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Figure 2: NAS approval time for six regulatory authorities in 2006-2015
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Figure 3: Number of NAS approvals by review type for six regulatory authorities in 2011-2015
tandard ® Expedited*

Number of NAS approvals
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*Expedited review refers to EMA ‘Accelerated Assessment’ and FDA/PMDA/Health Canada/Swissmedic Priority Review’.
**TGA does not currently have an expedited evaluation programme.

H{# : Bujar M, McAuslane N, Liberti L. 2016. R&D Briefing 59: The impact of the evolving regulatory environment on the approval of new medicines
across six major authorities 2006-2015. Centre for Innovation in Regulatory Science.

I ERMEEOKREIZL Y. AREHRANOUEMICEDH D 8

% 1 tHEER

% I HHEER

® B enfortumab vedotin I HILASR
(ASG-ZZME) (ALHVA . FFfERaAYA)
B AGS-16C3F

'. ASG-15ME ’I (BRI A)
o ] Aspssrs JFYETT(AMG 103)
o |J Acse7E W airyusmans. B)
o ] Aspai132 YM311/FG-2216

l N . ® (BEam. B

FJLFYF=T (NSCLO)
ASP8232
o ] Ags62pP1 ’I GERRBILB )
o [l Asp2205 I bleselumab (ASKP1240)
[ ] (rFSGS)
o ] Aspe282
. |) peficitinib (ASP015K)

N ym311/FG-2216 I (55U HTF KB
.I ASP7398 P . ASP7962 (ZIERHE)
o [} AsP6294 . l ASP8062 (REBHE)
o [l Asps3o2 (BHBRE)
° l ASP5094 ¢ . ASPOBLY

ASP1707

o | Aspsec2 OI (FENBIE. BETHTF)
o |J Aspasss ASP7373
.l ASP4070 ® (HSNIA> 7L, B)
° CK-2127107

il Asp7266 ‘I (RSB, COPD)
o ] Asposo2

° l ASP1807/CC8464

o RPEMETOISL
(EER MBS EBES)

5B MAREABR B
IUHILESK I TUH LA Gl xE)

(MO CRPC, MO BCR: X, M1
HSPC, TNBC: % B ) I HTFFEL EPD.B)

B 7ALUOR GrAREL B

.I FILTVF=T (ASP2215) ASP7374
(AML. KERB ) (BEEAVILIVY, B)
ASP8273 I :
Y [ o] U557k sposse
I )2z
(/MR 1R R P B R . K ER)
I VI F RSOy
(BtARRE. KERER)
I Solat=p
(7N IR #e R R P R R L BR) PR A .
OFHF2250h ARG
.I (ASP1517/FG-4592) . .
(EMERmICHSAMm, FRA)

° ASP0113/VCL-CB0O1

(HCTEECMVEEZAMA, KEXE) l R, BERE
peficitinib (ASP015K)
(U< F, BE)
romosozumab (AMG 785)
(BHL&S%E. B)

i

.H T4EFIIAIY
i
0
[

l RERIZE, HERE

l ZDith

(BERR: BN "
© HFRAF/MmKS

4755700

ARG TF ([Ea#.A)
1755)7R2Y
(BERT. B)

1JFHOFK (BiEER. B)

IOt ORBFPEERLIZEDTT,
BRI NATSAVYRMET SRS,

’tasivlla.\

NSCLC: FE/MERFHATA . CMV: HARAHAD A LR IFSGS: BHM B IR RERATRLAE . PDPN: HEFRFIEMEIEE #5758, COPD: 1@ MHFZEIEMZEE. RPE: MG R LK.,
MO CRPC: JFEE#8 1 E SHEMMERIIIRA A . MO BCR: JEERIS AL PRBRATLARA A . M1 HSPC: B HAILEV RS MERIIIIRA AL TNBC: NI T LR TFATAM A
AML: 21 B8 B 1%, HCT: B m#RaSHE. BP-D: WABHEECH 155 DA IK. IBS: BEERAFE




BFR—ET+) A D
INATAR

R&DIX—T4>%7 2016

7astcllas

2016512A8H
FRATIRAEE(RA S
R

Bernie Zeiher, M.D.

