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Heavy chain

QVOLVQSGAE VKKPGASVKV
INTHSGVPKY AEDFKGRVTI
FGSSYWYFDV WGQGTLVTVS

KDYFPEPVIV
TYICNVNHKP
PKDTLMISRT
NSTYRVVSVL
QVYTLPPSRE

SWNOSGALTSG
SNTKVDKRVE
PEVTCVVVDV
TVLHODWLNG
EMTKNQVSLT

YSKLTVDKSR
45)

VLDSDGSFFL
K (SEQ ID NO:
Light chain

DIOMTQSPSS LSASVGDRVT
ASYRYTGVPS RFSGSGSGTD
GTKLEIKRTV AAFSVEFIFPP
DNALQSGNSQ ESVTEQDSKD
LSSPVTKSFN RGEC

0 H O H
- o 0(5
Antibody ¥ O

* Linking to sulfur atom of cysteine residues on antibody
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SCKASGYTET YAGMOWVROQA
SADTSTSTAY LQLSSLKGSED
DADTKGPSVE PLAPSSKSTS
VHTFPAVLOS SGLYSLSSVV
PKSCDKTHTC PPCPAPELLG
SHEDPEVKEN WYVDGVEVHN
KEYKCKVSNK ALPAPIEKTI
CLVKGEFYPSD IAVEWESNGOQ
WQQGNVESCS VMHEALHNHY

ITCKASQDVS TAVAWYQQKP
FTLTISSLQP EDFAVYYCQOQ
SDEQLKSGTA SVVCLLNNEY
STYSLSSTLT LSKADYEKHK

(SEQ ID NO: 46)

FIG.2
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PGOGLEWMGW
TAVYYCARSG
GGTAALGCLV
TVPSoSLGTO
GPSVEFLFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP
TQKSLSLSPG

GKAPKLLIY®S
HYITPLTFGQ
PREAKVQWKV
VYACEVTHQG
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Parameter

Male sex, n(%)
Age, y, median (range)

Country, n(%)

US

Japan

Stage at study entry, n(%)

027
(n=4)

6/24

DS-1062a dose, mg/kg

05 1.0 20 4)
(n=5) (n=6)

PCT/IB2020/035078

Total
6.0 8.0 N=39
(n=8)

150 2333 [ 6750

04.0
(28-T5

66.0 67.0 60.5 60.5
) | (45-73) | (O7-74) | (42-70) | (38-T2)

93.5 69.0 60.0
(47-60) | (49-71) | (28-79)

I A A N R
2500 5833 | 5625
2500 1(167) [ 375

1A

L B B B AL T ALY

1

IIA 0 | 0 [ 0 J1en | 0 | 0 [1&Y] 26
VA 1250) [1@00) [ 0 | 0 [3(00)[3@75 | 0 |85
VB )
Other* 3(75.0) | 1(200) | 2(286) [ 3(50.0) | 1(16.7) [ 4(50.0) | 1(33.3) | 15(385)
o 0 Y A
Adenocarcinoma 4(100)
Large ool 0 | 0 [ 0 | O j1(t6n] 0 | 0 | 106
Other 1(20.0) 0 0 0 0 1{2.6)

Squamous 1(20.0) | 1(14.3) | 2(333) | 2(33.3) | 2(25.0) 8 (20.9)

ECOG PS, n{%)

( 0 [ 1(00) [2(86)| 0 | 2(333) | 2(250) | 1(383) | 8(205)

I T67) [ 6750

*1=3 EGFR mutations and n=2 ALK mutations; *Stage [V “TNM T2,2; 2.0nM.
ECOG P5, eastem Cooperartive Oncology Group performance score; EGFR, epidermal growth facror receptor, NSCLC, non-small cell lung cancer.

FIG.6
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0
TEAE, n(i) All grades

T T
Any TEAE 34 (87.2) 16 (41.0)

TEAE, by preferred term (in > 10% of patients) _

Nawsea | oy | 0
e [ ey [0
Decreased appetite 9({23.1

Infusion related reaction 8 (20.5

L — ) ——
Vomng | ema [ 0
Cougn 5{12.8 0

s 7
Re | smy [ 0
Drhea | 4y [ 0
Pan ey | Tes
Weightdeoreesed | 4(03 | 0

"The majortty of TEAES were grade 3 (n=6; 20.5%), except for one grade 2 and 1 grade 5 TEAE (grade & sepsis; 6.0mg/kg reatment group).

