A =/\1 FCOEEFRE 43mg

FT2E (FVa2—)L2) :CTDOHE (H<1)—)
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BESR U REDREA

RS BAGE e

BAX2398 F 7 VR Y — 218 CPT-11 nanoliposomal CPT-11, nLs-CPT-11,
BIFR - nLs-CPT-11. nal-IRI nal-IRI, Lipo-CPT-11, HBI-202,

Lipo-CPT-11. HBI-202, PEP02 frrx L EP02and MM-398

MM-398

CES TIIVIRF IV AT T —F carboxylesterase

CPT-11 AV T B otEREYE K (JAN) irinotecan hydrochloride hydrate
(Japanese Accepted Name)

DNA T A% ) R deoxyribonucleic acid

ICH I 3% O R AN E R i International Council for
Harmonization of Technical
Requirements for Pharmaceuticals for
human use

SN-38 AV T DOIEMEAE 7-ethyl-10-hydroxy-camptothecin,

active metabolite of irinotecan



261 55
F =34 R®EHFE 43mg

1 #E

BAX2398 1%, AV /7 1 GRS KF)  (7-ethyl-10-[4-(1-piperidino)-1-piperidino]
carbonyloxycamptothecin hydrochloride trihydrate, CPT-11) ™7/ VAR Y —AL8F|ITH Y | BRI
\CRBFEMR T2 VR Y — AR—=2ADF JRFICA Y ) Th o wE AL, JARESERELOE N
EERNEEEEZ /G DT ODOFHL ) A Y — ANEW @i 2 T b, T2 VR Y — L85
Y ORI A2 LR S, MR EEER 2 Fe S5 2 & CHIEBERZ M E 2 Lo
THAL L ERTND,

BAX2398 (%A YV /7 1 43 mg/mL IREE (1 U /7 1 IR T & L C 5.0 mg/mL i )
DEFRAETHY , FEHEE £\ 10mL S 70 1 JFIE L CiRtEn 5, RIZEE)
DYFBHD U R Y — LI TH Y IR 5D 729012 5% 7 B o B U E R AR 5,
ZSA T (10mL) 1&, 43mg DAV T Hh o Z2El L TW5D,

BAX2398 (X, 7 A ¥ BN L DAL IHE LB Icx L CERT 22 82 TEL
T3,

BAX2398 O TET 5 ML « &L, @, AIZIZAY 27 & LT 1 [E 70 mg/m? % 90 57
DT CRIEERET 5, BAX2398 G THEHZIZL AR Y F— b w A 200 mg/m? & 2 KEf 7>
JCREEE L, 2Dk, 7041 T T 0 2400 mg/m? % 46 BT TR 5, Zha 2
W Z LT IRT, ek, BEOREBICEVEERET S,

AV )T HAE, bARA VAT —PIEACBETLI2HAITHY ., KRT NV IhaAf RThHHH
VTN T U OKBEEARFERTH D, FARA VA TR IRESNL. T AT R
(DNA) OER L, ABEMEZRET S Z L2k > T, HEARRE MR E 2065, 1V
TH L DEBVERNIEHETH Y . AV T 5 OIEMHAL, RIEMEL K QR FEFE T O IRH 2 H
EHIZEET S [2, 3, 4], AV /T A%, HEFFRAI VAT VAT T —E8 (CES) 12X
27T, 100~1000 {550 /) 727EVE %2 A3 D) SN-38 (& s b [2], SN-38 ik, /7 m v
BLIc ko ThESh D70, BFICB W TEEREIBERFAIHEEI RS TS [1], Zh
D OEYFFEIX, Z ORRRAE L OFEOBE R EREDRINE 725, Lo T,
REATIE, AV T T OGBS AR ok L, R 2 [k 5 72D O & B
PN TThD,

JERGRBIRE 7 1 7T 2k, 4T 51T ICH S9, ICH M3(R2) M TN ICH S7 & ¢ o2 38 5 Hi il
FARERE S (ICH) HA BT A AZHEWEHE L, 3EBREH | SEMEhRE M ) OV et Rt 2
WErd 5728 in vitro KON in vivo 7805k % Fii L 7=,
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2.6.2 EEAEBRDODPEX

BAEILD« TRt



2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

BR

1 L D ettt tes
2 NS TEAFT DRRBR oo
2.1 I VIO TRER (oo
211 A in vitro FEEE NG T O HBOCAERIRE £ PEG U AR Y — A OMAA LY IA A

(MM-398-NC-N-Ph-017 FRER) ..ottt
2,12 M in vitro FFEEAIL T D BAX2398 LV A tE D~ 7 1 7 7 — URRHIE & D

AU 2T K (MM-398-NC-N-Ph-025 FRER) ..o

2.13 g‘)fg%‘ﬁiifﬁf‘@% U 2T 713 SN-38 ~DZH (MM-398-NC-N-Ph-026 &
2.14 S EFEE L7 U937 MRk T BAX2398 {1l (Kalra 2014) .ooocvveeveeeecan.
2.15 gﬁﬁ%ﬁ%mﬂ@ﬁkfm SN-38 O in vitro A5 EIEH  (MM-398-NC-N-Ph-028 &
22 TN VIVO FRER oo
221 [FIFTMER ORETMEREBAEE 7 L~ U 2% 5 BAX2398 OHUEEEM .coooveene
222 ZOMOIEEBAEET L~ U A5 D BAX2398 DHIEBE oo,
2.3 Z DAMDFEBETRER ..ottt
2301 AR OIEBEZI) T T T 7 A IV et
3 BV HIEEBEERER ..ottt
4 ZEARMEIRIHBABR oo
A1 I VIEO TR o
4.2 IR VIVO FRBR coooooeeeeeeee e
42.1 T LA NY—EEEE— IV RTOOME R OB RIS 5 EH

(20036143 FRER) oottt
5 IR FATLAEFITRBR cooooooeeoeeeeeeee e
6 BB LU covvvveeveee ettt
BEZE MR oo
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KER

F 2.6.2-1 FREAINIRRICIS T D HOAZR U AR Y — BELD IABE oo 10
#2622 BAREAAT D~V AR 28008 U 72 IR U@ E PEG

U TR Y = VB GATE ettt 11
# 2.6.2-3 B FEPEHIIIE T SN-38 0 ICs0 S UFEHIATEL (oooocece e 17
7 2.6.2-4 MM-398-NC-N-Ph-016 FRBRFFHIEEL ..o 19
7% 2.6.2-5 MM-398-NC-N-Ph-023 A1 FRERFFHAE T .....ooooiee s 20
# 2.6.2-6 MM-398-NC-N-Ph-024A1 FRBRGHHIEEL ..o 22
72 2.6.2-7 MM-398-NC-N-Ph-027 FRBRFHIEEL .....oooiioii s 23
# 2.6.2-8 CB.17 SCID ~ 7 2 D Bk PDX s &7 /LIT k7 %5 BAX2398, CPT-11 &

O By 28 D REFEEFEIHIEF oo 25
2 2.6.2-9 MM-398-NC-N-Ph-018 AT FRERFFHHEEL .......ooooioie s 26
# 2.6.2-10 NOD-SCID ~ 7 A D ¥t CDX £ 7 /MIcx4 5 BAX2398, CPT-11 &

O L B OREFFEFEAMHIVE oo 27
# 2.62-11 FHEPEEETT VT 5 BAX2398 HIRNE 5% 0 EBIBNA Y /T h > &

TV SN-B8 T oot 29
7% 2.6.2-12 PEP02-NC-N-Ph-005 FRBRFHEHEEL ........oooovvoie st 30
7% 2.6.2-13 PEP02-NC-N-Ph-006, PEP02-NC-N-Ph-007 % U} PEP02-NC-N-Ph-008 57

TEAEZEL ..ottt 31
72 2.6.2-14 PEP02-NC-N-Ph-011 FRERFHEIEEL ..o 33
7% 2.6.2-15 PEPO2-NC-N-Ph-012 FRBRFHEIEEL .....oooo s 34
# 2.6.2-16 [AIFEFE D AUCsn3s 2787 CPT-11 O BAX2398 (2 & % PUiESE ARG

TETHETED oottt 35
# 2.6.2-17 BAX2398 (Z & 2 HUISEE O M BAR AP ERBRE B EE 37
# 2.6.2-18 BAX2398-NC-N-Ph-022 FRBRFFTHEZL.........oooeoveeeeeeeeeeeeee oo 40
e 2.6.2-19 ZZAEPEIHEZRIR B2 oo 44
72 2.6.2-20 20036143 FRIERT A 1 oot 46
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BXx
2.6.2-1 JEBERIRIE TR DA Y 2T T DV SN-38 SOIZEHEL oo
2.6.2-2 PMA THALFHEE L 7= U937 IR T D BAX2398 TEMAY oo,

2.6.2-3 NOD-SCID ~ 7 A HT-29 KIGH#EE T /VIZxT 5 BAX2398 J2 O CPT-11 OHi
T B E T oottt e e e e

2.6.2-4 NOD-SCID ~ 7 A HT-29 &5 /L2 %9 %5 BAX2398 O HUEEAEH o Fi &k

2.6.2-5 BAX2398 M OY CPT-11 O in vivo i1 & JEISPN SN-38 F A IFRT & DOBEIR o,

2.6.2-6 EEN SN-38 BRI BT HET /L /RT A —X

38



2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

Bg= R U RFEDERA
iE BAGE REE
5-FU 5-7)Aa T )r 5-fluorouracil
ANOVA BT analysis of variance
APC AV )T hrDOT ) HEBEAHEY 7-ethyl-10-[4-N-(5-aminopentanoic acid)-1-
piperidino]-carbonyloxycamptothecin,
aminopentanoic acid metabolite of irinotecan
ATCC - American Type Culture Collection
AUC e B — W Bh AR N s area under the concentration-time curve
AUCsn3s SN-38 & AUC AUC of SN-38
BAX2398 F /7 VAR Y —28 CPT-11 nanoliposomal CPT-11, nLs-CPT-11, nal-IRI,
BIF - nLs-CPT.11. nalIRI, Lipo-CPT.  Lipo-CPT-11, HBI-202, PEP02 and MM-398
11, HBI-202, PEP02 " MM-398
BLI EWMRNA A= 7 bioluminescence imaging
CA9 PRI K SR 9 carbonic anhydrase 9
CDX AR Fh ok SRR AR A cell-line derived xenograft
CES HIIVIRF IV AT T —F carboxylesterase
CNS R PR R central nervous system
CPT-11 AV T YRR KT (JAN) irinotecan hydrochloride hydrate (Japanese
Accepted Name)
CT X o v o — 2 WEiRE s computed tomography
CYP v~ 7 1 A P450 cytochrome P450
Dil5 NEWME A VAR ST = 43 DIlC1g(5)-DS  fluorescent lipophilic carbocyanine
2 DilCi3(5)-DS tag
DNA T A% ) RELEE deoxyribonucleic acid
DSPC 12-VAT T aA)b-sn-7 Jtr-3-7k A4 1,2-distearoyl-sn-glycero-3-phosphocholine
ol
EF5 o=k A KV —)v (KigE~—D 2- nitroimidazole hypoxia marker
—)
EPR FEE S REL Rk 0D 177 2 208 14 K OV 3 M U enhanced permeability and retention
FAZA INFuaT AT T VR fluoroazomycin arabinoside
FBS 7 VR R T fetal bovine serum
FLT It uaF I fluorothymidine
HPLC BRI a~ NI T T 4 — high performance liquid chromatography
IACUC - Institutional Animal Care and Use Committee
ICso 50% BA. 5 R L 50% inhibitory concentration
MDSC B 1 Fh RS g2 B myeloid-derived suppressor cell
MFI SER ) R mean fluorescence intensity
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BES R UREDHEA (E)

s = HEE

MPEG-2000- N-(INVAR=/-A hF ARV xF L7 N-(carbonyl-methoxypolyethyleneglycol-

DSPE J 21—/ 2000)-1,2- A5 7 @ A JL-sn-~  2000)-1,2-distearoyl-sn-glycero-3-

Vb 3R ARTH ) — LT I phosphoethanolamine

MRI P SRR Bk 1 magnetic resonance imaging

MTD T NI = maximum tolerated dose

NOD FERERHE PR IF non obese diabetes

NPC 4V IFHLDT I EAY D (R T-ethyl-10-[4-(1-piperidino)-1-amino]-
carbonyloxycamptothecin, amino-piperidino
metabolite of irinotecan

PBS U o Pk AR B K phosphate buffered saline

PDX A BB A patient-derived xenograft

PEG R)zZF Lo 7Y a—nu polyethyleneglycol

PET K5 7. s T g 4 positron emission tomography

PK IR Hh e pharmacokinetic

PMA RIVIR— )L AT )L phorbol 12-myristate 13-acetate

gxd X BHIZ 119 every x days

qxw X EIZ 1 [H] every x weeks

SCID HIEE A SR E severe combined immune deficiency

SD, AT ) OREHE(R 2= standard deviation of the geometric mean

SN-38 AU T DOIEHEAHE 7-ethyl-10-hydroxy-camptothecin, active
metabolite of irinotecan

SN-38G SN-38 7 /L7 u=FKG SN-38 glucuronide

TAM fEgEREtE~ 7 77— tumor-associated macrophage

TGI Y HE P R 2R tumor growth inhibition

TVt P HRIE O S NS A FE tumor volume treatment

TVc o RBHE D -4 i A il tumor volume control

UGTIA U VRV o U Rin uridine diphosphate-glucuronosyl transferase

# 1A 1A
%ID/g FMEEY -V 05 E% percent injected dose per gram of tissue
%rCV o XA NEENVR S robust coefficient of variation
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1 FEDH

BAX2398 (X, VAR Y—2 (CEHJEL : §110nm) ([CERSEDRS THHA Y )T h g
HARF (CPT-11) ZEALTCHAITH D, AEEH, BAX2398 X CPT-11 IZh b 61, 4%
RHEIT CPT-11 [ZHKS&EERT D, CPT-1150mg AV /T 43 mg IZAI4 95,

Invivo iFERZBATT 2720, BED invitro i85k % Elii LU7-, K~ A KO ek

TOENKER ) R — LD OEREEFHGT D72, in vitro B3I Z VW2 U R Y — LD JARR
BAFEMm LT, v~V AKOE hOfi~ 7 107 7 — IR, S LD b 10~40 f5&E0
REOYRY —LZ2EMHL, VARV —2WVARL, N =F L7 a— (PEG) EfiOR
ENE DI R — AT L 72 (MM-398-NC-N-Ph-017 #&BR), U R Y —LHY AL,
BEMANS A 0 — RTHEHA Y )T H O SNz (MM-398-NC-N-Ph-025 7
BR), 62, EPERE (PK) TV 71k, VAR Y —LEEROEBNAY /7 vk
a7 in vivo IEPEIZEIT DEERNRT A =X ThH Z LN TRl ST, HYEBRERIZIH VT,
v b~ a7y — Ukl & FERIZ R SRk 2 5 T IR 2R N5 20> S BRI U 72 ISR 1 X, A
T 5 v aE ARG SN-38 ICEER IR 3R T & 5 2 L AR EN7e (MM-398-NC-N-Ph-026
FRBR. Kalra 2014), A REFEREMIERIZI T SN-38 R & MIUSE & OB 2 Mt L=/, KER
53 OISR KT 5 SN-38 D 50%FHEHE (ICs) (X 10 nmol/L (3.9 ng/mL) Kiiii Td> ¥

(MM-398-NC-N-Ph-028 #k%) . 0k &H7-t b U937 fllfid & BAX2398 & DA ¥ a_— 3
48 IRFfE TR DORFHIR SN-38 Y& & [AIFRE CTh o 7= (Kalra 2014),

BRI 2 in vivo FRBRTIE, HEEDRIFTIE K O AT BAESHE 7 L2 IV T
BAX2398 DN R A G L7z, fEH. BAX2398 1358 /1 22 il EM 28 Uiz, [RIFTE BxPC3 i
BRERBAEET VICBV T, BAX2398 [ZIEFHETE A4 il U, S & 4 ) S w7z

(MM-398-NC-N-Ph-016 #R) , £72, FH L AKEHEM:TH 5 FIFTHE OCIPS1 ks RAESHET L
TlE, BAX2398 (T & v EEHKEFIRAE OB ISR\ CIEERIEARD bz, £z, RET/V
IZHB VT, BAX23RICE D 7 A% U AR (DNA) #5475~ 79 8 X k2 H2AX @ Serl39 {7
~D VU UL (yH2AX) Y i L7 (MM-398-NC-N-Ph-023A1 i&B%), BAX2398 D HufEE{E
X, PAvRFI LT 277 —F (CES) HEOHEIZEDL LR H

(MM-398-NC-N-Ph-024A1 3%) . O EPriEEEHREMEMA (PDX) BEET L CTHHE
23 N7z (MM-398-NC-N-Ph-027 #B#), F7-. BAX2398 OHUEEEAIX, 7 A ¥ B IR
PERESE SFER A E 7 L e OV OMAE L Ok Bk SR R (CDX) BEEET L CHid b
7= (MM-398-NC-N-Ph-018A1 #%r), PDX EF /L Tld, CDX EF/L LV & BAX2398 #4572 I
M OIEBENA U /7 5 > K OVSN-38 MK - 7228 (Kalra 2014) . 25 OEREE T VTl
LINT-PUEBIER S, BAX2398 O+43 72l N B K O SN-38 DRt AIMERE D3RR S fu7-

(MM-398-NC-N-Ph-023A1, MM-398-NC-N-Ph-024A1 } T8 MM-398-NC-N-Ph-027 3BR) ,

ZEOMOFEFEIZXT T2 invivo iRER ClX, & N RIGEN O 5B S o RFEEBMEET VA2 VWi
SRR A FE M L 7=, Zhb0RBRO L, R%SXIZN EOHED CPT-11 &g LT
BAX2398 A LV BWAIMEE RTOENEH LT H I ETH Y, BB CIEE WA IIMEN—
BLCHESN, WS- KIBEETT /VIZBW T, BAX2398 15mg/kg 2 7 HIZ 18] (q7d)

7



2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

Pe b Uiz & 2 OFEBIER T, CPT-11 50 mgkg % q7d #%5- L= & & L0 L0 L7228, (KEH
A FERE & LBt 5 Ei38E5 L7c  (PEP02-NC-N-Ph-006, PEP02-NC-N-Ph-007 & X
PEP02-NC-N-Ph-008 #f%) , $£72, b M FEEREEFBALET LITHBV T, BAX2398 10 KTt

25 mg/kg @D q7d #5512 L HAIMENTRS BTz (PEP02-NC-N-Ph-012 3858), LA D5 B 5
5, BRI ET /VIZEIT 5 BAX2398 OHUESHERIL CPT-11 & it L TEEMICKEIND Z
&SRB X T,

BAX2398 OHUESEAE & FEEE AR C D PK & OB Z 3T % E 7 /v 2B OB THRET L,
ZIETOT—4 (PEP02-NC-N-PK-005 #lR) &Aoo T, CPT-11 2 U BAX2398 D fiE 5 N &
A ONTIEPEAH) SN-38 ~D M2 33 5 . fERBTICHES< PK E7 V& B% L7z, CPT-11
X BAX2398 #5-12 & 2 M K OVEZSN 0O SN-38 BifE & [SN-38 DT —Hp[ phifR T ifs

(AUCsnas) ] 13~ D A TD in vivo IEPE EFHRS LTV 23, [AIFEE D AUCsnas 2789 CPT-11 %
B Ll & Ll LT, BAX2398 1Z L W BN -HUESEA A~ L (Kalra2014), FEEENO
SRR 2 [R5 SN-38 IR AL DOFFERFR OIER L, ~ U AT D in vivo 15D 723K 71y
WIER T THDZ LR ST,

X512, BAX2398 D 2 DD invivo FIFHVFFME A FEM L7z, [RIFEEE D AUCsnas 27 g HED
BAX2398 1% CPT-11 5 L7z & & ORISR O R 28 4 [ 1 i W@ ks (PET)
L DI A A — IS & 0 Al L7z, HT-29 KRBT /L IcB\ ) T, BAX2398
10 mg/kg 5T & W AREESE ~ — U — K QMR SR SHI O AT B 722 I8 3 45 5-11] 2008 L CTRifee L 7=,
—7J7. CPT-11 50 mg/kg #% 512 X 0 26 OREEFIZ B3 2 HEE X8 m L 7=

(MM-398-NC-N-Ph-022 3RBR) ,

FRERBRICINZ, T LA MY —EEE Y — 7V RE VT, BAX2398 O L R K& O 255R
\ZB 5 e SRR & i L 7-, MEREE — 27 L KR~ 21 mg/kg (420 mg/m?) 'ETD
BAX2398 Hi[EIE RN G-, (DIE R, MATERE, OER, FERERR/NT A —H R OMRIRICH
B MIF S7ano 72 (20036143 38BR) .

