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The present invention relates to methods of treatment of light chain amyloidosis and other CD38-positive
hematological malignancies with anti-CD38 antibodies.
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The present invention relates to methods of treatment of light chain
amyloidosis and other CD38-positive hematological malignancies with

anti-CD38 antibodies.
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14

Y

SHARA RS

(ERPEEEA - 5  F2TE¥EE)
[SB£M8] CP3UEX)
FI 7 R B By 2 V2 B A CID 3853 e S B 2 -
CD38¥i%=
ANTI-CD38 ANTIBODIES FOR TREATMENT OF LIGHT CHAIN
AMYLOIDOSIS AND OTHER CD38-POSITIVE HEMATOLOGICAL

MALIGNANCIES

- HWHSEEZRESR]

[0001] AHEFEER 2016 4 5 5 20 H HFEHEBHEF HE
FEE 15/160,476 e 2016 5 5 H 20 HHFHBEERHFES
PCT/US16/33544 5 2 {&5chE » HENAFGUTIHITHFALRI S -

(]
[0002]  ZSFHAMRRHET /A AR ES S AL STt 8 1 i fe HoAth CD38-f5

MIMREERRZITE -
[ SoriBeii ]

[0003] B dHfEEMHRFAETE B AMISEMRERED MK - FHE
AFHRERE - AFRAERE - BEMERER - B2t B ke
ZHREERE EFSRREE - BHRA MRF - FEE2HERE
B~ & AIDS MBIZIFEFT S RMER - B HIEEEERERE S
85% Z HEZMESE -

[0004] 253745 B8IE (MM) 2 R BUFE 1A 70 b M 22 4l B 7 2 8
ZEERER  RTHRUARAFREERRERNES  EREAIE
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BRRARE  MERERFHRAGNS R HERORE - FrEBEN

R 1% EATAEMREERE ZBER 10% 0 BFER % &5 -

ZEMEREE L BRBERR AO T - 2870% 2 P A BUERHY
61 % -

[0005] EEsBALEURAD BMTE(AL) (NS A2 B EER B ME )
{58 S MRHIRTAE (clonal plasma cell disorder) » EESERIT AR G5
PREOE@EE R BIIEEEST - BT 2 BRI E 4 85T
BZREREOREHE  RERETHSTHRELEEERE LS
M W EHIEFRIET (Comenzo % A » Leukemia 26:2317-25,
2012) - ERIRBFEECANFTS RS E  HEHEEEE ¥ HEES
OB B WE RS RKES (F$) (Merlini & Belotti »
NEJM, 349:583-596, 2003) » B3 5% [ 7 5 B30 - L3018 - L&
REE -~ RYERRSE C FFEER ~ IBfR - 568 - BBREE - BBAR - E
TMEARIMEE ~ {F5) « S8 (Chaulagain & Comenzo ; Curr Hematol
Malig Rep 8:291-8, 2013 ) -

[0006] CD38 f& II BEEED » EIFZREN 7 55 R EHR L
R > I HFE R HESMEE M REN 508 - H1E NAD' B EIER
ADP-# #E(cADPR)#E 1T 1L - M H IR & cADPR /KREK ADP-#%
(ADPR) - CD38 # /M4 Z b RoME 4 > 7E{E 4 (Funaro
% A > J Immunology 145:2390-6, 1990 ; Guse % A > Nature 398:70-

3, 1999) » i HFEHE NAD #E/KARER T M558 4R/ NAD /K »
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%% NAD' K% REMMEN T @HES (Adrouch S A -

14:1284-92, 2012 ; Chiarugi Z A » Nature Reviews 12:741-52, 2012 ) -
[0007] CD38 7E% M B MREISEI LR - it SRS

LB B - |

[0008] Bl 6HE B ALIEMEND S M B 5 0 B BB 2 S
EEANR AR O BRI G SRR - AT - IR
BARRE EARFELER « Hi - BEANS S5 58 B
TR S 2 AR -

[BHPE]

[0009) 7K S IHAEE T AR CD38- I ik B s = 7
B BAR TN BENSREH-CD38 B — B2 LA
CD3 8- M [ B M B AU ISR 0o 2o 18 TEAE 008 (1 4TS
FE(HSCT) »

[0010]  ZREFHIRERAE T Rt S MR B B T (AL) 2 45
BHTE  AEEE R B BT -CD38 Rl —E R LS
B AL 2 FSR -

(00111  ABHITRIRAL 7R A AR B (AL) > 75
BHIHTE o AR T AR SIS BH-CD38 M — B R LA
AL 2SR - Sohi e B E 2 4 [ S 4H AR A8 (HISCT) -

CENL R |

[0012])
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B 1 BURTHEZ AL W& (n=16 KEHF AL ZHHE > GEO
GSE24128) CDI138" 4l 48 4Hff > §@ 4% 56 th CD38 ~ CD32B ~
IL6R ~ gpl130 ~ } CD16 ZAH¥ K - LnQLE : RIFZ EBKE
PASES L

B 2 BEoR T BAIIERSHE(SCT) % 3 8 AL ¥ & 338 fn ik T BB A% 4R i
2 NK 4R E 5y Eh(%) -

B 3 B/~ CD38 f£ CD34 45 M se4Hff %3 -

B 4A FE>R DARZALEX™ (3B i(daratumumab)) $HEHE >
RRERFZREEE B RIURCRAMRAINESEZE £l
EEAHEBEMEL  SBEMAMEAE S0 ng 1000 ng/ml
DARZALEX™ ( ZH] B i(daratumumab) ) FE T RHRHEEEE
ZEEIRE R EIT RS - FERHEF - 7 DARZALEX™ (iZ#I
BHi) (EhEbi(daratumumab)) ~ FIRIEHIE - SUEFREHIRGTE
THERESERTEE 14 REIMEEEP A G- Bl
Fl(granulocyte-macrophage, CFU-GM) - i Z 525% %l T
R > SENIIDA/ER - * p <0.05 » FR¥ t s - FRANEEE
=T WHFEAKRE 3 @1 KRR SCRAias ST 3
BWILEER - BEERFEEY-SD -

B 4B ZE;< DARZALEX™ (i B Hi(daratumumab)) ¥HfEH >
SR IRE R AR IE > 8 B MK B A £ E B
B EAEEMBEL > BB AE 500 ng I 1000 ng/ml

DARZALEX™ (7 i B i(daratumumab) ) f74E TP ECH M E

4
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1

> SESEENRE FIACORATES - FERNE T > 4 DARZALEX™ (i
B fji(daratumumab) ) - [EAUS I « BUIE S B HATE IE T 1E R AR
T 14 Rk 545 A AR B A AL MK (blast forming unit
erythroid, BFU-E) » I3 it 2 535 B4 A8 0 B SEBTTILAfE
B - ARSI > MAFAKE 3 BRAREYEE
I RIETT 3 B E Y - BUSEREE Y- SD .
5A E7% DARZALEX™ (3185 (daratumumab) ) S5 BEHY
kAR Y §) B S B 4R B B S R
MEE > HEF 500 ng 3 1000 ng/ml DARZALEX™ ( #Z H7 B §{
(daratumumab) ) %2 T 4E AL 04 22 P TR A AD UL 7 B2 3% A0 42
TIAHEATIAG - 15 14 RHBIER CFU-GM 2% 16
o 2 S S A SR LR - AR EE SR
AT SWEMBARE 3 ERERE CEERERET 3 BB
B8 o BUSERTIY{E /- SD o
B 5B &~ DARZALEX™ (#Z#i] Efj(daratumumab) ) ¥fHFriEny
SRR B B S B A A - B RS
MHE: > HFF 500 ng 3 1000 ng/ml DARZALEX™ ( 3% fif B by
(daratumumab) ) 772 AL FAEARHE 2R T AR AR LR 2 96 108
HAHEATIS - 125 14 MBS BFU-E Z S5EMHR - 1046
TRk S R T S DR - BN E =2
BT SLHERRE 3 ERERE CEAMESER 3 EFT
B8R - BIEER A +/- SD -
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B 6A B REEFME LAESE CD38 £ {2 DARZALEX™
(#ZEhI B Pi(daratumumab) ) R CDC K&K CD34 KLHE>
B FeMAE - % CD34 {iHT B &4 (CTL) ~ HF 500 ng/ml
DARZALEX™ (34 B i (daratumumab) ) (Dara)zf, 500 ng/ml [5]
W RIso)NEMBIIE — TS 1| /NF - ZRGHIERELEE
ERG I EAE L - 7B 14 RAES 500 {H CD34 L B2 4R K
CFU-GM Z &% - SRKREHET 1 BEE MM 2iRER 2 &
BH AL 2R BN =REHEHE -

B 6B B NEEEMAR LA SE CD38 KM - 2 DARZALEX™
(Zhr B fi(daratumumab) ) FFEH CDC 2KE CD34 KBRS
IS FRARE - 1% CD34 4 BLfHTA8(CTL) ~ AF 500 ng/ml
DARZALEX™ (34 B §ji(daratumumab)) (Dara)s{ 500 ng/ml [F]
AERso) WS FRIUE T | /NE  ZREGHEEELEE
EREREEE L - f£5 14 RAES 500 @ CD34 LKEEZ HMFEL
BFU-E Z £% K - £ E' A DARZALEX™ ( # #I 8 i
(daratumumab) ) Z FLEETHEF % BFU-E » HES|GH2EEN -
EREEHEN 1 BEF MM ZRER 2 2EA AL 2R BN
ZEREEME - (* p<0.01) -

B 7A 'R DARZALEX™ ( Z i 8 ffi(daratumumab) ) ¥ %
CD34 #8342 >t 4 fe - AR 4 i e BB AR H e A R FI 2 & - WFTR
Ry CD34"4HMIER & THIR R BA TR © Hifg (CTL;

%784 ) - DARZALEX™ ( Z# EE fi(daratumumab) ) (Dara) * Z([H]

6
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1

BI¥SER (Iso) » BL 500 ng/ml B¢ 1000 ng/ml » ANFE7R - REAHATER
FEGEZRT - WES 14 RAEE 500 {H CD34 L0512 7 AT
Y8R CFU-GM ZEZ VR - ERKREHN 1 LEA MM ZRER
2% EH AL 2R BNy =REEHE -

B 7B B’k DARZALEX™ (3 H B fi(daratumumab) ) ¥ 57 i
CD34 &CEE AL HHR SRR IS B AR E - I ERE Y CD34-
HRREFE THINEEEASEE il (CTL HE) - &F 500
ng/ml 3 1000 ng/ml . (HEHI B (daratumumab)) /FHE
(Iso) - AR BN HEALZER S > WESE 14 RAUES 500 (@
CD34 £Lii2 > 4IMAYIE R BFU-E Y &% - SRR EHT 2
ZEH MM 2B R 1| BEF AL 2R BNERE S XREBENE -
*p<0.02 o

B 8 B & DARZALEX™ ( # fiI B $ji(daratumumab)) # 1~
ADCC & FCyRIlla-158aa ZMRIEE - BB 158V/V (V/V)E
158F/V (F/V)FERE 75 BELEF 158F/ F(F/F)ERE 7% EME
i REHESHRER (ZEGGEHZFUE > P <0.05>

Mann Whitney - #E) -

[ERET]

[0013] " CD38, f4f5 A% CD38 | ([FAIFEF * ADP KA

RICES 1 - cADPr KRS 1 - 3R ADP IZHE/KERES 1) - A CD38 AR
GenBank Z§#%5% NP_001766 } SEQ ID NO: 1 thEER > BeERgF -

ATREAETE 0 CD38 RERE I MEEL - HEANREEE 2 E
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eEAE 12 21 0 (RRISBUR Y BRI A 22 420 KR CD38
HESMEATFERS 43 2 300 -

SEQ ID NO: 1
MANCEFSPVSGDKPCCRLSRRAQLCLGVSILVLILVVVLAVVVPR
WRQQWSGPGTTKRFPETVLARCVKYTEIHPEMRHVDCQSVWDAF
KGAFISKHPCNITEEDY QPLMKLGTQTVPCNKILLWSRIKDLAHQF
TQVQRDMFTLEDTLLGYLADDLTWCGEFNTSKINYQSCPDWRKD
CSNNPVSVFWKTVSRRFAEAACDVVHVMLNGSRSKIFDKNSTEGS
VEVHNLQPEKVQTLEAWVIHGGREDSRDLCQDPTIKELESIISKRN

IQFSCKNIYRPDKFLQCVKNPEDSSCTSEI
[0014] AXHHEMZ " Jik(Antibody) , REEZR CLVAEHE

mAERERS T HEEEKRE (BEEE - AE  AHHEE
(human-adapted) ~ AMbRERESERGIER) ~ Bl R & - B ENERS
RrRUDE - FE - IERRSERRERE - EEDRE -

[0015] SREIREBE T AT » Bl IgA ~ IgD ~ IgE ~ IgG K
IgM > BUAT B 1R T 5 (constant domain)fg & B 751 - IgA K 1gG 4
#— B R R T HIEE (isotype) * IgA; ~ IgA, ~ IgGy ~ IgG, ~ 1gGs &
IgG, - (B F BB ERE R IR A MESA R EEE (B
kappa (x)} lambda (\)) Z—3% - HEREBHIEERFIIE -

[0016] T #ik& F Bz(Antibody fragment) | fRIEREIRET ST
— @S > LG EHE R/ REETREE A - HNERET FRE
BE(HCDR) 12 K 3 -~ B #AEE(LCDR) 12 J 3~ HEw %

8
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1

E&(VH) ~ SRESETEE(VL) - HiflgH BB Fab H B > BIf VL~ VH
CL k. CHIFTaEK 2 BE B © F(ab), RE: - BIZHRE > BEER
w8 i i%(hinge region) M “HRIGEAHIRIME Fab HE: s Fd HE: > H
VH Jx CHISSFr4HEC : Fv | B > PR EEHY VL & VH P4 ;
BB (dAD)E B (Ward % A > Nature 341:544- 6, 1989) » H{AH
VH A4 - VH B VL S & TR SO & R T T —
FELATE i & TSR B Y BE S U BS AR ST » b VH/VL S 1T FINECE
REE VH K VL Al Bl R m o m Tag
ETOFRES  UPKEBIRGEESEN - sEEH Fv (scFv)sk
{8 b1 Ad(diabody) ; B AN #E 72 T 51 & : B K& H A A B 5%
W01998/44001 - WO1988/01649 - W0O1994/13804 - )54
WO01992/01047 - BLEHLES 1 EX A A AT B R T B8 oh B A 8 % A1 5
FHFF RN ENXIMES - AR EGEHFEEEUEEIEM
BT %H -

[0017) T & EEEE> Hif(isolated antibody) | AISEHE F R&H
LB AR RS RE RN TBRER R B (fla > BEEES
CD38 HyKHE Z Hile B H LK%%E%'@%%A?@E CD38 DIShZ HiEHY
P ) - M > HRUES CD38 WEKER ETESHEMRES
RN > 550 ANJE CD38 WEBEFEIRY » 340 8% (Macaca
fascicularis) CD38 - Jih5h » &EEREZ HIA T HE LR & LAk
F/SALERY -
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[0018]. DB 2R AN =M " Hi/F4E S I (antigen binding
site) | FFETAY " ZRFE(framework) | BT - ZEHRG S H AL
ASEHEES - AfMAEE(CDR) (Z{#7 VH (HCDRI, HCDR2,

HCDR3) H ={&#£ VL (LCDR1, LCDR2, LCDR3) ) %ERFFIEEM

(Wu and Kabat J Exp Med 132:211-50, 1970; Kabat et al Sequences of

Proteins of Immunological Interest, S5th Ed. Public Health Service,
National Institutes of Health, Bethesda, Md., 1991) ; " B E & |

(Hypervariable region) ~ "THVR ;- 5 "HV ;| ( ={@# VH (H1, H2,
H3)H={E7E VL (L1, L2, L3)) {4540 Chothia % Lesk FTE ML
¥ b %8 & FE(hypervariable) ” $i B& 1] &8 5f & AV [& 3 (Chothia and
Lesk, Mol Biol 196:901-17, 1987) - H {th FH £ & & "IMGT-CDR |
(Lefranc Z A » Dev Comparat Immunol 27:55-77, 2003 ) K "#GHE
MR 5E 58 B ] %= (Specificity Determining Residue Usage, SDRU) |
(Almagro, Mol Recognit 17:132-43, 2004) - [ [& ¢ & 8 {H 2
(International ImMunoGeneTics, IMGT)%& -H%(http /Iwww_imgt org)
et TR LT RIURES LAY ES - CDR - HV Kk IMGT ##i48
2 TEIHI S FE &3 Lefranc 2 A » Dev Comparat Immunol 27:55-
77, 2003 -

[0019) A3 ETH ' Chothia #£:(Chothia residue) | A{kiE
Al-Lazikani Fi4m%5HY VL K VHE&E (Al-Lazikani % A > J Mol Biol

273:927-48, 1997 ) -

10
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1

[0020] ™ Z##(framwork) | 5% " 42 FI(framwork sequence) |
B SE R R PR A S B ALY ST - BAHRFSSE
o7 RN b S AE P SEA E 5  ZRR > B U EER  FE S B A A
AT PR A A AL -

[0021] 7 A{L#i4&(humanized antibody) f4¥5 /5 & & &AL
HET4E B I NEYRE L TSRS GITE S NERERE O FFI95
B AMEABTERBETEENR  FUREETETEREIA
BREHE A REERER PSS -

[0022]  © AJE¥E#(Human-adapted) ; Hifst A MEZ2HE 58
(human framework adapted, HFA) | $18{4¥5{k# U.S. Pat. Publ. No.
US2009/0118127 thFTiih > 7R Frsi Mg AL - \ESmmnsk
HEEHIEEZ ) AW (acceptor human framework) 3R A (L » HiEHEH
fR#EEA CDR K FR ALY « BEMAMEL K CDRI B CDR2 HH
— 5y €98 CDR3 BB FEFIMME -

[0023] 7 AJE{if¥(human antibody) ; {4#5 575 B 3 R i8S g o
BENT > HPEERIURE ST TE ST E e T - B
HEsAEEE  MZEEERTEE AFFES] -

[0024] JEHIEEES T 174 H(derived from) , AJRFEFIME
/SR T ST o H o R o SR RS R A R IR
& OB EHk (rearranged) R E I EHIN AL - ZERFAELET
MRS A SRR A R i (gene library) « RSB IEA
EEY GEORANERERESERUENERAR ) @A F

11
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it - T NJEDUEE ) AR A T A E PR T IRE O 7 5 LLE AT F AR
B RAMER  IAHROIAH SRR L 2 S i 2 B s R BT
FEEHMAFRETARARRE - —&%S » ABEIEATEREART
5| FE A NHEE AN ESRRREOSEMEBNRERFIIAR
= /4] 80% -~ 81% ~ 82% ~ 83% ~ 84% ~ 85% ~ 86% ~ 87% ~ 88% -
89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% -
99%E; 100%[E—1 - E—EERT " ABEHE ) TEEFEAEE
B YIsr RN A ZEEFY] » Bl Knappik 2 AFTHL( Mol Biol
296:57-86, 2000) @ HEHFELEBREREE LW N EREREOENR
EERY-E& . HCDR3 - 40 Shi % A (J Mol Biol 397:385-96, 2010) 5 &
PRERIABSE W02009/085462 HATHl - RS HMAULTEBIEAR
VENIRBAEEE BB ESRT -

[0025] &EgT MubiET HEERY - NEHRELTEE A
GIHEORY] - ATHEFIRA 6 SH CDR 2 S S5 (phage
display) R/ E HE SR EBNARREL  HEAERINETERE
ZREDIN RIBEE - {MEEEEA(n vivo) A FEHIRS £ T8 AT E
(repertoire) NN & RAFERIHRE - |

[0026] ' E&H{i#E(recombinant antibody) | HIEFAFEHELH
FEREIM - R - Al - BB IR > SFNEEAREESRSEEE
EE NEREREQERNEY (Fa/NEERE ) Bl HE AR
GREERE Y B BEEP (transform) ARIATIEE 2 18 T B2
P HEN - GARBEERZIR ) REHSEEAERERE

12
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1

HER PV BE B M R R E O ERF IR M F R - &
B BIESERE DS SERIMERI B Fab BFACHARTE 4 AV 5y
ARG -

[0027] " BERkHifE(monoclonal antibody) ; fAf5HE —F4
JﬂzZ?ﬁé‘%ﬁ?E@%"ﬁﬂ - ERRERIH Y ERUBRLE—EER
BUERENT] > REEEREEERIENERT  YHERENE
UHEESHENE - T BN RibGEES ek S KETLAH
—IEEBERZ DR - RT TREAANEE - OB BEELR
C mmEfz Rz - EPIRREFN > BENRpIET EREREEEAL - Btk
AREREERS RS > KEE  ZE - RFE - EEEEREG
BRI -

[0028] " &fir(epitope) ; (higEAHABYT RMELEAHIDURE 7 -
RACGEHE R TS (GEURERSS AR Z(L2EE (FEUk
T~ Rt IEEET KM ) RiE T E (grouping) BTdHRL - I HAl BARE=
gEBEEU RS EER Y - %%.{Hﬂﬁﬁﬁé&*%ﬁé%laaﬁﬁﬁz&ﬁ?%
(contiguous) K2/ 5f B#(noncontiguous) i B iz  $1 B JEALERAL -
KEDEGEFIIZHES THEERGEBEOE S FHREBEME
3T RERL -

[0029] ™ &2EfG(variant) | RiEHEH—REEEH (FIAIMA -
A~ BAER ) ﬁﬁ*EE@%%%HK&%%%&%H&E’J%HXKEZ%&“E:PE °

13



1796746

[0030] " 4H&(in combination with) | BI5 — B FE LA A
A —EE LR EYIE AL T2 S - aER DLERE TR UERIER 2L
BRI -

[0031] TJ&% (treat B treatment ), fRIg A MERE » g H
AVRTERN RS CRER) FEFTARIY R BB LSRR » e e R g
HHESRFTREERE R - AR RN BIRE R EEERI R -
BIRZERIRN ~ BRIREH B EL (HIRER) - ERERNESS
B8~ BB M E RGN - RER (Mo msEd ) EReT
R F (=AY o T2 ) NI RIE B R R AR R 2 THEA
FEMERES - BEFEAFRNVHRCENECEEBAEFEENE
S (LRI S > DR TR 5 A % A S (LB A 4

