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ADA anti-drug antibody A S /ETINEN

ADC antibody-drug conjugate PUAEYE G IR

ALP alkaline phosphatase TN T H AT 74 —F

ALT alanine aminotransferase TI9=VT73I/) N7V AT T7—F

AST aspartate aminotransferase ;i:z\ IXRT I RTAT =

AUC area under the concentration-time curve | Ji& - FEH] h#R T mfl

Cax maximum observed concentration e g (ingEsg) BE

DAR drug-to-antibody ratio BNz

DLBCL diffuse large B-cell lymphoma OVFE AMERANIA B Al Y o Xl

FDA Food and Drug Administration KIE] £ i 2 2R 0 R

GALT gut-associated lymphoid tissue 5 EEE U > NHH Ak

GGT gamma-glutamyltransferase fé/ ~INWAINVET AT 2T

SR O 0 A A - EyEEENy
GLP Good Laboratory Practice %i%ggj@ PEIC B 2 IR
BT 10 1

hERG human ether-a-go-go related gene i 7]\\ %gg%ﬁﬁ;ﬁ%mj] VLT

HNSTD highest non-severely toxic dose HERBMEPHH L 2V KRG &
International Council for Harmonisation

ICH of Technical Requirements for [ S KL R A [ PR i
Pharmaceuticals for Human Use

Ig immunoglobulin a7 ) v
maleimidocaproyl-valine-citrulline-p- maleimidocaproyl-valine-citrulline-p-

mc-vc-PAB . .
aminobenzyloxycarbonyl aminobenzyloxycarbonyl

MMAE monomethyl auristatin E T/ AFNT YV AEZFE

NOAEL no observed adverse effect level EEM R

OECD Organisation for Economic Co-operation SR ) B G hk
and Development

PD pharmacodynamic FNF

PK pharmacokinetic(s) S EhRE

STD1s severely toxic dose in 10% of the PEEREN) D10%\C EHHE 7o FEME S FEBL
animals ERAE e 8

TK toxicokinetic(s) ¥ axxsr 47 A

veMMAE mc-vc-PAB-MMAE mc-vc-PAB-MMAE

WOE weight of evidence T BT U ADEIMTT
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2.6.6 SHRBROBEX
2.6.6.1 EXx:))

RITYA<wT7 XKFr (BarEfz) CIF, AEXEIRTZ Y XA~vT7 XRFFU) X
CD79b ZAEH) & T2 HREME SR (ADC) THY, WMAORARDHEMER (£ AFLT
7Y AZF 2 E: MMAE) % BHIFIZEIRAICIEE L, B oM EM: RS 69 2 5o AER
EHETL, KRIYAX<wT NXRFU5FE, CD9 #8458 Mt/ a7 U v (g
GlE/ 7 m—FHkilc, a7 7 —BHkMEY % —T&H 5 maleimidocaproyl-valine-
citrulline-p-aminobenzyloxycarbonyl (mc-ve-PAB) % /1 L CTHAHES L7z MMAE 7B AR S 1
by RTVAX<=T7 RREF UL, FUKID Y4720 3555+ MMAE NEASHD [y
PUAtE (DAR) =3.5] XH%itan s (23813 (KRTVA~T XKFUFIHK] ) |

KTV A~7 NXEFUide b B i ED CD79b ZHrRANER#ET 52, ~ U A, T b
KOH =7 4P CDI9% ZiRik L7, Z07w, HHERBRICHWAHEBRmE L LT, &
=74 %) CDI% IZHEET 5V — |k ADC #{ERL7-, us— |k ADC X, ¥ rsr—h
PR (W=7 A%/ CDI% IZkfT 258 b=~ AX AT IgGlE /7 0 —F LHiR) KOY me-
ve-PAB %/ LTS L7 MMAE ok sivsd, e’ — bk ADC 1L, A7 Y X~v7 XK
Fo L ARBREOHRMECTHE T2 =712 E 15, £, A1 FY4720D @ me-ve-
PAB-MMAE (veMMAE) 73O, K7V X~7 X KFo L¥nr’— K ADC & Tl
FEETH D, KRR THEASNTEARTZ Y A~T XRFrovmy MKV s — kK
ADC ® 1 v F® DAR L, ZNENFE3TRU3S5TH-T=,

P u s —hk ADC ([Z2OWT, B =7 A FMZEBT D HURKRIER 22 B0 K OSSR B RE 220
SR (PK/PD) BitE DRI 723l 24TV, ZOmMMEZMER Lz (2.622) . TOREE,
P — K ADC IR TV RA~T7 RXKF L L CRIBREOREAHMEEZ /R L, in vitro IfiL
HEHRZEEME, in vivo FUEETEYE, KON~ w7 R0 1T 2 MW ENEE D FELIE R R S -, FIT,
PK/PD RABRIZBWT, Yras— k ADCIIH =7 A ¥/ B flfidzfhie <&, BMRZ I L3
WEhNEZ T Z L LA LT R o7 (26223, 2.643.12) , ZHLDFERNS, =4
N RWEEERBRICBW e A — |~ ADC 232 2 L@t L L, YeiBmE
Z RO CTHURIKR A 22 3t e OWBURE IR TR 2 O 23 i L=, $£7/-, RT7 VY AX~7
RRFDT >y MO =7 A4 Pz HOTZRERICBW T, REOHURIEKFHIFENEZ G- L
7=,

FHHERBRICB T ARG IXEAREHRKICELC CTEIRNE L, EELREBRCTOLI =7 1L
AW KERGRBRIL, R TOREL DA AU T C3lICIE O KER G L0 i L1z,

KTV A~T RXRREFUOFMREBR - EE2E 2.66.1- 11K LIZ, AEOEFEERR T 07T 4
WZiE, FERREBRE LRIV AT XRNF U077 v MERF (@108, §H4R) #5385k,
RITYRX~vT7 RRIFUROY s —h ADC DA =7 A YPIL10/H 3#Ez1E], FH4E]) &
HiRBR (ZeMEHEEM &) , WNNCRTY X~T7 XRFrob RS ER SRR
NEFEND, £o, RITIVA~T XRKFUERYrS—K ADC OBFMET2 7 7 A4 /b~D
MMAE O 5% 52T 5728, MMAE O v MERIEOE (@#1E], F4E) 858,
WO =7 A4 FOVEREI L OE GHEIZ1E, §Fh4E) #53 5k%2 L L 72, ZOftl, MMAE
BT 2B E LT, Binmrtilit (EZ2 W2 EIFEARERRER, ~v 2 73—~
i % O 2 BB T Z2RE BB K VT » MEalBR) |, AR AERNERER (7 o ME - JRE
VBT 5 BR) , M ONin vitro hERG (b b AGRTEMERDEAERR T A U 7 AF v RV F) R
B (2.6.2.4.1) HEM L=, 7238, MMAE & veMMAE I3 H e D& PIN (290~700 nm) D
W2 W L7272, K2 ric B4 2 3BRI3 5250 L 722 s - 72,

bt R &G L T DR O FNE & AR — b5 72 O EE R TR R OV e SRR
%, KEAMLERGLF (FDA) OEERGOZRZEMEICET 2 IR OEMOLE (GLP) #
HJ (21 CFR Part 58) II## W I BH7HHE (OECD) @ GLP JRHI] [C(97)186/Final] % i8~5F L
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THfi L, OECD OF —X#HHEZ AN (MAD) 7127 Z AOSNIETE L7z, OB
DOEFMERBRIZ OV T, B IE GLP ik & LT L7,

FHERBRICB T 2R T Y X~7 XRFFo X3V ue s —F ADC OHEITEREIZIKESWTE
i (mgkg) L, FF¥FIaxxT 4272 (TK) IZOWTIE, ADC (BFifkE LTHlE) KON
BER MMAE I s LTIl L=, 2o 0REBRICHBWT, HiEWEA (ADA) OERRNH
LT, WTIICBWTHLART Y A~T XRFFU IV ue s — ADC OBEEE|ZH 5 )
7B % RIF X T, ADA XTSRS EARIEEICE R T 5 B IR S e o7,

& 26.6.1-1 RIVYXTYT REFFUOEMHRAR—E

RBOEEE W wEBwYE . 58 (mg/kg) GLP
5 R D | REEE ik O
At
Hi a5 7 v b RN | MMAE : 0, 0.206 IE
Hi a5 Z v b kN | MMAE : 0,0.516 I
Hi a5 H=7A4H%)n | FIKN | MMAE : 0.116 I
Hi a5 H=7 A%/ | FHIN | MMAE : 0, 0.030, 0.063 i
A B G-k
1A, 485 A RN | MMAE : 0, 0.0097, 0.097, 0.194 i
1R, 455 Z v b RN | Ry x~7 RREFo 1
022, 6,10
3Miz1E], 2[0S | =249 | IR | MMAE : 0.058 I
JWICLE], 4% E | A= A4H% | #EHIRN | MMAE : 0, 0.058 i
J[@IC1E], 4EEs | h=s A4V | EBIRN | KS5Y X~T X RFLo i
0%1,3,5
H# a4 — K ADC : 3,5
sk
16 I 2R s X AIF T A | Invitro | MMAE : 0.25~5000 pg/plate 1
(FilE) B, K
Tt Ze ks ~DU AU 7 | Invitro | MMAE : 0.005~100 ng/mL i
(HILER M) | A ik
/I 7 v b kN | MMAE : 0,0.01,0.1,0.2 it
A E S A
- BV A | 7 v bk | %R | MMAE : 0,0.2 |
Z DD TENE
AR AT 22 B e E K In vitro RIV AT RXRKF 18

2.5,12.5 pg/mL
a: RNTVAX<wT XRFF PR (20 mM histidine acetate, pH 5.5, 240 mM sucrose, and 0.02%
polysorbate 20)

BRRURERSEME

e MMAE ®7 v MHEEIROKERGHBRICEBWNT, FfiEtt /b, JRmER R OV E ek
T A= OIRTF, WONEBERRRED) |, IFErE (WG ST A —% A, WOk o
TRV A, BERKOFARGEEM) , Vo "@mEEE (R OWED Y > EkiEd)
N—EL RO, BHiEEIHEKEL TRO LN, M7 > M2 AW EE&R R
Brofm e (0516 mgkg) TiE, EREEIEICEE L2 REE RO b vz, KEE
HEHRBRCTOILRLPTAE LT, HEIEKAE LI RERD & OEAR & ORI B L 72 (A H
HEIMEDKMENA LN, 7z, mHE (0.194 mgkg) TITRBEREFNE EHELMEL O T
TERGEA) 3R BT, FERBEELSOFTRIL, Wb 4 BHEOKRIEWIRKE TR £ TIZ
EIE R Oy
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e MMAE OB =7 A ¥I)VH[E K O E KGR T, BELARNY UREGET, 7v b~O
MMAE ¢ 50 &S8Pl U 72 v 22 e 3 i8d bz, B#iE ML, 0.063 mgkg LA E&# 5.
L7 HEC BT 230 OV A Fn U GE (R SR LTz, RIAE TO I LR 5T,
&L, EEERDICEE L AERBD DS SN, MMAE O =7 A PIVERFRE I X
LEBEREMENEEL LW K58 (HNSTD) 1, 0.030 mgkg Th -7z,

o T v MNEERSERRIIBWT, "IV X~T XKRFU428E 1 H, 5 4 BFR5LEZLE X,
MMAE #% 5K EF7EL U788, NFie, MR K& OSSR FES H BEERFICRO b ivie, B~
OEAE (10 mgkg) #5 TR b RIMEKEDRDIC X 2 2FREE(L, WONCIR, H,
RO & DE AbIXEREEE L BE L Qi MECOIBLRAFTRE LT, BRI
U7 HBIRIF AR EE I EOKME, & OEEIREE(LICBE L7z BRESE TAA 50
7o FERFMELANOFTRIZWT LY 6 B ORIEHIFE TR E ClotamigE Lz, Bl EoRS
B, 7y MZBILZRT Y XA~wT7 XRFF OO 10%ICEERFENEIT S
Peh& (STDio) 1%, 10 mg/kg & M iz,

o W= AVNNERGRBRIZBWT, NIV A~vT NKFUo23HEIC1E, #F4EES5L
7o& %, 5 mgkg £ TOHETRAUBRIAFMENTZD 1L, MMAE # 5 & 5L L 72 vl ifify 72
EREEEN RO bz, 72, us—k ADC @ 3812 1 5], & 4 BG5BT S R
ORI EBEEENRO b, AR (5 mgkg) TIE, ¥ rs— b ADC (2 X 25 BEHH]
(R L7 MR DR IC X 28RO bz, 72, THINEZEEZMEHRE LT,
A7 ARSI B U L RERDID e O D U o ST TR L OB R FR O b vz, BAE

DFERMNS, W= A PFNZBITEIRTY A~T RXKIF o kO a4 — k ADC @ HNSTD
I, ENEN S5 mgkg LT3 mg/kg &Il Sz,

o HRZEWRE (T v b, W=7 AFN) RORLIWHRHE (MMAE, K7V XA~7 XK
%‘/&U“%D/f~l~ ADC) IZBWTCREROFHMBEENRO NI &b, ZOEiX
MMAE OIEEEMEICEBERFR L TWbH & b,

Bizsl

o  MMAE I3HIE & O ALEERE R MR 2 N2 in vitro IRBRIZI W) TRAR 2988 BE M2 =
Steroted, Ty hEHWERBRICEBW OUMEZE T 5 2RI ER A I X 87, R
HIHUE 2 O TZ B ARARAT OF5 575, MMAE #5102 X 2/ MEFH T OFIT, T2 R
BRMICEEL-bDEEZ BN,

HRERESHE

e MMAE ®7 v MAE « JEIRFEAERBRICEBWT, 0.2 mgkg Z4E4R 6 LN 13 H HICHEIRN&E S L
7o b, IR, BN ORI 2 F S e W REMME O A B 72NN bl
Too Fz, REMRATIE, SRR (FZ2EH, WURLEHERRE, EREMEIN OZEE) 2
BN L, MMAE (3E - lRIREER O ZERE T EE 2 b7,

ZDHDEMNE
o FEHEAQE MAMICEBWT, RIV AT RRIF AL DERPRENTICY 5K (Friz
B fifasEEk) TEH S, B ED CD79b OEEFDIEE N2 — 1 b —F L T,
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2.6.6.2 S2EEHHER
RTYAX<w7 RXKF U OMN L= AMErEsBRIISE i LTV 722V, MMAE (2B L 7=
PEIZOWTHET 57720, Ty "ROH =27 A Pvz iz Hal# 58 2 £ L 7=,

2.6.6.2.1 MMAE @3 v +EE#% 55 ER
(EEHES : 4.2.3.1-1}04.2.3.1-2)
2O 52 DOIE GLP FERERIZIUVNT, Sprague-Dawley 7 > & (%EfffE6f]) |2 MMAE %
0.206X130.516 mg/kg O ECHIAE: . (Day 1) L7z, XFRREHCITREE (U R AR
ik (PBS) ) &5 L7z,

ABRAE R A $£2.6.7.5- 11T~ LT,

0.206 mg/kg TILHIHR A D Day 5 T KRB LOREORE I LN TR,

0.516 mg/kg TIXAA7AS Day 3IZ 2 RAEHA (FEEE OIEFEIPEIR T & OB IR A S AR5 PH OO 3
W L B7EN) 2Rl EnD, RBICHKREIT -7,

0.516 mg/kg T, MEHMEIZB W TIERESE (7 7=7I /70 A 727 —F
(ALT), TANRTIX T I ) b T A7 27— (AST), Wo~IIWVHAINKNT L AT =T
—¥ (GGT)) DO@EfE, WO/ OV E ML ER OB FRD B 7=, 6 EAERR2 A Tk
HREOMAREAE, TR N — o AN A O MR O ZEE, FE A OFREE O R &P&U%fﬂ“ﬁ%ﬁm
I EREDG R ONT A N — 2 AR, Mk ONBE ERICBT 58 /05K
T AR b= A MR EEIN A A B AL, Al R B 2% K OVBR Ry ME o T Al 58 & 5B D b 4L 7z,
0.206 mg/kg (BT & [AMERKKAE, it ALT KOV AST &fiE, Mg, s OVE Bl ok EE
FARR IO AL DR DT, Wt@%—f $0.516 mg/kg & bl L TRETH o7,