! FDA i A %> A (FDA 2005, Estimating the Maximum Safe Starting Dose in Initial Clinical Trials for Therapeutics
in Adult Healthy Volunteers [9]) (CED&, vV A, T v FOA X TOERKERMD - 0 O 5 82 B4R
BENTILI, 6 LOV20 W CHE LT,



2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

2 MAEZEMFTEHHER
2.1 In Vitro &

BAX2398 OHEFZM T 10 7 7 A MBI LT, LU D in vitro 385k 2 F2 ki L 7=,

1. FEEEERHIE L O USSR B0 5 BAX2398 ORI & 72 B SAZi#R U 7R Y — LD
i QIBV.ZS
K- in vitro AR E T BAX2398 BV iAZ1% ORI EIG~DA U 7 7 5 i
NSRRI C DA U ) T H D35 SN-38 ~DZEHa

v b~ m 77— U XD BAX2398 75 SN-38 ~DiE 4L
SN-38 M2 12 L 2 e AR IaiR T in vitro MRS E1EH

A

211 Ki&E in vitro IEEME TORNLIZHEZE PEG ) RY —LOHERE Y AH
(MM-398-NC-N-Ph-017 E&)

ARBROBHIX, £~ AL Ml E VT, BAX2398 DR & 7 B AR U R
Y — LOFMEANE Y A A FM T 5 2 L Tholz,

BAX2398 1X, = L AT — LK N12-VAT T A /)l-sn-7 ) Er3-75AK=2 Y (DSPC)
MO SN D 3 TR N-(I VAR =b- 2 X ARY =F L7 ) 2—/12000)-1,2-F AT
T A b-sn-7 U Bu3- K AKRTH ) —/)LT 22 (MPEG-2000-DSPE) % fHAGA A TESLIRANZ 22
ER Y RY — LA TH D, AEHID PEG ZAHEITMES . FRIAPOL IRV RY — LB N
YVET D 120~1/17 TH2H [10, 14], EHE, RFIACDRA T ) —~<Hlld~DE Y AT,
FEEAR KXV ey s bl U CHEFICREN TH L Z ERMESNTEY, 130 nmol Y > fIF
B/mL IZFYS T 5 RF P20 ug/mL & AT J —~<Hilas 24 Bl A > F 2 _X— f L7z &, K
X U VEORY IAFITARD T 7o 72 [33],

FREAERGR L ORBREMITES X FEYRIE 20 pg/mL IZFHY 75 40 nmol Y U JF'E/mL £ TO
VR — NREZE Lo, MIIEIEERRRMEY RNV — LA Th 5 BAX2398 & OZHFEEI L
TAEA NN A U F a— g VA 24 B CIEE ST, 7T v 7 A —X TR
LTERRBEZAETDLZENAONTVDOIEED~ Y AR Mlifak A EH L7, Mifa s
40 nmol V U NEE/mL (ZHI Y3 BHBIEME D VAR o 7 = 43 DIlCis(5)-DS 1% (Dil5) U R Y —
LL & 10% Y VHRIRMIE (FBS) &AM Tz 24 IFfflA »F 2X— L1z, D%, VARV
—LHDIAB T o =Y A FA Y —IZXVFE L., the FlowJo7.6.5 program % VT 10 /3—%&
VHAANTKINIO X o H A VGRS DN A ERE (MFL) OV a8 R MR B R

(%rCV) #HEH LT,

BREEZHT L~ AMMKE LT, U o MEEEH Sk PUS-1.8, ARG AfLAE R & P815, B
Be~rn7y—URIT14A1 RN~ 7 07 7 — DKL RAW264.7 i L=, 7=, AREELH
T 5t MRS LT, HEREE THP-1 X OVU37 Mifa i/ L=, o 2 FEHOMakIX, &
NAR—LT ATV (PMA) B CHbiFE Lz, IEFRAMM ORI LI NHEERbBR~ 7 2>
7 — UL, Alleells #:7H AF Uiz, BfERAF L7oHERT v b7 » X—HildlE Invitrogen/Gibeo 1
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MO AT Lz, £ OMOMIEEIL American Type Culture Collection (ATCC) 725 AF L7, P815
AEREAR I Z IR P CHITE T 2 23, LIS ORIk I ZEEE L T - 7,

AU Fa— g 24 B, ~ 7 R JT74A0 FIIECTU R Y — LBV AR BER R HEL< . K
I% Raw264.7 il T ~72 (% 2.62-1), PMA THHMbiFEE Lt h~27 10 ~7 7 — Uk U937
fd, ~ v A PUS-1.8 #ifid, PMA T/t L7z THP-1 Mifd o> Dils > 7 /W% 5 MFI i1,
JT74A1 FERAD 1/5~1/4 ThH o7z, LirL, ZH6OMABIZEIT S Y AR Y — AR IAFHDY%rCV
IFHRD TRED ST, 90 /N—F ¥ A VLR EE T Raw264.7 Ml & FIRRETH Y . 10 X—&
XA VEIEEE T e MESMIE T~ T A P815S Ml TS MFI LRIFEECTh -T2, Ty b7
v X—HAE D MFI 13 J774A.1 flifid & i UCH 1/11.7 THo72h, %rCV ik h~7rnma 77—
L0 HNEDoT, ~ oA P8IS A MFI I J774A.1 MO 1/19 Th 72, ~ 7 A P815 Hfl
fa B OV I774A.1 AR, FEEHEAD (Hela & ONHT-29 AlfR) XiX J774A.1 ffRICHB T 53y 7 75
72 R (%rCV=44.3, MFI=2.75) & [AIFEE D% CV %7~ L7z, HeLa <> HT-29 % O fiE
BRI U AR Y — LHUD AR T L. MFL X J774A.1 fIfa O Z 04 1/34.5 X 1/45.6 T -
oo AU Fa"— 3 2 2 FEEHO J774A.1 KO Raw264.7 FlA D U AR Y — ALY iAA &L, A
VR 2= g 2 24 WEfEITR O HeLa & OYHT-29 JEEMIfL DO U AR Y — LD AR R L Y 3Tl
BB ICEm Do T2, LEOFERENS, v~ 707 7 — DI 3EERE O BAX2398 ZH 0 ATe Z & 2N A RE
THDHIENRBEND,

& 2.6.2-1 BIEMREKICES T DEAAFH Y R Y —LEYAH

Incubation 10%- 90%
Cell line length MFI percentile Y%rCve
J774A1 24h 844 326 - 1490 62.84 (n=5)
Raw264.7 24h 368 151- 652 59.2 (n=3)
Human MQ 24h 268 43.5-563 108
U937/PMA 24h 195 14.3 — 497 208
PUS5-1.8 24h 202 18.1 — 480 151
THP1/PMA 24h 170 11-410 196
Rat Kupffer 24h 71.9 19.2-140 81.2
P815 24h 44.2 20-70.2 46.4
HeLa 24h 24.4 11.5-40.2 50.6
HT-29 24h 18.5 8.49 —30.6 51.8
J774A.1 2h 125 38.2-252 85.1
Raw264.7 2h 42.7 15.2-75.6 61.8
40 nmol/mL phospholipid concentration
a The %rCV output defined as [100 * 0.5*(Intensity [@84.13%ile] - Intensity [@15.87%ile]) / Median] assesses the

normalized spread of each dataset
MFI = mean fluorescence intensity, %rCV = robust coefficient of variation, MQ = macrophage

PMA TH{EFBE L 72 U937 MIfINIZ B8 T, Hoechst Y4l &k DGkt Eb Yt & 1372 5 55 T
D HAEFR Y WY — LB AT, BASA A — U I L VR STz, £72, 77— A kX
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

MY —ECBIRINIZBEEICREW%CV & —F LT, Mt X O AR D A I K& 72
XH2ERED LN (MM-398-NC-N-Ph-029 iRER) ,

BAX2398 DR PEG 1%, IHEH > /7 & OMAAMERICEEE 5 2, Ml A R E O
TERZEN T2 ENE 2 6N5, ZOZ LixE7, BAX2398 D7 U T T v A K OMEBENT
DRI DR L O AR ET L /iR H D, vV A7 a7 7y — UK I774A1 LY
Raw264.7 #ifld Z (K PEG U AR Y — & (VAR Y =284V )55 T D BAX2398 D)
IIEEEPEG VAR Y —L (VARY =B RKZ e ThD RFVLPONRE) & 2.5~
20 nmol/mL YV > IREIRFEFIFICISVT 24 FER A > F = _X— F L7z, 2.5 nmol/mL (ZFW\C, &
B PEG VAR Y —A b A Fa— L7z I774A.1 Jo O Raw264.7 #ifi T o Dils 3 27 /LD
MFILIE, R#EPEG VAR Y — AL L TENEN RS NS T fEmnoTo (3R 2.6.2-2), [A]
BEIZBNT, IEEPEG VAR Y —LE A0 FaX—hL7zd &DO%CV ILFEEE PEG VU R Y
— AL LT 1.9~45 5 K& o 72, 20 nmol/mL [IZBW T, RBE PEG VR Y —L L A %
23—k L7z J774A.1 KON Raw264.7 fiTD DIl5 & 7 F /LD MFI (X, @& PEG VR Y — A4
LHHE L TENEN 3L K63 f5En o7z, FREICHWT, [REEPEG VAR Y —bb A%
2_— K L72 & ZD%CV I3 L, @HBEPEG VRY —LLDEFTELINEL otz U
FORRS BAX2398 IZE £ D PEG L, ZOHWET o5 [7] L —&H L T~v/o/m7y
— U A~ORY IABFARMET D Z PRI ND,

R 2622EBRZETAHAVIORAMBAKIZH T HHLEH LT
BREXISEZE PEG ) RY—LERYAH

Low-PEG content High-PEG content
Cellline MFI 10%- 90% | %rCVe 10%- 90%
(Ratio®) percentile (Ratio®) MFI percentile %rCVe
J774A1
2.5 nmol/mL 329 (8.5) 44.6 - 827 187 (4.5) 38.8 19.9 - 60.1 41.9
5 nmol/mL 444 (6.1) 75 - 1064 149 (3.5) 72.2 37.8-111 423
10 nmol/mL 564 (4.4) | 135-1261 | 117 (2.4) 127 63.3-212 493
20 nmol/mL 862 (3.1) 270 - 1725 89.1 (1.9) 275 131 - 446 46.6
Raw264.7

2.5 nmol/mL 128 (15.7) | 22.8-283 111 (1.9) 8.17 29-14.1 57.9
5 nmol/mL 175 (11.5) | 39.6-367 | 95.9(1.7) 15.2 6.63 —26.4 56
10 nmol/mL 224 (9.1) 58.9 —440 81.8 (1.5) 24.5 11-42 55.9
20 nmol/mL 288 (6.3) 96 -535 | 67.8(1.4) 45.7 20.7-75.4 50.2

MFI ratio of Low-PEG content/High-PEG content

b %rCV ratio of Low-PEG content/High-PEG content

¢ The %rCV output defined as [100 * 0.5*(Intensity [@84.13%ile] - Intensity [@15.87%ile]) / Median] assesses
the normalized spread of each dataset

MFI = mean fluorescence intensity, %rCV = robust coefficient of variation, PEG = polyethyleneglycol

FRTDHE, v U R 7 y—UEMagk (J774A.1 OV Raw264.7) 1Z—B L CEWI R Y
— LB IARMER ZR LTz, b b~ 77— T PMA THbafkd U 7= EHEREERM AR RR
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

(U937/PMA J O* THP1/PMA) 1%, J774A.1 #ifii & bbfi LT DilS + 27 F /LD MFLIZR0RK D>
oo ¥UAKROE O~ 7 w7 7 — UMK, S (Hela X OV HT-29) XV 10~40
BRI DIIS V7V ER LT, REE PEG U AR Y — A (BAX2398 D) THIZL S 7z MFI
X, BEEPEG Y ARY —AL LKL T—EHLTENST, ZOERIFHNRED & 2 |1 THE
ThoT,

2.1.2 & invitro BB TOD BAX2398 R Y AAEDO<T -/ O T 7 —UfcMREN DA 1) /
FTHURE (MM-398-NC-N-Ph-025 :%ER)

ARRERO BAYIX, BAX2398 IV iAAf., ~7 v 7 7 — UMM DAY T kit &
KT ETH-oT,

FREEEER 3 2 IEERFRIAME U AR Y — A%, BEENICEERMIRIE L, SN, fromiast
R OEGRfE~ 27 v 77— (TAM) WNICERET 5 [20], TAM IE U AR Y — L ORF L OR
5 A Y T AP OIEEREY SN-38 ~DEWIZHFE L TnbH EEX HILDH, BAX2398 &
A U F 2X— | L7z PMA Il U937 B2 MlaIC B T, SN-38 ~DZEH3GR D Hiv/ (Kalra
2014), BAX2398 (2B L CTid, MIEMENTHIZIZIHENT =7 [34] 12XV, HDIVIFER
BICHIRENTDZEICE0, AV )TN R =D E RSN HIZOI, SN-38 ~Z
InD, RXIAPDAT ) —<HIRIA~OEY AT K% Y L ey o &g U CIERIT
REMThoTztWE SN TS [33], ZROHOMEOY VY — ARSI R Y — L8 K% Y
VBT U SN, BRICERETR R AEROEENFIRS A EE 2 b5 [33], LAl
ST YU AR Y — B0 B S 72 SN TERER RV L ey v ERIBRIZRINC A T 7 —~<
JADKZIZEIZE LT,

HHH ZRETT 5720, ~ VA7 a7 57—k I774A1 fila L OV PMA TofbifE L7k
h~ 27 1 77— %k THP-1 il 2 Dil5 fZi% BAX2398 (Fcrini & 20 ug/mL) & 10%FBS & A 5
HCTZENZI 2, 4 KO 24 B, IONT 4 RO 24 B A > F 2 _X— bk Lz, UVARY—AHYIA
HBEOAY )T lkEN T vE 77— A FA MY —IE T L, the FlowJo7.6.5
program % F\V T MFI 25 H L7=,

J774A.1 HERR K O THP-1 Al Tlk, BAX2398 D K ONMRFUEKAFHI 72 B D IA B D3FE 8 H 41T
W% (MM-398-NC-N-Ph-017 58#) ,

BAX2398 THLEL L7=MifdA U 2 7 J1 L HSRaOE Y 7 F VIR EE & E 2 OJERE AT U
TRERFTH 72, JT74A1 FIRLIZEB T 2 Dils (VARY—2) LAY )T hy (A r—
R) LD 7 FlE, VR Y —AREREEAEVIEEEM L., URY =LA 7O
I, FAUCHE T 23> 7L OENE s —B Lol RERNS, AV T H U3V R
Y — LAOREIZ B E S 7= 8 & BRSNS RS LW 2 AR S T,
THP-1 M D U AR Y — L 7 F VX TT74A1 Mk & i U TIRWC BB b3, 41U 2 T v
TFIVIBEEIC LR LTV &b, URY — MMERFRE NSO A TH B ATREME 5 2
LD,

Wt a2 720, 1774A.1 fifid 2 BAX2398 (10 & 1020 pg/mL) X% CPT-11 (2.5~
20 ug/mL) & 2 WEfEA ¥ 2 _X— g %, 3 YRR L. 10~180 437 £ ToEs L 7=l &R
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

THHEEE I SR Z R L, @Rk v~ 777 +— HPLC) (X VA Y 2T R
ZRE LT, Mg (200 0%) (CHIlaNREm &2 R Lz, ARERTIL, BAX2398 Y
ABBD IO T 7= NSDA Y )T U B L,

BAX2398 (UL CPT-11) & A > F a_X— K L7z J7T74A1 ffE S DA Y 77 B U R &
iz, M BIEHR OB Y 2 7 0 REX, BFEOWERER T 7 h—IZi#ET 5 efflux-specific
pattern 7R U, HIfQESMZIC R DIRE ERMNBIR SN2 L6, MlRNTOA Y T T 5%
PR ST, MIEREZORA Y 7 PRI (10 4501%) OfsHirh A Y 2 77 Vi
FEIZ B L, BAX2398 LBt ORGHA U 7 7 1 R EE IR, o DIRIED CPT-11 TALEE L7z &
T LFEBRETH -, CPT-11 CHLER L7=HIfE T 10 0 THRA U 2 7 1 IRE D) 50%H3 i
ENT=DIZx L, BAX2398 THLEL L7=HIICIX 10 20 CTRA U 7 0 VIR E DK T2%03 i &
nic,

TRIT D &, w7 r 77— VR TR BRI DR KA Y R Y — AR R LTz, A
VT H ORI 7T F VNIV R Y — L 7 FEineE —HE9, 202 tid, /1 oFax
—ya VI EZERELCH, AV T A R Y — AOIREIZEE S 7o dO ek & R
IR S NN L2 RIB LTV D,

213 EEAHEETDAY) ) THUMD SN-38 ADZEH (MM-398-NC-N-Ph-026 HER)

AFRERD BT, EEEIER T TOA U 2T T 03B SN-38 ~DZEHaZ 34 L. HERE 2 & T 4%
fEt MEGREICOA Y )T A AR OBREZHA NI T L2 L ThoTo,

AV T I AT EICHFIE L QW% CES1 J O CES2 (2 K » TR SN-38 I2A S5,
B O NEEHE T CES2 ORBNED v [40], FEGEBHEMEETA Y /2 7 0 B HFEE
EHEARESRTWD [11], FEEFERABR (19, 28] KOERHRRER [29] (<R T, BN CES
NS DAY T H > ORIETHNIREN TH -7, RSN O KIRTE 21X, BAX2398
WHDA Y T A U & &Iz, FEEENO SN38 AN LV EETHL EEZ LD,

—# O PDX [ KM (n=26). s (n=26). fiffs (n=18) MK UWNELE (n=8)] I%. Champions
TumorGraft® technology % 454" % Champions Oncology (Hackensack, NJ) 75 AT L 72, CDX
[HT-29 }2 X LoVo (KJG#E) . HI57, H841 KT8 A549 (filifE) . MDA-MB-231 KX HCC38 (%L
). AsPC-1, BxPC3. MiaPaCa-2, Panc-1 (Jf&fs). SK-ES-1 (— > Z'JE), DU145 (FiSZ
IRgEE) . N87 () I TNC A2780 K TN OVCARS (WFELE) 1 i PDX [CTG-0062 K Y
CTG-0079 (FEMHIEGRE) . CTG-0158 (M) . CTG-0252 (JRELEE) W ONT CTG-0283 KT
CTG-0288 (W) ] # & te—E O IEEHMAL SR OIESHAREK 2 Nz, A U 7 5 AT >
YA Tk, EEAMRK (X278 250 ug) % 5umol/L DA U /T 712 & 37°C T 24 WA >~
Fa2X—h L, SN-38jR[E%A HPLC I XV lE L7,

PDX (78 f5il) DOMEBAMER CTIXA Y /7 B AAEHALERICKRE 2T 65 & R D H i, SN-38
DRI 25 ngmL Th o7 (K 2.62-1A), K (0=26). B (n=26). fiifE (n=18)
K OB (n=8) B CREA SH7- SN-38 X, TN EH 7.7+5.8, 54+5.1, 3.9+2.1 KN

B
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

3.6 +34ng/mL CEMMEHERERFS) Thotz, DI LD, RAEBENTOA U 2 T 7 ik
BiZiE, BREICL DT RERELOE N RBINT,

CDX DIEBIAMEIR CPEA S 407 SN-38 I 1L 3.9 ng/mL (i) Th-o7= (¥ 2.6.2-1B),
FErEMIaERD 5 B, BxPC3 (n=4), AsPC-1 (n=4) M X MiaPaCa-2 (n=4) HRIEFRMIETO
SN-38 R IXZ NI 6.1, 58 KN 44ng/mL THo7=, £7- Panc-1 (n=4) HRIEENAMIK CTO
SN-38 JEEE X, AL SR TIHENTTTH -7 (3.2ng/mL), PDX DEEAMER CHEA Sz
SN-38 %1% 3.3 ng/mL TH - 7=, ARBRIZB W CTHEIGEMEE TV THh 5 CTG-0062 T KA
PUEME (8.6 ng/mL, n=2) DRI, 2 FEHOBRE T /L (CTG-0283 KT CTG-0288) @
CES {5 (ZhZ4r 4.1 LR 2.6 ng/mL, \WTiLh n=2) 1%, CDX DEFAAEIK O H SAE L
LT,

BT 5 & EEEIRRITIA ) T hvh SN-38 ~DZEHAE R A L, CES BERTEMEIC L %
ZENTRREND, o, RAEENTOA UV T B AR ICIE, BRICEDTRERIEL
TR I D, B BRSO TARRAE B SR DT 7V C O JEFEIFR I 351 2 8 HE M,
DR LR CH o T2,
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

X 2.6.2-1 BEBBERTDAY) / THh b SN-38 ~DZEHE

A
*
254
_ o
E
‘g, 204
2 = © UF
£ 1 o ]
.% § 15 ) o
« On0
o3 10 & OpO ©
oZ 20 o s
ped o Ho o a8 ©
2 olel) 0
= 54 (8] T AN &
* CpOOO " I—t| M‘g Ly
= o- 4o Aﬁm &0
0 OI L] L] L]
0\0 "\.\0 \)Qq ‘{bo
&) & v R
o
Q?
* P<0.05, Colon vs Lung (#-test)
B
104
9-

CES activity
(SN-38 produced, ng/ml)
» 3]
L L
¢
Cos]
p—o
o—oo

o L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L) L)
BN N0 B AA NSO YN0 N D B0 0 0 0D
LAUA 2R SaPRASK, ) 4 o
PR < 040,3%,@ ‘\‘b@c’ AR OQQ,"L ‘\w‘zoﬁoc,c’%@,\e&e"'%e\%e""be“
) o &Y R0 RO RO L0 ,0,06,067,0
INAS (IR AN AN A
)

Median with 95% CI, n=1-5
Tumor tissue lysates were prepared from patient-derived or cell-line xenograft tumors. Two separate study sets are shown (A,
B). For each activation assay 250 pg of lysate protein was incubated with irinotecan (5 pmol/L) for 24h at 37°C. The amount
of SN-38 produced was measured with HPLC analysis.

