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Program Indication Phase 1 / Expansion Phase Il Pivotal Trial Approval Partner

Cohorts

CX-5461

CA/USA

CX-4945 USA, KR, TWi

PBTC,
Stanford H

My Bringing Hope to Life 5
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(First-in-class G4 stabilizer) (First-in-class CK2 inhibitor)

'A Bringing Hope to Life
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* Human efficacy

e Cisplatin resistant tumor

* PARP inhibitor resistant tumor
 Combination Potential

'A Bringing Hope to Life
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| SABCS December1014 2019
* Car-'ladh]ﬂ Caﬂ(:{:‘r Henry B. Gonzalez Co 1 Center, ,USA

Irials Group

CCTG IND.231: A phase 1 trial evaluating CX-5461, a
novel first-in-class G-quadruplex stabilizer in patients
with advanced solid tumors enriched for DNA-repair
deficiencies

Author List

John Hilton, Karen Gelmon, David Cescon, Anna Tinker, Derek Jonker, Rachel Goodwin,
Scott Laurie, Aaron Hansen, Samuel Aparicio| John Soong | Linda Hagerman, Hongbo Lui,
Philippe Bedard, Kathleen Pritchard, Dongsheng Tu, Lesley Seymour

> FERNSERBME-MEARCCTGREEDIEER (Poster) & L 887
$|§ﬂ2ﬁ » IR2019EE L FKEE ?%“’LF BSABCS =Rh38 3
=% (Spotlight Presentation)#17 — 8RR IR EUIE 28 3% -
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CX-54617 »x¥rq|platinuma F &= IE 51 % fm¥e

> TNBC PDX model

gBRCA1m gBRCA2m
1,500 -

Vehicle control
CX-5461
e Carboplatin

1,000

500

Tumour volume (mm?3)
95% ClI to linear model

005 15 25 35 45 5 16 25 385 45
Time post randomization (days)

NATURE COMMUNICATIONS | 814432 | DOI: 10.1038/ncomms14432 | www.nature.com/naturecommunications
‘;\ Bringing Hope to Life
Y Topyrient © Senhwa 2010
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Phase | patients with clinical benefit

F ic R 44 5F % - LB |2 ( platinum resistant) 20
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° 4 ﬁx? o TR A 'ﬂé,é-:}ﬁ"%’fa-s:)?a A (specific

Pathogenic Gene Markers)
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CX-5461 Targeting DNA Damage
Repair Beyond BRCA mutation

Biomarker negative:

Combination with
PARP inhibitor

BRCAm:
Monotherapy

Biomarker negative:

Combination with IO

Expanding Patient Population

M Bringing Hope to Life
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CX-494

(3 7 LATE)

M Bringing Hope fo Life

 Human efficacy in
- Cholangiocarcinoma
- Basal cell carcinoma
 Medulloblastoma

13
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By
CX-4945 Reduces XRCC1 and Increases

Cisplatin Induced DNA Damage

CX-4945 cisplatin
Pre-addition 3 ES
Schedule: > =
4 28 hr
cisplatin CX-4945
Post-addition 3 3
Schedule: > >
24 32hr
SKOV-3 £X-2945 Pre-addition CH-4945 Post-acdalon
CX-4945 Pre-addition CX-4945 Post-addition 7-H2AX Levels y-H2AX Levels
7
cx-4945(10uM) - + - + a: % = F ;: P
Cicolatin (2 uM) - - + + - - + + ’g =% 2
5
XRCC1 Ty W S W S —— izs i,
- )o ’
P-XRCC1 (5475) — — - — S 15
10 2
P-XRCC1 (S485/7488) — — " — — < i .
s e wm . I
P-XRCC (SA1B/TS19/TS23) o o et ot s e et e UTC  CX-4045 Cuplatin  CX-3945/ UIC  CX-4545 Ciplatin  Ceplatiny
Cisclatin CX-4945