U EORERNL, 7 v MBI 2 MMAE O H [0 & RN % 512 L 2 88 O 25 & 1%
0.516 mgkg & MW Sz,

2.6.6.2.2 MMAE D Hh =9 A Y )L EE% 558
(EEHES : 4.2.3.1-3}04.2.3.1-4)

BN FERE L7=3E GLP RERCIE, h =71 YL (MEHES141) 1 MMAE %0.116 mg/kg O
ECHEIFIRN&E S (Day 1) L, &5%63AMBIE L7, BHEIZ0.0IN HEE2/0.9% 4 P ATk
Z Wi,

T/, BIEHOTHEM L2 GLP RER CIdh =7 A v (KRR SB]) 12 MMAE 20 (&
), 0.030X130.063 mg/kg O M & THEIFAIRNE 5 (Day 1) L, Day 8IZ 45 HEMERES 341 25
L, 7%V OXBEMERES 2061 % Day 22123k L7-, #1320 mM histidine acetate, 240 mM
(9.08%) trehalose dihydrate, 0.02% polysorbate 20, pH 5.5% H\ 7z,

AR L2 $2.6.7.5- 11K LT,

BAORBRTIL, 0.116 mgkg DEEGIZ LV, HEA Day 2812381 L=, HIIZI W THIMGIC
TGN FRD By, HFnRUSYYE & OBEA R STz, E72, ZOMOFTRE LT, EBEHOM
M, IR, —BCRRERE (AL, $ofe U722 SO VE) | iR Bk (F_CoAm
By, ARifER, ~Fs/ vy, ~~ b7 Uy b RORRRILEROWA) | figbERZ{b

(TIVT 2 AR O D AST ) 23588 H iz,

Bl & T HEME L7- GLP B2 Tix, 0.063 mg/kg DOHEIFIS Day OIZFET R R S iz, FEEE
TlE Day SIZ—BoiRIEFT AL & U CHBEAMNEO b, MEFRIRMRE Cldafr ek, Vo REREW
HEROBD DO v, FIREFICHBEERRO N &b, Z<DERFITHONTOM
BFRHRIE TE Ao 7208, KEEE K O (238U C FR&EE ~ 5 O B 233860 &
Ni=Z b, ZOZEEH MMAE # 5 (2B U723E8K & & 2 bz,
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Z DM OBYNZ OV TIIFERAIMRFFE THEF L, MMAE # 5. (CBE L7 — iR E, BEE A,
ﬁ@ %ﬁﬂfé?ﬂﬁ&@éﬂﬂﬁﬁ, ﬁwm, MR AR, SR XU A N U — R OIRB AR O B

TR b ro T,

MMAE # 5-(ZB8&# L7228 b & LC, 0.030%000.063 mg/kg TILERFAIREIZI T D P%EE~
Ef@ BRI (PEE~TEE O ER G0 B RO Y o 8Ek (k) b

kD) BEOBNIZ, £z, Day SIZHEKIFH R ~ P EORKRMER GExi) I8
&%n‘h&)%n, IRV~ R DR MEKAFE (RIER, ~Er7nvby, ~~r2Z Uy )
DA PAELTZ B2 BT, AMEREOHIRARMERIE, 22 Day SICHRIKMEA =~ L72A%, #
WARMER DN Day 312 HER O BTz, MRILFHIRA TIE, 0.063 mgkg T7 47U /7
OREBMBELOT VT 2 ORERIEA Day 8IZi8 D Lz, Day 8OFHiRA TIX
0.063 mg/kg THLAVE BAMINE O AEVE 2 £ 5 BHZE 2 R EEVE BERTER I ~D 2 7 |k (Ejﬁz@])

NFRD B, 0.030 mg/kg (ZFRWT %%f@ V7 NIRH LT, BHBHEEARAICBWV X
RIMERATERAIAIZ X3 2 B S R BITRO b o 7o, MRFHIREFT R E EhbE T, &
BB 5 25 DZE kX, MMAE #5102 X 2 B BE80H &K OVE fisEt 2 R+ 560 L& %
Hivle, MRFAIMAIZ 31T 5 QIR K OHIR IR M ERIE, —#DEK T Day 15(C# G-Aifl %
EED VT R i, Day 220215 FREE & H%ﬂ“iflﬁl@z L7c, HHEBHREARRAIC

BT, Day 221 [RIEROBEIEMED RS S vz,

A7 D Day 8 X i% Day 22DRIZ I\ TR T RLILERD 6Wmof_o MMAE P 5. e
U 7= EAR AR 2022 (b & LT, 0.030% 7100.063 mg/kg D MfERECHa 5 #ELC GCRIEYAOTN
1M BRI OPA 2358 STz, 0.063 mg/kg OIE, A TNT0.030 % 10.063 mg/kg DO TIE[RIAE

DIALDRERE BB THEEO b, Day 20H#H T, WIFROEEICBEWTHEER LD
AR ML ER R AL DAL V8 1 mh&)%nfmxoto 0.063 mg/kg @&kﬁfﬁf VB Rl S ORI RSB AR AR
@ﬂ%ﬁ}iz’)m D 5, Day 8SOFRRIFIZIRO b2 T eIchiE+ 5 B2 bz,

45 MMAE #2%130.030~0.063 mg/kg D#% lfﬁﬁiﬁkf H7e iz R L, BREE RIS
mh&b %ngxo 7

UEDLBY, BHAED0.063 mgkg TIHHETHNRD LN &b, RRBREMTIC

i} 5 MMAE O Hi[alF RN 512 & 5 HNSTD i, 0.030 mg/kg & Ik L7,

2.6.6.3 REREGSEHR
2.6.6.3.1 MMAE @5 v ~4:ER GE1E], F4E) 55 (4:8REEEMEGER)
(BRE S : 4.23.2-1)
Sprague-Dawley 7 v [~ (FEHEMEAS1030E1561) 12 MMAE 20 (&5 , 0.0097, 0.097 X1

0.194 mg/kg OMETHELE], FHAEFRIRNE S L7-, BEIZ0.01N HFE(3.9%)/0.9% 4 B R R
(96.1%) % W 7=, Ik 548 (Day 26) (2K BEMEMERS 1061 23508 L, & E5%29H
(Day 51) 2% OEhY) (EBEHIREE, 0.097% 010.194 mg/kg BEDMERERSF]) ZHBLI-, %
7o, TK 774 ML U CHBEMERER 10651 2 BIR e L, i 38490 B E O 72 O iR
BRI L7z,

B R A2 $£2.6.7.6- 11T R LTz,

0.097 mg/kg OHEFIH £ G- WIRIHE TRFOEFHNRD O O MRV > 7 VERTZIZIE T LDy, |
TR & B 2 v, MOBIXOT b BRI E CEF L, frid X —fREEr Oy
IREBMAOFT RIEERD Do T,

0.194 mg/kg TILARE, KREHMEL OCEEEOIENA LA, Wi b4l oREIC
XvEE L,

0.097 }%7%0.194 mg/kg TIXMIEMRAIZIS T DFEA DELNAH B, 0.194 mgkg TOH S H
7epT R E LT, ARfERE O (HERIRIMER, JRfLER, ~E/nerkO~~Z7 U v hD
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Bl RORHEE (BeU/LEr, AST, ALT X O GGT OFEfE) % /RET 528D 51
7oo EOM, HImEK, mdﬁ&ommﬁaﬁkmw%mﬁM@mb%ntomﬁﬁﬁﬁmw
BO—EIL, 4B ORER b ERITIZETE Ligdo 7z,

B G- HIRIHE T IR OFHR I EPT %%%T&% (B L 7= Bl (0.097 % 100.194 mg/kg DM
1) KOFER (0.194 mgkg OKE) FEEOIMEATED Hiviz, 48 OREHIRFL TR N T
1%, 0.194 mg/kg ORETHREERIZIZ THRE MAEEORME LR b, JWEHLEFHIRA T
%, mHEOMEHETHRARIZIS T 2 Y o EkEE, I NG &K OKBRE B 86123 1T 2 Ml
w<%ﬁ~if)ﬁm@%ntoit,ﬁﬁ£ BT DAERRI DR T KA HFRD BT,
B2, 0.194 mg/kg DOIETITAFHEIZ %l@%%@%f@ﬁ%ﬂmb%nto%1ﬁﬁ%
TEER RG] TIX, KR, E’ﬁ"ﬁ&()“ﬁﬂ)ﬁ@”ﬂ: LA LT, ERREEMEDHER S,
aw4mﬂg®%%f m%kbfﬁmwmb%n<oimi®%ﬁ£ﬁﬁ B~ YRR
ZEfafk) , SEICKR ERICBT A E LR DI, kR, BEEEMALIZR O CRENE 2R
B4 52 LITERO o Tz,

Mg MMAE ¥ 130.0097~0.194 mg/kg DO#EIPAICIBWTHEITIG UM% R L72 Coax
ITHEL CHEL A TRID#EMZ R L722Y, AUCoamn (FHEBIEOEINAZ R LTz, L Tz
BIZHA O DR MEZAITRRD bR o T,

Ubkorky, OW4mﬂgT%%,%% TN, FEER M OV B AR~ D B3R b7z
ZEns, RRBREMETICBIT 5 MMAE OMEZHMER (NOAEL) (%, 0.097 mgkg &KW L7-,

2.6.6.3.2 RIYVAIT RKFoOTy FER (B1E, F4E) Hr5HE8
(6:EEEE 14 ER)
(BRE S : 4.23.2-2)
Sprague-Dawley 7 v b (BHMEMES15H]) TR TV X~T XRF 20 (BE) , 2, 6X
1310 mg/kg O ETHELE, FHAEFRIRNE S L7, Day 26 (i 55%48) (K BEMERES 10
Bl ZH R L, Day 64 ([51f839H) 120 OBz 5 Lz, TK %7 74 MEE U CAREMERE
30 (PABEXTIREE) LRI (BB E & 58 ZRL&RE L, MmA3EMiRERIED =D
MBI fE L7z,

ARBRAE R 2 ££2.6.7.7.1-1 ) 8R2.6.7.7.2- 11T~ LTz,

10 mg/kg DIELH %2 2 E IRREEAL D728, Day 31 ([HI{H6H) (CLEIME L=, REMARIX
—OIRBEFT R & LT, ML, ek OIRO&E Ak, B &R OREBD O bz, [ﬁl{ﬁz%
FIRRA CIEE LWVRIMERE (N~ h2Z U v b 1 62%) , #IRARIMER (xrdk) , /g ;Y
BFFRER DD 3 S A, TREALER AR BT 2 B R & —F& LTz, i b
BAETIE, TEED AST, ALT, 7V h U 74 A7 7 Z—F (ALP) , GGT M U¥AE U L E
COEMENRRD B, REARREARA T, EEOAIMIC L DMEXRZIC—F LI
D/NEEFLMEEMENED L, AST KON ALT OEfE & BEET 2T EE 2 b,

ZDOMD10 mg/kg DHEIZIBWNT S, K OCIROE AL FRD Hivz, 6 mgkg LA EORET
%, G EEEORMEIC B LI RE I EOREN A Sz, 5/ T orRES]
A FME (FOB) #HliTIX, 10 mgkg DETA—F > 7 4 —/L RTO B REEIBHIE T,
2mgkg LLEDHETZ + ME/VICTE D EIE L7 BREEBOR TRRBO LN, Z6ORTRIX
AR X DR BRI BATEV ZAEA Tl <, 2 REE(LICEE L TAELZLDEE XL
Nize TRTO—BRIEFT R, (REZE(L K OWRR, EBRE I 2 EMIX, Day 64 ([H]
#H39H) ETIClIE Lz, IRBFPERIRMA CIXRE n‘h&)%niﬁz)mto

MIRFAIRR A ClE, 6 mgkg DL ETERD LAV RERENE, &M B K& OV B AR A AT

(Mg S VKRB Rl 35 1T D MR )) (2 —B L7228 b, METHELR V&RV
BTz, TRCOMERFHREOEbIL, RIEHMK TRICEE L, Mgk 2
TiX, AST, ALT, ALP, GGT MU E UL E L DOEED 9 HDWL 203, 6 mgkg UL ED
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HET, M & R U CEBEEEICRD b7,

RIEPEHAZ L DB I, GBI TIRIICHWT, 2 mgkg UL EDOIEED & £ I F
RBEEIZBOWTRD N, OB, B G , Mg (BEoiiuiEd, 7
RN —2 2 ARDZEORN ; 6 mgkg LLEDOFRR TR 5= Kl o/ NEAY K OV it
fEl—%) , HBHE BWE LRENER OO T R h— 280 ; 2 mgkg UL EOFH KT
R LNTAE RO/ PN KO, WO R ERREIC—F) , KOWREER LK (BE RRE
DEFNFED R R ELOT R~ — /x/ﬁﬁﬂﬁﬁm 6 mgkg LL EOHIR TRD b FEER
FEOKAUL R OEEEMEIC ) 2B\, £& LTI, 7R =R HROR
Xﬁ%ﬁﬁ%@bkﬁMkLTmbgnto%wm AFRIZ B U 7= s PR AR 2 2 (L S TP AR,
fii f V& TR B 7o, I CTix6 mg/kg LA EOMERMECHAIAD (BIS~8EE) |, FAIRAM A
(NN o 8—Hifa) L ORE B DT R b —3 A 45553 SO 8N # 5 R TR
RO BTz, FTo, RAEMEMIE N O I O AFE 2 FFE & 3 2 BUEME D BUREESE )3 10 mg/kg D
WKL 6 mg/kg OB CHEE IR THICRD BN, 2O ki, mifbFamac

BUFOIEEFRE EAEBH L TWD & X biLlz, MZBWTIE, 2 mgkg BLEOMEME T~
7ua 77—, 10 mgkg O ARG ERIBOBRL, IERNA LT, KBTI
fHiEss BIREOER) EEMROT A h— /x/%%®WM(%ﬁ)&U§&®ﬁﬁAﬁ
o () 236 mg/kg UL EOHERMECTRRO HiLiz, F72, 10 mgkg OMERES 14 %6 mg/kg DIt
B TIXEEDOOD ARG B BTz, GO RO KFIZH N TS [AERDOZELR 5
A, PR R ISR DAL ORRE L, ML TR O LA, MMOKEOEFTE D b
HEThH-o7z, ZOM, ARIEEGIZBHE L REERENEL (TR =R HR0HDOH
) BFTF Y o8, B, IR, DB OKE, GOE, R, ~—2 R, TEE, FEED
HEOFLIRCRED bz, RIRHIMIK TSRV T, ARG 5B U 7R B 2O B3k
B ; 2 mgkg PLEOFRCER® b/ MUE RO X3k L, W ONCE &M —)
JORER BfR OFER EREORFENEY ; 6 mgkg UL EOFIRTRD b7z HEEEMIZ—%K)
DHTRO BT, F7z, 10 mgkg OREIH TN~ 7 a7 »— U8E#E, WM CTIINT
I 31T 2 BRAEME O HURBESE 338D B LTz,

AREPE 5 K DB KT MMAE O 8132~ 10 mg/kg O #iPH CHERH B LB L,
L THLRMEETRD N o T, MEREGIC X DBHUKIRE RO SR RE SN2,
MMAE OEREITFRD H 720> 72,