214  7EEEE L 1= U937 #lifakk T D BAX2398 j&E L (Kalra 2014)

CESIA YV /T 1D SN-38 ~DEBELREWMER TH D, HEFRHYT AT T —EL LT
HEIHILDHE N CESL 7 A VYA AL, Bk OHEK~27 a7 7 —DICEFEICHEBLL TWHH MR
[26]. CES2 b EEAHAMRICILE L CRENBD b D [40],

PMA T/ME#BiE L7 b N BEERERHIAEME U937 1X, ZhRMICY R Y — L2 EMT 5
(MM-398-NC-N-Ph-017 %) . ARBRO BT, B E L b~ v 77y —VEFTAE
WCA U TG SN-38 ~D WA /RT Z L ThoTz,
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

U937 #ifidZ PMA (16.2nmol/L) (T 24 FFfEIEEE L C~ 27 v 7 7 —UIC/{bisE L, BAX2398
5umol/L & 37°C TA »F a~— b L7z, 24 KU 48 K112 HPLC C SN-38 JREE & HIE L |
U937 A & £ /aWnilkl & el L7z (X 2.6.2-2), U937 Mifaix, 24 KON 48 B IcEnEh
2.5 (6.37nmol/L) }x ¥ 4.8 ng/mL (122 nmol/L) @ SN-38 Z pEAE 7=, 24 J N 48 K% DOy
FEIZENZ 0.6 (1.53 nmol/L) &1 0.3 ng/mL (0.765 nmol/L) T -7z,

2.6.2-2 PMA THEEFE L 1= U937 itk T M BAX2398 jE141L

Il -macrophages
54 T [ +macrophages

CES activity
(SN-38 produced, ng/ml)

—

ol N —

s &
S N
¥ W

The human monocyte-like cell line U937 was differentiated to macrophages after 24 hours exposure to 16.2 nmol/L PMA.
BAX2398 (5 pmol/L) was incubated at 37°C with (white bars) or without (black bars) the differentiated macrophages. The
amount of SN-38 released in the media was measured at 24 hours and 48 hours following incubation using HPLC analysis

(n=2-3).
Kalra 2014, Figure S5 (supplementary material)

215 RIEEEMEAETO SN-38 D in vitro {RAEZE/EF (MM-398-NC-N-Ph-028 tE&)

ARBRO BEOIE, BEREMAER SRV & WO T SN-38 DM G EMER 2345 Z & Th - 7=,

A IO RR X 384 7N L— K HI T sub confluent fRAE E ThE#E L, SRR D SN-38 & 24 IFfH]
A Fa—|F L, Z20%, MIdAEFHIORNIIMIREZ S 612 72 FE#E# L7z, SN-38 (3K
5y ORI THIBAAAFR 2K 90%IA W7z, ICsoEDIXH O EITREL, ZDEIT S MKk
ATE (57 2.62-3), BEEEHIIAEEET LD /R F VBN T, Ky ORIFEREIZ%T LT SN-38 @ ICso
BV, 10 nmol/L A (3.9 ng/mL ; #iP# 1 pmol/L~100 nmol/L) T -7z, FHMAEED 1Cs fED
EFNZ, AV 27 i LR TH 7= [2],
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

= 2.6.2-3 HIEEEHAIFE T D SN-38 O ICso E R ViR E

ICs0 Log(pmol/L) ICs0 (nmol/L) | Max Tumor Cell Kill (%)

Cell Line
n mean SEM mean mean SEM
Aspcl 3 -2.40 0.30 3.9811 91.61 4.57
BxPC3 2 -4.77 0.33 0.0170 77.37 1.00
Capan-2 3 -1.69 0.07 20.4174 94.61 2.75
CFPACI1 2 -5.50 0.06 0.0032 84.74 4.06
Colo357 2 -4.21 0.10 0.0617 94.47 0.69
HPAFIIL 3 -2.69 0.29 2.0417 93.24 1.92
Hs766t 2 -1.20 0.07 63.0957 86.41 2.89
KP4 2 -5.10 0.09 0.0079 86.62 3.05
L33 2 -5.69 0.27 0.0020 93.01 1.75
L3.6pL 2 -5.55 0.10 0.0028 95.18 1.72
Miapaca2 3 -5.38 0.50 0.0042 91.23 3.26
Pancl 4 -1.86 0.31 13.8038 89.54 3.95
Panc6.03 4 -2.94 0.24 1.1482 87.68 5.58
PL45 2 -5.45 0.14 0.0035 92.16 0.34
SU8686 2 -3.16 0.05 0.6918 95.82 4.18
SW1990 4 -4.06 0.42 0.0871 91.92 4.67

SEM = standard error of mean, ICso = 50% inhibitory concentration

R L= otk (AsPC1, BxPC3, CFPACI, Miapaca2 () Pancl) (2%} L C,
BAX2398 1% in vivo TH B2 EEHEANGEIEH 27~ L7 (MM-398-NC-N-Ph-018A1 #R), F7-.
in vitro MINASEDO B LI ML B /RPRIE (X, &5 72 REfil#4 © PDX &€ 7 L2381 D IEEN SN-38
L —H L TR, MEHN SN38EEDYa s — e LTHIATX 2 aEEMERH D (Kalra
2014, MM-398-NC-N-Ph-023A1, MM-398-NC-N-Ph-024A1 % T8 MM-398-NC-N-Ph-027 #Br), &
Olo, b Lok h~2 v 77— Uk U937 Ml & BAX2398 L DA F aX— 3 L 48 IiF
Mt (KIE2.1.4) OB SN-38 J2/% [12.2 nmol/L (4.8 ng/mL) ] 1%, FrE ORI L CHY
FEIEER 2R -0l 5 Thd L EZDBND,

THT D & JREPRIZ DT DM RV D 5 B RS ORI X SN-38 (ZEZETH D |
ICso fE2 10 nmol/L LA F CTHEFAEFR DK T &7~ L7z,

2.2 In Vivo & E&

BAX2398 OIEIR 217 1 7 7 A VB L CLL F D in vivo 7k 2 52 L 7=,
1. [FIPFE R OB it e SRR 7 L~ 7 2 2k % BAX2398 @ in vivo HUIEIE1E
2. [A%HED CPT-11 XU BAX2398 & K A E T /L~ U A2 q4d (GF4[E]) #5
L7z & & O DO RIWR 2R BT A O in vivo HUESEMN
3. CPT-11 L VW KHED BAX2398 % K BEMHEE T /L~ D X2 q7d (G4 E]) &5 L7
& EDOREM 2T R A2 LD in vivo HUELEH]
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

4. TESEBMBHE T L~ U AT 5 BAX2398 O in vivo HUIEEIEH]

5. CPT-11 & [AIFEE D AUCsn3s & 78 3 BAX2398 A ¥~ 7 A5 L= & & D in vivo HE
BAEM

6. CPT-11 & [AIFEE D AUCsn3s & 753 BAX2398 & fHfE~ 7 A CHK G- LT & & OEE KIS
WREIZX 35 in vivo 1E

JEE 55 HETIFERAE Sh S 2 RTAT 9~ 5 72 0D, BESRAE I OSSR IRBE O JESS RS A 1000 mm? (2335 £ TO
H# [36] ICHEAZBEXRDO., invivo BWMEOR B2 Gl 2~ 3, SR FIZOWT
. MO B % OV MBS AR QN BB E T IR O IR AR OFEHIE A £ LDz, %2415
BaE, FTED BIZE T 2 EEHEEMEIE (TGD) %[100%(1-TVYTVe)] (TVt : BSEEED L [EE
KR, TVe : xFRRBEOEHEEARE) (X0 BN Lo, BoRFIREITKT 2 A O/EH KO,
FHHMAE D B % Institutional Animal Care and Use Committee (IACUC) HA KZ A [18] IZHt
VN, ATREZRFR O B L 72 10% K% TR 20% DR ERAD 2 Z N E P K O EE ORI S L
7o GraphPad Prism & F\V N CIEMOFEFHENT 2170, IESHATE K O RHAEIZ OV CREFA B 22
R LU,

2.2.1 RFrER UERFTEEEBIEETILY 2 R(ZxT 5 BAX2398 DnESER

BAX2398 DHUIERSEF % BOFERE O [RIFTIE & OV AT s SRR £ 7 L & IV CREI L 72,
b MEEREME L ~ T AR A Z 2LV, b MRS EPT A EENER SN D, E
BRI > 7 = 7 —EMRERBIT D L HOWE L, EEEZ LIS A— 7 (BLD
TER L, 2 &HORPHE PDX BT T L TlE, BERILEBEE (MRD Z2 AW CEEEZ &
BL7, PDXET AL E, BEOEEHRICIVELTI EEZONTWD, b 0B
O HEIE, BAX2398 OHUESGHER 252 Z & Th o7z,

2211  SCID ¥ XMDREFTE PDX BxPC3 [z E 7 /LT 9 % BAX2398 DHifESFA
(MM-398-NC-N-Ph-016 HER)

t bR HIIEAR BxPC3-luc2 % [RIFTPERAE L 7= EEHE A& E A4 (SCID) <~ v AT, BAX2398
10 mg/kg % q7d (Bt 5[] §ARNE G Lz, sSREREIRIH, AR L O OKEZ 40 H H F
THIE LTz, FrE DIBERIZ 31T 2 IR & QBRI & 2 GIBRALAE D ex vivo BLLIZ KV 3FAl L
fo, ARERFHEBEE 27 2.6.2-4 1T T,
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

F 2.6.2-4 MM-398-NC-N-Ph-016 FRERETEIE E

BEHELO AL BAX2398 : 10 mg/kg # EERAN 7 %05 q7d (GF S B RN 5-
et iR [V kR mE A E A K (PBS)] ¢ q3d MEEN# 5

£ e 3 BEARNAR — 7 2§ 5

~ 7 A %K 1 SCID ~ 7 A, 6~8 Hifin, 12 PLHf

&€ 7 L BxPC3-luc2 #ll fa ik 2 AN 2 R Fir I R Al

FEATE o EBARE (28 BLI, 3~7 A1)
o JEBHATE (ex vivo BLI, iR THF)

KE (3~7 A1)

g A (BB T IRp)

RS VENEE B (ex vivo BLI, FRBRFK T EF)

HeEHEAT o TEEESEONT (Two-way ANOVA) %, L EILEAIED 220
Fisher’s LSD #E (S, 425 BLI, =B MENEE &)

—JCHRE T (One-way ANOVA) #. ZHEEMHIED 72\
Fisher’s LSD &7 (ex vivo BLI, [} &)

RO A8 BLLIWEEICHIN L, #55LARE (7 HE) L L T40 H BIZ 261 1%
(S EE DOFEMER 22 (SDy) =234] 1T LD, ZhUTxi LT, BAX2398 #H-FEOREHE(L A
HBLIZ—ETHY, 40 HH THT 7232 1% (SDg=3.23) OHIMTH -7 (P<0.001), ¥k
JeAFEHUEL 21~25 HRICER/MNE e o7z (BEYE(L4 S BLIIL 0.89 % [SD=3.34]), BAX2398 #
R 5 UIBRIESEE O ex vivo BLLIL, *HHEHEE & Holg L C 40 H H T 803 5K -7
(P<0.0001)

BAX2398 £ 5 TIIWT I b IKEBD 2R E 0o T,

RIS X BAX2398 10 mg/kg @ 5 [MIH 54, 40 H HIZ BXxPC3 A UIBR L, WHEEZHE
L7c, *HHRBEOMEGEERIT 1.71 £0.52 ¢ CEHEHERERZE, n=12) ThH V., BAX2398 H-ED
G F B 025+ 0.08 g (n=12) &89 7 /&> 72 (P<0.0001),

Ex vivo BLLIZ X 0 E UT- s i i GRS E2ME) 13, o HREE & ik LT BAX2398 #%
GREOMNE (2441 7). W&V 38 (182 £5) . HFliE (96 £5) KO (5.2 f%) THEIES

(P<0.0001), HEFREMHEL (331 fi%, P<0.05) THART LTV, KEREIZH S 27225 M5 358
Lol

2212 NOD-SCID ¥ 7 XA D EFE PDX OCIP51 &z T )LIZ %9 % BAX2398 DHiiEH/E
A (MM-398-NC-N-Ph-023A1 E&)

IRFR LRSS E 7 L & LR T B 2 BRI OCIPS1 [3] A RIFTHE&HE L 7-3k
JEGHERE (NOD) -SCID ~ 7 A2, BAX2398 20 mg/kg % q7d (Gt 4 [m]) FARNEES-L7-, [F)
At PDX OCIPS 1 [ E 7 /L Tl #fkAEIE 2 HERF -2 726D OCIPS1 RS DT i 23~ 7 A1
BiESh T o, s, EGAE L @ OREZ 28 HE £ THIE L7z, SRR
MRIZ X D HIE L7z, JEEOKERZZIRREIZ, PET 2 AW [BF 74 n Ty~ Lo T I8 ) v
K (FAZA) OBV AR TEMM L2, F7-. KETIICEIT HF IV DH~N— JREFIHIC
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

Jis 7oA 2 [$F1 7 v A m X 22 (FLT) & AUz PET/ X 22 o — X Wi gisd ik
(CT) 12 & 0 BREEBRAICEAM L 72, Blod~ 7 ARG C ORI B E D 7=

BAX2398 10 mg/kg % HE[RIEHRNHEE G- L, #5524 KON 72 B IS 2 80 L7, 26 Off

BERBE Tl YH2AX HettiZ & 5 DNA 855 ki L7c, SUBREHEEE 2 & 2.6.2-5 (2R,

F 2.6.2-5 MM-398-NC-N-Ph-023A1 G ERET B2

BH LA BAX2398 : 20 mg/kg & EERAE 28 Hi%h 5 q7d (B4 [B]) FRARAE
BRI E K O DNA 5RO 729 10 mg/kg % HATFRIRPN
ziﬁtﬂﬂﬁ (PBS)

B bR RHARNA — T 2 5.

<7 ARH NOD-SCID ~ 7 A, I 6~8 Hfn, 5~10 T, Ff

JEgET L BT ORI AR OCIPS T e 2 AENSH L Z [RI P PERE A 5 26 9 kMR

FHmEA o JEGHARE (MRD
. {KE

W IKIR R IRAE (['SFIJFAZA-PET A A — 7 [0, 6. 13, 20
HHE] : M#ER N7 O FAZA #58% (%ID/g) K MR
57 )

FMRaEAE (['SFIFLT-PET A A —< > 2 [-1. 16 H A] : FLT ¥
i &% OF FLT fe K AiE)

JEEEE GREBREEH)

RAIE

DNA 815 (yH2AX %fa)

HE AT +  Two-way ANOVA %, ZHEIHZAHIED 720> Fisher’s LSD fiE (ff
B IARTE)

KIMRD 2N 2 BERINZ %95 Welch Ol  #iT (FAZA)
One-way ANOVA (FLT)

B SRR AR OCIPS1 % RIFTPEICRAE LT-~ 7 AIZB W T, B5-BGHE O @R AL,
HERED 419.3 £309.1 mm® CEHEHFEEERZE, n=5) (ZkF L. BAX2398 & 5-HE Tl
461.7+2269 mm® (n=10) Th o7, REEOIEGARIIRFBICHM L, #5045 3~14 HE T
2L 7257 (5 HETI127.0+83.0%), & COEIIHRSHE1~21 BE (FRfEE95H) £T
(2 1000 mm? (23 L7z, BAX2398 & 5-HECIIRIE# 54 5 B BAH TR TOMEBRREN R K (O
#2458 £33.5%) (T L, 10 Bt 2 B CHEEARIE 1000 mm® 28 2 72, 5 A BLEE, 1 1 [A0
BAX2398 #4512 £ 0 FESARIZR IS Uiz, 21 B B IS AR5 5-BIAARE & ik L C
27.6 £28.7%0 LTz, BRIESAR (1 X5 BH) St 2 &% IT503£202%Th-o
77

BTOA A=V T il R OEIRICH LT T ol b BRI BRM AR Ui, HEREOF
PUREJANT, XR—RA T4 LW LT 10% % B2 720 o7z,

B 5 BALAIRE, %ID/g CE R b L7z FAZA HUV IAZ T 2 BERE CHEZEITRD bR o7z

(P=0.236), *fPRREIEEED FAZA > 7V (%ID/g) 1310 H O A 7 VI —ETh
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

V. 13 HEIZ266%HEM L7, ZOEINIEHEFFRICHEE Ch o7 (P=0.0382), % D% FAZA
T FATIREIZAD L, 20 HBIZAR—RF A4 L L TR 14% @V MEE TR 72, XFHREE
JEEI5s DARFR Ry BN RAE DM 27~ L, #&5-PAae & Eble L C 13 H BIZ 33%. 20 H BHIZ 54%D
BT ATz, 20 B H OHEINIHEFFICHEE CThH -7 (P=0.0030),

BEEERENE T DY) FAZA 7 F vk, B GBIaROEE & e LT, 6 H HIZ 36%

(P=0.0031), 13 H HIZ 42% (P=0.0012), 20 HHT% 28% (P=0.0133) /4 L7z, 1[BIH O
5 A 7 VHIR T OFER DB IR D IFHIE 31.40 £22.87% Tdb o 12, BESBEIEL DK R 345 i
IEIREIEROME A2~ L, 6 HH T50% (P=0.0025), 13 HHT57% (P=0.0019) & BEEIZHD L
7o T, KEEFSEIL20 HH TR—RF A L L T 40%DHEA & T 0Lz
DL KR E L TRGEHFIIICAE R Th o7z (P=0.0210),

['F]FLT PET A A — > 7 TR LN GATO FLT e KB 1L, SHHREET 12.73%ID/g, #ERAEET
13.52%ID/g T -7z, 5 16 H H D FLT fx KAEIL, S EE T 13.56%ID/g, #HHEE T 8.56%ID/g
Thole, BERIZRIT 2B 5-01#% O FLT Ik MEDOZEITAE ThHh-72 (P<0.0001), HIERETIT
516 H HO FLT e KMENAZ IS Lz Z Loz, #4507 (6.35+0.78%ID/g) & %5

(5.01 £0.80%ID/g) @ FLT ‘FEMED G FEHFNCHE Tho72 (P=0.0014), —J7, RFHEEO
5T (6.29 +0.92%ID/g; n=5) &% 54 (6.50 + 1.82%ID/g; n=3) ¢ FLT EHIED 2134 E Tl
2oz (P=0.8657)

BRI T RO IES AT, KIIRAET 1025 £258 mg, BT 267+ 143 mg ThH Y, T
K14 Tholo, ZOETHIHFIAE TH o7 (P=0.0020, *HLZEHLH),

REIEFET — 2 21557, FUEEVEH OMEFNIHEH L2 78I BAX2398
10 mg/kg Z#%5- L, &5 24 Bfiith (n=3) XU 72 BeRi#% (n=4) [ZIESAH-ELL7-, BAX2398
B[] 3 5-7% O fEE N SN-38 J2EE (FPJefl) 1324 KON 72 Rl # TENE 232 KOV 3.9 ng/g (27
Lize E720 #8840 7T h e (hiufl) 1324 ROV 72 BEf#% TENF0 1821 KT8 345 ng/g
W2 LT,

BAX2398 10 mg/kg Z##5- L, BAX2398 D¥J1#EH T2 DNAHEGICRIL L TU vigfb s
L5 YH2AX ZHIE L7z, OCIPS1 JEF AR T 24 KON 72 Kl # D yH2AX Jefa L~ LIS
7 ERADBED Bz, L L, yH2AX JeaD KE 3 IINESAIIICBRER T 0 | JEE AR E2
ORVEREIENIZITZRD Lo Tz,

2213 CB.17 SCID ¥ 9 XM Ef1%t PDX fEEE TILIZxt 3 5 BAX2398 DiiEBERIZH
[+ 5% CES FEDEE (MM-398-NC-N-Ph-024A1 5tER)

TR H SRR A IE# 18254 % BLATPERSAE L 7= CB.17 SCID ~ 7 A1 BAX2398 20 mg/kg % q7d

(Ft4[a) FARNBES L7z, #18254 PDX £ 7 /WICIE, FARERSE 2 MR 9 5 72 OIS OW A
B AR LT, REREI R, EEAELX OB ORES 28 HH £ CHIE Lz, MmiEh &
OV PN R I 2 1 X HPLC CHllE L7z, BAX2398 20 mg/kg #%5- 1. 4, 24, 48 O8N 72 BERiI#4 1
JER 2 LTz, Mg VARF T Ve 27 5 —8 BSUIEENIER (FAR) JIXKEL TS

(Bs1®) 2 RO~ A% =, Esle~ U ADOIMAEH SN-38 JREE [TEF AT~ 7 2D 25% Th -
7= [25], ESLIZT o WBICITFIET 22, A X0 MITFEE T, A4V 2 7 A& w
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

545720, BEBHEET VEREBRICBNTA U )T H UG REE LSS [25], FABRE mif s
3 2.62-6 IZRT,

= 2.6.2-6 MM-398-NC-N-Ph-024A1 G ERET B2

BHELIO AL BAX2398 : 20 mg/kg % q7d (Ft 4 [A) FEARNEE G SO E K& OVE S
P PK T D72 10 mg/kg % Bl E AR 5-
VAL (PBS)

AR RBHIRAN R —F 2 5.