[0032] " lIf4E K (inhibit growth) ; (FIAIEE K 4HIAE (FHAIHE
BAHAE) BF) (iEE WIS e B SO RBI S EY R E S RBR - £
RN RENNHRERERNEMBRITER T EEREARETA
3 E TERR G T ERNERMARNERETHENED - FR
HS ARV 4R AR R AVINEI BT R 2 D4 10% ~ 20% ~ 30% ~ 40% ~ 50% -
60% ~ 70% ~ 80% ~ 90% ~ 99% ~ B, 100% - A4 ERVHIGI T E B &
TR S 4 B0 2% 38 B RS AR B 4 4 B o o BY 4l i 55 1 (antibody -
dependent cell-mediated cytotoxicity (ADCC)) ~ i B iE M 4l i B
{€ Fi(antibody-dependent cellular phagocytosis (ADCP)) ~ #BL ik iEt:
4 B354 (complement dependent cytotoxicity (CDC)) ~ #HFET ~ %

56 ~ B B MR I A HYHNA] -

14
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1§

[0033] T 3&#EAT3 i (therapeutically effective amount) | {4
EIAEERENFEZHENBHENARE - AEAFUETRE
FHRRME » SBUHRZERARE - F86 - M - RBE - DIREE
RBCERBNVE S ER R P[RR ENEE T - ARENEREIE
ERBIHESNOIREISEEEA AR EEERNRS « B & AR
D~ IR A RAEE SR IE - RSB RER E SR HEMAE -

[0034] " %5 E(Patient) , A E (LM AEH K IE AN EH Y
(nonhuman animal) - " JE NBHENY) | BIEFTEBHENY - SO A
VI IR ALY PINSEANBERESY HFE-B-FH B - 4
% WEEY) - RITEYE - HEE 'WE L K "HE ) BEAXHFEE
HlEH -

[0035) ZRZ3BHIRMET FH1-CD38 Hifsk & IE B2 i i 4T
BAEHIER CD38-[EM MRS TER 2 W B 7% » #%Hi-CD38 Hifk
FERE (FIOENRR) BEMANZ CD34EmMEME > 2%
CD34" M 4HAEIN B CD38-[GMAY - AU IRET B aERA
REIERN S MIE R ENITE - AZRHE/DEISERUT R ¢
£{-CD38 i DARZALEX™ ( EHIE #i(daratumumab) ) A8
B AL H4HRE - (HARRORE B AR EAE R S MR S S g Y
IR B T EEEN CD38'CD34 & M e M - W o % E A
DARZALEX™ ( #Z il B {i(daratumumab)) K IEMEHEZENEE
VB

15
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[0036] AHHAZITARRAKEEBNEMIEZSYRE - It
SHYZECLEHALBY - FUOA > B - R - #EEFH(farm
animal) -

[0037) AREHHRME TIEEER CD38-GH M EMRRK KR
7% > BERTHE Y BENZKREH-CD38 Hifl— &2 UAK
CD38-F3 M M B Bm ABE R > H P o BIEfE 3 2 i M 4 fs
H(HSCT) -

[0038] " CD38-[EH: MK EMER o Ahis—BIUREEER -
HEHMENRGFEERE CD38 @Rl - fEaim - wEE - B
B~ EARANPEEE - CD38 Bt MK EMER < EFaERE B 4
MRS REAE AR ME B fps M EE B SRR ES S RMHER - SRS 3
AHAtE B R - SRR B MR SR R B 4HAEHER - 5540 B
AHRE IS MRS BR M B MY (CLL)//N RS BRPE MR ES I (SLL) ~ B 4fifs
MEERME SR - B AMATHRERRYE S MR - MERFEEEARDE -
WEMBEMEREMCL) - BEMEMRERE(FL) (RIEEEH] - R85
Fegkal FL) ~ FERAHLHERE - B%E B dihEE (MALT
B GE - KR - BHEAM O MRS - BEMR B MIEkEE
(DLBCL) ~ {5 & M E B (Burkitt’s lymphoma, BL) - 4R - L%
HE R (MM) ~ 24 E MR - BHEERENEERE - REETRFRE
E B [ 1 fE(Waldenstrom*s macroglobulinemia) ~ #F4H i (3 1% -

BATHEARMPBUMERE(ALCL) ~ RESHEESFIR B IEE(AL) -
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L

[0039)] AXATAZ "HRAMKIE | GRS R
i SESENFEY  RENERGENE - RESHFEERE
[ [ffiE( Waldenstrom’s macroglobulinemia) o &R SEIFUME Wyl SV 5 7
REIRMIREREQMETEILMMN S Y EHEEmNEE - HET
AP M EEEERTAE  TEEERSFEEFHEE AR IR
HE -

[0040] [Hit " CD-38 [FHEMREMERER . & " HHAERIE
ZEFEN KT EEL -

[0041] FE—LEhapIH - CD38 FF M4 E F R o ms (i o B
ey BMERE(AL) -

[0042] FF—SEFE6IH - CD38 B MR EEERGSREF
BERE(MM) -

[0043) 7E—SLEhEHI T » CD38 [ MMl M iR A LB ks
b BEIRE H MIE -

[0044] FE—LBEFJEFIF - CD38 G B ER GRS MR
B A M EE(DLBCL) -

[0045] FE—LFHHIT - CD3R BHMKEERKAIEETS
ECMES IR -

[0046] FE—LLBEHGBIF > CD38 Gt MREMEERHREEME
BRI R ME 5 IMP (ALL) -

[0047] FE—LLFHEHIF - CD38 [5 MMk ik B R FRE M
& (FL) -
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[0048] 7FE—LLEHEBIS - CD38 [5G M MR B M B (0 2 [0 M
EE(BL) -

[0049] FE—LoEHEMIH - CD38 B i R M e th i 4 i
MEJEMCL) -

[0050] FF—LeB it » CD38 FR i i 7 58 2 o (A A 4T B

fiE ©

[0051] FE—EEHEBIH » CD38 [ il M Bk fhu S B AT
W BIERE(AL) ~ S MEFERMM) - ZMEME B4 S RALL) -
IFEFSRMER - #RMEAR B 4HHUMKEE(DLBCL) ~ A5 KMKER
(BL) ~ JEAMIMER(FL) ~ SEdRER(MCL) -

[0052] @R B 4HAEIFE & S RME B AN EERNT R -
FEME2 HIERER - MENAK B #EMKER - #IEK B 4HUKER -
B (B v - R o B5H)  RHESENFBEZRESEN
MER (580438 f 8 R (cyclosporine)i 2 2 7 B2 &K g FH RIS
(methotrexate) & Z R ) -

[0053] FE—LLEHGIH - B RRE CD38 Z MIIRRIEGE S
S [LMER -

[0054] HAth)$ KT CD38 X MM HEE R EESTEE T4
B NK 4RV MR - 2SR ERREEEH T 8 NK 4
FERE - 2 EREEEE T MEpTAERMES MRS - T 4 RFERMRERR
MR MR - FEM NK 41 A MR - BA T 416 5 MR/ mEE - &oh
NK/T 4B (&20) -~ 78 I5WAL T AHAEMEE - FFIEME T 405
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R B FHEMESEEE T GRS - IR NK GORUMESRT - SR
M/ Sezary GBS - FEHE S CD30 B T ERDEN SRR (5
8 e B RAT MR U I ELRI(C-ALCL) ~ HES IR L5 75 ~ B SUPS
95) MEEIEREITE T EIHER 8 T GRS R -
ROB{THALERDIRER -

[0055) 474 1 B B4R BTAO M s 2 S O E 2 e 5 e 1
P CRIES R AR B 0L ) - R ABIES 385 4 tepes (GBS
VBB )

(00561 AEFUIIRR G T iR EA SHEFRN SR (AL 25
BEYTHE  AAHARZBENRNBRTR-CDIS HB—REE
7 AL ZF5H - J

(0057]  AEHUITRHR 64 7 5600 56 SR ) BBl 2 A
ik BEHARY FENLRBETH-CDI8 Hill— B R LU EEE
SRR S 2 B o BB IS M SR AR RS 1 (HSCT) -

[0058) ASHIIRRM T GREES S BB ZHBIIE
A i BEO PR BT H-CD38 Pl B R DUAR S it
BRI > PR B ER RS R R (HSCT) -

[0059) fE—EBF il  Hi-CD38 FiMBEEE SEQ ID NO: 4
(B HE(VIDE SEQ ID NO: 5 a8 (VL)1 I M F 4

&% CD38 -
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[0060] TE—E:EEHIF - $1-CD38 iR PESE A CD38
(SEQ ID NO: D)iE# SKRNIQFSCKNIYR (SEQ ID NO: 2) &35
EKVQTLEAWVIHGG (SEQ ID NO: 3) -

[0061] FE—ibEHfI+ - $1-CD38 HifgsrAlE& SEQ ID NO:
67 F 8 HYEHEE EEEMCDR)1 « HCDR2 -+ 5 HCDR3 -

[0062] FE—LLE I - H1-CD38 HilsrilEE& SEQ ID NO:
910~ & 11 BYES#E O #/#~ E&(LCDR)1 ~ LCDR2 ~ }z LCDR3 -

[0063] FE—LLEjEpI+ - H1-CD38 HifEr A S SEQ ID NO:
67+ K 81 HCDRI1 » HCDR2 + & HCDR3 » K43 7] SEQ ID NO:
910~ K 11 Y LCDRI ~ LCDR2 ~ § LCDR3 -

[0064] 7E—LLEfHIF » H1-CD38 HifE Bl 28 SEQ ID NO: 4
T BEETE IR 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ B 100%][5]— 419
B BE(VHREREFY RS SEQ ID NO: 5 ZRRARKFIIEA
95% ~ 96% ~ 97% ~ 98% ~ 99% ~ B¢ 100%[E—M:HyES g8 o] & & (VL) IF
B -

[0065] 7E LEEHEHIT » Hi-CD38 HifEE4 SEQ ID NO: 417
VH & SEQ ID NO: 5§ VL «

[0066] F£—tEHHIF > Hi-CD38 HMEHF LA SEQ ID
NO: 12 ZBFEMBFEFIER 95% - 96% ~ 97% ~ 98% - 99% - =, 100%
B —i > B ER TN EHE KA S SEQ ID NO: 13 ZirEREFF3IH
H 95% > 96% ~ 97% ~ 98% ~ 99% ~ B 100%][E]—: 2 f g Fr 5 AU HE
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!

[0067] FE—iLBEHEAIH - $1-CD38 & SEQ ID NO: 12
Z Ef# K SEQ ID NO: 13 7§ -

[0068) #Hids> EArAIERA SEQ ID NO: 25 SEQ ID NO: 3
AR FFIN — B S MR - E—HEmAI T - FiRREE A
CD38 (SEQ ID NO: 1) SKRNIQFSCKNIYR (SEQ ID NO: 2) &%
/>—{HEfEE s & EKVQTLEAWVIHGG (SEQ ID NO: 3)& % /b—{&
R - E-LERGIT > HiliRAES A% CD38 (SEQ ID NO: 1)
> SKRNIQFSCKNIYR (SEQ ID NO: 2)i& v % /b Wi {H fr B B &
EKVQTLEAWVIHGG (SEQ ID NO: 3)& h E /DR fE i 5l - 77—tk
B P BiEBRMEAE AE CD38 (SEQ ID NO: 1)~
SKRNIQFSCKNIYR (SEQ ID NO: Q) E /> =@ E B K&
EKVQTLEAWVIHGG (SEQ ID NO: 3)&h ZE /D = (EprEEE

[0069) — 7@ 4 & Z& A S CD38 (SEQ ID NO: DI
SKRNIQFSCKNIYR (SEQ ID NO: 2)& F EKVQTLEAWVIHGG
(SEQ ID NO: 3)EHI BRIk ik (% DARZALEX™ (ZH/ BHi) -

[0070] o A3 * A& & B J7 7 By B 7= £ $i-CD38 #i &8 &
DARZALEX™ ( 3% #iI B8 $i(daratumumab)) - DARZALEX™ ( & fif B8
Pi(daratumumab) ) EETFI7RF SEQ ID NO: 4 j 5 T HYE A S
(VH) KB n] S & (VL) B EIL 751 » 43731 % SEQ ID NO: 6 ~ 7 ~ K 8
fJE4% CDR : HCDRI - HCDR2 - § HCDR3 > Bl K4y Rk SEQ ID
NO: 9~ 10 ~ & 11 #J#%4% CDR : LCDR1 - LCDR2 - }% LCDR3 » Afk

IgG1l/x SRR HE MR E R EFE 7,829,693 58 - DARZALEX™ (#
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11  37i(daratumumab) ) HYEEEIFFI(HETRR SEQ ID NO: 12
o SRR BT SR BE R SEQ ID NO: 13 &

[0071) T E IR 5 AT HBRELARS VH & SEQ
ID NO: 4 )2 VL & SEQ ID NO: 511y DARZALEX™ (DARZALEX™
S5 Hi(daratumumab) ) % CD38 FYE RS - & Bl TiED
H G EAERIA CD38 #Y CHO 4HAEEARESCH S DN 4CHE 15
S ABEIBEEEERARABN 4CEE 45 98 - B
PBS/BSA tfi% %% - A #E B 4MHTHI B iF (flow cytometry) /s Fi
B T R B « A — PRI A S » CD38 H4TAmSME AT 48
HWER ELISA Y RE L - TEBRNFRELSZHBIIAL 15 4
% > AREBTIAGEYRENTEME - 4 PBS/Tween tpiFYE% -
] {5 P LGB 48 46 (L B (horseradish peroxidase (HRP))KJ g fil %
(streptavidine) S 3% 4 4 25 E HU SR B 0 5 2 30 o P A S8 0 32 2 A
MY, - RSP WS (competition assay) - FETT B RAVRSH
LB FT (AR 0 BB PR T R RN - S BT L
BESE CDIS  ARMBIIESSHIEAE CD38 EE/D 80% -

B4l 81% ~ 82% ~ 83% ~ 84% ~ 85% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% -

B

91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ B, 100%
5 - AR ESE RS - A PIRIYRA T E— B E
R R B 25 R 1T (peptide mapping) BCER/ TR AR M E B R T AEE -
HEFRHEREBAERESE -
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1

[0072) & & ZE A 3 CD38 (SEQ ID NO: 1Ey
SKRNIQFSCKNIYR (SEQ ID NO: 2)& K EKVQTLEAWVIHGG
(SEQ ID NO: 3)@yfife F]BIaIFE B L T 5 =UELE « (EREEJTVER
WASCPATHELRA SEQ ID NO: 2 K 3 BRI HYREAK
/N - BEMAPBIZ ELISA B BFE N T URMANE & ZhERK
BVFTS LA -

SEQ ID NO: 2
SKRNIQFSCKNIYR

SEQ ID NO: 3

EKVQTLEAWVIHGG

SEQ ID NO: 4
EVQLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAPGKGL
EWVSA
ISGSGGGTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFC
AKDK

ILWFGEPVFDYWGQGTLVTVSS

SEQ ID NO: 5
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRL

LIYD
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ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPT
FGQ

GTKVEIK

SEQ ID NO: 6

SFAMS

SEQ ID NO: 7

AISGSGGGTYYADSVKG

SEQ ID NO: 8

DKILWFGEPVFDY

SEQ ID NO: 9

RASQSVSSYLA

SEQ ID NO: 10

DASNRAT

SEQ ID NO: 11

QQRSNWPPTF

SEQ ID NO: 12
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!

EVQLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAPGKGL
EWVSAISGSGGGTYYADSVKGRFTISRDNSKNTLYLQMNSLRAED
TAVYFCAKDKILWFGEPVFDYWGQGTLVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF PAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKP SNTKVDKRVEPKSCDK
THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG

SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 13
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRL
LIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSN
WPPTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA

DYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[0073] ] HRAZRITTANEMBIRMES-CD38 Hifgfh

mAb003 » HA 45355 SEQ ID NO: 14 } 158y VH K VL F5Ii%
PN EBEEFSE 7,829,693 5iH - mAbO03 #Y3% VH K% VL Rl

A IgGl/x -

SEQ ID NO: 14
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QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAFSWVRQAPGQG
LEWMGRVIPFLGIANSAQKFQGRVTITADKSTSTAY

MDLSSLRSEDTAVYYCARDDIAALGPFDYWGQGTLVTVSSAS

SEQ ID NO: 15
DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKS
LIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQP
EDFATYYCQQYNSYPRTFGQGTKVEIK;

mAb024 » HE & 435 SEQ ID NO: 16 } 17 () VH & VL FEFIG#
M E B EFEE 7,829,693 5t - mAb024 FYEX VH K& VL H g

A I1gGl/x -

SEQ ID NO: 16
EVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVRQMPGKG
LEWMGIIYPHDSDARYSPSFQGQVTFSADKSISTAY

LQWSSLKASDTAMYYCARHVGWGSRYWYFDLWGRGTLVTVSS

SEQ ID NO: 17
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPGL
LIYDASNRASGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSN

WPLTFGGGTKVEIK
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[0074] MOR-202 (MOR-03087) » HHEE&47rA]/ SEQ ID NO:

18 F 19 8y VH K VL FHM# M N EBEFIE 8,088,896 JFH -

MOR-202 #y8% VH k3% VL A #i =R A [gGl/x -

SEQ ID NO: 18
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSYYMNWVRQAPGKG
LEWVSGISGDPSNTY YADSVKGRFTISRDNSKNTLY

LQMNSLRAEDTAVYYCARDLPLVYTGFAYWGQGTLVTVSS

SEQ ID NO: 19
DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQQKPGQAPVL
VIYGDSKRPSGIPERFSGSNSGNTATLTISGTQAE
DEADYYCQTYTGGASLVFGGGTKLTVLGQ;

Eip /l\“’i"Eh(Isatummab) HAESH]E SEQ ID NO: X 2 X iy VH
B VL A BRI 8,153,765 $ief - PO ZERELY

VH K VL a[#fFE R & 1gGl/x -

SEQ ID NO 20:
QVQLVQSGAEVAKPGTSVKLSCKASGYTFTDYWMQWVKQRPGQ
GLEWIGT
IYPGDGDTGYAQKFQGKATLTADKSSKTVYMHLSSLASEDSAVYY
CARGD

YYGSNSLDYWGQGTSVTVSS
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SEQ ID NO: 21:
DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAWYQQKPGQSPR
RLIYS
ASYRYIGVPDRFTGSGAGTDFTFTISSVQAEDLAVYYCQQHYSPPY
TFGG

GTKLEIK
[0075] HALFEAZEHZ IT7ETEHIGIRMEG-CD38 Hia

AR £ 4E B B R A BE 3t WO005/103083 ~ [ B A 2 B SR
WO006/125640 ~ B R EF] /AR WO007/042309 « B PR B F A B 5%
WO008/047242 S B EHF|/ABAHE WO14/178820 R st -

[0076] FE—HLEHHEIT - AL ROb& I3 ~ LBE I3~ B0l
IIT &Y -

[0077] HE—EEHAIT - AL REZFIESEAER -

[0078] AL 2 AHBAEREBESNNBER G CREERE
(http://_www_nccn.org/ professionals/_physician_gls/_f guidelines_a
sphsite) T EFHVIREETT - AL WEHNEE R Z FREEHRITEL
TRIEMERL RS A CEESETREMESERE AR TMNE
G BRTHEVREERMILT - WEIRESEHIFEA L ESE
BEARAGZEE =0 —NRBELHRAFESR 3 ERERTE

( Chaulagain 2 Comenzo Curr Hematol Malig Rep 8:291-8, 2013 ) -

AL TEBS ROL M B » RAREREZEER - LEEREUFEE

28



1796746

WETERZ AL j%E S (Palladini % A > Blood 116:3426-30, 2010 ;
Kristen % A > Blood 116: 2455-61, 2010) » E A4 wfEsty N &
W B Rl 8/ BK BT 3% Z(N-terminal prohormone of brain natriuretic
peptide, NT-proBNP) R Hl$58EH T F12—{E - MERMENEFLE
AL JE B DA B R g 1~ 11~ 5 T Ef » 2 B B4 Comenzo E A >
Leukemia 26:2317-25, 2012 -

[0079] AL Z HEDEEEHE GRS H#E RS IRE O 5424
il - I H BIEEE 2 HE > Hldl Velcade® (B {4>K(bortezomib)) »
BRI B4 Cytoxan®E,, Neosar® » Alkeran® ( #{3%# (melphalan)) »
Thalomid® ( ¥» F| & f&#(thalidomide)) > Revlimid® ( 3 #} &
(Ienalidomide)) ¢ Pomalyst® (A5 & (pomalidomide)) Bl K JEHE
B2 (i 7 B B2 (dexamethasone)) » FHEE o(IFN-o) REMEEE - SHE
£ Alkeran® (fl7AR(melphalan)) o] SHErMEMBHE—EMEH (2540
%1 Anderson % A - Systemic light chain amyloidosis, NCCN Clinical
Practice Guidelines in Oncology Version 1.2015, NCCN.org. 2014 ) -
NINLARO® (fF4EkE fi(ixazomib)) - —HE A EGREINGIE - ELE St
HIEH AL ZRETTEFG - NEODOO01 » —fESHE AL BlpkeE L 2 Bk |
pife - IETEST AR AL ZRETRE -

[0080] TE—LLEHEBIT - MM RIEZEMEREE MR -

[0081] HATH AR MM R EEKE - BABBEHE -
Thalomid® ( ¥ F| fE f#(thalidomide)) - Revlimid® ( 2K # & BF

(lenalidomide) ) ~ Velcade® (#fi% 7K (bortezomib) ) ~ Kyprolis® (&
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JE {£ >K(carfilzomib)) - Farydak® ( fH b =] ftfi(panobinostat)) -
Aredia® (EK ;B (pamidronate) ) ~ & Zometa® (MR2REEE ) - &

HAE T ZERELERY Oncovin® (£ FHHR) - BICNU® (BCNU -
| B H] T (carmustine) ) ~ Alkeran® ( 3% B (melphalan)) ~ BB G E -
Adriamycin® ( % ¢ th 2 (doxorubicin))  # & ¥4 20 # fF B 2
(dexamethasone)AYAH S EEEL 5% BEEER » W H P U BEE
B2 EIEEL 36 = 48 {HH - I HEEYFRKENR
(ixazomib) E & IEE B M S B FHERELHEBERZBTREGT
EERER - FEHSEE/LRE DB S5 R EE 2 MR B
ENWRTERCHE N EMENERY  BEEFERARBER
I HRAEGERZEE - &8 AEREEBERTEZR o (IFN-q)
SEH BB E R SHERFAT - A MMEEE GRS -

[0082] W] F & E M /B E 8B JTARH R < B EE
RMEE o W] AR LR B B B Z IR A B4 B AR B TR
SRR > RE MR ERF R SEEROEEREE » R/EEY
HfE S 88 FIE—E A BT e E - A4 - Sl - EmgEN
BRI A B RVER Tl SRR B R E R A T 84 - #4140 - B2 AL AHREZIEAR
Al ELFER S M AN ~ R~ SR - IR EKEE ~ EHIR - U8RI
AT TS o o

[0083) 7E—LLEEAFIF » HSCT (AFEEREGH - HARNEEE
KA > BNELER (A EERERR - 88 HSCT Ua& B HE Mt HSC L #FTHE
2 HSC 7%)% ° 15 #E5 Bk (myeloablation){& » iz W R EEFEHY HSC
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T