UEotih, KTV AX~T XKFUIHET6 mgkg, METI0 mgkg O EF TRAF/2E

BMEER LU, BEHBTOERFIRE LT, &k OVEHM~OEENBD N, 6K
FICXDEEMZ R Uz, BECRWTIE, BRAUOWEER RO ZEMRERIM THRHIC W T
HEIRO BTz, ARHEE G IR L 7B T ORBLRIICIE S &, RRBREMETICB T AR 7Y
AxT7 NXKFO STDlE, 10 mgkg (4[EHF 5% OPUKD AUCa 08 [HE/ME] : 923/923
pgeday/mL, FEEER! MMAE @ AUCa1s [7E/ME] : 1.33/0.979 ngeday/mL) & HIkr L 7=,

2.6.6.3.3 MMAE D h =9 A4 FILREHRSHER
(BRHE S : 4.2.3.1-3%14.2.3.2-3)

H =7 A4 Y& HWTZ MMAE O 8B 5-R8R 220 550 L7, &#oORER (3EGLP) T

=7 A Y (MERES16]) (2 MMAE %0.058 mg/kg O & T3#IZ1E], FF2mEEAkNZEE L,

200 B 528 H £ THIZ L7z, ABHT0.0IN HEER/0.9% A AR A A=, 7=, 5l&kFn
THE L7z GLP BR T, =74 ¥/ (FHHERESSIT66]) (2 MMAE 20 (45 %
0.058 mg/kg DOHETIMICIE], FHAEFFHIRNE G- L, S&&EG%1E (Day 71) &K US5HE (Day
100) (ZA&REMEMER-4SUT30B1, M OV BEMERE2 B 2508 U7z, PABEIE2 mL 0.01N H5F2/198 mL 74
I H7K/0.9% A BRI IR 2 e,

FRERAE R A 5£2.6.7.6- 11T R LT,
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IMORERTIL, 0.058 mgkg Z3WIZ1HE], FR2EHREG L72RER, BIAZRIEMNRD S,
R O — IR BEFT L NI AR A O 28 . GRIMERK VA MER ST A —%, T A7 I K
AST) DR LT,

21 H OFERTIL, 0.058 mgkg Z3MH(Z1E], FH4MIEE L7ZfR, MMAE O#&51C X DK,

JE, DRk, Mk, AR, IRFFERORE, DEX, MR R L ORI~ ORI
D HNIRD ST, MIRFRIRA CIEEE QP ERED 232 iy, BG5BT RG] CldE
MR Y g 02 (BRI o RilloRD) RO 6N, o, mikkFH
BAE (B~ E DT L7 I O ALP (R, WM %ﬁ~%f@m1&@ﬁ%)/@ﬁ
i) OELHLNTER, T XTOEIISIE M ORI L0 5221 miE L,

MiEH MMAE O 5 EH% O — 7 JEBEIL1.872~4.626 ng/mL OHFPHTH Y, V' — 7k
FEFAIE G & i U C2lnl B e G- DU IIERE O 28 Lz, MiFT MMAE #iEE 3 H& 5143
A LANIZ1/40~1/80IZ R L, #5-4% 1A A CLEIEM HH R A & 72 > 72,

2.6.6.34 RSIYVAXIT RKEFURUYAOS—F ADC OH =9 4 HIL10:8R/H
(3EIZ1[E], FH4ED) TE5HER (EMEEIEMEGRER)
(BRE S : 4.2.3.2-4)
=0 AP (BREMEERSE) ICRT Y X<~T NRFFro0 BED) , 1, 3, 5 mgkg,
XXV e —1b ADC D3, 5 mgkg Z3WIC1E], FH4EFHRNES L, &KES5#%7H
(Day 71) (ZH&BEMERMER 2 UT3M 2510 U, Bt 590 (Day 128) 2%V 0@ 25k L
Too ARRBR TIXIEH OFMEFHIE B IO 2 CLRAMESEEICB T 25HE (LM R, MR KDY
PARR) BIT -7, 723, FERHEEE T TOLME RFMO -0, AR R T B R 5
(B BEHERER201) (2o CE, RBRBIAERTICT L A N U — AT A& VR HAE L 7=,

AR R A 32.6.7.7.1-1 L 1M5R2.6.7.7.3- 11T~ L 72,

#r— k ADC 5 mg/kg DHEE]T Day S3IZ S IRAEEALDFE D DAL, ZEEICALE OERITIC
FEC LTz, Z OBEEOFERITMEEOCHNERZ TH Y, el — K ADC O 5 X 555
WWERLEZbDEEZ N, £T2, KTV X~T XKFF 2 3 mgkg OMEIBNZZEHFR
%m_m; Day SSIZZHIEMLE UT=03, Z OZUGITHRIEITEHE L2 b O Tkl &l L7,
KTV X< &F%yXi%nf ~ ADC OE G X DR, (KE, Lt
HE (LMmER : , DR VL ER, MR BRI VSV A AT A Y —, iR
PR w%%mA7f %), RORBIAIIMAEICRIT 2 8F TR b o7z, — Mk
REHLEL CRR W LAV ME— DFT LI, Day S3IZZE33EALE L7-H 17— k ADC 5 mg/kg DR

TOISEE T L OB TH > 7,

KTV X< &F%y3&@5mﬂg®mﬁmkmf B (B~ %R OB R

R ST BE O P AR M B BEMI AL IEIN) M OVRAE T 35 1) 2 MR IR M ER DR 2358 60 BTz,
5 mg/kg TIE Day SITHJ U L /RERED — WM N A DAL, ML RIS, R EE [E
TR ORRETIIREE RO DN hoT, Fo, BEHFKE TRRORMMA &/ 7=/ XA
v RIS A Y v RER (CD3Y) , ~X—T #lifid (CD3*/CD4Y) , ffaisEm/ 4~
Lo H—T il (CD3"/CDS8") , B U /%K (CD20%) KON NK #ifd (CD37/CD20°) D&k
RO LRI,

P r s — K ADC 3OS mgkg IZBWTY, BHiENE (B OB SRR & O oA
PEE RIS AR B, FICHEERFIZIS W THEIRD U > SPERR TR0 O T 378

bz, 7o, EREEMEICERE LZBIETR & LT, RREIMIZRIT DR8N Bk OB & OR
MERSATMEDOPEIN DN A BTz, Y o REREUE, 34 TS mg/kg T Day 81— DR 23 7%
b, 5 mgkg TIEEGHMKE TR (Day 71) (26 5B L g L TIREZ < L7, 5 mg/kg
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TP ER R O HER OB L3880 Bz, IS, MigbFmREICB T 528k e L TiliE /s v
TV UDEMEL T AT Iy /a7 Y U OEEN3 LS mgkg DTI0FIIERD b, 7
07 RN, RIEM B MR EORNIEE L=k E B 2D 2T, MHKEEE R
ORI CIERE IO SN otz, KA L) 7=/ XA U TRETIE, U R
Bk (CD3") , ~/ 3—T Hifd (CD3*/CD4") , MlaEEME 7L ¥ —T fifla (CD3*/CDS")
JZ OVNK i (CD37/CD207) D21k m@%nﬁwot@ B U REk (CD207) (% Day 21
kmfm%#mf%@ﬁ¢ﬁmb%nt(Mﬂmmygf@mwx74/ TR B FEIE
ZNENAIN63%) » RIIMICIIT D Z DZEIE, 35 mg/kg OF G- HI MR T IR O
HERB]CRRD BT gD V > PR D ORI LT,

KA1 B Al O L O D U > 2\t L oyERIiE, el —~ ADC B =74
PD B HMIIEIZHE TS CD79% & ORENMEEHT 5 Z LD, PRI NZEEZOMER
EEZLN, KB TCIEIR T Y XA~vT7 XRFUOHGEIZBW T EROERITRRD S
ST, ZTIUIRT Y A~T RXRFURI=7 AV B fl~OFEEIEEEZ2H S0z
EEZEZ LN, £z, MRFRIREEICK T BTN T Y X~7 Nk%yi@%%nﬁ~
N ADC THT IR, HHIEWERIZY 24— K ADC ©5 mg/kg % 85 L7-E# TiEH
Nize ZOENDFRIZOWTIEZI B2 TIERW A, B ~OFR5 W - RS @KE@
%%éﬁﬁb&@fﬂﬁ‘k"%ﬁb>ﬂ“7 VA< T NRRFr ¥l —h ADC TR TWAHZ LI

REMENE Z BT,

f?yfvf N RFFUEr S — |~ ADC O# 51210 58D & v 7z i i A K O BRE
RRFHIRRAE T IRERBIR 2B W CTHEpE T, 2o OB Lo rltERS TR S iz,

KRNIV AX<T7 NRKFUERR™Yrsr—K ADC O 5T, MPEOBREEIIAEICS L TE
ML, L CBRBEEICHERITIRD LN hoT-, MHEAROKRIKRERX, K7V X~7
N RFFrntrs—k ADC L0 H1.2~14E 0o 72, MEEF OWERE MMAE JREIIHR 7 Y X
~7 RXRFUROY RS — K ADC BGEETHEE LT, MiEE b HEICKRFEL, EXR
HIZXAEBITR DN o7, RTV AT NKFUEOYasr— K~ ADC 2% 5 L7
B OB T ADA OFEANHELNTZN, 2IKRE LT, WTINOHREIZE W TS ADA OIFE
DY DOIRTRE RIS H 2 L1370 <, TK a7 7 A4 /UiEL ADA B & arEp]cHEael L <
YN

UEDEBY, BTV R~T XRFUROY IS — |k ADC IF, ZNENSK03 mgke
TOHEE3IMEIZIE, FH4EEREGE L EE, BIFRARMEZ R L, s — | ADC X
Smgkg DR TEEHINRD b, BEMERRNZERHELNERoTz, KTV AT <R
RF ROV —~ ADC O#GIZEY, Bt BE U7z i@ o iR Sl o 24k
DIHHITZ, =27 AP/ CD79 IZxT HfEAiEEZ AT 5% e — K~ ADC Tli, TREIHh
T2 HURMAERY 72 3B E R CRRY LD CD20BME B i I K O U o 7 SRR oL o
(é}f’%) NROHNT-, 7=, PHRBY, RT7YRA~T XRFNFUa2&ELEZEMTIE, B,-’rEHH’e]

WZRTAERITRO ooz, RITYAX<T /\F%/X;‘c%mﬁ L~ ADC DO# 5.1z

mb%nt%ﬁ®¢mfi 9 DRI L 0 54 @@Ltobtﬁof,ﬁ%ﬁ4%

BRI Y A~wT7 XRFFUEOY s — K ADC O3#IZ1[E# 512 X 5 HNSTD |3,
%n%nsmﬂgMEE&%%@%%%@AMhM[%ﬁé%]ﬁ%;@mwm,ﬁ%@
MMAE @ AUC.; [MER#EA L] : 0.253 ngeday/mL) &% U3 mg/kg (4181 H £ 5% O#HLIARD AUCe3-54
[MEEATR] - 295 pgeday/mL, R MMAE @ AUC; [MERESBE] : 0.178 ngeday/mL) & Il &
niz,

2.6.6.4 BinERAER
R X7 &F%yiADCT%é*&b%%Iai%mu<1ﬁm$ﬁnﬂ3%ﬁ%§
032315 SA AT Y u P — S HERLOIERIRIC T D2 AMERE) ICHEIL L, EsEE
PERBRIT I L 72 0o T2, ARIEDOBIEN R BsEME _omfm,MMmz%mmk—@®in
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vitro } OV in vivo 3R5R TR L 7=,

26641 MMAE OB AW 5 B IREALTESNE
(BRI S 423.3.1-1)
MMAE Oi&fn T Z2RE RFERMEIZHOWNWT, 1 XIF 7 AHE TA9S, TA100, TAI535K O
TA15371‘5K, jﬁm:ﬂ% WP2uvrA #% W T2 B IR 2R S BRI K VR L 7=, &RBRix7 L
— MEIZ , RENEMELR (T MITF S9) OFFE T XUFFEFE FORMTEM L 72, &)
\ZH &R E@f\_&)@%ﬁuiﬁ%ﬁ%%ﬁmb AFBRILT75~5000 pg/plate D2 EEHLPFH C5EHE L7z,
MMAE OIREEIEZY A F LA LARF L K (DMSO) % -,

B A $2.6.7.8.1-11CR L=,

AFBRIZIBWNT, JREES000 pg/plate F CHEIFZERAEH o n = —HOHEIMIFE O b ol
F7o, HBRYE O HSSRBEKICH T omEL AN -T2, ZNHDOREERND
MMAE DAl 56t 5 11 IR 52 IR 28 FLER R MR TR e & Il L 72,

2.6.6.4.2 MMAE DT R U4+ —<#ifax A SRBARTERR
(BEE S 1 4233.1-2)
MMAE DB T-ZHRE BRI HONT, w7 A 7 3 —<Hillgkk L5178 TKY #k% FHuv
F IV X —BEE T OREZRARE BRI X VM L7, BB, REREELR (T v
NAF S9) DOIFLE F XULFEFIE FOLMETHEM Lz, HERTEDZDO Tibrlcs] & ki x,
AR % i L7-, MMAE OAEIEIT0.01N HE#E/0.9% £ BE AR 2 iz,

B A $2.6.7.8.1-21C R L T2,

WP ALOALE  (SOFIE FSUTIEFIET, ARFRHEIALE, ]ﬁU\ SOFETEIE T, 24FERIALE) 128
WT%, MMAE 1%, @RIZ NI 2R S 22O IRERPHIC W T, AREFEN, SUTIAS
FRRE L& Heile LT & 2720 28 B S o 880 (loé%ﬂiﬂ’ﬂ%fc @ D FMFELA0LL |) 2R & 72
holz, ZNHORRNDL, MMAE O~ U A Y 7 —< il 33 5 A Ze R Bk s ik
VERE &I LT,

2.6.6.4.3 MMAE @5 v b/NZEER
(BRI S 42.3.3.2-1)

Sprague-Dawley 7 > b~ (FHEMESIT106) (2 MMAE %0 (&) , 0.01, 0.132/%0.2 mg/kg
OMETHEEE L, &E#£24ITRFFFRICSHESHIZ R L, BRI Uiz, B R
Wiy 7 m 742772 R2# 5 L7, MMAE OBEEIX0.0IN HHER(3.9%)/0.9% 4= HiL At 1%
(96.1%) % =, SEic 3 L7 — ik E R BRIC IV T, MMAE O &K &1350.2 mgkg &%
ZHNEZ NS, KiBROREmMAELZ02 mgkg & Lz, £/, HHAITHEETRD LR
otz Z LG, ARRBRITHED 2 A TR LT,

BSR4 $2.6.7.9.1- 11T~ L=,

MMAE D512 L 5 —fCREED REFITFRD Hivier -7, 0.1% 0.2 mgkg T, /IMEEHT
% Y MEAR ML ER DR FHERINCA BRI GRD 5 iz, 0.2 mgkg CTIXIEGRMEIRMERIZH T 5
ZYMFRIMERD R OFERIE T ARD b, BHimEs R sz,

MMAE (2 X 2/NEB R O ICOWTH BT 572, ARikBR & RO/ MERBR (58
W3, HLEIE G524 (ISR RPUR 2 AW - BRI 2 LA A TRt L7z, 2
DRERZ BT H2BFEAESIED/IMEFRBRIL, 7 uT7 4277 I F (RGOSR 2 5%
T HMMERTRE) T16~28%, WAL XD 5 (Pt fEOB R 2 5H%T 2 B BmE)



