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The invention provides novel auristatin analogs and immunoconjugates
thereof, as well as pharmaceutical compositions and methods of preparation and use
for treating various diseases and disorders (e.g., cancer).
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[0077] & FRIE FH—20E S ey IR B o B BE 2 —EE B 5
BLAST &% » HATRIFEH0R Altschul Z2 A 1977 Nuc. Acids Res. 25:3389-3402 &%
Altschul Z£ A 1990 J. Mol. Biol. 215:403-410 1 - BLAST $iS n] 4% i BR 22 4B 0k
fft & 0 & [»(National Center for Biotechnology Information)ff 4 Bk & =H 44
ncbi.nlm.nih.gov/_ENBRIERS: - w2 B HAt JE PR 28—+ - BLASTN
EUEZERE D A TN e (E © FR(W)A 11 BIZEE)f 10 > M=5 >
N=-4 Fz ifeLhs o $ Ra AWz 751 - BLASTP fezUE AT TR E =Ry 3 &

HESEAE(E) By 10> DK, BLOSUMG62 314345 Hi(£: H, Henikoff } Henikoff, Proc. Natl,

Acad. Sci. USA 89:10915 (1989))EE3H(B) 55 50 » HESE{E(E) B 10 » M=5 > N=-4 >
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[0078] sOASCATfER - fifsE " —2, 2 T —EUE, Bt s %
TEZBE N IR FP 3 2 1B T fds (B B e R 7 23l - slE A
TE H 3 b2 AH FIR M AR R A B B G (TR RN - & A P L B E Bk 1 7LD
7 e L DUB S AR FEVERS > (EfRE @I » 49 70%—ZU » e 75% -
80% ~ 85% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 9% &
=R » EEREA T ORI THER 26 BLAST 5 BLAST 2.0 751K
BUESGEHFEILLE K B R AR - IRy B S T ' E E B - It
SEF NGB HE N AR 5 2 S » e RN R A TR R/ BRI
SN R B R A P41 « J0 N Pt - sy s A nl 5 iz fir s H DI -
BREM > —EUM AR RIE Ry 2 /D%y 25~ 50 ~ 75 ~ 100 ~ 150 ~ 200 {E|fE B R E%
Tl &I - BREEHIEERERE R 225 ~ 250 ~ 300 ~ 350 ~ 400 -+ 450 ~ 500 {7
EREEUL T~ BN s R AR S 7 51N -

[0079) A ZALEYIa RS T TRES - R TEHUE
BB E LI A & (B IR — T L &Y EEER) D R SR A T & - AL - B4
IO 1E FE e LA E Y E H A (B0 > DUB D R -

[0080) 7B AHRCHTnIFEE DA N 72Uk L © 48Rz » FEHH/RER AT - 34
e Ry MR ~ VIR~ BT - FLTE - BERE - FUE - WOR ~ M - RAB - Bk B
Pl 5o RIBRE - LIRS C S & 7 BB ARSER AU - BO) - BEREER, - B2
T RAS - IE9E -~ RER - BHE - 0T - 0% - BV - [ERP AR e s
HIOH ~ SER ~ U ~ BREE - BB ~ R R AT o B - SRR B
R~ ORI > BIAKEK/ R AR -
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555,403,841 5% 5 55 5,212,162 5% 5 K55 4,861,760 5t o [EHEH] 2 2 EIANAH
ETA H AL 5 |2 7 0F ARSI - ARS8 2 SHE 1R o] DU A ERE A
RIS UERESID R I% < FRUI = » (UBKkAG nT &S i K2 AR AE K2 N 4R 18RRI
S BEYBERBE AL T (2 H Rao, 1995 J. Biomater Sci. Polym. 45 7:623-645 5 L H]
Az Ve i B mD R S AR IR SR O P AR 77 (2 R 140 Gao 1995 Pharm. Res.
12:857-863) 3 BCLAAI YL 4% T 2 SR BS I 2RI (2 %0 Eyles 1997 J.
Pharm. Pharmacol. 49:669-674) -
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S RE RN ED ZOf EALEEEHE FESNEEREARRRYEAM ST
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HRETRRSE & B 8N ED-T(0E HA UEEBEEE LEaNFERE
A EAMGUR « IR D RS SN PR aE S R Al sE R AR
R EE 0 E 2 R R R UG BEER - FREE0E E R - a]FE HRER Bk B Bt
PIRE(FIAN > /N EOR B B A RE B 7 0358 N FEHTH RS SR B HR L2818 - 24X
i AE—SLE G o BEEELRL AR ) S N S  BRG E bR R B
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VI M 2 3784 o (& BLFl40 > Harlow & Lane, Using Antibodies, A Laboratory
Manual (1998) » F7it a] DU E FF F2 1 e S e Ry o AR SR R A <)
B R GRS O B E A ETR e R ETRE D - HEEE
FyESAE/D 10 2 100 £ -

