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Phase Il GOAL TRIAL DESIGN H”NSADM‘R“ES
ASCO HIGHLIGHTS
Gefitinib 250mg/day e
Key inclusion criteria (N=91)

Patients with locally advanced or metastatic
NSCLC

> 18 years

EGFR mutant tumor with/without T790M*
No prior systemic anti-cancer/ EGFR TKI
therapy Gefitinib 250mg/day
PS 0-2 Olaparib 200mg TDS
Stable and previously treated CNS metastases (N=91)

RECIST 1.1
assessment every 8

weeks until
objective
progressive disease

* ENDPOINTS
* Primary endpoint:
- To assess the efficacy in terms of progression-free survival (PFS) of gefitinib in combination with olaparib, compared with gefitinib
alone, in 1st line advanced NSCLC patients with EGFR mutations according to RECIST v1.1.

With alpha error = 0.05 and potency of 80% number of events 116 needed to test the superiority hypothesis (HR 0.63). Total planned number
of inclusions: 186 P

* Secondary endpoints:
«  Overall survival (0OS)
«  Tumor response rate (ORR) per RECIST v1.1 criteria
«  Toxicity profile of the drug combination (CTCAE v4.0)
« To identify the influence of BRCA1 mRNA expression, EGFR mutations and T790M on PFS
+  To monitor EGFR mutations (including T790M) in serum
- Ancillary molecular analysis

the reference laboratory for central EGFR confirmatory testing. EGFR mutations were centrally confirmed based on laser microdissection

*Mutations could be first assessed locally by a local or national certified laboratory; for all patients tumor material had to be submitted to GE
and TagMan assay in the presence of a PNA designed to inhibit the amplification of the wild-type allele
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Figure 2. Progression-free Survival (miITT)
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Waterfall plot of the Maximum % change from baseline by RECIST v1.1
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Trial Design

Planned Enrollment: 25pts
Closed (10/2017): 11pts Enrolled

Key eligibility criteria:

Treat until
« Advanced NSCLC Pembrolizumab Post-progression:
+ EGFR-mutation P 200 mg q3 weeks [ | PrOBressionor i ppp Tk
* PD-L1= 1%’ otatiofd sty « Safety/Efficacy Analysis
» TKI-naive
Primary obj; ORR of pembroli b prior to TKI

Secondary objectives: Safety, PFS, OS of pembrolizumab; safety and efficacy of subsequent EGFR TKI therapy N |n EG FR+ NSCLC With PDL1 expression’ is ﬁrst line pembrolizumab
NSCLC ~ non-small cell lung cancer, ORR — overall response rate, OS — overall survival, PFS — progression-free survival, TKI an appropriate option?

osine kinase inhibitor.
*No

Performed with 22C3 assay in a Clinical Laboratory Improvement Amendments (CLIA) approved laboratory

+ Lack of responses (0/10) though most had PD-L1 TPS > 50%

] . . P ' ’
F Effica cy otential impact on safety of subsequent TKI

* For patients with a sensitizing EGFR mutation, first line TKI
B therapy remains the standard of care, independent of PD-L1

Figure: Swimmer plot of time on treatment with
reason(s) for treatment discontinuation.

*Adverse event leading to treatment discontinuatior
'Completed treatment and now on surveillance,
still alive at time point of data collection.

*Death while on erlotinib.

§Subject without EGFR mutation.

B verbrolizumab A progression
[ mothenpy ey ongoing
B clotinib
[ st
[ chemotherapy
- clinical trial

E Lisberg et al, Abstract #9014
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Targeting EGFR exon 20 mutations UPDATES

ASCO HIGHLIGHTS
Doebele et al, Abstract 9015 ASCO 2018

Preclinical Inhibitory Profile of TAK-788 Against EGFR Exon 20 Insertions
= Compared Ba/F3 IC., for 2 EGFR exon 20 insertions with WT EGFR IC,, (P-EGFR: Ad31, H2073)

aWT EGFR

o . o~ 4x Potency in mutants over WT EGFR
g 22x : 1.8x
é 100 - 17x
i JI II TAK32788 comments
: | I
s e * As with poziotinib — proof of principle that EGFR
2"dgen 3gen  2Mgen (o New gen as 1 fosused on (and HER2) exon 20 mutations can be actionable
1. Wnat exposure is needed? ' * N too small and too many. ‘awaiting confirmation’
3. NOT ail Insertions are ecualty drug sensitive (mportant when 0oKing at ORR in small N series) datapoints to compare ORR'Vs poziotinib — and ?all