RIVA~T RRFo 2.6.6 FEMERRBROBEEE ST Page 13

T68%, MMAE T60~76%Tdh o7z, T DHDFEEND, MMAE %512 X 2/ &5 DR
FICEEMEFRMEICEE L2 b0 B 26T,

PLEDFERG, MMAE @7 > MEREICK T D/MEHRIEITGETH Y, EOKF I

MMAE O B2EMEFRIERIC L Db D EE 2 b,

2.6.6.5 MNA RS ER
BTV X7 RRF LR TEIETED B B RS B Ok 4 B & L 7= 355
ThbdbZ b, ICH S9 (CEr22F6 H4H FEAFEAIC06045 15 HrErE g 5K o JEE IR FEAT
BT B HA KT A4 2) (e, DAJRMERBRITER L7227,

2.6.6.6 ATERESMHHER

f?yfvf N RNF 2 WS U 72 AR A BRI L Ty, RIED
iR - e IEA &iﬁ%@_owfm MMME@?VF% JEVR T AR 3 2 3 BRIC BN T
M L7z, F7o, ARIEOMEHEAIRGRICKIETREIZOWTIE, Ty NEOT =7 A4z Hn
TERBHEGRBRICBN MO L7z, 7y MZBWTERIZ Y X~7 X RFUoz#ElE], 4R
HLlEE, 2 mgkg UL EOHETHE~ORE (R LREM R OREREIRRO T R —
A BNz, —F, W= AP NICEBNWTERI Y A< NF%VXi%Df F
ADC %Z3HIZ1[E], F4E#EE L= L X, 5 mgkg ¥ ToOHE CHEREAETREIIRT 2 28R
Lo T,

723, ICH SOUZHEVY, AIHED AT ONH AL DI AN OSRHMA OBEREIZ BE ¥ 2 sl L 5 hi L
AIEoY

2.6.6.6.1 MMAE O3S v FIE - BRIRFEAICEET 55088
(BRI S 42.3.52-1)
IEHRIEZ ~ &~ (Sprague-Dawley, #5RE2561) 12 MMAE %20 (J&#) X130.2 mg/kg O & Tt
BR6 & N3 H BICEARNE G- L, E4R21 8 BICH EOIB L7z, EEHE0.01IN HEEE(3.9%)/0.9% 4
PRI (96.1%) &2 =, F£72, TK 7 T4 MEE L CHEBIBIZRE L, &5HRF oM
H5E S B I 0D 72 5D D LR B A L 7=,

ARBR RS A $2.6.7.11.1- 11T~ L=,

AR I B E DL IR B v o T2, MMAE &5\ , NS ORE B
P, SR E A, 77— b LA OFRAK A ST — R ﬂ% IU (CARE, REHINE
K OMEEE B OB RO DLz, FIR20 H H O MEFMAE T, Rk, ~Es/or s kN
~~ h7 U FOBEMENED LI,

W EOIBIC B W TR R & I 2 B3 0 b v o 70, REMW) OFIRRPET RIE, 2
BT LT IIRDO KREUL DA TH > 7=, REHREIREICS VT, TEOFKRIKETIE
HWCHY, MEYRICEEE U 72 R O R 5 M%E%T%oto%®M®%ﬁkbf JIELfik D B
SMEMTLE (BRE~EE) |, ROV oo Bkkhve R K OWE & fiMiasegm (#eE)

NRD NI,

FEWNRERBEICBWCRREBIEERD b o 7203, $IERIL (27.4%) , H%EWRIX
B (52%) ROAEFREEZHE I Z20WREmE (4.2%) OFERBENBED bive, Bk

TiX, AAERE (B2, DURREEREY, MEEEAR G OVMESHE) Mo bz, 7z, Rk
&Uﬂ%®%%£%%mw%ntﬂ FAMENE-T2Z 0D, Zh 6Dk MMAE

W L7200 TIERWEEZ b7,

MMAE O i FEE 1, (EHR6H B & bl L CHER13 A H Tld60%m 2> 7=,

YL EOFER NS, MMAE %02 mg/kg O HE TR T v MIEIRNEES GTHR6 & N3 H H)
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Lice &, - pREmEA TR 2T 2 Z LN L R o7,

2.6.6.7 BRI S R
RITVAX<T XRIF U OMS LT RETRRIERER X5 L TV Rngy, R Y X<w7 X
RFr, us— K ADC KUY MMAE O KE#EG-#HHERBRICI W T, AL O RN 2 52
L7ze WTNOEBWEIZE T, IR K OV ERAR 2005 CRIRN B 512 X 2 il
R 5T DT, RFTRAAEIIRFTh o, BB, Ty b~DRT VAT
R RF U OEHAEREG TR DR GEN E &R EOE (2.6.6.3.2) 1L, MMAE OF %
AR EERICEE L2 b B2 b, TV AX~T  RXRFF ORI 2 RET 5 4
DTN EEZ BT,

2.6.6.8 Z DD E R ER
2.6.6.8.1 RIVAIYT REFUDE MABRERGESER
(BRI : 423.7.7-1)
RITVA~T NXKFrOb NEFEICST 2 ZRO0MEE, ARG O RS 2 v
TR L I LV R L2, 25K TN25 pg/mL DIREDKRT Y X~v7 N KF & K4
McHEA L, 5l&kiE, ©AF b~ AP MMAE kbR E2#EH L=, £0%, Elksh
FREEAERE, ~AAXF VA —EBREAA RN LT N TED VROV T I ) RUF U EHNT
"L L, FEBEMBE T COBZIC L VEHME L,
KTV X7 RRFF AL DBEROYER, U RER, N Y o3, Mg, Rk, B
R OERG 2 & e ML OIGEIE U o #lfk (GALT) O%FIC B fafEE oM E TR b,
F7o, BERE, BRE, FE, IPE K ORINIRE B OO W SO0 T, B Y o
%@m@#m@%nto%@m AIEDIERI 1 (CD79b) (TR LR & & 2 HiL DR
Yuth D3 s K ORI R IZER O HiT-, IBEOMERME TR 7 N T Hila (INELTFREER
ﬁﬁ%ﬁ)k%i6%5@%%@@méﬁﬁﬁ@ﬁffégnto¢ﬁ%%%fi HFHOH
B, N, KRIMEZE  ONF IR EEICRS T 5 7 U T O MR E 2SR I RN B b
(12.5 pg/mL O F) . KRIMEEIZE T 294008, 12.5 pg/mL O35 15 OFEAR CTIR® Hi7-55
WA DOIEFIZEN2 7 ) TR OBHEEG DR TH -T2 2 LD, ZIUTIERRA
Ny 7 7o uy REEEz b,

2.6.6.8.2 KREMHIZEET 55T
KTV A=T RXREF U ORERRS THh D MMAE KT veMMAE 13 B O#IPAN (290~
700 nm) DOYEEWIL Lo 720 Z L7vh, ICH S10 CERR264E5H21 A AR AIR052141 =
IS DNV A KT A 2) 16V, RO IeZ2 2VERBRITIFENE Lo~ 7=,

2.6.6.8.3 RIVAIYT KREFUOELERIERY O
t MEHL CD79b FLiE~D veMMAE DAL FHEADERIZA U %5 veMMAE Of &8 K O FERS
BRI, M OZFICH S KT Y X~vT7 RN RF U RFoRIE R A U 5 RGN Y,
AN, W, RO OMOEHY 7 & ORLEBLEARMMIZ OWNT O U R 7 5
ZERLTEHEY, 5323832 (RIYA~vT7 RREFUEHK] KUO23.P5SICT#H L TWD,

2669 %Q&U%nnﬂﬂ
RIV AT NXRFUOIH BRZENET a7 7 A NVERALNITH-00FMRAEBR 71 7
FAEFHBE LT, RIVYRXv7 XRFUIIb b CD79b 1% L TCOBKREREE 7T 72
=7 A4HI CDI ICREKSEEHFT AV — h ADC &0 =7 A4 PO ERERICHEH
L, HEEHCTHD B MAEAETEIZREHE L= 7 & OPURIKIFIOMER & OBURIERAFHI1E R
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D FEFHG LTz, £z, RTIYA~T XRFUDOT v MO =7 A4 Pz Hozm s
BB W, PURIEKGFHIERZRME L=, 2, 7y NEOI =7 A4 ¥ r& vz MMAE
OHEIN O ERGEERBRLEMRL, K7 Y A~T XRFFUEORY T4 —K ADC O£K
W72t 7 1 7 7 A WSk D IR MR O A G DV TR L 7=,

FEERIRFNERBR 7 1 775 L R OV 1A L OV 11 AR B IRERBR T8 b -2 et/ BET — %
Nh, RTIVX<~T NKFUOFFEITEHBEO O E AMEKRMET B Miflny o 3 )#
(DLBCL) % &EeiEfTNAZ e & LI AGRRGENAREE B X Dz, LLTFICZ ORI E D
#HI 5,

o FTHQRRBRTHDLII=7 AP/ 10 B G#HIZ 18], FH4[E) FEERBRIZBWNT, K5I
TR 2 el 5% 7 H (Day 71) (2306 L7223, [RIEVEREAG OO 72 b ORERBIIRE T 1
TR A& 5% 9 1 (Day 128) (i L TRY, KWERHOIMICB W CIL, M3 1A
Ml TRI Y A~T RXRFUKROY S — K ADC O—EDORE DR S
(2.6.63.4 LN 26.773 2M) , 2O Lnn, RBROEGHRIL, #EITHAEEOIRE
(N D LT RS A o0 S i P KGR 5 D 72O O E R G RBR OB 51 & LT, 3
1AM AHELE T 28470 ICH S9 Ok E &7 L T\ 5,

o INLOEMIIIIT HMPUADOIEFERIT, H 1 HAOE I HEKRRER TR S Lo RE &
(2.7223) ZEREl>TW=, B=7A4FMIZBWTE, ZHHLOBRBEEIIBWNT, ey
— k ADC OHEF{EA TH 2 EHIM O B Mgt B 03580 b=, MMAE IZ K> TAELSH
AR EMIL, N7V XA~T7 RXRKF RO A — b~ ADC O 5 T L7,

o LTI, BEEMHDIVTHRGY A 7 A OBINC L 0BT D2 LidehoT,
T2, TNOLOFRIEEKRICBWNTE=XY Ak, FBHEAE, o0l THY,
MMAE %#&49% ADC TPHEINIZ LD E—EFHLTEY, ZhFE TOBRKABRTRO LN
~EEETHT L LD TH -T2,

BIRELT, RIVAX~vT XKFUL, I=7 AP /LTS5 mgkg, 7 v hT6mgkg (STDo
1£10 mg/kg) £ TOHBETRULRAFEEZRL, uas— K~ ADCIIH =7 A H /LT3 mgkg £
TOHBETRIFRERMEEZ R Lz, AR, 7y NEOH =2 A4 FIZBITH MMAE &
WRT Y A<T XRFF, W= AFNVIBITDIRT Y AT XKF R as
— F ADC TENENHELL W22 Enn, 2R HOZ{bIZTEIC MMAE (ZEKRL7=H DT
H0Y, EHHFRREAICIZE A ST L TN Z EVRIB S T,

2.6.6.9.1 R IE KR FRIVE
1) EEENE
RIV A7 XRFFUEOY s —F ADC OBRGICEE L= TR LT, v M
OH =7 A POV Oili 5 Crlifi) 72 B BEFEE & OBEE T 2 R AR~ DR ENRD b, =
o0, MMAE % B IEKERG LT v RO =7 4 PO TR LIV A &
—FH LT\, LER-T, BiiEMET, MMAE (B3 U7 R HUR IR R F 72 28k & & 2
bz, H=7 AP NLTRDOOLNT-L DT, AMEKAT A —F O ITIRGEDFER & 72 5 7]
RS D, KTV RX~vT NRFUo 25 LEREICBWT, fFPEkED, /e ko
Zifx, BESHEPICHBHN IS AONAAEEFEFRLE L TRESNTEY (2.742.1.1) , 3
FE AR R BR AR D PR SN MBI 3 L, BERNICE=2 Y v 7 afEn BB AETH
%Y,

2) U oNEH O
RTYRA=wT NRFUeERG U277 v RO MMAE & BESUIRER G L2 7 v b
(ZRWTC, AEEFHDDO AR BRI 2 280 bivic, MMAE Z Hilaliz G- L7c
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T T, MBI T A2 HERD b,

MMME%&@%%Ltﬁ 7 A YT, MK O T OFEEL L 7= /i B 72 s 28 b A
HHH, B GALT IZBWTHEERRBO DLz, U U R8E OB MET, WM
VOSEROMIIRE IR T 2R e L, IR OB OS B EERD 2> TR Y, MR Cldiokk
DU B LB bz, ALY, KT YA~ RXRFF UL MMAE Ojfj
FCRAL, BBEEICEE LWL THo7mZ 0D, ZNHD U VREE OFEMIE
MMAE ([ZBE L7=H D TH D Z L DVURIBE I 7=,

3) AP O Ot O FE DM
f?yfvf RRNF U EREERE LT v F O MMAE ZHEI IR E®RG LT v b
BOWTHFEMED GRS B, TSI MMAE OfEf & —E L=, FFREE OB L o
@t)»t/@mmi FFEESENS QN AT O 7 R b —3 A R OVE AR ZE N & - TRV,
RTY AT NXRFUOEGTIHIE LR EOERMRA~OZELRD b, RS, T
FEN72 MMAE (ZXA1ERD, RTYRX~T XRF U a5 LT v bO &k Ot oL
TRO LI, MO~ 27 n7 7y —REER#E L, EokmH&E (10 mgkg) T
I R RE BRI O R OIER 38 LTz, Kk O Ees 2 & Te 5 Ok T
TR b= AR O AR ZLO B~ OB INNFED B, MMAE O 3RPE B L 72
IO TPHRINT-FERT R, ML THEEREDN, D oBMARZITdHY, PEOHINZER
me@%f%oto:n6®ﬁMi?/b®hf%ﬁL,%%%E%f@%o%ﬂﬁ%ﬂt
, BV FEE DS R K O AT R S D 2T R L TV ATREEDN S 2 BT,

4) BErEE
RITY AT RXRFUOMSL LT BEFEERBRITER L TV 72023, MMAE (22T O
—3#D jnvitro KON in vivo BIomERBR O RN D, REOEFEN B EEIEY 27 236l L
72o MMAE I3l 2 W7o 8 IR 2R R BB e O~ 7 A U 7 o —~ il & N T2 85 152
REHFBRIZBWTCRRETH Y, B FREARERFREII RN RN, —FH, Tv
N B BE/IMEZRRBR TIE, 0.1 mg/kg UL EO & CT/IMEE AT D LY MEIRIMER DA B 72 B INASEE
%ntod&%%®%f%%%b T D70, FRRMBURE T B EIRAEAT 2 F4hE L 75 3,
MMAE O BEMEFH IR 23R S 7=, MMAE (32024244 2 M 2 AR5 & 4 D Vg
FHEAITH Y, BEMFBIEAITITRINTZEE f%x 5Tz,

