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Background: EGFR TKls eting HER3 to Address Multiple EGFR TKI Resistance Mechanisms

While targeting an oncogenic driver in NSCLC usually leads to robust initial responses, em sl
of resistance is inevitable and limits clinical benefit First-line erlotinib, gefitinib, afatinib! Second-line osimertinib? First-line osimertinib?

Unknown, 15% HERZ amp, 10% Unknown, 25% c797x 15% C797X 7%

HERZ amp, 2%

MET amp, 5% HERZ amp, 5%
EGFR mutated NSCLC P;TC"A' 5 e amp, 15%
/BRAF 1%
2 ___MET amp, 19%
OBJECTIVE RESPONSE RATE PROGRESSION FREE SURVIVAL ~5(LC / / __PIK3CA, 7%

transformation, 5%

Soria et al, 2018 (Osimertinib) W PFS in months , 603 EMT, 2% Unknown, U N

Wu et al, 2014 (Afatinib)
Sequist et al, 2013 (Afatinib)

67%
Soria et al, 2018 (Osimertinib) X R \ BRAF, 3% Cell cycle, 12%

Wu et al, 2014 (Afatinib) Ncell cycle, 12% O other earr, 3%

Mitsudomi et al, 2010 (Gefitinib) \ Fusions, 1%
her EGFR, 6% 1%
Zhou et al, 2011 (Erlotinib) SEAUMERAL 2013 (\RtOR) - Fusions; 3% o oy O KRAS, 3%

h Mitsudomi et al, 2010 (Gefitinib)
Magmonei ekl 2014 (cefeint) ‘ il (e Developing therapies to combat all individual resistance mechanisms is likely impractical
0% 20% 40% 60%  80%  :100% e Resistance mechanisms may overlap in an individual patient
B Objective response rates Maemcnda/stsl, 2010 (Gemkinlb) 57%-67% of EGFR-mutant NSCLCs show some level of HER3 expression*>
Targeting HER3 with an antibody drug conjugate may be an
alternative treatment strategy for advanced NSCLC

. Wy, et al. Mol Cancer. 2018;17:38. 2. Papadimitrakopoulou, et al. Ann Oncol. 2018;29. 3. Ramalingam, et al. Ann Oncol. 2018;29. 4. Yi, etal. Mod Pathol. 1997;10:142-143. 5. Kawano, et al. J Surg Res. 2008;146:43-48.
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EGFR TKI Resistance Creates a Significant Unmet Need
in Metastatic EGFR-mutant NSCLC

EGFR dependent

MET amplification

. : . EGFR EGFR tertiary
First-line Second-line Subsequent

EGFR TKIs B EGFR TKis Therapies
* Post-osimertinib: 15%

First- or ) . EX() (40 992V, 709K, L738Q

Second- G745 DA/
Generation * Pre-clinical models show

ESERTK: ey synergy between EGFR and MET
inhibition and targeting MET can

5 o
reverse resistance - A1828_1831el
Type of alteration

Resistance

T790M+ Osimertinib Resistance

or
Immunotherapy

Gene amplification

Resistance * Treatment strategy: dual s
inhibition Secondary mutation

Tertiary mutation
Overall survival is approximately 22-36+ months? o Cell proliferation and survival

IEstimal of patients who have progi on EGFR TI ind chemotherapy from Tan CS, et al. Mol Cancer. References: Planchard D, et al. Ann Oncol. 201 Ettinger DS, et al. J Nat! Compr Canc Lim, et al, Cancer Treatment Reviews 2018
Netw. 2017, 535, Janne PA, et al. Lancet Oncol. 2014;15:1433-1441. EGFR, epidermal growth factor receptor; NSCLC, nonsmall cell lung cancer; TKI, tyrosine kinase inhibitor.
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Revertir resistencia a EGFR

Background: EGFR TKis

While targeting an oncogenic driver in NSCLC usually leads to robust initial responses, emergence
of resistance is inevitable and limits clinical benefit

