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3. BEAXIETHER
214 HDOT IV WEFRIEN G725 L#H (v 8H) 201 & 450 D7 I VBRI G5 HEH (v 1
B 2 F D bES R IE

4. FRXRUDFE
7 F 3 ¢ CoeaesH10066N 173202005810 (¥ > /N7 EHERGy, AAREH)
H 84 ; Ca226H3438N5840695515
L # ; Ci044H1633N283034556
4y 1 £9150,000



I. 2#ICE9 51EH
5. {b%& (HaE) sTHE

T LAY AT, Bz v MeE ) 7 a—FAHETHY . Ty Mk  CD52 Hifkd

FRAFMEEER, W e b IgGl DT L— AU =T B ONEFEN G725, T LAY A< 7L, F

YA == ANLAX =PRI LV EA SN D, T VAV X=T7E, 214 o7 I 7 BN
575 LEH (k#H) 201 L 450 HDOT X Vb2 HEH (y18H) 20D bkEH
VRV (GrfE £ 150,000) ThH D,

6. [BFA4. 4. BS. B85%&5
Campath, Campath-1H, CA 1H-01



Im. A7 I1CE9 5EE

1. MEFHEE
(1) MR - 4K
WA~ A OB U DT LA E 2T 5

(2) &Rt
BN

) Wit
RN

4) Bm (DR . BR. BER
BN

(5) ERIEEMEREEH
BN

(6) 7 ECiREK
BN

(7) Do FEZRIEE
BN

2. AT DBRREEHTICETHAREN
V. 6. AFDEBEHTICEITEAREM] OESHE,

3. BAMES OHERHBRIE. EE
R IR
SHEABRIKE, ~TF P~ o7 Whra~v hr57 40— SDSEY T2 VAT I RYLE
SHKBIC & 0 Rt 5.
T Rk
58 PIREE ST IO EE MR RIS V0 R B,



V. RHEICET SHEE

1. FifE
(1) FRORZ

A AR LT 2 S

(2) HHEDHNEEKR VMR

T J Xy /R miEERE 30mg

W74 ~ 7% ¥ LA S ETE30mg
A EFF AEEFIR U CHW D IS
D% 134 7 (1mL) D5y &
BRIy TLVAYRX~T (BisnrHHaz) 30mg
PEAR O~ PE A OB IO T NCLAAE 2T 51K

3) #Aa—F
M LN

4) HEHDOME
pH : 7.0~74

BT (B JRAH RIS 5 )

(5) Zofth
R4 L

2. HEDOHEK

(1) Bms CEMERD) DEERVHRMH

:0.9~1.1

BMES (EHERD) OEERVFMHA

mires | ~ 7 % LS R A EHESOmE
s 131 7 (1mL) 05y &

BRIRRS | T LAY R~T GBS z) P 30mg

7 Mg MU T LK) 0.0187mg

w|ALA Y 7 L 0.2mg
A UV@:*%ﬁU?A B 0.2mg

U UWAKFE T MY v AR 1.44mg

AU Y — 180 0.1lmg

FERAbA. pH AR

E) AFNTER PRI BN L F v f == AL 27—l 2 v CTibEsn g,
NAL =R NN T J T —F 2 TR VoS IR U g Ry (IR VRS M O 7 v 7
V) LTS,




V. RHEICET SHEE

(2) BRESORE
BB L

Q) BRE

EERR L

3. RTBEBROHERKRVEE
BN

4. N
BN

5. BAT DAIHENED & 5 K4t

6. HHEIDSFEFHTIZEITS

RE M

HHEDBZEEZUTICEITERENMN

EPERER) |2 SRR

TrlEEER (62212077 1x + hr PL . 200W * hr/m?

AR IRIFZRAT PRAFIYIH RAFTERE i R
e o W ORBRIEF 1BV T H48 %
E/ﬂ;q'f%ﬁnitgﬁ 5 + 3 C 4873)51 o . )EJ if%ﬁ%'fﬁﬁzi@/ﬁ\ L/VCI/\TC_O
T ANRNAT v

B R K OSPIEE RBR I C 3V T M
FEAE 2 B L 72

7. ARERVBEBRROREN
(1) FAB%

1

~

AT AFNOFEUTZ EF v B Ry PWNTITI 2 ENEE LV, MBRATNCARIOE KT

A TARITKRA DG EN TR, BRMRA L, REDRHIITZ OASA T VIE

LW &,
2) FRHIRE

OAAN DO PG RHITM R A R THRE WY . Jii Ny 752 WA EER XL 5% 7
U HEESHE 100mL TAM L, FLITEERNT 5, 206 OWELUS TORRIITH2R

WwZ ok,
QOAFNIIRE 5 LT &,

OARBN DTN L OB 7> Tk, T8,

DA AT 572 LHEIAT) 2 &, K

F 23 B AR i 72 55 51T, EHICAMR TR YD 2 &,

iSi




V. RHEICET SHEE

OARFNIMRATA =S5/ LT W=, figid 8 R LINIZER 2 2 &, 7ol ML,
R E X TIRET DAL 2~8C T L TIRFET D 2 &,
OARAEF OFH R VUL S OTEAL ORI IT YN EIET D5 2 &,

(2) BREOREN
AFNIRAFA 2 B A LT iod, AR IE8IFRI LI+ 5 Z &,

[ VI. Z&%ICETSEE 11.#RALOFE] OHEESE]

(FRLDEE]

14 BRLEDFEE e

14.1.2 KRN O GRHI I EREZ ERFE CHREIWD . Ay 7% 2 VAR EEIR 5%
7 RO PR K100mL THR L, FRNITEENRT 5, 24D OFRUSN TORBRITITH
A AN

14.1.3 RANTIRE 5 L2 &,

14.1. 4 AR OB K ORENZ T2 > T FRPTEA TR 2T EEEICITS 2 &,
AN DS R G SUTRERE I i 7= 55121, EBICAmMTE TS 2 &,

14.1.5 BFNIRAAAZEA L TWRWIZD, ABRRIE8RHILINICE N5 2 &, ek, MR
%, R0 EZTHRET HHEII2~8CTEN L TRFT D 2 &,

8. fhFlEDESELL (MEILFMEIL)
B L

[ V. ®£tICT2ER 1. BALOIE] OHEEMHE]

14 BRLOFEE B

14.2 ERIZSROIE

L DOTEHH & OFLA BRI R L TV e ad, i & oREIXLAanZ &, F72, FUA
67 A > & O TLAZ R ISR G- L 2 &,

9. BHMH
A=A

10. &5 - 2%

(1) FEMNRELRZ - @&, NEIVERLRS - BEICET S1ER
BEA=RANA

(2) a%

~ 7% v R A® N ETE 30mg ¢ 1mL X1 31 7L
797




V. RFIZET HEE

Q) FREE

4) BEOME
INA T BT T A
T TN
Fyv 7 ARV Tab Ly, TII=TA

1. BlERESNLIEMEE
L7

12. ZDith
Hriz/p L



V. ARICEY 5EE

1. EEXITIHE
OFFE UTEEIAYEDIBIE Y > /S [ 1955
O [ ¥ i S R R AT D BT T8

2. DEXIFHRICEET HEE

5 EEXIIMRICEES HFE

(FIF&E MEFHIEBHEDRIA R

FRRARBR I AAN D2 BEOFRE, R —OfEFICOWT, TITERRAMAE] DD
ARz L, AR OFMER Otz 408 fE L BT BISEHE OBIREIT S 2 &,

3. RERUVAE
(1) AZERUVHEEDO/HE

(BHEXIITEAMEDRME) v/ B MR
WE L, AT LAY X=T (BETH# %) & LT1H 1[E 3mg O H AEFED D B4
L. 1H1[F 10mg Z# H AEEE L%, 1 H 15 30mg % 3 [BIfE B IZAf@EHET 5, 7272
L. &G G 12 M ECORE LT, 2k, BEOREBIZE YV EERET D,
(RIFEE MRS HEDREE)
WE L, AT LAY X~ T (BETM# %) & LT1H 18 0.16mgkg % 6 H [ A0 #E
T %,

(2) AZERUVHAEORTERE - Bl
(RIFEE MRS HEDREE)
T LAY A= 7 OER O HRIE, FIC.2 DO BEAETERR (B VI FEERARER) <& 5 HE0402
B K N HE0403 SR O kAR IS S & 3%E LT,
i s BR D BRAG B DWW CiE, HARTHHE B X » THEM SRR Y% 25 1 kE S vz,
AWFFEIC BT, B EEE 12412 0.2 mgkg/H (6 HE) O7 LAY X~ TR #EE &
. EOHNER OVZ MR S, RBFSEIZE T 2 A&, WSMRRFZE CILA S Tn
L7 VAV AT ORGENREL LT 100 mg (20 mg/H X5 HfH]) THHZ b, HARA
EDORKZEE BB L TRES NI, T772bb, BCkAOKRE L & 100 mg (X, AE% 70~80 kg
LB ZxToEE, 1.2~1.4mg/kg (6 HE5-DOHEE, 1 H4720 0.2~0.283 mg/kg) IZHY TS Z
EDD, ABFETIZAEARANOE S L LT0.2mgkg/H (6 HM) 1Z5%E L7,
HE0402 & & O HE0403 38R Tl Ll H & OMFZEIC W THRME R LB MR S
72 0.20 mg/kg/ H % BRAA & & L C H A A o 56 ] 8 % 8t Rl (CRM) TR L 7=,
HE0402 3R T, 3 4 7° 0.20 mg/kg/ H TARAIE G- BtE L. BAE% 60 HLLNO Grade 3 LA
oM GVHD 3413580 b oz, ZO7-OE LT 0.16 mg/kg/H T 11 4125 L7
LA 104K EHIE SN (RIIER 1 90.9%., 95%IEFEIX : 58.7%~99.8%) , & DL
COFRE LTei BRI O EHE (11 44D 5 BRI 2 4L T) &l L TWbH 72, FRMEN



V. ARICEY 5EE

FRAE S 47z & Ade Zd, HEBER &1 0.16 mg/kg/ H IR E 7z,

HEO0403 5 CT% . 3 472° 0.20 mg/kg/ H CAAI G- ZBia L. BAE% 60 HLANOD Grade 2 L
Fo&ME GVHD BAEITRD b hoTc, TDO7-OHE LT 0.16 mg/kg/H T 12 4I12& 5 L7
EZA NI ANBERBEHE SN (RThER : 91.7%., 95%[EHHXM : 61.5%~99.8%) , HAIEE
B D 14 ZBITIIRETH 726 OO RHEEME IR LIE 90% % EEY | F7- 95%(E X [H
TR & BMERLEIE 60% % L[> TWbH Z & L0 ARMENRENTZ B Z b, HESEH I 0.16
mg/kg/ B ICIRE STz, ZOHEREFED 0.16 mg/kg/H (6 BfE) 1I2OW T, 7L LAY X<=T D
Beb-BRAA A ST G HICRELHIZ 2 EOEARBERLRRBO 6N D0 FERZRIZED HiL
TeFLEOL  IIBMHEED 2 WITFREBICER T 5L Z26N5bDTHY T LAY AT D
BT a7 7 4 VFERNICTFR CTE 28 Cholz, 2O D, T LAY XA~ T DR
& MR ORILE & L CORARANTOHELEME - JH&EIZ, 1 B 115 0.16 mg/kg @ 6 HIH
Behb L Uiz, 723, @EiaMIaAE I 36 2 B HEHE & OVatE GVHD o 85 H B90AE 51
SRR, R —L o HLA &%, AL YA v, JFH S5 GVHD FRE3ER LI IZ 7
HZ Rk, YA G B I E A OBEICI Y B D ARENRD D LD, 5
WMOEA I TIZOWTIIRELRNWZ & & LT,

) AFIOARINTWDS HEROHAE
(IR AR B R AR O RiTTR )
WH. RAZET LAY X7 GETHaz) &L CT1H 1E0.16mgkg % 6 H R sliFET 5,

4. RERVAEICEEYT 58
1. AERVHAEICEET 5FE
(ZheE$R)
7.1 infusion reaction Z#EJHT 5720, AHIOHEEHNIHE 2 & I LF K OMFEER A 4 & 5-
THZ L, IHIT, RKFEGENCEIEREAT oA Nz 57 % & infusion reaction 73
MEnsZ &ndbsn, [1.2, 11.1.25H]

1.2 K#F#EEH-H1Z Gradel™ XiE Grade2™ @ infusion reaction 73329 Ez}/bﬁ_ =AY
BEA2ZFW L, BIEREAT oA RElORG 217, [BIE L7=5 ?’Q@%ﬁﬁﬁ?‘é En
TZ 5,

(BHEXFHAMEDIENE /A MR
7.3 AFNZ, WTFNOFAED1H &2 2R BT CREFEET D 2 &,
7.41H173mg & U1 H 1[8]10mg O3E H S #HEIC BV T, Grade37£>uj:0) infusion reaction
MFRH BN WA, 1H1E3mg TiX1H1[E110mg O3# H AR, 1H1E[10mg TiEl

A 1[H130mg O3EIE A AR FHEIL, TRENEET 52 LN TE S,

7.5 hOPUEMIEEA] & OOFRIC W T, B OV 23T qu\focu\

1.6 KA OGP 4F BRI K O IMRETR D 73538 b6, FTREZSZBITAF O
BERETLZ L, B, X—RAT A /Hifmiz%ﬂfﬂﬂzrﬁ%xfr%zMoomL UTOBFIZONT,
Bk M OV RIS LTy, [11.1.158 8]




AEICET H5IEHE

IREE, Ak ST B AL
NR— R T A v O ERH E 3 500/uLs 8 CIEH 2 Bldh L= BE 2BV T, I PR A3250/uLL
Kl & T o T2 A . IR —RA T A O/ EAY25,000/uL 88 THEE 2 Bldh L 7= B 128V T
/N A3 25,000/pL AT & 72 5 72354
MR | RERG2 = & AP ERAE S 2500/l LAE K OV M $050,000/pL BA I [E17E L 7= 35
A REHOHETREEZHHTE S, 72720, THY HKRIER LIZ5GE . HERREOB
WAEIZIB1ESMmg 352 &,
oln B R HIRE | IKEK 2 2 &, BRI £R500/ul LA _E KON/ $050,000/uL. LA _EIZEIE L -4
AL AFILA1EI10mg XITKREREDO HEOWF MRV T O HE TR G2 H T
%o 72720, THU EKRIE UGG, HEROBEHEIX1IA1RSmg & 952 &,
3 H BB | AKI OB G235 2 &,
R—RA T A O/ EA25,000/uls LL T CIRE 2 Blh L 72 BE BN T, X=X T A > OFfEH»
550%LL B L7256
WIEIRE B (KSR 2 2 & i BRI  OML MR SR — 2 T A BRI L7238 E . IRER
RO ETHRGEHTE D, 72720, THU EKRE LGS, HEHRFOBBHARET
1H1E8mg &35 &,
oln H R BIRE RS D 2 &, AP ERHER B O/ MR SN — 2 T A B BIE L72A . K
1H1[E10mg XIIAREBEOHEOWTIUNMENFOHE TR G EFHATE 5, 72
L. TELL BRI L7254, HEERFOBRBHAEIZ1IB1EEBmg &35 Z &,
3 H BB | AKI OB G235 2 &,