MARBEIZE T D) —F =2y TROL a0 DL
AMERERNKICE TEFILTYFZT DR
MAREIZE TS E DO B AAFRER

v REABA R M D RITHR

FKastellas




\Ol

bf/ybﬁ gIZBITR)—F—yT
R aDEESL

)asivllaa
I MASERIZE513BU—F — Ly TR L2y DR ’
2007 > 2009 > 2010 L 2016
. - oSl Ganymed AG
Agensys{tZ# BRI Igﬁg_}g?%;g" Pharmaceuticals#t Pharmaceuticals#t
ZHI RN
REIR-EYES BILERD A RIEE fimNAREIIZE TS ZERR RO
X (ADC) B FEHR— (TABITHEHID EFMEA L. IMAB362%
I+)AIZEM HEFIZ TS, EXEARTES ZLHET S
A ATE~D E//70F— LK
WG L K D BT REM (IMAB) %

IMTSAVI28M

1 R AL R 20 1 RS S EE RE 1R 4 . (Dana Farber Cancer Institute. MD Anderson Cancer CenterZs)

,asivlla.\

* Ganymed#t 0 BURICBI 9 5 R#TFHEE R R LA, BRFnEitinh




I M ASREICE 1T DR ERRE 5

@)
QAW i e R T BAE T Ao KBRS T, ARSI

ZATHEERKEDRART—UHHN DA AENBEGEIEK

ZETHIEE. TLoDav ATV U PEREERELTIO—F&EH

BrRREFELEIAAREREDT TO—FE1RE

)aslv[ las

I LR AIZEWNWTIUYIL RS R O Fk 2 4] BE 14 % 5T 6

BFTEE by 7ROy Al {btgsk

MO BCR MO CRPC
EMBARK [ PROSPER
FOERNE | FIAHR

PSA/ [ =me || =ms |
BEE b R 1T fLsmEs
M1 HSPC (PREVAILRER) (AFFIRMERER)
ARCHES
FTAERER

ey

IR R

SR ESEmE

] ——>

@ )aslullaa

P. Mulders et al. EAU2012, modified by Astellas ~ PSA: BISZIR4F£#1/R. MO CRPC: JEEafs 1 E SRR MERTILAR M A
*1 F1iT. MEHRERE MO BCR: JFEaf8 4 LM B RATILIRA A . M1 HSPC: Eaf8tERILEL BRZERIMLIRA A
*2 MR ICERTE




EDMDERLSAIZEIT DT Y ILEIROFET

SBMARER: NI TILRATATESA

TLiPaviAT4iy7Ia—F

FIHRRR ILADEBDYTE4M4T
ER/PRIGH. ARIS1E/Her2[5 14

5 14855 : friiRas‘A

,aslvllas

== S o —

RDARINLTSA4> 8
=% 218 nAE L= P1 P2 P3 iz
IUHILEEF BIALARANA TUROST U ZREREHR Bl SZ AR B

(FEERTE R BRI B %A, FRsiRahtA
RS LRI B S,
SERRMRILEV M),
EHA . FFEREA A
8 FHLYSR BISLiEA A GNRH7 4T =Xk 3 ASE: A&
bl L TYF=T AHBIEEnE. FLT3/AXLBEE#I ol iAo n kA= e ]
F FE/NHRRafT AN A EIFE": ]
ftiAtA
ASP8273 /AR AS A % REIR M T HEGFRIAEHI
ASP5878 Efh A FGFREAZE#I
ASP4132 ETHA
IMAB362* BRENA E/70F— LA (MAB) .
(#2#9:CLDN18.2)
AGS-16C3F EfmRan A ADCHiffiz &R LA
(1Z#9:ENPP3)
i JurvE=J E e UPDZAVEA=it #1CD19 BITEHUK

L
t* enfortumab

R LR DA BRAA

ADCH iz &L=k

(o 5one) (B8 9 F-4)

ASG-15ME PR LR A A ADCHiffi % & AL =ik (2#9: SLITRK6)
AGS67E BB ADCHifi% E AL/ (/9 :CD37)
AGS62P1 ke kd=hkE ADCHifti % E AL 5k 12/ : FLT3)

,aslvllas

* Ganymed#t 0 BURICBI 9 5 R#TFHEE R R LA, BRFnEitinh




RBARIIAT 1>

ook MRATE B P1 P2
IUHILEER BISZIE DA TURAS Y ZBREER RIISLAR B
(FEBRRE MR BTN BL5%A . FFMRaAtA
JERRS M (LRI E R
B LEBRRE) .
ERAIN
FHLUSR BIILARM A GnNRH7 VAT =X+
S =Rk =RkES A B3
ASP5878 Efh A FGFREAZE#I \
ASP4132 EITHA ‘
D 8
AGS-16C3F FHmRanA ADCHi iz &ALk
(18 :ENPP3)
TUFYEIT AU AL $CD19 BITEHE I
i+ enfo ab K % £ Ebj ADCH; £ F
ASG-15ME R LR ASA ADCHEHT%E FIL T4k (120 : SLITRKG) [
AGS67E B> I8 ADCH: %% AL 1= 4k (149 : CD37) [
AGS62P1 SBREAMnE ADCH: % 5% FIL 1= #i 4 (249 : FLT3) [ ]

)astel]as

* Ganymed#t 0 BURIZBI 9 5 RHTFHEE R R LA, BIRFEHtinh

XILTYF=TDAREM

»astel]as




aMEwEEanFEEXILTIF=D

7astcllas

20165 12A8H

Robert H. Lurief&MNAt2 52—
aMamEIOssSLESE
J—RITRAVKREITAVN—T ERKEER
AR EHIR

Jessica K. Altman, M.D.

