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Heavy chain

QVQLVQSGAE
INTHSGVPKY
FGSSYWYFDV
KDYFPEPVTV
TYICNVNHKP
PKDTLMISRT
NSTYRVVSVL
QVYTLPPSRE
VLDSDGSFFL

K (SEQ ID NO:

Light chain

DIQMTQSPSS
ASYRYTGVPS
GTKLEIKRTV
DNALQSGNSQ
LSSPVTKSFN

0

Antibody* 0

H

SOy

VKKPGASVKV
AEDFKGRVTI
WGQGTLVTVS
SWNSGALTSG
SNTKVDKRVE
PEVTCVVVDV
TVLHQDWLNG
EMTKNQVSLT
YSKLTVDKSR
45)

LSASVGDRVT
RFSGSGSGTD
AAPSVFIFPP
ESVTEQDSKD
RGEC

H
N

0

2/24

SCKASGYTET
SADTSTSTAY
DADTKGPSVF
VHTFPAVLQS
PKSCDKTHTC
SHEDPEVKFEN
KEYKCKVSNK
CLVKGFYPSD
WQOGNVESCS

ITCKASQDVS
FTLTISSLQP
SDEQLKSGTA
STYSLSSTLT

* Linking to sulfur atom of cysteine residues on antibody

FIG.2
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YAGMQWVRQA
LQLSSLKSED
PLAPSSKSTS
SGLYSLSSVV
PPCPAPELLG
WYVDGVEVHN
ALPAPIEKTI
IAVEWESNGQ
VMHEALHNHY

TAVAWYQQKP
EDFAVYYCQQ
SVVCLLNNFY
LSKADYEKHK

(SEQ ID NO: 46)
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PGQGLEWMGW
TAVYYCARSG
GGTAALGCLV
TVPSSSLGTQ
GPSVELFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP
TQKSLSLSPG

GKAPKLLIYS
HYITPLTFGQ
PREAKVQWKV
VYACEVTHQG
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DS-1062a dose, mg/kg
Parameter 027 05 1.0 2.0 40 6.0 8.0 Toa
- - ' : - - : (N=39)
(=4) | (=5) | (n=T) | (n=6) (=6) | (n=8) | (n=3)

Male sex, n(%) 1(25.0) | 3(60.0) [ 4(57.1) | 4(66.7) | 2(33.3) | 6(75.0) | 3(100) | 23{59.0)
Age, y, median (range) 64.0 66.0 67.0 60.5 60.5 53.5 69.0 60.0

(28-75) | (45-73) | (57-74) | (42-70) | (38-72) | (47-60) | (49-71) | (28-75)
Country, n(%)
Us 2(50.0) | 4(80.0) | 5(71.4) | 4(66.7) | 5(83.3) | 5(62.5) | 1(33.3) | 26 (66.7)
Japan 2(50.0) | 1(20.0) | 2(286) | 2(33.3) | 1(16.7) | 3(37.5) | 2(66.7) | 13(33.3)
Stage at study entry, n(%)
lIA 0 0 0 0 0 1(12.5) 0 1(2.6)
A 0 0 0 1{16.7) 0 0 1333) | 2(6.1)
IVA 1(25.0) | 1(20.0) 0 0 3(50.0) | 3(37.5) 0 8(20.5)
VB 0 3(60.0) | 5(714) | 2(33.3) | 2(333) 0 1(33.3) | 13(33.3)
Other* 3(75.0) | 1(20.0) | 2(28.6) [ 3(50.0) [ 1(16.7) | 4(50.0) | 1(33.3) | 15{38.5)
Histology, n(%)
Adenocarcinoma 4(100) | 3(60.0) | 6(65.7) | 4(66.7) | 3(50.0) | 6(75.0) | 3(100) | 29(74.4)
Large cell 0 0 0 0 1(16.7) 0 0 1(26)
Other 0 1200 0 0 0 0 0 1(26)
Squamous 0 1(200) | 1(14.3) | 2(33.3) | 2(33.3) | 2(25.0) 0 8(20.5)
ECOG PS, n(%)
0 0 1(200) | 2(28.6) 0 2(33.3) | 2(25.0) | 1(33.3) | 8(20.5)
1 4(100) | 4(80.0) | 5(714) | 6(100) | 4(66.7) | 6(75.0) | 2(66.7) | 31 (79.5)
*1=3 EGFR mutations and n=2 ALK mutations; *Stage IV; *TNM T2,2; 2.0nM.
ECOG Ps, eastem Gooperartive Oncology Group performance score; EGFR, epidemmal growth facior receptor, NSCLC, non-small el lung cancer.