[0085) AASZFT{HA - HasE " ARARIE ) G52 MERy NI e
BITE B0 T BT E AR E AN — S aRE 2 BIE - JaRAREA
ZYHAGREVES B E » (A0S i i TR & 7 B SR AR H B2 Mg
Fig - B EHRPTREFRENmEA B NI REITE D -

[0086] fiah " ekt K " Hils-ZEVISRGY) ) EAS Al G AT
AR EA RSB - Blgs = iR o R B~ BREV Ny TR H8) 8
AR B MR S R SR LY - ] R I E RS EE EEA R
AIEFEEES - NI > fliss TR, K T RS- BRI Y ) B RR-EEYER
VIR IN T-BEBRETY) ) o S TE T R R SR Sy ARl o Ay B AT
FIR TR RIS &) -

[0087) WA SZAr{EA » AW A9 B EEHI GBI B 7F ARy T sE " #H1%
(inhibition) ; ~ " #{If((inhibit) ; } " I (inhibiting) ; KRLLEARFEEEHEA
AR EANGIR BN N B A 2SRRI A FIZ 2 (B MR EDE
JEMEECTIAE < TEE MG TG ST A IR 5 FEOE 8
FE AT BTN RSB (B - IR R [ 2 R s 2 « TEEHEHI - (%
R DB EERHER < TEEEEIH - ARG IEREE 'S B TEMERE - 411
HlEFE R DER S ~ E o EsE R PHERRIS - D - TR EGESRE(L - BORTEL - &
B T RE s e R E B 2 & - EEA T HIGGIEHE T
EFHEE A= BATEE O 2 TR MR - HkImss & B ERE ) - EEHE+
I A4E2R B R AR R 09 B AR O 2 B ERR(E - HIHEIEsS &5 E B E
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TR R B DUas P LA DR B A3 RN - 5951 srEpiRe I &8 B
S AR R R B BT
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1B H B 2 IR B e 2 B RUET R E - 2200 - T SRERE A DURT R
R IEE SR R/ BGE LEGIH BT - S E s s B S T 2 IR W A
e

[0090] SASCATEEM - Frfefbate ' BEEE b2 2P 6
{EAPRCHEE R Erlig 28 - B~ KaE) - IBEIGY) - BV - nuseZe ik
Ff ZAEC 2Ty - E—EERS T - B E a2 2P AfEEAR
FAHBREEER Pz 2 B - i - RUSEEE R AL E (T RIESC 2014 - E— L E
o TEGEERR Fulfee 2P GIFREA RN SR F e 7 S K OTES
Bt - miBesE M R =R AT -

[0091] FERELE RG] T - BEEE2 Enli 2 2P0 aei B2 7 -

(0092 SRR {EA - flosk BRI 2 RisE S ER A
e W P 8 Y > BT G - SH e i T S 2 0 A ~ R~ BB S R D B
B v /b CEAR AR 2 - BBl | ] 1252 7 B RLIRET o S B AP