HTOAYEHEANFEOAREDRNE
T ATAHIL=Z—X

FILTIFZT DY

FERRELLTOXILTIFZIADEF

:' astellas




fiE 51 3

. BEMDDeb (RZ) [F52mDKM, 39.4°CORBMN1AMGE. 2HOTRE
KA THMYDITEESZE

« FRAERD0. £MRIREERE. B MEKE196,000/uL. NETBOEVS7
g/dL. mn/Mx%480,000/uL

- HRARE(ER)TRAREZZ(TAHLIIIE R ERTOZEIZISDELHR
[FRET HAHIME SVEE D wRIZTEDH

- BHREZRIT. FLT3/ITDEEGMHEOEERE AT BB MREDHE

z:asivlla.\

A EHEEAmKEICONT 4

KEIZETH2016FDHEEHER FETHEH:19,950.710,430A

HI25% D 5FEETF
© FEOPRIE: 67
- EEFE BRRKRER. IR L

« BEHREHNE

’zasivlla.\

SEERT—AIZDWTIEUTDHA SR hitp:/seer.cancer.gov/statfacts/html/amyl.html




I SHEEHmBEICRTEZ7IA—F 5

- WELHARRE (RBEREX. MR E)
s SMEREBZHFSEMBRRE. REEZECOLRIEFRE/ ARV
« RAZTERDEBRE
o PT.PTT. 247U/ (BEMLENERERBEORE/ARIL)
« BEEEFRIEAR
- WESmEIO—HARAN)—
- MREEFMEHE —F&. AR BHEOURE
- DFEYFEHLRNILDOBRE - FE. BEOVR. 2 FIENE(ChETIXERICE
ESINTUW=A ., SREEDLSAREED, )
o YROTHERAVNEFSHEETE
PEIRDFLIZDLTOIELELY

)aﬁln'[ las
PT: 7ObAVE VR, PTT: 80 MOV R TSR F VB
I RGN (BLUDFEVRITIVL—TOBESHEIZDONT 6

M BT

inv(16) lacking c-KIT; t(8;21) lacking del(9q) or
complex karyotype or c-KIT; Mutated NPM1

BiF without FLT3-ITD (normal karyotype);
Mutated CEBPa+ (double mutation) (normal
karyotype)

i ] Normal or +8 or +21 or others

-5/del(5q), -7/del(7q), inv(3) or 1(3;3),
t(v;11)(v;q23), 17p, t(6;9), 1(9;22), complex

B karyotypes with > 3 abn; inv(16) or t(8;21) with
c-KIT; normal karyotype with FLT3+;
monosomal karyotype

FRFPRY—D—D RO B EFHREMICH R

)asu'[ las

Slovak Blood 2000 % U'Dohner Blood 20104 £ 88




EERANBEICE TSR RHREAMLKRDE 7

BEBARE:AV/ILESY 90 mg/m2/d #38M (RIFAFILEDY) + 4
SE 100 mg/m?/d %7 BRE#EGEETE

ESHEE B XY NK FLT3-/NPM1+, &L </# biallelic CEBPa+ D& F &
FIZIXTERAEVPSEMEEEEEZER Y ()L (3~4), CBF AMLIZIE3~4
HA4O)L

REEDYRAIELIVNAYRY D BEIZITFEEE MEMAETEHE (5B ik
FELEWSEICIIRDYDRFF—%EE T S) FLT3ITD +2 &L

HEFFRURIXEREL G
BR BEMIEARENCRIEEMEFFHIZEIE

}\1HEL’| las
Paschka et al. J Clin Oncol, 2006; Schlenk et al. N Engl J Med, 2008; Green et al. J Clin Oncol, 2010; Dohner et al. Blood, 2010
A EHtEnROERRBEIIST S5 —RNETIO—F 8
SHFHEERNEOZ
HpEEE/ Q?E’I’M%E’J'ﬂiﬂi .