5) AR
f?yfvf NF%V%%%k@ﬁbki%%i%ﬁﬁ%i%%LTVEWﬂ AFED
i - RIS AE FETREIZOWTIE, MMAE @© 7 v Mt « FRIEFEAICES T 523 BRICHB W T
ﬂﬁbtoMmmomzmyg%%%%&wwaa %mm%ﬁbtk%,%%ﬁww,&%
WM} OVEAFERR B 2 S 7 W RN O A BN Siviz, 7R RME T, 4F
B (GEZEH, DURKRIR S, REREM N OMEZEE) RO bz Z &b, MMAE [3#R -
fe R MERFTEMEZBE T2 LB o, BATBIELOWR - IR IREmEORT X, 23Rl
L3S DR A FE) & AMUNEIRERIE L TO MMAE OfEEFICESSFTRE LT &
LTBY, RIVA<T XRFU2EELEZE MIBWTHAMFEOH LB EEZ BT,
MEREZ RRBEIC DWW T, R Y RA~T RXKF UL MMAE O 7 v b AE #5588k OfE 5
Mmh, RITVRA<T  XRFUPHEOAETERERE K S FEREIZ B 2 AT T ATREtE S R Sz,
HARMIZIE, HEIRIE L2 FE i 2o B ORISR IER RO B, T OZRBITrE, KR
FARTITERE REVENENRD bz, —FH, B=7AFNLTIE, RITVRX~T AF%/
XiFxtur— b~ ADC #3218, FHRlE L7z & &, 5 mgkg £ TO & CHEREAETHZR X
THEEBTRD LN T2,
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2.6.6.9.2 IR FRIER
1) BfifatkE
=7 AP N~DY s —h ADC OE5IZLY, PREINZEEEHNTHLRMM B Vv
INER DD K OB HR AR 72 g D U o SRR ERR P L OB bz, £7-, T
HBEN-\EY, ZnH6OERIL, ATV A~T RRFFUazRELEI=I7ATFALTIERD S
Niginoiz, R s, RIYRA~T XRFF NI =7 AP/ CD79 ([ZHEEET,
FEEZ RS RN TH D,
CD7% (% B Ml BEESIKD L 7 FNRRIZBIT 2R EZRDO—2>THDLH I b, it
KOFEEN Y I FIMRED| &L L0, A M IA D EFHERT D AREEN D DY -0,
LML, invitro iR (2.6.2.2.1) KW in vivo iBRNTHIZBWT Y, RIYX~vT7 XKF
KO a s —~ ADC OYA N A VHAHERERE & OB 2 /RIE 5 5 2 RITER O S /e -
oo In vitro 1A N A4 RO N TOTFHMEIZRENTHDL DD, FERIZBNTH A
HA VHHICEE LA EFRIINETITR D LTV (2.742)

2)  HEREAS ZEROSE
EfZ e MEfRICBWT, RT Y X7 RRF AL DERMPEITENY 8k Bz
B fiflafEiEk) TiH LI, B D CD79b OEEFDIEE 2 — 1 b —F L TWi=? |

2.6.6.9.3 FWELRIZBE 9 5 5T
RITYRA<wT XRFATLL2EEHABER OV A 71250V T, =87 AOEAFT
(weight of evidence : WOE) DFEIZ LV Rkl L7z, HEPERER L7 MMAE X OVR 7Y X<
i &F%y®?/%%%wtwm AR, AR OEERRBR IS 3B T, MR Ay M OV
KR DI ~DBITIXIZE A ERD LN o T (2.64.4.1) . £7-, b MEGESEERY A% H
WIER T Y X< /\F‘%‘/@n‘ﬂﬁ‘kx%ﬁr“r AR TIEL, B MZEBITD B MlasAmoBEE D
NE— b= LIRS PR Sz, L, MMAE KO/ XIFKRTZ Y X~>7 R
F o DEMERBR OB G T K OREEHAR I, B O TE) K ONEEIPEIC B L 72 B AT R
WO LN -T2, RRRBRICKEN L, IBEABORT Y X~vT7 XRFU L%, %)
T, B, AT EOEMELICEE T 2 A EFLIIMR I N TV (2.7456) . L
72> T, WOE aHlilc 2%, RTIYRX~T7 RRF UL DR IERITIZEE AL
WEEx b, BUERTEAGRHGE O 7D OIEYELHIC BT 2 BN O FER R R T LB 220 &)
Wr L7,

2.6.6.9.4 et

RIVRA<T NXKRFUNL, B=7A4%/LT5 mgkg (HNSTD) , 7 v K T6 mgkg (STDio
1310 mg/kg) FTOHETRGREEFEEZ/RL, yr’r— b ADC X, I =74 ¥/ T3 mgkg

(HNSTD) FCTORHEBETRIFRERME R LIz, RTIYAX~T XRRFFU RN rsF— |
ADC DOl 728\ T, MMAE ([ZBE L7 Fhimtnido bni-2, us—k ADC TIEHE
2, CD79b ZIEM L T 5 ARIEDOIKEIEH & — B3 2 Al r0 72 RKE M B MR DD K OV >
U L RPERPERR L O I NERD B LT,

Y bEoFENRBR T 0 7T A THELONZLEMICET 2N D, HiET 2 A REIGE TOR
TV AT NXRFUOBIERTEKREN RSN EEXLND,

2.6.6.10 X 5=
AL LT,
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B
[ FAh g
ADA anti-drug antibody A S /ETIREN
ADC antibody-drug conjugate PUAEYE G IR
AUC area under the concentration-time curve | & -IRF ] B AR T ikl
CFU colony forming unit a0 = — R
Cax maximum observed concentration e g (ingEsd) BE
EU endotoxin unit =2 R ¥ B
GD gestational day YR A
SR H DA M T Ny
GLP Good Laboratory Practice %i%ggj@ P B 5 SRR RBR
HCL hydrochloric acid g
“HE VT 1] =i
hERG human ether-a-go-go related gene i ;\ %gg%ﬁﬁ;ﬁg{”hﬁ R aatd
HNSTD highest non-severely toxic dose HERBMEPHH L 2V KRG &
v intravenous FEIRAN

LTR less than reportable R AT RE 2R B A

MCA methylcholanthrene AFNaz rLv

MMAE monomethyl auristatin E T/ AFNT DYV AEZFE

MMS methyl methanesulfonate AFIVA L A)VIR A

NA not applicable ML

NCE normochromatic erythrocyte IEGE IR i Bk

NOAEL no observed adverse effect level EEMRE

PCE polychromatic erythrocyte E2 S EINIIRE

QW weekly JE 1[H]

Q3W once every 3 weeks 3EIZ1A]

Q7D once every 7 days 7HAIC1E

SD standard deviation TEYE (R A

STD1s severely toxic dose in 10% of the PEEREN) D10%IC B 7o T e FE L
animals ERAE e

TK toxicokinetic(s) ¥ axxsr 47 A
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26.7 SHHERBHER
2671 HHABR-ER
* 26.7.1-1 HMHHAR—E
Test Article: Polatuzumab vedotin, Surrogate ADC, MMAE
. . Location in CTD
Type of Study Specles. and M?ﬂ.md 0? Day of Dosing Test Article Dose (mg/kg) Tes?l-ng (GLP Compliance)
Strain Administration Facility <SHff/ B>
Single-Dose Toxicity Sprague v 1 MMAE 0, 0.206 Genentech, 42.3.1-1
Dawley Rat Inc. (Non-GLP)
<HBE>
Sprague v 1 MMAE 0,0.516 Genentech, 4.23.1-2
Dawley Rat Inc. (Non-GLP)
<HBE>
Cynomolgus v 1 MMAE 0.116 ] 423.1-3
Monkey (Non-GLP)
<HE>
Cynomolgus v 1 MMAE 0, 0.030, 0.063 4.23.1-4
Monkey (GLP)
< Aiffi>
Repeat-Dose Toxicity Sprague v QW x4 doses: MMAE 0, 0.0097, 4.2.3.2-1
Dawley Rat 1,8, 15,22 0.097, 0.194 (GLP)
<HE>
Sprague 1AY QW x4 doses: Polatuzumab 0,2,6,10 42.3.2-2
Dawley Rat 1,8, 15,22 vedotin (GLP)
< Aitfi>
Cynomolgus v Q3Wx2 doses: MMAE 0.058 _ 4.2.3.1-3
Monkey 1,22 (Non-GLP)
<HE>
Cynomolgus v Q3W x4 doses: MMAE 0,0.058 ] 423.2-3
Monkey 1,22,43, 64 (GLP)
<HE>
Cynomolgus v Q3W x4 doses: Polatuzumab 0,1,3,5/ - 4232-4
Monkey 1,22,43, 64 vedotin/ 3,5 (GLP)
Surrogate ADC <gHifhi>
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£ 26711 BUHB—EE )
Test Article: Polatuzumab vedotin, Surrogate ADC, MMAE
. . Location in CTD
Type of Study Spgctles. and A dM?ﬂ.“id (if Day of Dosing Test Article Dose (mg/kg) ;[esF;.I;g (GLP Compliance)
rain ministration acility <A/ B>
Genotoxicity Salmonella In vitro NA MMAE 0.25-5000 4233.1-1
typhimurium, pg/plate (GLP)
Escherichia <aPAl>
coli
Mouse Invitro NA MMAE 0.005-100 4.2.3.3.1-2
lymphoma ng/mL (GLP)
cells <FFAf>
Rat bone v 1 MMAE 0,0.01,0.1,0.2 4.2.3.3.2-1
marrow (GLP)
<a >
Reproductive and SD Rat v QW x2 doses: MMAE 0,0.2 42.3.52-1
Developmental Toxicity Gestational Days (GLP)
6,13 <HE>
Other Toxicity Studies: Human In vitro NA Polatuzumab 2.5,12.5 - 4.2.3.7.7-1
Tissue Cross-Reactivity tissues vedotin pg/mL (GLP)
<afffi>

ADC = antibody-drug conjugate; GLP = Good Laboratory Practice; IV = intravenous; MMAE = monomethyl auristatin E; NA = not applicable; Q3W = once every 3

weeks; QW = weekly.

Notes: |




RITY RA=T _RRF 2.6.7 EMERB T Page 6

2.6.7.2 FoaxrxT4 0 ARBRO—ER
*® 26721 rXiaxxT0 O REBO—E
Test Article: Polatuzumab vedotin, Surrogate ADC, MMAE

Type of Study Species and Strain A dlz/[n?rtllils()t(:a()tgon Test Article Dose (mg/kg) GLP Compliance Loc(:«:lf;oDn m
Single-Dose Toxicity Cynomolgus Monkey v MMAE 0, 0.030, 0.063 GLP 4.2.3.1-4
Repeat-Dose Toxicity Sprague-Dawley Rat v MMAE 0, 0.0097, 0.097, 0.194 GLP 4.2.3.2-1

Sprague-Dawley Rat v Polatuzumab 0,2,6,10 GLP 42.3.2-2
vedotin
Cynomolgus Monkey v Polatuzumab 0,1,3,5/ GLP 4.2.3.2-4
vedotin/ 3,5
Surrogate ADC
Reproductive and Sprague-Dawley Rat v MMAE 0,0.2 GLP 4.23.5.2-1
Developmental Toxicity

ADC = antibody-drug conjugate; GLP = Good Laboratory Practice; IV = intravenous; MMAE = monomethyl auristatin E.
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2.6.7.3 FEoafxrT 4 ARBREN—E
% 26731 FFXPOFRTAORBEO—E
Test Article: Polatuzumab vedotin
Rat® Cynomolgus Monkey "
Daily Dose Total antibody AUC ° MMAE AUC* Total Antibody AUC®  MMAE AUC'
(mg/kg) (pgeday/mL) (ngeday/mL) (pgeday/mL) (ngeday/mL)
Male Female Male Female M/F combined M/F combined
1 138 [1st dose]
NA NA NA NA 138 [4th dose] NA
2 132 [1st dose] 97.8 [1st dose]
177 [4th dose] 122 [4th dose] NA NA NA NA
3 440 [1st dose] 0.171 [1st dose]
NA NA NA NA 485 [4th dose] 0.181 [4th dose]
6 534 [1st dose] 293 [1st dose] 0.498 [1st dose] 0.382 [1st dose] NA NA
586 [4th dose] 500 [4th dose] 0.703 [4th dose] 0.450 [4th dose]
5 744 [1st dose] 0.233 [1st dose]
NA NA NA NA 796 [4th dose] 0.253 [4th dose]
10 658 [1st dose] 594 [1st dose] 0.976 [1st dose] 0.717 [1st dose] NA

923 [4th dose]

923 [4th dose]

1.33 [4th dose]

0.979 [4th dose]

NA

NA = Not applicable.

a: Rat 4-week study (4.2.3.2-2), b: Monkey 10-week study (4.2.3.2-4), ¢: AUC from TK Day 0 to TK Day 7 [1st dose] and AUC from TK Day 21 to TK Day 28 [4th
dose], d: AUC from TK Day 0 to TK Day 4 [1st dose] and AUC from TK Day 21 to TK Day 25 [4th dose], e: AUC from TK Day 0 to TK Day 21 [1st dose] and AUC
from TK Day 63 to TK Day 84 [4th dose], f: AUC from time zero to 3 days post dose [ st or 4th dose].

Test Article: Surrogate ADC

Daily Dose Cynomolgus Monkey *
(mg/kg) Total Antibody AUC " (ngeday/mL) MMAE AUC ¢ (ngeday/mL)
(M/F combined) (M/F combined)
3 216 [1st dose] 0.204 [1st dose]
295 [4th dose] 0.178 [4th dose]
5 404 [1st dose] 0.291 [1st dose]
523 [4th dose] 0.263 [4th dose]

a: Monkey 10-week study (4.2.3.2-4), b: AUC from TK Day 0 to TK Day 21 [1st dose] and AUC from TK Day 63 to TK Day 84 [4th dose], c: AUC from time zero to 3

days post dose [1st or 4th dose]



KT KT REF

2.6.7 FMRBAME B

Page 8

= 26731 rEIOIXRTA U AFEN—FE ()
Test Article: MMAE
Daily Dose RatAUC* b Cynomolgus Monkey AUC ¢
(mg/kg) Male Female Pregnant Rat AUC M/F combined
0.0097 2.61 [1st dose] 2.57 [1st dose]
3.98 [4th dose] 3.07 [4th dose]
0.030 1170
0.063 2460
0.097 25.7 [1st dose] 28.6 [1st dose]
52.4 [4th dose] 28.6 [4th dose]
0.194 49.4 [1st dose] 91.0 [1st dose]
71.0 [4th dose] 49.2 [4th dose]
0.2 16.2 [1st dose: GD 6]

25.6 [2nd dose: GD 13]

GD: Gestational Day

a: Rat 4-week study (4.2.3.2-1), AUCo.24n (ngehr/mL), b: Rat embryo-fetal study (4.2.3.5.2-1), AUCy.14 (ngeday/mL), c: Monkey single-dose study (4.2.3.1-4),

AUC]as (ngemin/mL)
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x 26.74-1 FHHER : ®BEYWE WN\vFB) —E
Test Article: MMAE, Polatuzumab vedotin, Surrogate ADC

Test Article Batch No. Purity (%) specified Impuritics Type of Study Location in CTD

MMAE NA NA NA NA Single-Dose Toxicity 4.2.3.1-2
- NA NA Single-Dose Toxicity 4.2.3.1-4

NA NA Genotoxicity: In vitro 4.2.3.3.1-2

NA NA Genotoxicity: In vivo 4.2.3.3.2-1

Reproductive and

NA NA Development Toxicity

4235.2-1

H

NA NA hERG assay 4.2.1.3-1
_ NA NA Single-Dose Toxicity and 42313

Repeat-Dose Toxicity o
Repeat-Dose Toxicity 4.2.3.2-1
Repeat-Dose Toxicity 4.2.3.2-3
' ' NA NA Genotoxicity: In vitro 4.2.3.3.1-1
Polatuzumab vedotin r_ Repeat-Dose Toxicity 4.2.3.2-2
Repeat-Dose Toxicity 4.2.3.2-4
Tissue Cross-Reactivity 4.2.3.7.7-1

Surrogate ADC
ADC = antibody-drug conjugate;

Repeat-Dose Toxicit 4.2.3.2-4

; hERG = human ether-a-go-go related gene; _;

MMAE = monomethyl auristatin E; NA = not applicable.
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marrow toxicity.
Bone marrow toxicity, reversible
Lymphoid organ toxicity, reversible

* 26.7.5-1 EHEAKRSEMHHER
Test Article: MMAE
Maximum Location in CTD
Species/Strain A dl\ri[l:rtnlils(ﬁa(gon Dose (mg/kg) No./Sex/ Tolerated Dose Noteworthy Findings [Report No.]
Group (mg/kg) (GLP Compliance)
Sprague-Dawley v 0 a, 0.206 6F 0.206 ° Bone marrow toxicity 4.2.3.1-1
Rat e Lymphoid organ toxicity -(1110023%}- ]lj)é)lS]
Sprague-Dawley v 0 a’ 0.516 6F ND ° Moribundity in all animals on Study 423.1-2
Rat Day 3 [l 0315-1345]
' . (Non-GLP)
e Bone marrow toxicity
e Liver toxicity
e Lymphoid organ toxicity
Cynomolgus v 0116b IM/1F ND ° Mortality on Day 28 in 1 male due to 4.2.3.1-3
Monkey localized opportunistic infection in the [-‘163 19]
(Non-GLP)
lung
e Bone marrow toxicity, reversible in 1
female
Cynomolgus v 0°¢, 0.030, 5M/5F 0.030 e Mortality on Study Day 9 in 1 male 42.3.1-4
Monkey 0.063 given 0.063 mg/kg; attributed to bone -((;36}%9]

GLP = Good Laboratory Practice; IV = intravenous; MMAE = monomethyl auristatin E; ND = not determined.
a: Vehicle; Phosphate Buffered Saline, b: Vehicle; 0.01 N hydrochloric acid/0.9% sodium chloride for injection, c: Vehicle; 20 mM histidine acetate, 240 mM (9.08%)
trehalose dihydrate, 0.02% polysorbate 20, pH 5.5
Notes: For all studies, bone marrow toxicity was characterized by contributions of decreased peripheral platelet, red and/or white blood cell parameters, and decreased

bone marrow cellularity.