BEAZESET - EEEE HSCT B EN S EEAEN HSC 2L
HSC - Z At AR HEZ SRk HLA 78 -

[0084] WA HFTEEA » " i i # 48 B 1% fH(hematopoietic
stem cell transplantation) ; AJRE B8 (FEEBEFRL T HHE L FEYE
)~ IR (FEEBMR KRR ) ~ 3K MRE AR BE -

[0085] Az " IEFEHE 2 4 M #r 4l B8 #E (undergoing
hematopoietic stem cell transplantation) | 5% K BT - EF#F
7~ SR g RZ HSCT -

[0086] FE—LEHEHIT > HEAE HSCT ZHTE K% MR R/
U A -

[0087] T©J4E HSCT okt & IME2HIE B/ BB B E R BR
B (FERRYRERTERE ) DIEBEFUERZR BN — S5 S M4
B - FEEFEEES HSCT WEN T th il im B L e E I REE - SR
M RE BT IE B (AR BB ERUA R (melphalan) (£ RAI4 Skinner
% A » Ann Intern Med 140:85-93, 2004 ; Gertz % A > Bone Marrow
Transplant 34: 1025-31, 2004 ; Perfetti 2 A - Haematologica
91:1635-43, 2006 ) - TEFEAE AT T 7] DR A B BURN B84 AT R 18 o4 <H K
o NIV TE SR 2B Rl (protocol)ZRHETT - U RIATR Al BE% §1-CD38
DUERERT ~ MR ~ Borbaiett -

[0088] DARZALEX™ (3Zfi B $i(daratumumab)) RKEE#E /7%
ALY 2 CD38'CD34 84l - RIL{48 HSCT HAREMERL -

B (Zfr BEfi(daratumumab) ) BEFHHIEE » K/58 DARZALEX™
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(Z R E Pi(daratumumab) ) &S HERAAYTLAR IR A ERB CD38+
CD34+5R4HHH -

[0089) TWTHRAXFHRWEZAZHITAFNEMIIRESTRR
FERCRISEYIN 2 CD38" CD34 #4fiHE - RIL{48L HSCT i &M A& 1
Bk o FIE AR Y 7T AR S A RS E . CD38”
CD34 B 4ffasE 1 2 1B -

[0090] ZR&FEAJ77E{EHRIH-CD38 HiAIN Al e BlMEER 2
REEREE  HPRERGETESGEURFEANERERESHHE
#or o B4l Fab~ B#EHIAR(scFv) s R H R HIETEE

(Knappik % A »J Mol Biol 296:57-86, 2000 ; Krebs % A - I
Immunol Meth 254:67-84, 2001; Vaughan % A Nature

Biotechnology 14:309-314, 1996; Sheets % A > PITAS (USA)

95:6157-6162, 1998; Hoogenboom and Winter, J Mol Biol 227:381,
1991; Marks % A > J Mol Biol 222:581, 1991 ) - CD38 &&& 0] &5 o]

RHANRE B ERRETBENCEHREENEER AR A BES
pIX SMEEE QNS EE > 40 Shi £ A » J. Mol. Biol. 397:385-96,
2010 MEIEFABSE WO009/085462 hFral - Mt ¥4 5 E N
CD38 MisMR 2 EN TR EETERE - IS EREE—
TR Fab HIEWKREEY)(lysate) ERELZR - WHBREHE 2RI
B8 o EANERABNBCBERERACN AR PRI - 25,
B0 - EBIFEFEE 5,223,400 5% © REIEFZE 5,403,484 5% 5 RREH

I 5,571,698 5% - EEBFEFSE 5,427,908 3% ~ SJEHF|E 5,580,717
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[N

9~ EZEEEFE 5,969,108 5% ~ EFHFEFE 6,172,197 5% - EHEF]E
5,885,793 58 ; EBEEFE 6,521,404 3% ; EFEFE 6,544,731 58 ;
EEEAE 6,555,313 5 ZEEFAEB 6,582,915 8 ; REHHFIE
6,593,081 &£ -

[0091] #EACRFIRAT— L F B - 51-CD38 FUMFEEHIE
88 (R AT IS M (CDC) AR AR CD34 15 e BATH -

(0092 TRAR, S TRA M ) (o S R BIA
RU S RN B IS - 5CD38 SRR AR M AR - %7
DARZALEX™ ( & fiL 8 5i(daratumumab) ) 727E T I8 9 4H A AL WA 22
e B R TR A T VAR A A E oF B GR35 £1-CD38
SR AR, - FER G B R 2 FE -

[0093) TIFERTEESRS R B MY CD34'difah MBS CDC i
CD34 Byt i e BEAR R WG + N B B SR LA W R, 500
ng/ml H-CD38 Hil 10% BT - RIISE A RN EEE
g A DR Y I B E TR T T - P40 - BFUE &
CFU-GM JY B o] (558 14 R 7% (8 I i S BI G140 Stem Cell
Technologies 2 MethoCult™#E{THE(E °

(00941 3% 5 A9 Fo & 45 5T 49 50 48 19 % JE T B (effector
function) » 35405A% AR AT 10 AT ME(ADCC) ~ BB At
401361V £ FE(ADCP) 5, W 48 e M M 1 B ME(CDC) - BT e T BB e
Fo 4 JEbk(effector domain) S B TS ZLBLELEN o P54 - To 2
BiGE AIES » Sl Fo MUBMEIBARR S IS S S - —
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M e » FHEE Fo &S RV4EREAEERS ECD PR (I RUE & i Bl B AR 4R
(#1401 CD38 FI4HAT) HYHIHI S FE(depletion) - AHH 1gG [F A
1gG1 ~ 1gG2 ~ 1gG3 J 1gG4 £ FELhAE LREIREZ FIRE S - ADCC 7
B 1gG1 K 1gG3 #/ » ADCP H[(5 IgGl ~ 1gG2 ~ 1gG3 K 1gG4 1) »
K. CDC B IgG1 K IgG3 1) -

[0095] fFE—LLE MBI+ » Hi-CD38 Hiffh 1gGl ~ IgG2 ~ 1gG3 »
B 1gG4 [ 2L -

[0096) FE—ELEEHEfIt » H1-CD38 HifaE s e Hi R kg1
A BV E E(ADCC) ~ Hie MBI TR (F FH (ADCP) ~ 1§
FEAFE M4 EME(CDC) ~ fHiEET ~ 3¢ CD38 EE/EMEAVASSPEHEI 2R
o s e B, CD38 2 SE4HAY -

[0097] f1E—sLEHEAIH - H1-CD38 BRI Ed ADCC »
ADCP - 5 CDC FEHKRIE CD38 Z 4Hf -

[0098) 7 -LLEWEHIH - §i-CD38 Hifg{ERRIEH ADCC 3
BRI FIE CD38 2 41p -

[0099] HE—&EHEIT > Hi-CD38 HES/EMINER ADCP
BRI CD38 Z 4k -

[0100] 7E—LLEHERFIH > $1-CD38 HilBFERRIMNER CDC FHE
FAIR CD38 Z4fiff -

[0101) " HiASMEEMEAIEEME - " iR MRE AR T rV4ERE
F, N TADCC |, E—EFEMIETHESH » REULANBEE
/Y B AZ 4R B B SRR AN (B B AR AR - Bk

I\

al
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Iy

E W ARAE R g PRk ) > B R4 L RIRA Foy ZE(FoyR)m
A AER - 140 » NK 453 FoyRIla » fj B % BR%H FeyRI -
FoyRII - J FeyRIlla - HiA4E AT EE4M (3540 CD38 H=IR4NH)
H 36 T & &5 AR R b 7 O 40 B 43 30 B FL T B BB [ (membrane pore-
forming protein) & & EEGHTIEM: « B T 3FhH1-CD38 HiAH ADCC 3%
Y > G IEEIAZE CD38 REBMIEMAEENEMENAS - %R
5 2 PE AT L T W SR P R & W LT e i R B 4 R 2 - 4
R 380 R W R AR AR T RIS (Bl M -
PRI R R 5 ) S0 o FIR 32 S E 2 IR M R 4
0% 8 MR B AR AR (PBMC) B NK 4l - FI 1 B AE S s il
(Daudi)4HfE(ATCC® CCL-213™)5£3E CD38 £y B 41 H i 3pk e
REIERBATAE » FE—BUIRMEHIE S - #5 HAZ4ERELL 20 pCify *'Cr 3T 2
INERIGRUEE Y o TSRS BRI AR SRR E 1x10° L
/ml > WA B FER FRRERIHI-CD38 HiA - DIE @ BAZ4MLL A
40 1 FYEEHRANA B 38 (Daudi) AT DABTISEIE o 7 37°C 15 3 /NBF 7% -
DABEOME IR JUSE > MR T B SR T T g ' Cr
AHENE S LE TR EBIA 3%ARKE B A4 b v R R A
FREYETS3EL » AEA S 9 2 J7 0% i FfIHi-CD38 HilFif#E ADCC
AT B R (3%BAMTHE L GIIZNR) 1959 20% - 25% - 30% -
35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% -~

85% ~ 90% ~ 95%3k 100% -

35



1796746

[0102] T 5B ERREE R | (TADCP ) {ads T35
BE IR (B EIRSREAR) Py (L (internalization) LUH I
o R B REARRAT e - ADCP THE i (8 AT AT A E ERIR
40 FE 1 R 380 FE 4R B DA K% (55 FF 7 3 (Daudi) 4B (ATCC® CCL-213™)si 3k
5 CD38 #y B 4N MR B E R R e 5 B AP s > 3%
= FEAIH S T2 DI GRP S s 7 « 20 ¢ i
L BT B BUA0 4:1 o T 5 4 B S B0 Bl £ 4 7 ST P A B
CD38 GUEMHTER T—ABRaE 4 /NI - Reate - 4 PR AR SR
(accutase) WS GHHTS B - SRR P B 8 Y AERATHL CD11b B
CD14 HbARESE » H (e A 4 b TR /6% CD11'CD14 B
GEFH GFP B b A A - AR ik b
HIHi-CD38 JifER[EEE ADCP ZE&) 20% ~ 25% ~ 30% ~ 35% ~ 40% -~
45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% -
95%3E 100% -

[0103] T # B8 & % ¥ 41 B2 B H(complement-dependent
cytotoxicity) , 3 TCDC | {ds— TS BAIRIE TS  Hoch B i
AT Fo MRS S R LR Clq » EMTES LR
43 ET 8 AT + W L T R R A 4 TR
o ERRMITERE | - S O R LS (I CR3) fe
#£ ADCC - CD38 SB4IREH CDC Tt Bl bL T S BN 6
s (Daudi)ABRILIETL 110 [E4HAT (50 pl/ZL) TR RPMLB CRITA

1% BSAHY RPMI) H ~ EZFFLFIIA 50 pl §i-CD38 Hiie i metit
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B 0F 100 pg/ml 2/ ~ ZRIENREREE 15 08 - FZEALF
A 11 pl EEEAME - K% IER 3T CEIE 45 7788 - ZLAR4EHT
B 4y EE (%) B 3 P it 7555 DL FACS MIE bR sE i E o th
RAGH - A AR SR > J5 3% FHAY$T-CD38 HEEHFFE CDC E&
20% > 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% > 60% > 65% -
70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95%%F, 100% o

[0104] EERRIIEESEE ADCC ZAENWHEH TREMUEHERN
Sy AR o AJH 1gG1 5 1gG3 {R1E Asn297 Ba4E N-fEE(L B AHE ST
B2 i {4 B 5 5 JE A1 > % % 75 (biantennary) GO » GOF ~ G1 ~ GIF ~ G2
5 G2F JBR - ARG TRLUEY CHO YiFr4E 2 hiis i B4
/) 85% 7 BXEEEEEE (glycan fucose) S E - A S Fe & B
HEHE MR L EEEEHKE FeyRllla &5 HANBHFES
5 CDC JEMRIG SIS ADCC - I mAb v B iE & E K
hRBEE E B REEEE (b(defucosylated)fifle (W HERBES
2 Fo 5BE) WIRREITANER - reIERIE =S ERE (Konno A
Cytotechnology 64:249-65, 2012) -~ FEFI 8 5 f% CHO %k Lecl3 1E B1E

F4HAE % ( Shields Z£ A > J Biol Chem 277:26733-40, 2002 ) ~ JEFJ%&#

-

FA CHO #: EB66 {E57E E4NHEZ (Olivier £ A > MAbs; 2(4), 2010 ;

MAETHI < EFHIThA © PMID:20562582) ~ Ji& Al A B R & e 4l

% YB2/0 fERiE5 X 4HE% (Shinkawa Z A > J Biol Chem 278:3466-
73, 2003) ~ 5| AFFISHE ol,6- S5 EEETEEE(1,6-fucosyltrasferase,

FUT®)ENRZ 58/N & RNA (Mori Z A » Biotechnol Bioeng 88:901-

37



1796746

8, 2004) ~ B ALRW P-14-N-Z A WEM EEBE 1T (B-1,4-N-
acetylglucosaminyltransferase I1T) 525K o- H EHELFES 11 (Golgi a-
mannosidase IT)ZE K @ (kifunensine) (—RE5RY o- H BEHEEEE 1%
) (Ferrara % A > J Biol Chem 281:5032-6, 2006 ; Ferrara & A_
Biotechnol Bioeng 93:851-61, 2006 ; Xhou £ A - Biotechnol Bioeng
99:652-65, 2008) ° AL J77ATF » YIRIE N E—EEHRE
TGy — LR B B o B A A9 Bi-CD38 B RS [RERY ADCC JRT]E#
FEYLAE Fo THYFELEVASRIE 58 - PRI GBIMERERALE 256,
290, 298, 312, 356, 330, 333, 334, 360, 378 = 430 R HUt (EELE
M EU &5|) - MEREFZE 6,737,056 ihfraft - HEARSHE
JiEH . DURAE T 5 4E — {8 47 9% B 51 AY — 20 8 i ] o B 6 F B9 1
CD38 Hif8FT5I# Ay CDC IREEBEDIRE Fo HRYFRE AR A -
BIRMEE AP R BT B 423 ~ 268 ~ 267 ~ F/5% 113 ERAVEL,
(FRERIREE EUES|) » 407F Moore & A » Mabs 2:181-9, 2010

[0105] FE—LLF I » Hi-CD38 HifeE2Hife Fc FHIH -

[0106] FE—fLFHEHIF » Hi-CD38 HifE EHiE Fo ek
B E 256, 290, 298, 312, 356, 330, 333, 334, 360, 378 /X 430 &
AYELA, (BERSRIRIE EURS[) -

[0107] E—EEHFIH > 5i-CD38 HiREASHME Fo HEKE

FefE 113 ~ 267 ~ 268 ~ F/5K 423 mAVEL (RBEGESIRE EURG[) -
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[0108] FE—LEHiMIF - Hi-CD38 HIBMAREFEEREER
49 0%ZE L) 15% ~ HIH 15% ~ 14% ~ 13% ~ 12% ~ 11% ~ 10% ~ 9%
8% ~ 7% ~ 6% ~ 5% ~ 4% ~ 3% ~ 2% ~ 1% ~ 5 0% /8 A B IEAEHE -

[0109] 7B Mifi+ - Hi-CD38 HiBEEEAEEREER
49 50% ~ 40% ~ 45% ~ 40% ~ 35% ~ 30% ~ 25% ~ 20% ~ 15% ~ 14%
13% ~ 12% ~ 11% ~ 10% ~ 9% ~ 8% ~ 7% ~ 6% ~ 5% ~ 4% ~ 3% ~ 2% -
1% ~ 2 0%HY Sl A B HEAEHE -

[0110] Fe HHYEA KRV HYEEEE E T8 Hi-CD38 #1
B2y ADCC & -

[0111] T gEiE4 8 (Fucose content) | B¥5 Asn297 jEiEgt
EEREEBENE  FRERENEEEGESEERENEREY R A RS
BN E L c BRETERSETAKERERER » FlU - DERK
N-FEHES F REBVEES (FI0ES - e RER RS HEE(oligo-
and high-mannose)4% ## ) #J MALDI-TOF - #0 1€ [ B =5 F1 2 B 5%
WO02008/077546 hFrif 5 2)EG{RBEIN Asn297 BEHE - FERITAE(LIFE
B HPLC (UPLC)LLE Yetw Ml ke /2k HPLC-MS (UPLC-MS)ZKigHl/E & 5
DRARIBE mAb BVTEELE S - 1§ Asn297 BBEDL Endo S
HfiGEE —HE " GleNAc ERZHUE MY THEEE—
GlcNAc HYHEMEN B R R SN KR 5 4)DIEE ¥ (B 7% (enzymatic
digestion) (B #MEE QB N IKES Lys-C) ¥ mAb JH{LEHE Sy
(constituent)fk > FE{% L HPLC-MS (UPLC-MS)% ik ~ IR EE
% 5)Fl PNGase F 7£ Asn 297 H{Fi5 2 fﬁ@;ﬁfiﬁféﬁ{b(spemﬁc
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enzymatic deglycosylation) Bl mAb FEEfE mAb B HE - RER
TS o] A B EERD - B RO IR B E - R E
B OET - A E W E N R FSEMALDD)E LR ERE &
HHE B DUFME M B4R - F BT TR HPLC (GlycoSep C)
B R (b(sialylation)f2E ~ #FHIEAH HPLC (GlycoSep N)FR#E#
7K1E#E#E (hydrophilicity criteria) > B T BEBEIE I - REHERE
AMEEIK-EHFHER(HPCE-LIF) i i € 25 -

[0112] AHFEPFEAHZ "EEEELow fucose) ; 3 "KM
HtEE B (low fucose content) | (RIEHIABAVE RSB RL 0%E 15% -

(0113] AXHHERZ "IEREEENormal fucose) ; B "EH
A% 8 2 B (normal fucose content) ; (hiSPIAERYEEE S B E
50% @ FBEHLIFEWE 60% ~ T0% ~ 80% ~ SHABIE 85% -

[0114] MRAAZHITEFAVH-CD38 il HB I AT
HKFHERMARIE CD38 BYMME - SHAEMM A TEV A AT - BaRE
BranfE AREDTABETTIREIE Y IV (annexin IV)FLt - fEREY 25
A AYP-CD38 FLEBHI 4 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% -
50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% - 95% ~ I
100% A4 A EAAMAT -

[0115] FRASZEHZ J7APHH-CD38 $iAE 5 H3EET CD38
B E M A BB JME R IR CD38 HY4IAE - CD38 (4B H ADP-iZhEs:
BALES 1| FEMSIhREIMIEE - HE(L T H NAD ZHR ADP-%HE
(cADPR)F. ADPR ¥k - Wi EFRE H #& NAD'K cADPR /Kf# &
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ADPR FYIEE - CD38 JFRAFERTEMR(F T . NADP HYFS R e e B 5%
EREE T DL E T NAADP™ (FAEEEIRIEIS X B BEThEE ) - A
J7E R E I AYPI-CD38 g% AJH CD38 EE/EMEAYFEET v 7 DU SRR
ik > SHIE I & ¢ Graeff % A (J. Biol. Chem. 269:30260-7, 1994) <
filan - AIi§2E NGD'E# CD38 —#EHsE - Hu[EMAZSERENN
RENAESEEEASENEE (BB EER 340 nM HEHEER
K5 410 nM) EiHIZR GDP il (cGDPR)AEEHIFAET - cADPR & KAV
& EAR I Munshi Z A + J. Biol. Chem. 275: 21566-71, 2000 Hifiit >
HPLC J77A%KHE - £ ARFEHZ TEFERAH-CD38 Hifs v {llH
CD38 EHEMIEE /DAY 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50%
55% ~ 60% ~ 65%  70% ~ 75% ~ 80% - 85% ~ 90% ~ 95% ~ B 100% o

[0116)] #4414 SEQID NO: 4 ¥ VH J SEQ ID NO: 5 2 VLY
NEEEE LE—NRBTNEAZEHZ T ATFEH - HsE "HE EFE—
(substantially identical) ; f4¥5FTELERAYHIAE VH B VL A B 7514
BRIk B TR M 2 B (insubstantial difference) | - FEEE SR
BIEHIEE VL R/5; VL iy 1, 2,3, 4,5,6,7,8,9,10, 11,12 ~ 13 ~ 14 ~
% 15 AR B ERER AR ENVR AR - B—MEothE
5 40 #5 B {8 B8 Vector NTI v.9.0.0 (Invitrogen, Carlsbad, CA)>
AlignX HE4H A THEES: B T EEE R FE - AR HNEREFFIH
W FEE#F(query sequence)ZRENFTEH A B A BUB ERVIRER
BL(Blm) EEMBFES - ARATZERREZHRMERE N4

XBLAST =% BLASTP f2={,(http_//www_ncbi_nlm/nih_gov) » S {FFHTE
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LEZ FEHY GenomeQuest™ (GenomeQuest. Westborough, MA)E#: -
AAEAZFHTATERZFRESES CD38 LM BETHYAIRIER
AP EAHLER ~ Gkt - R 2NN EERETH
PR-FRIE{C(conservative substitution) » JRE[ETTHRTFREUA LIS B $L
R (PINREEIERMNTT) » Bl RYUBERYBUEIIRE - 1, 2, 3, 4,
5,6, 7, 8,9, 10, 11 » Fl41a]¥Hi-CD38 By VH R/8; VL #fT 12~ 13 »
14 ~ 56 15 R ABR R - BESh - X EE s B il ey (B R AR AR H]
KA BRI - AIGATE ST N B iR 1 2\ 28 255 3% (alanine scanning
mutagenesis)FTi#fiE (MacLennan 2 A > Acta Physiol Scand Suppl
643:55-67, 1998 ; Sasaki F A > Adv Biophys 35:1-24, 1998) - ﬁﬁﬁizv
MERNA T ELERREGMAREABEER T EERERAEERE -
P AREUAR R BlanFEd PCR 228554 (SBIEFE 4,683,195 5F) 2K
#IT - BERBEEHE M ARESL - B HBEERNNK)EERE
WEET (Hl4 DVK 55 ) » H4RHS 11 EigARK (Ala~ Cys > Asp -
Glu ~ Gly ~ Lys ~ Asn * Arg ~ Ser~ Tyr ~ Trp) » RREEBREEDL
REEARAMEZBER - MEANBERTER AL LA
BRIMHIHEEFSE CD38 H&ESE - HEFE ADCC - ADCP -~ B4HEA
T~ skEEET CD38 By EMAYAETT -