I - BFIE » Berge F ALE J. Pharmaceutical Sciences (1977) 66: 1-19 fiEF4f]
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VERZNNERER 2 B O Ry A LA RS - SHANEARL - SURNE ~ Wik - iR USRS -
BT KEL - SEA LB ~ EE - IE TG BL N OBE ~ BERER T RREN R
TRk B BGRE o SRR T E R0 2 ELA 502 ST A R B -
fEEEs b rlpee 2 MEiE O BRE ~ MRk - PUSIMBRER - RAHZBLES - bk
BREE ~ ARHBREE - e (Bl - BHEREE - T RRRE - RINEREE - fNGhERRET - R
D - BRIOGE N BEEE - T AUIEREED - T e ECRREREE - Z0ehHBREE - HERED - ST
Vi BRRE ~ APOIERRTE - EUMMRBLET - Ay IERRET - ChARRT - BRBRER - CRREE
SRR RS - 2-FORL- 2k BT - ALVERRES - FLERER - ATERREE - Hf
PESRRRE ~ NI 1% —RRHE - A RRHE - MchafRll - 2-2R0BR0E - FRunBetd - o
BREE - JHBREE - EREEE - PAiElRl - SERCRIREE - RIPREET - ABELE - 35K
PIBREE ~ BpBE T - TREREE - Ry BREE - PNBRER - DEASERET - | RERE - ARBLEE -
ORRET ~ B ZRhRRET » T — LB - KRR R LIRS - E S
AT AR RO L, ~ R - ZBERE - PITERR  FLER - IH TG B
AR~ T TBE RO TRE  EOEE - SRR - RTEL - AR - BOEE - W
filf ~ ZhEls - P ARERE - KAGEE RSB

[0093) 5% FBE nIEFTHEEE 2 A L&YY 8l bl BI R R AT B0 - BB
st A R (U b &Y R i el B i 70 B S i e BRSO RE - TR H
EnA R SRS Erl s 2 B DR B R e L R ~ BUEE LUK NT(Cra i)
BE - (R on e a8~ 87 - #5 - B 8 B i 5 88
KRR s a - ey - FLABEEEEE b rT 7 7 B R fE (o A Hitra > sE A 1
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AR~ EEHUCZ R (BRI R D) ~ Bty ~ dpERE TS feile R A
MY SRR - =W - 240 s =40 - ZAl R LR - £ E
Bk > BEABER bl PRz 7 BRI AR E # R - PR - SRR - P5EE R eEE -

[0094]) fEFELERGIT - B8 iz 2o IREIGY) . (i
KeE)) « AASCFER > flasd TAEIeY) ) HIsE P aiERE R EE S T
NS LS EIMEEET E Z BRI EEY) - ISElaYrn] RAEEE
B HBE S a2 VB o AERI R KAVEIL T BEIEY R TKEY ) -
BEEE [ ZIRRI G KoK G R BIATAESE 1 2249 100 ~ B¢ 1 247 10 ~ 2
124 2 ~ 4y 3 &) 4 TERISK T2 EEY) - TEBE - QAR Z o5k
LEY) ) EELEYI RILEY ZEREYU R R EY) -

[0095) FEHECERGIT - B4t a2 2 ATsREE - 1A ST
I > floss " ATBEEE(prodrug) 5 (24 " ATBEZE(pro-drug) | ){ATEIEHE N LA LRT
BFEALGYEILEYI BT Bl 22 W LEY) - & RERE R T - ik
gin] B RETERY - (EETAIRE R /KER(EIA AR T oK) E e N L ArE B &
Yy EREEFIU N > AR A (B AU b S 2 480 BV R s A
HISBEE n] £ A {E R PRPE I E Y A PRI > RRELOR TR T
A TG 58 2 MR T Z O S AHET IR b S8 08 2 FUE R P e = (1A > =X
MEFZE) 2% » PR IPERIBESE C IS THE SR UL SV B AR RAY KA R E 24
E R R T B L &Y Z T Y -