(FIF&E MEFHAEFBHEDRIA AR
1.7 AF| &P DHHFECHONT, IR OEONEZ R L BTG 5 2 &,
1.8 AFNOY)ElFe G-h5133mg 2 2070 T THREG L, FEMEN B THIIE, K0 O E 2 2kF
W2 TG %, 2EIHUBEOR 5131 H &4 4R 2T CTREFHET 2 2 &,
) Grade X NCI-CTCAEv3.0IZ%# U %

(fiFsn)
(Zhaeitd@)
1.1 AFNOEERIC NG DK 25525 Z L12L V., infusion reaction 2MEE I35 Z &M
D EMLERTE LT,
&
(BEXXIIHAMEOEMSE") v \EA &)
EMRNE [ BERREAER (CAMCLLO7709 5t8%) T infusion reaction M FBhiA
@[l 515, FH SR RE O el 55 Lk DGR LB 2 G/ IXE 0% 0K Z iz, w7 %
Y N A DI YENT - T infusion reaction (2% A PO AT G- 21T D,
@~ 7 X v L RN ADEE 30 8NIC, P72t R0 50mg 0 UMY E) KO & b
7/ 7= 500~1,000mg 0 CUIMYE) ZRiES5T 5,
A5 Y7k K72 50mg* (|BO)
($£5- 30 437l Jra6)
T h7 37 =2 500~1,000mg* (FQ)

s UFAH Y &

@5 EfEET I E CTHERE SN TV DRI G112 L Y Grade 3 X% 4 @ infusion reaction 73571

FPRIXITBER SN2 WGE, v 7 F v X 20E 1 KHETO e Fea/0F Y 2 200mg (X
ISHEY &) OFERERRZ ERH D,

FUESe=2 b Ro sy 200mg* (FiE)

($% 5 1 BERIAT)

* I Y &




AEICET H5IEHE

ORI LETHIE, ERREER 2R G L TH L, 4 HEUEICDZS e FrarFy oo
NGBS AT, TOERICHT-A LB L EZR UHEREICHET5 2 &,
O UKL T, WYIRIGHR (A7 A R, 227V XFUrokb5RE) 2179,

(EIFEE mEF AR DRIEE)
ERE I /IHEMEEAER (HE0402 K U HE0403) T® infusion reaction M FBhik
@ATFNT VLV R=yrranyBr2A7 )} M)A 1mgkg L7777 z=TI0vb A
fRiE 10 mg/body ## 5, £727 2 b7 722 04~0.5g A5,
) SEFOEMIC D> TE, FRADIRILELLTHRTDZ &,
1.2 AKFEG5IZ X 5 infusion reaction 2FETL L 72855 (T HELE S 40 2 XL IEIC DU CHEE A
THIDRE LT,

(BRXITHAMEORME ) /B MRE)

1.3 AHlZ 5T 2561003 LB EZ 100mL OABRRER X 5% 7 K 7 BHESRICAHAIR L T,
1 A& 2R BT THRIERET 2 2 & 72, AAIOFRICE L T VL 1. #ERLE®
FR OIS I NG L, BEREEOREROTERE RGO MEMT52 L,

1.4 KFOPEEGIE1 B 118 3mg 725 B4 L. Grade 3 LL_E® infusion reaction 2388 H i
RWNGEAIE. 1 H 18 10mg ([ZH#&ET 5 Z &, Grade 3 LL_E® infusion reaction 2338 Hi1 5
SEITEEIIETIC, COMRICTEAKRGTS5Z L, 1 B 1 E 3mg OHEAKRGIZLD,
infusion reaction 7% Grade 2 LA FIZ[E1E L7=5&121X. WROHETH S 1 H 1[0 10mg [ZH &
452 %,1 H 1\ 10mg (ZHE# . Grade 3 LA L infusion reaction 23388 HAL72 WAL,
1 H 1 30mg ¥ 3 [HIfEHIZHEEST S Z &, Grade 3 LLE® infusion reaction 3338 5415
LA IEEITE T, ZofA®EICGEB &L L, infusion reaction 7% Grade 2 LA FIZ[BIE L
A, ROMETHS 1 H 1E 30mg O 3 [EIFE A ICHET 52 &,

1.5 ARFNZ, ENICHENE S e AFIHANS X 2 ERHER CE LT AIME, LMD RIS
TGRS Mz, AA & O HEENEREE A & OO BT 2 AR OV PRI IS L TURuy,

1.6 AFOFELIZEY, BERMEKBDDRBET LI 08HDZ N0, RAIOREPET —4
> — |k (CCDS) Dit#lia B &I, AFIDIKRIE, ik OIRIERL &% 5-FrBH 3 5 856 0 &I
B4 5 BHEZFRE LT, RAIOEGAZ L0 G ERERD S MRERAD 235 8L L 72556121,
INODOHENEEZZZ Y72 RISET ) Z &

B UTEEYEDBIE Y v e B fp B 23R & L2 ENSORIKRERICB T, X—2F
A VIO BRI DY 500uL LU T O BE~OFHRBRNIEEA LR, TNDHDEETOR
RIOFENE, LRVEZ DWW TIIMESL L TWRWZ EhakiE LT,

(RIFEE MEFHAEFEHE DRTARR)
1.7 AANE T 2 EAEOKRGIZHTZY . KA L OOFHERGIZB T D ER KO M & E L)
PR O etz oS 208 D5 Z L bRE LT,
1.8 Az Z &G 5720, BRIRRER CO®RGHETHESWTRIE LT,



V.

AEICET H5IEHE

5. ERERALIR
(1) BRRT—%/1\vir—o

FER S BEAPE D IBIE U & SHE 3 7385 OV I SN B R O s T 7 L b A
7 GEARTFAIA) DHIMER ORI, BUFIOR LI T EROSBE 255 L LK —
4%y sr— DI & O R L,

1) BHLHEA DRI Y >/ P i -
FIE R O 2 2 B 2 BRI B & LC, [EPNSS T RRAR
B, M IR AR 1 SR 3 4 BBAMRH ST, E70, BEREE LT, ISR

B b BRI ST,

PR 1

AR, HESM S AR R AR

BRIRT—2 /1Ny 7r—Y (BEXFHAMEDEME) v/ \EAMR)

Wkt | Fit o 5k 7z
by | HRA i AERE W |aREE
Bk
EWN |CAMCLL07709 I P T EEE Mo CLL B3 6 Ak
PK
s 7 5hik
NN 23]
= CAM211 I |FFEUIERYED CLL B 94 By
il 5
Esk |CAM213 II PR TR CLL B 30 et
P
AH 149 | HEhE
CAM307 m  |¥%® CLL &% KB - 148 | ZelebE
. . 5
NSy N
125-001-C91 /1 P XS RkIRTED NHL ROt 68 el
CLL #B#
PK
. . 5
NIy N
125-002-C91 /1 P X AR RO NHL ROt 71 At
CLL B#
PK
% |, . . 5
3 NIy N
£ 15 125-003-C91 /1 P X AR R NHL ROt 36 e
CLL B#
PK
. . 5
' NIy N
125-005-C92 I fiﬁfﬁ” PEO> NHL & O 125 s
= PK
. Bk
R R NN =)
125-009-C92 O |5 TEEMED CLL B3 24 iy

CLL : 18V o WEE M. NHL : JERY% ) ), PK : sl

R 2




V. ARICEY 5EE

2) EAEE M EFHAR S HE DR -
AR OV ENEICRE 3 2RIl R & LT, EANTEMEZICE Y FEisniz 2 >0% V1L
xR A — 7 AR RABR D R S Tz,

BRIRT — 42/ vy 7—¥ (REENHMEBEDIIAER)

gk | E B
Koy | s

Wemy iR

mrg | M S Bk BRECYE!

N

F—F 144, Bk
HE0402 | I /10 |FE%HR 18 I g I (0.16 mg/kg B : 114, ek
0.20 mg/kg #f : 34) HY)EhRE
F—F 154 Bk
HE0403 | I /11 [ExIHE FAER BAEE M (0.16 mgrkg B : 1244, e
0.20 mg/kg #¥ : 34) P yLn)

1) ARNOEFB SN TWDATEL UM E :
([ X i SR A R R A D TR )

SN

MACIET LAY A~7 (B HlE#z) & LT1H 1M 0.16mgke % 6 HEAHETT 5,

(2) ERPREEIZFER

1) BRMEHER

BEaREMH o\ B NRBEICEITHERNE [ HHERREER (CAMCLLO7709545%) *V

PO -3

FRAHE

A S

SKERE

R ST ERRME O BME Y oW [ s 5 6451
K1 RBIZZT B Y VM ER MR T DI L A VBN 1~3 LY A
Rai S8 I/IVE S 2 ML 0O~ T I TUL R OWT g 1 DB ER@RD b
B L& B\ RIBAME O S BUUTEAL 3T D B ST RS RE R &
c BERME (ZERER& FIZ>6em) ST THEE
<2 5 ARMIT>50%MM L= 0% 6 » ALINIZ 2 fFICHINT 5 2 & BTl S A HEFTIE Y
>R BRI INAE
« U v oNERER > 100,000/uL
- BAEIR (BB, (KEOBU, WIT [(BEEREIT] )

» Z i L FIE B BRI AR

~ 7% ¥ L3R &1 H1AI3mg O A ATEEHE LA L. 1H1[E10mg 238 B AR EHE

L7=t%. 1H1[A130mg %l 3[FIE B IS EHE L2, ZatE, Aot a et Lz,
X2 B EHMIIAENMNEEEAEO TE 128 E L

D < EEEFHMhTEE >

224 (NCI-CTC @ 7' L— R EIZES T EE)

<ENRAJFHE H >

A2 (1996 NCI-WG 2h S E AEIHE - TR . FEmEhhe

e LZEVERHAM T GIER] 6 Bt 6 51 (100%) ([CRIVER 28D biviz, E2REIE
L GF P ERIEVE 6 1] (100%) | &, i/ M eSS 5 6 (4% 83.3%) |
B, R, FEA, A R A r T A L AREBES 4 6] (% 66.7%) TH
27,

AR 5 762288 (CR) X 16l #45378%) (PR) X 1/6 B THY . %= (CR+
PR) 1X33.3% (2/6 ffil) ThH o7z,

VI R8sl 2 A —1 (2) BB CHERR S Lo fhiRE ] OHESMR



V. ARICEY 5EE

EREE 1 1EERREER (CAMCLLO7709 ER) BIMEFARBRKE—E

JEBIEL (%) JEBIEL (%)
(N=6) (N=6)
4 Grade Gﬁﬂg 3 4 Grade Glﬁ(j:e 3
2EI1ER 6(100) 6(100) T 1(16.7) 0
BREES L UVHFERE 3(50.0) 2(33.3) SRS 1(16.7) 0
YA AT A LAY 1(16.7) 1(16.7) WAL 1(16.7) 0
Y 1(16.7) 0 a2 1(16.7) 0
B 1(16.7) 0 Egaspiiin 1(16.7) 0
filifE k% 1(16.7) 1(16.7) FFREREE 2(33.3) 1(16.7)
B, ES I UEHMTED EE U LE SE 2(33.3) 1(16.7)
HEY (BEBLUKRY—T 1(16.7) 1(16.7) BRES L UE THEESE 3(50.0) 0
=E) Edlis 2(33.3) 0
OVE APERAIRR B fia ST i 1(16.7) 0
MY v oNE 116.7) 1(16.7) % 9 FEIE 1(16.7) 0
MEH LV VNREE 6(100) 6 (100) MEBRELVEESHEBES 2(33.3) 0
I P ERBE 6(100) 6(100) B 1(16.7) 0
E=qiin 5(83.3) 2(33.3) R 1(16.7) 0
1/ MR JE 5(83.3) 3(50.0) —f% - EBEETELIVERER 5(83.3) 1016.7)
H B MR A I 1(16.7) 0 L DIKEE ) )
H I BRI AE 1(16.7) 1(16.7) HEEN 4(66.7) 0
U REREDE 1(16.7) 1(16.7) HEIE 3(50.0) 0
ARk 1(16.7) 0 1 Rk 2(33.3) 0
REBSLUREBEE 3(50.0) 0 T 1(16.7) 1(16.7)
BAEHE 3(50.0) 0 RS PR 1(16.7) 0
K7 N7 I v IE 1(16.7) 0 FRERBRE 6 (100) 0
HIRREE 1(16.7) 0 YA M AT T AV AR 4(66.7) 0
BIEbE 1(16.7) 0 AR ‘
mERESE 2(33.3) 0 1 FLER I K SEEE SR BN 3(50.0) 0
[ESiINES 2(33.3) 0 TANRTX BT I/ b 2(33.3) 0
ks, MEE & UHREES 3(50.0) 0 FURAT =T —EHEN :
- EI A 1(16.7) 0 M7 VIV HRRAT 74 2(33.3) 0
1 PZEIRBEAS PR 1(16.7) 0 —PHIn ‘
2 1(16.7) 0 KR A 2(33.3) 0
& IE DRIE 1(16.7) 0 NER 2(33.3) 0
BRESE 4(66.7) 0 IREEHEIN 2(33.3) 0
L 4(66.7) 0 TI=y T RT v 116.7) 0
M - 4(66.7) 0 A7 x 7 —Y NN )
{HEN 2(33.3) 0 M7 V7 2 1(16.7) 0
JNE SR I ik 1(16.7) 0 M e UL e H#En 1(16.7) 0
& 1(16.7) 0
GradelINCI-CTCAE v3.0Ic% U % MedDRA v14.0 T4t
ERNE I EEKREER (CAMCLLO7709 ER) FERRBREERE—&
SEFIEL (%) SEFIEL (%)
(N=6) (N=6)
4 Grade Gf;fj:e 3 4 Grade Gﬁcf 3
MiEPRRE We ) L e LN 4(66.7) 1(16.7)
H I BRI AE 6(100) 6(100) 7 LT T =8N 2(33.3) 0
I ERBE 6(100) 6(100) K7 N7 I IE 5(83.3) 0
2 1. 6(100) 3(50.0) 1S i 1(16.7) 0
I/ NS E 6(100) 3(50.0) T A 6(100) 1(16.7)
VL SERIDE 6(100) 6(100) &Y v ReiinE 2(33.3) 1(16.7)
MR EE 2 RE A 7 ASE 5(83.3) 0
AST 5(83.3) 0 =V A fLE 1(16.7) 0
ALT #4/1 1(16.7) 0 KAV v A MUE 3(50.0) 0
TIAHYRAT 72 —PH 9(33.3) 0 &) U A IE 2(33.3) 0
Jn ) &)+ U 7 AIE 1(16.7) 0

Grade I3 NCI-CTCAE v3.0 IZ¥#E T %




V.

aRICEI SIEE

Q) AERMERFFER

DEBEERXIIIHEHAMEOEMSE) v/ \EA MR
DQIZNLEFFEV) VEET A TILIZEREN DT ILX IR K ZB8EEEZET HIEHE) /4
BIMFEECH T BENE DHEEERAER (CAM211588%) 2
% R TIAETELY VBT ATV (TAL T E V) TP o T xR LB K DR
R AT HEMEY A IR ERE 2 934
¥1: TFOWFRINRED RS
CTINKE T R E T TREN EOIEE 2T CR XX PR S LR ho Tz
C TIVE T BT L DRI BHERT VR BT
CTE T DR 556 5 A LINIC R LT
%2 1 Rai VIV & 5\ Z0~ I TEL FOWLFRNIOL ERRD 5
« B 8 B WML IR O FAE AL 2SR B 1 B AT B Bk e
-:»%:X%m4Pmiéﬁﬁﬁﬁ%ﬁaE%E@ﬁmxmmmWHyﬁ
CERMIE EREGFIC>60m) ULHEITHEE
2 AT >50%BI01 L 7= iE6 4 A ANIC2AEIC BN % = & ATl S 28T U o SER
FEOEE
- U L SER-E > 100,000/l
CBUER CREA KEOWL. WIT [BEE2ET])