~ U AR CB.17 SCID BRI X Esle~ 7 A, [t 6~8 v, 6 VL #E. 4 P. I
1‘15\;

5T v B HRPEE MIIa#18254 % F2 TRAHE 5 2 7 RO 8 ik (ZhE4.,
Esl¢ }2 TN CB.17 SCID #4:7~ 7 R)

FEAGIE H o JEGIRRE
.+ {kE

A K OSSN PK
s HiRAT . Two-way ANOVA

#18254-8P fifi 2 B4l L 7= B AE CB.17 SCID ~ 7 A D XFRRETIL, ¢ 5-Blthm O IR IRFEIX
272 £ 196 mm’ Th o7z, EEHARITREITEML, 28 HH @ERIBRGYA 7 A& TH) I
1168 +514 mm? (23 L7z, 6 Bl 4 TRl ToART (P 16 B, &iPH @ 14~25 H) ([ZHE
{RFEIE 1000 mm?® 1232 L7, BAX2398 20 mg/kg # 5-HE O #% 5-BHAARF O RS ARE X, 350 +210 mm?
THotz, 66 5 FITIE, WEBMBEEOMEARE (278 £ 127 mm?) (XK THEC
103 + 52 mm?® FEARICHI N L7z, 7% 0 1 Tl G-BaGI OIS AFE S R IR & < (710 mm?) |
14 HE £ THRBEIZIZIE - ETH o722, Z0% 2 BT 754 mm3 25 1163 mm® (228 L, K&
Ho 28 HHEIZIEL 1269 mm? |22 L7z, *HHERE & bbig L 72 BAX2398 20 mg/kg & 5-#£0 28 HH D
TGI 1Z 67% T - 7=, BAX2398 20 mg/kg #%5-1 X 2 FUESEE A I AIcHEE CTh - -

(P<0.0001),

#18254-7P #li A FHl L 7= Esl® CB.17 SCID ~ 7 A Dt HEETId, -5 BIAAIE o N5 A5 11
268 +98 mm® Th -7, FEBARITKFICHEML, 28 HE @RIBHEGY A 7 K& TH) I
781 +260 mm? (23 L7z, B T DRI IES AFEAY 1000 mm? (23 L 2B I3 e dh o 72,
BAX2398 20 mg/kg & G-HE D 5-BllRI OIEFIAFEIL 296 + 140 mm® Th o7z, & 5-BHLARF D IE
FBEITI12~4BEET—ETHY, TORRKREBITHA LT28 A HICR/NE o7, KMEEITZE
NZE N DI RIEIGARFE D D IR 54%#E/N Uiz, SFHREE & Hef L 7= BAX2398 20 mg/kg B 5-BED
28 HH® TGI 1 78.9% T&Hh »7-, BAX2398 20 mg/kg % 5-12 L B HUIEBE/EH T EH2ICHEE T
otz (P<0.0001), Z DX HiZ, MAE CES IHHEOAMIZED 57, BAX2398 IX[FAEED FLAELE
HAzErLE,

AR B W TRERBAD IR S Lo T,

MAEFR R OREBENA Y /7 5> O PK ZFENIHF AR KON Esle~ U A TIRERECTH -7z, &5
72 KEEZ D Bsle~ U ZDWEGNA Y 7 0 CIREEL, BAR~ & R & g LT 60% 0o 7
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

W, HEHFICAEETCIE R o7z, L, MEREBRIEEOIKT & 8 LT, &5 24 IKF[ELL
N OAT ORIER T Esle < 7 2D M SN-38 JEFE 1T 10 (720 Bjgid Uiz, FHLIRE, i
SN-38 IR [T T & 2o 7228, NEEN SN-38 JEE 13 72 FE R CHLIE R RETH 70, 5
1~24 FERIF412 Esle~ 7 A OESEEN SN-38 I XBF AR~ 7 & & i LC 5~10 5 L, LI
DPETZEDET LV /INEL Ipote, WA~ Y 2 BT 55 72 R £ TO AUCsnas 13
4007 h'ng/mL TH Y, Esle~ 7 A (958 h-ng/mL) &L TR4EBRWVIRBERE CH -T2, £
PABE DORIER R Tl Bsle KOMPAER -~ & X DOEEEN SN-38 IRIEEIXFRR Ch o7 (72 R D
HEIX 2 ZEh 7 LDV 12.1 nglg) o

2214 CB.17 SCID ¥ R M EFT % PDX fEfZ € T/LIZxI 9 % BAX2398 D infgH 1A
(MM-398-NC-N-Ph-027 &%)

6 FEFE O FLATHE PDX £ 7 /L & UV C BAX2398, CPT-11 (#14244 D7) KOVF Ly Z BV

(#18269 LIAV) DOHUIEIEEH & 7F4f L 7=, BAX2398 5~20 mg/kg % q7d (Gt 4 [a]) #lRPNEES- L
7o. AFRERCHV PDX 7 /0%, YIBR L7- FBH O 4 B CB.17 SCID ~ 7 A IZBAH L CHY
S, MEFFT 2 BEBMEET LV Ch D, REBIRY, EEAR L OB ORES 100 HH £ T
WE Uiz, (ST — 2 252 1o DIZRIRER 2 5206 L. #14244-12P Hifa 2 B L 7o g~ © X
BAX2398 10 mg/kg & HiEIF G- L, 24 X% 72 Rl G A 5 L 72, sBRGTH IR 2 4% 2.6.2-
TR,

£ 2.6.2-7 MM-398-NC-N-Ph-027 X EREHEIHIE

BHLD A BAX2398 : 5. 10 %X 20 mg/kg & q7d (§t 4 [m]) EARPIE 5 X
YRITE D7 10 mg/kg % HIAIFRRA B G-
CPT-11 : 25 X ¥ 50 mg/kg % q7d (§l 4 [A]) FRIRNIEG: (#14244
)
FAUHE L 100 LN 200 mgkg & q7d (B4 10) ERRNIES

(#18269 LIAt)
TR (B TRVATR)

P AR EEARN AR —F 2 # 5
~ U AR CB.17 SCID ~ 7 A, e I3 6~8 s, 7~8 T FE, 4 JC /5
€7 L B SRR ANIE#12424, 14244, 14312, 15010, 19015 K 1K 18269
TR ; MR EUEE 2.6.2-8 ICRDk
AT B o EIBIRFE
. KE
o &R (#14244 DF2)
HeE AT «  Two-way ANOVA %%, Fisher’s LSD i€ (Sidak #fiiF|Z L 5% Ht

)

BAX2398., CPT-11 K OVF Lo Z B %I LD TGl OFER A3 2.6.2-8 \IRT,
BAX2398 1314 PDX €7 /ViZxf L CTHAITHZMEZ R L2, BAX2398 OHUESEEH X, 6
TEE DR PDX B 7 /LI Z . MM-398-NC-N-Ph-024A1 iERDO#18254 EF /L TH#a L7,
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2.6.2 FILFER O FE L
Fr= A RS ERE 43mg

#18269 &7 /L LIS D KER Sy DIEEE T /11E BAX2398 (ZFHEH 12z M3 < . BAX2398 10 mg/kg
D TGI X 61.6~97.8%IZE L7z, [RAEIZE VT, BAX2398 (dxff & bl U CIEBHGH 2 21~
64 HIEAE SH7-, 3FHEDOET /L (#14244, #14312, #15010) %, BAX2398 #H\2 kv —E L
7o MR 2 o~ LT,

FUERIC L B & ARBRBRICHER LR O Bk & e B BAE IR, RTINS ICZ ORI 7 L
VEEVTT LU E E AR X DIRE AT TR Y | #18254 NII#18269 T /LT B
THREFITNENREERY TN TED 7R LT\ e, #19015 €7 /VICBhE 2 B OIR#E
BARIAR DIEMIT 2V, T AT Z B 2BBORZ T T e, AT ZE I LT
#19015 &7 /VITIRBPUME 278 L, #14312 €7 /WIEIREUME SUS IR P 27~ L=, Hylander &

[17] 1, #12424 ET )UET LU 2 B AIREIEZ RT 2 L2 ME L TR Y . ARBRTH G
PEDSHERR Sz (B 8 fkY) . Z DXk 912, BAX2398 |37 AL & U RBIETET /L (#12424,
#14312 L UH19015) 12kt U CIEGHEIMHEIIER 2R L, AV X B VST T V. (#14244 K&
U%15010) (Zxf L CTH R E/R LT,

#14244-10P €7 /L TlL, 2 HED BAX2398 (5 LT 10 mg/kg) &, ZiL & [AIFREE O SN-38 MkEx
FEA T CPT-11 (25 V50 mgkg) OIEH AR L7-, MAHEE & CPT-11 & Hfg LT
BAX2398 13 L V) O EEHEFE I 278 Uz, SkFREEE & Bbi U C CPT-11 12 K 5 IS5 HE il B 4k
1L 5~7 HTH-7=DIZxi L, BAX2398 (T K 2 EEIFHIEE L 24~33 H CTH - T=,
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

#* 2.6.2-8 CB.17 SCID ¥V A DEfFE PDX BEETILICXT S

BAX2398. CPT-11 RUS LS4 E LD EE ETE N1

PDX model Treatment Dose? TGl | #doses; | Growth 2-way Gem
(mg/kg) (%) day delay® ANOVA® insensitive
(days)

12424-8P BAX2398 5 28.6 4; d35 - N Y
BAX2398 10 67.2 21 Y
Gemcitabine 100 -13.9 - N

12424-9p BAX2398 10 76.4 4; d36 42 Y Y

14244-9P BAX2398 5 69.7 4; d28 18 Y N
BAX2398 10 93.8 39 Y
Gemcitabine 100 78.4 14 Y

14244-10P BAX2398 5 80.3 4; d21 24 Y N
BAX2398 10 93.3 33 Y
CPT-11 25 333 5 Y
CPT-11 50 46.0 7 Y
Gemcitabine 100 85.5 25 Y

14312-4P BAX2398 20 96.2 4; d35 57 Y Y
Gemcitabine 100 28.9 7 Y

15010-4P BAX2398 5 94.9 4; d35 40 Y N
BAX2398 10 97.8 64 Y
Gemcitabine 100 81.6 42 Y

19015-7P BAX2398 5 -13.4 4; d35 - N Y
BAX2398 10 61.6 28 Y
Gemcitabine 100 -8.5 - N
Gemcitabine 200 344 21 Y

18269-7P BAX2398 20 39.4 4; d30 3 N d

PDX model 18254 included in table for comparison. See study report MM-398-NC-N-Ph-024A1 for
complete analysis.

18254-7P¢ BAX2398 10 70.8 4; d28 ND Y N
BAX2398 20 78.9 ND Y
BAX2398 40 75.0 ND Y

18254-8P BAX2398 20 67.4 4; d28 ND Y N

o o o o ®

(P <0.05), N: no statistical significance.
PDX = patient-derived xenograft, TGI = tumor growth inhibition, ANOVA = analysis of variance, Gem = gemcitabine,

P = passage, ND = Not Determied

Doses are given as bolus intravenously q7d
Time relative to saline control to reach 1000mm? volume (-: no delay relative to saline control)
Evaluated in Es1¢ SCID mice without plasma CES activity
Patient showed partial response to gemcitabine
Post-hoc Fisher’s LSD test with Sidak’s correction for multiple comparisons, Y indicates statistical significance

#12424. 14244, 14312, 15010, 19015 & TN 18269 T /L& HW=RERICB W\ T, B0 FE
REREZITOTNLRD b o7z,
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

BAX2398 10 mg/kg Hilal$ 5% DOIEEEAN SN-38 R E O HJLfEIL, 24 O 72 Kl f: CTENZE I
86.5 11103 ng/lg Th o7z, A Y /T H AREOHRIMEIL, 24 KO 72 Kefijth CENLEN
6909 } X 606.5 ng/g T -7,

2215 NOD-SCID ¥ 7 X DEFf CDX B E TI/LICxi 9 % BAX2398 DfEH/ER
(MM-398-NC-N-Ph-018A1 FE&)

K % ZRIFEREARIORE 2 AR\ RS L 72 NOD-SCID ~ 7 A2, 20 mg/kg £ TP BAX2398 %
q7d (BF2~51[a]) FRARPAER G- L7-, PANC-1 MIfakkiL 56 ki Pk LR VEEE B OEE ok CTh
%, MiaPaCa-2 flfaiKRIL 65 ik B PEREE BF OB K CTd 5, BxPC3 MIFIKIT 61 k2 PR R
FBREOMEHRTH D, AsPC-1 fIPAREIZ Y L3 Z © L FEREEME T 62 i 2o Ml R M S s e
FHOMKBEKETHY, R E LTH AT H 2100 T8 200 mg/kg % 5848 7, CFPAC-1
FHERCLR LIRS i Sy OB RMEARAEIE 2 3 5 26 ik BHEBE OB EBRTH Y . KL L
TH LV HE 100 mgkg #H5REA Gz, REBMMTD, BEEEELOCEYORELZ 72 A H E
THE Lz, sUBRGHEEE 2 & 2.6.2-9 1T,

& 2.6.2-9 MM-398-NC-N-Ph-018A1 FHERSTEIHI =
BHLO AL BAX2398 : 1.25~20 mg/kg % q7d RS (GF 2~5 [a])
CPT-11 : 25~50 mg/kg % q7d H#RAN#E5-
F AT HE Y 100 KON 200 mgkg % q7d ERIRNEEL- (AsPC-1) U
100 mg/kg % q7d &k #E 5 (CFPAC-1)
R (PBS)

e R EERNA—F 25
~ 7 AL NOD-SCID < v A i 4~8 s, 4~8 i /Bt
ST 7 L PANC-1, MiaPaCa-2, BxPC3, CFPAC-1 K TF AsPC-1 #lifiil & fz T Al
FEATTE H o EIRRE
. {KE
R FRAT «  Two-way ANOVA . Fisher’s LSD MiE (Sidak ffiiFic L 5% HELt
#2)

2T ORETT VBT, BAX2398 20 mg/kg D HIEIH5-1% 7 & JEEHGEMHIE A 23380 5
7-, BAX2398, CPT-11 KONV AL Z N2k D TGL 23 2.62-10ICF &5,

BAX2398 20 mg/kg Tlix, BxPC3, CFPAC-1, MiaPaCa-2 } ' PANC-1 &7 /LIZkI4 % TGI I
0% T o773, AsPC-1 ET/VIZHKT 5 TG 1 2 SBR CTENEN 52.4% K N 62.4% T -7,

BAX2398 TIE L W IRHEBET L. CPT-11 OZhR & bl L7z, BxPC-3 2} CFPAC-1 £7 /L
\Z%59° % BAX2398 5 mg/kg OIESHGEMHIEA L, Z4 24 CPT-11 25 X O 50 mg/kg DIEH &
D L HEEIZE -T2 (BxPC3 : P<0.0001, CFPAC-1 : 2 iR TZALZ 4 P=0.0037 KT}
P=0.0039), AsPC-1 €7 /L Cl¥, BAX23982.5 K15 mgkg @ TGl (ZZ40 27.8% K% O 27.3%)
IZ. CPT-11 50 mg/kg (23.3% ;29 H H CTP>0.7150) E[REETHY . Smgkg LV EHED
BAX2398 (2L % TGl 1%, ®HEEEL R L CTRTOET L CTHRIZENS T,
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

I B HHIERIIRE ASPC-1 (2% L TH A3 Z B 100 K 08 200 mg/kg (30520 & 72
o723, CFPAC-1 MIfERRIZEHBWTIE, 7 AT B 100 mgkg @ TGI 11 2 R T £
74.0%M R T71.5%TH D, 7L Z B DRIT BB i L CTREICE -T2 (W T
# P<0.0001)

% 2.6.2-10 NOD-SCID ¥ 9 X D EFT4 CDX EZEETILIZXT %
BAX2398. CPT-11 RUS LS4 E LD RS E5E N4 FH

Two-way

Tumor model Treatment Dose (mg/kg) TGI? (%) # doses; day ANOVAP
AsPCI [1] BAX2398 20 52.4 2;d10 P=0.0013
AsPC-1 [2] BAX2398 20 62.4 5; d29 P<0.0001
BAX2398 10 56.0 5;d29 P<0.0001

BAX2398 5 27.3 5;d29 P=0.0231

BAX2398 2.5 27.8 5;d29 P=0.0208

CPT-11 50 233 5;d29 P=0.069

Gemcitabine 100 -3.7 5; d29 P=0.7579

Gemcitabine 200 2.1 5; d29 P=0.8637

BxPC3 [1] BAX2398 20 91.7 5;d33 P<0.0001
BxPC3 [2] BAX2398 5 64.7 4; d27 P<0.0001
CPT-11 25 41.4 4, d27 P<0.0001

CFPAC-1 [1] BAX2398 20 97.6 3;d20 P<0.0001
BAX2398 10 89.8 3;d20 P<0.0001

BAX2398 5 79.1 3;d20 P<0.0001

CPT-11 50 46.3 3;d20 P<0.0001

Gemcitabine 100 74.0 3;d20 P<0.0001

CFPAC-1 [2] BAX2398 5 85.0 3;d22 P<0.0001
CPT-11 50 50.9 3;d22 P<0.0001

CFPAC-1 [3] BAX2398 5 78.8 4; d26 P<0.0001
BAX2398 2.5 71.8 4; d26 P<0.0001

Gemcitabine 100 71.5 4; d26 P<0.0001

MiaPaCa-2 BAX2398 20 97.1 4; d22 P<0.0001
PANC-1 BAX2398 20 94.3 4; d22 P<0.0001

2 Tumor growth inhibition (TGI) rate at end of treatment calculated as [100*(1-TVy/TV¢)]
b between treatment group and vehicle control group

[1], [2] and [3] indicate 1st, 2nd and 3rd experiments, respectively.

ANOVA = analysis of variance

B HBRAGIE & el U CTIRERD N S =0y, BREIXD T TH Y (kKT MiaPaCa-2 €5
IV TCONRE 3.9%I80) . 1T & A EDLEDBW T, BBNIPIOEEREN KE o7z 2
ERO IR NEIESIC L D EE X BILD,
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2216 BEEBEET VIR DNESERICET 5 F L ORVIER

SCID ~ 7 Z DAt PDX BxPC3 £ 7 /AT TL Flid. AT M OV 2 & d e 5 ok o

HARE PRS2k U C b B3EIT 2 2 IR SRR A J OV U © IE TSI 23380 i
(MM-398-NC-N-Ph-016 588) ,

KV EEHENRLS . TRETAX T U DU IALERIM L, KRR LV OFE VR
F L SRPEREAIIE OCIPS1 [3] % SCID ~ 7 A [RIFMERBAE L 727 /LIckt LTH, BAX2398 134
BA&R L2 (MM-398-NC-N-Ph-023A1 58B%) , BAX2398 O #J[E#E 5-H 1 7 A HIRIH, [lET /LD
MRI (2 L B JEEEY A RTIEIR & U TR S0%EEM LTV a3, IR L~UL i3 36%IK T L 7=,
['SFIFLT HX 0 iAZ s E, BRI HIE R & OF yH2AX et CHER S D A1 0 FV  DNA 815
S & —E LTz,

BAX2398 (35D BFTHEREE 7 WISk L CHAMEZ R LTz, #18254 PDX ET /L

(MM-398-NC-N-Ph-024A1 i) . 7" L & © U IFRESNE AsPC-1 ABIARE 7 /17 ONT Panc-1,
MiaPaCa-2 &% O BxPC3 fildtkE 7 /L (MM-398-NC-N-Ph-018A1 #5R) 1L\ 41 H BAX2398 12/
VAR LTz, CDX BT /WCKTS 5 BAX2398 O IEFHEFEMGIMERIL, 5~10 58 A&
CPT-11 & H#g LT, [FARRE (AsPC-1) XIIHEIZI®N-72 (BxPC3 & U CFPAC-1),

b 72 Be OIEFENA U 2 7 H > KOV SN-38 R 1X, T EAUEE N O BAX2398 HE7E M
OV SN-38 Ml D 77— F & L CRIHCE 2 afRetknid v (Kalra 2014, AT 2.22.4), T4
k% 782 CDX BT /NVOT —Z BNRE SN TS (Kalra2014), BAX2398 # 5- 72 IKf#]#4 @ PDX Ji#
JEETNCTOA Y T PRE (140~702 ng/g) 1L, CDX ET /L TORME (844~5496 ng/g) &
b U TR <, PDX BT /LCO SN-38 J% (3.9~12.1 ng/g) £ CDX ET /L TORE (7.8~
127.1 ng/g ; HT-29 109 ng/g) @ FIRL~ULTH 7z, 72 Bl TOKL Y SN-38 1T F 7255
HH L TWAHA, FiED PDX FERETE T /VIX HT-29 £ 5 /L L 0§ SN-38 (25 2 B mn 2
EDRIREN D (OCIPS1 7 /LT BTz yH2AX DNA IS S bRIBESN5),
OCIPS1, #14244 % U#18254 PDX E7 /L Cidth HaL7= BAX2398 OHUESIEM 5, M+ CES
TEME. D F D MH To SN-38 ~DOEHITHELT L\, +43 TREGEHI 72BN SN-38 I8 3 /RIE
Iha,

IR~ 7 A2 BAX2398 Z#5- L7z 24 KON 72 Wi OER AT 20— A ) 2 T KO
SN-38 I (FUUHE) Z & 2.6.2-11 1T,
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= 2.6.2-11 ERBEETTIVIZCE TS BAX2398 B2IRNIZ 5% D
BERA"Y) /) THURU SN-38 BE

Tumour model 24h 72h
(Study report or . N TGl (%)
reference No.) irinotecan SN-38 irinotecan SN-38
AsPC-1
(Kalra 2014, MM-398-NC- 4665.0 (22.3) 84.1 (43.1) 1341.3 (51.5) | 24.9(12.1) 56.0
N-Ph-018A1)
CTG-0283
1158. .1 . 1 140.0 (42. 11.1 (110.2 -
(Kalra 2014) 58.0 (33.1) 39.8 (69.1) 0.0 (42.6) (110.2)
CTG-0288
. 2. 24. 2. 171. 4 (- -
(Kalra 2014) 995.0 (72.8) 3(32.6) 71.9 (63.4) 8.1(-)
OCIP51-9P 1821.0 (73.1) 23.2 (112) 345.0 (81.2) | 3.9(79.2) 71.6
(MM-398-NC-N-Ph- . . (20
023A1) 4737.2 (43.9) 140.6 (24.8) - - mg/kg)
#18254-8P (wt) 674
(MM-398-NC-N-Ph- :
024A1, MM-398.NC-N- 6858.0 (25.3) 100.4 (19.4) | 410.9 (36.6) | 12.1(32.5) m(z/l(() )
Ph-027) gike
#18254-7P (Es1°) 3.0
(MM-398-NC-N-Ph- :
024A1, MM-398.NC.N- 5358.0 (56.1) 16.0 (31.5) 702.0 (55.0) 7.0 (3.6) m(i(() )
Ph-027) g/kg
#14244-12P 6909 (19.5) 86.5(21.9) 606.5 (60.9) 10.3 (75.6) 93.8 (9P)
(MM-398-NC-N-Ph-027) 12055 (66.6) 129.9 (45.8) - - '
#15010-4P
40. .1 (16. - - .8 (4P
(MM-398-NC-N-Ph-027) 6789 (40.0) 66.1 (16.3) 97.8 (4P)
#20410-4P
151 . 2(84.2 413.1 (34.1 10 (- -
(MM-398-NC-N-Ph-027) S13 (387 36.2(34.2) 3164D 00)

Median concentrations for irinotecan and SN-38 are expressed as ng/g (%CV). Unless indicated otherwise a dose of 10
mg/kg BAX2398 was given intravenously to tumour-bearing mice 24h and 72h prior to tumour isolation. Tumour growth
inhibition (TGI) is referenced from the respective study reports.