FIG.6
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TEAE, n(%) N3

' All grades Grade > 32
Any TEAE 34(872) 16 (41.0)
TEAE, by preferred term (in > 10% of patients)
Fatigue 13(33.3) 2(5.1)
Nausea 12(30.8) 0
Anemia 9(23.1) 0
Decreased appetite 9(231) 0
Alopecia 8(20.5) 0
Infusion related reaction 8(20.5) 0
Constipation 6 (15.4) 0
Vomiting 6(15.4) 0
Cough 5(12.8) 0
Dyspnea 5(12.8) 1(26)
Rash 5(12.8) 0
UNCODED 5(12.8) 1(26)
Diarrhea 4(10.3) 0
Pain 4(10.3) 1(26)
Weight decreased 4(10.3) 0

*The majority of TEAES were grade 3 (n=6; 20.5%), except for one grade 2 and 1 grade 5 TEAE (grade 5 sepsis; 6.0mglkg tratment group).

TEAE, trsatment-emergent adverse event.
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DS-1062a dose, mgfkg
Parameter 027 05 10 20 40 6.0 8.0 Toal
- - - - ! - : (N=35)
(n=4) | (=) | (=7) | (n=6) | (=) | (n=7) | [n=1)
Best overall response, n(%)
PR® 0 0 0 1(16.7) | 2(40.0) | 3(42.9) [ 1(100) | 7(20.6)
SD 0 1(25.0) | 6(85.7) | 3(50.0) | 2(40.0) | 4(57.1) 0 16 (47.1)
PD 4(100) | 3(75.0) | 1(14.3) | 2(33.3) | 1(20.0) 0 0 11(324)

*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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A. Reduction in the size of targe! lesion in & pafient treated with 4.0 mgfkg DS-1062a

kPost—Cyc%e 6: After 4.5 months of treatment

%

Maximum percent decrease in tumor size 36.6%

B. Reduction in the size of target lesion in another patient treated with 4.0 mgkg DS-1062a

Baseline: Begin 4.0 mghkg DS-1062a  Post-Cycle 2: After B weeks of Post-Cycle 6: After 18 weeks of
treatment treatment (ongoing PR)
Maximum percent drerease in tumor
size: 364%

FIG.9
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C. Reduction in the size of targel lesions in a patient traated with 2.0 mofkg DS-1062a

Baseline: Begin 2.0-mglkg DS-1062a  Post-Cycle 4: After 3 months of Post-Cycle 10: After 7 months of

treatment treatment
Maximurn percent decraase in tumor — Maximum percent decrease in tumor
size: 65.5% size: 62.0%

as panel C} treated with 2

D. Decrease in the number of nontarget lesicns in the same patient

0 mghkg D5-1062a

Baseline: Begin 2.0-mgfkg DS-10622 | Post-Cycle 4: After 3 months of Post-Cycle 10: After 7 months of
treatment treatment