¥ B sk L FEIFEE M IE kT B
~ 7% v /XA % 1H1E83mg O H AHEFIE G L, 1H1[E10mg %38 H A0k ER

EL72%., 1H1[F130mg Z @300 H (2 S EHE LS, Aok, etz et Lf:o
X3 FGHIRNIIHEEEHM A& O TRE 128 & Lz

FEMIE E - < EERHmIEE >
B« 5% (CR+PR)  [1996 NCI-WG %h 5L & FEAEIZHE » TR ]
< BIRBFHGE B >
ARE (ERSEAFHIM, 2AFHMR L)
24P (NCI-CTC @ 2 L— RHIEIZEESU T ER)
A R B CR #132.2% (2/9361) . PR #1%31.2% (29/93%1) T&H v . Z5h% (CR+PR)
1£33.3% (31/93%1) [95%(ZFE X[ : 23.9~43.9%] T ~7-, 7NVZ T E X
X7 7 e IR A B O ER] (4541) 1IZ 1 D 4% (CR+PR) IX
28.9% (13/45%1) | RIRIE L T A L TIRNDFRD B AVTZAER] (4861) IZF1T 5
0% (CR+PR) 1337.5% (18/48%1) TH - 7=,
S A A T R LA A IR S X A (9361) T4.7 4 A [95% 5 E X
3.7~5.8% A 1. =% (3141) T9.5% H [95%EHHX ] : 7.0~13.2

» HlTH-7,
selERE B AEFE AR - R EBHAR B SN EEEN SR I - B, BRI
FLZH, XIFFERZBDZRVWEECHD Y B, b BEWHFE TOHIM

AALFHIM AT IAEIT, AERT (9341]) T16.04 H [95%(EHEX [ : 11.8%
H~HEEARR]. 225011 (3145]) TITRZETH o7z,
AR B 5B A 5 R 2 Bl R\ BE T E TOHIR
M RRVEFHI R ER] 93 il 93 4 (100%) IZEIWE 2 FD vz, E72RREIE
FHIIESE 83 1] (89.2%) . 382 75 141 (80.6%) | HE.L» 44 11 (47.3%) | NwM- 31 {51
(33.3%) . =IFKIZ 25 B11(26.9%) | %% 23 1 (24.7%) . %55 20 $1(21.5%) T
HoT,
18—
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~ 7 Xy 3 A%1H1H3mg O A ATEFE BB L. 1H1E10mg 408 B A
HEL7t%, 1H1EB0mg A @ 3[EIkE B IS Rl it L, Aok, 2tk a et L,

63 BRI R R 25 ) TR E 12 & L7z

< FEFHEEE >

AhME - Z2h% (CR+PR)  [1996 NCI-WG 20 S & a2 HE - CRTAM ]
<BIRBFHGE B >

ARE (BRI, 2AEFHRR L)

24P (NCI-CTC @ 2 L— FHIEIZ EESU T ER)

K Ehhe

Fh ; CR FIX7.4% (2/27#1) . PR #F1325.9% (7/27%1]) TH 0 . 2= (CR+PR) 1%
33.3% (9/27151) [95%(E X [H] : 16.5~54.0%] Th > 7=,

S AR IR M AR P I R O, RETH -T2,
SR A T IARY - B GBRMA B D DI PNCBES e I N B, XUFRK %
flORWETHD S B, kb RV HE TOMIH

SN RAEFBR T RIEL, RETHoT,
SCARAEAFI - Be5BRAG H 2 & IR A R D72 BB E TO M

LARNE AR SR 30 i 29 B (96.7%) I[ZRIWERDGR® b, E722F|
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V. AEICEA9 HIEHR
MEAVE T HEEGREIER (CAM211 3XB% - CAM213 SRER (&AM BIEARBRKEI—E
FEBIEC (%) FEBIEC (%)
(N=123) (N=123)
4 Grade Glﬁ(ﬂi 3 4 Grade Gﬁ(ﬂi 3
£E|ER 122(99.2) | 66(53.7) BRSO E 1(0.8) 1(0.8)
R ES L UFERE 56(45.5) | 31(25.2) U o Eim 1(0.8) 0
g 11(8.9) 10(8.1) REREE 1(0.8) 0
YA R AT T A ARG 9(7.3) 6(4.9) IEEBULE 1(0.8) 0
BRI E 9(7.3) 6(4.9) REBLURERE 14(11. 4) 5(4.1)
R Pas 8(6.5) 1(0.8) XN 10(8.1) 1(0.8)
A~ L~ A 6(4.9) 1(0.8) [ 3(2.4) 3(2.4)
B XK 3(2.4) 0 &0 7 ALE 2(1.6) 0
I AGE G 3(2.4) 0 K77 I IE 1(0.8) 1(0.8)
T P U E 2(1.6) 1(0.8) e NIPN T 1(0.8) 1(0.8)
ST AL AGE 2(1.6) 1(0.8) EHES 10(8.1) 1(0.8)
BV HE 2(1.6) 0 R 3(2.4) 0
= R B [ il i g 2(1.6) 0 5 ¥ 2(1.6) 0
BT 2(1.6) 1(0.8) BEHEZIDRS 2(1.6) 0
I ER P UL 2(1.6) 2(1.6) gEELIRRE 1(0.8) 0
RS 2(1.6) 1(0.8) o oK%y 1(0.8) 0
E AP 2(1.6) 2(1.6) ENET 1(0.8) 0
T 2— REF AVERRUSE 2(1.6) 2(1.6) RIRSE 1(0.8) 0
Va— e ARG 2(1.6) 2(1.6) NI 1(0.8) 1(0.8)
7 R U ERE R 2(1.6) 2(1.6) A2 1(0.8) 0
7 R U ERE MMl E 2(1.6) 0 A kLA 1(0.8) 0
PSS 2(1.6) 0 HRREE 33(26.8) 2(1.6)
[N 1(0.8) 0 BRI 15(12.2) 0
& MLE 1(0.8) 1(0.8) i 9(7.3) 1(0.8)
B g 1(0.8) 0 FEErED F 0 6(4.9) 0
[FAER 1(0.8) 0 KEIR 4(3.3) 0
K5 B B E 1(0.8) 1(0.8) SEIRCR 4(3.3) 0
R B P DR I S g 1(0.8) 0 R SRR 3(2.4) 0
RS 1(0.8) 1(0.8) B B 1(0.8) 0
P % 1(0.8) 0 A 1(0.8) 1(0.8)
RIEEVERTZ% 1(0.8) 1(0.8) REEE 2(1.6) 0
Y o— KB A @M 1(0.8) 1(0.8) RS 1(0.8) 0
MR vV A E 1(0.8) 0 [FEHER 1(0.8) 0
EXEEERR 1(0.8) 0 HBELUREEE 302.4) 0
BB VA E 1(0.8) 1(0.8) [EHEME 8 F 2(1.6) 0
JNE HE 1(0.8) 0 Hg 1(0.8) 0
—a—FEVATF4AVBRY DIBEE 8(6.5) 3(2.4)
- %k 108 | 108 B 649 | 2016
R S 7 AL Afi%K 1(0.8) 1(0.8) L BEAHED 1(0.8) 1(0.8)
v A L AP 1(0.8) 1(0.8) IR 1(0.8) 0
R S 7 A L AJEY, 1(0.8) 1(0.8) L fifE 1k 1(0.8) 1(0.8)
B Y 1(0.8) 1(0.8) NS 1(0.8) 1(0.8)
HETEPR 1(0.8) 0 EEVESENR 1(0.8) 1(0.8)
g oK 1(0.8) 0 mEEE 34(27.6) 5(4.1)
HET L i 1(0.8) 0 JESiNES 18(14.6) 2(1.6)
7 RO ERE M il E 1(0.8) 1(0.8) e L E 11(8.9) 2(1.6)
L BRI 1(0.8) 0 AL 4(3.3) 0
L > Y ER B B 1(0.8) 1(0.8) Hif. 1(0.8) 1(0.8)
v 1(0.8) 0 R 4 R 1(0.8) 0
R 1(0.8) 0 [ 1(0.8) 0
Wy R M R 6 T 1(0.8) 0 LR, WIS K UHtREEE 36(29.3) | 16(13.0)
7 A LA ME 1(0.8) 1(0.8) -0 K] 18(14.6) 8(6.5)
BEERE 1(0.8) 1(0.8) S R 6(4.9) 1(0.8)
MES LV DNREE 29(23.6) | 20(16.3) WK 6(4.9) 1(0.8)
I Bk E 13(10.6) | 10(8.1) s P 5(4.1) 2(1.6)
FEEE I PRV E 7(5.7) 2(1.6) W& 1fi. 2(1.6) 0
I/ N E 6(4.9) 6(4.9) KRR IE 2(1.6) 1(0.8)
VLIRS E 5(4.1) 3(2.4) o it K 1(0.8) 1(0.8)
2 4(3.3) 4(3.3) £ H i 1(0.8) 0
HHiFSE N2 2(1.6) 1(0.8) Lxo<Y 1(0.8) 0
BRI AR D P SR B 7 1(0.8) 1(0.8) 1 2R BB K TR 1%, 1(0.8) 1(0.8)

Grade |Z NCI-CTCAE v3.0 IZ#: L %

MedDRA v14.0 THEf




Grade |3 NCI-CTCAE v3.0 IZ#: U %

V. AEICEA9 HIEHR
BHVE T HEERPRERER (CAM211 EXB& - CAM213 SAER & fEHT) RIERRIRKE—E (=)
JEBIE (%) JEBIE (%)
(N=123) (N=123)
4 Grade Gr&(ﬂi 3 4 Grade Gr;\(ﬂi 3
YR 1(0.8) 0 VU e 2(1.6) 0
Jigk 1(0.8) 0 B 1(0.8) 0
Hia 5 1(0.8) 0 G 1(0.8) 0
fiiiligi e 1(0.8) 1(0.8) fih BR R 1(0.8) 0
75 1(0.8) 1(0.8) BB LUREBEE 1(0.8) 0
FER S 1(0.8) 1(0.8) JRIKER 1(0.8) 0
RGEPENGE 1(0.8) 1(0.8) —fg - 2BEEFTELIVERER
R 10.8 0 B OREE 118(95.9) | 30(24.4)
BBES 70 (56. 9) 4(3.3) S 106(86.2) | 15(12.2)
L 59(48.0) 1(0.8) HEEL 92(74.8) | 14(11.4)
Mg - 40(32.5) 1(0.8) 957 26(21.1) 3(2.4)
T 12(9.8) 1(0.8) ) 9E 9(7.3) 1(0.8)
HEA R 3(2.4) 0 RN 7(5.7) 0
NEJ 2(1.6) 1(0.8) Ik 7(5.7) 0
EIAPS 2(1.6) 0 % 4(3.3) 0
A PR 1(0.8) 0 HJe 3(2.4) 1(0.8)
THEERIR 1(0.8) 0 AT NT PR 3(2.4) 0
[FEA 1(0.8) 0 LR 2(1.6) 0
1PN Rz 1(0.8) 0 T EL 2(1.6) 0
A 1(0.8) 0 Rk 2(1.6) 0
O RRHBR 1(0.8) 0 35 2(1.6) 0
F RPN HA if 1(0.8) 0 BATREE 1(0.8) 0
1 EPNTE B AR 1(0.8) 0 S ALRLEE 1(0.8) 0
EE 1(0.8) 0 e BRI i 1(0.8) 0
BESLUVETHBEE 61(49. 6) 5(4.1) EFHEBALE O FERK 1(0.8) 0
ETY 31(25.2) 4(3.3) RS RS 1(0.8) 0
5 30(24.4) 1(0.8) b B i 1(0.8) 0
5 FEIE 15(12.2) 0 I 1(0.8) 0
ZITIE 11(8.9) 0 A PR 1(0.8) 0
BT 4(3.3) 0 FRERRE 17(13. 8) 3(2.4)
SR HH i 2(1.6) 0 RS 6(4.9) 0
1 AE K 1(0.8) 0 m/ERT 2(1.6) 0
BEPR A i 1(0.8) 0 1nJE F5- 2(1.6) 0
KLBE 1(0.8) 1(0.8) M ey Le > EE 1(0.8) 0
F ST 1(0.8) 0 ST 1(0.8) 0
S8BT 1(0.8) 0 Il S 1(0.8) 0
RLBEE R B 1(0.8) 0 NT W a v R 1(0.8) 1(0.8)
[ 1(0.8) 0 JFESRE R A S 1(0.8) 0
R b 1(0.8) 0 U o SERER 1(0.8) 1(0.8)
F &G R 1(0.8) 0 VU ONERER 1(0.8) 1(0.8)
i IEAR 1(0.8) 0 AT 1(0.8) 0
R YRR E 1(0.8) 0 H L EREL 5 1(0.8) 1(0.8)
BEBRRELUVESHEBRES 11(8.9) 2(1.6) BE. P2 L UVNESHE 1(0.8) 0
P 5(4.1) 2(1.6) N S i 1(0.8) 0
77 AR 3(2.4) 0
Gradel/ZNCI-CTCAE v3.0Ic¥# U % MedDRA v14.0 G
HEHVE TABEGEREEER (CAM211 ERER - CAM213 SHERF & RHT) FERRBREEEE—&
N=123 N=123
4 Grade Grade 3 VL E 4 Grade Grade 3 VL E
FEELEIE/ WE | R B/ T FEELEIE/WE | R/ BT
Ll (%) | EMisIER (%) Ll (%) | EMisE (%)
MEFHRE 7 LT F = HN 62/117(53.0) 3/117(2.6)
A BRI i 99/115(86.1) | 90/115(78.3) &7 V7 3 e 82/117(70.1) 2/117(1.7)
VL RERIE 114/117(97.4) | 113/117(96.6) R i ke 1/87 (1.1) 0
1 BRI E 116/123(94.3) | 93/123(75.6) e I 65/87 (74.7) 5/87 (5.7)
i 120/123(97.6) | 55/123(44.7) 1K v AE 72/116(62.1) 1/116(0.9)
I/ MR E 115/123(93.5) | 76/123(61.8) & AV v ALE 1/116(0.9) 0
MEEZHRRE EPIEEFN RS 6/117(5.1) 2/117(1.7)
AST B9/n 29/108(26.9) [ 1/108(0.9) EPIEN S 35/117(29.9) 0
ALT $#1 18/106(17.0) 2/106(1.9) K5 bV U A IE 47/116(40.5) 4/116(3.4)
TATIVARAT 7 Z—CHIN|  5/117(4.3) 0 5 kU U A ME 3/116(2.6) 0
WMEe UL 22/117(18.8) 1/117(0.9)