EGFR mutated NSCLC

OBJECTIVE RESPONSE RATE PROGRESSION FREE SURVIVAL

Soria et al, 2018 (Osimertinib) W PFS in months

Wu et al, 2014 (Afatinib)
Sequist et al, 2013 (Afatinib)
Mitsudomi et al, 2010 (Gefitinib)
Zhou et al, 2011 (Erlotinib)

Maemondo et al, 2010 (Gefitinib) h ‘

0% 20% 40% 60% 80% 100%

Soria et al, 2018 (Osimertinib)
Wu et al, 2014 (Afatinib)

Sequist et al, 2013 (Afatinib)

Mitsudomi et al, 2010 (Gefitinib)
Zhou et al, 2011 (Erlotinib)

B Objective response rates Maemondo et al, 2010 (Gefitinib)
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EGFR TKI Resistance Creates a Significant Unmet Need
in Metastatic EGFR-mutant NSCLC

First-line : Second-line Subsequent
EGFR TKIs EGFR TKis Therapies

First- or
Second-
Generation
EGFR TKis
Resistance Chemoot:'lerapy

T790M+ Resistance

Osimertinib Resistance

Overall survival is approximately 22-36+ months?

*Estimates of patients who have prog: on EGFR TKis and chemotherapy from Tan CS, et al. Mol Cance References: Planchard D, et al. Ann Oncol. 201 Ettinger DS, et al. J Nat! Compr Canc
Netw. 2017, 535, Janne PA, et al. Lancet Oncol. 2014;15:1433-1441. EGFR, epidermal growth factor receptor; NSCLC, nonsmall cell lung cancer; TKI, tyrosine kinase inhibitor.
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eting HER3 to Address Multiple EGFR TKI Resistance Mechanisms

= A

Kls

First-line erlotinib, gefitinib, afatinib’ Second-line osimertinib? First-line osimertinib?

Unknown, 15% HER2 amp, 10% Unknown, 25% C797X, 15% C797X, 7%

|/

MET amp, 5% / HER2 amp, 5% MET amp, 15%
PIK3CA, 2% < '
_—BRAF, 1% y
MET amp, 19%
A / — B __PIK3CA, 7%
transformation, 5%
e

HER2 amp, 2%

EMT, 2% Unknown, N —BRAF, 3%
) ~PIK3CA, 5% 67% \,’}
3 k>

"~ BRAF, 3% \ “Cell cycle, 12%
Ncell cycle, 12% ‘m \\O(her EGFR, 3%

| other EGFR, 6% Fusions, 1%
Fusions, 3% KRAS, 3%

Developing therapies to combat all individual resistance mechanisms is likely impractical
Resistance mechanisms may overlap in an individual patient
57%-67% of EGFR-mutant NSCLCs show some level of HER3 expression*>
Targeting HER3 with an antibody drug conjugate may be an
alternative treatment strategy for advanced NSCLC

. Wy, et al. Mol Cancer. 2018;17:38. 2. Papadimitrakopoulou, et al. Ann Oncol. 2018;29. 3. Ramalingam, et al. Ann Oncol. 2018;29. 4. Yi, etal. Mod Pathol. 1997;10:142-143. 5. Kawano, et al. J Surg Res. 2008;146:43-48.
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INJ-61186372 (JNJ-372), an EGER-cMet bispecifi
antibody, in EGFR-driven advanced non-small
cell lung cancer (NSCLC)
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Preclinical Data Consistent With 3 Proposed Mechanisms of Action

-
GFR | = i
.E ; FM.et * Fully humanized, bispecific IgG1 antibody | INJ-372 L'ga\"d /'.
binding binding | \ =
p * Targets EGFR and cMet receptors through [ ' <
uniqgue mechanisms of action | ;
« Potential to provide clinical benefit in | 30666666 ' L & s }5
EGFR-driven NSCLC, including TKl-resistant | | P 7 (
populations Ac'(.i:;:i::(:nd ve N\ '.‘/ - Lysosome
* First-in-human study currently evaluating mutetons i Proliferation s
| / y /
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(GIR-cpadermal growth lactor receptor; [GF Rt ~epidermal growth factor receptor
rmatated; NSCLC-n0n 1ensl cel hung cancer; TID- tyrosine kinase inhibitor