Combining CX-4945/cisplatin in SKOV-3 cells
« Decreases XRCC1 phosphorylation

* Increases CHK 1/2 phosphorylation

* Increases y-H2AX

AN Bringing Hope to Life Mol Cancer Ther. 2012 ;11(4):994-1005.
\\" COPYT et O Seniwa 2019 14




Preclinical In Vitro and In Vivo Evidence of an Antitumor Effect of
CX-4945, a Casein Kinase Il Inhibitor, in Cholangiocarcinoma

P-Akt (S129)
P-Akt (S473)

Akt
P-PTEN

PTEN

P-XRCC1
(S485/T488)

P-XRCC1

(S518/T519/7T523)

XRCC1
P-MDC1
MDC1

B-actin

AN\
Y CopyrEnT O SennwWa 2010
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200047 = Control (n=13)

-« Gem+Cis (n=15)

= CX4945 (n=14)
-‘é‘ 1500 -~ Gem+Cis+CX4945 (n=16)
£ $<0.0001
§ 1000
E p<0.0001
= 500 A p<0.0001

1 4 7 101316 19 22 2528 31 34
Time (Days)

5

-
8

&

Percent of mice with tumor
volume less than 500 mm? (%)
3

| II.|1;lli||l DR BRI li|l'l II;|:|;|

-~
»
L

P=0.13

4 <= Control (n=13) i P=0.05

< Gem+Cis (n=14) 1 /

- CX4945 (nw15)
-~ Gem+Cls+CX4945 (n=16)

vvvvvvvvvvvv

1 4 7101316192225283134
Time (Days)

Source: Presented at DDW 2016. “The Casein Kinase Il Inhibitor CX-4945 Has an Additive

Br i/wg f/m/g H ope +to L (/fe Effect With Gemcitabine and Cisplatin in Cholangiocarcinoma Xenografts”. Miyabe et al.
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CX-4945 Phase | Data
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ADVANCED BILIARY TRACT
CANCER

| No practice-changing studies since 2010 |

Overall survival®

1 100
Best Supportive Care (no chemo) —— Gemcitabine alone
Median OS 2.5-4.5 months'? ‘~ — Cisplatin + gemcitabine
g = {‘| Hazard ratio = .65
= Y 95% CI10.54-0.78
Cisplatin and gemcitabine (CisGem) £ 1 P<0.001
improves survival (over Gem alone) =
j=15
ABC-02 (n=410) OS 11.7 months? 5
= 25
BT-22 (n=84) OS 11.2 months*
Meta-analysis OS 11.6 months®
°0 & T2 18 24 % 3 42 40 54 60
There is an urgent need to n= Months
. - 048 154 7B 35 14 12 7 4 2 0 0
Improve outcomes — 245 186 117 65 42 23 15 7 5 3 1
1. Glimeliuz Ann Oncol 1886;7(8):593-600.; 2 Sharma A, ef al J Clin Oncol 2010;26(30):4581-6; 3. Valle JW, ef al, N Engl J Med 2010;362(14):1273-81:4.
Okuzaka T, ef al, BrJ Cancer 2010;103(4):469-74: 5_Valle JW, ef al, Ann Oncol 2014:25(2):381-8. By permiszion of Oxford University Press on behalf of the

European Society for Medical Oncology.

M Bringing Hope to Life
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CK2 regulates the activity of downstream
proteins in the Hedgehog Pathway

SHH— PTCH—] @—Isupu—i Gli —pC!! tarset genes

(GLI1, MYCN, CCND1 etc.)