V. ARICEY 5EE

2) RfEE MEHEEEDRAE
OEmeFEHESEEEICH L THLA ZEBU ER—HOmE F+—»H 5 O REE M HRTEE Z <t
& L-ENEMEESE [ /1HEERRKEER (HE0402 3HER) 941917
SN
- HLA “JEL ER—E Dk R —7 5 ORME M MEBEICBIT 27 LAY X~ 7 OHELEH &
Z R EAEAEE (CRM) ICX 0 ET 5 & & bic, YEAREICBWT HLA L ER—Fo i
fa& R —7 5 ORIFEE MM 2 222175 Z ENARETH 5 2 L 2l 5,
- ALY 54 O BENEE L LT, T LAY A~ 7 OMIETHEE ISV CRET 5,
HERTHA Y A7 It e, EAEE, ZhaskLE, 5 1/ 0 AHER AR
MR
G22I FE 2 R e VG SRR BEE T, v M AMEREPUR (HLA) —E U3 — AR —Fo0
Mfx K —=° HLA —8D 3z N —20 SV EsH
WERES 14 4 (0.16 mg/kg B 11 4. 0.20 mg/kg #f 3 44)
FAER - BROVEE
il B iy R B AR - BROVELAE -
R & iR B EEINE L
TROETORMEMT-TRE LR & L,
(1) D~B) DOWT OGN EmIETIREEET 5,
1) Ve gl B s
LT OWT ozl 3 84,
- SEARTERBIERICHEREEE LT,
« YIFEIEIZ 2 [BILL b B s NJREE T T L7228, SE RN D e\,
(FFF DO RIECZ D% O R OF LR D72 00)
- E BRI AUEGERE X 0 BAT Lo 2 s A i R,
(BT IEE 2 5 T)
2) AU LS I
LLF DWWz -9
- SERTEMERIERICHR AL U,
- WSR2 B AR ANRIEBARE ) B 50 B LANIZ e 2 E MRS S 720,
(FFFE DRIESCZ D% O RLREO A I LR D72 00)
c T4 TTINT ¢ TR RME Y M E A R,
(56— RfEIEE 2 5 Tr)
3) 12 BEYE 1
LR OWT A 7= 3 B,
- —ETHBITH S D W ITAMR b ErT L,
(ZDBIBRIC L > CTHEEMEICEIE L0 E 2 by
4) B 5L RO A
LIF oWzl B,
- 4 HER 500/pL (0.5X10%L) A DARFEDS 1 22 H LA FEIE L T\ 5,
727120, BT O 20%LL B2 O TWAEEE, 44 ER 500/ul. (0.5x10%L) LLET
HoTH, WL T 5,
5) HE Y LNl
UTOWTnZmic T BE, 72720, A T HIRME B s o B 1845 & L,
- PRS2 FELL EORMRE AL ZREAT L7203, SEREMNE L0,
- BRI HEMEANLTAT L2, SO D 5 WITFERTEMRSE LR,
- BEBAEZ I,




V. ARICEY 5EE

(Wb £ D% OEMREANDOA LR D)

(2) HLA @ A/B/DR JFE D IfLiG 7 CRAEA x5 3 (GVH) AN HLA —B0U3— AR —E D
Mg R —nu7auy,

(3) HLA o A/B/DR JFEDIfLiEZA0MA 3 L O HLA @ A/B/DRB1 FE D E T4 T GVH Haic
FER—BDOIEMIFE KT —0 7220y, 73 HLA @ A/B/DR D M4 T GVH a2 584
IZ—E L T\ T HLA @ A/B/DRB1 FEDi#E{s - A4 T GVH 41\ DRB1 O —FEA—E
DRD BT K= 720,

(4) [RIEBUSFEEOEMERA 20 LA B2 65 LA T,

(5) KEHRUESEDAEERRER S L—F « X T p—< o ZAATF—% A2 (ECOG-PS) 720 X1 Thsb,

(6) LATOETOFEFaEEEN R STV 5D,

- IR FIERE G COBARMFE H R IR DS 94% L1 - GEBLMARIE CTH R
< MiF 7 VT F=ED 1.5 mg/dL LAT,
< MR E U L EEM 1.5 mg/dL LA,
T ANRTGXUBT I ) b T A7 2T7—8 (AST) RO\T I9=0T 3 ) hIF A7 2T7—F
(ALT) fEins ek vl IR 3 f5LLT,
BN E, REEET S BEIT AN,
C T o— b fEEERHEEA 55%LA L,
RIFRBICBWNT, R Y LE Y OBRERGEN 550 mg/m2 K Thor L, 7272 L R¥ U
PN OT R TH A 7 U RPEIBABNZONWTIE, ERENORE I, XU/ vE Y
X 05, ETAETUIX 08, I M haUE 8.4, ZEAE T U 0.6, A HXLETUNE
1.6, 7771020301 #F 0 TNET D,
(7) 1RSI G4, BIK 6 2> A XA el ik T2 Z LICRE LTV 5,
(8) BB OWVWTAANNDL LETORENELNTWD,

REFRBERNEE

TROWTINNTEEYS T 2 BFIIRS LT,

(1) ARV ORI RIZ L > THIREREE R = e — /LR BEOFERP %60,

(2) v bhe—AREZEMEEZEIFL TS,

(3) =¥ b e — LR ERIEEEDEYE DA,

(4) TREIPUMERS M ZIEE 2B W TERETIZ 30%LL LS OBA ,

(5) JEE O AR EIZ T O BLA,

(6) JEEMED BEEREOBA,

(7) #EhT, BR3Lim SUTIENRE L T 5 ATREME DN & 5 i,

8) =y b — L REEHIEREZA L, BBR~OSINM N & s,

(9) BEIFRD A L 2KmEmGUR (HBsAg) »35tE,

(10) & MERET A LA (HIV) HUEBM,

(1) BHERTILESE (INAX T8 Y VBB AT )V, TALVT 7 Y7 aiRA 7y I R) | B %t
fEE9 (GVHD) FEH3E (7 v AKRY > A b b3t — ) (GBEUEDOREREEHT 5 BH,

(12) &M OBEE, 7272 L. 1 BlOAO A ZBHEOBEEITFFR S5,

RE AT B —2EiR - BROVELEE .

& 8REF R —&IRE#E

TRLOETOEM 2= N —%2mgE L L,

(1) B E HEDUN (BEE R —038FR%RS 2 WIT s itk BafRICH 5, F2. HACRHTFRL)
DIFEBASFRF OFEn s 12 5k LL | 65 sl F o lfufgd GEOMHEPE T, 20 mlh | 65 LA T
Mi%#E) .

(2) B L MiEFHIMAE T HLA @ A/B/DR FE)S GVH F A /SEEH . =~ U RE—F,
HARNZBWTHIEFIRE TR L TV THEEFERE COR—BENEHEEZIZRD LD

o4




V. ARICEY 5EE

HLA &% (HLA-A2. HLA-DR4 72 &) 12OV TITE s FRIMBA 217 9 23, EE O HLA
BORBIZL > T—HLTWD Z DR SN EICTERE T RERE IR ETH D,

(3) ECOG-PS72 0 Th oD,

(4) RF—&LToO+570 - i - B - e H 3 54,
- DR EE MR ROIRE A B D RERZ RO 0,
- G2 VT F =80 1.5 mg/dL Kl X OULiERR B U L EfEZY 1.5 mg/dL L F D%,
- R X MEECREN 2 BRI GREOMR D 94% GEBLILAHIETH ) BLEDE,
- M3 AST L OMLTE ALT 23z 2 EE EIRO 2 AR 0%,

(5) RF—&t L THaidEmngEsrfd 535,
- HfmERELDY 3,000/uls (3x109L) LL ko,
- /NGRS 18 J5/ul (130x10%L) LL o,
s AT E RN 13.0 g/dL UL ED BV, XX 12.0 g/dL LA E Dok,

6) RIBBEZINZHT DRIENPAANO LEIZLIVELNTWDFE, 72720, RT—D0NREKEEO
LA XIIRBRNE XS GEICE, TOREEPLLECLZFABEMMELNTWDH I E LTS
B, RFT—ARADD L ARERIRV FEESL & LT 5,

R B ER0F F - —IRoV RS

TROWTINICEEY T D R —I3R4 LT,

(1) BoEREE BRBZET) OBAKOBHTEOH 55,

(2) FFRMARAE, BIRFEACIERBOBA KL OEEDOH D3,

(3) 9 ol LARA, B OEE, MMERZEOBA L OBEEDH 53,
(4) FEMERROBA K OBEED H 53,

(5) EMNEEOBA M OB EDH 53,

(6) HWIRFEELE LT HEIME, FERPFEZBAT 54,

(7) MEZFRD D4,

(8) FEELRIEAT LLX—DBEDH 53,

(9) YERIERk 2 o =—HI%IN ¥ (G-CSF) HANZHTHT LAX—DdHbHH,
(10) 1A, B3R TR LW 5 ATREME N B D &k,

(11) IBBRS N kT 2 B E T TREMIE R, BPIEREOH HH,
(12) HBsAg., HIV HiRO Wiz Gt

(13) = Ofth, IRBREALEM &L O SUTIREBR /> R AR 23 A8 2 &1l L7,

AR PRA R AR

TRLOETORMZM -4 B 2k & Lz,

(1) RIBBROBIMNOFEEORMIE N 72\,

(2) FF—X VIR L7z CD34 G s AR SR D EERE (kg) H72V 3.0x108{HLL ETH
Do

(3) LT O TOEE e N RFF ST D,
- IR FRIER G COBIRIMIKE P ELR AR EE S 94% LA | GEBLMAYHIE TH A
- g7 V7 F = fEA 1.5 mg/dL LLT,
JVTF=r e 7 )T T AED 30 mL/min/m?2 UL E,
- MiERE Y L EAEN 1.5 mg/dL LA T,
+ AST J OV ALT A3 gk FE e _EFRD 3 f5LL T,

RER A

VI BIRAT 7 2 RKY L 2SR E O (RILE A) . XIETZAEZ T e VR AT
v TANT 7 R OVEY R E OO (RiLE B) T, 7 LAY AX~T7% 1H 1110.16,
0.20mg/kg C. HERT 8 A2 HBAHERAT 3 H £ T 6 M A AR ERE LT,



V. ARICEY 5EE

LB A (FLAY AT+ 7R R 77 I F+LFHURBRBH)

HZ B OB ED 22\ 55 A DB EE R G E L.,

T LAY X7 A BAERILE U CBRERT 8 A OBMERT3 HE T 6 ARHRS Lz, &59HI1T%
EMHEZRDT-S, T LAY A~7 3mg % 2 BT CHEFE Lz, 777 4 7% U —RERUS D%
Hi7p C R RER 72 0 R, FR 0 oG- B % 2 RS20 TR ERE Lz, 2B LUBEO T LAY
R~ T ORHRHIEREE 4 BT CRMERE L7z, 7 vk A7 7 2 KX 60 mg/kg/ H % AR 3
HEOBHA 2 Ho 2 B, £H &6 3 BT TR L7, SFREHREN T 1E 2 Gy, 1
H 2 moORHE 3 HiEER: (8712 Gy) L TiTo72, Mi~DORHNEIIH 10 Gy & L7z,

BB B (7 VAV X T+IANEFEL ) VBT AT V+ T ZANT 7+ 25 B RS
HEZBAOBAED & 5 B T 56 Ml Lo mE g 2 xt4% & L,

TUVLY A2 7 HRRLE A LRI L, &5 L7, 7T 80U VERT AT 11T 30 mg/m?
HERBHMAI 8 A LBMERTIS HETD 6 HI, AH & H 30 00T CRllEE LTz, 7ALVT 74
mg/kg/ H % 4 3% (12 K¢, 18 KF, 24 FF, Eig] 6 IF) TRAMAT 6 A L UAERT 5 H o 2 HFFE M
B Uz, 2 REHRBEIT 1E 2 Gy, 1 B 2 [0S 2 BT B2 T - 72, FioEfuI b 2o
776

) AFNOERBENTWDHELROHE
(IR A RAE O BiTTEIE)
WHE. RAIZIET VLAY R~ GEfaf#fiz) L LT1H1E0.16mgkg % 6 HREARHHET S,

FMEIER -

B

<EEFMmEE>

BAlt% 60 HEL AL L B 60 HUUNICAEEOEFR T L 0 oBAH% 60 H OIS T Grade

3 UL EDAME GVHD 2 %5E L TWRVWERI 2B & EFR L., DR (khR) & L,
kARTRBRICI N T T35 1L Tk, GRS & 22 o 7%, 3 A > hiifE LT 500/mm? (0.5 X 10%L)
PIEZMERCERE] CERL, E5BIX 1ALV VHOMEERIToT-HE LT, £7-. B 60 HETIZ 3
KA > M L TP ERE 500/mm?® (0.5X10%L) LA LEHER T o =b%d TEERE] LEE L,

<BlIXREFEEIEB>

- BAET% 365 H 0D JE BT A {71 [

- Bt 365 H OEEHIHEIE T R

- Bfth 28 H OFAH Fi AL B H A
- BAtt% 365 H DIEYLIEFIE

- BAtit% 365 H DORATER

- WEMERE O E FUEEIE)

T

M EFERIGEHGESNE (CTCAE) v38.0 HAGER HARERKIEENEZ Vv—7 (JCOG) Mkl (U
T. CTCAE v3.0 HA&GER JCOG i) IZHMENFH SN TWDHIHE L, TORMEICBIT 2 \EIEEN
BAL LGB %, FEERTRH I N TOARWER X, EEENEL LGS 2AEESE L, &l
ER &1, BEFRD S BIEBRE L OREBENEETCERNBD L LT,

2B, HAERZUNOLZEMEIZET2EHIL T LB L LT,

- ERRRRAE (MR, A Rd)

- KT R (ECOG-PS. {AH)

- A (A YA v, DEX)



V. ARICEY 5EE

EMENRE
T VAV AT EREFROREEGETHROT LAY X~T7OMETF#REL R L-, /2. 17
LAY R THUREADOF MR LTz, EWENRE/ T X — X — 1 3ET VIR L2 WRPTIAEIC X
DEH LT,

HMEtFiE -

<ERITXTR>

FEFHE B & ORIREHIE B 22700 63 A RMEORHMTE B (220 TIin Bk 55 & w5 2
(PPS) Zxt% & LT, 7o, RINRENZSERMATRIGAER (FAS) Z x5 & Lo ftrib B  FEhd
HZELLTWED, BEEESNTZHEELS TN FAS & PPS I &nT=72%, FAS TOHEL) i@ﬁqa
MrZ 5l L7g oo 7=, ZRVEOFHMEE B IO\ ik, 2T S4EM (SAS) x4l Lz, £
FEHHIA B OGRREICB W T, Al 0.05 2 EAKHEE L=,

EEFMERD
B DT RIS D LR 2 R L EFR L, T OSHEEM M OB 7 95%EHEXM 2B H L
77

<BlIRETEIE B>
- BAfit% 365 H MR HL A fEHIR
BHBZEEA QHH) &L, FERAROHEELS L IIHREIH S DD FRIC L DL E A R
Mo AR MEEHD S bbb RUVH £ TOH % B FIR & 2% L, Kaplan-Meier 1512
KO E L7,

- Bhilit% 365 0 O - R
JFURBOHEZBD RVREE TOR T A BB L ER L, FURROEELHEE ) 27 Lol
L 7= hit% 365 H OIEHEIEIL -3 |2 ST, Kaplan-Meier 1512 L U #E7E L. Greenwood DA
Z F Tl 5%1.:$EEF'§%:}<&JKO