Part 2 Dose Expansion

Inhibition of
EGFR and cMet Signaling

Receptor
Degradation

ADCC
Function

JNJ-372 has demonstrated activity in multiple EGFRmut NSCLC
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models of EGFR- and cMet-mediated TKI resistance
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Total (N=142) Total (N=142)

Part 1
(28-day cycle) Medi Y - i
Dr. Keunchil Park Dose Escalation edian age; yearsi(rangs) 63 (33-82) EGFR mutation subtype, n (%)*
Samsung Medical Center (28-day cycle) Male/Female, n (%) 52/90 (37/63) WLEGFR 11(8)
Sungkyunkwan University School of Medicine A |
Coho Race, n (%) Primary EGFR mutation® 131(92) |
175 EGFR-dependent RP2D #1 Cohort €
o o Rk 1050/1400 mg S Aslan 100 (70) Exon 19 deletion 60 (46)
Thorac Oncol 2018;13:5344.5 (i.e,, T790M", C7975") | Black 4(3) Exon 21 L858R 34 (26)
Cohort B White 33(23) Exon 20 insertion 33(25)
EGFR-independent Not reported 5(4) \ Exon 18 G719A 3(2)
Resistance ECOG PS. n (%
Dr. Byoung Chul Cho W, (i, T790M, C7975°) g 0N (%) Exon 20 5768 1(1)
o Cancas Cantar 1400 mg Cohort C 0 37(26) Exon 20 T790M 1(1)
Yonsel University College of Medicine Post-3GTKI ‘
A 1 104 (73) V769L 1(1)
e
v 2 1(1) TKI resistance mutation®
Ann Oncol 2018;29:viil493-vili547 Median prior lines of treatment, n (range) 3 (0-10) T790M 49 (37)
Median prior lines of EGFR TKI, n (range) 2 (0-6) C7975 28(21)
Dosing: intravenous; once weekly in cycle 1 and biweekly thereafter NSCLCsubtype;n/(%) cMet amplification (26 copies)’ 10(8)
Adenocarcinoma 139 (98)

3GTIO- ¥< generation tyrosine kinase inhibitor; FCOG PS=£astern (coperative Oncology 4
Group performance satus, {200 ks - exon 20 msertion; PE:
RP20- recomemended phase } dose, andard of cave.

201
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140 N=58
. .
120 s e .
ReSUItS — hlghllghts E 16/58 (28%) patients with best response of PR (8 confirmed)?
Ao - 8 patients with C797S
EGFRmut* and 700-1400 mg . ) - 3 patient with cMet amplification (26 copies)
N=108 POSt SGTKI U io - 5 patients without identified EGFR- or cMet-based resistance
E
. . . . = o s 2 )
32/108 (30%) patients with best response of PR across diverse EGFR mutations: RR 28 A, ; :
Primary: Secondary: § »
— Exon 21 L858R ~ Exon 20 T790M - T790M - cMet amplification &40
— Exon19deletion - Exon 18 G719A =i C797S w0y
— Exon 20 insertion Al
2
- 10
exon20ins: R
[t
: RR 30% e
Assigned Dose (mg) O 700 @ 1050 O 1400 2 oN g 50
=704 EGFR Primary Mutation E18G719A @ E19del W E20ins » E20S7681 ® E20T790M <« E21L858R * V768L ®Qy %
TKI Resistance Mutation ® T790M o C797S + C797G x G724S 4 G796S + L718M © L718Q ~ L718V & %0
CcMET Amplification (6 copies) "
-90 - [36=Prior treatment with 3rd Generation EGFR TKI_POZI=Prior treatment with Poziotinib o
0

wiimais 2019
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Clinical trials - EGFR + cMET inhibitors ... the world of TKIs