exon 20s same sensitivi

TAK32788 Data too immature to compare Dok

poziotinib
Antitumor Activity in All Patients Treated with TAK-788 at a Total Daily Dose 280-160 mg® -
0 m e W Fi - Preclinical data suggest
g ® l & = - efficacy:toxicity ratio with
E ot potential to sustain exposure at efficacious levels
£2 = 4I T i I com cogm longer - but clinical data'not currently confirming
S3 o M e TT this (based on 6 patient dose reduction rate)
9 2 ... ﬁii i ii i i I g
= -4 Throshold®
£
-60 - 80-160 mg
o : 16\‘.: :::)QD Total(:a;x)oose
-100 | Patients with =1 n=5
post-baseline scan
ORR, n (%) 2 (40)
CR 0 ‘ (6)
PR 2 (40 6 (33)
DQR, n (%) 5 (100) 17 (94) G(I)n:‘l des 40 nég'f;(ggu mg ‘06% mg
gb;?;.;.l;::m(i‘t:::;m:::ﬁ‘::ation ?:Diws L
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Trastuzumab deruxtecan (DS-8201a) in Phase 1 Trial Design
subjects with HER2-expressing L oossscalpaty Dose expansion (Part2)

Part2a, N =100

advanced solid tumors: TOMtresed HERZposite rss cancer

Doses: 5.4 or 6.4 mg/kg every 3 weeks
Part 2b, N = 40

i / e Trastuzumab-treated HER2-positive gastric cancer
_GJ mgkg (IHC 3+ or IHC 2+/ISH+)

Breast cancer or gastric/GEJ adenocarcinoma*

Long-term efficacy and safety from a
first-in-human phase 1 study with

8.0 mgikg

6pts 6 pts Doses: 5.4 or 6.4 mg/kg every 3 weeks
H H m Part 2¢c, N = 40
m u Itl p l e expa n s I o n co h o rts A’armacologrcally active level HERZ-Jowl;easr cancer

o . iy ; X ; ) (IHC 2+/1SH-, IHC 1+/1SH-)
Hiroji Iwata,” Kenji Tamura,? Toshihiko Doi,® Junji Tsurutani,* Shanu Modi,® Haeseong 32mgkg  3pts Dose: 6.4 mg/kg every 3 weeks

Park,® lan Krop,” Yasuaki Sagara,® Charles Redfern,® Rashmi Murthy,® Rebecca 7 Part 2d, N = 60

1 e 3 e oL qD . ; 12 13 16 HER2-expressing or HER2-mutated solid tumors
Redman, Kohei Shitara,® Yoshihiko Fujisaki,’* Masahiro Sugihara,’? Lin Zhang, BRI 3pts (IHC 1+, IHC 2+, IHC 3+; or HER2 amplified or HER2 mutant)

Javad Shahidi,'® Antoine Yver,”® Shunji Takahashi'* 7 Minimun effective lovel Dose: 6.4 mglkg every 3 weeks

|Aichi Cancer Center Hospital, Nagoya, Japan; “National Cancer Center Hospital, Tokyo, Japan; *National Cancer Center Hospital East, Chiba, 0.8 mgkg 3pts Part 2e (PK cohort), N = 20
Japan; 'Kindai University Faculty of Medicine, Osaka, Japan; ‘Memorial Sloan-Kettering Cancer Center, New York, NY, USA; "Washington HERZfostewHERZJowbmsfcancer
University School of Medicine, St Louis, MO, USA; 'Dana-Farber Cancer Institute, Boston, MA, USA; “Social medical corporation Hakuaikai Sagara (IHC 14, IHC 2+, IHC 3+ andlor ISH+)
Hospital, Kagoshima City, Japan; “Sharp HealthCare, San Diego, CA. USA; '"University of Texas M. D. Anderson Cancer Center, Houston, TX, « HER2 status was assessed on hival tissue in both parts 1and 2 D "54 b K 3 Kk
USA; ''The University of Louisville, Louisville, KY, USA; "*Daiichi Sankyo Co., LTD, Tokyo, Japan; "*Daiichi Sankyo Pharma Development, ose: 6.4 mg/kg every 3 weeks
Basking Ridge. NJ, USA; “The Cancer Institute Hospital of Japanese Foundation For Cancer Research, Tokyo, Japan
*Subjects in part 1 were not required to have HER2-positive (IHC 3+ or IHC2+/ISH+) tumors.
HER2, human epidermal growth factor receptor 2; HNSTD, highest non-severely toxic dose; IHC, immunohistochemistry; ISH, in situ hybridization; IV, intravenous; PK,
pharmacokinetic; Q3W. once every 3 weeks; RD. recommended dose for dose expansion: T-DM1. trastuzumab emtansine.
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Consistent Tumor Shrinkage Across Tumor Types: (5.4 or 6.4 mg/kg)

HER2-Positive Breast Cancer

Change from baseline (%)

HER2-Positive Gastric Cancer
N=44

HER2-Low Breast Cancer
N=33

Change from baseline (%)

ulllI.II||-|||||I“""