TEAE, treatment-emergent adverse event.

FIG.7
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DS-1062a dose, mg/kg
Parameter Total
0.27 0.9 1.0 2.0 4.) 6.0 8.0 (N=35)
(n=4) (n=3) (n=7) | (n=6) (n=5) | (n=7) (n=1)
Best overall response, (%)
PR® 0 1(16.7) | 2(40.0) | 3(42.9) | 1(100) | 7(20.6)

S0 0 2(000) [ 4671 | 0 [16(7)
PD 4(100) [ 3(750) | 1(143) [ 233 | 100 ] 0 | 0 [11(4

*Per RECIST, but including single-point PRs, not confirmed responses.
PD, progressive disease; PR, partial response, SD, stable disease.

FIG.8
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44 subjects dosed in total; 10 PRs
Conort BestORR% | Durationof  [Status Number of prior anticancer | Prior EGFR-TKI/ALK/CPI
Response regimens Treatments

4 (20 mgkg) - TKI (GEFITINIB, ERLOTINIB
and OSIMERTINIB)

S e i O = i
and CERITINIB)

6 60 mghg
0(60mgkg) |-923% 10weeks  [Ongoing |3 CPI (NIVOLUMAB)
g
540y
7(80mgkg) |-30.8% 4 weeks Ongoing CPl (NIVOLUMAB)
DURVALUMAB)

7(8.0mgkg) [-40.5% 2 week Ongoing |3 CPI (ATEZOLIZUMAB)
7(860mgkg) |-30.5% 1 week Ongoing |8 CPI (ATEZOLIZUMAB)

Objective Response Rate

Cohort Dose # of PRS ORR%
#of Subjects

0
g i gmg ::g *4 subjects in cohort 7 had PR on first follow-up scans.
6 _ Remaining cohort subjects expected scans in late
>

b.0mg/kg ST MaylJune, 2019
B0mgkg 007

FIG.12

SUBSTITUTE SHEET (RULE 26)



WO 2020/240467 PCT/IB2020/035078

14/24

TEAEs, regardless of causalty, (in> 10% of pts{, n{’%) (N=52)

Al Grades Grade>3 All Grades Grade>3
e 365 38)
AT noreased 1 15)
Stomatitisfmucosal inflammation 12 23 (23.1) 38) Dyspnea 5 (9. 6)
Vomiting 12 (23 1) 0 Headache 5(9.6)
P T I
1
- DLT reached at 10mglkg;@ MTD at Smg/kg s also RDE, median exposure duration was 10.6 {range 3.043.1) weeks Data cut-off: July 3, 2019

- SeriousTEAEs occurmed in 14 {26.9%) pts and death in 3 (5.8%) pts; no deaths were related to study drug
. TEAES associated with dose reduction, intemuption, or disconfinuation in 5 19.6%), and 2 (3.8%) pts, respectively
- One pt (1.9%) with disease progression treated with the 6.0 mg/kg dose developed a pulmanary adverse event of special interest of respiratory failure
(rade 9), adjudicated as not an [LD
- Including cases post-data cutoff, 4 not-yet adjudicated possible ILD reports were observed {1 grade 2 pneumonitis (6.0 mg/kg), 1 grade 3 organized
oneumonia 8 mg/kgl, 1 grade 2 pneummonitis [8 mg/kg, and 1 grade 5 [respiratory failure in a pt with disease progression; 8.0 mg/kq)
49 DLTs cocured a te 10-mqlkg dose; | ptwith mucosal infammation and another ptwith stomatus. One DLT cccurred at the 6-makg dose in a ptwith rash maculopapular
DThe nost frequent TEAE leading to dose reduction was mucosal infiammation {2 pts [3.8%], 10-mgfkg group),
CTEAESleating to drug discontinuation {1 pteach) were pleural effsion (0.27 midkg) and pain (2.0 mkq),
ALT, alanine aminotransferase; DLT, dose-Imiting toxicity, ILD, Intenstiiel ung disease; MTD, maximum toleratad dose; PD, progressive disease; P, patien;
ROE, recommendd dose for expansion; TEAE; treatment-emergent adverse event

FIG.13
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