Population _|Drugs |Met-selected? Resut |
no 9 i

Erlotinib + : s .
tivatinib? |3 responders: + Met IHC, + HGF I « JNJ-372 activity observed across diverse EGFR-mutated NSCLC, including those with
= . - unmet need s
Gef|t.| mb +2 BRR 1o ) (.2/1‘1) TR _ Patients with EGFR C797S-mediated resistance to 3GTKI (qswertumb)
EGFR-mutant G MET ame|fication _ patients with cMet-mediated resistance to 3GTKI (osimertinib)
7] A . . P
TKI resistant Gefitinib + ORR 29% _ Ppatients with TKI-naive Exon20ins disease
capmatinib? ORR 47% in highest MET GCN . istent with EGFR inhibition
NSCLC « JNJ-372 has a manageable safety profile consiste
Gefitinib + ORR 33% 5 9%)
g _ Low >Grade 3 toxicity rate ( %) 2 c101)
IEpotinD — Frequent IR, but primarily limited to first dose (

Osimertinib + Prior 15t/2"d gen: ORR — 52% ; d as RP2D
savolitinib® Prior 3" gen: ORR 25% » 1050 mg and 1400 mg curcetiv et explore. . T02609776)
Enrollment of patients with high unmet need is ongoing (NC /J
.

1. Azuma et al ESMO Open 2018. 2. Yang et al ASCO Meet Abstr 2016. 3. Wu et al JCO 2019. 4. Wu et al ASCO Meet Abstr. 2016. 5. Sequist et al AACR 2019 e
PR e
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U3-1402, a Novel Antibody Drug Conjugate Designed
to Target HER3 Expression in EGFR-mutant NSCLC

Safety and preliminary

U3-1402

DNA Bystander

antitumor activity of U3-1402, Design Features [0
a HER3-targeted antibody drug conjugate, —
in EGFR TKl-resistant, EGFRm NSCLC ol il

High drug-to-antibody ratio
(-8:1)

Pasi A. Janne', Helena Alexandra YuZ, Melissa Lynne Johnson?,
Conor Ernst Steuer4, Michele Vigliotti®, Corinne lacobucci®,
Shuquan Chen?, Channing Yu?, Dalila Sellami?

Tumor-selective
'Dana-Farber Cancer Institute, Boston, MA; 2Memorial Sloan Kettering Cancer Center, New York, NY;

3Sarah Cannon Research Institute, Nashville, TN; “Winship Cancer Institute of Emory University, Atlanta, GA;
>Daiichi Sankyo Inc., Basking Ridge, NJ Bystander effect

oo 2019 ASCO 1 s 2019 ASCO 9
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U3-1402 Phase 1 Dose Escalation and Expansion Stud Baseline Characteristics of Patients Treated with U3-1402

Dose escalation

L eeslation Baseline disease characteristics (N=23)

Baseline clinical characteristics (N = 23)°

Eligibility Dose Escalation? Dose Expansion
5 = . Age, median (range), years 63.0 (51.0—80.0) Sites of metastases, n (%) CNSe 14 (60.9)
Metastatic/unresectable .
EGFR-mutant NSCLC and: Received 21 dose of U3-1402 IV Q3W: N =23 sex, n (%) Female 14 (60.9) Liver 9(39.1)

o T790M-n_egative afte.r_ 6.4mg/kg, n=5 Male 9(39.1) Lung 4(17.4)
progression on erlotinib, Will enroll additional . Tumor stage, n (%) % 23 (100.0)

: = Race, n (% White 13 (56.5
gefitinib, or afatinib; OR : g O patients at the 2 - Sum of diameters of target 69 20-143)

= Progressed on osimertinib N -23 L J /' s recz:::pn:nesdioc'!‘ose Asian 7(30.4) lesions, median (range), mm