FIG.9, CON'T
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44 subjects dosed in total; 10 PRs
Cohort BestORR %  [Duration of | Status Number of prior anticancer | Prior EGFR-TKVALK/CPI
Response regimens Treatments
420mgkg) |-68.5% 30weeks  [Ongoing |5 TKI (GEFITINIB, ERLOTINIB
and OSIMERTINIB)
5@0mgkg) [-376% 13weeks  [Ongoing |9 ALK (CRIZOTINIB, ALECTINIB
and CERITINIB)
6(6.0mgkg) [-67.7% f1weeks  [Ongoing |3 CPI (DURVALUMAB)
6(60mgky) [-52.3% 10weeks  [Ongoing |3 CPI(NIVOLUMAB)
6(60mgkg)  [-50.0% 8 weeks Ongoing |2 CPI (AVELUMAB)
540mgkg) [43.8% 7 weeks Ongoing |3 CPI(NIVOLUMAB)
7(80mgkg) [-30.8% 4 weeks Ongoing |5 CPI(NIVOLUMAB)
7(80mgkg) [-56.4% 2 week Ongoing |4 CPI (NIVOLUMAB and
DURVALUMAB)
7(80mgka) [-40.5% 2 week Ongoing |3 CPI (ATEZOLIZUMAB)
7(80mgkg) [-30.5% 1 week Ongoing |8 CPI (ATEZOLIZUMAB)
Objective Response Rate
Cohort Dose #0of PRs ORR%
# of Subjects
0,
g Z.gmg;tg ;;g ;g;f *4 subjects in cohort 7 had PR on first follow-up scans.
-mgkg *% 1 Remaining cohort subjects expected scans in ate
6 6.0mglkg I8 31.5% Mayhune, 2019
7 8.0mglkg 4 100%"
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TEAES, regardless of causality, (in > 10% of pts(, n(%) (N=52)
Al Grades ~ Grade >3 Al Grades ~ Grade >3

Any TEAE 48(923)  22(423) | Constipation 7(135) 0
Fatique 19(36.5) 2(38) Cough 7(135) 0
Nausea 19(36.5) 0 Diarthea 7{13.5) 0
Alopecia 15(28.8) 0 ALT increased 6(11.5) 0
Decreased appefite 14(26.9) 0 Weight decreased 6(11.5) 0
Anemia 12(23.1) 0 Dehydration 5(96) 0
Slomatitis/mucosal inflammation 12(23.1) 2(38) Dyspnea 5(96) 1(19)
Vomiting 12(23.1) 0 Headache 5(9.6) 0
Infused related reaction 11(21.2) 0 Pain 5(9.6) 1(1.9)
Rash 8(154) 0

+ DLT rezched at 10mglkg;® MTD at Bmg/kg s also RDE, median exposure duration was 10, {range 3.043.1) weeks Data cutoff: July 3, 2019

- SeriousTEAES occurred in 14 (26.9%) pts and death in 3 (5.8%) pls; no deaths were related to study drug
- TEAES associated with dose reduction, 0 interuption, or disconfinuation in 5 (9.6%), and 2 (3.68%) pls, respectively
= One pt (1.9%) with disease progression treated with the 6.0 mgkg dose developed a pulmanary adverse event of special intarest of respiatory faiure
{qrade 5), adjudicated as notan ILD
- Including cases post-data cutoff, 4 not-yet adjudicated possible ILD reports were observed {1 grade 2 pneumonitis (6.0 mgkg], 1 grade 3 organized
pneumonia [8 mgfkg], 1 grade 2 pneumonitis (8 mg/kg], and 1 grade 5 [respiratory failure in a pt with disease progression; 8.0 mglkg])
32 OLTs oceurrad at e 10-mgkg dose; 1 ptwith mucosal infiammation and another ptwith stomatfus. Ong DLT oceurred at the 6-mgkg dose n a ptwith rash maculopapulr.
brhe nost requent TEAE leading to dose redution was mucasalinflammation (2 ots [3.8%], 10-mghkg group).
CTEAES lading t drug discontinuaton {1 pteach) wers pleural effsion 027 mickg) and pain (20 malkg).
ALT, alanine aminotransferase; DLT, dose-{miting txicty, ILD, Intensiiel ing disease; MTD, mayimum tolerated cose; PD, progressive discase; PY, patien!;
RDE, recommended doss for expansion; TEAE; reatmentcmergent adverse gvent,