In rats, liver toxicity was characterized by elevated peripheral liver indices and hepatocellular apoptosis, necrosis, and increased mitosis.

Lymphoid organ toxicity was characterized by decreased lymphoid cellularity in the thymus and/or spleen.
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2.6.7.6 RiERSEHHR  EEGCHRBRUNDHR
x 26.76-1 REKLRSSEHER  EELHEHBRUSN OHER
Test Article: MMAE
; Location in CTD
Sé) ti::.‘:/ A dlzl/[srtllils(ﬁa(gon Day of Dosing (nIl)O/i:' ) No./Sex/Group Noteworthy Findings [Report No.]
! gke (GLP Compliance)
Sprague Dawley v QW x 4 doses: 09,0.0097, Toxicity (Control, Mid, e Bone marrow toxicity, 4.2.3.2-1
Rat 1,8, 15,22 0.097, 0.194 High): 15M/15F dose-dependent and [7646-118]
Toxicity (Low): 10M/10F reversible (GLP)
TK: 10M/10F e Testes toxicity,
dose-dependent and
non-reversible
e NOAEL =0.097 mg/kg
Cynomolgus v Q3W x 2 doses: 0.058° IM/1F e Bone marrow toxicity, 4.2.3.1-3
Monkey 1,22 reversible (6319
(Non-GLP)
Cynomolgus v Q3W x 4 doses: 0°, 0.058 Control: 6M/6F e Bone marrow toxicity, 4.2.3.2-3
Monkey 1,22, 43, 64 Toxicity: SM/5F reversible [%55)3-16]

Lymphoid organ toxicity,

reversible

GLP = Good Laboratory Practice; IV = intravenous; MMAE = monomethyl auristatin E; NOAEL = no observed adverse effect level; Q3W = once every 3 weeks; QW =

weekly; TK = toxicokinetic.

a: Vehicle: 3.9% 0.01 N hydrochloric acid/96.1% 0.9% sodium chloride for injection, b: Vehicle; 0.01 N hydrochloric acid/0.9% sodium chloride for injection,
c: Vehicle; 2mL 0.01N hydrochloric acid and 198mL water for injection/0.9% sodium chloride for injection

Notes: For all studies, bone marrow toxicity was characterized by contributions of decreased peripheral platelet, red and/or white blood cell parameters, and decreased

bone marrow cellularity.

In rats, liver toxicity was characterized by elevated peripheral liver indices and hepatocellular necrosis.

Lymphoid organ toxicity was characterized by decreased lymphoid cellularity in the thymus and/or spleen.

In rats, testicular toxicity was characterized by seminiferous tubule degeneration and decreased spermatogenesis.
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2677 RERSEMHHRER  EETHER
2.6.7.7.1 RiERSEMER  EEGCHR (1)
x 26.7.7-1 RERSEMER  EE20HER (EH)
Test Article: Polatuzumab vedotin, Surrogate ADC

; Location in CTD
Sg t‘::::;/ A dlz/[nfrtllils(ﬁa(gon II))::’i::f Test Article (IIII)O/? ) N((;);/()S:x/ Noteworthy Findings [Report No.]
5 ghe P (GLP Compliance)
Sprague v QW x4 Polatuzumab 0, 2, 6, 10 Toxicity: e Moribundity in 1 male given 4.2.3.2-2
Dawley Rat doses: vedotin 15M/15F 10 mg/kg on Study Day 31 due [.'0898]
1,8,15,22 TK (Control): to bone marrow toxicity (GLP)
3M/3F e Bone marrow toxicity,

TK: 9M/9F dose-dependent and reversible
e Liver toxicity, dose-dependent
and reversible
e Lymphoid organ toxicity,
dose-dependent and reversible
e Testes toxicity, dose-dependent
and non-reversible

e STDjo was 10 mg/kg
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e HNSTD =5 mg/kg
Surrogate ADC:

e Moribundity in 1 male on
Study Day 53 due to bone
marrow toxicity with systemic
opportunistic infection

e Bone marrow toxicity,
dose-dependent and reversible

e Pharmacologically-mediated

B-cell depletion in periphery and

lymphoid tissue
e HNSTD =3 mg/kg

2.6.7 FERB TR Page 13
& 26.7.7-1 RERSHEFUEEER  EECHEHR (1) 3@
. Location in CTD
Spec1.e s/ M?ﬂ.md 0? Day. of Test Article Dose No./Sex/ Noteworthy Findings [Report No.]
Strain Administration Dosing (mg/kg) Group (GLP Compliance)
Cynomolgus v Q3W x4 Polatuzumab 0, 1, 3, 5/ 5SM/SF Polatuzumab vedotin: 42324
Monkey doses: vedotin/ 3,5 e Bone marrow toxicity, [.-0044]
1,22, 43, 64 Su;r]g%ate dose-dependent and reversible (GLP)

ADC = antibody-drug conjugate; GLP = Good Laboratory Practice; HNSTD = highest non-severely toxic dose; IV = intravenous; Q3W = once every 3 weeks; QW =
weekly; STDjo = severely toxic dose in 10% of the animals; TK = toxicokinetic.

Notes: For all studies, bone marrow toxicity was characterized by contributions of decreased peripheral platelet, red and/or white blood cell parameters, and decreased

bone marrow cellularity.

In rats, liver toxicity was characterized by elevated peripheral liver indices and hepatocellular apoptosis, necrosis, and increased mitosis.
For all studies, lymphoid organ toxicity was characterized by decreased lymphoid cellularity in the thymus and/or spleen.
In rats, testicular toxicity was characterized by seminiferous tubule degeneration and decreased spermatogenesis.
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Test Article: Polatuzumab vedotin

Species/Strain: Rat/Crl:CD(SD) Duration of Dosing: Once weekly for four doses ~ Location in CTD: 4.2.3.2-2
Initial Age: 11-13 weeks (26-day dosing phase) Report No.: .-0898
Date of First Dose: - 20. a Duration of Post-Dose: 6 weeks GLP Compliance: GLP
Special Features: Functional observation battery =~ Method of Administration: Intravenous injection
and motor activity assessments into tail vein
STD1o: 10 mg/kg Vehicle/Formulation: 20 mM histidine acetate,
pH 5.5; 240 mM sucrose; 0.02% polysorbate 20
Dose (mg/kg): 0 (Control) 2 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
No. of Toxicokinetic Animals: M: 3 F:3 M: 9 F: 9 M: 9 F:9 M: 9 F: 9
Toxicokinetics: Total Antibody
AUC (pgeday/mL)
Ist dose (Day 1): AUCy—7 NA NA 132 97.8 534 293 658 594
4th dose (Day 22): AUC»1-28 NA NA 177 122 586 500 923 923
4th dose (Day 22): AUC2i-1ast NA NA 418 257 1050 945 1690 1510
Cinax (ng/mL)
Ist dose (Day 1) NA NA 67.8 58.1 260 216 406 298
4th dose (Day 22) NA NA 81.3 80.6 258 174 392 393
Toxicokinetics: MMAE
AUC (ngeday/mL)
Ist dose (Day 1): AUCo-4 NA NA NA® NA® 0.498 0.382 0.976 0.717
4th dose (Day 22): AUC21-25 NA NA NA® NA® 0.703 0.450 1.33 0.979
Crax (ng/mL)
1st dose (Day 1) NA NA NA® NA® 0.169 0.136 0.367 0.253
4th dose (Day 22) NA NA NA® NA® 0.216 0.157 0.457 0.323
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Test Article: Polatuzumab vedotin

Dose (mg/kg): 0 (Control) 2 6 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Dosing Phase
Died or Sacrificed Moribund: Toxicity Animals 0 0 1° 0 0 0 1° 0

Body Weight (%) ¢

Day 26 452 g — 1.1 — -2.9 — —4.9 —
Body Weight Change (%) ¢

Day 1-26 39¢g — 20.5 — -30.8 — —53.8* —
Food Consumption (%) ¢

Day 24 - 25 32¢g — 3.1 — 0.0 — —6.3 —
Clinical Observations

Pale, Eyes 0 — 0 — 0 — 4 —

Pale, Entire Body 0 — 0 — 0 — 4 —

Sore/Scab (at least one location) 0 — 0 — 0 — 2 —
Functional Observation Battery

Locomotor Activity — Arena, Low 1 — 0 — 1 — 4 —

Forelimb Grip Strength 1 (%) ¢ 2054 g — -1.3 — 1.7 — 7.5 —

Forelimb Grip Strength 2 (%) ¢ 1952 g — 4.6 — L.5 — 14.1 —
Motor Activity (%) 9

0 to 40 minutes 2008 — -31.3* — —23.1* — -32.0* —
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Test Article: Polatuzumab vedotin

Dose (mg/kg): 0 (Control) 2
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Dosing Phase (cont’d)
Hematology (%) ¢ — Day 5
Neutrophil Count (x 10*/uL) 1.80 1.16 -14.4 -12.1 -31.1* -21.6 —34.4% —34.5%
Hematology (%) ¢ — Day 26
Red Blood Cell Count (x 10%/uL) 8.90 8.34 —4.6* 2.4 -17.6* —11.8* —42.7* —24.0%*
Hematocrit (%) 50.3 493 —4.0%* -0.4 —12.3* —8.3* -37.0%* —-17.8%*
Hemoglobin (g/dL) 16.0 15.2 =3.1%* 0.0 -10.6* -8.6* -35.0%* —-17.1*
Reticulocyte Count (x 10*/uL) 190.9 192.8 -5.0 -6.0 —38.4%* —48.9%* —69.0* —49.6*
Mean Corpuscular Volume (fL) 56.5 59.2 0.9 1.9 6.7*% 3.7% 9.6* 8.3*%
Mean Corpuscular Hemoglobin (pg) 18.0 18.2 1.1 2.7 8.3% 3.8% 12.8* 9.9%
Mean Corpuscular Hemoglobin 31.9 — 0.3 — 1.6* — 3.1%* —
Concentration (g/dL)
Anisocytosis — — — — 1++ — 8++, 10++
44+++
Poikilocytosis — — — — — — 7++, —
I+++

Platelet Count (x 10%/uL) 1044 992 -3.5 5.8 —-16.5% 0.4 -26.9* —25.9%
Mean Platelet Volume (fL) 9.5 — -2.1 — 2.1% — 12.6* —
White Blood Cell Count (x 10°/uL) 8.64 6.55 —4.4 -13.0 -33.1%* -12.5 —42.5% =31.1%
Lymphocyte Count (x 10°/uL) 6.73 5.25 —4.3 -12.4 -36.6* -12.6 —44.6* —33.3*
Neutrophil Count (x 10*/uL) 1.46 1.01 —4.8 -17.8 -11.6 -8.9 -28.1 -14.9
Monocyte Count (x 10%/uL) 0.24 0.14 -16.7 -7.1 -50.0% -7.1 —-70.8* -42.9
Eosinophil Count (x 10%/uL) 0.10 0.09 -10.0 0.0 -90.0* —66.7* —-80.0* —88.9*
Basophil Count (x 103/uL) 0.03 — 0.0 — —33.3% — —66.7* —
Activated Partial Thromboplastin 19.5 — -1.0 — —-10.8* — -21.0% —
Time (seconds)
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Test Article: Polatuzumab vedotin
Dose (mg/kg): 0 (Control) 2 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Dosing Phase (cont’d)
Serum Chemistry (%) ¢ — Day 26
Aspartate Aminotransferase (U/L) 109 116 -0.9 -12.9 64.2% 114.7* 172.5% 300.9*
Alanine Aminotransferase (U/L) 36 43 0.0 -37.2 108.3* 107.0 186.1%* 325.6*
Alkaline Phosphatase (U/L) 107 52 -5.6 9.6 18.7 17.3 45.8% 38.5
Gamma Glutamyltransferase (U/L) 4 3¢ 0.0 0.0° 25.0 0.0° 200.0* 66.7°
Total Bilirubin (mg/dL) 0.1 0.1 0.0 0.0 200.0%* 100.0 700.0%* 200.0*
Creatinine (mg/dL) 0.7 — 0.0 — 0.0 — 0.0* —
Total Protein (g/dL) 7.1 7.8 -2.8 -3.8 —4.2% -2.6 -5.6* -6.4
Albumin (g/dL) 43 5.0 -2.3 -2.0 —4.7* -6.0 -9.3* -10.0*
Cholesterol (mg/dL) 58 96 15.5 -4.2 44 8* 12.5 106.9* 35.4%
Organ Weights (%) f
No. Evaluated 10 10 10 10 10 10 10 10
Thymus (g) 0.3225 0.3110 -12.2 14.2 —43.8% —54.2% -76.7* —66.0*
Testis (g) 3.5795 NA -16.9* NA -32.6% NA —46.9% NA
Epididymis (g) 1.4394 NA -1.9 NA 10.8 NA 24.7* NA
Gross Pathology
No. Evaluated 10 10 10 10 10 10 10 10
Thymus, Small 0 0 0 0 2 3 9 5
Testis, Small 0 NA 1 NA 2 NA 8 NA
Testis, Soft 0 NA 4 NA 10 NA 10 NA
Epididymis, Large 0 NA 0 NA 0 NA 2 NA
Histopathology
No. Evaluated 10 10 10 10 10 10 10 10
Marrow, Femur
Cellularity, Decreased — — — — 1+, 4++, 3+ 10++++ T+, 1++,
S+++ 24+++
Marrow, Sternum
Cellularity, Decreased — — — — 5+, 3++, 3+, 14+ 1+++, 4+, 3++,
1+++ 9++++ 2+++
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Test Article: Polatuzumab vedotin

Dose (mg/kg): 0 (Control) 2 6 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Dosing Phase (cont’d)
Histopathology (cont’d)

Mandibular Lymph Node

Mitoses, Increased, — — 3+ 2+ 7+ 9+ 9+ 8+

Medulla/Paracortex
Pancreas

Apoptosis/Mitoses, Increased, 3+ 2+ 2+ 1+ 5+, 1++ 4+ 4+, 2++ 24, 2++

Acinar Cells
Eye

Mitoses, Increased, Cornea — — — — 2+ 1+ 4+ 5+
Heart

Apoptosis/Mitoses, Atrium — — — — — — 4+ 24+
Thymus

Cellularity, Decreased, Cortex — — — — T+, 2++ 4+, 4++, 2++, 1+, 2++,

24+++ 1+++, I+++,
T++++ 6++++
Apoptosis/Mitoses, Increased — — — — 5+, 5++ 5+, 5++ 1+, 6++, 8++,
3+++ 24+++