5 \ Black or African 1(4.3) -
Stpple bipi letastasss allowed A\ Discontinued® American Baseline molecular characteristics | 4
Pretreatment tumor tissue (after ag Other 28.7) (N = 23)
ESE S Or VL) e 10y ~ 2 ' HER3 expression¢
retrospective analysis of HER3 ] ECOG performance 0 9(39.1) Evaluable patients®  n/n (%) 19/19 (100.0)

expression status, n (%)
14 (60.9) Membrane H-score’  median (range) 193 (150—290)
composite score of 0—300

Study Primary: Secondary: Exploratory: EGFR mutationg, n (%) Ex19del 13 (56.5)

——
Obijecti Safety and tolerability Antitumor activity Biomarkers of U3-1402 Osimertinib! 21(91.3) L858R 9(39.1)
Jectives of U3-1402 of U3-1402 antitumor activity Chemotherapy 10 (43.5)

Prior therapies, n (%) Any EGFR TKI 23 (100.0)

. . Data cutoff date of February 25, 2019. “Safety analysis set included all patients who received 21 dose of .
ided by the modified continuous reassessment method with escalation with overdose ¢ < ' be added. tReazons for discontinuation included metastases as reported by investigat . 5 of tumr tissue collacted pror to st dose of U3- 1402, includes patients with tumor sampies

n (definitive clinical signs of disease progression, but did not meet RECIST criteria), ve 1. clinicaltrials. gov NCTD326049 1. s 2 composite of percentage of pos staining cells and intensity of individual cell staining. For patier multiple Hscores, the highest number was

2019ASCO
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U3-1402 Fase 1

Results — highlights

[ 3.2mg/kg
W 4.8mg/kg
B 6.4mg/kg

PR confirmed
partial
response

Best % change

-60

-80
PR

-100
EGFR activating mutations* | |(858R | |L858R |L858R L858~ (LI 19 ext 9t ext et ext 9ot [ext 9 EEEE

T790M  NE

T790M T790M T790M

NE NE NE T790M

| Ne Ne Ne e

EGFR resistance mutations®|
NE NE

Amplifications®
ME Mot evaluable for mutation analysis |:] Genomic alteration not detected

ixteen patients received »1 dose of U3-1402 and had pre- and post-treatment evaluable tumor assessments.
3 from formalin-fixed, paraffin-embedded tumor tissue.

30% decrease in tu
g Oncomine Comprehens

019. Dotted lines denote 20% i
nvestigator. “Performed centrally

Data cutoff date of Februar
“Local testing as reported by

s 2019 ASCO
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U3-1402 Patient Case

65-year-old male NSCLC patient

Tumor biopsy analyses: Treatments: Anterior Left Posterior Left

Adrenal Glands Shoulder Shoulder

Cisplatin + etoposide + RT
— Erlotinib

Baseline

Osimertinib

Carboplatin + pemetrexed
+ pembrolizumab

Osimertinib

12 Weeks

Osimertinib + crizotinib

Osimertinib + necitumumab

‘ U3-1402, 5.6 mg/kg

PRESENTED BY.
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U3-1402 Treatment Duration

Antitumor activity and treatment duration
SD 5D >

HER3 expression
_ i — SD_

| PR PR
| PR PR

2] D D
] s> s PR PR g
. sD — PRI CP N=23
p ¥ 3.2 mg/kg
B 4.8 mg/kg
= 5.6 mg/kg
® 6.4 mg/kg
-> Treatment ongoing
AE adverse event
CP clinical progression
NE not evaluable
PD progressive disease
PR partial response
SD stable disease

o=zl
mm

'z =
@A

300 150 0 3 2 3 36 42 48

Membrane H-score? Treatment duration (weeks)

Data cutoff date of February 25, 2019. Safety ar set included all patients who received =1 dose of U3-1402, *Membrane H-score is a composite of percentage of positively staining cells and intensity of individual cell
staining. Scores range from 0-300. For patients with multiple H-scores, the highest number was used.
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Conclusions