- At 28 H OR R A ALE B E
BAtt% 28 H £ COBMERTLE B ERME 2 CTCAE v3.0 A AGER JCOG il Z AW CRt L 7=, 4
ZE, HIEEE S L— RZE (Grade 3 LI b)) (ZHIALEBIERIEORBUSIE L OV BLEIS 2 FH LT,

- BAET% 365 H OREYWIETRIE
BhET: 365 HE CORYMERIEIZOWT, FHHIT L, BIEE L — 2L (Grade 3 LIE) 2%
BB O BLEIA 2 FH LT,

- BBtk 365 H DR
BHBZEEH QHHA) L, »602FRICEDHETE AR b, A0 MEAETOHEE
AEHIMEER L, BH% 366 HORAFRIZHOWT, Kaplan-Meier EIC X D HEE L,
Greenwood DA A Tl 95%FHEX [ &2 RO 7-, 7283, FEFIEFNI OV TR K ETMER
AZb-oTHHYIY &L, BBPRREES CiE. IBIREE & 72 D LT ORI AETFMER A 2 5 > T
Hylh & Lz,

MR BOME HUEEIR)

TEHE R FEE i O M MR I C SV T, Bl 60 =3 H., Bhitk 90+7 EI At 180+15
H., BfEf% 36515 HIZHUEGZN R A HIE L, HREE TOEREM (CR) £, CRH 7 FME (PR)
FrEH LT,

- OO
EmEE (E%) OFMEoZo, BEAZERR (1 BB) &L, m/WWEomEIE (ERTO MM
i 2~ 5 3 H LA BRI L7221, M/ MREDY 8 R A > M L C 2.0x10%mm? [20x10%L] LIk
X% 5.0x10Ymm? [50x10%L] LA &R o7cmfllo ) KOGFHEREOEIE  (GFHEREDS 3 RA
> ME#E LT 500/mm? [0.5x10%L] LA L L 72D H) £ ThH H¥% Kaplan-Meier 742 &
D REEL 7=,




V. ARICEY 5EE

FEBIEDIRTE

DO ERIZES TR LIk Rz HOWNT, MBI Z 80%., FIERZhE 50% & LT, kIh®E
50%LL T DIEHEE «=0.05, 80%LA LDIEREE B=0.20 OEFROMER CHEATHEME T T, A
BRI S W TR EERE A R T 5 & FHIATRERE R 2N 18 AL B EE & 7p o 7, FHM AT
RESEB] 18 4 13 £ LA EASEEh & Il SN2 A ICRIRIR 2 5 % OBKHBRICERHAT 22 & L
oo 2B, FHMEATREGIETICIZ R — MEICBWTT LAY X~ 7 25 Sn-EFID 5 5, CRM
THEIEHE L HESNTEHEZBRG INTIERN 25T 2 & & Lz,

HERHE L L C 11 AEBSNIZREAN D IEERBIRREICT AV 2ER L, 5F 1 FHOERMR%2
RoloF ., O LORET HERELZBX -GS ICAIMEDRBGEE N A7 L, RREK T
HTZEELTl, 2L ST, B b S W OFE & IRIEFSEITHER LoD, W TOHZMEDH W
WA[BEIC IR D B 2 b,

FHBRAHE -

<BELE=>

AJEBRIZIE 14 A OBEDMBOEER S, REPARBERE Ino T, IRRIERE G OEF TR, 34N
0.20 mg/kg, 114478 0.16 mg/kg O H & TIRERIER 5- 25 1T 72, 1RBRERGRZICBEPIE L RoT
BENI o Tle, RRBIEHIRITIC 3A0BETIEE 20 | IWFEBEHIFE THIX 114 Th o7,
TR 52 TR 3 4B IR 720 . 8 A BMRI 252 T LT,

AJEBRClE, 0.20 mg/kg TIRBRIKE G 2806 L T 3 408 8ES, £0 5 bEM% 60 HLINOD
Grade 3 LI EDOZM: GVHD 34N 04 Th o 72720 LT 0.16 mg/kg (2 11 & 03 EEk ST,

BEES
TULLYR<T

0.16mg/kg ¥ 0.20mg/kg ¥ aEt

JE B 11 3 14
- Tk 5 (45.5%) 1 (33.3%) 6 (42.9%)
Lotk 6 (54.5%) 2 (66.7%) 8 (57.1%)
. <55 % 9 (81.8%) 1 (33.3%) 10 (71.4%)
"’ =55 % 2 (18.2%) 2 (66.7%) 4 (28.6%)
%ﬂiﬁﬁfﬁtamwﬁ 7 (63.6%) 2 (66.7%) 9 (64.3%)
j%ffi{’W$Emwﬁ 1 (9.1%) 0 1 (7.1%)
JRARIE %gﬁ%ﬁamﬁ 0 1 (33.3%) 1 (7.1%)
'%%%igﬁﬁﬁﬂﬁﬁﬁ 2 (18.2%) 0 2 (14.3%)
ALY LN 1 (9.1%) 0 1 (7.1%)
PUEED RO | R 5 (50.0%) 2 (66.7%) 7 (53.8%)
MR PRI | FER R 4 (40.0%) 1 (33.3%) 5 (38.5%)
(HIfyE - MDS) | 446 1 (10.0%) 0 1 (7.7%)
0 8 (72.7%) 3 (100.0%) 11 (78.6%)
ECOG-PS 1 3 (27.3%) 0 3 (21.4%)
1 AF A 3 (27.3%) 0 3 (21.4%)
RT3 101 1400 E 3 (27.3%) 2 (66.7%) 5 (35.7%)
AFLHL 5 (45.5%) 1 (33.3%) 6 (42.9%)
HTTGIE L 1 (9.1%) 0 1 (7.1%)
[#==-30S HY 10 (90.9%) 3 (100.0%) 13 (92.9%)
HTTGIE L 9 (81.8%) 3 (100.0%) 12 (85.7%)
ORI HY 2 (18.2%) 0 2 (14.3%)
HiTG L 3 (27.3%) 3 (100.0%) 6 (42.9%)
ZOMOEE | HY 8 (72.7%) 0 8 (57.1%)

ECOG-PS : KERIMBEN AR NV—T" « RT —< U AAT—2 X MDS : ‘B #ERGIERRE



V. ARICEY 5EE

<AEDOHER>
FEHmEE -

BHER 1%, 0.16mg/kg #ECTIEL, 11 BIH 10 FIAEREh & HIE S, & 5 H L OREE L7 ilBrEkD)
DOFEUE (11 B 5 AN 2 HILLT) il LT\ D7, AMARKGEES - & e Sz,

BHERThER [95%EHEIXM] 1% 90.9% [58.7~99.8] TH Y . SHEEMES AR THIZR 80% % L[E Y |
£ 77 95%IEHEX ] FIR & B Th=R 50%% EEl-> Tz, 0.20mg/kg BETIX, 3 Fild 3 Filspkzh &

HIE SN,
% Rkt R [92%/1‘%%@%
T |0.16mgfkg Bt 11 1 (9.1%) 10 (90.9%) | (5500 ]
A . .
> [0.20mg/kg 3 0 3 3/3 fil
Z [aar 14 1 (7.1%) 13 (92.9%) 92.9%
- | 7" il 270 [66.1~99.8]
IR DI © 80%., BEERLLIR : 50%
BIEEEIER -

- Bt 365 H O fER

0.16mg/kg #ETIL, EFHMOPREITHH X T, Btk 365 HOEAEFE [95%(F XM
% 71.6% [35.0~89.9] TH -7z, 0.20mg/kg B TiL, AEFEHMO P RfEIX 186 H TH Y, B
% 365 H DEAEFHE [95%EFHEX ] 1%, 33.3% [0.9~77.4] ThH-o7-,

2EFHHE
(%) Kaplan-Meiergfi
100 -
80 ] | 0.16mg/kgk¥
4 60
Z w0l 0.20mg/ke#¥
20 A
0 11 10 10 9 8 7 6 0.16mg/kgf
43 3 3 2 1 1 1 0.20mg/kga¥
22 i-]= 60 180 360 (A)

BAELSDOBE

- BAt% 365 H o MM AEA 17 B

0.16mg/kg #f T3 MG A AR O SB35 H T & 3, MR [95%FE KM 1% 63.6%
[29.7~84.56] ThH -7z, 0.20mg/kg ff TITEHE AL O T RAET 179 A THY | HEHEA
17 [95%IFHEIXRI] 12 0.0% [FHT&ET] Thol,

- Bhiif% 365 H O MEHEAESE K

0.16mg/kg FETIZA X FEHE CTO B O REIFFE T3, BRERBERE [95%EHE XM ] 1X
9.1% [0.4~34.7] Toh-o7=, 0.20mg/kg B TlIA X MEHETOHEO P RMEITHEHTE
BRERER [95%EHEXM] 1 33.3% [0.0~86.1] TH -7,

- BAETR 28 H ORBAERTLIE B E

Grade 3 LA EOFE4G:)% 0.16mg/kg #ECTlE 11 B 11 %, 0.20mg/kg BETIiE 3 filH 3 FIZFRD HAL
77

- Bl 365 H DRYYIEIRIE

0.16mg/kg FETiX 11 %9 10 5] (Grade 3 LA E1% 8 1)
3L EIX3H) THoT,

. 0.20mg/kg BETIL 3 #7341 (Grade



V. ARICEY 5EE

- EMAREEONE (FUEEER)

0.16mg/kg FETIX, BAit% 365 H T 8 il 7 flAe2EAE (CR) LHIESNT-, BhEtk 365 H
THERyEME (PR) SHIESHIZERFE IV o72720, PR+CR b 7HITH-7=, 0.20mg/kg Bf
TlE., Btk 180 H T2 6% 1 128 CR & HIE & 7-, Btk 180 H T PR L HIE S - BHE I
Wiehotz7zH, PRHCR & 1l Th - 7=,

<BEHDIHEER>

2EA

0.16 mg/kg AETiX, RBREE L ORRPBEBAGECE2WVWEEERTI NI AT 11 AR LN, £
PRI, T, AL MR LERBKSERER M, C-RUNMER AN, YA M AT e T A L ARE
Btk (% 104) | B (94) . BAEGE, L (% 84) | K~/ x> v AMiE, OWN%E, &
. ROVEE (% 74) Thoi-, Grade 3 UL EDOIEERIEE ORI BEFMRNEE T RVWEEFRRT
1149 11 AR Bz, BEDO 3AL EICALNT-FGIT, BEGEE (T4) . ON%E (64) .
RmE, T, EmEREGR D (% 5 4) | FEEMELFRERBUE, (REJRD (K 44) L, REL
R, RO HERED (% 34) ThoT,

0.20 mg/kg BECTlE, JEBRIE L DR EBEBNEE TE WA EFRIIIAT 3LICROLNZ, 34
BHENC A BT FG T, FEELFPERBUDAE, TR, B, MR ILERI K EEEEHN, C-S MR
B, 779=0T7 ) b TV AT7 2T —8BHIN, TANRXTX VBT I ) T A7 =7 —BHN,
KOMAP T AV ERT 72 —BHINTH-o7-, Grade 3 UL EDIEFHEK L OREBERSEGE TS 22
WHERHGIL 34T 3L4ICROLNT-, BED 24V RICHONT-EST,  REWVELG BRI E
(84) . I&KA Y U AMAE, DAK, C-RIGHEREMN, KT 7=73 ) h 70 AT7 =27 —8H
m (& 24) Tholz,

BlER (REMMITRER)

JEBIEE (%)
TLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=11) (N=3) (N=14)
B B R Sy A A 4 Grade |Grade3LlE| 4 Grade |Grade3Lll| 4 Grade |Grade3LLH|
£EER 11(100) 11(100) 3(100) 3(100) 14(100) 14(100)
RRRE & & OB 4 RAE 10(90. 9) 7(63.6) 3(100) 2(66.7) | 13(92.9) 9(64.3)
BRI E 5(45.5) 5(45.5) 1(33.3) 1(33.3) 6(42.9) 6(42.9)
fifi g 3(27.3) 2(18.2) 1(33.3) 0 4(28.6) 2(14.3)
HA b AT 1T A L APERKE AR S 2(18.2) 0 1(33.3) 0 3(21.4) 0
BOR 3(27.3) 0 0 0 3(21.4) 0
e IS 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
RE IR 1(9.1) 0 0 0 1(7.1) 0
LR 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
IS 1(9.1) 0 0 0 1(7.1) 0
[ G e B ol 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
FERIIE 1(9.1) 0 0 0 1(7.1) 0
Y 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
PR 0 0 1(33.3) 0 1(7.1) 0
I P BRI PR R 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
[~ LS A 1(9.1) 0 0 0 1(7.1) 0
EFEDS 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
Rl fErES 2 v 2 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
YT 1(9.1) 0 0 0 1(7.1) 0
7R BR R 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
7 R ERE MR L E 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
RGE R 1(9.1) 0 0 0 1(7.1) 0
PR R G 1(9.1) 0 0 0 1(7.1) 0
miEsH LU VINREE 6(54.5) 5(45. 5) 3(100) 3(100) 9(64.3) 8(57.1)
FEEME LT H BRI i 4(36.4) 4(36.4) 3(100) 3(100) 7(50.0) 7(50.0)




V. BEICET HIER
SiE B %R (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=11) (N=3) (N=14)

B B RO FHFEAGE 4 Grade |Grade3VIl| 4 Grade |Grade3lil| 4 Grade |Grade3 VLl

21 1(9.1) 1(9.1) 1(33.3) 1(33.3) 2(14.3) 2(14.3)

FRARM: 1 PN e ) 1(9.1) 0 0 0 1(7.1) 0

I RIS SiE 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
REREE 2(18.2) 0 0 0 2(14.3) 0

IBHUE 1(9.1) 0 0 0 1(7.1) 0

%y 7 a7V e 1(9.1) 0 0 0 1(7.1) 0
REBLURERE 10(90. 9) 8(72.7) 3(100) 3(100) 13(92.9) | 11(78.6)

BAIEE 8(72.7) 7(63.6) 1(33.3) 1(33.3) 9(64.3) 8(57.1)

&~ 27" %3 7 AUE 7(63.6) 2(18.2) 0 0 7(50.0) 2(14.3)

KA ) U A ffE 4(36.4) 1(9.1) 2(66.7) 2(66.7) 6(42.9) 3(21.4)

&7 a— UIE 1(9.1) 0 2(66.7) 0 3(21.4) 0

&7 VT 2 e 2(18.2) 0 1(33.3) 0 3(21.4) 0

&7V S E 0 0 2(66.7) 0 2(14.3) 0

& A v 7 I IfEE 1(9.1) 0 1(33.3) 0 2(14.3) 0

1&J bV U A fE 1(9.1) 1(9.1) 1(33.3) 1(33.3) 2(14.3) 2(14.3)

IR | e 1(9.1) 0 1(33.3) 0 2(14.3) 0

Ji sk 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)

&7 27—V 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)

PN R 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)

Fv 73y AE 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)

= U T ASE 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)

FUR IR IL)E 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)