Duodenum

Apoptosis/Mitoses, Increased — — — — 6+ 4+ 10+ 6+
Jejunum

Apoptosis/Mitoses, Increased — — — — 9+ 6+ 10+ 8+
Ileum

Apoptosis/Mitoses, Increased — — — — 7+ 5+ 9+ 6+
Cecum

Apoptosis/Mitoses, Increased — — — — 1+ — 4+ 3+
Rectum

Apoptosis/Mitoses, Increased — — — — 3+ 4+ 5+ 7+
Pituitary

Apoptosis/Mitoses, Increased — — 2+ 2+ 3+(9)¢ 3+ 54, 34+ 84, 1++
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Test Article: Polatuzumab vedotin

Dose (mg/kg): 0 (Control) 2 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Dosing Phase (cont’d)
Histopathology (cont’d)
Mammary, Male
Atrophy, Duct/Alveolus, 009)* NA 1 NA 9 NA 9(9)% NA
Present
Mitoses, Increased, Duct —(9)¢ NA — NA T+, 1++ NA 7+(9)¢® NA
Epithelium
Skin/Subcutis
Apoptosis/Atrophy, Epithelium, — — — — 7+ 10+ 10+ 9+, 1++
Adnexa
Mitoses, Increased, Epidermis — — — — 3+ 6+ 10+ 7+
Erosion, Ulcer — — — — — 1+ 1+++ 1+
Intravenous Site
Apoptosis/Mitoses/Atrophy, — — 6+ (9)¢ 5+ 7+, 3++ 6+, 3++ 6+, 4++ 6+, 4++
Epithelium, Adnexa
Apoptosis/Mitoses, Increased, — — 2+ (9)% 1+ 6+, 1++ 6+, 1++, 6+, 3++, 5+, 5++
Epidermis 1+++ 1+++
Spleen
Mitoses, Increased, Red Pulp — — — — — — 6+ 3+
Liver
Necrosis, Random, Focal — 1++ — — — 1+, 1++ 1+, 1++, 1+, 1++,
1+++ 1+++
Apoptosis/Mitoses, Increased — — — — 4+ 6+ 6+ 6+, 1++
Harderian Gland
Apoptosis, Increased, Acinar 0 — — 0 1+ 1+ 1+ 2+
Cells
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Test Article: Polatuzumab vedotin

Dose (mg/kg): 0 (Control) 2 6 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Dosing Phase (cont’d)
Histopathology (cont’d)

Lung
Infiltrates, Macrophages, — — 1++ 2+ 1+ 1+ 7+ 2+
Alveolus
Hyperplasia/Hypertrophy, — — — — — — I+ 1++ —
Type 2 Pneumocyte

Uterus
Mitoses, Increased NA — NA — NA — NA 3+

Testis
Degeneration, Seminiferous — NA T+, 1++ NA 44+, NA 8 ++++, NA
Tubules 6+++ 24+++++
Apoptosis, Increased, — NA S5+,5++ NA 10+ NA S5+,5++ NA
Spermatocytes

Epididymis
Abnormal Contents, Lumen — NA 6+, 2++ NA 24+, NA 10++++ NA

8+++

Apoptosis/Mitoses, Increased, — NA — NA 10+ NA 6+, 4++ NA
Duct Epithelium
Infiltrate, Lymphocytes — NA 2+ NA 9+, 1++ NA 6+, 4++ NA
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Test Article: Polatuzumab vedotin

Dose (mg/kg): 0 (Control) 10
No. of Toxicity Animals: M: 15 F: 15 M: 15 F: 15 M: 15 F: 15 M: 15 F: 15
Noteworthy Findings — Recovery
No. Evaluated 5 5 4 5 5 5 4h 5
Clinical Observations
Pale Eyes 0 — 0 — 0 — 2 —
Pale, Entire Body 0 — 0 — 0 — 2 —
Functional Observation Battery (%) ¢
Forelimb Grip Strength 1 (g) 1857 — 10.6 — 7.9 — 20.0 —
Forelimb Grip Strength 2 (g) 1660 — 21.0 — 9.1 — 43.7 —
Organ Weights (%) f
Thymus (g) 0.2073 0.2224 6.2 -8.9 50.4% 37.5% 48.1 -1.9
Testis (g) 3.6356 NA -39.1% NA —55.9% NA -59.1% NA
Epididymis (g) 1.4926 NA -10.1 NA -30.3* NA -23.9 NA
Gross Pathology
Testis, Small 0 NA 0 NA 2 NA 2 NA
Testis, Soft 0 NA 4 NA 5 NA 4 NA
Histopathology
Testis
Atrophy — NA 1+, 1++, NA 2++++, NA 4+++++ NA
2+++ 3+
Epididymis
Abnormal Contents, Lumen — NA 1+, 24+++ NA S5++++ NA 4++++ NA
Lung
Infiltrates, Macrophages, — — — — — — 1+ —
Alveolus
Liver
Necrosis, Random, Focal — — — — — — — 1++




RIY RA=T R_RRF 2.6.7 IR Page 22

® 267721 RSVRATT REFUOZ v FMER GE1E, §4E) HE5RER (GEARMEEMERER) &)
*p <0.05 (Dunnett’s t test); — = no noteworthy findings; + = minimal; ++ = slight; +++ = moderate; ++++ = marked; +++++ = severe; AUC = area under the
concentration-time curve; AUCp.4 = AUC from TK Day 0 to TK Day 4; AUCy.; = AUC from TK Day 0 to TK Day 7; AUC»i.25s = AUC from TK Day 21 to TK Day 25;
AUC;128 = AUC from TK Day 21 to TK Day 28; AUC; .1t = AUC from TK Day 21 to the last measurable concentration; Cmax = maximum observed concentration; F =
female; GLP = Good Laboratory Practice; M = male; NA = not applicable; STD,o = severely toxic dose in 10% of the animals; TK = toxicokinetic.
 The initiation of dosing was staggered over the following 3 days: toxicity males on - 20., TK animals on - 20., and toxicity females on - 20..
®TK parameters were not reported for animals given 2 mg/kg due to the majority of the concentration data observed below the limit of quantitation.
¢One male given 10 mg/kg (Animal No. B82062) was euthanized on Study Day 31 (Recovery Day 6), having been noted with hunched posture, pale body and eyes,
rough haircoat, and body weight loss; this early euthanasia was considered test article-related. One male given 2 mg/kg was found dead on Study Day 2 with no abnormal
clinical signs; this death was not attributed to the test article.
4 For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the
percentage of differences).
¢Excluded from statistical analysis due to a high number of female controls with values below the detectable limit.
fBoth absolute and relative weights differed from controls in the direction indicated. For controls, group mean absolute weights are shown. For treated groups, percent
differences from controls are shown. Statistical significance is based on actual data (not on the percentage of differences).
¢ Protocol-required tissues were noted as missing or unreadable in some groups; the number in () indicates the number of organs/tissues examined microscopically.
" Five males were assigned to the recovery phase; however, 1 male given 10 mg/kg was euthanized on Study Day 31 (Recovery Day 6); therefore, only 4 males were

evaluated for parameters after Study Day 31 (Recovery Day 6).
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Test Article: Polatuzumab vedotin, Surrogate ADC

Species/Strain: Monkey/Cynomolgus Duration of Dosing: Once every 3 weeks for four Location in CTD: 4.2.3.2-4
Initial Age: Males: 3.0-3.7 years. Females: 2.8-3.8 years total doses Report No.: .-0044
Date of First Dose: ﬁ 20. Duration of Post Dose: 9 Weeks GLP Compliance: GLP
Special Features: ADA analysis, flow cytometry, cardiovascular ~ Method of Administration: Intravenous injection
and body temperature measurements via telemetry Vehicle/Formulation: Polatuzumab vedotin vehicle
HNSTD for Polatuzumab Vedotin: 5 mg/kg (20 mM histidine acetate, pH 5.5, 240 mM sucrose,
HNSTD for Surrogate ADC: 3 mg/kg 0.02% polysorbate 20)
Test Material: Control Polatuzumab vedotin Surrogate ADC
Dose (mg/kg): 0 1 3 5 3 5
No. of Animals: M:5,F: 5 M:5,F: 5 M:5,F:5° M:5,F: 5 M:5,F: 5 M: 5° F: 5
Toxicokinetics: Polatuzumab Vedotin
Total Antibody AUC (pgeday/mL)
Ist dose (Day 1): AUCo-21 LTR 138 440 744 NA NA
4th dose (Day 64): AUCs3-84 LTR 138 485 796 NA NA
Overall: AUCo LTR 973 3213 5837 NA NA
Total Antibody Crmax (ug/mL)
Ist dose (Day 1) LTR 34.0 90.6 157 NA NA
4th dose (Day 64) LTR 27.6 101 177 NA NA
Total Antibody Concentration (pug/mL)
Day 85 LTR 1.86 1.95 8.78 NA NA
Day 127 LTR 0.282 LTR 0.503 NA NA
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Test Article: Polatuzumab vedotin, Surrogate ADC

Test Material: Control Polatuzumab vedotin Surrogate ADC
Dose (mg/kg): 0 1 3 5 3 5
No. of Animals: M:5,F:5 M:5,F:5 M:5,F:5° M:5,F:5 M:5,F:5 M: 5% F: 5
Toxicokinetics: Surrogate ADC
Total Antibody AUC (pgeday/mL)
Ist dose (Day 1): AUCo-21 LTR NA NA NA 216 404
4th dose (Day 64): AUCe3-34 LTR NA NA NA 295 523
Overall: AUCo— LTR NA NA NA 2334 4138
Total Antibody Crmax (ug/mL)
Ist dose (Day 1) LTR NA NA NA 76.7 140
4th dose (Day 64) LTR NA NA NA 89.4 147
Total Antibody Concentration (pg/mL)
Day 85 LTR NA NA NA 0.770 4.87
Day 127 LTR NA NA NA LTR LTR
Toxicokinetics: MMAE
MMAE AUC (ngeday/mL)
Ist dose (Day 1): AUCo-3 NA¢ NAY 0.171 0.233 0.204 0.291
4th dose (Day 64): AUCq.3 NA¢ NAY 0.181 0.253 0.178 0.263
MMAE Ciax (ng/mL)
Ist dose (Day 1) NA¢ NAY 0.0726 0.0968 0.0832 0.115
4th dose (Day 64) NA¢ NAY 0.0726 0.104 0.0729 0.107
MMAE Concentration (ng/mL)
Day 71 LLOQ LLOQ 0.0336 0.0553 0.0321 0.0616
Day 78 LLOQ LLOQ LLOQ LLOQ LLOQ LLOQ
ADA ¢ 2/10f 5/10 5/10 3/10 3/10 1/10
Noteworthy Findings, Week 1 through 10/11
Died or Sacrificed Moribund 0 0 1° 0 0 1°
Body Weight (%), Week 10 & 2.96 kg —4 +1 -6 -9 -2
Clinical Signs and Food Consumption — — — — — —
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Test Article: Polatuzumab vedotin, Surrogate ADC

Test Material: Control Polatuzumab vedotin Surrogate ADC
Dose (mg/kg): 0 1 3 5 3 5
No. of Animals: M:5,F:5 M:5,F: 5 M:5,F:5° M:5,F:5 M:5,F:5 M:5° F: 5
Noteworthy Findings, Week 1 through 10/11

(cont’d)
Respiration Rates — — — — - —
Physical Examinations — — — — — _
Pulse Oximetry — — — — — _
Physiological Parameters (telemetered and — — — — — _
non-telemetered)
Electrocardiograms (telemetered and — — — — — _
non-telemetered)
Ophthalmic Examinations (Indirect and — — — — — —
Slit-Lamp)
Neurological Evaluation — — — — — _
Serum Chemistry ™

Globulin (g/dL), Day 22, Predose 3.16 — — — 2.78%* 2.73%
Globulin (g/dL), Day 29 3.14 — — — 2.78 2.46*
Globulin (g/dL), Day 43, Predose 3.03 — — — 2.61 2.39%
Globulin (g/dL), Day 50 2.94 — — — 2.41% 2.50%
Globulin (g/dL), Day 64, Predose 2.92 — — — 2.36* 2.50%
Globulin (g/dL), Day 71 2.79 — — — 2.19% 2.32%
Hematology ™ ¥
Reticulocyte Count (10°/uL), Day 8 1.242 — 0.787* 0.621* 0.831* 0.358*
Reticulocyte Count (10°/uL), Day 29 1.204 — 0.675* 0.363* 0.786* 0.468*
Reticulocyte Count (10°/uL), Day 50 0.929 — 0.634 0.398* 0.484* 0.266*
Reticulocyte Count (10°/uL), Day 71 1.195 — 0.661* 0.610%* 0.572%* 0.618%*
Lymphocyte Count (10*/uL), Day 8 7584 — — 3495% 2668* 3867*
Lymphocyte Count (10%/uL), Day 71 9080 — — — — 3898*
Segmented Neutrophil Count (/uL), 7027 — — — 3453%* 1564*
Day 8

Monocyte Count (/uL), Day 8 446.7 — — — — 162*
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Test Article: Polatuzumab vedotin, Surrogate ADC
Test Material: Control Polatuzumab vedotin Surrogate ADC
Dose (mg/kg): 0 1 3 5 3 5
No. of Animals: M:5,F: 5 M:5,F:5 M:5,F:5° M:5,F:5 M:5,F:5 M: 5% F: 5
Noteworthy Findings, Week 1 through 10/11
(cont’d)
Flow Cytometry
Absolute CD20* (B-lymphocytes) 2791 — — — 637* 839*
per uL, Day 2
Absolute CD20* (B-lymphocytes) 2039 — — — 379% 465*
per uL, Day 8
Absolute CD20* (B-lymphocytes) 1782 — — — 529%* 493*
per uL, Day 22
Absolute CD20* (B-lymphocytes) 1891 — — — 331%* 337*
per uL, Day 29
Absolute CD20* (B-lymphocytes) 1684 — — — 429* 303*
per uL, Day 43
Absolute CD20* (B-lymphocytes) 1781 — — — 270* 216*
per uL, Day 50
Absolute CD20* (B-lymphocytes) 1909 — — — 437* 260*
per uL, Day 64
Absolute CD20* (B-lymphocytes) 1840 — — — 381%* 247*
per uL, Day 71
Coagulation — — — — — —
No. Evaluated: M:3,F:3 M:3,F:3 M:3,F:3 M:3,F:3 M:3,F:3 M:2° F:3
Urinalysis
Gross Pathology — — — — — —
Organ Weights — — — — — —




RV RXwT _RF 2.6.7 FERB TR Page 27

& 26.7731 RSVYRATT REFURUHYOS—KADC DAZY A4 HIL10ERM (BBAIZ1E, F4E) H5HBR OBMEEMERER) )
Test Article: Polatuzumab vedotin, Surrogate ADC

Test Material: Control Polatuzumab vedotin Surrogate ADC
Dose (mg/kg): 0 1 3 5 3 5
No. of Animals: M:5,F: 5 M: 5,F: 5 M: 5, F: 5° M:5,F: 5 M:5,F: 5 M: 5° F: 5
Noteworthy Findings, Week 1 through 10/11
(cont’d)
No. Evaluated: M:3,F:3 M:3,F: 3 M:3,F:3 M:3,F:3 M:3,F:3 M:2° F: 3
Histopathology, Day 71!
Bone Marrow, Sternum, — — 2/6+ 3/6++ 3/6+ 2/5+
Hypocellularity
Bone Marrow, Sternum, — — 4/6+ 3/6+ 3/6+ 3/5+™
Hypercellular, Myeloid
Spleen, Absence of Germinal Centers — — — — 6/6 5/5
Recovery Evaluation, Week 11 through 19
No. Evaluated: M:2, F:2 M:2, F:2 M: 2, F: 1" M:2,F:2 M:2, F:2 M:2, F:2
Serum Chemistry ™
Globulin (g/dL), Day 127 2.88 — — — 2.40%* 2.25%
Flow Cytometry
Absolute CD20* (B-lymphocytes) 1561 — — — 489* 222%
per uL, Day 85
Absolute CD20* (B-lymphocytes) 1693 — — — — 577
per uL, Day 99
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* = ANOVA with Dunnett’s/Dunn’s (p < 0.05); — = no noteworthy findings; + = mild; ++ = moderate; +++ = marked; ADA = anti-drug antibody; ADC = antibody-drug
conjugate; AUC = area under the concentration-time curve; AUCy.3 = area under the MMAE concentration-time curve from time zero to 3 days post dose; AUCy.,; = area
under the total antibody concentration-time curve from time zero to 21 days post dose.; AUCs3.34 = area under the total antibody concentration-time curve from time zero
of the last (4th) dose to 21 days post last dose; AUCy.; = area under the total antibody, or MMAE concentration-time curve from time zero to the last measurable
concentration; Cmax = maximum observed concentration; F = female; GLP = Good Laboratory Practice; HNSTD = highest non severely toxic dose; LTR = less than
reportable (< 0.150 pg/mL for polatuzumab vedotin and < 0.060 pg/mL for surrogate antibody); M = male; NA = not applicable.