+ U3-1402, a HER3 ADC, displayed a manageable safety profile in this phase 1 study
— The majority of TEAEs were grade 1 or 2 events

— The majority of discontinuations were due to progressive disease (n = 5); only 1 patient discontinued
due to an AE, and there were no TEAEs leading to death

— DLTs were grade 4 platelet count decreased (n = 4) and grade 3 febrile neutropenia (n = 1)

« Antitumor activity with U3-1402 was observed in patients with EGFR-mutant TKI-resistant
NSCLC, with a median follow-up of 4.2 months

» The 5.6 mg/kg dose cohort is ongoing, and a dose expansion is planned for Q3 of 2019

Targeting HER3 with U3-1402 may be a practical approach to treat
EGFR-mutant NSCLC with diverse mechanisms of resistance to EGFR TKls

Data cutoff February 25, 2019.
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Revertir resistencia a ALKy ROS1

Background: ALK TKis

NSCLC with ALK rearrangement

OBJECTIVE RESPONSE RATE

Shaw et al, 2013 (Crizotinib)

Solomon et al, 2014 (Crizotinib)

Soria et al, 2017 (Ceritinib)

Camidge et al, 2018 (Brigatinib)

Camidge et al, 2018 (Alectinib)
0% 10%

®ORR

g

20% 30% 40% 50%

60% 70% 80% 90%

PRESENTEO BY: Pradnya . Patil L] Cleveland Clinic

PROGRESSION FREE SURVIVAL
WPES IN MONTHS
shaw et al, 2013 (crizotinit) [ EE
solomon et a, 2014 (crizotinib) [ 109
soria etal, 2017 (ceriini) | EEEEEEENO 223,
Camidge et al, 2018 (Alectinib) _ m’

@Pradnya_PatilMD

Secondary mutations in ROS1

ROS1, ~50% 2" mutations

100%
80%
60%
40%

20%

0% - —
Tissue  Liquid
biopsy, biopsy,
n=16 n=18
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Acquired resistance to ALK inhibitors

Crizotinib-resistant cases
ALK

amplification
6%-18%

1151Tins

C1156Y

IM71TINIS

F1174L8

Vi180L

L1196M

G1202R

c
S
g
|
E
2
8
£
g
2
@
£
X
3
<

D1203N Second-generation ALK TKI-resistant cases

]

1206/
$1206Y/C ALK amplification
% N.D.

B
E1210K

G1269A [

Frequency of mutation (%)

M Crizotinib ® Ceritinib M Alectinib B Brigatinib

11

Gainor et al, Cancer Discov 2016; Lin et al, Cancer Discov 2017

ROS1 TKI against G2032R

Lorlatinib Cabozantinib

Repotrectinib

- vorck
20007 @ tonasan, 3 mang

A Cabozmbaib, 30 mg kg
4 Repouectaib, trmalka

328 crizotin

Somanty
Tumor volume (nmd)

Relativo coll growth (% of control)

36 8 12 15 18 21
Deays

1C, ~500 nmol/L for block G2032R
ICs0 ~500 nmol/L for bloc! Overal Response

D2033N

Progression on crizotinib Cabozantinib response

NCT01639508 ph Il ongoing in RET / ROS1 / NTRK fusions

Adapted from J.Remon

2019ASCO
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Solomon ESMO 2018,




Repotrectinib (TRIDENT) Fase 1

Safety and Preliminary Clinical Activity of Repotrectinib in Patients
with Advanced ROS1 Fusion-Positive Non-Small
Cell Lung Cancer (TRIDENT-1 STUDY)

Byoung Chul Cho,! Alexander Drilon,? Robert C. Doebele,? Dong-Wan Kim,* Jessica J. Lin,® Jeeyun Lee,® Myung-Ju Ahn,5 Viola W. Zhu,®Samuel Ejadi,® D. Ross
Camidge,? Y. Juliet Liu,” Shanna Stopatschinskaja,” J. Jean Cui,” David M. Hyman,Sai-Hong Ignatius Ou, Alice T. Shaw®