[0096] RmiSEZE(L &9l e AL B EVIRG e A - SHEH A

B ESR R AR o (245140 » Bundgard, H. 1985 Design of Prodrugs, 55 7-9 ~

DR,

21-24 H, Elsevier, Amsterdam ; Higuchi % A 1987 ' Pro-drugs as Novel Delivery
Systems | A.C.S. Symposium Series, 55 14 %, [ Bioreversible Carriers in Drug
Design, 477 Edward B. Roche, American Pharmaceutical Association and Pergamon
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Press, 1987 -

[0097] RiBEEER =l & AR ALEYEYRE R IR UARE ~ AHSHE
FESRREILZ 188G - (2 R0040 - Bundgard, Design of Prodrugs, 25 7-9 ~ 21-24 &,
Elsevier, Amsterdam 1985 & Silverman, The Organic Chemistry of Drug Design and
Drug Action, &5 352-401 B, Academic Press, San Diego, Calif., 1992 - )[H:TE %l |
A LRIV BRSE A SR BEOTAEY) - BB AE H (R Bl & i S 2
{2 B ~ FE TSR AR b & ke S FE St < Bl ~ SOME T R bl T 2B VY 2 il
FRE % - HAth pusREaE T AR Yy nl BUA S g Ea < FARHMEGE S ok g s AR Yy aT i -
Al - PR g <R b B 0 HIER i R g - A e AL - Bieha B - FAR
ARSI AT R L &Yy e LR T BEEE - pisEEE tih Ba L EREAS N
AR H e EE 2 EaltHU R T 2 (A —E HIRRER T - RS FRBA NS - Bi sl Bl
TTHIALEY) -

[0098] FmijBEZE ” FIRMEER P EREE A RN HY R - S50 1L
EYHLLEAHE pHAE MRS T /A g 58 - sCEmT g s R (L8 2 WU -
e H [ BER EEYIRR e M LN R -

[0099]) 4OASZAT(ER - fiTeE " B 4822 Frliez s | BUPH - Sissiine
PATEESSEEE | nlie2 2 k]~ SH ) elan ] » Sa ARG B AR Fe A ~ Mk -
R ~ IR eCEE AR H S T IESER H 548~ — (8 88 B SiEl o e skl
EE B F—a B EE ) o S EESTE BT < Hp ot B A
ESR AR T Al ) - IR E R AR B Rl SRS HIAR Y — L ]
BIFE © T > REWIFUNE ~ BENE SORENE Rl - SR ORI S B 8 Ry © Bk
FNHCTAEY) ) SRR RS R - LA E R ABRBEER  HRIkEE
ZTF IR e B > BB AT F] S (cocoa butter) S A O 0 BEAIFEA
o~ AR~ ALFE ~ Z ROl ~ s - FORHRORECH - kg > BEN R

S0  SOCHEIIRIIL)
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Zuls - sEAIN =T ~ LLANRERS - HEEMERE R L0 s > sE B Al e H
Bt LlE - Bl SEE] sEsE L R a R bn 1Rk mEVREK S F
RER/K 5 PSR (Ringer's solution) & Z8% ; WERERREIAN & B EERACY)
TR R H AR S E - JREE ~ FUEE SCEERGEA H AR RS
HEHERL 2 MR S B OG- RAL PRI DURCE GO ~ O ~ 2B ~ BHR
Bl ~ FARE R OT B~ BAIRE R A LEUR A AR R R -

[0100] 4OASCHTEEM - figsE " BB & " 2K, nT AR sk A
BREE 2 ROV HAMRIN S IMEIE - NIE - IR~ Bk - 5 ~ 200e R Dl
PIEFENEFRN - SR EHEBEER ESMENZEFRT - ZF st/ EiE 2k
ZARB&EH > PIIEEEAL ~ ZFL - SR LS EIRUES - EE5h - 2 RATHE
—REELE - HEERRAFIIZEH > se0ERA ~ IR CE R B Ry