Other Cancers
N=37

..mllllll"["”“'"l""""”"

Change from baseline (%)

+ Overall, 86.3% of subjects experienced tumor shrinkage
+ Confirmed ORR* in the overall population is 49.3%

Includes subjects who had 21 postbaseline scan. Dotted ines denote 20% increase and 30% reduction in tumorsize, respectively.
*Confirmed response includes subects who had 22 postbaseline scan: ssive disease, or discontinued treatment for any reason prior to second postbaseline scan. Data cutoffis April 18, 2018,

Change from baseline (%)

8 Colorectal
B NSCLe

| Other

LUNG CANCER
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Efficacy Outcomes by Cancer Type (5.4 or 6.4 mg/kg)

_ HER2- sitive BC | HER2 Low BC | HER2-Positive GC Otherc
N= 44

Confirmed ORR*, % (n/N)
DCR, % (n/N)
ORR in modified ITT*, % (n/N)
DOR
Median, (95% Cl), months
PFS
Median, (95% CI), months
Min, max

54.5% (54/99) 50.0% (17/34) 43.2% (19/44) 38 7% (12/31)
93.9% (93/99) 85.3% (29/34) 79.5% (35/44) B3TWH203T)
48.6% (54/111) 50.0% (17/34) 43.2% (19/44) 23.5% (12/51)

NR 11.0 (NA) 7.0 (NA) 12.9(2.8,12.9)

NR 12.9 (NA) 5.6(3.0,8.3) 12.1(2.7,14.1)
1.0,22.2+ 0.5, 19.6+ 1.2,19.6+ 0.7,14.1+

*Confirmed response includes subjects who had 22 postbaseline scans, had progressive disease, or discontinued treatment for any reason prior to second postbaseline scan.
**Modified ITT population included all subjects who received 21 dose of DS-8201a at either 5.4 or 6.4 mg/kg, including those subjects who were too early to assess, but are

angoing on study.
+after value indicates censoring

BC, breast cancer; Cl, confidence interval; DCR, disease control rate; DOR, duration of response; GC, gastric/gastroesophageal junction cancer; HER2, human epidermal growth
factor receptor 2; ITT, intent-to-treat; NA, not available; NR, not reached; ORR, overall response rate; PFS, progression-free survival.

Data cutoff for this analysis is April 18, 2018.
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RET-directed targeted therapy is lagged behind Y -
other oncogenes . UPDATES

ASCO HIGHLIGHTS
1-5 JUNIO 2018 CHICAGO
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Clinical activity of LOX0O-292 in RET-altered cancers

RET"\-n?gtant aclt“i\(l,alzinn‘;wI:E T
alteration
Enrolled 49 38 1" 29 4
Eligible for response evaluation? 39 30 9 22 3
Overall Response Rate 7% 7% 78% 45% 0%
(95% ClI)? (61% — 89%) (58% — 90%) (40% — 97%) (24% — 68%) (0% — 71%)
Confirmed Overall Response Rate3+4 74% 74% 71% 33% 0%
CR - = - 1 -
UCR® - - - 1 -
PR 25 20 5 5 -
uPRS 5 3 2 3 -
SD 2 9 2
PD - - - 2
Not evaluable® 3 3 - 1 -

1. Patients eligible for response evaluation include thyroid cancer (n=7), pancreatic cancer (n=2). 2. Excludes patients recently enrolled that remain on treatment, but have not had a first post-
baseline response assessment. 3. Response status per RECIST 1.1. Overall response rate = CR+uCR+PR+uPR. Overall response rate, Confirmed overall response rate: all RET fusion-positive
(30/39, 25/34), RET fusion-positive NSCLC (23/30, 20/27), RET fusion-positive other (7/9, 5/7), RET-mutant MTC (10/22, 6/18). 4. Excludes patients with unconfirmed CR/PR pending confirmation
attime of data cut-off. 5. Unconfirmed responses in patients that remain on treatment awaiting a confirmatory response assessment. 6. Patients that discontinued treatment prior to a first post-
baseline response assessment.

. NSCLC = non-small-cell lung cancer; MTC = medullary thyroid cancer; CR = complete
#ASCO18 J : . e
presenteoar: 2018 ASCO S e e s o i PRESENTED BY: Dr. Alexander Drilon response; PR = partial response; SD = stable disease; PD = progressive disease 8
ANNUAL MEETING  permission required for reuse. April 2, 2018 data cut-off date
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New options for RET
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92 regardless of RET fusion partner

Efficacy of LOX0O-292 regardless of prior therapy

40 1
RET fusion partner
NSCLE W KFsB
20 KIF58  Non-KiF58 Wccocs Mot WINcoas [MErct MRUFYS [TFG [l PRKARIA

Response rate | 1316 (81%) | 9/11 (82%) Unknoun!