HERBOFME, V- LT ERAVE

BEPLT YA DBEEL
BI-HEEINS

JyRY
3&)1%!3&—"?‘3%5%(: FOa77MILAR R o b
WL TULVELY
0 l HLTLNS
/ [ \

5L &Y g

l BEREARE
ERE{LERE
({5 : DNA AFJL{LFRAEE) #%ﬁ&’]ﬁﬁﬂgl

FAE mEa W@LE%F
BIEEHE

’/I:J.\'i ellas

Ossenkoppele and Léwenberg Blood 2015 125:767-774 (—#3ek%)




Stirewalt DL, et al. 2003;3:650-665

BIEDRERUVSEDEE

SEMHIERRAEER(TDEFHIEL—TDE
B)[F. R EHEEMmE0R30%I<FE

FLT3/ITDZEEZHITHEEIL. FERAFE
THEREREHNEL £EFHBIEZEL

De-novo 2 14 & #E 14 B M5 Tld B MK A
EmL., BREFHROEENEL

FLT3EEFIMRAFIN TS (BFIREL
BrRAK S5 D)

,as‘lvllaﬁ

Kottaridis PD, et al. Blood. 2001;98(6):1752-1759;
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Table 1. Most frequently used FLT3 inhibitors

Name of the drug

Kinase inhibitory profile

Disease under evaluation

Notes

Sorafenib (Nexavar)

Quizartinib (AC220)

Midostaurin (PKC412)

Lestaurtinib (CEP701)

Crenolanib (CP868596)

Gilteritinib (ASP2215)

CRAF and BRAF

KIT, FLT3, VEGFR-2, VEGFR-3
and PDGFR-8
RAF/MEK/ERK pathway®”
FLT3/5TK1

CSFIRFMS

SCFR/KIT

PDGFRs

FLT3

KIT, PDGF-RB, VEGFR-2
PKC

FLT3

JAK2

TRK A/TRK B/TRK C
FLT3-ITD
FLT3-D835
PDGFR-a

PDGFR-B

FLT3

AXL

ALK

AML

Hepatocellular carcinoma
Renal cell carcinoma
Thyroid carcinoma

AML

AML
MDS

Aggressive systemic mastocytosis and

mast cell leukemia®'
AML and MPN®**

AML
GIST
Glioma

Most of these kinases are involved in
angiogenesis.

It is the most potent in vitro FLT3 inhibitor.'®

Inhibits FLT3 at very !ow doses, generally in
the nanomolar range.*®

MPN = myeloproliferative neoplasms.

Abbreviations: FLT3 =FM5-like tyrosine kinase 3; GIST = gastrointestinal stromal tumor; ITD = internal tandem duplications; MDS = myelodysplastic syndh

FKaste

Antar A et al; Bone Marrow Transplantation (2016) 1-8.
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Stratify”* -
FLT3y R Daunorubicin | CR HIDAC X4 | Midostaurin
3 ARA-C ~— | Midostaurin MAINTENANCE
lTl’iSr Midostaurin 12 Months
n
Pre- d
Registration 0
m
FLT3 WILD . . .
TYPE not i Daunorubicin | CR HIiDAC x 4 Placebo
eligible for 7 ARA-C - Placebo — | MAINTENANCE
enrollment Placebo 12 Months
e
Stratification: TKD; ITD with allelic ratio <0.7 vs. 20.7

RELT, EMBEAREEMBEOHEEICSFRE1) 0 (PKC412) %
R EGALEEBORIRESE IR _EEREFALLHER
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)dh‘i ellas
Stone R, et al. 2015 ASH Annual Meeting and Exposition. Oral Abstract #6
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Levis M. Hematology Am Soc Hematol Educ Program. 2013;2013:220-226; 2Grunwald and Levis. Int J Hematol. 2013; 97(6):683-694. 3Smith CC, et al. Nature. 2012;
485(7397):260-263. *“Mori M, et al. J Clin Oncol. 2014;32(5s suppl): Abstract 7070. 5Perl, A et al. Haematologica. 2015;100(Suppl! 1); éLevis et al. J Clin Oncol. 2015;33(Suppl)
AML, acute myeloid leukemia; FLT3, fms-like tyrosine kinase 3.
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450 mg n=3

n=3 . T
No DLT ex vivo FLT3 inhibition observed > Expand
CR/CRp/CRI (n=17)
n=3 . R
200mg No DLT ex vivo FLT3 inhibition observed > Expand including
CR/CRp/CRi subjects
with FLT3 mutations
c
= n=3 ex vivo FLT3 inhibition observed _ (n=100)
© 120 Mg [e——- NO DL T > Expand including
E CR/CRPp/CRI subjects with FLT3
@ mutations
o (n=67)
(2]
o _ . . P
a S n=3 No DLT, ex vivo FLT3 inhibition observed > Expand
CR/CRp/CRi (n=21)
- n=3 - No DLT mme¥0 FLTS inhibition observed Expand
CR/CRp/CRiI > (n=13)*
20 mg L}No DLT ex vivo FLT3 inhibition observed Expand
CR/CRp/CRi (n=11)*
?\‘.‘ﬁ"(‘! das
* Three evaluable subjects CRindicates complete remission; CRIi, complete remission with incomplete hematologic recovery; CRp, complete remission

** Enrollment stopped early for low response rate  with incomplete platelet recovery; DLT, dose limiting toxicity; FLT3, fms-like tyrosine kinase 3.