SPIRLAY) - RS R A A R RRE TR AT - REESE ] S AV EC Ry 2R -
BB AE A ] HE AL = FREFFIR B IUPAC-TUBAE YL a4 2
& (Biochemical Nomenclature Commission) THERE - BT REFFHRIE -

(0101 AASZARGER - figsh " =ZHG ) (RFERESDEL S — 0 T (T Rl iz ) H
BIFRZELE  UEEEOER B - Ll fe s Mo 1 BRAEGEN=
Aalr i 5 [ S AIINE RE » sEA{E S EE (R ZHEh - SRR —E MGG S EN
A - Bofrss r B R S 2 AV B B e ) -

[0102] 4IASCATEM - figsh B (RIERE AB - B2 BR - 2t

FekrA - BIATANAY - 2HAR - 25'E - ik~ Rl OB - SR - IBRGEEEREART -
CREA S AT BIAIAEA B N EEYIRS IR 2 B T A SRS PRI SRR AR ERG A
BIE - BEA AR 2 (& IS AR AR ER TR TG - TR, TR R &
e BAH A A 2 AR B B R AG BRI - T AR ) IR AT F R AT
A AHEEN) Z AIHE ~ 4H4 - S5 B EAS SR B el 2 Al - JHA - 55

ﬂﬂu
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BEORAS -

[0103] ZAZHT(EM » iz " Rg(stimulate) | 2% " F#(stimulating) , {5

SESAN ~ RN - hOoE B TRAETEUENM: - BN R S o RISRT B IR DR - BB

= EEIIE 5% ~ 10% ~ 25% ~ 50% ~ 75%BE0E £ 90-100% o Hofth g 0
FE26E - 5% - 10f% ~ 206% ~ 40RFECE E 10065 -

[0104] SOASCATEER - flss T {ERE ) (GFs B (BIOmE AL EY)) - G5
HATRA ~ FEABERIAEY) - g S R e a2 -
AT T 2 (ERS BRI AR A (FIAN  (HeTAFEeRE 2 IS > Bl 5z
{ERS (I > B252 ~ 4h5 - FA) SR AMERS (B0 > RN ~ AR A SR
M) B/ AN IHENY) > BIA0IE N AL (B - BEREEY)(GIN > A&
B ~ TROTAE) 5 RS EARRE  WHALENY) o R4S - BRI AR LR SR
B0) ~ RERERY)(BIAN - KRB/ BN SR o AR E G T o SR AJHENY) B
ALENY) < JENTRENY BT Lo R EART 35 B 0 B 2 T M S M < S AR mT R BN
) - EE - B N RERS 2 iesE TS ) K T R RS A TR

[0105] 40ASCHTEM - flgsE " i (suppress) 5 2% " fI|(suppressing) | {4
FERCD ~ 2R~ RET  HREREE A EN - FIATIE R IE - @ n Ry B
EAFITME - BV 5% ~ 10% ~ 25% ~ 50% ~ 75%EEZE90-100% o i/ D
BIFE2ME ~ 5£% - 1065 ~ 2015 ~ 40fZEEZ 100 -

[0106] WIASZHFR{EA - fiTsE " /& (treatment) | = " JGHFF (treating) | {4
YRR BRI B 3 4 2 RTE 2 AR D ~ IR S B IR 2 D774 © Al BRI
/AR — B S E S BB E AR AT TR © DA Al Ry R B 2 fiETR 2
ARV B R B HARFRIA 2 S22 25bk © JGI% (Treating) 2 &1 (treatment) A L (4
Y EREEEREG  TW  REERIL 2 ATRI O IR - B AE T e R e
SH 0 FEAVEIR R © 2R 5 HFREEISRG - e U B N S AT 52
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Y 5 G AR LB IR 2R (B b SR A R 990 © e g 2 B ie
B IR - SRR Z TG RRE A HI R B e E 280 SIS fate s - AL
e R/ B RS &R - B[R FoR R H 2 SIIEAEEE - s E e Rl
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90% ~ 95%2k100% -
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