*Yonsei Cancer Center, Severance Hospital, Yonsei University College of Medicine, Seoul, Republic of Korea; "Memorial Sloan Kettering Cancer Center, Weill Cornell Medical College, New York, NY,
USA; *University of Colorado Denver, Anschutz Medical Campus, Aurora, CO, USA; *Seoul National University Hospital, Seoul, Republic of Korea; *Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, Republic of Korea; °Chao Family Comprehensive Cancer Center, University of California Irvine School of Medicine, Orange, CA; “Turning Point Therapeutics Inc, San Diego,

CA, USA; *Massachusetts General Hospital, Harvard Medical School, Boston, MA, USA

8: B.C. Cho, M.D., PhD

nesereo . 2019 ASCO bl
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N-33
TRIDENT-1 Design

‘Study Design/Eligibility (Phase 1) Phase 1 Primary Objective
* Advanced solid tumors harboring ROS1/NTRK1- * Determine the MTD and RP2D
3/ALK fusions Phase 1 Secondary Objectives

* Safety and tolerability
* Preliminary objective response rate and clinical
benefit rate

+ No limit on prior lines of therapy

* Asymptomatic CNS metastases

Number of patients per dose cohort

120 mg | 160 mg | 160 mg

200mg | 0w/ | aow/ | ao/eid | Total

BID!

Food Food | w/Food?
Safety population
(ROS1+, NTRK1-3+, 13 12 23 10 12 2 3 5 3 83"
ALK+ solid tumors)
Efficacy population )
(ROS1+ NSCLC) 5 5 10 2 6 0 2 3 0 33

12 ALK patients enrolled

2160 mg QD for one week followed by 160mg BID

* Not yet evaluable for efficacy by BICR

** N=83 patients: 31 were ALK, 9 were NTRK+, and 43 were ROS1+ (of which 33 ROS1+ NSCLC were evaluable for efficacy by BICR)
BICR: Blinded Independent Central Review

msoreo . 209 ASCO
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Characteristics N=33
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Targeting ROS1 Fusion Positive Non-Small Cell Lung Cancer

Repotrectinib is a Small, Rigid Macrocycle Designed to Overcome the ROS1 G2032R
Solvent Front Mutation

Crizotinib Z & Entrectinibw Lorlatinib Repotrectinigs
]

Niv=SpsNyey

CD74-ROS1 Ba/F3 Cell Proliferation ICy, (nM)*

ROS1 rearrangement is an
oncogenicdriver in 1-2% of NSCLC

Crizotinib is the only approved
targeted therapy for patients with ‘ =]
advanced ROS1+ NSCLC

ROS1
G2032R 7
G2032R is the most common ROS1

resistance mutation after crizotinib

treatment?

Repotrectinib is a next-generation

ROS1/TRKA-C/ALK ii
designed to overcome TKI ROS1 Crizotinib  Ceritinib  Cabozantinib  Entrectinib  Lorlatinib  Repotrectinib
peciall wr 14.6 428 0.5 105 0.2 <0.2
solvent frontR0s2.G2032R° G2032R 266.2 1391 113 1813 160.7 33
*Data based on evaluati purchased

*Gainor JF et al., ICO Precis Oncol 2017
“Drilon A et al., Cancer Discov 2018
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TRIDENT-1: ROS1+ NSCLC Patient Demographics

Distribution of Prior ROS1 TKIs

Age, median (range) 57 (30, 79)

Sex, female n (%) 23 (70) lfllf?;;;)

Race, Asian n (%) 20 (61)

Median lines of prior systemic therapy 2(1,8) '

(range) >1Prior TKI

Prior chemotherapy, n (%) 28 (85) et ////// s

CNS metastases at baseline n (%)* 18 (55) !4

Median # of prior ROS1 TKls (range) 1(0,3)

TKI Naive, n (%) 1133) i

TKI Pretreated, n (%) 22 (67)