 Cardiovascular and body temperature data recorded by telemetry for 2 animals/sex for all groups. These animals were also designated for the recovery phase of the
study.

® One 5 mg/kg surrogate ADC male was found dead on Day 53 (Week 8). The cause of death was determined to be bacterial endocarditis which may have been secondary
to a test article-related decreased peripheral blood neutrophil count noted 1 week after the first dose administration. One 3 mg/kg polatuzumab vedotin female was
humanely euthanized on Day 55 (Week 8) for reasons not related to administration of the test article.

¢ Control group samples were not assayed for free MMAE.

4Free MMAE was for the most part not quantifiable (< 0.0359 ng/mL) at any time point at 1 mg/kg.

¢ Number of animals with antibodies to polatuzumab vedotin (Groups 2-4) and surrogate ADC (Groups 5 and 6) from prestudy through terminal or recovery necropsy per
number of animals evaluated.

f Control animal samples were tested in both antibody assays (clinical and surrogate). Signals above the assay cutpoint were detected in 2 of 10 animals at different
timepoints. It was confirmed that these animals did not receive either drug because there were no detectable levels of polatuzumab vedotin or surrogate ADC in these
animals at any timepoint collected.

¢ At the end of the dosing period for all animals (Week 10). For controls, group means are shown. For treated groups, percent differences from controls are shown.

b Other statistically significant timepoints (not shown) were within the range of normal biologic variability or were sporadic, transient, or of a magnitude of change
commonly observed in laboratory animals undergoing similar study procedures and were not considered related to the administration of the test articles.

! Globulin decreases resulted in corresponding increases in albumin/globulin ratios (not shown). Globulin changes most likely related to a decrease in the B lymphocyte
population (see flow cytometry results).

i Decreased reticulocyte counts resulted in minimal decreases in indicators of red blood cell mass (hemoglobin, hematocrit, and red blood cell count) that exceeded
procedural effects from blood sampling. Red cell distribution width was minimally increased in animals given 5 mg/kg surrogate ADC.

X Lower lymphocyte counts resulted in lower white blood cell counts.

' Number of animals with this finding/number of animals evaluated. Greatest severity noted is indicated.

™ Bone marrow evaluation of the sternum for the 5 mg/kg surrogate ADC male found dead on Day 53 also indicated mild hypercellular myeloid cells.
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Test Article: MMAE

Vehicles: For test article: DMSO

Treatment: Plate incorporation method
Cytotoxic Effects: None
Genotoxic Effects: None

Test for Induction of: Bacterial Reverse Mutation
Strains: Salmonella typhimurium (TA98, TA100,
TA1535 and TA1537) and Escherichia coli (WP2uvrA)
Metabolizing System: Aroclor 1254—induced rat liver S9

For positive controls: Water (sodium azide),
DMSO (except for sodium azide)

No. of Independent Assays: 2

No. of Replicate Cultures: 2 (initial trial),
3 (confirmatory trial)

No. of Cells Analyzed/Cultures: The number of
revertant colonies was counted

Positive controls: 2-nitrofluorene, sodium azide, 9-

aminoacridine, MMS, 2-aminoanthracene

Location in CTD: 4.2.3.3.1-1
Report No.:
GLP Compliance: GLP

Dates of Treatment: -
I

20}

.503.

Metabolic Test Article Dose Level No. of revertant colonies (Mean + SD)
Activation (ug/plate) TA98 TA100 TA1535 TA1537 WP2uvrA
Without DMSO 50 uL/plate 17+4 178+11 11+1 18+1 11+1
Activation MMAE 0.25 21+1 194+11 12+1 13+4 15+5
(Initial assay) 0.75 20+1 202+5 18+5 15+8 11+4
2.5 1943 213+16 15+3 19+1 18+0
7.5 17+4 199+27 19+6 1743 1748
25 15+2 219+8 1610 15+8 10+0
75 2043 22743 22+11 17+6 16+1
200 19+1 220+6 1940 16+4 19+8
600 261 249+19 12+4 12+6 1343
1800 21+4 181+6 18+4 1310 17+4
5000 20+2 210+19 205 18+3 17+1
2-nitrofluorene 1 134435
Sodium azide 1 574+74 398+48
9-aminoacridine 75 62+1
MMS 1000 124+6
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Test Article: MMAE

Metabolic Test Article Dose Level No. of revertant colonies (Mean = SD)

Activation (pg/plate) TA98 TA100 TA1535 TA1537 WP2uvrA

With Activation DMSO 50 uL/plate 20+8 209+16 15+1 11£3 12+1

(Initial assay) MMAE 0.25 29+10 207+28 14+4 13+4 15+1

0.75 25+1 192+6 13£3 13£0 17+£2

2.5 27+1 212420 10+1 14+4 11+4

7.5 21+£5 190+22 14+1 10+0 14+1

25 18+4 2103 11+0 9+1 10+1

75 28+8 201+8 12+£2 13£1 171

200 30+2 180+25 12+1 12+4 15+6

600 26+1 2179 15+1 16+1 14+3

1800 32+1 239+24 15+£2 15+6 16+6

5000 19+1 197+17 1744 10£3 13+£2

2-aminoanthracene 1 21174203 15451792 272+28 222+59
10 8613
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Test Article: MMAE
Metabolic Test Article Dose Level No. of revertant colonies (Mean = SD)

Activation (pg/plate) TA98 TA100 TA1535 TA1537 WP2uvrA
Without DMSO 50 uL/plate 13+£2 125+11 13+1 1242 11+1
Activation MMAE 75 11+1 133+£26 13+1 11+1 13+£2
(Confirmation 200 11+1 132+21 12+1 11+1 11+2
assay) 600 11+1 133+13 13+4 11+1 11+1
1800 12+1 140+11 12+1 11+1 11+2
5000 12+2 129+14 12+1 10+1 10+1

2-nitrofluorene 1 152+19
Sodium azide 1 549422 506%61
9-aminoacridine 75 1087+122
MMS 1000 208+21
With Activation DMSO 50 uL/plate 16+4 136+14 11+1 8+3 10+1
(Confirmation MMAE 75 15+1 146+7 10£2 542 1242
assay) 200 112 1306 8+3 10+1 12+1
600 13£2 138+17 10£3 8+1 11+1
1800 13£2 141+17 10+2 10£2 11+1
5000 11+1 12949 11+2 10£2 11+1
2-aminoanthracene 1 890+85 828+90 171+54 1471+114
10 376+56

DMSO = dimethyl sulfoxide; GLP = Good Laboratory Practice; MMAE = monomethyl auristatin E; MMS: methyl methanesulfonate; SD: standard deviation.
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Test Article: MMAE

Test for Induction of: Mouse lymphoma forward No. of Independent Assays: 2 Location in CTD: 4.2.3.3.1-2
mutation assay No. of Replicate Cultures: 1 (initial), 1 (confirmatory), 1 (re-test) Report No.: 8204155
Strains: Mouse lymphoma L5178Y cell line No. of Cells Analyzed/Culture: 3 x 10° cells GLP Compliance: GLP
Metabolizing System: Aroclor 1254—induced rat Positive Controls: MCA, MMS
liver S9 Dates of Treatment: '
Vehicles: For test article: 0.01 N HCI/0.9% saline _ 20
For positive controls: NA
Treatment: 4 hour with S9; 24 hour without S9
Cytotoxic Effects: Cytotoxicity
Genotoxic Effects: Negative
Metabolic Activation Test Article Concentration Total Mutant Frequency (x 10‘6)
With Activation Vehicle Control 10% 47.2
(Initial) 10% 39.1
10% 48.3
MCA (pg/mL) 1.50 382.6
2.00 336.7
MMAE (ng/mL) 20.0 69.2
30.0 67.7
40.0 80.7
50.0 63.6
Without Activation Vehicle Control 10% 38.1
(Initial) 10% 54.9
10% 42.7
MMS (pg/mL) 15 375.9
20 471.9
MMAE (ng/mL) 0.0500 59.8
0.100 441
0.500 45.4
1.00 43.0
2.50 39.8
5.00 59.2
7.50 69.3




KTV RwT RRF v

2.6.7 FMRBAME B

Page 33

% 26.7.82-1 MMAEDY VR v 7+ —vHilatkz AL S EAETERR (H)
Test Article: MMAE
Metabolic Activation Test Article Concentration Total Mutant Frequency (x 10‘6)

With Activation Vehicle Control 10% 49.9
(Confirmatory) 10% 459
10% 48.4

MCA (pg/mL) 1.50 419.3

2.00 341.5

MMAE (ng/mL) 0.050 313

0.250 50.6

0.500 57.0

2.50 46.3

5.00 45.6

10.0 39.6

20.0 60.8

30.0 74.4

Without Activation Vehicle Control 10% 44.9
(Confirmatory) 10% 29.3
10% 31.3

MMS (pg/mL) 6.50 204.1
10.0 321.7

MMAE (ng/mL) 0.00500 44.6

0.0100 35.7

0.100 27.4

0.500 333

0.750 34.4

1.00 27.2

1.50 449

2.00 66.7

2.50 92.5
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Test Article: MMAE
Metabolic Activation Test Article Concentration Total Mutant Frequency (x 10‘6)

With Activation Vehicle Control 10% 352
(Re-test) 10% 53.9
10% 48.5

MCA (pg/mL) 1.50 352.3
2.00 395.8

MMAE (ng/mL) 0.250 49.2

0.500 50.3

1.00 27.9

5.00 49.9

10.0 45.5

20.0 38.9

30.0 56.9

40.0 51.7
50.0 100.0

Without Activation Vehicle Control 10% 42.7
(Re-test) 10% 36.4
10% 28.7
MMS (pg/mL) 15.0 357.9

20.0 523.5

MMAE (ng/mL) 0.0100 34.5

0.0500 25.9

0.100 24.7

0.250 352

0.500 30.5

0.750 37.4

2.50 47.9

5.00 69.6

GLP = Good Laboratory Practice; MCA = methylcholanthrene; MMAE = monomethyl auristatin E; MMS = methyl methanesulfonate.
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Test Article: MMAE

Test for Induction of: Bone-marrow micronuclei Treatment Schedule: Single dose Location in CTD: 4.2.3.3.2-1
Species/Strain: Rat (Sprague Dawley) Sampling Time: 24 or 48 hours after dosing Report No.: 8204151

Age: 8 weeks Method of Administration: Intravenous injection GLP Compliance: GLP

Cell Evaluated: PCE Vehicle/Formulation: 3.9% 0.01 N hydrochloric acid/

No. of Cells Analyzed/Animal: At least 2000 PCE 96.1% 0.9% sodium chloride for injection Dates of Dosing:

Special Features: None Positive Controls: Cyclophosphamide, Carbendazim 20

Toxic/Cytotoxic Effects and Evidence of Exposure:
MMAE induced increases in micronucleated PCEs at 0.1  Antikinetochore Analysis in Confirmatory Assay: MMAE
and 0.2 mg/kg. MMAE was cytotoxic to the bone marrow induced predominantly the formation of micronuclei with

(i.e., decrease in the PCE:NCE ratios) at 0.2 mg/kg. centromere+, which indicated an aneugenic mode of action.
Test Article Dose No. of Harvest Time % Micronucleated PCEs Ratio PCE:NCE
(mg/kg) Animals/Sex (hour) (Meanzt Standard Deviation) (Meant Standard Deviation)
Micronucleus Assay
Vehicle Control (HCL/Saline) 0 M 24 0.07£0.07 0.70+0.11
M 48 0.08£0.09 0.82£0.21
MMAE 0.01 5M 24 0.12£0.15 0.70£0.18
0.1 SM 24 1.18+0.33 2 0.66+0.16
0.2 SM 24 1.34£046° 0.55+£0.07
5M 48 1.59+£0.33° 0.38+0.07°
Positive Control (Cyclophosphamide) 60 SM 24 1.77£0.99° 0.69£0.10
Confirmatory Micronucleus Assay
Vehicle Control (HCL/Saline) 0 M 24 0.16£0.10 0.72£0.12
MMAE 0.1 5SM 24 1.23£0.53 0.48+0.15
0.2 SM 24 0.93£0.46 0.23£0.10
Positive Control (Cyclophosphamide) 60 M 24 2.13+£0.33 0.46+0.05
Positive Control (Carbendazim) 1250 M 24 0.48+£0.39 0.19+£0.04
1500 5SM 24 0.51£0.46 0.43+£0.08

GLP = Good Laboratory Practice; HCL = hydrochloric acid; NCE = normochromatic erythrocyte; PCE = polychromatic erythrocyte.
a Significantly greater than the corresponding vehicle control, p < 0.01.
b Significantly less than the corresponding vehicle control, p < 0.01.
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Test Article: MMAE

Species/ Method of Dosing Dose No./Sex/ Noteworthy Findings L()[i:etmol;t";\lgfl)
Strain Administration Period (mg/kg) Group y g (GLP (Ii)omplia.nce)
Sprague-Dawley Intravenous Q7D x 2: 0.2 25F e IV injection MMAE on GD 6 and GD 13 resulted 4.2.3.5.2-1
Rat GD 6 and 13 in teratogenic and embryo-fetal adverse toxicity [8(28439)7]
LP

e Maternal bone marrow toxicity

e No toxicity related to mean corpora lutea, mean
implantation sites, pre-implantation loss, and no
dead fetus

o Fetal toxicities related to external malformations
including protruding tongue, malrotated limbs,
gastroschisis, and agnathia

GD = Gestational Day; GLP = Good Laboratory Practice; Q7D = once every 7 days.
Vehicle: 3.9% 0.01 N hydrochloric acid/96.1% 0.9% sodium chloride for injection
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Test Article: Polatuzumab vedotin

. . . Location in CTD
Spec1.e s/ M?ﬂ.md 0? Test Article Duratl'on of Concentration Noteworthy Findings [Report No.]
Strain Administration Dosing (pg/mL) (GLP Compliance)
Human tissues Ilfl Vitro POlatUZumab NA 25 or 125 ° Polatuzumab Vedotin tissue distribution 42377'1
vedotin is consistent with the reported (Mm-0711]
expression pattern of CD79b (GLP)

GLP = Good Laboratory Practice; NA = not applicable.
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