BEBEA 16
All Enrolled Patients (N=265)

Patients continuing treatment* 31 (12%)
* Al patients continuing treatment harbored the FLT3-ITD mutation

Treatment discontinuations 234 (88%)
Progressive disease 75 (28%)
Lack of response 44 (17%)
Death 29 (11%)
Adverse events 34 (13%)
Subject withdrawal 17 (6%)
Other 25 (9%)
Never received drug 8 (3%)
Lost to follow-up 2 (1%)

37 patients (14%) underwent transplantation
* 13(5%) resumed treatment after transplant
*As of November 2015

?\‘.‘ﬁ"(‘! as
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Safety Population

Median age, years (range) 62 (21-90)
Sex, n (%)

Male 129 (51)

Female 123 (49)
FLT3 Mutation*, n (%) 191 (76)

FLT3-ITD only 162 (64)

FLT3-ITD and FLT3-D835 16 (6)

FLT3-D835 only 13 (5)
Prior AML lines of therapy, n (%)

1 75 (30)

2 66 (26)

>3 111 (44)
Prior stem cell transplant, n (%)

0 179 (71)

1 67 (27)

22 6(2)
Prior TKI therapy?, n (%) 63 (25)

Safety population is defined as any subject who received at least one dose of study drug.
*3 patients had mutations other than only FLT3-ITD, both FLT3-1TD and FLT3-D835, and only FLT3-D835 mutations.
TSorafenib was the most commonly used prior TKI (n=54).

""JHEL_’HJ.\

D835, missense mutation at aspartic acid residue 835; FLT3, fms-like tyrosine kinase 3; ITD, internal tandem
duplication; TKI, tyrosine kinase inhibitor.

FEERDORBRR(REMEMTEREN=252)

Treatment-Emergent Adverse Events Occurring in 220% of Patients

18

All Grades, n (%) Grade 23, n (%)
Anemia 86 (34) 62 (25)
Febrile neutropenia 98 (39) 98 (39)
Constipation 57 (23) 0
Diarrhea 92 (37) 13 (5)
Nausea 54 (21) 5(2)
Fatigue 83 (33) 15 (6)
Peripheral edema 67 (27) 3(1)
Pyrexia 65 (26) 13 (5)
Elevated AST 66 (26) 15 (6)
Cough 54 (21) 0
Dyspnea 59 (23) 12 (5)
AST, aspartate aminotransferase.

Maximum tolerated dose of gilteritinib was 300 mg/day; 2 of 3 patients in the 450 mg/day dose escalation cohort experienced dose limiting toxicities (diarrhea and elevated AST)

Most common treatment-related AEs: diarrhea, fatigue, elevated ALT and AST; most were generally <Grade 3
Overall, 11 patients (4%) had a maximum post-baseline QTcF interval >500 ms

Seven deaths were deemed possibly related to treatment (pulmonary embolism, respiratory failure, hemoptysis, intracranial bleed, ventricular fibrillation, septic shock,

neutropenia; n=1 each)

> astellas
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CRc included patients who achieved complete remission, complete remission with incomplete hematologic recovery,
and complete remission with incomplete platelet recovery, ORR included patients in CRc plus patients who achieved PR.

Response in FLT3™ut* and FLT3WT

19

Response in FLT3™t* Patients by

Patients (N=249) Gilteritinib Dose (N=191)
100 -
mPR BCR e egs s
. S Gilteritinib 280 mg/day ORR=52%
B CRi < 9 { mCRp glaay °
® .
mCRp § 8 { BCRi ORR=67%
a oo ORR=60%
mCR & 0] BPR CRe=42% QRR=55% o 30/°
[=2] c=30% —ENO,
ORR=49% % 60 A CRc=46% QRR=47% ORR=50%
CRc=37% 5 CRc=39% CRe=0
< 50 1 ORR=38%
(2]
g 40 - CRc=0
©
S 309 onia
ORR=12% S ORR=14%,
CRe=0% £ 27 CReT%
g 10 -J
o
0 .
FLT3WT FLT3mutt 20 mg 40 mg 80 mg 120 mg 200 mg 300 mg 450 mg
(N=58) (N=191) n=14 n=8 n=12 n=56 n=89 n=10 n=2

’r’rJHiUHd.\

CR, complete remission; CRc, composite remission (CRc=CR+CRi+CRp;); CRi, complete remission with incomplete hematologic recovery; CRp, complete remission with incomplete platelet
recovery; ORR, overall response rate (ORR=CRc+PR); PR, partial remission.

