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TED. EHET B,

it
g

2EOBLIMEY I\ OBZREL. LOF2-LIOF . LOFU-BEYVINOBATUER. LOF>-HES > )\ JEB
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o BICHBERICOVNTE. REZRDS5TH [CAD. EU>—TOF7—-ERENLT. MRFEEFELIS (Shil, etal. ] Exp Med. 1997)
HRMEE14ECD8 THIfRN YRR TH 0. o IS HYALB-/)\=TAURENESICANS L. IRD5, RECHVWTEREBILHIRCAND LT, BRERIGZE
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Durable anti-tumor activity of the multi-targeted inhibitor

lenvatinib in patients with advanced or metastatic thymic

>
= 0
> Introduction
« Thymic carcinoma is a rare malignant disease, presenting about 0.02 1C5, (nM) Lenvatinib Sunitinib Sorafenib
per 100,000 person-years. VEGFR 1/Fit-1 4.7 Not available 21
« Platinum-based chemotherapy are recommended for 15t line VEGFR 2/KDR 30 4 2
chemotherapy in advanced or metastatic thymic carcinoma patients. | VEGFR 3/Fit-4 23 Not available 16
Asents o e T N Lenvatinib is a novel multi-targeted inhibitor of vascular endothelial
< atients growth factor receptor (VEGFR), fibroblast growth factor receptor
CBDCA+AMR ) I 14 14 NA NA (FGFR), RET, c-Kit etc.
@ . . . . . .
AR e 1 e ° - VEGFR s activated in thymic carcinoma and several trials
B W26 08 2BA[28-NR) 43[23-76) suggested the efficacy of multi-targeted inhibitors mainly targeting
Everolimus I 15 15.8 14.7 [3.5-24.0] 5.6[2.6-8.5] VEGFR for thymlc carcinoma(z’.
Sunitinib ¥ 1l 23 26 NR 7.2(3.4-15.2) - . L » e
orolizumab © p " » a9 M55 NRl 42091 « Lenvatinib has higher inhibitory activity compared to sunitinib in
Pembrolizumal .5 .9 [15.5-NR] .2[2.9-10.3] preclinical studies(“*"’),
“NR; not reached, NA; not applicable, ORR; Objective response rate, MST; median survival [Reference] (1) N EnglJ Med. 2015;372:621-30. (2)J Clin Oncol. 2011;29:4820-7. (3) Lancet Oncol. 2015;16:177-86
time, PFS; progression free survival 4) Clin Cancer Res. 2008;14:5459-65. () Clin Cancer Res. 2003:9:327-37. (6) Cancer Res. 2004 Oct 1:64:7099-109

Study Design

* An open-label, single-arm, multi-center (8 centers) phase Il trial.

Patients with advanced or . Until PD,
Lenvatinib

metastatic thymic carcinoma
(Any histology; n=42)

unacceptable toxicity

24 mg QD or loss of clinical benefit

- . Primary endpoint
Inclusion Criteria « Objective response rate (ORR)
« Pathologicall firmed thymic S d. dpoint:

« Efficacy: Progrression-free survival (PFS), Over all survival
(0S) and disease control rate (DCR)
« Safety: Treatment-related adverse events

+ Measurable disease per RECIST v1.1

« ECOGPSof0or1

« Disease progression after at least one
previous line of platinum-based chemotherapy

Exclusion Criteria Sample size consideration
« Uncontrolled hypertension « As per the SWOG two-stage design, the sample size of
« Treatment history of TKIs targeted for VEGFR 40 had 80% power with one-sided alpha error of 5%; : ter Hospital : Center
« Active brain metastases requiring treatment threshold ORR, 10%; and expected ORR, 25% iiioodva A
* Institutional statisticians engaged in study design. tor
Patient
Characteristics Response Rate
Characteristics No. of Patients (%) e e
Median age [range] * 55.5(33-74] | | Weight (kg) I E::::;)
Sex | Median [range] 63.8[34.9-95.3] 0.
Men 29 (69%) 1% line systemic treatment g ol T
Women 13 (31%) CBDCA+PTX" 30 (71.4%) % : DDIDDUBHDDUDUDUUHHHHUHH
ECOG performance status ADOC*** 5 (11.9%) E » |
o 13 (31%) Others 7(16.7%) w0
1 29 (69%) Stage at diagnosis i 50
Histological type (Masacka) “©
Squamous cell carcinoma 30(71.a%) || "MA HEs) N
Adenocarcinoma saiow || SIZ%) °
Undifferentiated carcinoma 4(9.5%) Va 13 (31.0%)
Other rare carcinoma 3(7.1%) VD) 22((524%) 2|
Best overall response ORR (%) 38.1
*Patients were enrolled between Apr 2017 and Feb 2018 ** Carboplatin, Paclitaxel ***Cisplatin, Cy Partial response 16 (38.1%) 90% CI 25.6-52.0
Demonn, Vincrising Stable disease 24(57.1%) DCR (%) 952
Progressive disease 2(4.8%) 95%CI 83.8-99.4

ORR; Objective response rate, DCR; Disease control rate

TRAEs

« No patient died because of treatment-related adverse events.