Vismodegib CK2

T

CX-4945

* 85% of all SMO-treated BCC patients harbor SMO mutations post-treatment
* SMQOi-resistant tumors maintain a high level of Gli expression

e (CX-4945 is a candidate in rescuing Hedgehog Pathway-driven cancers resistant
to SMO inhibitor by targeting the terminal end of the Hedgehog pathway

 SMO inhibitors bring significant tolerability challenges for patients on chronic
administration, presenting a subsequent replacement opportunity for CX-4945

‘A Bringing Hope to Life

\\’ Copyright © Senhwa 2019
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Preclinical Efficacy of CX-4945 in an SMO inhibitor
resistant mouse model of medulloblastoma

Response where Response translates
Vismodegib resistant to prolonged survival
40004 B GDC-0449 (n=8) - oo SHH MB (mouse)
=&~ CK2 inhibitor (n=8) —— CX-4945 (n=7)
“t’g -3- Control (n=8) —— Control (n=7)
Y )
: =
S il A
‘g a Treatment ended
=
P = 0.0003
0 T T T T
0 25 50 75 100
Time (days) Time (days)

Shh Medulloblastoma mouse allograft with

Kaplan-Meier survival analysis of n=7 per arm mice
confirmed SmoD477G mutation.

with Ptch+/-;Tpr53-/-;SmoD477G MB cerebellar
allografts treated with CX-4945 or DMSO control.

This data brought about the PBTC collaboration in medulloblastoma in May 2018.

Source: Developmental phosphoproteomics identifies the kinase CK2 as a driver of Hedgehog
2 : d signaling and a therapeutic target in medulloblastoma; Purzner et al - Sci Signal. ; 11(547):
M Bringing Hope to Life gnaling P g g (547)
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KOL Perspective

PARP Inhibitor Resistance

“Resistance is o big issue, but this issue uitimotely develops to aff concer drugs. I'm not
aware of any particular methods to combot resistance, other than using different drugs or
different PARPs. I don't know that anyone's been able to suggest one'’s better than the
ather or the newer ones are better than the older PARP inhibitors.”

US KOL

Sources: GlobalData
AN\ Bringing Hope to Life
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4
KOL Perspective

What is the future of PARP inhibitors in cancers outside of ovarian and
breast?

Tumor-agnostic BRCA mutations

“My opinion is that one company will eventually get an FDA approval for
basic BRCA mutation across the board, tumor-agnostic, just like the FDA
has done with microsatellite instability checkpoint inhibitors. | suspect
that it will happen within a year. There'll be a broad-based indication for
all tumors [with] BRCA mutation. That is what should be happening. The
HRD type of biomarker analysis is relevant, but | don't see a platform out
there yet that is potent enough to get the FDA to even consider that
compared to BRCA mutations.”

- US KOL

Sources: GlobalData

AN\
Py
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Forbes Billionaires Innovation ship Money Consumer Industry Lifesty

Gain More InSIthS Make Better Decisio FOrbes Billionaires Innovation Leadership Money Consumer Industry
Innovative, information-rich solutions for

mAb discovery & development - i
Discover Our Solutions

cost of $32,800 a month for a 30-day supply of 100 milligram capsules. That's

$393,600 annually. A liquid oral formulation for some children and adults will

cost 511,000 a month for certain pediatric patients, Bayer says. This is not,

27,736 vi Nov 26, 2018, 08:45 - . .
VIEWE. | Bl L Bayer insists, what patients will pay. The company says monthly out-of-pocket

costs for the majority of patients will be $20 or less. "Bayer will ensure that no

LOXO And Bayer ! S AmaZing Dr ug eligible patient with 'TRK fusion cancer will go without this highly effective
Has An EXpenSive Price therapy," the company said in a statement.

The company will help patients pay expensive co-pays, and will provide

Matthew Herper Forbes Staff Vitrakvi for free while insurance details are worked out. If a patient can't

o afford the medicine, a charity funded by Bayer will provide the drug at no

I covered science and medicine, and believe this is biology's century.

cost. The drug firm promises that if patients don't show a clinical benefit in
the first three months of treatment, it will refund the money spent by insurers

or government payers.

One reason the drug is so expensive: Patients who will benefit are rare. Bayer
estimates 2,500 to 3,000 patients in the U.S. develop cancer due to a TRK
fusion eachyear*ﬁsmcm,these mutations are found only if doctors look
for them by sequencing the DNA of tumors, a test that many patients still do
not get, which means that building a market could be an expensive and

arduous process. Drugs for rare diseases are often this expensive, and if they

weren't, they probably wouldn't be developed.