[0117) T RSP {EEf(conservative modification) | AfEH&FH
MBI it g EEZERNBEESHENREREH - /R
P EETE IER A IR AR~ IR R M BR - RSP RIEUR AR i B &K
A ORI 7 R Bl iR A AR AU - BT DU M A e R
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WRIBEFPRERE - BABEEUTE ZEER « BiEmE (aX
LS ~ BRERE) - EVECUSE CANERREES  REREEE - AHREER) - JREETE
figE (PRERE ~ GERETE - DN - BROREE H%E”ﬁ?ﬁﬁ - KA
R ) - A EmEAIRE (NHEE - REAHRERE - B - P
BEBEmE ~ &RHEEE ~ BRPEEE - TRERER - CFERR) - JFIGAIRE (RPN -
i - AR - FRIEEL) - MeiesE CAUHMelt - Whelk - SRR -
FEEN - RO - GEE - SRR B (ORLERE - S5k
M)~ B ol (MR - G - ROkE)  REmAsE (¥
BeREEE ~ FERBLEL ) o BN » ZIRPIVER R ABEIN T R E B -
AMSEHIE $t WL IT 1 2\ 28855 5 (alanine scanning mutagenesis)fff
#43 (MacLennan % A+ (1988) Acta Physiol Scand Suppl 643:55-
67; Sasaki Z A » (1988) Adv Biophys 35:1-24) - Z<ZBAS A BB HIRE
BRI #FEAI4 PCR EEFHCHITEET (FHEFE
4,683,195 3 ) - BAM - JELEBEREE - FIAGEHBEHRONNK)EIE
FEAES T (B4 DVK ZiET ) » H4REE 11 EigER (Ala- Cys»
Asp ~ Glu ~ Gly ~ Lys ~ Asn ~ Arg ~ Ser » Tyr ~ Trp) - Sl B2
B {58 R AR 3 o i At 2 A i AR R L

[0118) fE—EEHEHIF > FEBTLU/NAL 1x107 M~ 1x107°
M~ 1x10° M~ 1x107"° M ~ 1x107" M~ 1x107"* M ~ 1x107° M ~ 1x10°
UM E 131070 Z R B(Kp)sREES CD38  WFE BT B R I
h EEREAREMERNREEHLIRE Kinexa J77AFHE - f£—
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BEHEAIT - FUBLUNAEY 1x10° M 89 Kp G54 AJE CD38 - fE—t
BEREGIT > FrEEDUNRET 1x10°° M B Kp 454 AJE CD38 -

[0119] KinExA BE533%0 - ELISA StFB o4t - S A
MFBECRNBERE SN - HEHE/CD38 KT (EAMNEMER
WA R EER G (4 - 28K - pH /) THEMES £ -
R ERAFIEMESSE (4 Kp -~ Kon » Kor) ZHE - RTSE
DI ALt RAERLEERETT » BUANFRZE&EHE - Fi/E
Sl EAEREARE M FRBIERA - BN E
(Bl40{#E A Biacore 3000 B ProteOn #17) HINERERZE CHELHIEE
%5 SD) —AYAIEHIEEE RN 5 F 33%K « Wik 0 Ko IWASIRE
oo FSE T4 R T SUERT A —ARIEAEE - Bl 1x10° M 2 K
B)—f% SD (4% FE+0.33x10° M -

[0120] ZF—EHHAIHF - Hi-CD38 HilRA¥HFEMDE - A
HIHI-CD38 sy VL R/st VH BZUbl EFTEHEEY VL &
VH Ea# TREEREEENS R XSS RERMTHES
e B B E RERIAY CH3 AT E P AR ELE DA AR S S 1
il HGERHBEOENTXRERLZ &K ZBEMNE
7,695,936 55 ; BIREF /AN BS5E WO004/111233 ; 3= E &HE F| A\ 5 5

US2010/0015133 ; ERE R/ FE5K US2007/0287170 5 B &R B |\ B

(114

& WO02008/119353 ; EFHEF|AFEGE US2009/0182127 : EEEHF]A
BESE US2010/0286374 ; E=REEF/ABIHT US2011/0123532 ; BIfEEF

ANBESE WO02011/131746 5 BIEREF|/ABHST W02011/143545 5 =B
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BEFIARIE US2012/0149876 - A AZH il L VL K/E VH
& SN R M SRR AP T SRR E D (BIEEF AR
W02009/134776 ) ~ SCEMERE _B(LB LI E#E R A R EF R EIW
{EHUAS B A& 18 - sE40 A R BR T 8k (leucine zippen) SRR B H — &1L
B (EREEAIABESE W02012/022811 « EEBEFIE 5,932,448 4 5 %
B A4 6,833,441 88 )

[0121] ZHHIME @ EREEDIRETEEARBRIETEIIIES
SEARFEHAEME RS R R ZREREDlE L CH3 EH5] AR ES
HBEBEGRGS (EERERBL) EmMEREERAERZRE
PR A SR EERE RBRIE > HGRBMER I IRt 277
% T BEIBREFRARE W02011/131746 - f£ZEJ77EH » F—HERFEME
HEPIAE (F14 > $1-CD38 §ife) RE _HEENEENRAKIE
BUELIE CH3 AR EEER REREM ZHN  ZFEVRGBE
BB HEE T 2 R T ERE 2B L ERGRG T &8RS
EMFEH Fab BXMRELZ EREMIE - HERG R e
18 FsJE B R M (non-reducing) « A A ZFImtEEFE R % 2-5iE LM
(2-MEA) - Z B & B Bi(dithiothreitol, DTT) . = B 7 # B
(dithioerythritol, DTE) + 2Bt H Bk + £:(2-% Z 2)BE(TCEP) ~ L-2E Bk
frie ;o B-SiE 0% - BIRBIEEGE S H T FIRTER Z BR4E © 2-%ik

- L CHEEER2Q-H I - BHNES 0 JEMAEZD 20T

ZREHAEZED 25 mM Z 2-MEA FETHRED 0.5 mM Z " Figk
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WIEERAE S2 8 Z pHT (BIQIFE 7.0 Z pH FEIE 7.4 Z pH )
BEZ2/D 90 min °

[0122] WEEZBRHEMIBIE —E#EPREEHEFER
F Tt CH3 2288 % K409R J2/5Y, F405L o

[0123] FE—EEHIH » 5i-CD38 HifS(hBlE R ILEE - JLEET7
EREGENBRRBEA -

[0124] E—EWEGIF » BF AL (WHRE CDI6 K 158 (I E
B (K P R BE FI 3 & T-(homozygous) (FeyRIlla-158F/F HRM ) B
CD16 Hy 158 fir B iR {5 % g % B2 XA B BE 2 2L & T (heterozygous)
(FcyRIlla-158F/V EFEA! ) - CD16 th 38 & Foy 28 11a (FcyRIlla)
AR REIRE R yFe B 1I-A BEIfE - /£ FeyRIlla EHEE
EE 158 WHEBERNERBVHZEPEHEEHERHEEZE
FeyRIlla #f A3H IgG WY - B FeyRIlla-158F/F B¢ FeyRIlla-
158F/V ZIMERZ R E 8 FeyRIIla-158V/V LR ERHEHY Fo
BEWHRILARDE ADCC - AJE N-EEERE I EENEENREZ
BB SE ADCC WRE » HGH N HEH A FeyRllla
(CD16)45 & 193 (Shields % A » J Biol Chem 277:26733-40, 2002) -
RIS PR 3R 7 7R 2R 23 v JRAY FeyRIDla 4

[0125] ZASFHATNRM TIAMER AL WHRNE  BaHAE
WrEENRERL TE A NS CD38 (SEQ ID NO: DHHYIE K
SKRNIQFSCKNIYR (SEQ ID NO: 2)} &1 EKVQTLEAWVIHGG

(SEQ ID NO: 3)iy#1-CD38 hifig - H T axPi-CD38 Jiig s i {KHs
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M 4 B A B AT B 35 4 (ADCC) ~ BB (#8144l B &= 72 FI(ADCP) -
S M AR M (CDC) ~ MIFET - 5 CD38 FIEHEATE SN
R EBSNEMETE CD38 BERMEARN - HP B LR CD 16
) 158 £ B AR SIS 4 B & - (homozygous) -

[0126] ABEMRTAREHE AL WHEMTE - HAHE
W EENRALTESAE CD3 (SEQ ID NO: D & 5

SKRNIQFSCKNIYR (SEQ ID NO: 2) K &k EKVQTLEAWVIHGG

uy

5 6

(SEQ ID NO: 3)Hy$i-CD38 §ifis - Hi#%$i-CD38 HiazdiHJiis (iE
MR LT RIS A1 (ADCC) ~ Jife K E 4l e = e E A (ADCP) -
ARG EME(CDC) ~ #ifEAT ~ B0 CD38 Eg/EihAyARS MR
KA E R IMRBARI CD38 MYBURMAEAIN - H PR RE CD16
Y 158 L BRR VAP EZ (R [F 2 & T-(homozygous) » ZKEY CD16 HY
fir'E 158 BRAVERR L R B BR (RS R

[0127] ZEHFEANRRMETEREER AL ZHEITE  BaHA
2 BERNZIW BT H-CD38 ifg » kil SEQ ID NO: 4
HYEE§ET] &S (VH) & SEQ ID NO: 5 Ay m S & (VL) s F4E
&HZ CD38 HZ$i-CD38 hifess i kB AR dlE
YE(ADCC) ~ Hifig fEE M A A= {E FH(ADCP) ~ AR IRFE M LT 1%
(CDC) ~ 4 T ~ ¢ CD38 [ 5 I iy #e S 5 & 2K 55 B e S A R
CD38 [Ri:BUR MMM - R H CD 16 WALE 158 BRAYAH

fe i {4 [F 2 & F(homozygous) e
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[0128] AR TIEEER AL ZWHENITE  GE8HAE
%2 BEAYRERTH-CD38 Hif > ZPUBHEAE S SEQ ID NO: 4 1y
BT E(VH) K SEQ ID NO: 5 fUi#E A E#E(VLWINBHRIFES
ZF CD38 » HigZHi-CD38 HiRsHE HbuAs A M 4H A M AV dEBE B 14
(ADCC) ~ 5 #2 fi< 4 S BE & W% 1F FI(ADCP) ~ RS R FE MR S A 35 1
(CDC) ~ 4HffI AT - 3¢ CD38 Eg/H MRS N FH e 2R A H AR SN WL
CD38 [BMEBURMEEE4EAT » A BENRE CD 16 #y 158 {IERAT
P ER K & T (homozygous) » FEMTE CD 16 9 158 fir By
KRR IR B RN R B (R R AU & T (heterozygous)
[0129] ARBUHEIRETIGRER AL 2RENTE  HEE
HEZREBEHK CDI6 19 158 I BERMNERBGERS
(homozygous) 5 B%I & F(heterozygous) ;
B BRI T HI-CD38 Hids
HElaE& SEQ ID NO: 4 fyE#H# ] E4&(VH) X SEQ ID NO: 5
AVESHE T S E (VL) R4S 2 CD38
BE5 Rk SEQID NO: 67~k 8 JEMEfMAER
(HCDR) : 1 (HCDR1) » 2 (HCDR2) ~ } 3 (HCDR3)F%%!] » 2L
K4y Rilf% SEQ ID NO: 910~ & 11 ZEEH#E R E &
(LCDR) : 1 (LCDR1) ~ 2 (LCDR2) ~ % 3 (LCDR3)F%( ; =%
& SEQ ID NO: 4 RYE#H A& & (VH) & SEQ ID NO: 5 Hy#
T EE (VL)
FrE— B R DUB R BEVRFR] -
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[0130] HE—LEplT - #EhESEHE N EPCR) AR H
EREY CDI16 7Y 158 fir B VG EL (% [F & & T (homozygous) B £

El & F(heterozygous) °

BT RY

(01311 {EARSHIRITAT » 2[{ERAH-CD38 bk EEe b
B2 2 BN & BB RARY PRRELYI-CD38 U - MBI A5
Bi-CD38 Bl —ii T M - B - SR - SEE - phSEE
A BRI K ROl - AR E R - B - B RREE - s
TEASH - AT W - SRR RERLE - SIS - SR 0.4%
BKR 0.3%HIEM - BiaktmE LR R aEumE - Sk
MBAE - BER AR HERN (FIABKR) KRE - ZSERYTa
B BT A B R B RS S  SEOR A TR
fesEi pH JFEEREEE - BE - W EE REOHS - FILE
SREEJC TSI H-CD38 AR BRI A RIS #L » HLRG 0.5 &
8% EEENERIEIY 1%EHE 15K 20 E8% 25 BEY% -
30 EE% - 35 EE% - 40 HE% 45 HE% - I 50 EE% - 1A
TEREHBREE  REEN  BES  REMBEZBERTHER
oIS - AEOERRFELY (BAEMNABEENE - fla KD
EHEH ) BT BEHEARHI4 Remington: The Science and

Practice of Pharmacy, 21° Edition, Troy, D.B. ed., Lipincott Williams

49



1796746

and Wilkins, Philadelphia, PA 2006, Part 5, Pharmaceutical
Manufacturing pp 691-1092 &1 » :F¥FHIZ A pp. 958-989 -

[0132] #i-CD38 HilEZHFEA T EMEEZRE > FHWIE
{5 E (parenteral)& 7 » BIAIEA ~ HLAA ~ A (intraperitoneal)
RRARAVECEZ T ~ il - &CR5RR (O - 25 - BBEN - HEIS) 3B
High BEARE OSSR REFRBRATER PO M T -

[0133] ZARZIFJ7EFH-CD38 HifE & H{E A& EIARTERE
WEKT » PO ELBE (%EE%Hﬁ(i-v-)%%ié\?%‘ﬁﬂiiﬁﬁ‘(bolus
injection) ) ~ ALAANE K TEIEERN - FIERIL 15, 30, 60, 90, 120,
180 > =, 240 4348 ~ F 1,2, 3,4, 5,6, 7, 8,9, 10, 11 5 12 /NEGFHLS
FivEnE

[0134] 4 TIKE L H-CD38 Hii 2 AR (h e UREE s E /D E oy
BIEFTEDER R (TERANE ) WHARAL 0.005 mg 24
100 mg/kg » FIL1&] 0.05 mg &Y 30 mg/kg ~ Bi4Y S mg £4Y 25 mg/kg
B4 4 mg/kg - 47 8 mg/kg ~ & 16 mg/kg ~ B4 24 mg/kg » BEFIA
491~ 2~ 3~ 4~ 5~ 6~ 7~ 8~ 95 10 mg/kg > EEFETUES
Bla043 15~ 16~ 17~ 18~ 19~ 20~ 21~ 22~ 23~ 24~ 25+ 30>
40~ 50~ 60~ 70~ 80~ 90 B 100 mg/kg o

[0135] A& G TEEEAKIE > Fla 50~ 100 ~ 200 ~ 500 B
1000 mg - SEBEIE T EFE B REHE - #140 500 ~ 400 ~ 300 ~ 250 -

200 ~ 5 100 mg/m” - WHEETIET 1 ESEHIE (Fla0- 1~ 2~ 3+ 4~
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5+ 6 7528) LIs&sE AL » HARE4F 9~ 10~ 11~ 12~ 13+ 14~
15+ 16~ 17~ 18+ 19~ 20 LELHE -

[0136] A&HAT /AT 2 Hi-CD38 fifls » T TFHHE KWK~
ER-MOR-AR-AR-~—H WHE-=# - —EH L8 - ~E
T - mER - =EA - WER - BER - NER - REAZREE
T o BECARMBREIR RIS  NREERT - EERTHEMEE
IENEREHRET - Fla0 - H1-CD38 HA L 8 me/kg L 16
mg/kg DG HEMERR TRIE 8 B » #F 2 8 mg/kg B 16 mg/kg W
BETRESIN 16 48 - HFELL 8 mg/kg EEL 16 mg/kg F5HFFIkEA
SIUAET -

[0137] Z" g i - $1-CD38 Hifell 16 mg/kg BEKT
—RFFE 8 > WIRLL 16 mg/kg FMBER T —KFFEE 16 H > fBIRLL
16 mg/kg GIUEKL T —REIFEE -

[0138] FE—ELEHEBIH - Hi-CD38 HikLL 8 me/kg FBHKT—
REFE 8 - R1BRYL 8 mg/kg BRIAR T —RFFHE 16 B > lEREL 8

I

mg/kg BB T REFZE -

[0139] FE—LEpI+ - }”“ CD38 hifell 16 mg/kg BEKT
—RFFE 4 - REDL 16 mg/kg FRIART —RFFE 16 3 - BERE
16 mg/kg UL T —REIFEE -

[0140] AfE—EEJEHIF » Hi-CD38 HiAELL 8 mg/kg BT —

RFFE 4 B AR 8 mg/kg FRIBERT—REFHE 16 H > BEREI 8

mg/kg FIUEEK T —REIFEE -
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[0141] #i-CD38 HiEFI{E R&EFRHERIET @ Bl BE—X -
748 6 H i E RAVHER] -

[0142) B4 » fEFAAERERIEE 1~ 2~ 3~ 4~ 5+ 6~ 7~
8§+ 9~ 10~ 11> 12~ 13~ 14~ 15~ 16~ 17~ 18~ 19+ 20~ 21 ~
22~ 23~ 24~ 25~ 26~ 27~ 28~ 29~ 30~ 31~ 32+ 33 34
35~ 36~ 37~ 38~ 39 B A0 RHWNES—K - FHE1 2 3+ 4+
5+ 6~ 7~ 8~ 9~ 10~ 11~ 12+ 13~ 14~ 15~ 16~ 17~ 18~
19 5 20 HAHAEYE/D—H - SCEAERISHE » §1-CD38 HR AUy
0.1 £ 100 mg/kg NERHEERM » #1401 0.5-09~1.0~1.1~1.5~
23+ 4~5~6~7~8~9~10~ 11~ 12~ 13~ 14~ 15+ 16
17~ 18~ 19~ 20~ 21~ 22~ 23~ 24~ 25~ 26~ 27~ 28+ 29~
30~ 40~ 45~ 50~ 60-~70-80-90-F 100 mg/kg * {FFE 24
12~ 8~ 64~ B 2/NEBHVE -0 REE - SCHAMHEE -

[0143] $i-CD38 HiASsR Al FH 7R T DARE (s B e 2 e
LB BEEREAY FHRE - MR ERERNEREREER A
b& o 38 ] BEFE R £ A BRI {H R HoAh 4= (R 2 T 1R 6 72 i fE B Y im
BRRIAERN -

[0144] $i-CD38 HifG Al HHEZ NG - WG ARIE & HEAYE
ERERE - hERNEBRERNEREGENA AARE L BT ERE
Fo NG 2 57 B BB R -

BaRREES CD38 ZHiB KRB REERN K THT
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[0145] #i-CD38 HiMSF B ZERM X WXL K TH/TF » %4
A& HI-CD38 Hifs K3 PRIEES -

(0146 &z TH T BEMHARKY T H-CD38 Hills 2 RE T (44
20 mg/ml -

[0147] KETHTZBEMARYFIHEEL 1,200 mg EF 1,800
mg 7 Ry HI-CD38 Hifg -

[0148] KEFTHTFIEBEMARYTHEEL 1,200 mg ATH-
CD38 Hif -

[0149] KEFTHRTFIBEMARYTEEL 1,600 mg ATH-
CD38 8% -

[0150] HETHTLBEEMEAKYTHEEL 1,800 mg 7Y Hi-
CD38 Hif -

[0151] M THRFZBHEHERYTEENRE 30,000 U F
45,000 U 7 [EJHV3 PRIE TR -

[0152] XE PR FZBEMEKDTEEL 1,200 mg HIH-
CD38 Hifie 5 4Y 30,000 U HYHZFRELHS -

[0153] EETHRTFZBHEKYTEESL 1,800 mg §IHi-
CD38 $if K45 45,000 U BB RELES -

[0154] K ETHFZBEMARYTEEL 1,600 mg HIHi-
CD38 Hif% 549 30,000 U HYH R ELES -

[0155] &KETRFZBHEMERMTEEL 1,600 mg HHi-
CD38 $i B8 549 45,000 U HYH: FREGES -

53



1796746

[0156] [T TSR T B a5 RN rHuPH20 - H
£/ SEQID NO: 22 Z e EB&fF51

[0157] rHuPH20 (A EHILRELES (HYLENEX®EMHE ) @ H
AU B R FE A A BE ST W02004/078140 H -

01581 3 IRBRES A S /R BR(EC 3.2.1.35)HVEE » I B EAE4H
RRSNEE h B pRIE 2 BEE - (T3 IIeH @S ENM: -

SEQ ID NO: 22
MGVLKFKHIFFRSFVKSSGVSQIVFTFLLIPCCLTLNFRAPPVIPNVP
FLWAWNAPSEF CLGKFDEPLDMSLF SFIGSPRINATGQGVTIFYVD
RLGYYPYIDSITGVTVNGGIPQKISLQDHLDKAKKDITFYMPVDNL
GMAVIDWEEWRPTWARNWKPKDVYKNRSIELVQQQNVQLSLTEA
TEKAKQEFEKAGKDFLVETIKLGKLLRPNHLWGYYLFPDCYNHH
YKKPGYNGSCFNVEIKRNDDLSWLWNESTALYPSIYLNTQQSPVA
ATLYVRNRVREAIRVSKIPDAKSPLPVFAYTRIVEFTDQVLKFLSQDE
LVYTFGETVALGASGIVIWGTLSIMRSMKSCLLLDNYMETILNPYII
NVTLAAKMCSQVLCQEQGVCIRKNWNSSDYLHLNPDNFAIQLEK
GGKFTVRGKPTLEDLEQFSEKFYCSCYSTLSCKEKADVKDTDAVD
VCIADGVCIDAFLKPPMETEEPQIFYNASPSTLSATMFIVSILFLIISS

VASL
[0159] HE&Pi-CD38 e KR EkEe 2 BEEH I Tl 2

—R WK -ZXR -WOR~AR- AR~ —# WH- =8 UH -
L -~7RE -l WER - =@EA - WEAR - AEA - AMES - 5
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EAZHEBET  BEEAFBETRTES  WAHEERT - 55
£ FelfEfEE B E S AR ERET - f4 - B2 Pi-CD38 fife K HK
Fe e~ B8 BEAH I T 1 T R B %@*‘réﬁ/\i@’ BEE B —RFFE 16
B BENE R - ERTHBEERYTEEE 1,200 mg AIH-
CD38 HiRE &Y 30,000 U HYBEIRELREE - H R 7R B 2E4H sl 82 CD38
HEMEE SN BERREGY 20 mg/ml - B FHREARYTEEE
1,800 mg HYHI-CD38 Hifa K4y 45,000 U Ay REEHES - T THYBREE
SR ESY 1,600 mg BHi-CD38 Hid8 K4y 30,000 U HYIFFREEES -
HRTHBELARYTTEEE 1,600 mg ByH-CD38 Hifg 4y 45,000
U BV B PREE T -

[0160] HE&HI-CD38 il S I RIENE 2 B L ) T 8 fX T 4%
FTEEHES -

[0161] U =$1-CD38 Hife KikREEEE Z BEEAH ALY T L&Y 80
ml ~ 90 ml ~ 100 ml ~ 110 ml ~ 5 120 ml Z $AEILTF -

[0162] F&TFHF » % 20 mg/m] ZH(-CD38 Hifg (25 mM FE
B28H ~ 60 mM &L3A ~ 140 mM D-HEEEE - 0.04%ZX LA RS 20 - pH
5.5) B rHuPH20 (1.0 mg/mL (75-150 kU/mL) > # 10 mM L-4Hf#f5 -
130 mM NaCl ~ 10 mM L-FRREEES ~ 0.02%% LA ELEs 80 > pH 6.5)

RE 5*&7‘{ ZRERTEHE -

lI.