-: Not available

2 End of treatment 20 mg/kg

222 FOHMOEBEEBIEETILIIRIZNT S BAX2398 DHilEEER

2.2.2.1 CPT-11 L RIZEREM BAX2398 # q4d &5 L= L = DIESER

22211 SCID YU RMDE b HT-29 KIGEEEBIET TILICRT 5 CPT-11 R U BAX2398
DHEEER (PEP02-NC-N-Ph-005 5£E&)

FEERARBR TN T, CPT-11 OEEGITHER G L) b A EICENTIRE R LT, Fi
B LU AT q7d 5 S HOFIRNE G- TH D . 2 a—AD&KKiitHE (MTD) (%40 mg/kg/day C
doiz [41], CPT-1160 mg/kg % q4d T 4 MG L7z &L 20K fEe MEGRBEEMEE T LIZH
2 HUESEA 2 Hardman & [13] (2 & 0§l & 47z,
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2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

HT-29 K BFERALE 7 L % 2 in vivo iR 2 5206 L 7=, ARERO HAYIX, BAX2398 O
PUESER M OB 255 2 & Tho7z, b b RIBEMIEE HT-29 2 84H L 7= SCID ~ 7 A
(2. CPT-11 (50 mg/kg) XId BAX2398 (25 & UN50 mgkg) % qdd (G4 [F) EARNE S L,
BRI, SRR OB OREZ 60 HH £ CHIE L7, RBRFHEEZ % 2.6.2-12 1278
R

% 2.6.2-12 PEP02-NC-N-Ph-005 HERETEIHE =
BHLY A BAX2398 : 25 (M50 mg/kg & 1, 5. 9 LTV 13 HBIZ#E G
CPT-11 : 50 mg/kg & 1, 5. 9 kN 13 HBIZH& G
RIS (U 7R — A%HHR)

e 5% EHIRN A —F 25
~ 7 A RHE SCID C.B-17/Icr =7 A, Iff 6~8 #ifn, A 20~24g, 6 VLB
[ /L HT-29 il % f2 TR A
FHmEE o JESAR 4 Al F A THE)
AE (4 HE)

B GBARRF O IR AFE T 91 £ 19 mm® (n=24, “FEEHTRHERZE) Tho7e (WEEKEG%Z 1 HA
L1 2), MREEOBARIT 17 BH P : 13~17 HH) (21000 mm? |22 L7z, CPT-11 #5
FEONEGEHITEI TR . AT 29 BB A - 25~33 HH) 121000 mm? (23 L7,

e b RO EBF G A 1T 5~17 B BICBIE S, BAX2398 25 mg/kg ¢ G- BE O IESAFEIL 5

HHIZ274+43 mm’ (n=6) (ZiE L. TOBMEGHIIREIENE L, K/ME 21 £ 15 mm® (n=12) &

7pode, MEERAEIL 21~25 BHH (6 DL 1 PEXX 6 Pirf 2 PL TR & d) & CTHEFFS L, %

D% AT OREEIE O L7z, EEAFEIL 49 HE (&P : 49~57 HH) (2 1000 mm?® (23 L

72, BAX2398 50 mg/kg ¢ GEEDIESAREIL S A HIZ 20543 mm® (n=6) (2L, TOHMKHS

NN L~ E TR L, 33~41 H Ei“@?ﬁﬁ%éﬂfc?&\ A C ORI E O Lz, 60 H
S (AFE L 184 + 66 mm® (n=6) T L 7=,

SFRBED R E IR IS L, 29~37 H BITHR K 10.5% (#PH : 9.3%~12.3%) A L7z, K
R IR & BB LT e, CPT-11 G REDIREIL 9 B HIZ 9.8%IKA L7y, £
DBEII>—HFIIZ[EE L2 (13 B BT 6.1%BA), DOtk SIREE L [FEED L~ E T
ORI L, 29~45 HH T 12.0% (&P : 104%~14.7%) L7z, BAX2398 25 mg/kg
BeEFEOREIT 9 HHIT 7.9% L7zs, ZD%[EIE L T25 HHIC43%8M LT, % D%
D 7= O B OMA BT L=, BAX2398 50 mg/kg #EG-HEDREIL 17 B BHIZ 204%4 L. 25
~60 A BIZIZ_N—2AT A AHEE THIE Lz,
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2222 CPT-11 & YIERE D BAX2398 % q7d 5 L= & = DMESER

22221 SCID ¥ IRAME b+ HT-29 KIGEEEBIEE TILIZT % CPT-11 R U BAX2398
DHfESER

SCID ¥ 7 ADt k HT-29 KiFE BB E 7 /L2 T 5 BAX2398 OHUEREMA % 3 F&

(15, 30 }% 0" 50 mg/kg) “C 3 [EIE DK LEHME L7~ (PEP02-NC-N-Ph-006, PEP02-NC-N-Ph-007 &%
TN PEP02-NC-N-Ph-008 #f#) . 3 3k & b [F— OB A A e (3£ 2.62-13), 2D OFER
OBEMNE, & HIKHETO BAX2398 O/ R OBREZFHMEIT 52 & Thotz, HgEE LT
CPT-11 50 mg/kg = &7, HERHIM F . MG AEE OEW OREZ 60 H H £ THIE L7z,

% 2.6.2-13 PEP02-NC-N-Ph-006., PEP02-NC-N-Ph-007 K& U
PEP02-NC-N-Ph-008 S ERETEI =
BHELO AL BAX2398 : 15, 30 KU 50 mg/kg % q7d (Gt 4[] &R 5

CPT-11 : 50 mg/kg & q7d (B 4 [8]) #RIN#ES-
TRIEHE (5%~ K o 8E)

e Ao L RN AR — T 25
~ U AR SCID C.B-17/lcr = 7 % fft 6~8 Hfih, AT 20~24g. 10t /#f
T L HT-29 iz fZ N
FRAmE A o JEBARE (4 HEIC, FATHIE)
{KE (4 BfE)

(1) PEP02-NC-N-Ph-006 EB&

B G-PHARRE O IR AR 1T 98 £32 mm® (n=50, “FEEHRHERZ:E) Tho7z (WREEKEG%Z 1 A

T 3), HREEONESARL 13 HA &P : 9~21 HA) (2 1000 mm?® (23 L 7=, CPT-11 %5
FEOMIEH R IHETT 208 < | EEARIL 21 HH  EEPE @ 13~29 HH) {2 1000 mm? |23 L7z,
BAX2398 15 mg/kg % 5-HEDMESEAFEIL 9 H HIZ 242 £ 120 mm® (n=10) (Z3EL7=, ZDHIEGIX
DI NTIRME L. 17 B BIZHR/AME 197 £107 mm® (n=10) &72-o7c, FDOH%AETOMEBILFTF O
L. MEEAFEIX 41 B EH (FPH : 33~49 A H) (21000 mm® (27 L7z, BAX2398 30 mg/kg £ 5-
FEOMEGARIL S HHIC176 +42 mm® (n=10) (T3 L7z, Z ORIEFITIREBITIRNE L TVl
36 £21 mm* (n=30) &72v . 25~33 HE (10 PTH 1 PE% 10 Pidr 2 PL TR S417) im&
FRESi=t%, 2 CTOBEIIFOESE L7, 60 B BIZIEBAREIL 903 + 340 mm? (nzlo)
72 BAX2398 50 mg/kg & G-REDMEFHAREIL 5 H HIC 137 +59 mm® (n=10) IZEE L, %@?‘ﬂﬁm
FRAAHIT (<15 mm?) % CiBfE L7z, FEEHEAEIZ 21~45 BHH (10 PEH 5 JC~10 PCH 8 PECHREHY
Shd, 17 HAII3IEADS7T HAIZTIETHREHIAT) £ TR SN-%, HOETOREGIX
WA U7z, 60 B HICHEBAFEIL 157 £ 187 mm® (n=10) (2L 7=,

RIPRREDIRE T 17 H HIZ 10.4%0800 L, 17~37 H BIC 4 11.4% (FPH : 10.4%~13.6%) P8
D UTe, T ORERBITIER G & FHECBE LT e, CPT-11 5 #EOEEIX 13 HEIZ
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102%0800 L, sRBRIIRE P HERF Sz (13~41 B H ORI 11.2%, #PH : 9.3%~
12.6%) ., BAX2398 15 mg/kg G- DOKREIL 29 H BHIZ 7.1%084 L, 13~60 H H OFERED 21X
53% (#iPH : 2.5%~7.1%) T >7=, BAX2398 30 mg/kg &5 HEDOIKEIL 13 H H T 6.3%IH)
L. ZO®%EME L T45 A BIZ 8.8%MMN Liz, ZDtk, MEEHHEIHO - DIRE T OO M
L7z, BAX2398 50 mg/kg % G- HEOREIL 13 H BIZ 5.0%5 L, Z0#%EE LT 57 HHIZIX
13.0%8800 L7z, &0, SO 72 DR EITFH Wb 228 Lz,

(2) PEP02-NC-N-Ph-007 EE&&

F G- BAAGIF O JESHATIL 111 £ 32 mm® (n=50, VHIEHFEHER2E) Tho7z (WEEL-% 1 0
HEd2), sHBBEOESAREZ 17 BA @GP : 13~21 HH) 12 1000 mm3 2% L7=, CPT-11 #
HREOMEPEEITEME U, AL 17 BE & - 17~21 HH) 12 1000 mm? ([Z2E L7z,
BAX2398 15 mg/kg #% G-HEDOIEBHAREIL 9 HHIZ 254 £ 44 mm® (n=10) (Z3ELT-, ZDO%BIEEI
WEBITIRAME L, 13 B BIZHR/ME 19562 mm? (n=10) & 7257z, ZDO%4 TOMEE I OHEhE
L. MEEHAFEIZ 41 HE (FEPH : 37~45 HH) 2 1000 mm3 |23 L 72, BAX2398 30 mg/kg % 5-#F
DIEFGAFEIL S B HIC202+59 mm® (n=10) (T Lo, ZORMERITIREITIERME L Tho/ME
24+ 17mm* (n=30) &720 . 25~33 HE (10 PCH 1 XL 10 PUH 2 PLCRH SS9 & Tl
Frai-tt, & CTOMERITHOHIE L7, 60 B BICIER AR 831+ 348 mm® (n=10) |
7z, BAX2398 50 mg/kg % G- EEDOIESAREIL S HHIZ 198 £49 mm® (n=10) IZEE L7, MR
FAHT (<15 mm?) £ TG L7z, BEEHEHMEIL 25~41 HH (10 Pirf 5 JC~10 PErf 7 PR &
AT, 17 HEIZ TIERONS7 HEIZ LB TR INT) £ CHERF SN2k, O TOREEITHE
JE L7z, 60 H HICIEEAREIE 13989 mm® (n=10) (ZEEL7=,

S PRBEORE TR EBIZIA L, 29 A BICHRAKIDF 14.5%IC 5 Uiz, & OERERAD (ZIEEIEHH
CEPRIZBEE LT s, CPT-11 # G5 REOREIL 17 B BIZ 9.6%80 L. BRI R S -

(13~41 B H ORI 11.3%, #PH : 7.5%~16.7%), BAX2398 15 mg/kg #5-REDRE T
9~13 A BHIZ 7.7%d L, 17~60 B B OVEBA 31T 7.5% (& : 4.5%~10.9%) Th o7z,
BAX2398 30 mg/kg # GREDIRE L 9 H HIZ 8.9%8 L, ZD#[EIE L T45 HEIZ 8.5%MIN L
7o EO%, FEEHEO = DR EITFH O L7-, BAX2398 50 mg/kg #¢ 5-HEOREIT 9 A HIC
9.4%J8 L, ZD#%EIE LT 53 HHIZIX 9.0%8n L7,

(3) PEP02-NC-N-Ph-008 FB&

B G-BHAAREO JESAFR L 119 £31 mm® (n=50, “FHEHAEHERZE) Tholo (WIEES% 1 A
HET2), xHRREOESAREIX 13 HE (HEPH : 9~17 HH) (2 1000 mm? (23 L7z, CPT-11 #¢
HREOIEEIEAEI I TR < . FEEATIE 90~13 A HIZ 650+ 150 mm® (n=20) THEFFSN 7z
%, 17 HA (&iPH : 17~37 HH) 12 1000 mm? (22 L 7=, BAX2398 15 mg/kg % 5-#f O JEEAFE
X9 HEIZ416+ 143 mm® (n=10) (ZiEL7-, TO®RIERITDOTIRME L, 21~25 H B iZ&k/h
il 228 £ 112 mm* (n=20) &72-7-, TOHETOMBITIFHOME L, BEEAEIL4S HE G
:37~49 A H) 121000 mm? 23 L7, BAX2398 30 mg/kg & 5 REDIESAREIL 9 H HIZ
262 +97 mm® (n=10) |ZEE L7z, EOBREEILREIZIRNE L T 33 H BITHK/IMAE 23 + 6 mm?
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(n=10) &72-o7-% (10VED > B ESNenr>T-8id7a L), & COEBIEFE O Lz,
60 H BIZHEEATEIL 962 + 556 mm® (n=10) 25 L7=, BAX2398 50 mg/kg £ 5-REDIEFATEIL 5
HHIZ250+68 mm® (n=10) (Zi#EL7=#%, OB (<15 mm’) £ TIRME L7z, JE5
IBAEIZ 37~45 HE (10 PEr 6 PLE 10 Purf 7 PECRE &SNS, 17 HBIZ 1PE&LON49 HHIZ 2
PECRRIHENT) ECHEFFS -, BV COMEEITHE L=, 60 B B IZIER AT
306+ 157 mm? (n=10) |Z3E L=,

KERBEORE IR EBITHAD L, 37 HHORAHRIL10.7% Th o7, Z OIRERA ITIEEETH &
BRECEE LT, CPT-11 B E5REOREIX 13~17 HHIZ 7.8%8 L=, 29~33 HHIZIZ X
DT 13.6%FE TR L, Z0O#% O30 EIE L7z, BAX2398 15 mg/kg # G- HEDOAREIL 13 HEIC
71%W0 L, 17~60 H H OFEE) L 213 43% (&P : 2.1%~6.3%) ToH-7-, BAX2398
30 mg/kg HEEGHEDARE T 9~21 A BIZ 4.5%A L, ZD#%EIE L T37 HEIZ 7.9%8M L7z,

Z D%, TEEEIEO - DK EITF O Lz, BAX2398 50 mg/kg # 5 REDOAEIL 9 H HIZ 4.0%
Wb L, ZO%IEME LT 45 A BICIE 8.8%HM Lz, Z Dk, IEBHIHNO /= DIRE X FH Vb )
W2 LT,

2223 SCID YYD RAMNE + SiHa FEGEEERIET T/LICK T % BAX2398 DinfEE{EH
2.2.2.3.1 SCIDY¥IRAMDE + SiHa FEHEEBBEE TILICHT 5 BAX2398 KU R T
SFUDOMEEER (PEP02-NC-N-Ph-011 5E&)

b b SiHa & SR &2 BAEBAE L 72 SCID ~ 7 A2, Y AFF7F 2 (6mgkg) X
BAX2398 (25 X150 mg/kg) % q7d (GR4[E]) FRARAES L7z, AFRBRIZFEET /10 BAX2398
KT AT T F v OBAIE G DS A2 Tl 2 BRI Ch 5, RBRGHEEE 4 %
2.6.2-14 12”7,

% 2.6.2-14 PEP02-NC-N-Ph-011 SHEREHEIEE

BELY A BAX2398 : 25 K TN 50 mg/kg & q7d (Bt 4 [5]) EARPE S
VAT TT v 6mgkg & q7d Gt 4B FEARNEES
WRIERTIE (5%~ K o7 b)

Be BRI EEARNA — T 2§ 5
~ 7 AR SCID C.B-17/Icr ~ 7 A, M 6~8 #ifin, (K 18~22g, 4 PL Hf
JEsT T L SiHa i & f2 TR 4E
FEATEE H o JESEARE (4 BEIC A THE)
K& (4 Hf)

B G BRAARFO ESFATRIL 119 £25 mm® (n=16, FHMEHAEHERZE) CTho7lo FEEE4% 1 H
HET2), sIRBEOIESARIL 37 HE &P : 25~41 HH) 121000 mm® [ZE L7, VAT T
F > 6 mg/kg F G REOEEAREIL 9~13 H HIC 153 £60 mm® (n=8) (ZiEL 7=, 25~29 HHIC
B/IMIE 80 £ 57 mm® (n=8) THERFS U/, Z D% ONEEIIHE L (29 X33 H HIZ 2 JE3E
). 60 A HICAEFEIOIEF AL 645 mm® (n=2) &7x->72, BAX2398 25 mg/kg & 5-#EDJE
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IRFEIL 5~9 HHIZ 14438 mm® (n=8) (ZEEL7=t. & COMEE 25 H HIZ5EAITEME L.
FRITEEO bR o7, BAX2398 50 mg/kg # G- OIEEHI T LS 5~9 H BIZRME Lisd,
21 H HICSERITIRME L, BRITERO bikehroTo,

SFREO AR E T 29 B BIZHR K 102%0 L, 33~60 H B I3 8.1% (#FH : 4.5%~
10.6%) ZAERF L7z, YA 77 F 2 6 mgkg HEGREDOIREIL 29 H HITHR K 31.7% F TRE D
L7co 29 e OR33 HHIZZENEN 1 ILT D51 2 JLAEL L7, 33~49 H HOEREBDRITE N E F
Th v, BIEHRE TR > T OO FFAHIPHE CIRENEE L7z, BAX2398 25 mg/kg
B GHEOIREIT 5~17 HBIC 6.7%4 L7, 5ERICEIE Lz (21~60 H B T 2.0%H 0,
HiPH 0 —2.4%~4.9%), BAX2398 50 mg/kg & G-HEDIREIL 5~13 H HIZ 3.1%BA L7k, LI
B L7z (17~60 H H CT¥H) 3.5%0d . #iPH : —8.2%~1.2%), *fHHEED 1 LAY 57 H HIZHET
L7723, MEGIEHE & I3RE N 2 & Z 2 T,

22232 SCID ¥V AMDE b SiHa FEMHEZEBEBIEETT/ILIZNT S CPT-11 RV
BAX2398 M#ifEH1ER (PEP02-NC-N-Ph-012 i#tE&)

t b SiHa 15 SEE ML 2 BAEREAE L 72 SCID ~ 7 A2, CPT-11 (25 mg/kg) X BAX2398
(10 XU 25 mg/kg) % q7d (Gt 3B ERARINEE G L7-, ABRIZIEET LD BAX2398 (Z2xF7 5
M L0 FEICEIG T 2 72 D ORBHRR CTh o 7o, RERGHEEE A £ 2.6.2-15 1277,

% 2.6.2-15 PEP02-NC-N-Ph-012 :RERET EIHE 2
BHELD A BAX2398 : 10 KT 25 mg/kg % q7d (§F 3 [8]) & AR5
CPT-11 : 25 mg/kg & q7d (B3 [8]) RIS
AR (5% 7 B )

e 5% RN AR — T 25

~ U A KA SCID C.B-17/Icr ~ 7 A, W 6~8 i, ARHE 18~22g, 8 VLR
T L SiHa #ifid % fZ2 T

M H o JEBEARE (4 BEIC, FATHE)

< KE 4 HE)

B G-BHAARE O IR AR L 243 £ 92 mm® (n=32, FHEHERERAE) Tho7z (FllEliks5% 1 H
HET %), xHRBEOMEARL 25 A H @A : 17~37 HH) (2 1000 mm?® (23 L7, CPT-11
25 mg/kg & GHE OGN TEIE T, B ARIT 29 B E (P : 29~41 H H) {2 1000 mm?
(2 L7z, BAX2398 10 mg/kg #G-REOEB AL T S HHIZ 271 £98 mm® (n=8) (ZiEL 7=, 21
~33 HHIZ33+£26 mm® (n=32) £ CTWHITIRME L2 (R LH 3 LTSN T, 25 HHIZ3 L
KOV49 HEIZ 1L TR ESNT), ZOREEITIEMEL, 60 H B ICIEE AKX 662 +295 mm?