S Soee S s - « 20 (47.6%) patients terminated study drug due to PD and 7 (16.7%)
Pperension e Zee o0 T tients due to treatment-related adverse events
Hand-foot syndrome 26 (61.9%) 3(7.1%) 0(0.0%) 29 (69.0%) pa "
Proteinuria 28 (66.7%) 0(00%) 0(0.0%) s6e7% | ¢ The adverse events that led to study termination were arthralgia
Hypothyroidism 27(643%) 0(00%) 0(00%) 27(643%) (Gr3), Intestine perforation (Gr3), left ventricular dysfunction (Gr3),
Platelet count decreased 20 (47.6%) 2(4.8%) 0(0.0%) 22 (52.4%) pneumonitis (Gra) pneumolhorax (Grs)
Diarthoea 19 (45.2%) 2(4.8%) 0(0.0%) 21 (50.0%) ’
Stomatitis 14 (33.3%) 0 (0.0%) 0(0.0%) 14 (33.3%) .
Malaise 14 (33.3%) 0(0.0%) 0(0.0%) 14 (33.3%)
AST increased 12 (28.6%) 0(0.0%) 0(0.0%) 12 (28.6%)
ALTincreased 11(26.2%) 0(00%) 0(00%) 1@ |« | envatinib has shown the clinical efficacy in patients with advanced
Nausea 10 (23.8%) 0(0.0%) 0(0.0%) 10 (23.8%) . . .

or metastatic thymic carcinoma.

Neutrophil count decreased 6(14.3%) 2 (4.8%) 0(0.0%) 8(19.0%)
Preumontis 0(00%) 1(24%) 0(00%) 104%) « Lenvatinib could become one of the standard treatment options in

eventper * Only grades 1 and 2 0% of patients with advanced or metastatic thymic carcinoma previously
ptentser (TR treated with platinum-based chemotherapy.

EIAREREA
@) Eih ARty —
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HER2IGEDUVIRFREF E(XBFEBEERE(ICHT D
DS-8201adERFEEARER (HERB trial)
JMA-ITIA00423

- EMOEE (FRBRSE. FOMBEE. BEE. J7—5 —BASME) ORI
TR
- BATORBEENFL

BEi&EYE &£ HER2
o (B4R : PBENAD16% CTHER2GE Yoshida et al. Virchows Arch. 2016 Apr;468(4):431-9
« HIEFET —74: Trastuzumab+Pertuzumab THER2+,HER3+iEE AR DIBFEIN S Kawamoto T et al. J Gastroenterol 2015;50:467.

. BBERT—4:
NCT00478140 : Trastuzumab, n=3, CR1, PR1
MyPathway : Trastuzumab+Pertuzumab, E31337.5%(3/8), mMPFS:4.27 8, m0S:12.358  Milind M. Javle at 2017 GI-ASCO

DS-8201a

Trastuzumab deruxtecan

Structure of DS-8201a (DAR 7 to 8)

“’\SA

W FEdn ot e Kty

Comugahon Lysosomal enzyme o

via cysteine cleavable peptide linker © DX-8951 derivative (DXd) 0
Nt More potent topoisomerase |

Agatsuma T. Yakugaku Zasshi, 2017;137(5):545-550 oA inhibitor than SN-38

Models indicating tumor regression: 82% (28/34 models) ~ DS-8201a
BB TN RSN 1ome/kg

ES: esophagus
CH: i

Penetration of released
payload to neighbors -
Cun(ercell
= Internalization
05-8201a \?C\.- P:ylo:d release /’—
A\ Q\ v om
L a / v BSA "
HER2 uclets ™ v HErRZEFERIE P
S HEMEaEAR (ADC) v ftEhE
FHER2UA(C MRA Y A S— CIBERERES
Topoisomerase | inhibition
OHA daringe = Cell death
Cancer cell
Nakada T, et al. Chem Pharm Bull. 2019;67(3):173-185 Presented By Hiroji Iwata at 2018 ASCO Annual Meeting

[HER2PZMDYBRABEE /T (FHEFABBEEE (CX 9 DDS-8201adERFEEER | ZETH
T

NCCHYRIZA I T ( /EH%‘,E{]%‘yj)Eé AV
e ===
(" SCRUM-Japan 2755 ) ., [ — ] Seru R
( amemsim ) e [ ’fm;wm - ]
t}] [L%;l:ﬁb/ﬁ% “%"g/i;;ﬁﬁ TORI-JURE | |F-2iR6t a— B RIRL: | . \‘\
B DS-8201a === , \
. J 5.4mg/kg, day 1, G3W e | - | ]
M HISHEEORY
SRR SIN2215% s
t}][}%ﬂ(ﬁg/ﬁ% _ Tfﬂ"lj}btll\u— :':é Pz ﬁmmmm Eet BIRARIRG
------------------ SRk o
\ ) ; ey o
N\ ~/ AMEDAZ [ ERERWAT STIRARMY @ﬁm«mﬂﬁﬁ)a~mse%ﬁ
gk — " -
HER2 BBIABEM, Gemcitabine = STARICHIS - AMHOHER2B DI REE S (B RAB ISR DS-8201a BAFEO—Fvw T
FHADA—T2SNIL, B — A, SHERERRZR m—
TSATU—IY RRA> b s fog) ol
HER2BFIREE (IHCE3+. F@IHCE2+ M DISHER) OEMEE (EfchilE) 2 2 2
EHZHIU—IO RRA> b ] i 8
- HER2BHEBEDEDES (FERHE) b W &
- 2HER2FIAEE (HOE1+LIEFERISHARY) OEMEE (ho¥ESD KUEEHE) wa | mae
« HER2EFIREE (IHCE/ISHE : 0/+. 1+/-. 1+/+. 2+/-) OEWEE (hRBTSLUHE A -
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