1 prior TKI 18 (55) e
Crizotinib only 12 (67) )
Ceritinib or entrectinib 6(33) : :::::Im

>1 prior TKI 4(12)

*Assessed by Investigator
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Repotrectinib (TRIDENT) Fase 1 LUNG CANCER
UPDATES

ASCO HIGHLIGHTS
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ROS1 inhibitors in TKI naive patients ROS1 inhibitors in TKI pretreated patients

— - — e, - . .
. Crizotinib — ORR 72% 22 @{ Ceritinib — ORR 62% Repotrectinib — ORR 82% o Lorlatinib — ORR 27% Repotrectmlb — ORR 39%
. gl ORR 5% (6/11)
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Entrectinib - ORR 77% i Lorlatinib — ORR 62% i, g - [l Conplete fesponse (CR) &
P i~ ¢ 5l v' High ORR but small n S - M Patalresponse (PR) N Fn o .
i v TR & -70- 1 Stabledsease (SD) 7 .
I m i Dose doen’t impact ORR - W Pogessiedsese D) Last line of treatment : a ROS1 TKI (majority)
i i v PFS not available - W neteminae () sk
8 ] . . g 8 ekl PO G Ceritinib (n=3) : PR
i i v’ Efficacy vs. ROS1 fusion o ;
i Entrectinib (n=3) : no confirmed PR yet
' partner unknown e
Al ) Lorlatinib (n<4) : unknown
Besse — ESMO 2017 *Ou — WCLC 2018 * Solomon — ESMO 2018
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Safety Summary: Treatment-Emergent and Treatment- Conclusions
RelatEd AES * TRIDENT-1Phase 1 data support repotrectinib as a potential best-in-class ROS1 agent in advanced NSCLC
* Preliminary clinical activity demonstrated across 7 dose cohorts in ROS1+ NSCLC patients
Adverse Event
* TKl-naive:
. ety . 0 . H
= . v TRK inhibition? Lack of taste cORR 82% (9/11); median DOR not yet reached
Dysprea 5(6.0) 1(13) 1(1.2) 3 * TKl-pretreated:
—— e v' Marginal weight gain (6% all grade) * 1 prior TKI: CORR 39% (7/18)
onstipation = = = =
Paresthesia 24(289) - o - i v F DLT t * cORR 57% (4/7) in crizotinib-pretreated patients at 160 mg QD and above
Anemia 2077)  10(12.0) 3(3.6) our events: o . : o B P
i T o _ - _ & B NS activity observed in both TKI-naive and TKI-pretreated patients
f,j::‘:a iéﬁ; ;; N V' 160 mg BID (n=2) * Repotrectinib is a next-generation ROS1/TRKA-C/ALK inhibitor designed to overcome TK resistant mutations
7 y _ - _ v 240 mg QD (n=1) ) ] . ) A
Headache 14(16.9) 1(1.2) %
TR B = = - - V' Grade 3 dyspnea and hypoxia All'5 ROS1+NSCLC patients with the G2032R SFM experienced tumor regressions with a cORR of 40%
wtitedion | 110833 ¥ 160 mg BID (n=1) * Repotrectinib was well tolerated with a manageable safety profile
::?:T. Erm— igﬁfﬂi i3 - = - v Recommended dose UNKNOWN yet * Dizziness is an on-target AE associated with TRK inhibition and manageable
‘::’"“"“i"“' "“‘k" 9::”2 e * Most AEs managed without dose modification and rarely led to discontinuation
uscular weakness 9(10. .2 — -
"Addl Grade 4 TEAES: cerebrovascular accident, dyspnea, influenzo, hyperkalemia, bacterial pneumonia (n=1 each), respiratory failure (n=2); None were determined to be related to treatment * Pivotal Phase 2 portion of TRIDENT-1 planned to initiate in 2H 2019

“ Grade 5 TEAES: respiratory failure (n=2), sepsis, sudden death (n=1 each); Only the case of sudden death was determined to be possibly related to treatment
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