(n=8) |23 L7z, BAX2398 25 mg/kg BEGREDIEBIZNT L E 5~9 H HITIBHE LiAd, 21~25
H BICFERITIRME L-%, BRITERO o7,

KERREEOIRE L 25 H HITHRK 12.5%00 L, 29~60 H B3 11.5% (HiF : 8.3%~
13.1%) Z#ERr L7z, CPT-1125 mg/kg & G-REDREIL 21 A BIZH K 8.9%BA L, 25~57 A HIZ
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= 6.3% (HiPH : 4.2%~7.3%) ZHiRF L7-, BAX2398 10 mg/kg #% 5-REDIREIL 5~9 H BHIZ
2.5%0 L7-ICEHE L, 25 H BIC 7.8%N L7, & Ok, MEEEFEO - OREIZF O L
72 BAX2398 25 mg/kg % GREDIREIL 9 H HIZ 9.5% Lizth, _X—AT A > L~yLE ClhliE
L7z (37~60 H H T L1%EMN, &5 : -1.1%~3.7%) .,

2224 CPT-11 L RIFZEEDE M BMIRES AUCsn.3s 19 BAX2398 DiiiEE R

BAX2398 DA, T PK & HUlEEEM & OB 2713 % E7 /v & LT NOD-SCID ~ ¥
ADE ks HT-29 KIGFET NV EZMLT D720, HEEORERZ Eli L7z, Zib OBk s
7 —% (PEP02-NC-N-PK-005 &%) 225, JEEENO CPT-11 & U BAX2398 ORI QNI IEME
B ~DLER TS5 . TERT IS PK BTV OBRENTATRE L 72 577, AUCsnas. JEE
N OGRS BE % [0 %5 SN-38 R E DR OIERED PK N7 A—F LR Lo b LA v
T CPT-11 }2 (F BAX2398 OHUESHEMEA MR LTz, TN OO RIIATR LT LEHHNTND

(Kalra 2014) .

222441 RR2EDEERBYIREE AUCsnss Z7RY CPT-11 R U BAX2398 M NOD-SCID
Y OADE k HT-29 KIGEZERBBETIVICH T SRERER (Kalra2014)

b HT-29 KJIG# % BAERAE L 7= NOD-SCID ~ 7 A(Z, CPT-11 (50 mg/kg) I% BAX2398
(10 mg/kg) # q7d (Gl 4B FARNEE L7, BRI, S AEE 30 H H £ CHIE L7,
PK &5 U > 7T L 0 . CPT-11 50 mg/kg M O BAX2398 10 mg/kg (M HEH K& ONEEE N C R f:
JED AUCsn3s s L7 (Kalra2014), AR HAYX, [FIFRE O SN-38 18#E &4 1~ BAX2398
KON CPT-11 M EFRIE D in vivo IEMEZ R TDEDICOWTRHMEIT 5 2 & Th o7z, RBRFHEEE
EH# 2.62-16 ITRT,

# 2.6.2-16 RIFEE D AUCsn.as 19 CPT-11 R U BAX2398 2k 5
hiESERARBRETEHE
BHL AL BAX2398 : 10 mg/kg Z JEEA 9 B %205 q7d (Gt 4 [B]) FRRAEE
5 (9, 16, 23 O30 HH)

CPT-11 : 50 mg/kg % q7d (I 4 [51) #RNEES:
Vo i (PBS)

e bR FEEFIRN AR —Z 2 & 5.

<7 AR NOD-SCID ~ 7 A Mf 5 s, 8 It Ff
[ 7 /L HT-29 #ific 2 B2 T A

AT H FESSARRE GE 2 [B] 7 % A CTHIE)
A One-way ANOVA

a ST Tl nal-IRI & K iD

[RIFEE D AUCsnas &89 HEIZHV T, BAX2398 10 mg/kg @ HT-29 €7 /UiZxtd 2% TG (19
110%) 1%, #5ED 5 KIS B 53 CPT-11 50 mg/kg (79 40%) & bl L CHEICE -
7= (P<0.05), FSEEEORERAZX 2.6.2-3 1Z7R7,
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2.6.2 FEHEER OMEE L
=3 RURIEEE 43mg

2.6.2-3 NOD-SCID ¥ A M HT-29 KIFEETILIZHT B
BAX2398 & U CPT-11 O#fEE/ER

-©- Siline
€ Imolecan 50 mghg

©- nadIRI 10 mgig {%

& ‘} o
%)

¥
— e

| R M MG | L L. B L) L B

6 8 1012 14 16 18 20 22 24 26 28 30

t t pays ¢ t

o0——0—0

Tumor volume (mm?)
- 888888

Tumor response observed in HT-29 xenograft following weekly administration (arrows) of 50 mg/kg CPT-11 (Irinotecan) and
10 mg/kg BAX2398 (nal-IRI). The tumor volumes for BAX2398 (10 mg/kg) were significantly lower (¥*P<0.05) compared
with saline and CPT-11 groups.

Kalra 2014, Figure 2B

T 5 & AR D AUCsn3s 2783 F B0 BAX2398 J2 (Y CPT-11 OHUIESHEMEILRIFLE C
%72 <. BAX2398 10 mg/kg I% CPT-11 50 mg/kg & Lbi# L CTHI 2.8 5\ TGL (£ 2149 110%
KON 40%) ERLT-,

22242 NOD-SCID ¥R Mt k HT-29 KIGEEEBIET TILIZRT 5 BAX2398 DHiliE
EEROBA=REFSE (Kalra 2014)

NOD-SCID ¥ 7 ZAD t k HT-29 Kz RFERAEE 7 /L% 7 % BAX2398 OHUEEEH % |
1.25~20 mg/kg £ COEBHAETHF L7z, BAX2398 1L q7d (GF2[8) FRARNER G- L7-, BRI
M, JEE ARG A 5 28 HHIE Lz, ABRO HAIE, CPT-11 50 mg/kg & [FIFLE OHUEL1E
ZRT BAX2398 DFHEZHOMNIT HZ L ThoTz, WBREFHEME A £ 2.62-17 IZR-7,
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& 2.6.2-17 BAX2398 |2 L S G EA D AEKF TR ERE

BHELIO AL BAX2398% : 1.25~20 mg/kg Z FEEHRAH 15 A% 5 q7d (G2 Bl &
ARAFR S (15 022 HH)
Wit (PBS)

P 5% EEARNR — T 25

~ U AR NOD-SCID v 7 A M 5 Ffn, 5 VT, #E

T 7 L HT-29 #lilla % fZ R HE

FHmIE H fEE RS GE 2 [/ 2 CHIE)

e fRAT One-way ANOVA & 7E

a i SCH Tl nal-IRT & Rig

BAX2398 5 mg/kg £ 58 Tld CPT-11 50 mg/kg & 58 (M 2.6.2-3) & [RIFREDOE 3172 BEFHM
HIVERAS R ENTZA (TG : £940%) . BAX2398 10 & T 20 mg/kg #5%-5-1E Tlaoe FRRE & el L CF
EZRBEHINEIER (TGI @ 59 110%~130%) 23R S 47z (P<0.05), FEBAREORE R Z X 2.6.2-4
WZRT,

2.6.2-4 NOD-SCID ¥ A M HT-29 ET/LIZ*9 % BAX2398 DinfEHE{EAD AEKF

-2~ Saline =
= 70 1.25 mokg
E 60094 o 25mgkg
E s0] © smowe
10 mpfkg

E 400-
£ 300
5]
1 200+
= 100+

o - s v ¥ * 16 * 0 i Rl | b T v 8

12 14 16 18 20 22 24 26 28 30

Days

Tumor response in HT-29 xenografts following weekly administration (arrows) of various BAX2398 doses. The tumor
volumes for BAX2398 (10 mg/kg) and BAX2398 (20 mg/kg) groups were significantly lower (¥P<0.05) compared with
saline.

Kalra 2014, Figure 2C

BAX2398 % CPT-11 50 mg/kg & [FIFEE OHUESIEH % 10 f(FIRVHETH D Smgkg TRLT
2, PKET VU NIV T, BAX2398 & 5-%% DN AUCsn38 M OV i FE 1L CPT-11 %
L L L CTERER 2 KOV6 RV Z LR E Tz,

22243 Y I)RATHONESERDRERF L SHEHSN SN-38 jHE M (Kalra 2014)

PK E7 U > ZHigHFIZ 5 T, CPT-11 50 mg/kg &% O BAX2398 10 mg/kg 13 h HT-29 A5 5
BT 7L~ & A CRIEIED Mfesh B O AUCs s 277 LT, =% COMBT,
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BAX2398 10 mg/kg 1% CPT-11 50 mg/kg & Fhiik U CRIFEEE O AUCsnas [ZEET HIC B LT, —
B LU TR ESHEMmHER 2R LT b,

—J5, BAX2398 % 5-1C & 0 AL S T IES N O R S B fE A E (6] 5 SN-38 2 0> REfeRER] 0 4E
Rl v 7 AIZBT D invivo IEHED E7RFEHPRIRERFTH D Z L pmme s (4 2.6.2-
5), HT-29 €7 /L~ 7 ZADEESAEIMEIL 120 nmol/L & W <#17-, BAX2398 & TN CPT-11 | SN-38
DEEHE KON AUC (B U ClRBRO FHEBR 7 EZ R LTz, L L, Mt L7 BT CPT-11 #
H-#% ONEEEN SN-38 HiRd IR 1d 50 eI ANICIRE S 7= —J7, BAX2398 138 5-filFE % 168 I¢ft
F TR LTH LY &SSO SN-38 IR A MERF L, HT-29 7 /L~ U ATk LT XV @7 0E
BRI ER 2R Li-, ZHUC X V. BAX2398 TIZAER DML E S 7= 2 JEEHmE A3
SN-38 IZ LV R <IREE S N72728, CPT-11 & Wl U TG EER S R S TR & 5

(1], ¥EAF &AL LT, BAX2398 5 mg/kg £5-12 L 2 B HIAHBIHI/E X CPT-11 50 mg/kg
G- L U CR<UITRWARRRE TH Y . WREO RSN SN-38 iR IFMIXFRE Th > 7z,

2.6.2-5 BAX2398 K U* CPT-11 M in vivo ;&1 & (B M SN-38 i BE s & D%

150
20mg/kg

100+ .
S
= 50
e

0 2.5mg/kg
1.25mg/kg
_50 1 [ 1
0 50 100 150

SN-38 Duration (hr)
Tumour growth inhibition (TGI) (%) achieved by BAX2398 and CPT-11 treatment in HT-29 xenografts are compared to the
tumor SN-38 duration above 120 nmol/L. CPT-11 (red) is dosed at 50 mg/kg, BAX2398 (blue) is dosed at 1.25-20 mg/kg.
Note that the formula for the calculation of TGI(%) is modified in this figure.

_ (Vtreated(dfinal) - Vtreated (do))
(Vcontrol(dfinal) - Vcontrol(do))
Wwith Vireated and Veontrol representing the volumes of tumor at a given time point following treatment with drug or PBS; do and
dfinal represent first day and final day of treatment, respectively
Kalra 2014, Figure 2E

TGI(%) = |1

JEIEEN SN-38 M IR IS B A 5. 2 DI 2 DN T 5720, PK T W3 T A —X O JRHT
AL MR 22 i 7= (Kalra 2014), CPT-11 (50 mg/kg) #4544, FEBEPN SN-38 fif BE WA 13 5
YDETINNT A =2t UCHERIIFERSZMECTH 72 Z L, CPT-11 1 XMEEEN SN-38 i
R AR CE RV LAVRB SNz, —J7, BAX2398 (10 mg/kg) #5144, FEBEP SN-38 ik
RFICABICHEE 5 X DEBOET NIRRT A= RRNWEES (K 2.62-6), LFD 350D H
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FAY—IZHBEENT 1) PK, MY RY —LGEE, 2) CESIZLDA ) 2T hrinb
SN-38 ~DiEMEAL, 3) BN A~D YR Y — LR AL (TROBERENY R Y — 286, 2
HDORTZA=2DH L MR YR Y — LR IT, BAX2398 DR EEE & O O 7= HfiE
5N SN-38 TR REIC B DR 4 5. 2 7278, CES & PE. FRICIEEN CES (RIFMEEN TOA Y
J TR AEMAL) KOV AR Y — A (EENERE) 1TIEOREE H X T,

2.6.2-6 [BHM SN-38 HEBMICHET SETILIATA—4

A. freeirinotecan B. nanoliposomal irinotecan

Liposome release rate in tumor
Liposome release rate in blood
CES activity in tumor l
CES activity in blood
nal-IR1 permeability |

SN-38 permeability
CPT-11 permeability h
nal-IRI clearance rate in plasma
SN-38 clearance rate in plasma
CPT-11 clearance rate in plasma q

-1 -0.5 0 0.5 1-1 -0.5 0 0.5 1
Sensitivity Sensitivity

Sensitivity analyses for CPT-11 (free irinotecan) (A) and BAX2398 (nanoliposomal irinotecan, nal-IRI)(B) were performed
on key model parameters which are responsible for plasma clearance, tissue deposition and metabolic reactions. Parameters
whose values were not estimated in this study including compartment volumes and tumor blood flow were excluded from the
analysis. The doses of CPT-11 (50 mg/kg) and BAX2398 (10 mg/kg) that achieved similar SN-38 plasma and tumor exposure
were used for sensitivity analysis. The model parameters were modulated by 10% and their effect on tumor SN-38 duration
was determined as a sensitivity index

Kalra 2014, Figure 3

2225 CPT-11 L RIBEDFHRHMIEZEE AUCsns 7T AEEZHBRELELEZD
BAX2398 M EShETM D 1= HD['SFIFAZA-PET 2 &K 2 RBHESEBEA A —D VY
(MM-398-NC-N-Ph-022 itE&)

AR SRR RE D IR HEAY 22 E 1L, 9 BBHEA T O FHINE ONZ IR B O T K O ¢
oD AHEMEN RSN TV D, ['SFIFAZA-PET 3513, FEESR K OERR O CIREEFIREEED -
HOEMER T EE L TREESN TV D, ARBRO I, CPT-11 (50 mg/kg) &% O BAX2398 (5
KON 10 mg/kg) ZWItEe N HT-29 K RERMET L~ 7 A2 q7d (BF 3 [8]) §ARMEE
5%, 21 B2z 5 KEME FAZA-PET 4 A — V2 7 OEfr[EHE R NER LM T52 L Th
S7, PKET Y » ZHTICEBW T, CPT-11 50 mg/kg M O8N BAX2398 10 mg/kg |3 [FIFRE o ifn o
F OESEN AUCsnss 278 L7z, & CTOEEG MR, MM HT-29 €7 /L O REEHEFE SN2 3R
0 THDTENMBN TV, RBRFIEMEZ £ 2.62-18 1277,
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#F 2.6.2-18 BAX2398-NC-N-Ph-022 G ERET BT &

BhHLUA BAX2398 : 5 & OY 10 mg/kg Z fESEAE 17 B0 5 q7d (B3
[E]) RN G (0, 7 &V15 AH)
CPT-11 : 50 mg/kg % q7d (§+3 1)) BARPNES-

e 5% % BHARNA — T 2% 5.

~ U AR NOD-SCID v 7 A it 4~5 jfin, 5V #F
fEgE 7L HT-29 #ifd 2 miAlE  (FRERE) 12 Bz AR
FEATEE H o JEBAFE (GH2[ECT KO/ ¥ 2 THIE)

«  [BFJFAZAPET A A— > 7 (0, 2. 4. 7. 10, 16 K\ 21
HAB) 2K 7Lk OUEEESES

o 2-=btuAIXY— (KEEFE~—D—, EF5) KOVRERN
KFEREFR 9 (CA9) [AFREfEaoetn GRBREKR)

o {KE (1 I[85} 4~5 [A])

e aHRAT +  One-way ANOVA

o XHRORR  BE BER] i)

o XL DBHD RE FENORRZEAL)

PRI EFFAREAN 308 + 132 mm? & 72 o T2 JEBAE 17 A% IC# 52 kA L7z, CPT-11 50 mg/kg
PG REO RIS AFE (P 5-BALARE 264 £ 76 mm?®) (XK R L T L% 13 HE (HiPH : 8.5~20
HH) 121000 mm? {23 L7=, BAX2398 5 mg/kg #5-7E Tlidf 5-BAARF O IESHATE S K& <

(367129 mm®), 14 HE (10 M5 4 JEE5 3 BEIZE L7 : 5~17.5 HH) 2 1000 mm?
LTz, 2MEECIX4 HE (RIEHRER) (TREOWHER ChO$ 072 Ma/ N3GR bivie i, %
DD 2 JEE T 21 H H TORKRFEOHE/N GRS 7z, BAX2398 10 mg/kg £ 58D #: 554k
RF O FESSAFE T 291 £ 165 mm® TH V. 9~13.5 H B IZ 10 fEEEH 3 JEEE O A5 1000 mm? (23 L
7z 10 fESEH S B CIL 7 B BICHEE OIS AT N8 Hiv, 16~21 H H E TFfe L
720 16 KON 21 H H OFEEAFEIZZNZH 668 +£348 X561 £257 mm® TH 7= (1 IEERAME) .

B G- BRAARIF O K RED FAZA BUD AR HEAEIT < (P=0.579), N—RAT A (FHBRLARE)
TOVEEIGN FAZA B AT K O CT ISR ABBIBILR ITE8 D b /e o7z (R?=0.008),
CPT-11 50 mg/kg $ 5-H£D FAZA HUV IAFIIREBIZHIA L, 10 HHIZR—AX T4 XD
81.5+56.8%m1 < 72 572, BAX2398 5 mg/kg & 5-#D FAZA LV iAZx % 4 HH £ TEMET, £
DHBRFITHEMLT10 HEIZR—A T A2 XD 625+70.6%E < 7272, BAX2398 10 mg/kg %
HREED FAZA B IABZDOEALIZDT N THY . 10 HREIZAR—AT A2 L0 182+394%E< . 16
HEIZIEFERN—=RAT A LUVITRS T,

BAX2398 10 mg/kg B¢ 5-HEI CPT-11 B 51 & ik U CTHREITRD L-UL o JESHKEE SR IR EE L OY
R AR L, ZhoDEIDRE R THRNOAERE TH -T2 (FAZAIRY IAH K
OMERESE /3] (2 DUV T2 P=0.002 X T P=0.018), F7-. BAX2398 D lj#k GHEM D= #
HTHENOHAE TH T (FAZA BV AL K OMREESE /7 BIZ DV CELER P=0.001 LY
P=0.010), BAX2398 10 mg/kg & 5-HED FEEFHEFEI I & 252l S 4v, FESAREIX 10 HE  (vs.
CPT-11 50 mg/kg; P=0.038) K (O*16 HH (vs. CPT-11 50 mg/kg; P=0.006, vs. BAX2398 5 mg/kg;
P=0.029) THEL2o72,
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ARERAS T IFIZ IS 0O EFS KON CA9 fEl A [RIRF a2 a0 Ye s K 0 A L, AR D flk
THEEMEL L7 YetafFi & LC&R L7z, EFS fElkiX, CPT-11 50 mg/kg #5-#£T 6.70£3.27% (1
DI IUIETE 35.38%) . BAX2398 5 mg/kg $5-H T 5.46 £ 2.45% )% () BAX2398 10 mg/kg % H5-#£ T
1.56 £2.07% T - 7=, CA9 fElkix, CPT-11 50 mg/kg F5-EF T 37.78 £ 15.97%, BAX2398 5 mg/kg
P 5HET 40.03 +20.83% % OV BAX2398 10 mg/kg £ 5-#£ T 2039 £8.07% CTdh > 7=, BAX2398
10 mg/kg - GHEDIEE EF5 (P=0.0014) % T CA9 (P=0.0088) FEIGIIMAE & ik L CTA E I
L7z,

WTILOE B TDA A= VRl R OB IR L CRAFR AR MZ R LT, BER DN
PR TR 1T, R—RAT A L LT 10%EBR 720 ->72,

BAX2398 10 mg/kg ¢ 5-H£1E CPT-11 50 mg/kg & 5-8F & bl U THEITIR W L~V O IEF K&
RRE K OMEER R M 2 A L7o, S HIT, RIFEREM TD FAZA BV AL BEDIENIT X2 JESHHU]N
BREEORIEBIL, EEAEOAE LB L0 LR NEE 9 BHENLRIHATREETH o712,
BAX2398 10 mg/kg #&5-HE Tl B TIRFICIRIRp S e ge @Iz 10 3 LU 72885 EFS K OY
CA9 SN B L, PET I LV E&Ak L7z FAZA SyEjid & —H L Tz,

2.3 ZDithoREEHER

231 REMOEEFHTIOT7AIL

BAX2398 IZEEND A 0 —F (LU /T H) & 7/ %% ) 7 OMSUIIERI S iR lZ
LB VRV =2 b0k, tans, 4V 70 ORBHIAER L TIA L FHi ST
% [35. 23, 391, 4V /7 A3 FEICHERKL OGO CES1 X O CES2 (2 & » TIEMER Y SN-38
WCEBAS D, HERFFRI = AT 7 —EB L L ThbMmbbe b CESI X, IFlEOHE ~7 1
77 —VICEEICHEIE LTS A [26], CES2 ISR ICIE L CRBE LT\ 5 [40], SN-
381FA Y /T A K VK 100~1000 (5HIIRE EIEME VY [23],