HERA
[0163] $i-CD38 Hife o LABASE IBFRIE ST -
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[0164] ZSEFHAIRZHL TGRSR B IEEAL)N % »
BEHARZBENRER TH-CD38 HiBHEE LRGN 2484
—E R BUEIR AL ZBFf -

[0165] AEEBHIRZHE T IARE SN SUR S MEEAL)N A -
BRENAENZ FENFEER TH-CD38 HiiEEE ORI &Im & Y
HEEE G — B UG AL ZHFR] -

[0166] ZASFHTREREL T IARESHE BRI B EE(AL)BY 5%
BEEHNFRZFRENRERTH-CD38 fiRHEENRHRINGIE - K&
SRIEI R M ERBE A i < 4H & —EE R DGR AL Z IR -

[0167] HF—EEHHIT » 6B E S BRI -

[0168] FE—iLEjafHh - ELEEBIHIK % Velcade® (T
£ K (bortezomib) ) ; HRFFLEY# (vinca alkaloid) » FI141 & ¥ i
(vincristine) ; ¢ B 3B # Z(anthracycline)> ] {1 % % £ B
(doxorubicin) °

[0169] FE—LETHfIF - & ZIaREIG R EEERE -

[0170] & — & FHAl+ » LKEEERGHEER
(dexamethasone) ©

[0171] FE—LLEHapIF - B E R B2 %A fE A (prednisone) o

[0172] FE—&FEHwpIF - 5 8B ERREEERE -

[0173)] FE—fEHwAIF - 5 IaBEGERECTEY -
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[0174] fE—LEHHF > BRELTEY A Thalomid® (HFIE
f#(thalidomide) ) ~ Revlimid® ( 3K FB & Bé(lenalidomide) ) ~ Actimid®
(CC4047) -

[0175] FE—SeBEHfI+H » % I6RAIth Velcade® (% ok
(bortezomib) ) » IREEEEFZFI4] Cytoxan®z Neosar® » Alkeran® (]
5%l (melphalan) ) » Thalomid® ( Y)F[fER#(thalidomide) ) » Revlimid®

( % BB [E Bt (lenalidomide) ) B Pomalyst® (45 EfF(pomalidomide))
B2 B B B7 (3 57 H 7 (dexamethasone)) > T o (IFN-a) » B4
f& > Ninlaro® ( 5%k 8 Ji(ixazomib) ) T NEODO0O1 -
[0176] i % 1 >K(bortezomib) o] & # F§ K& B — K L. 1.3
mg/m® SQ & T
IRERRETIDIE 2 & 5 %Wﬁiﬁz IV #F (FI&8UEHE) 40 & 50
mg/kg (400 F 1800 mg/m®) ; APL 2 E 4 ENRIREY IV (HEE
JAEE) 1 60 F 120 mg/m*/K (1 & 2.5 mg/kg/K) ;
PO (BEHEIEHE) © 400 Z 1000 mg/m’ 7 4 F 5 RASFR,
PO (EGEFEHEE): 50 & 100 mg/m*/ K5 1 £ 5 mg/kg/xK -

[0177) i 7B EE(dexamethasone) T DL 40 mg/HIEF » B AEHL-
CD38 B84 5 AT 4R ZER T T 20 mg -

[0178] &% H(melphalan) A fEFEHEAE 1 £ 4 XLBL 9
mg/m’ R —RELOHKT > HEIE 9 B -

[0179] Jb#E Rz (thalidomide) T LA K — XL T 200 mg -
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[0180]  ZHREE HE(lenalidomide) o] DI AEAFEMHEANTEE 1 = 21 K
ROHLT 25 mg/K -

[0181] A ERZ(pomalidomide)F] ITEEHAY 28 RIEHIHTE
1% 21 RAECIHEF 4 mg -

[0182) {7k B $ji(ixazomib) B] BI4F 28 KL 24 mg/kg IV ILF -
[0183) AZ MM T AR HANE @&%@rmmmﬁ&
AEHAER S BENRERTEESH%S SEQ ID NO: 6 -7+ K 8 i
HCDRI1 » HCDR2 * }» HCDR3 k4751 & SEQIDNO: 9~ 10~ K 1118y
LCDR1 ~LCDR3 -+ K LCDR3 1y #-CD38 #H1 %8 H W & £ K

(bortezomib) > 4H & — B} JE BIAEE AL 2 IR -

[0184] AEEAIRIRM T IS ARG B ME (ALK 735 -
HEHERY BENRERTEES % SEQ ID NO: 6 -7 K 8 iy
HCDRI1 * HCDR2 ~ ;s HCDR3 K475 A SEQID NO: 9~ 10 ~ K 11 8y
LCDR1 - LCDR3+ F LCDR3 Hy Hi-CD38 Hi 52 Hi fff & & K
(bortezomib) B BB AL > 41 & — L JE DUGHE AL 2 B -

[0185) AEHHARRML T /A RS SALE RS S MR (ALY J7 3%
S HE Y BRNRERTEES % SEQ ID NO: 67 F 8
HCDR1 » HCDR2 * & HCDR3 K43 A/ SEQIDNO:9~10~ & 11 8y
LCDRI1 -~ LCDR3 F LCDR3 Ey$Hi-CD38 Fife FAli= (£ ok (bortezomib) -
BN B R BB Y 4E & — B JE DUAHE AL 2SR -

[0186)] 753 RIRHL T AMFES SR RID B MR (ALK J7 35 -
AERER Y BRNRERTEE5 % SEQ ID NO: 67+ & 8 i
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HCDR1 ~ HCDR2 ~ F HCDR3 J 4375 SEQ ID NO: 9 ~ 10 ~ & 111
LCDRI - LCDR3 - J LCDR3 HJ #i-CD38 #i & 1 i & £ ¥
(bortezomib) ~ IEBERERE - K i 7B F¥(dexamethasone) ” 4H & — B @
BUEE AL ZBFR] -

(0187] AZFHIINRAL TIERES SRR S fE (AL)RY 77 7% -
BEHAERCBENRERTEEDH R SEQID NO: 6 -7~ K 8 1Y
HCDRI1 * HCDR2 * & HCDR3 K4y 5% SEQID NO: 9~ 10 ~ & 111y
LCDRI ~ LCDR3 + F LCDR3 [ $i-CD38 #i 88 8l i & £ 3k
(bortezomib) Bz 57 B M [E i 7 4 & — R JE A AL ZHE[ -

[0188] AZFHATRREL TGRS HEIE IR S HEAL)N A »
BEHARIFENRERTEE0F A SEQID NO: 67 K 81y
HCDRI + HCDR2 + & HCDR3 ;4355 SEQ ID NO: 9 ~ 10 ~ % 11 (J
LCDRI ~ LCDR3 - K LCDR3 [ $i-CD38 i 88 84 § & {& %
(bortezomib) J i 578 B2 (dexamethasone)” 41 & —ES B DUAH AL
BFRA -

[0189] AZFHATNEML T IARE SRR S MIEAL) T E »
AEHARBENVHERTEESH % SEQID NO: 67 K 81y
HCDRI1 ~ HCDR2 + } HCDR3 K435 SEQ ID NO: 9~ 10 ~ & 111y
LCDR1 ~ LCDR3 -~ F LCDR3 #J$(-CD38 #8483 % (melphalan) >
HE—EEDUSHE AL ZI%R -

[0190] AZEBATNEML TIABREEE RN B ELR %
AEHARIEFENRERTEESH K SEQID NO: 6 7~ K& 8y
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HCDRI + HCDR2 ~ & HCDR3 435l % SEQ ID NO: 9 + 10 ~ J 11 £
LCDRI - LCDR3 ~ J LCDR3 [y }i-CD38 ¥i % 1 B & (£ 3k
(bortezomib) F {7 B (melphalan) Z 81 &— Bk e LA AL ZHFfH

[0191] ZAEFHANMEM T iaRE ARG S M EAL) N . -
AEHARIRENHRERTEESH S SEQ ID NO: 6 7~ K 81
HCDRI * HCDR2 -+ § HCDR3 E 435I % SEQID NO: 9~ 10 ~ § 11Ky
LCDR1 - LCDR3 + & LCDR3 fy $i-CD38 ¥ 8% B B & = >k
(bortezomib) - AR (melphalan) ~ K FZHIAEE & — B A
B AL ZB5RY -

[0192] AR T IR RIS RN S EAL) 7%
BEHEHZEENRERTFTEESH S SEQID NO: 67~ K 8y
HCDR1 - HCDR2 ~ F; HCDR3 K437k SEQ ID NO: 9~ 10~ R 11#y
LCDRI - LCDR3 ~ J LCDR3 {4 }i-CD38 i B 8§ & & 3k
(bortezomib) - £ B (melphalan) + F 3 7 & F¥(dexamethasone) > 45
G DUAR AL 2R -

(0193] AZ#HIMRE T IaRE IR R S YEIE (ALY TA -
AEHARBENRERTEESH K SEQ ID NO: 6 ~ 7~ K 8 Y
HCDR1 + HCDR2 + & HCDR3 4371k SEQ ID NO: 9 ~ 10 ~ K 11 £
LCDRI1 » LCDR3 + }; LCDR3 §y$i-CD38 81 IFN-a Z4H&—E 8
PUGHE AL Z B -

[0194) AEFHATREME /GRS EAIEIRIN B RE (ALY 7%
BEWAHZRENRERTEESH 5 SEQ ID NO: 6 ~ 7~ K 8 HY
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HCDRI1 - HCDR2 ~ 5 HCDR3 K43 HIE SEQIDNO: 910~ & 11 HY
LCDR1 ~ LCDR3 ~ ¥ LCDR3 HJ$7-CD38 Hif& il IFN-o K 7B EEE
S i B R LU AL S -

(01951 B BRIRIREL T 0 AaE S IE A BE M (AL) O T
& BE R BENREL T A4 ST SEQ ID NO: 67 & 8 @
HCDRI1 » HCDR2 + & HCDR3 K475 A SEQID NO: 9 ~ 10~ 11 &8y
LCDRI1 ;LCDR3 & L.CDR3 HyHi-CD38 Hifati IFN-a R i 7 B
(dexamethasone) > 4 &—F3 T LA AL ZBSH <

[0196] 8B N IR T 0 M aE BT A S (AL O 777 -
4 B B B4 T4 5 Bl % SEQ ID NO: 6+ 7+ & 8 Y
HCDR1 + HCDR2 + % HCDR3 435 SEQ ID NO: 9 ~ 10 ~ & 11 &
LCDR1 * LCDR3 -~ K LCDR3 ® $i-CD38 #i #8 # 2K # & B
(lenalinomide) 7 #H&—Ez e LUGHE AL ZIFH

(0197] R BHRHEE: T o RS AT RN S T (ALY J 3%
b4 B BRI T A2 A% SEQ ID NO: 67 B 8 )
HCDRI1 - HCDR2 ~ & HCDR3 4755 SEQ ID NO: 9 ~'10 ~ & 11 /Y
LCDR1 ~LCDR3 - K LCDR3 By Tfﬁ-CD38- b B2 Bl 2K HS fg ii7e
(lenalinomide) R ERREHARE 2 4 & —ELE BUAHE AL 22 50 -

[0198] 7k 3507 ReR AL T S e SR S e (AL 7735 -
b BEARER T A SEQ ID NO: 67« & 8§
HCDR1 + HCDR? - % HCDR3 %437 SEQ ID NO: 9 ~ 10 ~ & 11 i

LCDR1 *LCDR3+ K LCDR3 B }i-CD38 #Hy & B 7&K B & B
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(lenalinomide) - IRBEHENE ~ R BRER ZHE—REER AL Z
M

[0199] AREHHINELL TIAFEEMAIEURN B EAL)NITE -
BEHERIBENHRELTEE0H R SEQID NO: 67~ K 81y
HCDR1 ~ HCDR2 + § HCDR3 K4y R% SEQ ID NO: 9 ~ 10 ~ K 11 1y
LCDR1 - LCDR3 ~ K LCDR3 #y$i-CD38 HuaG SRR L - ERuGER e
K3t f7 B IE (dexamethasone) Z 4 & —E: @ DUARE AL ZHff] -

[0200) ZAZFHAIRIEAL T /ARG AR S 1 E(AL) Y )57
BEHERBENRELTEE AR SEQ ID NO: 6~ 7 K 8 /Y
HCDR1 ~ HCDR2 - §, HCDR3 43 5i% SEQ ID NO: 9 ~ 10 ~ F 11 £y
LCDR1 ~LCDR3 -~ K LCDR3 By $i-CD38 B EH HEE E B
(pomalinomide) 7 41 & —B% & DUARE AL ZBFR

[0201] AREFHAIRZEL T A BB BUR I B IE(AL)AYITIE -
BEHAER s BENRERTEESA S SEQ ID NO: 6~ 7~ k& 8 Y
HCDR1 ~ HCDR2 + §; HCDR3 % 43Fl B SEQ ID NO: 9 ~ 10 ~ % 11
LCDR1-~LCDR3 - J» LCDR3 fJ $i-CD38 H B0 E E &
(pomalinomide) & S B EIBE 7 4H & —EL B DUGHE AL ZHF[ -

[0202] AEFHATRRREL TIABREEEIEURY B IEEAL)NITEA -
BEHERZBENRERTEE7H 5 SEQ ID NO: 67~ K 8 /Y
HCDR1 - HCDR2 - % HCDR3 K435 SEQID NO: 9~ 10~ K 1119

LCDR1 ~LCDR3 - % LCDR3 HJ $i-CD38 #i 8 B2 )q B & &
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(pomalinomide) B il 57 & Fi(dexamethasone) 41 & — By B BUEHE AL
>R -

[0203] 785 T37RHRAE T 5 R ER S T BHME 2 (AL) T 7% -
EEMERY BENREETEE5 3 SEQID NO: 67 & 8
HCDRI1 ~ HCDR2 ~ ;2 HCDR3 K43k SEQID NO: 9~ 10~ & 11 &Y
LCDR1 ~LCDR3 -+ K LCDR3 Hy Tfﬁ-CD38 LB OB DR E
(thalidomide) > 4 &—F& B BIAHE AL Z ISR -

[0204) 7 SEEEIREREE T S RERS BB W) BV 2 (AL B 7735
A HE N BEGRELTEEHRS SEQ ID NO: 67+ & 8
HCDR1 ~ HCDR2 -~ F7 HCDR3 K 47HI A/ SEQ ID NO: 9~ 10 % 11 8y
LCDR1 ~LCDR3 - K LCDR3 H $i-CD38 ¥1 #& H 7> F| E B
(thalidomide) B & AR E RS 7 40 & — B2 R LUGHE AL 2 K5 -

[0205) 7S IRERAL T A RANR S TIE RN 28 V2 (ALY 3%
AEEER Y BENFERTEES R SEQ ID NO: 67+ & 8
HCDR1 » HCDR2 - ks HCDR3 K435l & SEQIDNO: 9~ 10 111y
LCDR1 - LCDR3 - } LCDR3 HY Hi-CD38 Hy #& 1 b F| & B
(thalidomide) & i 7 B B (dexamethasone) > 41 & —Es B DUARE AL >
A -

[0206) 7 SUH7RERAL T S APES I R BV (AL 9 7532 -
B a e R BENFERTASSF % SEQ ID NO: 6+ 7+ & 8

HCDR1 ~ HCDR2 - 7 HCDR3 K47 & SEQID NO: 9~ 10~ K 11 1Y
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LCDR1 * LCDR3 + J LCDR3 {9 ${-CD38 i & 83 {7 % %k B
(ixazomib) Z $H&—EE R UG AL Z B o

[0207] REHATRRE TIaRE AR S M E (AL 5%
HEaWA R FENREZLTEE SEQ ID NO: 4§y VH % SEQ ID
NO: 5 §y VL 8Y#$1-CD38 38 Bbfl {2 >K (bortezomib) 2 4H A& —E& J2 D
RIS A ST B M (AL) Z B ] — B R DUGHR AL ZB§fH -

[0208] AZUITNREL T e REe s BB S ME (ALY 0%
HAEHARZ BEIRELTESE SEQ ID NO: 4§ VH % SEQ ID
NO: 5 8y VL f9#i-CD38 Hi A8 BLEl & (23K (bortezomib) K ERTE B fr =~ 4H
G BB DUAHE AL 2R -

[0209) AREFERITRER AL T AR S BV IR B MR I (AL)RY 77 0%
HESHAER FEWRER THEE SEQ ID NO: 417 VH K SEQ ID
NO: 5 8y VL AY$i-CD38 s Biali & {3k (bortezomib) ~ IBEEEERE ~ K
REFEREZHE—BRE AR AL ZHER -

[0210] AFEATEE TGRS AR S 1HE AL A -
HESHAER s FEIRERTHE SEQ ID NO: 41y VH J SEQ ID
NO: 5 #y VL Ay$i-CD38 i S1f 5% £ >k (bortezomib) ~ BBEERIE - &
i f7 B 2 (dexamethasone) 7 4H & —ER E DA AL Z B -

[0211] ZAZFUAINRMEE TEEE AR B fE (ALY %
HEaBHENs TERERTE4 SEQ ID NO: 41y VH X SEQ ID
NO: 5§y VL {#i-CD38 $71 A8 BLH 5 {7 3K (bortezomib) ~ J 57 B4 [E A%
ZHE— B R DUAHE AL 2 -
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[0212) 7 EEUHTREREE T 36 HE SRR I SRR (AL) Y 3%
A& A BEARERTAE SEQ ID NO: 4 VH & SEQ ID
NO: 5 fy VL #931-CD38 $i 88 B8 % (£ >k (bortezomib) F i f7 BT %
(dexamethasone) ” 4H & —EZ i UAHEE AL ZBFfH -

[0213) A SBIIRIRHL TSGR SRR Ty S LR (AL) BV 473 »
HESHE Ry BEHRERTEE SEQ ID NO: 4 VH & SEQ ID
NO: 5§ VL [f937-CD38 $iBSEIRA M (melphalan)> 48 & —ERJE DU
7% AL Z 5 -

[0214) A HUIIFRE T AR EMEDERD SR ALK
AR BENRESETES SEQ ID NO: 41 VH & SEQ ID
NO: 5 f§ VL B9 $i-CD38 #i 72 B i & {£ >K(bortezomib) K # 7 B

(melphalan)” 48 &— B¢ & DUGKE AL ZHFfE

[0215) ZREFEAINMEM TIAFRKHE RN S M EAL)R T -
HESHARZHFEWRELTEE SEQ ID NO: 41y VH Kk SEQ ID
NO: 5 §y VL #y#i-CD38 #i 8 8 ] & {& >K(bortezomib) ~ &% B
(melphalan) ~ & fFEMEEEE 7 HE— B R DUAE AL 215G -

[0216] AFHATMZHE T ABRE LSRN B E ALK 7%
HAEAHER s FENRERTHES SEQ ID NO: 41J VH K SEQ ID
NO: 5 §y VL Hy#i-CD38 #i fis Bl §fi & {£ K (bortezomib) ~ & 7% B
(melphalan) + i f7 2 B (dexamethasone) Z 41 & —Es B LUGHE AL

BFf e
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[0217) AREHIRRAL T AR SRR R 88 M (ALY T3
HAaHAT Y REMRER TS SEQ ID NO: 41 VH & SEQ ID
NO: 5y VL fy#1-CD38 A28 IFN-0 2 4H&—EE B DUAHEE AL ZHFf -

[0218] ZNEFHIRER AL T AR SRS RN SRR (ALY 3% -
HAEHARZ RENEBETEE SEQ ID NO: 4y VH & SEQ ID
NO: 5 f] VL #J5i-CD38 Hissel IFN-o K B EE R Ha—BRED
B AL 2R -

[0219) ZSHIIRRAL T ARS SRS S (ALY J53% -
HEAHARY BERER TAE SEQ ID NO: 44 VH j SEQ ID
NO: 5 #y VL 893i-CD38 HifEEd IFN-o % 3 7B fiZ (dexamethasone)
HE—EE R LIAT AL 2SR -

[0220] ASHH7 MR T AR HEENE RIS S E(ALI TS -
HAESHERY BENFER TES SEQ ID NO: 4§ VH & SEQ ID
NO: 5 # VL K9$(-CD38 HisBHstsi i (lenalinomide) Z A —BL 2
BUSGE AL 2 BERS -

[0221] AZEIIMEE T A REHEENE R 815 E AL % -
HAaaHE s BENRHERTEE SEQ ID NO: 41 VH K SEQ ID
NO: 5 #] VL KI$;-CD38 L8 sk AR (lenalinomide) B SREHERE
& — B RLARE AL ZBER -

[0222)] ZREBHIRERAL T QM ER gl A S Meky S MR (AL)RY J7 0% -
HAS8E R BENFERTEE SEQ ID NO: 41 VH K SEQ ID
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NO: 5 1y VL #y${-CD38 HigE kIS i (lenalinomide) ~ IBEEERRE
I SR E R 5 R 2 4B — B B DUAR AL ZRFR -

0223] ZAEFHHINEHE T AREEEDE R S IEEAL T4
HEEHARZRENRERTESE SEQ ID NO: 4 VH K SEQ ID
NO: 5 #J VL By$i-CD38 HiiSEakKE iz - BMukliE - Rlmg'E
(dexamethasone)” 4H&—ER B BUAEE AL 2 B%RY -

[0224] AEFHHIRGEHE 7 ARKEIVE R BHEALN T %
HEaHERZFRENRELTHEE SEQ ID NO: 41y VH I SEQ ID
NO: 5#Y VL #y5i-CD38 8 8UH Bz (pomalinomide) 2 4 & —E% 8
LUEHEE AL Z B -

[0225] AREFHHINEME TIERREIERN 8 MEEAL)N AL -
HASHER ZFENRERTHEE SEQ ID NO: 4y VH K SEQ ID
NO: 5 89 VL §9$i-CD38 Hife #)0 & E R (pomalinomide) . 57 & #E [ iF
ZHE—EBRBDUAE AL 2R -

[0226] AFFHATNRAL T /ARES SRR S (ALY 0%
HEHARZBENHRERTHEE SEQ ID NO: 449 VH & SEQ ID
NO: 5 ] VL §95i-CD38 i #53% B R (pomalinomide) B 3 (7 B 5
(dexamethasone) 7 #H&— Bt E VBT AL 2 BFRY -