&2 v — )L fifE 0 0 1(33.3) 0 1(7.1) 0
EHEE 3(27.3) 0 1(33.3) 0 4(28.6) 0

ARE 1(9.1) 0 1(33.3) 0 2(14.3) 0

ISR E 1(9.1) 0 0 0 1(7.1) 0

BB L E 1(9.1) 0 0 0 1(7.1) 0

VB MRS A R 1(9.1) 0 0 0 1(7.1) 0
HRREE 9(81.8) 109.1) 2(66.7) 1(33.3) | 11(78.6) 2(14.3)

BIEPE 5(45.5) 0 0 0 5(35.7) 0

U 3(27.3) 0 1(33.3) 0 4(28.6) 0

FEED F 2(18.2) 0 0 0 2(14.3) 0

B ARG 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)

IRAEIE 8 F 1(9.1) 0 0 0 1(7.1) 0

VARRDT 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)

R 1(9.1) 0 0 0 1(7.1) 0

FER 1(9.1) 0 0 0 1(7.1) 0

JERE A 0 0 1(33.3) 0 1(7.1) 0

IR 1(9.1) 0 0 0 1(7.1) 0
RIEE 3(27.3) 0 1(33.3) 0 4(28.6) 0

AL I 1(9.1) 0 1(33.3) 0 2(14.3) 0

I R f 1(9.1) 0 1(33.3) 0 2(14.3) 0

ARJ 1(9.1) 0 0 0 1(7.1) 0
HELURKES 2(18.2) 0 0 0 2(14.3) 0

Hym 2(18.2) 0 0 0 2(14.3) 0
DEES 5(45. 5) 0 2(66.7) 0 7(50.0) 0

ElR 2(18.2) 0 1(33.3) 0 3(21.4) 0

EEEARER 1(9.1) 0 1(33.3) 0 2(14.3) 0

B 1(9.1) 0 0 0 1(7.1) 0

EEEHISM G 1(9.1) 0 0 0 1(7.1) 0

DEEEARE 0 0 1(33.3) 0 1(7.1) 0
mEREE 4(36.4) 2(18.2) 2(66.7) 0 6(42.9) 2(14.3)

e I 3(27.3) 1(9.1) 0 0 3(21.4) 1(7.1)

WAL 0 0 1(33.3) 0 1(7.1) 0

T fE 0 0 1(33.3) 0 1(7.1) 0

A8 if 0 0 1(33.3) 0 1(7.1) 0




V. ARICEY 5EE

SiE B %R (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=11) (N=3) (N=14)

B B RO FHFEAGE 4 Grade |Grade3VIl| 4 Grade |Grade3lil| 4 Grade |Grade3 VLl

FFEIR AR SE 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
Fikzs. M2 & UHRES 7(63. 6) 109.1) 1(33.3) 1(33.3) 8(57.1) 2(14.3)

Suhmn 3(27.3) 0 0 0 3(21.4) 0

BN 2(18.2) 0 0 0 2(14.3) 0

1 JenE S8 1(9.1) 1(9.1) 1(33.3) 1(33.3) 2(14.3) 2(14.3)

iobR) 1(9.1) 0 0 0 1(7.1) 0

I ] 3 1(9.1) 0 0 0 1(7.1) 0

£ 1(9.1) 0 0 0 1(7.1) 0

1 JREnE SR A R 1(9.1) 0 0 0 1(7.1) 0

SRR 1(9.1) 0 0 0 1(7.1) 0

FRGEDORIAE 1(9.1) 0 0 0 1(7.1) 0
BREE 10(90. 9) 8(72.7) 3(100) 3(100) 13(92.9) | 11(78.6)

T 10(90.9) 5(45.5) 3(100) 1(33.3) 13(92.9) 6(42.9)

N 8(72.7) 3(27.3) 3(100) 1(33.3) 11(78.6) 4(28.6)

BIES 7(63.6) 6(54.5) 2(66.7) 2(66.7) 9(64.3) 8(57.1)

Mgt 7(63.6) 0 1(33.3) 0 8(57.1) 0

XA 4(36.4) 0 1(33.3) 0 5(35.7) 0

NP9 JE PR 4(36.4) 0 0 0 4(28.6) 0

IEEE 2(18.2) 1(9.1) 1(33.3) 0 3(21.4) 1(7.1)

F RIS 3(27.3) 0 0 0 3(21.4) 0

1 epE 3(27.3) 2(18.2) 0 0 3(21.4) 2(14.3)

MR AR PRk 2(18.2) 0 0 0 2(14.3) 0

P& 2(18.2) 0 0 0 2(14.3) 0

HFRRER 1(9.1) 0 1(33.3) 0 2(14.3) 0

TRE R 1(9.1) 0 0 0 1(7.1) 0

PSR 1(9.1) 0 0 0 1(7.1) 0

i) 1(9.1) 0 0 0 1(7.1) 0

EES 1(9.1) 0 0 0 1(7.1) 0

A E MR AR 1(9.1) 0 0 0 1(7.1) 0

i 1(9.1) 0 0 0 1(7.1) 0

/B 1(9.1) 0 0 0 1(7.1) 0

H RGOS A 0 0 1(33.3) 0 1(7.1) 0

JIT P9 B AT B 1(9.1) 0 0 0 1(7.1) 0

BH FARIER 1(9.1) 0 0 0 1(7.1) 0
FFRRERIEE 4(36.4) 3(27.3) 1(33.3) 0 5@35.7) 3(21.4)

FFHERE & 2(18.2) 1(9.1) 0 0 2(14.3) 1(7.1)

EE VLYV E 1(9.1) 0 1(33.3) 0 2(14.3) 0

A& PHIE 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)

IR E 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
EEBLUETHEBES 8(72.7) 0 3(100) 0 11(78.6) 0

B 3(27.3) 0 2(66.7) 0 5(35.7) 0

BB g 2(18.2) 0 2(66.7) 0 4(28.6) 0

% D FEE 2(18.2) 0 1(33.3) 0 3(21.4) 0

B 1(9.1) 0 2(66.7) 0 3(21.4) 0

Wi B AE 2(18.2) 0 0 0 2(14.3) 0

PRE S 0 0 1(33.3) 0 1(7.1) 0

HLEE 1(9.1) 0 0 0 1(7.1) 0

WA BOE 1(9.1) 0 0 0 1(7.1) 0
BERRELUVHESHABES 4(36.4) 0 0 0 4(28.6) 0

BA &R 2(18.2) 0 0 0 2(14.3) 0

I 2(18.2) 0 0 0 2(14.3) 0

VU 1(9.1) 0 0 0 1(7.1) 0

SR 1(9.1) 0 0 0 1(7.1) 0
EBFLUVREES 3(27.3) 0 2(66.7) 1(33.3) 5@35.7) 1(7.1)

B RekEE 3(27.3) 0 0 0 3(21.4) 0

BEIR 0 0 2(66.7) 0 2(14.3) 0



V. ARICEY 5EE

SiE B %R (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=11) (N=3) (N=14)
B B RO FHFEAGE 4 Grade |Grade3VIl| 4 Grade |Grade3lil| 4 Grade |Grade3 VLl
HH LRI e 2% 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
1f.pR 1(9.1) 0 0 0 1(7.1) 0
JKBAE 0 0 1(33.3) 0 1(7.1) 0
BARA 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
SR EA 1(9.1) 0 0 0 1(7.1) 0
—f& - 2EBESLUERSIHLOIKE 11(100) 5(45.5) 3(100) 1(33.3) | 14(100) 6(42.9)
FEER 10(90.9) 3(27.3) 2(66.7) 1(33.3) | 12(85.7) 4(28.6)
T B R 9(81.8) 3(27.3) 1(33.3) 0 10(71.4) 3(21.4)
IE 7(63.6) 0 2(66.7) 0 9(64.3) 0
EE 3(27.3) 0 0 0 3(21.4) 0
A PR 2(18.2) 0 0 0 2(14.3) 0
I 57 2(18.2) 1(9.1) 0 0 2(14.3) 1(7.1)
REE VR IE 2(18.2) 0 0 0 2(14.3) 0
JRPTER 0 0 1(33.3) 0 1(7.1) 0
RIEER 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
=R 1(9.1) 0 0 0 1(7.1) 0
ERERIRE 11(100) 10(90. 9) 3(100) 3(100) 14 (100) 13(92.9)
1fn. AR FLER K SR S BN 10(90.9) 0 3(100) 1(33.3) | 13(92.9) 1(7.1)
C — e BN 10(90.9) 2(18.2) 3(100) 2(66.7) 13(92.9) 4(28.6)
P A R AT a ANV ARAEGE 10(90.9) 1(9.1) 2(66.7) 0 12(85.7) 1(7.1)
TI5=UT I NIRRT 25— | 6(54.5) 1(9.1) 3(100) 2(66.7) 9(64.3) 3(21.4)
TANRGX BT I /) VT A7 x| 5(45.5) 1(9.1) 3(100) 1(33.3) 8(57.1) 2(14.3)
5 —BHINN
MAETVH Y FRRT 7 X2 —BHEN 5(45.5) 0 3(100) 0 8(57.1) 0
y—INAEINVRNT AT 25— | 6(54.5) 1(9.1) 2(66.7) 1(33.3) 8(57.1) 2(14.3)
LR 6(54.5) 4(36.4) 2(66.7) 0 8(57.1) 4(28.6)
i ER ek 5(45.5) 5(45.5) 1(33.3) 1(33.3) 6(42.9) 6(42.9)
A s U v Ll 3(27.3) 2(18.2) 2(66.7) 1(33.3) 5(35.7) 3(21.4)
U L RERIERE B 5(45.5) 0 0 0 5(35.7) 0
7 L7 3 R 3(27.3) 1(9.1) 1(33.3) 0 4(28.6) 1(7.1)
M R U o A 4(36.4) 1(9.1) 0 0 4(28.6) 1(7.1)
I F ERE s> 3(27.3) 3(27.3) 1(33.3) 1(33.3) 4(28.6) 4(28.6)
MWE AR 3(27.3) 1(9.1) 1(33.3) 0 4(28.6) 1(7.1)
M e UL s 1(9.1) 1(9.1) 2(66.7) 1(33.3) 3(21.4) 2(14.3)
7 V7= 880 2(18.2) 0 1(33.3) 1(33.3) 3(21.4) 1(7.1)
if H R SEHE 0 2(18.2) 1(9.1) 1(33.3) 1(33.3) 3(21.4) 2(14.3)
FeEpuf KT 2(18.2) 0 1(33.3) 0 3(21.4) 0
iR 3(27.3) 2(18.2) 0 0 3(21.4) 2(14.3)
7 UF ha v mEd 2(18.2) 0 0 0 2(14.3) 0
T AL )L AR A 2(18.2) 2(18.2) 0 0 2(14.3) 2(14.3)
Ifn.Hp 27 v — 2(18.2) 0 0 0 2(14.3) 0
7 v — B 2(18.2) 0 0 0 2(14.3) 0
AU o L8 1(9.1) 0 1(33.3) 0 2(14.3) 0
JR i B e 2(18.2) 0 0 0 2(14.3) 0
I BB BRI 2(18.2) 0 0 0 2(14.3) 0
IR M EREs 2(18.2) 2(18.2) 0 0 2(14.3) 2(14.3)
HEPR R I BRE N 1(9.1) 0 1(33.3) 0 2(14.3) 0
RN 2(18.2) 0 0 0 2(14.3) 0
THIE J V3 w7 IR 1(9.1) 0 0 0 1(7.1) 0
TI5=LT ) NG RT 25— BRE | 1(9.1) 0 0 0 1(7.1) 0
7 I5—ERE 0 0 1(33.3) 0 1(7.1) 0
T HE L BRSO N 1(9.1) 0 0 0 1(7.1) 0
. v Mg 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
A LS w7 A HEN 1(9.1) 0 0 0 1(7.1) 0
g7 V7 F ok ZxRFF—E 80 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
LRIV % 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)



V. ARICEY 5EE

FEBIEX (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=11) (N=3) (N=14)

B B RO FHFEAGE 4 Grade |Grade3VIl| 4 Grade |Grade3lil| 4 Grade |Grade3 VLl
PPz 0 0 1(33.3) 1(33.3) 1(7.1) 1(7.1)
MEE T 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
iR SR B 1(9.1) 0 0 0 1(7.1) 0
Bt b U o AFRAST T RN 1(9.1) 0 0 0 1(7.1) 0
PR AR 1(9.1) 0 0 0 1(7.1) 0
RS AT B 1(9.1) 0 0 0 1(7.1) 0
SRERIAEE R 1(9.1) 0 0 0 1(7.1) 0
SR R o HERG 1(9.1) 0 0 0 1(7.1) 0
S /A =R s % 1(9.1) 1(9.1) 0 0 1(7.1) 1(7.1)
NS iEE e 1(9.1) 0 0 0 1(7.1) 0
BB 1(9.1) 0 0 0 1(7.1) 0
HELR AR L ER B> 1(9.1) 0 0 0 1(7.1) 0
RIS RE R R 0 0 1(33.3) 0 1(7.1) 0
SR &) 1(9.1) 0 0 0 1(7.1) 0
L EREE N 0 0 1(33.3) 0 1(7.1) 0

MedDRA 18.0 NCI-CTCAE v3.0 HAGER JCOG iR

) AENOAB SN THNDHEROHE
[R5 of S R R R AL 0D BT TR )
WH. RAZET VLAY X7 (EaHiz) &L T1H1[E0.16mgkg % 6 HEAMEHET 5,

QBATEMAMBEIINT SREEMHMEBIEZNRICL-ENEMEEE I /I HEERKHER
(HE0403 éi‘:gﬁ) 6)*17) %18)
SN
- EIARAFHE OO ESE , FE & OV BT O T34 R BRI B 2515 & U C, [RIFEE i
BT L7 LAY X~ 7 O B2 ke iaEhis (CRM) XV it oL b, YgMHE
IR W C RS M 2 2 2IT) 2 ENARETH D Z L 2 HEHT 5,

- BB SR A% OFEMENRE L L C. T LAY A< T OMIEFEEICOWTRIT 5,

HERTHA Y AT It EEM, EAEE, ZhaskE. 51/ TR

X ¢ IR OCREE, A & O EIE O AR BIEE I EH

WeBRFES. 154 (0.16 mg/kg B 12 44, 0.20 mg/kg #f 3 44)

FAER - BROVEE

il 5 B iy B AR - BROVELAE -

R & R B EEINE L

TROETORMEMT-TRELZER & L,

(1) vZ7uaARYrEflgifiin s a7y o0t d 2 W THiiiie s a7 ) B L 5 5%%
IHRERA T, 6 22H UL ERGE L7722 bbb 67, SiEIEES IR SN o 1200 H
fiE, BRI EIEOZ RKMEFARBREGMEE, 72720, v FAmEREY R (HLA) —2uf
& N —2 AT 5561, REMHFEORNEROA EL2 b,

72, W ELYE T B R AR R M B E R AR ST O SIS o T, Fo, HEIEESFEITEA
AR MOFEIEL S (1998 L) ITiE- 7,

<FWrELHE>
DERRPTR. & LCEMm, M, & 2B E 235
2) R MAZ BV T ERIRE 238D 5 (B AIZ I W THRMEREI T B 1M 400 J5/ul [4x10'2/L] |
M 350 Ji/uL [8.5x10'%/L] A, HIMEREL 4000/ul [4x109L] A, fi/rE 10 J5/uL
[100x10%L] #iiix 27 D IRAEZ L MERA &3 5)
a4



V.