FLTIZEBMEEICXI/ILT)F=J80 MG LZHEE5L-EOHaMm
REN EBEFERRUFOL X F—EREFIEREICKSE RN

Proportion of Patients Achieving Response (%)

CRe included patients who achieved complete remission, complete remission with incomplete hematologic recovery, and complete remission
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Response Rates By FLT3 Mutation Type

mCR mCRp BCRi mPR
| ORR=62%
ORR=55% CRc=54%
1 CRc=43%
1 ORR=17%
| CRc=8%
FLT3-ITD only  FLT3-ITD and -D835 FLT3-D835
N=141 N=13 N=12

Proportion of Patients Achieving Response (%)

with incomplete platelet recovery, ORR included patients in CRc plus patients who achieved PR.
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Response Rates By TKI Status

mCR mCRp mCRi EPR

ORR=56%

CRc=44%
ORR=42%

CRc=31%

TKI Naive
N=124

Prior TKI Therapy
N=45

’/I:J.\'i ellas

CR, complete remission; CRc, composite remission (CRc=CR+CRi+CRp;); CRi, complete remission with incomplete hematologic recovery; CRp, complete remission with incomplete
platelet recovery; ORR, overall response rate (ORR=CRc+PR); PR, partial remission.
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1.0
Gilteritinib 280 mg/day in FLT3™t* Patients
0.8 Median OS: 31 weeks (range: 1.7-61 weeks)
f i Median Duration of Response: 20 weeks (range: 1.1-55 weeks)
E di: Median Time to Best Response: 7.2 weeks (range: 3.7- 52 weeks)
a 0.
a
g 04
c
@ +
- H-
021 -.--. 280 mg/day . P -
—— =40 mg/day
0.0+, i | ; ; S s ; . ; i s :
0 50 100 150 200 250 300 350 400 450 500 550 600
Time (Days)
Subjects at risk
<40mgiday 22 17 13 10 8 7 2 2 1 1 1 1
>80mg/day 169 147 120 82 64 42 30 18 E 3 3
wasivlla.\
OS, overall survival.
s 22
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FLT3ZEBMHE THIAR—CARABRERYRLZTEERE S BHEAMBOEEICH T
BATHAMREFEENZOLN, ChIEFFOL T FT—FEREFDEREEOEEICEZRLEEEDHS
=,

80 mg/dayl EDAHETIE. ZAUTOHEICHLTLYBRDIZENZEREL. EHEALFL AR
HENERLTLV,

FLT3-ITDED835MD M AIZEREZF T HEEBELFLTI-ITDDOH CEREHTHEET. ZER—DEM
ERBHONI,

EE(K, FLTIFH AR (12%) BE XYEFLTIZEG M (49%) EEFICEVWTEL FIILTUFZIMN
FLT3xX+—tZ:EIRMICBAEL TWAIENRESNT=,

Chrysalisi{E& Tl BH #AM AN EHEOMFEICEL T, FLT3NEELIZEN THAZEAFERS
ni=,

FILTVFZIORERENMBMFEZSSITREET 57=0 . BR./#AMHRM BB B mE <>
FTEHEXILTIF=TITOVTOE MBS (AdmiralitER; NCT02421939 ) W ETHTH S,
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ASP8273: /RN A—REEICE ITH5BADE THEFAERD

A NN = 15
— A3 ZF1TRIEHAFMNAFESE (WCLC) THRE
EBHREDR—XSA4ohbD ASP8273%300 mgt& 5 L =fEHID15% L LT
= IS
=RZEE RELE-RSHEHDOEEER
100
901 W ex9cbel ASPEZI73 300 mg
701 GT19%
: el B R ET
ol 14(45) 506 wsl 0 2168
£ i W sensoryneuropathy 1136 @ 0 1239
.E : Bevated ALT 6019 3100 2(6I 0 1%
& i Hyponatraemia® nom - 6019 13 10062
g o Nausea 703) 100 0 0 1002)
—104 Dry mouth 6019 246 0 0 8 (26)
E ~20 Blevated AST 5(16) 216 1@ 0 B26)
< 30 Decreased appetite 5018 1@ 1@ 1] 723}
E 40 Dry skin 5016) 2{8 o ] 723
50 Stomatitis 506 14 o 0 609
607 Dysgeusia pm 2(8) ] 0 506
il Maiaise a0y L 0 0 506
8ed Rash a0 i 0 0 5(16)
’x Vomiting 5(16) o 0 0 516
Waterfall plot shows investigator-assessed tumour response. Thirty subjects had aTRAE occurring in 215% of subjects;
evaluable target lesion data. PNo classification of Grade 2 hyponatremia within the NCI-CTCAE.
*Denotes patients with de novo T790M mutation; apatient who experienced Date of data cut off: 23 February 2016.

progressive disease; A patients who discontinued due to progressive disease.