JEEEN T CPT-11 J O BAX2398 D B FEME I QN IHMEHIY) SN-38 ~D B 7+ 5 7=
B, EAFIZHE-S< PKET V0 BAFE 417z, CPT-11 KU BAX2398 OzhRi%, EEABEE &
6] 2 JEES N SN-38 Y D R IR & B L T (Kalra 2014 R OVKRIA 2.2.2.4), FEREGRE
B (19, 28] MOWEGRHER [29] (2B T, BB CESTEMEN L DA Y 7 71 OGS F RN
REMTIH - 7223, RSN ORYERTEIZ 1T BAX2398 225 DA U 7 1 U HHl & & b
(2, MEEN SN-38 BN L W HETH D L E X b, TEEEN SN-38 R A2 LK L= /3T
A—%& L UCHEEN CES I&MENFEE S, BAX2398 DIEBENERLE & Ik b B2 5252
EDIRIE S LT,

AV T HNTY N7 v A P4S0 (CYP) 3A41C X 0 Fl~ ORLAHEY., FrCT 2 /7 HHEERN
B (APC) KROVT R /XY U RE (NPC) I2H s [23], NPCIXCESIZL -
SN-38 [ZEHAR[RECTH S M3, APC (X invivo TA VY /T H o OIEER OFEE T v 7 7 A JVICERE
5 L722w [31],
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BB, IEVEICHE) SN38IZ T U - UER- IV b URisRSEESR 1A (UGTIA) 7 A Y
74— L& UTREMZR SN-38 7L 7 1= K G (SN-38G) ~E blofRifsiv, Zhaunda U
T DEIRHRARRE & 72D [23, 39],
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3 EIRMEEHAR

B VR BO3 ) 53 BRI e L CTuh7auy,
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4 ZTEMEEHER

F LA RN —LEEREEE— 7L KA AW T, BAX2398 HEIFARM 512 L 4 O T8 S5
A—& LB, TPRERTFR NG A— B G ORI~ D B 2 T 2 22 2SR E | R a FEiE

L7, ( 2.6.2-19 KO 2.6.2-20),
& 2.6.2-19 RLMEEAR -8
Type of Study and Test System Study Period GLP Compliance Study Number
Cardiovascular and Respiratory Single dose with
Telemetered Beagle Dogs 24h telemetry Yes 20036143

GLP = Good Laboratory Practices

LIFOBMIC LY, iR (CNS) (2RSS DI U 7o e M AR PR 3 50 L 72 ) > 72,

CPT-11 [ ZAFUZISUNT 1994 - BIRFE STV D, CPT-11 @ =2 U AEEMAE/ER X, CPT-
11 D4-ENYY )R DU LT Fral) o277 —PHENRRKRE S
THY [16]. Lo T, IEHHY SN-38 DREIITKF LB bbb, ARMBEK
BRI THDLA Y T I ERBEKFY) i EE (27 MO OIRMSCE
[42] (2ik, A Eo@dE] 2. EEALARNEROEIC, AR THOMFLELTaY
EEMEREZ bND 2L, T, 4 BHER OIS, TOMMOREIWEH & LTa ) {EH)
PRAEfRE (BHEEARE) ATy, K TO CNS ZRMERBELNTND,
#LClL. Onivyde (BAX2398) @ SmPC (Section 4.4 Special warnings and precautions for
use) [27] ICFEH SN TWD XL o2, 2 U AFEE CREMHIER) fERRNERE CBlZESh
T2, BIEAOBEBEHRETIZNT & L TOMRERIIIET ISR TH Y [20174F 11 H 7
HIFRC CPT-11 2 85 S 7= 835 2750 Bl 20 61 (0.73%) ], M OHTEEMEREE L & [[FEkIC
] & DO FEDFEO B AL, FETIZ/ARVW b0, Ziubida U AEEMEERRE L & 2
bhd [8],

CPT-11 57 I 5% D CNS BMEZ R TIERIA WV Ot ST b, 2 TOJER]
Tl O FREEDGED LA, W< O OIEF]CIRAFEIE T ER) L7 & B LTz
[4, 24], IZEAEOSEE, 2D OIERIIHENE SR L, 15 5005 8 REfE LN
(SRR Lie, FBEBMIMITRG-& L BE T 2 HmAmE SN TnD [4], 2 b 0|
TERICRE S 2 W REAEF I B2 TRV, MoiMERoRZ & ik L TF Friticiz= Y &
TEEMMES A RN S EICRILL T\ D, FEEE, &Sz 16l 51Ty hr e &N
BHTHY, TOMOD 2 FITIIAGHR L ARHFRIEE (ThbbA U )70 OfsE i
EPREDIKT) RO/ XUTEMEMABAEN Th o7z, Lol BEARS NI HEERE
FEOHAEH] (541) 1% FOLFIRINOX ###: [CPT-11, AX4V7FI7F v 5-704nvss
v (5-FU), LARFYVF—h] EEBHELTEH Y, CPT-11 HAI X FOLFIRI % (CPT-
11, 5-FU, VARAEYF— k) GEF CPT-11 $581E 150~180 mg/m?) TITRINIEF I
FChdZEWRINTND, FREROKGEEIL, BlFFSCTIE BAX2398 £ 5-12 B
L7pneEx bivd,
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o MMEFEFE T CPT-11 (125~340 mg/m?) &~ N\ X~ 7 ORG24 (2006~
2012 4) . AR T SHu7- NS ORIERIE, F&& (30 il 5 61) . &% 550 (30
34l KO Go Gl 1#l) Thodlz [38], ZhbDRWEMIZLT L b EIEITITE
HET, RTOBFIIISORWEHETICEE L A7 B o7o7ow, MR B
Tholz, IHIT, CPT-11 5 L7z 140 BILL EOMIESEE T, B 5272 ik 4B
ORERH DI H D 5T CNS ORIERITRD b o lo Z ERgE STV D
121,

«  BAX2398 (30, 75. 190 mg/kg) KON CPT-11 (75 mg/kg) % 3 HENC 18] (q3w) (Gt6
[) v MG Uiz 18 MR EE G BB (PEP02-NC-G-Tx-010 #Bk) 1231,
REk, WaREE R L DA T. DERBT. IRER O — 2 U A Y —%& U D178,
CPT-11 75 mg/kg (450 mg/m?) FKEGRETOHBE Sz, L L, BAX2398 & G-HETIL,
oerE B C b B 512 B U 7= iR T LA ON i B o P AR A B OS2 28 i
R Heholz, Lieh-> T, BAX2398 H[AI 5% D Irwin Z8VEIC X 2 5Fli & ki L <
%, CNS ORIERICET 2 BMOBERIIHE LT, L AENRERICITES W EE
bbb,

«  PEP02-NC-N-PK-007 #BRClx, "“C-BAX2398 }2 (X “C-CPT-11 10 mg/kg % 90 /(2= 7
v MORREE L, KM, DR OB UNRBIR 2 E R BT A — N T 7 4 —I2 &
DEEG L 72, MC-BAX2398 Z G4 TR, 58, 24, 48, 72 KU 168 FF[HI#& I U RETR
FEZPIE LT-, “C-BAX2398 ¢ 5-7 » K Tid, #5 2 H# £ TO CNS F eI X
0.221~3.370 pg equiv/g TH 773, “C-CPT-11 %57 v +Cik, BRBIH 28 L T CNS
O RETR ISR IR AU Z UL T T » 72, BAX2398 F5REIZISIT D CNS TD
TRETREIRE BRI, Ko EViER B oo Th o EEZLND, Ll BRHEN
T-ETBEAS . MC-BAX2398 UL Z DB DO WNF NI HONTOIFRIZE BTV,

INFETITESNT L EOEY) K OB DT — Z )35, CNS (B B ST U 7= JERG IR 22 2
SRR A i L CHEROD D BINERIIE SR S L=,
4.1 In Vitro &
In vitro 2SR ER X FHE L 7e o 7,
4.2 In Vivo EE&
421 TFLAM)—ZEBE—FTILRTOLDMERRVIEREZRIZHT ER
(20036143 KER)

ARBO BT, b NOREWICEIET 5 ATREMED & 2 D IfLE R K O ER R IZ3H T 5
BAX2398 DIETEREZIAL NS Z L ThoTm, BARMICIZ, BAX2398 OFFIRINEE 5237
VAN —EEERE Y — 7V ROMATEIRE RN T A —4 | LER, FERER/NT A —2 K OMARIC
FAETHBEZRF Lz, RBRT VA 27 2.62-20 IRT,

45



2.6.2 FRFRFABR O SC
Fr= A RS ERE 43mg

# 2.6.2-20 20036143 HERTH A >

Group No. of Animals . Dose Concentration Dose Volume
No Test Material Level (mg/mL) (mL/kg)®
’ Male Female (mg/kg)
1 3 3 Control Article 0 0 15
2 3 3 BAX2398 9 0.6 15
3 3 3 BAX2398 15 1.0 15
4 3 3 BAX2398 21 1.4 15

2 Animals were dosed via a 90-minute intravenous infusion at a rate of 10 mL/kg/hr

AR TIL, BAER, FE, mATEE (O, mE) . LERNST A—% (EF. PR,
QRS, QT. QTca %X U'RR [Hf@) . PP ERFR/NT A—% (PEEL, 1 AR, iR E) KO
(RIRL O FEARG N OV i #5E H E BE A E 4 2 L 7z,

PRI B U - BRI e MR OB BITER O HvT, DAk, mE, DEXST A—2 (3
J&. PR, QRS, QT, QTca 2 ' RR [lf@) . FFLER-R/NT A —& (FERH, 1 [EHAKR, R
&) LOMRRIC S ZRITRE 0 bivieno T,

B HRT L OGN IV TN b A U T U FOVSN-38 NE ENTWVRWNW T E R S
Too MHEHA Y T 71 2 RO SN-38 IR FE I H AR LT, AU /7 A > Je UV SN-38 1
WP ST R T RS R U PR RIS L (9, 15 ROV 2l mgkg 5T, AV )T ik
FEIZZ 4121333, 186167 K& TF 287000 ng/mL, SN-38 #3724 8.84, 11.6 X
17.1 ng/mL) . BEGHET 24 BefEIt% (9, 15 KON 21 mglkg % 5-C, AV /70 VREIXENE
9912, 19553 }2 X 56100 ng/mL, SN-38 JEJEIXZ 440 1.06, 1.92 X273 ng/mL) THHH S
nic,

LLENG, mATENRE, DEX. MERER /8T A — 2 K OMRIRIZ W CHERIRICBE L 7228 kiduv
THRLEO LT, E— 7RIk mE A& 21 mgkg (420 mg/m?) £ T BAX2398 % 90 4312
720 BESHEEHE L7 L 2 ORI RFTH - T,
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5 RENFMEMBEERRER

5-FU KONV ARFR U F— NOERNENEEICKT 54 U /7 0 o O E T 5 HAR O 3 HE A
TERRRBRIL, invivo KDV invitro WTHILTHEL TW e\, AU 2T B KOV5-FU (BT %
v e L) & 23 BIOBEIREEE ITRE LS THEBRIC W T, mEwRIHRRE shiz s
X, AV T HUOERNBREITIRELS B L D -T2 [6], —T7. A4V 770 OIEERHY
SN-38 {% CYP3A4 FFEHKIC LV M HREME T 5 & Pl 5,

UARY—LBHKITHD BAX2398 InHA U T h U BN & iz, TORBHIBEAR DO >
7 RO L FREORIE AW D, AV T H AL E TE L OEKRE K O FEEER IR
T5FU/VARKRY F— b EJFHEG ST 5, BAX2398 78 5-FU L OOFHIZ L D THIL 720
SR EAER %4 U 5 ATREMEITR VY,

ML EZEE 2, BAX2398 % 723 a3 AE BAEHRRBR I3 E E L T,
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6 BERUVIER

BAX2398 (%, W ([T R OV BATPED PDX & ON CDX T T V) . KiGH &L O -5 SEE O
BFEBMET MW T, A% EOHER D, I GHEED CPT-11 L i LT, —EL T
HER L EBWIUESI R E2 7R Lz, BAX2398 O — M7 5 1Y A Th D 10~15 mgkg %
q7d &5 L7 & & OFEERBEZEFEIT 10%ATH TH Y . ZAULIACUC A RT7 A AAZHKSLFF
KHEPHICH T2, 60, KRERBDITEGHRICR S, SEHRK TRITREE T, BRI
BIER IS SN2 o7z, LLED X 912, BAX2398 (% CPT-11 & bl L CHEMRKET L TO R
U722 2h R % FEEIITR LTz,

ZD XD NFITEHEOET N TRD b, BREFBIE T VIZBIT 5 qd &5 1L AT
I%. BAX2398 10 mg/kg (X CPT-11 50 mg/kg & HLie U TR0 @V HUES R 27~ L, [AER D BEFR A
KIGHE BB E T L THBIZE SN, £7-. BAX2398 10 & TX 25 mg/kg @ q7d 513+ SH
ET IR LTS BAF e ilEE N R &R LT,

PKEF VU 712XV, CPT-11 50 mg/kg M (Y BAX2398 10 mg/kg I% HT-29 K Bt
S~ 0 A TCRIFRE O e & OV AUCsnss o LTz, ¥ 7 A TO 10~15 mgkg DHEZ
mg/m? |[ZZ5HE L7z 30~45 mg/m? qlw & 5:1%, BB ELFRETHD Z LR it, §
2B, BAX2398 80 mg/m? 2w $¢5- (NAPOLI-1 #BR) i 120 mg/m? q3w #%5- [21, 32] &—
L TWD, b MERED SN-38 IZKkIT DRI~ U A EH LV 10~13 fFEvay [37], 24
LV ke FTOBAX23 ODHENHIREND Z LT eEBI b5,

NESES AR, O M A2 Zo e e OB PE T (EPR) ZhR D728, U AR Y — AINEEHI BRI R
TLHMEMMNRH L [22], T EPRZVRIL, @& & I 9 2 AR M 55 L OV v ik
BREIRTRRETH D, 6 OERPIESEGHNRENICE S T OERARESE, 2070,
SO REGEAOI it S U TR A B R 5B RT 280 R4 3, EPR VR %+ Icis A4
D720, FEYRITER R CEAZ R T L ORI SNHIMERH Y, T L - THEENE
FERTOMEER T RS i 2 85 & AT [TAM U B B ka e filile  (MDSC) %4
L7=BaER OB ZE T, ZHUCERE Shian] SUTREKHE [34] %24 L ClEssmiaes ©
OIS Z FTREIC T D, FERRIRE 7 /0 K OV IRERER THIZE 4172 BAX2398 D PK 7’1 7 7 A
NTIE, AV T a— REMEOREED RIS TN5,

BEL T, PDX 5 /L TlX CDX £/ LV § BAX2398 OIEENEREN D72 < . SN-38 Diiff
BN ED - T-, LasL, 50 PDX £ /L Tld, BAX2398 10 mg/kg @ q7d #5112k v
B EICEEHES IS S, 2095 6 ESIIEMEA KHH L7z Esle v U A RO AR < & 2|2
FEAIND (#18254) Z BFEMBAE L7-TF /L Tld, Esle~ 7 A TOHSG 24 B LN O Ik SN-38
TREEIIR 10 fi5, TEGIREE &I3K) 4 fFRWIC D 6T, Wi~ 7 2 TO BAX2398 12 & 2 A 40
K OB 72 Wi Ri#% 0> SN-38 JEE1X[FIFRE CTH 7=, Esle~ 7 A TOMHE ES1 {HMHEXEIZ, B b
MmAEH D CES {EMERBA KB L T\ D, AFERND, MAEFA Y )7 o OB TITR L, E
RN U R Y — DERE R OA U T T > DZEHAD BAX2398 OFUIESTEMEIC G35 2 L AVRE &
M. FEER. BAX2398 (TR 2 sl A auMiT I & 2 IR M B sl CoOERE, EEAR £ X
— FTORF T 0 7 7 A L, yH2AX YealZ & 5 DNA 25 K O O£ 7 /VIC BT 5 HilE
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B ROFER LY | EEMEAN THRETTREDA Y )T UK ONA T A Z U T
+4 MESFT T,

G T Y R Y — DR R 2 PR T 2807 E 7 v Z2FMH LT, PEGALY &R Y — 28 N
VBT DOIEEEFEIZEET D87 A =2 nFET S [15], UARY =L PK KT R Y —
LAOfEEE BN (EHENER) BEE~O Y R Y — AR L E 2 I 55k b EE R NT A —
B ThhHI ENRINT,

BAX2398 OSSN SN-38 FIIFHFITIEF ICE W2 ERHER STV D, TERAKFIZE-S< PK
T ED . BAX2398 XX CPT-11 12 X D MESEAN OGS BfE A E[E] % SN-38 2 O Rt ] AE
EN, w7 RAIZET D inviveo IO L7 3 BP0 ER 7+ CTh D Z L BRI S 7z, BAX2398
5mg/kg |2 X APEEERIZ, 1050 ETH H CPT-11 50 mgkg ERRETHY . Wb iE
PEN SN-38 MR HERTIIELL L Tz, Lav L, CPT-11 50~60 mg/kg 4% 5-1% OIEIEN SN-38 i
R I 50 BERE LLPIC IR E S Au7=— 5. BAX2398 10~20 mg/kg 133 5-fMF % 168 i £ TER L
TH LY EWVIEEN SN-38 JEFE A #EFF L, HT-29 7 /b~ v A1Zx LC LV b e hiEgE/EH &
L7z, SN-38 WiFA R O BB L, ME I Rr BB 32 0 7" b T 2 v Oflifa EE D 5
WNR BRI J O R O IER k> TR T2 [1, 30] & omb & —%7 %, JEEN SN-38
TR B A G2 2BFEEZ A SN T D720, PK BT 8T A —X O RS PR 2
i L7- (Kalra2014), BAX2398 |Z X D IEBEN SN-38 B R IE R RRIC B E 5.2 587 A —
ZLELT, 1) 70 RIv T ThiA) )T Hr OIEENEREL L THIE L7 BAX2398 O
WEEFERL N 2) JRFTIESEN CES I X B4 U J T 52 b SN-38 ~DiFHALD 2 223380 b1
776

HMERATRICB VT, BB O h~ 7 07 7 — DRI Z & e afi e fE5 ) DEREL L
ToNEISVRFRIRI T, AV /7 J1 2 % SN-38 ICEERINCIIKR R CTE 5 Z LR SNz, mbsdiz
b b U937 Ml & BAX2398 & DA >3 2_—3 g o 48 B[l #% O k5% FiE T SN-38 %1% (PDX
HSRBAE R & DA o F a_— g 2 72 FEE# O SN-38 12JE ) | IR AMIKK C in vitro HINRSE %
BT DD L THO Tholo, BRI L OREHTZ TAM 1Z, BRRIEMEETT LOMEIC
IR TFAEL [5], invivo JEEEET VTR Y — L2528 HET 5, ~UVAKDE hDli~r/ a7 57—
UESMIEREIT, FEEAIE L D 10~40 [EEIREDO YV R Y — AEEFE L, VKR Y —AD PEG Efifiz
BWhEHisE~vra7 7y =YDV RY — LWV IARTIER LT, VA Y —LED AT E M
B DA B— R Z N, ZHUT Y R Y — 205 OHEENEE N gD 1 > & L CEE L
EZ oD,

MR T v 7 7 A VICB LTIk, BAX2398 O SiEHEIT R AHE 21 mgkg) THE—
VRO R R O ER RN T A —=Z LN T NGB 529, BAX2398 DL v 7 7
A IVINEATT BTz,

INHORBKERNG, BT n 7 v AV EBESEDL L ZLOHARIFTEORELE
> T, CPT-11 OHEENE A 5 5 BAX2398 DA /R ET-, £7-. BAX2398 |% CPT-11 X
DL 10 M EHECHIERERE R U, 2D OREIIEERE %2 5148 & L7z BAX2398 DlfK
Bis % R 5D TH o7z,
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AR, BAX2398 X|E CPT-11 1223020 5 ¢, K4 E 8L CPT-11 IS & FRT 5, CPT-1150mg 31V /7> 43 mg (A4S T 5,