AEICET H5IEHE

3) PLIMERIA> & 72 % R RIIR B A 78 8D 720

4) Z DAt

RIHIMIZ BT DHREY Y > 7 EROHEN

o KRR ML OREAR ML ERAE SRS IEH L 0 BB L Tz

Bl ZEAIET L CHIRE N . B D WIIERZER DA & U L RERIEER O A FR D D
- BUEROTEEE Clide

- BBl RRAT R AR o R

<EEFE >

()

(3)
(4)

(5)

(6)
(7)

- Stage 1  HJE TR DGE
- Stage 2 HEEJE Wi LB TR0 2HEA AWM T HO
HERIER <1,000/uL (1x10%L)
/iR <50,000/uL (50x109/L.)
AR IMER <60,000/uL (60x10%L)
- Stage 3  OXHEIE A LB TRO 2HAZN L, o @B A LB R H 0F
HERIER <1,000/uL (1x109/L)
I/ <50,000/ul. (50x10%/L)
AR IMER <60,000/uL (60x10%L)
- Stage4  HJE D EHTRO 2HEE AT HO
FERIER <500/uL (0.5%109/L)
i/ <20,000pul (20%109/L)
AR IMER <20,000/ul (20x109%L)
- Stage 5 X EIE FERIER <200/uL (0.2x10%L) 2Nz T, »72< L Tt 1 THA %
W= bo
/i <20,000/ul (20x109/L.)
fAJRIMER <20,000/uL (20x10%L)

*E BRI & 13 2 BRI RO BRI AN LB A b D &R
EREAEIS, ROBERAT 28 H AN Tl O A D 7 LI S D A & TV TR S

HLA —E i fx K — HLA — R —Einix K — HLA —EJEffx K —& 5 X HLA DRB1
—JEAR—EIEAR R —%2 /3 5,

6 BUS R OAE#R DS 20 kLA B2y 65 %L R,

KFE RN AR RER S L—T « X7 p—< L AATF—X A (ECOG-PS) 20 XX 1 Th
%)o

LU O ToOFE RSN R STV 5,

- BAFRIER G COBIRMAR - ERR ALY 94% 2L | GEBLIAYHIE TH ) |

- ME 7 LT F =l 1.5 mg/dL LA T,

- MIFH E U L E EDY 1.6 mg/dL LT,

T ARTXURT I ) VT AT 2T —F (AST) MO 7 79=07 3 FI7 A7 =257 —F

(ALT) fE2Mi e HAEE EROD 3 F5LAT,

- DEX B R AET L RETT RN,
. 1E\I:l‘—‘J:\ E%%Bm%}ﬁg 55%1;LJ:O

TRERIREE 5.1% . K 6 M TR 72T FiEE2 AT 5 2 S ICRE LTV,
BRSO WTARANS XETORENELILTVD,



V. BEICEYT HER
7B SR B B S

TREOWTIUNNIEE Y T 5 EF IR LT,

(1)
2
(3)
(4)
(5)
(6)
(7)
(8)
9)

A R OfKERIE I X o THIREREE 2 =2 > b v —/ LA ROBERF 2 & 0f

ary br—ARRREIEZEHL TV D,

a2 b — LR B TREIE O RYE D BLA

BT 5% EoEEMILOBA,

HH#f G-banding XIIH O in situ ™A 7V XA B— g EICL D T REEOKO BT OMH,
IREMED B OBLA,

T, PRI SUTEENRE LT B alREMEDS & 2 2ok,

oy ha— VARBZREMIEREZA L, SEBR~O MR EE & W S b,

BAIFR T A v AFKmPUR (HBsAg) 235,

(10) & MEEART A LA (HIV) HURH G,
(11) BRERTALESR (T V2T e ) R AT )V 7 vk A7 7 X F) | BiR 5 1% (GVHD)

T (7 uxRY 0 A RrFt— R ([ORBUEOBEZ AT 58,

(12) i i e AR A A O BETE,

R B EREF B —3R4R - BRIV EE

RZRF K —&IRE#E
TROETOLRMEZNWT-4 R —2 kg & Lz,
HLA &I OW T FELICHES T,

- [k F7-—d HLA #ift i3 HLA-A/B JFEIZ DWW TIME 7RI A, DR FEIZ-DU T MLE 5 R

#H DT DRBL EOBEFMREZIT . AARANCEWTIIFEFIBRA T -H L TV THLER
FHRURAE TOR BN FEHEICFERO s HLA miE% (HLA-A2, HLA-DR4 72 &) 1225\ T
TR FRRAEZAT O 25, Mix#H O HLAROMRIZ L > T—H LTV D Z BB ShizhHe
ZITEEFREREIAETH D,

- JEMmfx K+ —o HLA 1< HLA-A/B O MigFFAM AN 2 <, DRB1 ® HLA-DRB1 ®

A FERA A B AEHE > 7 TL—F U Fh T %, HLA O A/B FEDEHE TR AR
WTHL AA AT TR RA T8 LT C bR PR A T O R —Ss fE R
s HLA Mo (HLA-A2, A26 72 8) BEETTD.

c INLOMEBEITo BT, A—ERRD ONTHEIE. TR IIFEAIRE TH 50861

BETH LI OLT, A—BEL LTV M5,

(1) 1)~2) DT RPOEIEZ =T,
1) B L THELN (B & BT —2BTBIRD BV ITSLAS MRBIRIC B B, FR. HRHEER)

D[RS OF A 12 L 65 UL T ofifxE TH v, HLA R —BJER U T TH D
(FEDOMREETIL, 20 5K LA L 65 5L F o lffx s Th V. HLA R —BUEN—JFELLT)

2) HRBREN 72 LTCa—TFT 4 x— S TWa Mk K —Toh 0 HLA R—EEN 0 )i

& %\ E HLA DRB1 — A~ —ETh 5,

(2) Mufk R —o%E, ECOG-PS 75 0, ik NI — 05613, $REUiiER TOREEZ T THRIX A6

EHIE SN,

(3) Mifx FF—DHE. D~ IS T 5 Folal - i - & - IHse 2 A3 2%, ik N —os;

Bl BREUERR T ORI TERIUATRE & HIE S iz,

1) DX R f 2R SoTER & B 5 REER 2 TR D 22N
2) i 7 V7 F = Al 1.5 mg/dL KiK. OMLiE#e £ U L B MBS 1.5 mg/dL LLF OF,
3) Mo X M5 HE CRE N e | BRBRIEE G R OMFRFEN 94% GEBLMARETH F) LLED

&

4) FEASRER A CHfiTE B (%WVC) =70%70>> 1 3% (FEV1.0%) =70%D%,



V. ARICEY 5EE

5) IfiLiE AST K& QML ALT 23 ftisk JE S RO 2 540 D%,

(4) Ik RF—D5E. 1) ~)ITENT D+ RiEmiEsE F 9 54, Mtk N —o8A 1%, BREUE
R COREFEZIM CHRIUATRE & HE S,

1) FIMEREAY 3,000/ul (3X10%L) LA EDFH,

2) /RS 13 J5/ul (130X 10%L) LA ED#,

3) T/ B PR 13.0 g/dL VA ED B, XX 12.0 g/dL LA E Dotk

(5) RIBBRBINCHKT 2RBNRRANS LEICLVBELNTWDE, 72720, RT—RREEED
LAXIIRBRENE XS GEICE, TOREEPLLECIZFABE/MELNTWDHZEETD
B, RFP—ARADD L ARERIRV FMEESL & LT 5,
FEMfx R —DEAIT AR A7 20 LT Thh 2 K RIERR CRIENG DRT-H,

IR B EREF B —BROVELSEE

TRROWVTINITEY T 5 R F—1TRS LT,

(1) FARMARGE, BUREELIERBOBA K OEFEOH 545,

(2) D oMt UAA, BIPEORE, M ERZEOBA L OO H 54,
(3) NN OBRA KR OB LD & D,

(4) iR ELE LT HEME, FERBEEBAT 54,

(5) EERIEAT LLX—DHEOH HHE,

(6) EMEEDOFHERESD 5 WIIREEOH D4,

(7) 44, 23U SUTIERE L QD ATREME DS & 2 &k,

(8) T1RBASIMNCIKT T 2RI B A RITITRMIRE, EMKTOH 23,
(9) HBsAg., HIV kO WF 03 gGito,

(10) = Dfth, 1RERFETERM & O XUTIRER RT3 R Y &I L 7= 3

AEBRFEERINEE .
TROETOLRM AT RE ZwE L L,
(1) RIBEROSIM O [RE ORI 720,
(2) LFOETOEZT S e RSN T\ D,
- RSRIERE 5T OBNIRIMIE HEE R AAFIEE A 94% L4 = GEEIMARIETH )
- MG 27 V7 F=fEDS 1.5 mg/dL BLF,
LT F=r e 7T T AN 30 mLimin/m2 UL F,
- M{EHE UL E EAS 1.5 mg/dL LT,
-+ AST KON ALT fEAfEs% FE M EFR D 8 f5LLF,

HERAE
TNVEZEY VBB AT IV, VI BRAT 7 I KK R OSSR & O T, ~ 7%
¥ X2 % 1 H 1[0 0.16, 0.20mg/kg T, BAAT 10 H2>HBHRT 5 H £ T 6 HFE B AERE L
776
T LAY AT EBEATLE S U CBAERT 10 B2 D BMERTS HE T6 HM& G L, 54 HIXZ4
PR DT=D, 7TV ALY A~7 3mg & 2 BT CTAMEEFRE LTz, 777 4 7% U — RS D3E
7p ER MRS R VR, R OB G EE 2 RN CRIEEE L, 2BIBLUEOT LAY X
~ 7 ORI REE 4 R TREFHE LT, 74X 78 ) VBB 27 11T 80 mg/m?/ H %
B 6 HOBMAT 3 HETO 4 HF, FH LS 30 0 TRIEEHELZ, 7 rAA7 7 IR
1% 25 mg/kg/ H Z#BAbRT 6 A OBHEET 3 HETH 4 A, %8 &b 3 BT CAlEE L,
HLA —J#EAR—FH ol K —, HLA —% DItz K7 — XX HLA DRB1 —EAR—BdE Mk K —
DO DOBIEDOEE DK, 1\ 2 Gy, 1 H 1 [BOSH SRR 2 BHRTH T 70, MiOERIEAT
DI T,
) AFIOAR SN TS BRI

(IFVR XS . s R L BEATE 0D BT )

WHE. RACIET VLAY X~7 B #izx) & LT1H 1M 0.16mgkg % 6 HRFSHMEET 5,




V. ARICEY 5EE

FMEIER -

Ak

<FEFFEEER>

Bfititk 60 B LLAESE L, B 60 HLIPICAEE OEZR &= L. hoBHi% 60 H O S T Grade
2 UL EoEME GVHD ZFJE L TV ZRVER 2 il & B L, ZOR (k=) & L,
*ARIRBRICEB T T4 L1 TBRE%, FPEREDA IR L 72 o728, 3 A Mt L 500/mm3 (0.5X 10%L)
U bEZERTEREE) EEHEL, AFHIX LAY FEHOREEZITo72H & Lz, 72, Btk 60 HE TIZ3 &K
A > hiEfE L TR ERER 500/mm3 (0.5 X 109L) L LZfEB CE oA % [EFERE CERLE,

<BIXREFFMEER >
- BAifit% 365 H DA AER
- BAtt%: 28 H O FERTALIE B E F
- BhE 365 H O RYERIE
- FRARR BRI R B VAR S

e

HEFESILENFERYE (CTCAE) v3.0 HARER HABKIERIES v—7 (JCOG) fiR) (LL
T, CTCAE v3.0 HAGER JCOG i) (ZHEENTH SN TV LIHE X, TORMEITIIT 2 EIEEN
BAL LG %, SEENTR SN TORWIER T, BEENEE LS E e AEFRE LT, A
TER &IE, AEFRD S BIEBHFE L ORREBRABETE RV D L LT,
B, AEFRRLSNOLEMICET OELITILTO LB & L,

- BRI (g, A

- KT R, (ECOG-PS, {AH)

- B (N Z YA L)

EYFRE -
T LAY R TGRSR ER G THOT LAY A7 OMiEHEEA R L, 7=, 517
LAY A< THRELEDORBEZ MR LT,

#MErFiE -

EEHTXIER>

FERHMIE B & ORI E B 203000 63, A2 MEOFHGIE B 12D TR 5R 5 b 51 8 5 5 5
(PPS) Zxt8t & LTz, 7o, RBNRIIZSEEMENT I GAER (FAS) Zxige & U7 fifATis S i 7
HIEELTWEN, BEINT-EEESTHN FAS & PPS B IN=72D, FAS TOHMEOfE
Mridgeht Le o7z, ZRMEORHMIIE B2 Wik, MM RIREN (SAS) Zxt5 L L=, £
BRI E H ORGAAREIZIB W TIL, A1 0.05 ZHEKHEL Lz,

EEFMERD
NGB DFENT RIS DR A IR L EFR L, £ OSHEEME OIEM7: 95%EHEX M2 F H L
776

<BIREFMIEE>
- Btk 365 H O&/EFR
BEAZEEH Q1HFH) L, BOOLFERCEDETEZA RV b, A0 MNEBLETOREKAE
A & EFR L BRI 365 H O RA(F#IZ-o0 T, Kaplan-Meier 142 & Y #1E L . Greenwood
DA A W THM 95%EHEIXHZRKDT, 7ol AAFHEFIZ OV TUIREAEFHEZR 2 > T
o8l & U, BEIRERIER] CIIBARE & 22 2 AT O R AEFHR A 2 b o T HUI0 & L,
- BhEt% 28 H OBAEATALE B E M
At 28 H £ COBMATLE R #E T4 CTCAE v3.0 HAFER JCOG itz AWV TR L 7=, 3
a5



V. ARICEY 5EE

GTL, HIEEZ L— RZL (Grade 3 LI E) (ZRIALVEBIEFME O BGIE L ORRES 2R/ L
776

- BAitit% 365 H DIEYLIEFIE
Bhilitk 365 H & CORYYERIEIZIOWT, FRTL, HIEES/ L — KT L (Grade 3 LA L) 123
BB O BLEIA 2 FH LT,

- AR B LIS 63 5 1R B
BAlt 603 H., Btk 90+7 H. BAE® 180+15 H., BAitk 365+15 HICHARBMEEMIC
KT HIREREHE LTz, BAERE ﬁzié-:mmﬂsﬁir FEOYHE (1998 ) ¢, OHAE, HiE&
O ESEDRHMER 7 S o G BICA EHIE L, AREE M L,

- TOMDOEEL
WEmEE (E%) OFMEDO=0, BEAZERA (1 HE) &L, /Mo mEE (ERTO /MR
i~ 3 H LA ERGE L2%Ic, /RIS 3 AR A o Rdifgi LT 2.0 X104mm3 [20 X 10%L] LA
E30E 5.0X104mm? [50X 10%L] LA EEp o 7o flD H) RO ERE OEIE (FPERED 8 R
A > b L C 500/mm? [0.5X10%L] LA EE oD H) FToOH% % Kaplan-Meier 7
WXV RRE LT,

EEIEL DR TE>

DO ERIZIES R LB RIZHOWNT, MBI Z 90%., FERZE 60% & LT, ki
60%LL F DIEREEZ «=0.05, 90%LL OB EA 3=0.20 OIBEDOHR THEHT HEMETF T, HE
BRE AR B S W T EERIE Z FHR T 5 L FHME ATREIE RIS 14 A LA LB L 72 o 7= FEAf AT
REER] 14 4 12 A LLERERE) &l S B ICRIBR 2 S % oK RBRICEEAT 22 L & L
710

