-296 MV4-11/Cytarabine; NCI-H1703/Gemcitabine; KYSE-270/5-Fu; THP-1/Cytarabine
Gemcitabine NSCLC NCI-H1703

5-Fu Esophagus (YSE-270 SNU-5/5-Fu; SNU-16/5-Fu; A498/Sorafenib; IMR32/Temozolamide

Topotecan SCLC NCI-H1048 Cl > 1.1 (antagonism):
SN-38 SCLC NCI-H1048 Caov-3/Paclitaxel; NCI-H1048/Topotecan; MFE-296/Cisplatin; SNU-398/Sorafenib; NCI-H1048/5SN-38

Paclitaxel Ovary Caov-3
Sorafenib RCC, Liver A498, SNU-398




PEPO7 (SOL-578) Combination Observed Effects

Anti-metabolites

gemcitabine

metrexed
Topoisomerase - radiation

inhibitors

irinotecan
topotecan

doxorubicin CHK1i

ot e Single agent: PARP |:> Clinical Trial Designs and
SN  rcurobiosioma, ymphoma, | aleperi Indications Guidance

rucaparib

i ; leukaemia, . .
oxaliplatin veliparib

carboplatin TNBC, ovarian cancer
Alkylating
et
SIpias MK1775

tﬁc‘tﬁf‘u\‘

:I :Synergistic effect verified in PEPQ/
O :Additive effect observed in PEPQ7

Targeting the DNA Damage Response for Anti-Cancer Therapyp 241-276, 2018




PEPQO7 (SOL-578) Early Clinical Development Plan
E

P1b Combo, dose escalation/expansion in AML

P1lb Combo, dose escalation/expansion in MCL

P1la monotherapy, dose
escalation/expansion in AML, MCL,
and other hema Ca, SAD/MAD

P1b Combo, dose escalation/expansion in other Hema Ca

P1b Combo, dose escalation/expansion in selected solid tumors

*Preclinical biomarker study is ongoing for further design of clinical trials




PEPO7 (SOL-578) IND Development Plan
HE

New Target Completion Date (6/30/°21)
A
: Original Target Completion Date (11/30/°21)

4/09/°21

Preclinical Development
CMC Development
Toxicology Development
IND Preparation/ Submission

Preclinical . Progress ahead of original plan
CMC . On schedule

Toxicology . Target initiation 2021Q3

IND Prep. & Sub. : Target completion 2022Q2
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