’[asivlla.\

Nishio et al., WCLC2016
ALT, alanine aminotransferase; AST, aspartate aminotransferase;
NCI-CTCAE, national cancer institute common terminology criteria for adverse events; TRAE, treatment-related adverse events.
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Morrison, et. al. (2016), Mol. Cancer Ther. 0570.215.epub.




Maximum Change from Baseline (%)

ENFORTUMAB VEDOTIN:E:® 4RI ERAAICE THE [ HEER 7

ERHEREBEENABEEZRNRE L-E IHERICEITS BRI LR A A CREEal BEfEHI* 1
R—RFADLDRREILEDVA—E2—T+—)LTAYE BIT32EH
o 050 mgky [ 1075mgkg 0 100 mgkg Best Overall 1.25 Total
- (0125 mgkg Response, mg/kg (N=49)
Ly N (%) (n=17)
0 ORR (CR+PR) 10 (59) 18 (37)
W 95% ClI 32.9,81.6 23.4,51.7
W-
o v L3 DCR (CR+PR+SD) 14 (82) 37 (76)
| B
2 :‘HDDDDEZMNEWWH.H.H.BlH.H.E.RFHPLHH.WH.USBI.BLH.&RPBLRPBLBI.BLBI.NBL&BLF 95% Cl 56.6,96.2 61.1,86.7
0 =EEg
a1 UUUUUUUHH J H ORR Subcategories,
0 ST EEl '"" A N (%)
-l I | [ [ Subject with liver 1M (100) 5/12 (42)
Ll metastasis
* i Prior taxanes 4/6 (67) 8/20 (40)
=101 L
" Prior CPI 4/7 (57) = 6/16 (38)

*Evaluable Subjects are defined as subjects having at least one post-baseline radiographic
assessment; Response assessed per RECIST 1.1 Response rate includes unconfirmed

response, study is enrolling. wdﬁl ellas
Rosenberg et al., ESMO 2016
mUC : SR8 tEREE EEMNA. ORR : £2F%FE, CR: T2E%. PR: HHE%. ClL{EERXME. DCR: FHa > bO—JLE, SD: BE

ENFORTUMAB VEDOTIN: % I f85{ERICH (T 5K EeH 18

BRSSP OEEFTER(TEAE)* 2 20% N=58

All Events Considered Related
Fatigue 30
Nausea
Diarrhea
Pruritis

M Grade land 2

Decreased appetite

; B Grade 3
Alopecia
" Grade 4
Dysgeusia
Rash
UTI
Vomiting

100 80 60 40 20 0 20 40 60 80 100
*No events were Grade 4 in severity *d st L’l | as

Rosenberg et al., ESMO 2016
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Paracellular
pathway
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Al-Batran et al., ASC0O2016

I IMAB362 : {EA#FE

IMAB362
= "*’c%%

Complement
FcR+ Effector C
ADCC

CcDC

CLDN18.2

i N

Tumour Cell

+ EOXChemotherapy *
* (immunogenic cell death)

IMAB362-coated Tumour Cell Debris
Pro-Inflammatory, Chemoattractant Environment

\

Cross-presentation by APCs**

\/

T Cell Infiltration

Induction of Adaptive T cell immunity***

*Kroemer et al, 2013. EOX: Epirubicine, Oxaliplatin, Capecitabine;
**Rogers, Veeramani and Weiner, 2014;
***Biachini and Gianni, 2014
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Al-Batran et al., ASC0O2016
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H2ER
- B. RiE. BERERSHOBRNARE
612012 & ST + CLDN18.2/%40% L1 £ D FE B HAM T2+/3+D34E T
irst-patient-in Pty - X )32,
— ST 23 (RIEFAHOCERBRAIVDF v k THEBAE)
EEEEEEEN o EIEHEAS £ (= N - .
CLAUDETECT e | JETTE?&\A;L?(T?’ZD%?EE&EG)?&L‘%%‘L%H’%’)
S | o | — ek
e o w0 naint e > - BRI IS
First-patient-in m
a3 ST ams| TR
.................. :‘: } 7_34}4)
c A—=TUSNLFUHLILE THEHE
« AM 1EAM 2[IE1:1 TS VA LfE
B mas3s2 o EERMTAmM 3ZEM. Arm 1 &AM 2T80%MD
[] Epirubicin, 50 mg/m?, d1 of each cycle BENMIAANONIZEALEBIML TS =H
(] Oxaliplatin, 130 mg/m?, d1 of each cycle 117 CEY 41+