FIG.13
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55 subjects dosed in total; 14 PRs
Conort Best ORR % |Durafion of | Status Number of prior | Prior EGFR-TKI/ALKICPI Treatments
Response anticancer regimens
4(20mglkg) |-68.5% 41weeks  |Discontinued |5 TKI (GEFITINIB, ERLOTINIB
and OSIMERTINIB)
5(40mgkg) |-37.6% 18 weeks | Disconfinued (9 ALK (CRIZOTINIB, ALECTINIB and
CERITINIB)
6{60mgkg) |-67.1% 25weeks | Ongoing 3 CPI{DURVALUMAB)
§(60mgkg) |-58.5% 24 weeks | Ongoing 3 CPI{NIVOLUMAB)
6{6.0makg) |-53.3% 22 weeks | Ongoing 2 CPI{AVELUMAB)
5(4.0mgkg) |-53.1% 21weeks | Ongaing 3 CPI{NIVOLUMAB)
7{80mgky) |-64.1% 18 weeks | Ongoing 5 CPI{NIVOLUMAB)
7(8.0mghg) |-80.0% 16 weeks | Ongoing 4 CPI{NVOLUMAB and DURVALUMAB)
7{8.0mgka) |-43.2% 16 weeks [ QOngaing 3 CPI{ATEZOLIZUMAB, AVELMAB)
7{80mgky) |-35.5% 5weeks | Ongoing 8 CPI{ATEZOLIZUMAB)
8 (10.0 mglkg) |-32.1% Tweeks | Ongoing ) CPI{NIBOLUMAB, ATEZOLIZUMAB)
7(80mghg) |-62.0% 6weeks  [Ongoing 6 CPI{NVOLUMAB)
7(8.0mgkg) |-39.7% Gweeks | Discontinued |3 CPI (KEYTRUDA)
{{8.0mgka) |-46.0% 1 week Ongoing 4 GPI{NIVOLUMAB)
Objective Response Rate
Cohort Dose Number of PRs ORR%
# of Subjects

4 2.0ma/kg 116 17%

5 4.0malkg 2/6 33%

6 8.0mglkg 3/8 38%

7 8.0mglkg 719 78%

8 10.0mgikg 1/8 13%

FIG.21

RECTIFIED SHEET (RULE 91) ISA/JEP




PCT/1B2020/055078

WO 2020/240467

23/24

")ep 1n2-ejep Se ejep asuodsal Juswpeal-isod yym soalgns
panunuoasip a1eapul sjoquiAs X pue s1aalgns Buiob-uo ajeipul siop ajil

¢c Old

SYeaM

P LGS CTLTY G GYFTI G TYFLY G CFEEUG G

LN

-001-
- 06-
- 08-
- 04"
- 09-
- 0G-
» O.v|

4
/

0¢-
- 0C-
-0L-
-0

- 01

g=u

ye=u

gl=u

>
/

0
- 0€
- 0F
- 09
- 09
-0
- 08
- 06
- 001

By/Bwi 00}

Byy/Bui 0g

By/bw 09

Byy/Bui 0

(suneseq woyy abueyn %) 8zis Jown |

SUBSTITUTE SHEET (RULE 26)



PCT/1B2020/055078

WO 2020/240467

24/24

€ old

Apoqiue g0, —=—  peoyfed —»—

(kep) s}
47

QY —e—

¥4 0

%/H ) e )

HI/£- -

(B>y/Bu g) s)u0.d uoneIIUSIUCD BUWSE|d

€0-9)

1094

Lo+al

€0+9l

(qwy67) uonenussu0)

SUBSTITUTE SHEET (RULE 26)