[0227) ZARZFEHINEH T/aEEERIER N S EEAL BN FE
BEHERZBENRERLTEESHR SEQID NO: 67 I 8Ky

HCDRI1 ~ HCDR2 ~ jz HCDR3 Lk SEQ ID NO: 4 #J VH k. SEQ ID

=
13
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NO: 5 #Y VL By51-CD38 HiAGEE YD FIE R (thalidomide) Z $H & — B 2 PA
AR AL ZIGH o

[0228] ASEAJRBEAEL T G HRE SEAE R S ME (AL 504
HEaHER BRI ERTESE SEQ ID NO: 4 VH K SEQ 1D
NO: 58y VL §y51-CD38 Hiag By b & i (thalidomide) & 57 B HH I >~
HE—EBRLUERE AL ZF[ -

[0229] ZRZFBATREEAL T /A RIS HE A SR S MHE (AL 7%
HEa&HEH FRENWREKLTEE SEQ ID NO: 4y VH K SEQ ID
NO: 5 §J VL HyHi-CD38 i f§ B 7) Fl & iz (thalidomide) K 3 f7 B %
(dexamethasone) Z 4H&—Er B LUAEE AL Z IR -

[0230] AFHATRGREL T AR AR B E(AL R A A
HEEHANRZFENRERTHEE SEQ ID NO: 4#J VH K SEQ ID
NO: 5 #y VL Hy$i-CD38 P8 Sl 5Bk B 37 (ixazomib) Z 4H&—ELfE DX
BT AL ZBER] -

[0231] FE— &4 - W EHAE QBRI B SR -

[0232] FE—EEHEHIE - A RN A RA T -

[0233] FE—tEHEAT - HWEEHKEREERSEE I -

[0234) e —E TG+ - mEHAE QBRI - Rk -
KRB EERERAEDUE -

[0235] fE— L EHEHI o - WEEH Velcade® (% {23k
(bortezomib) ) ~ BBEEEERF - K i 7 B B2 (dexamethasone) By & A FL M -
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[0236] FE—LLEMAIF - Hi-CD38 Hile k5 A RAIRVEEH
DAEARAR J7 (RIS R R B P2 T - B4 > $i-CD38 Hife k58 G iR
B UER—X  EEER—FRAEETRTHE - A > $1-CD38
PLER F 55 IR BRI IR o] DUFE SO Y R BB Y 48 &H%%&% T
g B+ - $i-CD38 Hie M A FAI A LU S Vs &% 7
ERHEFESERIRE f I ERRKERREE (FIOEmET) -
FE—LEmHE T > £ —EBRRFE N B2 EE 2 AR Ay EEH i-CD38 i
R RBIE ZRECZAT » EITH S EE EHE AR BB E RS
2 o £ TH-CD38 HiieHlsE _JamBIZHALUER 1 X2 X5
&R - RRRNKER -

[0237] $i-CD38 HifEEHi-CD38 HifG B G EI 2 4 &
AR BR BE (EEREIMNEUH (external beam radiation) ; 38 /E
A PRI AT R A(IMRT) 5 RAEA AR B Fir (B v /J(Gamma
Knife) 51 7](Cyberknife) + E 4113 % (Linac) + REERE (HI40
T AR EFERL - GliaSite /3k))) R/AEFM—EA -

[0238) HELT A —ARHMTEEMIIL T A - ARSI 2 BB
—HIRBER THES G - BEAERER RGN ERVEE -

EHRAZE—TSHEH

(02391 DAT P HRBEAS PR B /AR A S 2 KL —2
HHEG] o SRR RS R ATIS R 2 A S BIEB AR B U EIRHZ A
BHZBIEPINHBURRELE - P RBFERII2E—FEMH -
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—THE{i-CD38 Jifz > HEEHEE SEQ ID NO: 4 Y EH#EE
(VH)E SEQ ID NO: 5 &g EE(VL)NHEEFESE
CD38 MANERESR CD38 BHAUREEERKFIHE » Hf
20 B IEAE B2 18 B RS AL (HSCT) -
FRMERS 1 At~ FIRHI-CD38 Hiflg » Hpi CD38
P55 2 LT R P R
a. EEHEEUSURGBMIE(AL) - ZREFEREMM) - =
MESAR O MKEALL) ~ JEEF S RMEBENHL) -
SEEMEA B 4HAMEE(DLBCL) ~ A& RAERE(BL) -
TR MERE(FL) ~ BRI EE(MCL) ;
b. HEMHIERS
c. BREEAUEBM EMERE(AL) ;
d. Z#HEFHEEMM) 5 5
e. RERFEEREAMIE -
FRMEES 2 Frat FRrIH-CD38 g » Hbt AL Al
B 1 Hf(cardiac stage I) ~ 0o 11 Hf(cardiac stage IT) ~ o
111 Hfi(cardiac stage I1I) ~ @& 1% - SEREHE: -
FARMERS 1 £ 3 PE—IEFM 2 RN P-CD38 Hi
H g% HSCT
a. HREBERERN - BREHN - WEERE 5 5
b. EEMEREEE - UK - P K MEFEHA -

70



1796746

10.

RARMERS 1 = 4 FE—IHATZ ARYH-CD38 Hifs -
H P H-CD38 B {ATE HSCT ZRT ~ 2 IR - 2 % iF -
RRMERE 1 & 5 PE—IEF 2 RIH-CD38 ikl
H o327 B AE HSCT 2 g 48 58 Ao R/ st oge vk -
RRAOERE 1 £ 6 FE—IHAT Y FHRNHI-CD38 Hifg
H13% $i-CD38 Hifg45 & %E A% CD38 (SEQ ID NO: 1)y
SKRNIQFSCKNIYR (SEQ ID NO: 2B &
EKVQTLEAWVIHGG (SEQ ID NO: 3)& -

ARMERS 1 2 7 PE—TEFTILZ FRHT-CD38 Hifs -
HpZi-CD38 HilgE & 555 SEQ ID NO: 6~ 7~ J 8y
HEHE R EEHCDR) 1 - HCDR2 ~ F HCDR3 &%l ; B4y
Bk SEQ ID NO: 910 ~ F 11 AYIS## H # A EE&(LCDR) 1
LCDR2 ~ J; LCDR3 F%l -

ARMERS 1 2 8 HHE—IHATE FRIIH-CD38 Hifs -
Hop#Z$1-CD38 hifd& SEQ ID NO: 4 WEHFEA[EE(VH)
. SEQ ID NO: 5 FYsEH# e[ & & (VL) -

ARAERS 1 £ 9 PE—IHF 2 FHAR#IH-CD38 Hifd
H 13 pi-CD38 it EiEE a8 SEQ ID NO: 12 Z A fF
FIEH 95% ~ 96% ~ 97% ~ 98% ~ B¢ 99%[E —M: 2 lrE R
HIHIEE 8 K F & 81 SEQ ID NO: 13 2 BRERFYIEE 95% -
96% ~ 97% ~ 98% ~ B 99%[E— 1k B E e -5 | B ER 6 -
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11. AR OERA 1 2 10 R {E—TEFTH > FRAPT-CD38 Higs
H o Pi-CD38 HifigE& SEQ ID NO: 12 fyE# K SEQ ID
NO: 13 HYERHE

12. —FE}Hi-CD38 i » HElf & SEQ ID NO: 4 WEMT#E
(VH)} SEQ ID NO: 5 Wi# S E(VL)NHEHRFES
CD38 [ F Y a R 8 A SR A R B M 2 i i -

13. ARAERE] 12 fritz FHREH-CD38 Hifs - HPZwmEl
FIE B BRI RIE - RuGEER - /R EEERASRAE T
M -

14. FARWOERE] 13 Fraiz FARH-CD38 il - HTZEQL
AR & Velcade® (HHE A2k (bortezomib) ) «

IS AARMEREN 13 £ 14 FE—IHFTI 2 F#RAVHI-CD38 Hif8 -
L oh 3 K7 B [ % {4 2l B7 2 B2 (dexamethasone)

16. ARME B 12 £ 15 PE—IHFTIRZ FRAH-CD38 Hi8 -
Hrp#Z51-CD38 Hiis (il G RAIHEIKT -

17. FRMERE] 16 pratz FRrIHI-CD38 il » HHEZE 4
REEIAE E BSRIE R - IREkEiy - S EEEE

18.FRME S 16 £ 17 {E—IHFTM Z FREIHI-CD38 Hifs -
HZEOEIEE% Velcade® (HJI%E 2K (bortezomib) )
3, NINLARO® ( 4Bk B $i(ixazomib)) «

19. FARMERS 16 2 18 {E—THFTM Z F&RI$H1-CD38 Hifs
HrP % 57 B ] 2 {78 f7'E B2 (dexamethasone) -
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20. R AEHES 16 Z 19 H{E—IEATIMZ FIRAVHI-CD38 Hifd
H g% iR Al {4 Velcade® (% {2K (bortezomib) ) ~
NINLARO® ( 7% %k B $(ixazomib) ) ~ Kyprolis® (£ Ik
K(carfilzomib) ) ~ Farydak® ( M1 EL Sl ftf(panobinostat) ) ~ IR
BilEr - Alkeran® (#% (melphalan)) ~ Thalomid® (/bF]
[ B#(thalidomide) ) ~ Revlimid® ( g BF ¥ f(lenalidomide) )
Pomalyst® ( j§ & [E f(pomalidomide)) ~ # K H &

~ (dexamethasone) ~ E,THEZE a o

2L FARMEHG] 12 E 20 RE—TEFTR 2 FRAH-CD38 Hifs
H 3z $1-CD38 B4 E O RE MG - BMEIEE - RK
EHERREERT

22. FARMERH] 21 Fritz FERH-CD38 7% » HPZELH
BEIEI (% Velcade® (I {4 K (bortezomib)) o

23. R ANE R 21 £ 22 R E—TERrIlZ FHRAYPI-CD38 Hifs »
H P E OB WS Bl 4 NINLARO® ({7 % ¥k 5 #i
(ixazomib) ) -

24. IR A EREG] 21 & 23 PE—IERTI > FRIVHT-CD38 HigE
o 3; R 0 3 K B (dexamethasone)

25. AR AERE 21 £ 24 HE-IEFTIZ FHRAYHL-CD38 $ifs -
H o E O RS EIEIE A Velcade® (Hi% >k (bortezomib)) »
N H 8% 5z B F5 18| B (% 4k £7 7B B (dexamethasone)

73



1796746

26. FIRAIE S 21 2 25 P{E—IFFTILZ ARV PT-CD38 fife
HhZ%&EORH A % NINLARO® ( 7% Bk B bi
(ixazomib) ) » 3 H % 7 B #5 [E] 7 153k 57 ' B (dexamethasone) «

7. FRAIE RG] 16 2 26 FE—IFATIMLZ FHRAYHT-CD38 fife
HrhZ5i-CD38 Hifg % e ZIaEEIREER - K7 ~ o6
&Y e

28. R EN G 16 2 27 TE—IRFTILZ FIRAYHL-CD38 Hifd
H b3 5i-CD38 BB B GREIGER - (k¥ - OB
&F -

29. AN E LA 21 & 28 PE—IHRTILZ FBAYHI-CD38 %
H o EH-CD38 bl - EOEBIIHAE - BuEiEly - K&
BB ERRGRER « RF > ooBET

30. HRMENS] 12 2 29 H{E—THFTRZ FIREYH-CD38 ks
Hop AL o0 B THE ~ OB TUHER ~ LR 100 BT ~ 125800 - i
Btk .

3LARMERE 12 & 30 PE—ERTE L R PI-CD38 Hifg
HigZom B IE AR EME MRS EHSCT) -

2. HRMERG 12 £ 31 ME—IERTILZ HERRIFI-CD38 Hifg
Hrpgz HSCT EEEIEH ~ B ~ SKEERR -

33.AMMERS 12 & 32 f{E—IRFTIZ FRATHT-CD38 bifs -
H3% HSCT GfEMEFEEFH - MUK - SCEEKEy R4
B -
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34. FARMERRG 12 2 33 P{E—IFFTM 2 FHREY$H-CD38 Jifs -
P -CDIS FUBAE HSCT 2 A1 - 28I - 2B T -

35. BRG] 12 & 34 Hp{E—IFRTI 2 FRaY$Hi-CD38 $ifg
H P 2R B AF HSCT 2 il 48 SE ALy B/ s % -

36. /P MEFG 12 2 35 E—IEFTILZ FRAYHI-CD38 Hifl »
L o e R — 2 U R A

37T.HPMERG 12 2 36 H{E—THATM 2 FZ%aHi-CD38 Hifg
H % $1-CD38 Hif A 35 i BRIk S M 4 B 35 M (CD C) 2k
A% CD34 [5 M4 I ST ER A A -

38. R AE RG] 12 F 37 L —IEAT Y FHRHYHI-CD38 g%
H oz $i-CD38 HisefE hii B aE T Mg AR ES
(ADCC) ~ Hi BB AR FE M 41 i 5 % {F FI(ADCP) ~ HisB R EE M4
fEEWRER ~ e EEEREERCDO) - #dilRET ~ 5
CD38 FE M AY 35 6 AREF B CD38 [B MR 4HAE -

39. M ERA] 12 & 38 H{T- -TEATI Z F #RATHI-CD38 g
£ % 51-CD38 Hila 4 SEQ ID NO: 4 » B #(E
(VH)E. SEQ ID NO: 5 Z¥# A S E(VLIWHRRFES
CD38 o

40. M ETES] 12 & 39 HE—IFETITZ FHRHI-CD38 Hifs
Hp#Z1-CD38 fife 2/ V& & ZEAJE CD38 (SEQ ID NO: 1)
)  SKRNIQFSCKNIYR (SEQ ID NO: 2)& XK

EKVQTLEAWVIHGG (SEQ ID NO: 3)I& -
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41 FARMERE 12 £ 40 F{E—HFATILZ FREVET-CD38 Hifs -

HpZJi-CD38 jifgE =758 SEQ ID NO: 6 ~ 7~ & 8 Hy
E#OMAEE 1 (HCDRI1) » HCDR2 ~ } HCDR3 fZHEFEFF
5l » BLR syl KRy SEQ ID NO: 9 ~ 10 ~ F 11 HYEEHEH #HE

& 1 (LCDR1) » LCDR2 ~ }z LCDR3 FFEEE ] o

QAR 12 E 41 fE—FRTILZ FRITH-CD38 Hils -

Hoszbi-CD38 Hife B EE &8 SEQ ID NO: 4 Z A F7
HA 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ T 100%[E—: > frkk
EZFr5ey VH B & B SEQ ID NO: 5 7 R PR AE 95% -
96% ~ 97% ~ 98% ~ 99% - B 100%[E — M >~ FFr & i B 5 8y

VL -

A3. TG 12 2 42 f{E—IEFTIE 2 FRAY$T-CD38 Hifs -

H ez $i-CD38 Hifigd = SEQ ID NO: 4 1Y% VH K& SEQ ID

NO: 518Y3% VL

44.FRMERG 12 F 43 PE-IFRTLZ FRAYPI-CD38 Hifs -

Hep#ZPl-CD38 fifg it 28 SEQ ID NO: 12 Z g ERFF
FIEH 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ BY, 100%[E—M: 2 B
ERFYINERRE S SEQ ID NO: 13 X EERFIIAA
95% ~ 96% ~ 97% ~ 98% ~ 99% ~ B, 100%[E— ~ fr A I FF

FIHVESHE -
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45. R ERS] 12 & 44 FAE—IHFTILZ FHBRAYHI-CD38 Hi88 -
H % Pi-CD38 Hifs & SEQ ID NO: 12 WEHE K& SEQ ID
NO: 13 HYRR# -

46.FIMETG] 12 & 46 H{E—IHFTI 2 AR AYH1-CD38 Hiis -
$ o %% $-CD38 Hi M4 & F5% > HCDRI - HCDR2 -
HCDR3 ~ LCDR1 ~ LCDR2 ~ J; LCDR3 :

a. SEQIDNO: 14§ VH E. SEQ ID NO: 15 §J VL ;

b. SEQID NO: 16 #J VH & SEQ ID NO: 17 i VL ;

c. SEQIDNO: 18§y VH & SEQ ID NO: 19 #J VL ; =,

d. SEQ ID NO: 20 ffJ VH J SEQ ID NO: 21y VL » Hrh
3% HCDRI - HCDR2 - HCDR3 ~ LCDRI * LCDR2 ~ &
LCDR3 {4 Kabat + Chothia ~ 5, IMGT £ -

47. AROEH 46 Bl 2 FRAYHI-CD38 e » H e bi-

CD38 Hife &
¢. SEQID NO: 141§ VH J SEQ ID NO: 15§ VL ;
f. SEQIDNO: 16 #J VH % SEQ ID NO: 17 #J VL ;
g. SEQID NO: 18 VH & SEQ ID NO: 19 #J VL ; =,
h. SEQ ID NO: 20 fJ VH & SEQ ID NO: 21 # VL -

48. IR MNE FEF 12 F 47 RE—IEFTIZ FRAYH-CD38 Hifd
H i hi-CD38 Hikd A Abhia s A bR -

49. A ERG 12 & 48 RE—IFATILZ FHRAVET-CD38 Hiks »

HheZPi-CD38 Hike{h [gGl ~ IgG2 ~ 1gG3 ~ 2 1gG4 [EA -
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50. TR 12 2 49 P{E—IHRTIL 2 FREYDL-CD38 Hifs
H 5z 5i-CD38 Hifefh [gG1 {4 -

SLLARMERE 12 2 50 PE—THFlZ FRAYEI-CD38 Jifs -
H gz bi-CD38 e (ha&&FF RN T »

S2. R ERE] 12 E ST PE—THFT Al Z R AV F1-CD38 Hife »
HZ5i-CD38 Hiie AL EHERYE R TR T - B2
AL &% PU-CD38 Pife SR IRIRES -

53. AIRAEES] 42 Al 2 FIRHIH-CD38 e » HHEHIREE

fi§{% SEQ ID NO: 22 7 rHuPH20 -

B 1 - #RATA

[0240] WAREEBEEEAEEF Y IRB HAERKFZE(Tufts
Medical Center IRB #10680 » DARZALEX™ ( & #I H ¥
(daratumumab) ) 1& FA EITREEAARR < B RV E IR ED B B E T
HBE R HTRSE (Pre-Clinical Studies of DARZALEX™ (daratumumab) in
Stem-Cell Mobilization and Transplant for Patients with Clonal
Plasma cell Diseases)) {7 MIREAIEEI B R UTER MM K AL
B E) B IR R i R e FR AR A iS58 DARZALEX™ (2 B i
(daratumumab)) ¥884F CD34 I RNFE - HRAKEREE MM
B AL 2R BHREERER CD34 &EENH) R MBI - £
& 5402 hEEfE DARZALEX™ (ZH B fi(daratumumab)) Be[EEI#
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PR B N B N SR BR AT B AR S A B A /R P 3 fE B DARZALEX™ (3%
fir B4 (daratumumab) ) % CD34" A M ¥ M 5 BHARF 1S £y f 2 > $5 48 -
[0241] MEBREFNRAFHRKEE | ROABRER
(leukapheresis) B PIAT &4TE MY A BRIE 7 CD34 (BB MVEH & 17558
M ET S HE EHAE A ZE (Stem Cell Technologies » Vancouver »
CA; H§%E 04435) Y P ES G E L WAMHE - A Miltenyi
MiniMacs S5 1T CD34 352 « [T R 0.5x10%/m] fy CD34 S£4%
S IBATF FOMRE By 500 {E4EH/mI f CD34 LOEIBANR - FIR [E 2R
DARZALEX™ (3 8i}i(daratumumab)) ¥ BB EITHE & 4
— s E o W40 M FE/E & DARZALEX™ ( 3 I B 3
(daratumumab) ) SCEfHEHABAEIE A » TERMAE S - £ 37°C
T 4E 5% CO, 1 » FFEEH DARZALEX™ ( #H7 i (daratumumab))
S HE G AR A B S R Y O P B — N (R R AN - TR

14 KEHEEY% (CFU-GM -~ BFU-E - CFU-Mix) -

B4 2. CD38 fEMIA AL S4IH F55

| [0242] EMZ FACS 4 CDI3S B BMAINN S - B
E AL 2B 2 M R = /K248y CD38 mRNA (n =16 * GEO
GSE24128 ; Zhou = A > Clin Lymphoma Myeloma Leuk 12:49-58,
2012) (Il 1) * B4 - ERRE TS AL RAH CDI138 #EE5ATN
B RE Y ST RSN T SR EE LS5 CD3s

(PaivaZ A Blood 117:3613-6, 2011) -
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B3 - RERF AL 2R EZ NK dffathohseieny - 3 H 84
BIE(SCT) 3 BRFLHE CD38 RHAMMAY DARZALEX™ (Z#r
EHi(daratumumab) ) /4 ADCC

[0243] FEAER] 1 HHEANERESEAEREZ IRB fiLARE
JTE > FHEE SCT X2 =8t AL & EEEH NK 4H(CD3-
/CD56+/CD16+) » Ffh FEMA R L+ NK N ESERBERE

5 NK 4HB%E T8 DARZALEX™ (& B Hi(daratumumab)) 7851

JESEAIROMMS 4156 5 E R ADCC M SPIIERINEH: - MMLS
MHIR I KEN CD38 - KR DARA &M E - (/R
FlowCellect™ A 5 5 AA#x F 4 iEFFEE4H (Millipore » Billerica * MA
F%% FCIM025164) BT RBIEMMRTT - RS MERITRIE
(7 4 8785 L 4B M 58 (Cell Technology; Mountain View, CA) - E
FLAT B SR FE LR FL 5000 B MMIS 41 A 3B 16 - 1 40 e 2
DARZALEX™ ( 3§l 857 (daratumumab) ) SKEHFEHE ( AJE IgGlx -
Sigma-Aldrich » St Louis MO ) L 100 ng/ml 7 37°C 5% CO, iZ&FE H
B 15 S - A JSEEDL 101 GOREY ¢ B AR A S
AR NK GRRIOTLER » SRR R 5 R B A AR L 1T 1
St B ER AT NK GERATELE « 6 i i e S TR AR By
SR E SRR E IR BRI AR ADCC - SN 1 B R
(%ADCC) FLLF otz
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%ADCC = (£ A) - (¥R 1) - (¥7 2) X100

(B 3) - (HK 1)

B {EH DARZALEX™ (ZHEfi(daratumumab) ) ZEEA

B 1 AR (E R RER) 2

B2 iR R

B3 EHBESEEE N RARE

#HEFEFH DARZALEX™ (iE# #Eii(daratumumab)) Z%ADCC
R E EHE B H R Z%ADCC KEHHE DARZALEX™ (EfEH
(daratumumab) ) R RIERENE -