. Capecitabine, 1250 mg/m? per day, d1-21 of each cycle
o 54 LIEDMEIZ () CLDN18.2BRIERE . (i) HED
FHAIRI B TR

- XFEIMEER  EBELFEHM (PFS) |
FHBIREMIEE - £47FHM (0S) -
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Al-Batran et al., ASC0O2016
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PFS* (FZEFHMHEIEHE) :Arm 2 vs. Arm 1 PFS (EZEAUEEM) : Arm 3 vs. Arm 1
1 —— EOX (84) 10 — oK (84)
= EOHX+IMARIG2 B00/B00 mgim2 77 ———EOX+IMAB362 1000 mgim2 (85)
09 09 ‘1._
b8 mPFS 4.8 vs. 7.9 mo 0e mPFS 4.8 vs 7.1
g HR 0.47 e as i HR 051
- P=0.0001 g p=0.001
': 08 { ‘E 06 H
E: 06 5 \_\_L 2 os
2 L W =
S o4 Vi S g4
sg) 03 l\"l. 1-]_\—|—\_‘|_\ g 03
0.2 .L 02
o1 ’H = '|__ 0.1
0.0 = ~ 00 .
o i b : T ¢ ¢ " ] : )

Time to Event (woeks) Time to Event (weeks)
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*Based on central imaging assessment in patients with 2+/3+ CLDN18.2 staining in 240% of tumor cells (total population);
Updated data presented By Al-Batran et al at ASC0O2016
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TCLDN18.2M %M 2+ (E3+) IZHIFBPFSEOS

PFS

—— EOX (58)
—— EOX+IMAB3I62 B00/600 mgim2 (57)

mPFS 5.6 vs. 7.2 mo

E or HR 0.36
-i 0.6 p=<0.0005
-3
3 o -
§ 04
£
& 03
0.2
01
0.0 L‘_‘—\
[ 20 40 60 80 100 120
5 76 8 2 1 0 )
Al risk 57 34 12 1"

Time to Event (weeks)
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0sS

Survival Distribution Function
-1
£

——EQX(59)
— EOX+IMAB362 B00/600 mg/m2Z (57)

mOS 9vs. 16.7 mo
HR 0.45
p=<0.0005

01 l‘—
00
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5 s 28 13 & 4 4 1
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Al-Batran et al., ASC0O2016

IMAB362: FASTEHERIZHITAELHEEER
(NCI-CTC CRITERIAIZ & 3)
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Adverse Event/ “ 2oL G AR

treatment arm G1/2 G3/4
) 6 (7.1)

Anemia 24 (28.6 29 (37.7) 9 (11.7)
Leukopenia 10 (11.9) 5 (6) 8 (10.4) 6 (7.8)
Neutropenia 18 (21.4) 18 (21.4) 18 (23.4) 25 (32.5)
Thrombocytopenia 7 (8.3) 3(3.6) 12 (15.6) 0
Diarrhea 29 (34.5) 3(3.6) 12 (15.6( 3(3.9)
Nausea 52 (61.9) 3(3.6) 56 (72.7) 5 (6.5)
Vomiting 29 (34.5) 3(3.6) 43 (55.8) 8(10.4)
Asthenia 17 (20.2) 2 (2.4) 11 (14.3) 2(2.6)
Fatigue 14 (16.7) 3(3.6) 20 (26) 5 (6.5)
Infections 9 (10.7) 2(24) 11 (14.3) 0
HKastellas

G1/2 G3/4

Al-Batran et al., ASC0O2016
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HIF-PHEER . IR M EK ZE A
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FIBROGEN FKastellas

HIF-PH - EBRFERFIOUILEROFS5—E

I QXY T4y b BACET3EEH0E [ ERBROEE %

TEFMMEER BEERSEOHBEIETEIN—RIIONODANE/OECDFEH EFE

1.0 1 Adjusted Difference: 0.623%
| 1
0.8 Adjusted Difference: 0.508*
" [ 1
X
& 0.6
g Adjusted Difference: 0.254*
T 044
=
L0 -
% 0.2
-0.052
0-
-0.2-
Placebo Roxadustat Roxadustat Roxadustat Pooled
(N=27) 50 mg TIW 70 mg TIW 100 mg TIW  Roxadustat
starting dose starting dose starting dose TIW
(N=27) (N=26) (N=27) (N=80)

*P<0.001. Rate of rise was calculated as the slope of a linear regression for each patient using all Hb data collected during the fixed-dose period.
Error bars represent standard deviation

4t OFY T2y FORERMIERIFT.
AEEROEBKRRIEIINETCOHBELERTH > 1=, >
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Akizawa et al., American Society of Nephrology Kidney Week 2016
Hb: ANESDEY, TIW: E3[E
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