LoxoRUFTZE - 30K EBHRESS 32,800 * IREBFFE£$393,600 !
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Review article | Onpen Access | Published: 14 May 2018

“Tissue Agnostic”

e 15X, 7= P& B 24 1)) 55 R Y T 8 35

ﬂ.\
Wy

The Pipeline of Tissue-agnostic Cancer Treatments

Tissue-agnostic

Cancer Therapeutic Indication Status
Pembrolizumab Adult and pediatric patients with Approved by the A
(Keytruda) unresectable or metastatic solid FDA in May 2017
tumors with MSI-H or dMMR APPROVED
Larotrectinib Adult and pediatric patients with The FDA granted \
locally advanced or metastatic priority review in May |
solid tumors harboring NTRK 2018 and has set a
gene fusions target action date of
Nov. 26, 2018
Loxo-195 Patients with TRK fusion-positive Drug under
solid tumors development; early
clinical data available
Entrectinib Pediatric and aduit patients Drug under o
with recurrent or refractory development; o
extracranial solid tumors Phase | clinical
harboring NTRK1/2/3, ROS1, data available
or ALK gene fusions
BLU-667 Solid tumors with RET alterations Drug under development;
Phase | clinical data available
Loxo-292 Solid tumors with RET alterations The FDA granted \
breakthrough \
therapy designation
on Sept. 5, 2018
Anti-ERBB3 Solid tumors with NRG1- Preliminary clinical
antibody rearranged cancers proof-of-principle
data published =
— =
Sever - o “ Inves American Association
S ot e wmmosn: trpeutics rot meted herw. ave encer ineetsetion  JASACCHR A7 Sl et

Bringing Hope to Life

Significance and implications of FDA approval of
pembrolizumab for biomarker-defined disease

Tissue Agnosticl &
Al BB RL

QEB O FE IS
B9biomarker R
#55R - ol NZEFh
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> ImERAE
@ KD EES
fiI - oJ—RizHE
EIERE LA RIS
18 3 FETE !




..
FES3 3l A 4

RA#5 L

AN Bringing Hope to Life

Y Copyright © Senhwa 2010

26



YoY(%)

NT$ Million 2014 2015 2016 2017 2018 2019
2014 2015 2016 2017 2018

Q3
TOTAL ASSETS 918 | 746 | 532 | 1,626 1,246 941 11 (19) | (29) | 205 | (23) (25)
Cash 839 734 514 | 1,601 1,229| 916 11 (13) (30) 212 (23) (25)
NR&AR 3 3 1 1 1 1 63 (3) (50) (1) (26) (46)
Inventory - - - - - - - - - - - -
Fixed Asset 2 1 2 6 4 10 - (24) 33 200 | (33) 150
TOTAL LIABILITIES 14 16 21 58 37 35 (6) 15 34 178 | (36) (5)
Bank Loans - - - - - - - - - - . -
NP & AP 13 13 21 58 36 26 17 (4) 62 178 | (38) (28)
TOTAL EQUITY 904 | 731 | 512 | 1,568 1,209 | 906 11 (19) | (30) | 206 | (23) (25)

M Bringing Hope to Life
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YoY(%)

NTS Million
2019
2014 2015 2016 2017 2018 Q3
Sales Revenue 24 - 0 - 1 1 (10) | (100) - (100) | 100 (73)
Gross Profit 0 - 0 - 1 1 (107) | (100) - (100) | 100 (32)
Operating Profit (165) | (201) | (258) | (375) | (387) | (315) 42 22 28 45 3 (19)
Income before Tax (157) | (191) | (254) | (371) | (378) | (313) 39 22 33 46 2 (17)

Net Income to Parent (157) | (194) | (255) | (372) | (376) | (312) 39 24 31 46 1 (17)

EPS(NTS) (2.48) | (2.96) | (3.89) | (5.18) | (5.05) | (4.20) (4) 19 31 33 3 (17)

M DBringing Hope to Life
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