[0244] 4N 2 FFR > £ SCT 2% 3 BHY AL EHEMn = HZF
BT > NK & P E BRI =02 — BEYEL
ADCC HIEH » REEE AL Ky B = 6)8y NK 40 iy &4
DARZALEX™ ( 3#H ¥ $i(daratumumab)) 4HEEHE 32% (#HE > -3

2 73%) AT B B2 -

BEH 4 - BERE CD34+3E M 5ERRAAE H 3R 2™ CD38 RE > H
DARZALEX™ (58 i(daratumumab)) YW REE CD34+E1msk
FEAHREAR R -

[0245] (ERRENIAMADAEN - £ APC HLEEHIHIASH CD38
(HIT2 > Biolegend » San Diego CA)43# CD34 " 4Hffl Y CD38 %3] -

CD34 41 2 A BB RF4ERAYIME - MRS /KER CD38 (H 3) -
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[0246] BB 1 hpTil - EAREEFTEHNEEEZ IRB#4
ERPREA ST AT UK AR AE S B R W EERY MM . AL % B HE) B K
RRAH A R SEBRANAE - BT%T DARZALEX™ (1 B fi(daratumumab) )
HResh CD34 AL RIVIER - AKEEE MM K AL H9RERNR
REER CD34 LEEEBAVE) B IMKCIRMAE - M6 B A E ERNE F 57
fds Z2 fir B i (daratumumab) 5 [E] 2Y R U S S R BB M RRE AR B A &
(IEFITE R DARZALEX™ (&4 B di(daratumumab)) ¥ CD34" \HH
3 (M S FR A Y 2L s B R AR -

[0247) MRBHEFNSRAFEHKRESE 1| ROHEERE
(leukapheresis) By & R E YR EIEH CD34 {UEERNE) B IIRE
dpE TS B EHAMPE A ZE (Stem Cell Technologies » Vancouver »
CA; HERSE 04435) WHEBE R LRAMMAE - A Miltenyi
MiniMacs 5B 1T CD34 B2 - HREE R 0.5x10%ml #Y CD34 K4
EEIRAMA R R By 500 {E4THE/m] Ay CD34 KB4 - AR ENEERN
DARZALEX™ ( Z#I B fji(daratumumab) ) SCEIRGIRBETHE ; &£
— R ED > G BEEE&H DARZALEX™ (# #iI # i
(daratumumab) ) ¥ IBPIAHYRTEES » MAEHMBES » £ 37C
T > #£ 5% CO,tf » f£A% DARZALEX™ (ZHIEHi(daratumumab))
REBEAENE W NEIE R — /NG 2R BEMMNE - 15
14 KEH &% (CFU-GM ~ BFU-E ~ CFU-Mix) o

[0248) BfEHIEAEIRAELL > RIS HRRENREEEFEM
RACBEMEE AR DARZALEX™ (B fi(daratumumab) ) HEZE
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Hid (500 5 1000 ng/ml) AYEEY A RBLIEER CFU-GM (H
4A) F BFU-E (|E 4B) - {Fi&FE:F » £F 500 ng/ml 2 1000 ng/ml
{9 DARZALEX™ ( 2 $ 8§y (daratumumab) ) EEEHHNEET -
AR RN R BN B B AR ERMMEIE ml FEREERE (H
HeE) F 510" B4R REHE - CFU-GM K GFU-E 7/ #H1%
58 (E R EEPI B EIEMEERT CFU-GM B2tt - EREENE -
FEEH 1000 ng/m] [FZE BHBHAET - HRAHER » FEEZ
B %y CFU-GM -

[0249) JREE{E T DARZALEX™ ( 4 B $i(daratumumab) )
HEr iR RN B MR SRRV {E A - DARZALEX™ (ZfIE
¥i(daratumumab) ) K/ CFU-GM (Bl 5SA) =X BFU-E (& 5B) - &
R A B IR ECIF » DARZALEX™ (##] B fi(daratumumab) ) K
B B R E DUEBUKEESE T T CFU-GM ZFEK,

[0250] &F4% DARZALEX™ ( #% fif ¥ $(daratumumab)) 7%
ff CD34 CRZ 5 I S BB4MAE_E 558 CDC IVAE ST - % CD34 {lIffE
S E B - B 500 ng/ml DARZALEX™ ( 3 i Bi$ji(daratumumab) )
B¢ 500 ng/ml EERHEEHN 10%EEHBABMBETEE 1 /N - K%
B L E R T - FES 500 {H CD34 IR EBAIRAYER
WH: - DARZALEX™ (3 # B #i(daratumumab)) R& &/ CFU-GM
(HE 6A) = BFU-E (& 6B)  RHEHIBAELIER CD34 LHENT
BE4RFE B RSEE CDC » EEL4iin A CD38 £ - RN FHRE
£ DARZALEX™ (ZHr B fi(daratumumab)) RENEATEESN
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" BFU-E » DARZALEX™ ( i }f B bi(daratumumab)) 3 4 T T 5 9

BFU-E &= -

[0251) 7REEHSAMEEREEMEEI=A 500 ng/ml 5 1000 ng/ml
DARZALEX™ ( Z# B} (daratumumab) ) ~ EETUEIR « B IAGHY
R EL AR AE R oIl DARZALEX™ (&2 Bfi(daratumumab) ) $f57
fif CD34 LEFREMBMAMNIEN - £5F 14 X HiRE 500
CD34 K3 24HBEAY CFU-GM (B 7A) Zi& 500 {# CD34 K240
A BFU-E (I 7B) SHEEEERK o ETREN DARZALEX™ (]
B fji(daratumumab) ) A EEEEZEF IR > RY DARZALEX™
(EHI B Hi(daratumumab) ) FEZE ARG T CD34 HHEETRG
BFHEME - B 6A~ 6B~ Kk TA FHERFRKE | HEA MM KA
K 2 #8H AL 2R ENE MR RMAMRENVEER - B 7B P HYERE
ARE 2 ZBEE MM 2B R 1| LEF AL 2% BavE) B iR ScEE 4l
FEER - HRAHER > £ 500 ng/ml DARZALEX™ (ZHI B
(daratumumab)) fF4E T » BFU-E AUIEER & T HEEE LM BFU-E -

BHH 5 - FEHWE NK 41fIHY DARZALEX™ (ZH 85
(daratumumab)) #AME ADCC BRI FeyRITIA EEHEA -

[0252] ZKE%EMBAEREL DNA HRERRE ARSI T
HFIEL L PCR H943HT (Hatjiharissi % > Blood 110:2561-2564, 2007 ) -
BHEW TETERL T FoyRITA-158 ZpMH - EARE VIF X
V/V #J FcyRIIIA-158aa FE Al NI W B 2 ADCC M & F 1Y

84



1796746

DARZALEX™ ( Z#I B fji(daratumumab) ) FFEMHEE F/F ARG
THETTEEE -

[0253] £F* PCR BV ER - AW T F MY 10 EFEF -
6 B EEA VIFE V/V S - B BE 60%Ffir B gEtE (31
£ 98) 1 4 EREEF FIF EUERWEHER 17%H U 8E#E (02
32) (B 8; P <0.05 > Mann Whitney » #E ) -

[0254] ERKNERABPTITLURE Fe KBS P HULHE

DARZALEX™ ( B $i(daratumumab)) ADCC ¥4 fHREE M -

HH 6 - ANEFESE Y AL BB B METHER CyBorD 1§

bb > Bl DARZALEX™ (ZHfrEfi(daratumumab) ) SEIRBEGRE -

B 23K (bor tezomib) K 3 i B B (dexamethasone) (CyBorD) Z 4l
HIThR R 2 & M AR5 3 HHBA R -

[0255] fEH 2 AL BEHEERENHZF H P
DARZALEX™ ( # i 8 §i(daratumumab) ) 2 CyBorD ( EEEiHEH: -
B % 2 7K (bortezomib) Fz i K7 & 7 (dexamethasone) ) HY4H & 81 B 1
CyBorD #EAT5 3 1 ~ WIEFAH - PRBURERMI R ZLLE -

[0256] HAENZEAERR AL HEHEMENEEY) - A H
AERNERLT - RERSTHLS RSB MASHEY R AR
CyBorD Hy4H & AIEEK M M RS B Y AL B S e R R4 I85%

( Venner 2 A_» Blood 119:4387-4390, 2012 ; Mikhael % A - Blood
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119: 4391-4394, 2012 ; Jaggard ZF A > Hematologica 99: 1479-1485,

2014 ; Palladini 2 A > Blood 126:612-615, 2015) °

ERHH
[0257] EZEHIVGRFEE AL 5B FEEEN CyBorD AHEE
{5/} DARZALEX™ ( ## B {ji(daratumumab)) B2 CyBorD fy4H& A

a5 2 R JE -

REHH
o HEiNEH(all-cause)FE TR K ERE R (PD - BIEHEELH
FEFEIVIMKEE PD k23 E PD) 5Ffh PFS -

o V{LEESE MFEZ(OrRR) (Comenzo 2012) -

o i
O /B\Hyﬁ
o FFEE

o HFfliiin K R K ERORR) LM AL VGPR HEE (H
CR+VGPR) SJEHR -

o EYfLLEE - B - FFEHNSEERTR -

o SYRISEMSMIN CR F VGPR S fE R MESRM 1GR3
P e

o IPEEERIENEHERE R ETRRA -
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o F{HEL CyBorD 4 & % T IF ‘DARZALEX™ ( % fiL & $i
(daratumumab) ) V%2 K24 -

o :¥{fi DARZALEX™ ( #ZH B fji(daratumumab) ) ZEXEF)TIE -

o 5F{f DARZALEX™ (EfIHHi(daratumumab)) HYSRER M -

o CPh¥EFE SF-36 RS » EuroQol-5 4E(EQ-5D-5L) K
BN E L A R E S (EORTC) QLQ-C30 FEAHYH B ¥
ER(PRO)FVEERUSR -

KRB/
o FEEEESEREMSILSED T FANRIENEDIEEY -
o RERFNHIGEZ MBS VIR -
o EREBRDEMIERBIVR/NEEERINE

B
EX Ll

[0258) S TEARBE(SE £ MUK I -
RE4EE

[0259] REEDIUAEATE ¢

o ENERIETRAVEERIFIEHPFS) -
o FHHE - OR - FFBRNYESE K FEZR(OrRR) -
o EEFIE(OS)-

87



1796746

o BT ZOARERE(INT) -

o BEEEIEHER(TTP) -

o TUE AR -

o BMBERIE -

o [ VGPR Sy (Y -

o SEARMWRIE (K VGPR REERE) KEHISHE -

o SEe MBI (& VGPR REERE) -

. BERENRBE

o BEREHHESY

o {EEHEIE EORTC QLQ-C30 « 36 THASHHEEEHAISF-361 &
Wi 5 B 7 4B A P EQ-SD-SL]) 7 YA B A4
REPERER

FRRE
[0260] ZEZAR B a5 108 B8 B 8 e 50 4 M 2 A Y
8 BN R RS -

(6
[0261] RPN EEZRBRAIENEZS AL HEHEHENS SR
. Bl B 1y CyBorD #H tb » DARZALEX™ ( 2 il ¥ $i

(daratumumab) ) B2 CyBorD FU4H & 23552 4 WAL T JEESK <
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HEERkET

[0262] BLAEFHHED AL ERG EHENH ZHHR
DARZALEX™ ( iEhr B Hi(daratumumab)) B CyBorD AV4H & LB
CyBorD HYZ .0 ~ 5 3 Hi - WiEf4H - FRERMR 2B - KY
360 S WREM Y ZE M EEFE P IS #)#52 CyBorD & CyBorD #
DARZALEX™ ( Z i B fji(daratumumab) ) 74 & > ZEHRZEEL
BREBsE (55110 & Nlaff) K&k - GEBIR 48 - 7577 2 @A
FOEBR (8 ) > &BLL 16 mg/kg T DARZALEX™ (ZEHIH T
(daratumumab) ) - AARE 2 BETHFE 4 EEFEY (16 #H) K&
4 BRTERLFRES 6 EERER (24 B)» Bl CyBorD EAif
(R {E#¢4H ) - BE1&% 5 A DARZALEX™ (#ZH] Bifj(daratumumab))
EETHRETDE 6 HEN% - ®&EE 4 BT DARZALEX™ (Zf]
B i(daratumumab) ) - JREERER 2 £ - WREHEBEZRERR
300 mg/m”* po =X, IV ~ H& £ 3k (bortezomib)1.3 mg/m* SQ ~ K f7E
fiz(dexamethasone) 40 mg - FAHIthE 4 BEE - S ExT 6 HHEEN
HE -

[0263] FEBE#{L Z HI » £ H DARZALEX™ ( #Z fif B #ji
(daratumumab) ) fill . CyBorD J&HERY 6 (8% S T 2 MR ZE D
1 B - DIRETLAA ST RN Z S M - % 6 [EH RAVGEEEHRITSEN
HEEHREZE—BEEARBNNE SMEER DR 48 /NF - 2%
P B RN E R T ENERE OB AIE 6 B¥ R
z2/0 1 HEAZBRET - Z2ERBPEHREEET T&E THE

89



1796746

HIFVESTBIETA » AR DARZALEX™ (f Hiffi(daratumumab) )
+CyBorD JRAVEIBZ 2 VA - AT - IR G IEMBIN
Bpf -

Bjgultig
AEEHE
1. HWHRNWEREZE/DVFER 185
2. BB EMIE SR E IS RN SR E 22 AEN
Il SR 4T 2% 4H 4B O T Y SR €0 BE ST B AR 1 R B AR B (A
SRR TR RSN
3. FIHE YR AR AR Z I ERR I BT 20— 2K
R FEHEAEKSN - MEBEKRED>= 0.5 g/dL ~ 24 /)N
BEkE - RPZEEKEG>200 mg ~ MFHEREHE>= 5.0
mg/dL ~ EHRER «/A th ~ SATH R BRI K 2 e B g
{32 B (dFLC) > 5 mg/dL -
4. WEMEBENES AL B SME - jﬁﬂﬁ“cﬁﬁiﬁﬁé%ié
B E—WPIMG  EHREFEEERE  HIEESERLT
TEREME L 2 Rl > S5 T] LLE FH & (25K (bortezomib) ~ IREEER
Rz~ Fo/B0H 7 B B (dexamethasone) (BEXEFEEE) J6F &
BEA4E -

5. WREEMERFAE(ECOG)RIRIEPS)0 ~ 1~ 52
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25 1 I T L DAL 6 L TR B3 T AT B B B e

B - |

) BRI EEREEG1.0 x 10%L ;

i) M4TZE B K75 g/l (>5 mmolL) 5 (81 sk 45
Hb> 7.5 (T 55289 )

iii)  /MEEFE>50 x 10°/L 5 f/NME#BEE R B2

iv) W TR RS K28 (ALT) <IE% ER(ULN)AY 2.5 £

v) RFIXIEBREERBE(AST) <% EIR(ULN)AY 2.5 4%

vi) SHRB4TE/K#E<L.5 x ULN » (Gilbert FEREEERSL © HF#
fE4LZE<2 x ULN);

vii) HLEEEF/EBRZE>=20 mL/min ; FAEE » PLEEEERET
DAFEH 24 /NEFFRIBWFEHIE - BiEH &R T2
f&&t > 141 MDRD ~ CKD-epi ~ 5, Cockeroft Gault (3%
Has M4 3)

viii) TSH Rif T4 EEERERN - HEFE - WE A DIEEZ
HARBMBREARLBEZBTHN FARBRIIERTE
(hypothyroidism) |

Bl ATERGARZA 4 B - e ZHE - EHE

T HIR ~ DIRERIEAREZERFTE 4 B BiEEX

NEIE 7% - HNSHEERMENER > I5FARNREH

BN AR AR ¢ Bl &0 - EE - SHEEARERESE

FENBRERER  ENEHESRKFERNRGENRE ; HET
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10.

1.

% BRRRERGEB/IEERRNREE - BAREE

RGN EEE (RENTESR/EIRE) B

o IUD @22 GRE FHEER - QITLIER 2 e HAM AR
HEBITA)  BEAEEE (ERETIRNVEEERZER

WE—FE) EHRZIHERERZ® (HRE XL -

DARZALEX™ ( #Z il i pi(daratumumab)) HYi 12— KA £
%® 3 EH) REERK (EHESSNRERETEETA—
) -

L i 1T RE R BRET IR E URWH B o/E =
BEERERGAETEE - 610 - BRREHR/ B/ IR/
REHRERE - P R B AR R G/ R/ R Y
S (RENTESVERE) - FrA B AR 2SR RE
B & — BT 5T EEY) 1% 3 {8 A AIRFREIRIR -
FHEEIEEEROMAET 2 KM SRRRE IR -
F—REGER 10 £ 14 RN > B KIEGHERT 24 /NRFA
FEHRLHAZZANERBEEICY)  RUFMSMBEETN
HEY KBRS  LHEES IR - HRAHABERIL
AESIE ST A ICF g VAT R PR e R IEBIH K IRE -

HrERER A

B AL BB S E S BB BRI e Rla R - BloNE
EEBLZAMNEEEN (&% 4 #H) WHIE LK
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(bortezomib) + ¥ B Bi B + K/=X b ¥ & B (dexamethasone)
(ECERFARE R ) -

JLRIECE A2 CRAB #EAEE AV 2% 28 M & 580 -

BEREERR - R - R/SESMENTE -
HALMERRNZBAT -

a.

b.

C.

o

NT-ProBNP > 8500 ng/L -

G40 B B (NYHA) 488 TIIB &, 1V 50,3508 -

S — RASHERT 6 18 B PRI RS OG0 LA EE -
2 T 3 BB EAVEBUREBEREE > BIENSE
M (JEERA AN Mobitz TE AV JA) -

- (> 30 B) =M OBEEE L BRIV E AR S -

WEHRLEREER  BIEE SRR R
MR (>3 WEARE -

B 12 W ECG > BURKEATZE QT MISH(QTCF) >
470 B -
BEEBEYER (FIAKS B (midodrine) - & T
FA) > U5 FHERR * (MEAIKHIE< 90 mm H - S0
i LB~ SR 116 U SRR > 20 mm Hig -
F LS A BB - MUGA f848 - 0Bk MRT 300
TS A7 0 720 B 5 BU(LVEF)<40% - Gt
BERL -
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1597 SRR ATHI A R > BRSBTS TR I Y B

FETLLHERE » S¥ELE T S A B RN (B8 0 2 0 S b

B -

e SOE R AL DUSNGTEMRERT » DU BB -

a.  EMERLKLAYE HEOETEER o I S ERRE A
S H BRSBTS F -

b, JEEGEEMEEHRBEENCAS AR > MR
i -

. EfoE (FOTETE - LIE) &R 6K TRE
 mrEE

4 B A B 1R M B M BB (COPD) » b 1 B3R

LR EFEV]) <FEMIEEMEN 50% - B BRNEEER

COPD #y#% BB HERT FEVHIR » 35 FEVI <FfIE % fEA

50% > RIDEHERRE & -

BBEEE 2 ENEAEATENEESEEAN (R

5) s RERMBALESEZ R SEANER - OX8 > B8

o T B M S S B M OB B £ 0 2 I

%) -

B AR E HIV) I EEE B « B

B4 B R R RETERE - KEMEA C TSR -

3 REVEES | SRR R R

10. B A oK (bortezomib) ~ B ~ SiH BEMEERHY G IE
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11.

12.

13.

14.

15.

16.

17.