2.6.3.1 HEHER  —EX
Type of " Method of . - .
Study/Description GLP Test System Administration Testing Facility Study Number Location
Primary Pharmacodynamics
In vitro Pharmacodynamics
In vitro pharmacolo Merrimack Pharmaceuticals,
stud p gy No Murine and human cell lines In vitro Inc., Cambridge, MA, United MM-398-NC-N-Ph-017 42.1.1.1
y States
In vitro pharmacolo Merrimack Pharmaceuticals,
o p & | No Murine and human cell lines In vitro Inc., Cambridge, MA, United | MM-398-NC-N-Ph-025 | 4.2.1.1.2
y States
In vitro pharmacolo Merrimack Pharmaceuticals,
o p & | No Tumor tissue lysates In vitro Inc., Cambridge, MA, United | MM-398-NC-N-Ph-026 | 4.2.1.1.3
y States
. . . Merrimack Pharmaceuticals,
[n vitro pharmacology | Differentiated human U937 In vitro Inc., Cambridge, MA, United | Kalra 2014 42.1.1.17
study cells
States
In vitro pharmacolo Merrimack Pharmaceuticals,
stud p gy No Human pancreatic cell lines In vitro Inc., Cambridge, MA, United MM-398-NC-N-Ph-028 42.1.1.4
Y States
In vivo Pharmacodynamics
In vivo efficacy stud No SCID mice v I | )1 398.NC-N-PH-016 | 4.2.1.15
y y / BxPC3-luc2 pancreatic cancer B United States e
NOD-SCID mice
In vivo efficacy study | No / PDX-OCIP51 pancreatic v IS | \M-398-NC-N-Ph-023A1 | 42,116
cancer L
SCID mice T —
In vivo efficacy study No / PDX-#18254 pancreatic v 1 MM-398-NC-N-Ph-024A1 | 4.2.1.1.7

cancer

United States
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2.6.3.1 HIAR  —BER ()
Type of o Method of . - .
Study/Description GLP Test System Administration Testing Facility Study Number Location
. / PDX-#12424, 14244, 14312, .
In vivo efficacy study No 15010, 19015, 18269 pancreatic v United States MM-398-NC-N-Ph-027 4.2.1.1.8
|
caneer B United States
NOD-SCID mice Merrimack Pharmaceuticals,
In vivo efficacy study No / AsPC-1, Panc-1, MiaPaCa-2, v Inc., Cambridge, MA, United MM-398-NC-N-Ph-018A1 | 4.2.1.1.9
BxPC3 pancreatic cancer States
Invivo efficacy study | N SCID mice v I PEP02-NC-N-Ph-005 42.1.1.10
nvivo elticacy study 0 / HT-29 colon cancer I T2ivan e
. SCID mice I
In vivo efficacy study No JHT-29 colon cancer v — R PEP02-NC-N-Ph-006 4.2.1.1.11
- SCID mice L
In vivo efficacy study No JHT-29 colon cancer v — R PEP02-NC-N-Ph-007 42.1.1.12
. SCID mice I
In vivo efficacy study No JHT-29 colon cancer v — R PEP02-NC-N-Ph-008 42.1.1.13
. SCID mice I
In vivo efficacy study No / SiHa cervical cancer v B, Tiwan PEP02-NC-N-Ph-011 4.2.1.1.14
- SCID mice I
In vivo efficacy study No / SiHa cervical cancer v . T wan PEP02-NC-N-Ph-012 4.2.1.1.15
. Merrimack Pharmaceuticals,
In vivo efficacy study | No NOD-SCID mice v Inc., Cambridge, MA, United | Kalra 2014 42.1.1.17
/ HT-29 colon cancer
States
In vivo efficacy study | No NOD-SCID mice v MM-398-NC-N-Ph-022 | 4.2.1.1.16

/ HT-29 colon cancer

I Canada




2.6.3 BRI
F =3 RS EE 43mg

2.6.3.1 REHER . —ER (BE)

Stu d;é%esgrfiption GLP? Test System A dl\r/lnei:;gtc:act)ifon Testing Facility Study Number Location
Secondary Pharmacodynamics
N/A
Safety Pharmacology
In vivo cgrdiovascular IV, 90 min .
estg;le tr;s;)ﬁ;arlig;}édogy Yes Beagle dogs infusion I, Unitcd States 20036143 42.13.1

Pharmacodynamic Drug Interactions

N/A

GLP: Good Laboratory Practice, IV: intravenous, NOD: non obese diabetes, PDX: patient-derived xenograft, SCID: severe combined immune deficiency

N/A: not applicable

a

An entry of "Yes" indicates that the study includes a GLP compliance statement
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2.6.3.2 A ZERMAF T DHEER
Species / Cell No. and . .
Study Type line Gender Dose/Regimen Evaluation Results Study Number
per Group
zl;l;i‘n[i ?ell fines ggv(z;e}gz}egtlrg-ttagged Murine and human macrophage-like cell lines
L . Pty accumulated 10-40x higher levels of liposomes than
Raw264.7, P815, liposomes tumor cells
In vitro PUS5-1.8), rat Fluorescently-tagged ) . .
pharmacology | Kupffer cells, N/A high-PEG empty Flow cyto thake levels seen for low-densn_y PEG liposomes MM-398-NC-N-Ph-017
study human cell lines liposomes metry (i.e. @presentauve of those used in BAX239_8) were
(macrophages 2 5-40 nmol consistently elevated compared to those achieved
U937. THP-1 ’ pi’lOSphOlipi U/mL with high-density PEG liposomes, particularly at
’ X low liposomal concentrations.
HeLa, HT-29) (1.25-20 pg/mL)
Release of irinotecan payload from macrophage cell
lines after uptake of BAX2398 was demonstrated.
BAX2398 liposomes accumulated in the cells in a
‘ BAX2398 dose- and time-deper}dent manner, but the irinotecan
In vitro Murine J774A.1; ﬂuorescen’tly- tagged Flow Cyto | payload was not retained within the cells to the
pharmacology | human THP-1 cell N/A BAX2398. CPT-11° metry, same extent as the liposome-associated fluorescent MM-398-NC-N-Ph-025
study lines 520 /r’nL HPLC tag.
He J774A.1 cells loaded with BAX2398 released ~72%
of the loaded drug amount into the culture
supernatant within 10 min, while cells loaded with
CPT-11 released ~50% during that time.
Tumor lysates had the ability to convert irinotecan
Tumor tissue to SN-38 suggest.ing the presence of CES enzymes.
lysates from Lysates from patient-derived or cell-line derived
In vitro tient fUMOLS or tumor models yielded an SN-38 concentration of
pharmacology If)ri)m tumor cell N/A Irinotecan 5 pmol/L | HPLC 3.742.7 and 4.2+1.3 ng/mL, respectively, in the MM-398-NC-N-Ph-026
study irinotecan activation assay.

line derived mouse
models

Pancreatic cancer samples yielded an SN-38
concentration of 5.4+5.1 ng/mL in the irinotecan
activation assay.
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2632 PHERMTHEHR (E)
Species / Cell No. and
Study Type line Gender Dose/Regimen Evaluation Results Study Number
per Group

In vitro activation of BAX2398 was observed in the
In vitro Human U937 cell macrophage-like U937 cell line.
pharmacology line N/A BAX2398 5 umol/L | HPLC Differentiated U937 cells released ~2.5 ng/mL Kalra 2014
study SN-38 at 24 hr and ~4.8 ng/mL at 48 hr into the

supernatant during incubation with BAX2398.
In vitro Human pancreatic SN-38 Cell E;g(z)sk?rr?etg tsol\i? 8. ff_or 2? hruwkltﬁ 2 r§c0\/l<l:ry period
pharmacology | cell lines (16 cell N/A (10 N . ighiicant cefl kg n a MM-398-NC-N-Ph-028
study Jines) fg/mL-10 pg/mL) Viability pancreatic cell lines with ICso ranging from

1 pmol/L to 100 nmol/L

Significant tumor growth inhibition with BAX2398

was observed in an orthotopic pancreatic xenograft

model.

BLI of BAX2398 yielded a ~2.3x increase in normalized
PBS control tumor and | bioluminescence at day 40 compared to a 261x
. BAX2398 10 mg/kg | metastatic | increase with vehicle control (P < 0.0001).
In vivo SCID mice IV, q7d x 5 doses tissues Metastatic tumor load was significantly lower
/BxPC3-luc2 12M ’ . h MM-398-NC-N-Ph-016
efficacy study . (treatment started Tumor compared to vehicle control in spleen, GI-lymph
pancreatic cancer 7 days Weight node, liver and lung (P < 0.0001) as well as
post-inoculation) Body diaphragm (P < 0.05).
Weight Tumors from mice treated with 10 mg/kg BAX2398

were ~7x smaller than control tumors.
None of the mice treated with BAX2398
experienced any body weight loss.
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2632 MNERMITHHE (E)
Study . . No. and . .
Type Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
per Group
Significant tumor growth inhibition with
BAX2398 was observed in an orthotopic
high-hypoxia pancreatic xenograft model.
Tumor hypoxia decreased by 36% during the first
treatment cycle with BAX2398, while tumors still
grew 50% to day 5 post-treatment; tumors
Tumor regressed continuously from there to study end
volume with a 50.3£20.2% decrease relative to maximal
(MRI, CT) | tumor size. Control tumors increased in size 127%
PBS control Tumor at day 5.
BAX2398 20 hypoxia At day 16 after treatment the FLTmax values were
mg/kg (FAZA 13.56%ID/g for control tumors and 8.56%ID/g for
ST IV, q7d x 4 doses PET) BAX2398-treated tumors. Post-treatment mean
In vivo NOD-SCID mice trol) (treatment started Tumor FLT levels (5.01 + 0.80%ID/g) were also
efficacy / PDX OCIP51 (C(;I(l) 1;,0 28 days proliferation | statistically significantly lower than pre-treatment | MM-398-NC-N-Ph-023A1
study pancreatic cancer (BAX2398) post-implantation) | (FLT PET) | mean FLT levels (6.35 + 0.78%ID/g).
or 10 mg/kg for Tumor Tumor weights at the end of study were almost 4x
metabolite level Metabolite smaller in BAX2398-treated mice compared to
and DNA damage levels control.
analysis DNA Tumor metabolite levels for irinotecan and SN-38
damage levels at 72 hr after a single dose of BAX2398
(YH2AX reached median concentrations of 345 and
THC) 3.9 ng/g, respectively.

Strongly elevated levels of YH2AX were
detectable throughout the OCIPS1 tumour at both
24 hr and 72 hr time-points after BAX2398
administration. The yYH2AX signal appeared
mostly absent from the stromal areas that
surrounded the tumour cell areas.
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2632 MAOERMITHHR (RE)
Stud No. and
T ey Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
yp per Group
Significant tumor growth inhibition with BAX2398
PBS control of 67% and 78.9% was observed in a PDX model
BAX2398 20 of pancreatic cancer both in the presence and
. absence of plasma carboxylesterase activity,
In vivo SCID mice mg/kg Tumor respectively
efficacy Svpviljd)t(ygfgozgﬁsp) 6M IV, q7d x 4 doses ;(l)lume d Tumor levels of SN-38 in Es1¢ mice were reduced MM-398-NC-N-Ph-024A1
study . (treatment sta.rted asma and | 5_j oy compared to wildtype mice at 1-24 hr time
pancreatic cancer when tumor sizes Tumor PK

had reached
~240-300 mm?)

points. AUCo—7n for SN-38 was ~4x higher in wild
type mice than in Es1¢ mice. SN-38 levels at 72 hr
in tumor were comparable in both mouse groups
(12.1 ng/g vs 7 ng/g, respectively).
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2632 MAERMTHHER ()
No. and
Study Type | Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
per Group
Tumor models with the exception of #18269 were
very responsive to BAX2398 with TGI values of
67.2%-97.8% achieved for 10 mg/kg BAX2398.
Tumor growth delays for BAX2398 at 10 mg/kg
relative to the saline control ranged from 21-64 days.
PBS control Three models (#14244, #14312, #15010) showed
BAX2398 5, 10 or consistent tumor regression with dosing of
20 mg/kg BAX2398.
SCID mi CPT-11225, 50 BAX2398 demonstrated efficacy and tumor growth
mice S . L .
. / PDX #12424 mg/kg 4 inhibition in gemc1tab1ne-res1stant. mo.dels (#12424,
In vivo 14244. 14312 ’ Gemcitabine 100, Tumor #14312, #19015) and was also active in
efficacy ’ ’ 7-8Mor F | 200 mg/kg gemcitabine-sensitive PDX models (#14244 and MM-398-NC-N-Ph-027
15010, 19015, volume
study 18269 pancreatic IV, q7d x 4 doses #15010).
cancer (treatment started In the 14244-10P model, BAX2398 at 5-10 mg/kg

when tumors
reached an average
volume of
200-250 mm?)

demonstrated increased tumor growth inhibition and
tumor growth delay relative to CPT-11 at

25-50 mg/kg. CPT-11 only led to a tumor growth
delay of 5-7 days, BAX2398 yielded tumor growth
delays of 24-33 days.

In the 14244-12P model, tumor metabolite levels for
irinotecan and SN-38 levels at 72 hr after a single
dose of 10 mg/kg BAX2398 reached median
concentrations of 607 and 10.3 ng/g, respectively

10
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2632 MAERMTHHER ()
Study . . No. and . .
Type Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
per Group
Significant tumor growth inhibition with BAX2398
PBS control in all five pancreatic tumor models was observed.
BAX2398 1.25-20 At study end (day 20-33), CFPAC-1, Panc-1,
mg/kg IV, q7d x 2-5 MiaPaCa-2 and BxPC3 tumors treated with
doses 20 mg/kg BAX2398 were >91% smaller than
NOD-SCID mice CPT-11*25-50 T control tumors.
In vivo / AsPC-1, Panc-1, mg/kg q7d x 3-5 ulrn or AsPC-1 tumors were 62.4% smaller than control
efficacy MiaPaCa-2, 4-8F doses (select EO gme tumors after three doses of BAX2398. MM-398-NC-N-Ph-018A1
study BxPC3, CFPAC-1 models) “Z: iyht Tumor growth inhibitions with BAX2398 at 5-10x
pancreatic cancer (treatment started & lower levels than CPT-11 were either comparable
when tumors (AsPC-1) or significantly stronger (BxPC3,
reached an average CFPAC-1).
volume of Body weight loss with BAX2398 was observed
200-250 mm?) occasionally, but was moderate (<3.9% average
weight loss in the MiaPaCa-2 tumor model).
Empty liposome
placebo
gig(_zl; 9§ %;ni/ll;g BAX2398 showed higher anti-tumor activity than
50 mg/kg IV, q4d x CPT-11 in this animal model. A greater but
In vivo SCID mice 4 doses ’ Turpor rev‘ersible initial body wpight (including tumor
efficac JHT-29 colon 6M . . Weight weight) loss was seen with BAX2398 at 50 mg/kg. PEP02-NC-N-Ph-005
Y Mitomycin 2 mg/kg Body With BAX2398 treatment tumors showed tumor
study cancet IP, g4d x 6 doses Weight. growth delay of >43 days (50 mg/kg dose) and 32

(positive control)
(treatment started
when the tumor
growth reached >
5 mm in diameter)

days (25 mg/kg); tumor growth delay with CPT-11
was 12 days.

11
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2632 PHERMTHEHR (E)
No. and
Study Type | Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
per Group
BAX2398 at 30 and 50 mg/kg caused sustained
inhibition of tumor growth throughout the 60-day
experimental period; however, a modest increase in
tumor weight became evident from days 49 to 60 in
the group treated with BAX2398 at 30 mg/kg.
Vehicle control, BAX2398 at 15 mg/kg also caused significant
CPT-11* 50 mg/kg, decrease in tumor weight and tumor regression from
BAX2398 15, 30 T day 9 to day 37, but resumed rapid increase in tumor
In vivo SCID mice and 50 mg/kg, “;“.“‘Lrt weight after day 33. PEP02-NC-N-Ph-006
efficacy / HT-29 colon 10 M IV q7d (4 doses) B(')s(llg CPT-11 at 50 mg/kg caused a moderate but PEP02-NC-N-Ph-007
study cancer (treatment started Weiyh ¢ non-significant decrease in tumor weight during the PEP02-NC-N-Ph-008
when the tumor & experiment period.
growth reached > A weekly dosing regimen of BAX2398 even at 15
6-7 mm in diameter) mg/kg controlled tumor growth more effectively than
CPT-11 at 50 mg/kg in the same dosing regimen.
Furthermore, treatment with BAX2398 at 15, 30 or
50 mg/kg for 4 doses was associated with significant
(unpaired Student's t test) increase in body weight
gain from day 17 to day 37.
Vehicle control, Sustained tumor regression was observed, which was
cisplatin 6 mg/kg, greatest in BAX2398 treated mice. Weight loss was
BAX2398 25 and reversible in BAX2398 mice as compared to marked
In vive SCID mice 50 mg/kg, Tumor We?ight loss and mortality in cisplatin treated animals.
efficacy / SiHa cervical AT i\;(ﬂd for a total of | Weight With both BAX2398 treatments (25 and 50 mg/kg) PEPO2-NC-N-Ph-011
study cancer oses BO(.iy all tumors shlowed co.mplete regression at study end
(treatment started Weight (60 days). With the higher concentrated BAX2398

when the tumor
growth reached >
6 mm in diameter)

treatment of 50 mg/kg 100% regression was reached
after day 21, for the 25 mg/kg concentration after
day 25.

12




2.6.3 BRI
F =3 RS EE 43mg

2632 MAOERMITHHR (&)
No. and
Study Type | Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
per Group
Overall dose related tumor regression with BAX2398
Vehicle control (5% as compared to very modest inhibition with CPT-11
Dextrose), CPT-11? was observed.
25 mg/kg, BAX2398 With BAX2398 at 10 mg/kg tumor growth delay was
10 and 25 mg/ke >35 days, while at 25 mg/kg all tumors completely
In vivo SCID mice IV q7d for a to taf of Turpor regressed at study end. (day 60); no tumor growth
. . Weight delay was observed with CPT-11.
efficacy / SiHa cervical 8F 3 doses at the . . PEP02-NC-N-Ph-012
study cancer beginning of the Boc}y No apparent toxic symptoms were observed in
exponential growth Weight treatment or control groups. quever, BAX2398 at
(when tumor growth 25 and 10 mg/kg caused a significant decrease
reached > 7 mm in (ANOVA followed by Dunnet’s method) in body.
diame ter; weight on days 5 and 9, followed by an increase in
body weight from day 17 to day 60 relative to the
vehicle control group
Vehicle control Dose levels (50 mg/kg CPT-11; 10 mg/kg BAX2398)
BAX2398 10 mg/kg resulted in an equivalent AUCgn.33 exposure in either
CPT-11° 50 mg/kg PK tumor or plasma; howe\{er, better control of tumor
R F IV, q7d x 4 doses Tumor growth was observed with BAX2398. Kalra 2014
’ At study end (day 30), tumors after BAX2398
(treatment started volume treatment were around 86% smaller than control
? days . tumors. Tumors after CPT-11 treatment were around
Invi NOD-SCID mi post-implantation) 43% (50 mg/kg) smaller than control tumors.
e;;f:/cz:::)y oD COlOr:lce Significant and dose-dependent tumor growth
. inhibition with BAX2398 was observed.
study cancer \B]il)l(czl; gé) ritrzosl 25 At study end (day 28), tumors after BAX2398
5. 10, 20 mg'/kg’ = PK treatment vzere around 93% (2(3) mg/kg), 85% (10
SF IV, q7d x 2 doses Tumor glli/q kf())’n?ri 1/(1151511 g‘g kg) and 15% (2.5 mg/kg) smaller | .\ 914
(treatment started volume C
15 days Tumor growth 1nh1b1t1qn for both CPT-II and
. . BAX2398 correlated with the duration of tumor drug
post-implantation) levels for SN-38 >120 nmol/L achieved at a given
dose of BAX2398.

13




2.6.3 BRI
F =3 RS EE 43mg

2632 PHERMTHEHR (E)
No. and
Study Type | Species / Cell line Gender Dose/Regimen Evaluation Results Study Number
per Group
At study end (day 21), tumors after BAX2398
treatment were around 59% (10 mg/kg) and around
18% (5 mg/kg) smaller than tumors treated with 50
mg/kg CPT-11.
Tumors in mice treated with 10 mg/kg BAX2398
Tumor size maintained significantly lower levels of hypoxia
BAX2398 5,10 Hypoxia and smaller hypoxic fractions compared to those
In vivo _ mg/kg status with 50 mg/kg CPT-11. .
efficacy NOD-SCID mice / ST CPT-11* 50 mg/kg (FAZA-PET, FAZA uptake in tumors was 18.2% hlgher at day MM-398-NC-N-Ph-022
study HT-29 colon cancer IV, q7d x 3 doses, IHC) 10 cqmpared to ba;ehnp before retumlng to
17 days baseline at day 16 in mice treated with 10 mg/kg
post-inoculation ??\Z:(ilght BAX2398, while it was 81.5% higher at day 10

compared to baseline in mice treated with CPT-11.
Levels in EFS5 and CA9 hypoxia markers at study
end were 4.3x and 1.9x lower, respectively, in
tumor samples from mice treated with 10 mg/kg
BAX2398 compared to tumors from mice treated
with 50 mg/kg CPT-11.

ANOVA: analysis of variance, BLI: bioluminescence imaging, CES: carboxyl esterase, CT: computed tomography, F: female, FAZA: fluoroazomycin arabinoside, FLT: fluorothymidine, GI:
gastro-intestinal, HPLC: high performance liquid chromatography, IHC: immune histochemistry, IP: intraperitoneal, IV: intravenous, M: male, MRI: magnetic resonance imaging, NOD: non
obese diabetes, PBS: phosphate buffered saline, PDX: patient-derived xenograft, PEG: poly-ethylene glycol, PET: positron emission tomography, PK: pharmacokinetic, qxd: every x days,

SCID: severe combined immune deficiency, TGI: tumor growth inhibition, %ID/g: percent injected dose per gram of tissue
N/A: not applicable
a CPT-11 is a synonym for irinotecan hydrochloride hydrate (JAN)

14
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FE Ui BRI 0,

26.34 T M RIBHER

Organ Systems Species / Method of Dose Gender and n per
Evaluated Strain Administration Group

Noteworthy Findings

GLP?

Study Number

Vehicle control,
BAX23989, 15, 3M,3F
21 mg/kg

1V, 90 min
infusion

Cardiovascular system

Respiratory system Beagle dog

No BAX2398-related
changes in
cardiovascular
hemodynamic (heart rate,
blood pressure),
electrocardiographic
(morphology, PR, QRS,
QT, QTca and RR
intervals) or respiratory
(respiratory rate, tidal
volume and minute
volume) parameters,
clinical observations,
body weight or
temperature

Yes

20036143

F: female, GLP: Good Laboratory Practice, IV: intravenous, M: male, QTca: rate-corrected QT
a An entry of "Yes" indicates that the study includes a GLP compliance statement.
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