Maximum change In tumor size (%)
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-40

50

Maximum change In tumor size (%)
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-100 -
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inhibitort
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B Mo

. o Prior chemotherapy
o Priorimmunctherapy
Prior radioactive iodine
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. Hole Thrze palienls rol o
PRESENTED AT: 2018ASCO fﬁsfglﬂ..g,,,,..‘.. paesewro e Dr. AlexanderDrilon  beselinerssocnse assessen
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Presented By Alexander Drilon at 2018 ASCO Annual Meeting
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Primary endpoint
» Advanced/metastatic NSCLC

, i * Objective response rate
¢ all histologies

by independent review

METexon14-skipping

Secondary endpoints
mutation-positive by NGS

- tissue and blood based Tepotinib . Obj.ectlve? response rate
500 mg QD by investigator assessment
* 1st, 2nd, 3rd line of therapy - Safety
* N=upto120 * Duration of response
- Regions: EU, US, Japan * Progression free survival

* Overall survival

a
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Efficacy: Best Overall Response & o
Independent Review UPDATES
ASCO HIGHLIGHTS
* Efficacy analysis includes only patients having at least 2 post-baseline
assessments or who discontinued treatment for any reason (n=28)

. . L+ T+ Combined analysis
Tepotinib 500 mg (n=16) (n=26) set (n=28)
Complete response 0 (0) 0 (0) 0(0)

Partial response 9 (56.3) 11 (42.3) 12 (42.9)
Stable disease 2 (12.5) 6(23.1) 6(21.4)
Progressive disease 3(18.8) 5(19.2) 5(17.9)
Non-evaluable 2 (12.5) 4 (15.4) :
Objective response rate,* n (%) 9 (56.3) 11 (42.3) 12 (42.9)
[95% ClI] [29.9, 80.2] [23.4, 63.1] [24.5, 62.8]
Disease control rate,” n (%) 11 (68.8) 17 (65.4) 367
[95% CI] [41.3, 89.0] [44.3, 82.8] [44.1, 81.4]

*Confirmed complete response/partial response; Confirmed complete response/partial response or stable disease.
Cl, confidence interval; L+, METexon14-skipping mutation-positive in ctDNA; T+, METexon14-skipping mutation-positive in tumor

Dr E. Felip CP
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All TEAEs* epotinib 500 N=38 Serious TEAEs epotinib 500 mg (N=38)
Any grade Any grade
>1 TEAE 34 (89.5) 18 (47.4) Serious TEAEs, n (%) 15 (39.5) 13 (34.2)

21 drug-related TEAE, n (%) 26 (68.4) 7 (18.4) 21 serious drug-related TREAE, n (%) 4(10.5) 3(7.9)

: ~ o,
Drug-related TEAEs reported in 23 patients at any grade, or 21 patient at grade >3, n (%) Serious drug-related TEAEs, n (%)

Pneumonia 1(2.6) 1(2.6)
Peripheral edema 13(34.2) 0(0.0) Generalized edema 1(2.6) 1(2.6)
Diarrhea 10 (26.3) 0(0.0) Asthenia 1(2.6) 1(2.6)
Amylase increased 4(10.5) 2(5.3) Dizziness 1(2.6) 1(2.6)
Asthenia 4(10.5) 1(2.6) Interstitial lung disease 1(2.6) 0(0.0)
Blood creatinine increased 4(10.5) 0(0.0)
Decreased appetite 4(10.5) 0(0.0)
Alanine aminotransferase increased 3(7.9) 1(2.6) . . _
Aspartate aminotransferase increased 3(7.9) 1(2.6) Median number of 21-day cycles = 4.1
Nausea 3(7.9) 0(0.0) *  Grade 24 TEAEs were reported in 4 (10.5%) patients; all were
Gamma glutamyl transferase increased 2(5.3) 1(2.6) serious TEAEs. None were considered drug-related
Lipase increased 2(5.3) 1(2.6) *  TEAEs led to treatment discontinuation in 5 (13.2%) patients
Dizziness 2(53) 1(2.6) + 8(21.1%) patients had >1 dose reduction
Generalized edema 1(2.6) 1(2.6) . .
Pneumonia 1(2.6) 1(2.6) *  Seven patients have died:
Hyperkalemia 1(2.6) 1(2.6) + 4 non-treatment related AEs

- 1 progressive disease/disease-related condition
- 2 orimary cause unknown

DrE. Felip CP
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Figure 1. Investigator-assessed PFS.

10T —— Alectin® (N=152)
—— Crizotinib (N=151)
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Figure 3. Duration of response in responders.
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Camidge R, Abstr 9043

Figure 5. Overall survival outcomes in the ITT population.
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