I 5 BB A T GF BB R RHE SRR (B4 - BB R BB
) R RERTETEFREFREE » REFEER
B HEFET R S B SRR -

FF AT 209 4 8 ok S R M (AT TR) SR B 40
HEOAERERIE  SARESE - RERPRBE
BEEIE - XATZ (SRPEEFH) RELE R A
T A B ELA SRR |
CAIR MR H S RERTHETE (Fla - HANE - 59
RIE - ROEE) - ERAE BN R EAGENS
BRSNS SR R RAR (B4 BEMFNRE) %
LATRELHRE - RG] - SURE BRI 2R -

R B S AR ARG —EHKEYER 6 EA
P SR - MBI L -

WS | EHE | R2AT 4 BARSHRGEY (SEH
B ) REHAEAEHEEEREE (RTRRMRE
BRI  HOREEESE | EEIE | R ATH 2 ENARA -
PRI 3 ST ) -

WHRIEE 1 BE | XA 2 BRETBATN - EH
FEE 2 U FITpIRIE - SUEE B 5 T £ PR TR JE A9 % T
RESAE B —RIE TR Y 2 1509 2 EPYEHEIELT T4 -
RE ERWRE T RTINS
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Sy A

[0264] Z&MEFEHFRBES  BEREWHER - BECG - L
BHE - BRRERE - & ECOG RIGRBAKRNE - Witk 4
HYE BEPRAE R S LGS0 R 7E eCRF HUAR BBy « FEWFRES /IR
AR HS R ETENEMERR DEZNEE R EmREE - S35
A EFERRK LR ERVERIR L -

Th
R A

[0265] ¥Rimerfhiiits 28 RIEsTERHMEH (3 X) #EIT - HA
REREARAmMEEE - ARRERERETRRFNE - MAES
ETTENEMATEE -

[0266] wEiREFEFEHFRERE (BREHSAERE) RERER
BASTEIRET  HEEWER - AR EA TEHE T AL Bk
MBHEARKEEREN—FESH (Comenzo F A > Leukema
26:2317-2325, 2012) < N FERHEET (S - EBREXES M &H -
KA R 24 /NSREFEEEENE  HREFERPRERER
HEER - EABMEME IFE REZE DARZALEX™ (EA B
(daratumumab)) IFE T - W2 58 & R BN A HA R R IE LN 5
w7 Ry CR o

B R — S B — B
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MR 2 e I HE R AR
MIERER] |
5EE e RS g K B EE R IERE ~ BRMEE ~ REREEEE
IREFEYERSY |[dFLC AYfE{K<40 mg/L
5y dFLC BYFE(R A 50%

SENE |V PR

RE CR» £ E{EHAEINERELSSNEE FERHE#E (BE—F
EEE)

i FKE PR MEMEEEN 50%ZE> 0.5 g/dl ~ RE M EH W
50%%> 200 mg/K (LAHRFER RIEE) ‘

T EEESHEIT I 50%ZE>100 mg/L

4% - CR» SEENJE ; dFLC » iFLC R F FLC ZHWZESR | FLC » JFREE
¥ PR > B K&

BB 7 - 5Fft DARZALEX™ (EHrEHi(daratumumab)) fERAR
25M AL BRI EN SN E— BRI R Z 2 AR 2
HARAHSE

[0267) #4747 DARZALEX™ ( 3§y 8 §i(daratumumab))
VE%%E§—~7KQHT‘§EBUE3%&sz/nﬁ§éﬁEgiiééé%Et AL R S MEERY Y
SRR R INRBON PLEEAL Y5 2 BB R SR 5T -

[0268] K& 40 LU REEM T EWEEET - —(EFERER
DARZALEX™ (il Efi(daratumumab) ) » 5—{EEF4H 2 7RI -

[0269] {EFIHERAETIE CR 5 VGPR BB K ERBE
Bt AL EHEMEMWEN 18 R EZHFRE - R 2 Fi(Mayo
Clinic) M0l T BAFD 11 HANE B EIEER - i 11 PR B EGEEA NT-

proBNP < 5000 ng/l (2 BNP <1000 ng/l) 3 -

SBERETE
ZRMEGETE
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TEL:

DARZALEX™ (3% $] B (daratumumab)) BL 16 mg/kg &3 IV x 8
EREEEE - FE—E> 8 HBIR4EE - NERET 4 BLEHT 6 [HEE -
6 [HFEHAR - R LT 4 B RREEFH DARZALEX™ (8
Pi(daratumumab) ) » HEERESEEGIZEEL L -

Hmlﬂl
+

FE2:
RN B BT (daratumumab)4E 48X (E 28 RIEHE - #EH IV BT 16
mg/kg o
HNE—EE - &E 5% 1815 K 22 R¥&TF DARZALEX™
( Z B i(daratumumab) )
WRE 2 RE 3B - BR—B IE$E 1 REKE 15 RET
DARZALEX™ ( i#HI B i (daratumumab) )
W 4 BHESE 6 B & 4 # > BIES 1 KT DARZALEX™
(ZH B Hi(daratumumab) )

[0270) EZEHAY - REHHY - BRI AEEE - RHBHREE
BLE B 6t FTat L -
[Fr5arEA]

i

[4&YIbhelEE]
B EFEN [RiRE R - 0 - SbIEFpaEC]

S
BITiN
FARNY

98



1796746

BISMEr RN (RIRE R ~ #EE - B - 9isIRF=E]

vy
T
PARRY

[FFIR] FREEBTHR)
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<110>
<120>

<130>

<140>
<141>

<150>
<151>

<150>
<151>
<160>
<170>
<210>
211>
<212>
213>

<400>

Met Ala Asn Cys

1
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22
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1

300

PRT

%22 A (Homo sapiens)

1

glu Phe Ser Pro Val Sgr Gly Asp Lys Pro Cgs Cys
1 1

Arg Leu Ser Arg Arg Ala Gln Leu Cys Leu Gly Val Ser Ile Leu Val

Leu Ile Leu Val

20

35

25 30

Val Val Leu Ala Val Val Val Pro Agg Trp Arg Gln
40 4

Gln Trp Ser Gly Pro Gly Thr Thr Lys Arg Phe Pro Glu Thr Val Leu
50

Ala Arg Cys Val
65

Asp Cys Gln Ser
His Pro Cys Asn

Gly Thr Gln Thr

55

100

115

60

Lys Tyr Thr Glu Ile His Pro Glu Met Arg His Val
70 75 80

Val Trp Asp Ala Phe Lys Gly Ala Phe Ile Ser Lys
85 90 95

Ile Thr Glu Glu Asp Tyr Gln Pro Leu Met Lys Leu

105 110

Val Pro Cys Asn Lys Ile Leu Leu Trp Ser Arg Ile

120 125
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Lys Asp Leu Ala His Gln Phe Thr Gln Val Gln Arg Asp Met Phe Thr
130 135 140

Leu Glu Asp Thr Leu Leu Gly Tyr Leu Ala Asp Asp Leu Thr Trp Cys
145 150 155 160

Gly Glu Phe Asn Thr Ser Lys Ile Asn Tyr Gln Ser Cys Pro Asp Trp
165 170 175

Arg Lys Asp Cys Ser Asn Asn Pro Val Ser Val Phe Trp Lys Thr Val
180 185 190

Ser Arg Arg Phe Ala Glu Ala Ala Cys Asp Val Val His Val Met Leu
195 200 205

Asn Gly Ser Arg Ser Lys Ile Phe Asp Lys Asn Ser Thr Phe Gly Ser
210 215 220

Val Glu Val His Asn Leu Gln Pro Glu Lys Val Gln Thr Leu Glu Ala
225 230 235 240

Trp Val Ile His Gly Gly Arg Glu Asp Ser Arg Asp Leu Cys Gln Asp
245 250 255

Pro Thr Ile Lys Glu Leu Glu Ser Ile Ile Ser Lys Arg Asn Ile Gln
260 265 270

Phe Ser Cys Lys Asn Ile Tyr Arg Pro Asp Lys Phe Leu Gln Cys Val
275 280 285

Lys Asn Pro Glu Asp Ser Ser Cys Thr Ser Glu Ile
290 295 300

210> 2

211> 14

<212> PRT

<213> % A(Homo sapiens)

<400> 2
?er Lys Arg Asn §le Gln Phe Ser Cys %%s Asn Ile Tyr Arg

210> 3

211> 14

<212> PRT

<213> % A(Homo sapiens)

<400> 3

=2 H
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L]

Glu Lys Val Gln Thr Leu Glu Ala Trp Val Ile His Gly Gly
1 5 10

<210> 4

211> 122
<212> PRT
Q213> A3

<220>
<223> iEEVH

<400> 4
?lu Val Gln Leu %eu Glu Ser Gly Gly ?éy Leu Val Gln Pro G%y Gly
1

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe Asn Ser Phe
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Tle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Ala Lys Asp Lys Ile Leu Trp Phe Gly Glu Pro Val Phe Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 5

211> 107
<212> PRT
Q213> AR5

<220>
<223> PIEEVL

<400> 5
Glu Ile Val Leu Ehr Gln Ser Pro Ala Tgr Leu Ser Leu Ser Pgo Gly
1 1 1

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

£3H
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Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Pro
85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 6

211> 5

<212> PRT
Q213> ATR%

<220>
<223> $iEEHCDRL

<400> 6
?er Phe Ala Met ger

210> 7

211> 17
<212> PRT
Q213> AIFF

<220>
<223> PAEHCDR2

<400> 7
?Ia Ile Ser Gly ger Gly Gly Gly Thr Tyr Tyr Ala Asp Ser Val Lys
10 15

Gly

<210> 8

211> 13
<212> PRT
Q213> ALFF5

<220>
<223> mAb HCDR3

%4 H
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<400> 8

?sp Lys Ile Leu grp Phe Gly Glu Pro Ygl Phe Asp Tyr

<210> 9

L1l 11

212> PRT
213> AIFF5I

<220>
<223> FEELCDRI

<4OQ> 9
?rg Ala Ser Gln ger Val Ser Ser Tyr %Su Ala

<210> 10
L1l> 7

12> PRT
13> A5

<220>
<223> PiASLCDR2

<400> 10
Asp Ala Ser Asn grg Ala Thr
1

210> 11

211> 10
<212> PRT
Q13> AILF5

<220>
<223> HLEELCDR3

<400> 11

Gln Gln Arg Ser ésn Trp Pro Pro Thr ?86
1

<210> 12
Lll> 452
<212> PRT
Q13> A%

<220>
<223> PiHEHC

<400> 12

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15



1796746

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe Asn Ser Phe
20 25 30

Ala Met Ser Trp Val Arg Gln ﬁla Pro Gly Lys Gly Leu Glu Trp Val
0 45

35

Ser Ala Ile Ser Gly Ser ggy Gly Gly Thr Tyr Tyr Ala Asp Ser Val
60

50

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn ggr Leu Arg Ala Glu gsp Thr Ala Val Tyr Phe Cys
95

Ala Lys Asp Lys
100

Gly Gln Gly Thr
115

Ser Val Phe Pro
130

Ala Ala Leu Gly
145

Val Ser Trp Asn

Ala Val Leu Gln
180

Val Pro Ser Ser
195

His Lys Pro Ser
210

Cys Asp Lys Thr
225

Gly Gly Pro Ser

Met Ile Ser Arg
260

Ser Leu Gly Thr Gln Thr Tyr Ile
200

His Thr Cys Pro Pro Cys Pﬁg Ala Pro Glu Leu Leu

Ile Leu Trp Phe Gly Glu Pro Val Phe Asp Tyr Trp
110
Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
20 125
1o Ser Ser Lys Ser Thr Ser Gly Gly Thr
5 140

Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
150 1

160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
70

175

Ser Ser Gly Leu ng Ser Leu Ser Ser Val Val Thr
1

190

Cys Asn Val Asn
205

Asn Thr Lys Val Asp Lys Arg Vaé Glu Pro Lys Ser
22

240

Val Phe Leu Phe Pro Pgo Lys Pro Lys Asp Thr Leu
250

255

Thr Pro Glu Val Thr Cys Val Val Val ésg Val Ser
7
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His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
275 280 285

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
290 295 300

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
305 310 315 320

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
325 330 335

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
340 345 350

Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val
355 360 365

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
370 375 380

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
385 390 395 400

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
405 410 415

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
420 425 430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
435 440 445

Ser Pro Gly Lys
450

210> 13
211> 214
<212> PRT
213> AL

<220>
223> PIELC

<400> 13

Glu Ile Val Leu Ehr Gln Ser Pro Ala Tgr Leu Ser Leu Ser Pro Gly
1 1 15

FTH
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Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30
Leu Ala ggp Tyr Gln Gln Lys 560 Gly Gln Ala Pro Arg Leu Leu Ile
45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Pro
85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

Q210> 14
211> 122
<212> PRT
Q213> ATIFFFI

<220>
<223> mAb 003 VH

%8 H
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v

<400> 14
?ln Val Gln Leu gal Gln Ser Gly Ala Géu Val Lys Lys Pro Ggy Ser
1 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Tyr
20 25 30

Ala Phe Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Arg Val Ile Pro Phe Leu Gly Ile Ala Asn Ser Ala Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 30

Met Asp Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Asp Ile Ala Ala Leu Gly Pro Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser Ala Ser
115 120

10> 15
Q11> 107
<212> PRT
213> AT

<220>
<223> mAb 003 VL

<400> 15
Asp Ile Gln Met ghr Gln Ser Pro Ser Sgr Leu Ser Ala Ser Ygl Gly
1 |

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 30

FI9H
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Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Arg
85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

210> 16

211> 122
<212> PRT
213> AL

<220>
<223> mAb 024 Vh

<400> 16
?lu Val Gln Leu gal Gln Ser Gly Ala ?éu Val Lys Lys Pro G;y Glu
1

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30

Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Ile Ile Tyr Pro His Asp Ser Asp Ala Arg Tyr Ser Pro Ser Phe
50 55 60

Gln Gly Gln Val Thr Phe Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg His Val Gly Trp Gly Ser Arg Tyr Trp Tyr Phe Asp Leu Trp
100 105 110

Gly Arg Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 17

211> 107
<212> PRT
213> ANLFF

<220>
<223> mAb 024 VL

<400> 17

g 10
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A\ ]

Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pgo Gly
1 5 10 1

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Gly Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Ser Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 18
211> 120
<212> PRT
213> ATIF5Y

<220>
<223> MOR202ZVH

<400> 18
Gln Val GIn Leu gal Glu Ser Gly Gly ?éy Leu Val GIn Pro Gly Gly
1 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Tyr Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Ser Gly Asp Pro Ser Asn Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 ’ 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

£ 11 H



1796746

Ala Arg Asp Leu Pro Leu Val Tyr Thr Gly Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 19

211> 109
<212> PRT
213> AL

<220>
<223> MOR202VL

<400> 19
Asp Ile Glu Leu Ehr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gln
1 10 15

Thr Ala Arg Ile Ser Cys Ser Gly Asp Asn Leu Arg His Tyr Tyr Val
20 25 30

Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45

Gly Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Glu

65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Thr Tyr Thr Gly Gly Ala Ser Leu
85 90 95

Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln
100 105

<210> 20

211> 120
<212> PRT
Q213> AL

<220>
<223> FHOZEBES(Isatuximab)VH

<400> 20

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Ala Lys Pro Gly Thr

1 5 10 15

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

BI2H
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Trp Met Gln Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly ghr Ile Tyr Pro Gly é;p Gly Asp Thr Gly gyr Ala Gln Lys Phe
0 0

Gln Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Lys Thr Val Tyr
65 70 75 80

Met His Leu Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Asp Tyr Tyr Gly Ser Asn Ser Leu Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 21

211> 107
<212> PRT
213> ATFH

<220>
<223> RO EEEI(Isatuximab)VL

<400> 21
Asp Ile Val Met ghr Gln Ser His Leu Ser Met Ser Thr Ser Lgu Gly
1 10 1

Asp Pro Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Thr Val
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Arg Arg Leu Ile
35 40 45

Tyr Ser Ala Ser Tyr Arg Tyr Ile Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ala Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Val Gln Ala
65 70 75 80

Glu Asp Leu Ala Val Tyr Tyr Cys Gln Gln His Tyr Ser Pro Pro Tyr
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

F13H
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210> 22

<211> 509

<212> PRT

<213> %5 A (Homo sapiens)
<400> 22

Met Gly Val Leu %ys Phe Lys His Ile Phe Phe Arg Ser Phe Vgl Lys
1 10 1

Ser Ser Gly Val Ser Gln Ile Val Phe Thr Phe Leu Leu Ile Pro Cys
20 25 30

Cys Leu Thr Leu Asn Phe Arg Ala Pro Pro Val Ile Pro Asn Val Pro
35 40 45

Phe %Su Trp Ala Trp Asn éga Pro Ser Glu Phe ggs Leu Gly Lys Phe

Asp Glu Pro Leu Asp Met Ser Leu Phe Ser Phe Ile Gly Ser Pro Arg
65 70 75 80

Ile Asn Ala Thr Gly Gln Gly Val Thr Ile Phe Tyr Val Asp Arg Leu
85 90 95

Gly Tyr Tyr Pro Tyr Ile Asp Ser Ile Thr Gly Val Thr Val Asn Gly
100 105 110

Gly Ile Pro Gin Lys Ile Ser Leu Gln Asp His Leu Asp Lys Ala Lys
115 120 125

Lys Asp Ile Thr Phe Tyr Met Pro Val Asp Asn Leu Gly Met Ala Val
130 135 140

Ile Asp Trp Glu Glu Trp Arg Pro Thr Trp Ala Arg Asn Trp Lys Pro
145 150 155 160

Lys Asp Val Tyr Lys Asn Arg Ser Ile Glu Leu Val Gln Gln Gln Asn
165 170 175

Val Gln Leu Ser Leu Thr Glu Ala Thr Glu Lys Ala Lys Gln Glu Phe
180 185 190

Glu Lys Ala Gly Lys Asp Phe Leu Val Glu Thr Ile Lys Leu Gly Lys
195 200 205

Leu Leu Arg Pro Asn His Leu Trp Gly Tyr Tyr Leu Phe Pro Asp Cys
5,14 H
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a

210 215 220

Tyr Asn His His Tyr Lys Lys Pro Gly Tyr Asn Gly Ser Cys Phe Asn
225 230 235 240

Val Glu Ile Lys Arg Asn Asp Asp Leu Ser Trp Leu Trp Asn Glu Ser
245 250 255

Thr Ala Leu Tyr Pro Ser Ile Tyr Leu Asn Thr Gln Gln Ser Pro Val
260 265 270

Ala Ala Thr Leu Tyr Val Arg Asn Arg Val Arg Glu Ala Ile Arg Val
275 280 285

Ser Lys Ile Pro Asp Ala Lys Ser Pro Leu Pro Val Phe Ala Tyr Thr
290 295 300

Arg Ile Val Phe Thr Asp Gln Val Leu Lys Phe Leu Ser Gln Asp Glu
305 310 315 320

Leu Val Tyr Thr Phe Gly Glu Thr Val Ala Leu Gly Ala Ser Gly Ile
325 335

Val Ile Trp Gly Thr Leu Ser Ile Met Arg Ser Met Lys Ser Cys Leu
340 345 350

Leu Leu Asp Asn Tyr Met Glu Thr Ile Leu Asn Pro Tyr Ile Ile Asn
355 360 365

Val Thr Leu Ala Ala Lys Met Cys Ser Gln Val Leu Cys Gln Glu Gln
370 375 380

Gly Val Cys Ile Arg Lys Asn Trp Asn Ser Ser Asp Tyr Leu His Leu
385 390 395 400

Asn Pro Asp Asn Phe Ala Ile Gln Leu Glu Lys Gly Gly Lys Phe Thr
405 - 410 415

Val Arg Gly Lys Pro Thr Leu Glu Asp Leu Glu Gln Phe Ser Glu Lys
420 425 430

Phe Tyr Cys Ser Cys Tyr Ser Thr Leu Ser Cys Lys Glu Lys Ala Asp
435 440 445

Val Lys Asp Thr Asp Ala Val Asp Val Cys Ile Ala Asp Gly Val Cys
450 455 460

BISH
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Ile Asp Ala Phe Leu Lys Pro Pro Met Glu Thr Glu Glu Pro Gln Ile
465 470 475 480

Phe Tyr Asn Ala Ser Pro Ser Thr Leu Ser Ala Thr Met Phe Ile Val
485 490 495

Ser Ile Leu Phe Leu Ile Ile Ser Ser Val Ala Ser Leu
500 505

B 16 E
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B HEEZEEE 110128156 5%
ROC Patent Appin. No. 110128156
{E1E{% S|4 7 A B FIE B TP A - FiHR(—)
Amended Claims in Chinese — Encl. (I}
(REI 111 12 H 16 HiEE)
{Submitted on December 16, 2022}

HH 55 B F #i &
1 —FEL-CD38 HS B0 o AT A S MR B R S
(AL)Z#5 BV FE9) 2 ik + B3 51-CD38 Fil bl 57l SEQ

ID NO: 67 Kk 8 WNE# G M/ AEE 1 (HCDRI1) - HCDR2 K

HCDR3 R EEE 51 » LLR o3RI Ry SEQ ID NO: 9 ~ 10 Jz 11 HyES##
HifAEE 1 (LCDRI1) » LCDR2 K LCDR3 MAEzFFY] > HIHH18%
1-CD38 fifS (5 B 35 Bk i B ~ B %5 /oK (bortezomib) J% 71 Kz & B
(dexamethasone) (CyBorD)4H &+ ¥ » H A5z 5i-CD38 Hife A4 iHc
P& THET 2 BRI+ -

2MFEKRIE 1 prai 2 AR - HFz$i-CD38 il £ V&2 A
CD38 (SEQ ID NO: 1)-2 SKRNIQFSCKNIYR (SEQ ID NO: 2)i& &
EKVQTLEAWVIHGG (SEQ ID NO: 3)[& -

3.WIEEORIE | Fill s R - HoipaZ#i-CD38 fifs (R Bt 1gGl [ 4L » H

& SEQ ID NO: 4 ZE# a[ & (VH) 51 & SEQ ID NO: 5 Z i
A& (VL)F5 -

4 WEESKIA 1 Pl Fig - Hdazin-CD38 fiks s &8l SEQ ID
NO : 12 2 BEREETIER 95% ~ 96% ~ 97% ~ 98% ~ 99%EL 100%
(5] — M B Bk P 51 AV EE 98 Fe f0, & B2 SEQ ID NO ¢ 13 R B FF 71|
BHAH 95% ~ 96% ~ 97% ~ 98% ~ 99%5Y, 100%[E]— M= BB s FE 51 Y

Mg o

110128156 FEHESE A0202 1113322344-0
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1114125 16 HETE
5.9EEKIE 1 Friti AR - HRez4i-CD38 s & & SEQ ID NO: 12

Z B K SEQ ID NO: 13 7 #g# -
6. WIFEKIA 1 Friat 2 Hi& - Hhazhi-CD38 Hife kB E AL B i
(daratumumab)
7. WFHRKE 1 £ 6 FAE—IHMTM L FHE - Hoazhi-CD38 fife
CyBorD R [FIFf & T -
8. WIFBEKIH 1 £ 6 F{E—IHPTAM 2 H ik - Hfaz$i-CD38 hife Bl
CyBorD R {kFFi% T
9. WFHKMH 1 £ 6 FAE—IHAPTIM L H & » HAzhi-CD38 Hifa
CyBorD {4775 T -
10 4055°KIH 1 2 6 PE—IHPT 2 R - A il ook (bortezomib)
IRBR B S B A E B R [E R T -
1LANEERTE 1 2 6 F{E—THATI 2 %k - H A oK (bortezomib)
IRBE BN B R E BRI T -
12 4035°5KME 1 2 6 P E—IEpr s A& » H A& fook(bortezomib)
IRBE B I B A E B R BT -
13 403 KIH 1 £ 6 E—IEATIM . iR - H o akm B IR ERe 2 & i

A
Nk

i

=

AR AE(HSCT) -

14, Q055 °KIE 13 Aril 2 Fiig - Hoopaz HSCT &I EBHY -

15, Q055 5KIE 13 Aral 2 Fii& - HoofeZz HSCT {4 5 A Y 2k E A NHY -

16 4055 °KH 13 Frat 2 iz - Hf#z HSCT e EFE & - K
SR /KHY MR ERAH AT -

s

110128156 FEHESE A0202 1113322344-0
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1114128 16 HEIE
17. 4055 °KIA 16 Al s R - ez Pi-CD38 fHife s/t HSCT X Fijf&

%o

18 ANEF°KIH 16 Fral 2 HiR » H iz i-CD38 Hifg sl HSCT ZH1H
HLBI&ET -

19 ANEF°KIH 16 Frilt z A%k > Hopazm B L HSCT ZarE & s5epli (b
Ko/ B A

20, A0EFOKIA 1 £ 6 PHE—IHAFTAL Z F 3R - H e Bt — 25 F U
EIBHR o

21 W0EF5KIE 1 2 6 PE—THATILZ ik > HopaZPi-CD38 Jige &
fi BS (CHE ME AR 22 1 (CD O 2R i i CD34 [ 35 S Be ARG -

22 W0EFKIA 1 2 6 PE—IEATIL L ik - HAaZbi-CD38 Jufg#E it
RS (R ML A 287 AV Al B 25 P (ADCC) ~ FUAS (R M Al i o i 1 A
(ADCP) ~ i g {iCHE 1 Al A 25 11 (CDC) ~ 4HAEA T - Z(EHET CD38
g i PR AR Ea W, CD38 [ MEAZAIAE -

23 WIEEKIA 1 £ 6 PHE—IHAMTALZ H iR - H ez B sl i B & w4 it
-CD38 fufe K36 PR Bl -

24 WNEE°KIH 23 At 2 AER - Hop ez PRIENE (% rHuPH20 SEH3 PRI

i -

110128156 FEHESE A0202 1113322344-0
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v

FHEFRIF(LnQLE)

iz
hul8

CD38 CD32B IL6R gp130 CD16

*SFTE BB AL - BHCDISTIS P << 0.01 »
AREHE (FEHE-SD) » (N=16)

& 1
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CD38-APC
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