B, FMEATRESIE I a R — MEICBWTT LAY X~ THR G5 SNIMER O 9 5, CRM THEL
HAEEHESNTHEEZRGESNTENEZ G2 & & LT,

HERAIAE -

<BEER>

AJRERIZIE 16 A DBEDMBER S L, REDPARBRERE o7, IWBEERE G OBF TR, 340
0.20 mg/kg, 12 447% 0.16 mg/kg O M & TR G- 22 T 7o, 1R GZICBMTILE o7
BFNI D o7z, IRFBIEWIRPIC 1 A0BIERIEE e | JREBIEMBZE THIX 144 Tho Tz,
TRIEBIEMIRE TR 24 08B Ik & 72 0 . 12 42088252 T L,

AJRBRTIL, 0.20 mg/kg TIHEBEE G 2B L T 3 40 B&EIN., £T0 9 bEME 60 HLINOD
Grade 2 VL E D&M GVHD 84728 0 4 CTH - 727208 L T 0.16 mg/kg |2 12 A 03Bk S iz,

2EER
TVAY X<
0.16mg/kg #f 0.20mg/kg #¥ &t

JiE 151 4% 12 3 15
PER] F1E 3 (25.0%) 1 (33.3%) 4 (26.7%)
7k 9 (75.0%) 2 (66.7%) 11 (73.3%)
e <40 7% 7 (58.3%) 1 (33.3%) 8 (53.3%)
" =40 % 5 (41.7%) 2 (66.7%) 7 (46.7%)
0 5 (41.7%) 0 5 (33.3%)
ECOG-PS 1 7 (58.3%) 3 (100.0%) 10 (66.7%)
1 A AT 2 (16.7%) 0 2 (13.3%)
e Jr R 15Uk 5 (41.7%) 1 (33.3%) 6 (40.0%)
A FLHEL 5 (41.7%) 2 (66.7%) 7 (46.7%)

o L 0 0 0
) HY 12 (100.0%) 3 (100.0%) 15 (100.0%)




V. ARICEY 5EE

<AYHEOHERE>

FEHEES -

LR ThER I 0.16mg/kg BETIE, 12 Bl 11 B3R & e &, BAERIIER [95% 5 XM 1
91.7% [61.5~99.8] TH V., HEIEFIED 14 FITIIRIZETH -T2 b DO, SHEEMED ML)
90%% LMY | F72 95%EHHIX ] TR & BIER T 60% % EAl>TnWH Z & L, AMENRI N
mEEZ BN,

0.20mg/kg #ETIX, 3 B 3 FlA k) & I E S iz,

o y . TEAH A Th 2R
FEGIE R P [95% (ST
> . . . 91.7%
Z 0.16mg/kg #f 12 1 (8.3%) 11 (91.7%) [61.5-99.8]
v 10.20mg/kg Ff 3 0 3 3/3 il
:é &5 15 1 (8.7%) 14 (93.3%) 93.3%
i 070 70 [68.1~99.8]
IR IR © 90%. BEMERRTIER : 60%
B ETAE -

- BAET% 365 H O&4AFR

0.16 mg/kg BE CITAEFMB O P REITHEH TX 3, 247G (95%EFHIXM) 13 83.3% (48.2%
~95.6%) Toh o7, 0.20 mgkg FETITEFHMOPRMEIIHHCTET, 2EGFE (95%EFHKX
M) 1. 66.7% (5.4%~94.5%) ToH -7z,

24 FHR
1((")/oo) E Kaplan-Meiergh&
] I 0.16mg/kgh¥
80 i I—H-I.I.U
7 —
4 60 0.20mg/kg#*
= 4
R 40
20 1
012 12 11 11 11 11 8 0.16mg/kgit
43 3 3 3 3 2 2 0.20mg/kg#¥
18R 60 180 360 (R)
“HED 5D B

- At 28 H O AH AL B

0.16 mg/kg BTl 12 4% 124 (Grade3 L EiE54) . 0.20mg/kg #TlE 3 4% 34 (Grade
SLLEEFARL) IR bz,

- Bfititk 365 H ORYLIEFIE

0.16 mg/kg #ETIX 1247 114 (Grade3 LA EiEZ54) . 0.20mg/kg #ETIX 347 34 (Grade
3LLkIZ24) THoT-,

- B B M6 B IR B

0.16 mg/kg B TIXBHE% 180 H T 11 4 8 4. 0.20 mg/kg #ETIIBAEE 180 HT34H 14
WA EHE ST, BE% 365 HIZERREMMAIE SN2 -7 7o O ETE otz

<BEMDFER>

BlEA

0.16 mg/kg AETiL, 1RBRIE L OREEBEAEE TS RWAEFERERIT124F 1241580617, E
RHERRT, A AT A NV ARERME (124) . B (104) . BEEEE, C-IUSMEE [N



V. ARICEY 5EE

(% 94) | BEE (84) . 8. THI, W&, R KO- LK EEER N (& 74)
Ho7, Grade 3 UL EDOIRERIE L OREBEN B ETCERWVAFEFRIZ 124 11 A IBDO LT,
BED 24 EIcADNT-FRIL, BAEEE 64) . B 44) . WE, 77=7I/ 7
VAT 27 —BHI (% 34) | BEWELPERBUE, KA Y U A E, ROV Co8EREGED (% 2
%) Thol,

0.20 mg/kg FECIX, 1RBRI L ORPEERNGE CXRWEEFRIL3LAT 3AICRD LN, 34
BHNCH LT, B, B, BB, B A M AT e UA L ARERME, C-RIGEER
Hm, ¥kO7 7 =7 I UAT 27 —BHEMTH -7z, Grade 3 LLEDIBERIK & oK FEAF%
DEECTEXRVEERGIZAT 3AICRO LN, BED 24 EICALNTFLRIE, KT Y
U ASE, ERERED . RO EREED (% 24) Tholz,

BER (REMMBITRER)

SiE B %R (%)
T VLAY A~ T
0.16mg/kg 0.20mg/kg All
(N=12) (N=3) (N=15)

B B RO FEFAGE 4 Grade |Grade3Lll| 4 Grade |Grade3lil| 4 Grade |Grade3lil
£FIER 12(100) 11091.7) 3(100) 3(100) 15 (100) 14(93. 3)
BRPES K UHFERE 11091.7) 4(33.3) 3(100) 2(66.7) 14(93.3) 6(40.0)

SLIHEE S 3(25.0) 0 0 0 3(20.0) 0

P ITILE 3(25.0) 3(25.0) 0 0 3(20.0) 3(20.0)

T T 0 v A L ZMEH MR J% 2(16.7) 0 0 0 2(13.3) 0

JEE k4% 1(8.3) 0 1(33.3) 0 2(13.3) 0

i INITR 2(16.7) 0 0 0 2(13.3) 0

R R 1(8.3) 0 0 0 1(6.7) 0

EN-BES 1(8.3) 0 0 0 1(6.7) 0

AN 0 0 1(33.3) 0 1(6.7) 0

P b AT T AL AVEARKE B SS 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

TA AT a oA VAR 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)

BN R YE 1(8.3) 0 0 0 1(6.7) 0

BOR 1(8.3) 0 0 0 1(6.7) 0

FhifE 0 0 1(33.3) 0 1(6.7) 0

AT W 1(8.3) 0 0 0 1(6.7) 0

REEES 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)

MHEE 1(8.3) 0 0 0 1(6.7) 0

Bl S 1(8.3) 0 0 0 1(6.7) 0

FEEE IR 1(8.3) 0 0 0 1(6.7) 0

RGE Y 1(8.3) 0 0 0 1(6.7) 0

YA LAY 1(8.3) 0 0 0 1(6.7) 0
MBS LV VNREE 5(41.7) 3(25.0) 3(100) 1(33.3) 8(53.3) 4(26.7)

B AT H BRI i 3(25.0) 2(16.7) 2(66.7) 1(33.3) 5(33.3) 3(20.0)

2 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)

eIl 0 0 1(33.3) 0 1(6.7) 0

HimPESE A 1(8.3) 0 0 0 1(6.7) 0

U o jHiiE 1(8.3) 0 0 0 1(6.7) 0

I BRI E 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

IR PR S I A i 1(8.3) 0 0 0 1(6.7) 0
RERES 51.7) 0 0 0 5(33.3) 0

I OE 5(41.7) 0 0 0 5(33.3) 0
REBLUEXEEE 9(75.0) 7(58.3) 3(100) 2(66.7) 12 (80. 0) 9(60.0)

BAER 9(75.0) 6(50.0) 1(33.3) 1(33.3) | 10(66.7) 7(46.7)

1&H VU A MAE 2(16.7) 2(16.7) 2(66.7) 1(33.3) 4(26.7) 3(20.0)

K7~ U U A fdE 0 0 2(66.7) 2(66.7) 2(13.3) 2(13.3)

e B 1(8.3) 0 0 0 1(6.7) 0

=AU U A fE 1(8.3) 0 0 0 1(6.7) 0

& A v 7 A fLEE 0 0 1(33.3) 0 1(6.7) 0




V. ARICEY 5EE

SiE B %R (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=12) (N=3) (N=15)

B B RO FHFAGE 4> Grade |Grade3Lll| 4 Grade |Grade3lil| 4 Grade |Grade3lilL

K~ 7 33 v AMUE 1(8.3) 0 0 0 1(6.7) 0

& A ME 1(8.3) 0 0 0 1(6.7) 0
HHEE 2(16.7) 0 0 0 2(13.3) 0

ARIRSE 2(16.7) 0 0 0 2(13.3) 0
HEREE 10(83.3) 1(8.3) 3(100) 0 13(86.7) 1(6.7)

BIEEL 7(58.3) 0 3(100) 0 10(66.7) 0

U 2(16.7) 0 0 0 2(13.3) 0

IR 1(8.3) 0 0 0 1(6.7) 0

< BT i 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)
RIEE 2(16.7) 0 1(33.3) 0 3(20.0) 0

At TR 1(8.3) 0 0 0 1(6.7) 0

AR ) 1(8.3) 0 0 0 1(6.7) 0

AN 1. 0 0 1(33.3) 0 1(6.7) 0

il - EEY 0 0 1(33.3) 0 1(6.7) 0
DEEE 4(33.3) 1(8.3) 1(33.3) 0 5(33.3) 1(6.7)

TRERRR 2(16.7) 0 0 0 2(13.3) 0

FEERR 0 0 1(33.3) 0 1(6.7) 0

BRIk 1(8.3) 0 0 0 1(6.7) 0

DARA 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

Bl 1(8.3) 0 0 0 1(6.7) 0

DEREREAR 4 0 0 1(33.3) 0 1(6.7) 0
mEREE 2(16.7) 0 1(33.3) 0 3(20.0) 0

e I 1(8.3) 0 1(33.3) 0 2(13.3) 0

AL 1(8.3) 0 0 0 1(6.7) 0
IEIRER. MERE K UHtRIES 7(58.3) 1(8.3) 3(100) 0 10(66. 7) 1(6.7)

&G D RE 3(25.0) 0 1(33.3) 0 4(26.7) 0

1 PR BE 2(16.7) 0 1(33.3) 0 3(20.0) 0

I ) 1(8.3) 0 1(33.3) 0 2(13.3) 0

S 2(16.7) 0 0 0 2(13.3) 0

T LU — PRI SRR R 1(8.3) 0 0 0 1(6.7) 0

BN 1(8.3) 0 0 0 1(6.7) 0

Nk GE V7 e 0 0 1(33.3) 0 1(6.7) 0

JafsE e 1(8.3) 0 0 0 1(6.7) 0

T PE IR 1(8.3) 0 0 0 1(6.7) 0

i v 1L 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

2R 1(8.3) 0 0 0 1(6.7) 0
BEEE 12 (100) 4(33.3) 3(100) 2(66.7) | 15(100) 6 (40.0)

L 10(83.3) 4(33.3) 3(100) 0 13(86.7) 4(26.7)

T 7(58.3) 0 2(66.7) 1(33.3) 9(60.0) 1(6.7)

R 7(58.3) 0 1(33.3) 0 8(53.3) 0

A%k 6(50.0) 1(8.3) 1(33.3) 0 7(46.7) 1(6.7)

W& 3(25.0) 0 2(66.7) 0 5(33.3) 0

X 3(25.0) 0 0 0 3(20.0) 0

AEE R 2(16.7) 0 0 0 2(13.3) 0

EES 1(8.3) 0 1(33.3) 1(33.3) 2(13.3) 1(6.7)

M AS R 1(8.3) 0 0 0 1(6.7) 0

nER 0 0 1(33.3) 0 1(6.7) 0

i Bl 1(8.3) 0 0 0 1(6.7) 0

HILAR R 1(8.3) 0 0 0 1(6.7) 0

mpi=3 72 1(8.3) 0 0 0 1(6.7) 0

PN H 1 1(8.3) 0 0 0 1(6.7) 0

AN EB 1(8.3) 0 0 0 1(6.7) 0

NP9 JE PR 1(8.3) 0 0 0 1(6.7) 0
FFEEREE 3(25.0) 0 0 0 3(20.0) 0

JFRERE L, 3(25.0) 0 0 0 3(20.0) 0



V. BEICET HIER
SiE B %R (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=12) (N=3) (N=15)
B B RO FHFAGE 4> Grade |Grade3Lll| 4 Grade |Grade3lil| 4 Grade |Grade3lilL
B U LE L ME 1(8.3) 0 0 0 1(6.7) 0
RES L UVETHBES 11091.7) 0 3(100) 1(33.3) 14(93. 3) 1(6.7)
W5 4(33.3) 0 3(100) 1(33.3) 7(46.7) 1(6.7)
Wi B AE 4(33.3) 0 1(33.3) 0 5(33.3) 0
g 2(16.7) 0 1(33.3) 0 3(20.0) 0
B iz 3(25.0) 0 0 0 3(20.0) 0
EAS 1(8.3) 0 2(66.7) 0 3(20.0) 0
SRR HH I 2(16.7) 0 0 0 2(13.3) 0
% D FEE 2(16.7) 0 0 0 2(13.3) 0
s 1(8.3) 0 0 0 1(6.7) 0
HLBE 1(8.3) 0 0 0 1(6.7) 0
ZITiE 1(8.3) 0 0 0 1(6.7) 0
IR 1(8.3) 0 0 0 1(6.7) 0
BRI EE 1(8.3) 0 0 0 1(6.7) 0
Z D FENE B 1(8.3) 0 0 0 1(6.7) 0
MEBRELUVEEEBES 5(41.7) 0 1(33.3) 0 6 (40.0) 0
VU e 3(25.0) 0 0 0 3(20.0) 0
i 2(16.7) 0 0 0 2(13.3) 0
EIENG 1(8.3) 0 0 0 1(6.7) 0
I 0 0 1(33.3) 0 1(6.7) 0
0 A 1(8.3) 0 0 0 1(6.7) 0
B SR 1(8.3) 0 0 0 1(6.7) 0
EHLUVREBESE 4(33.3) 1(8.3) 1(33.3) 1(33.3) 5(33. 3) 2(13.3)
H PRS2 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)
RS SN 1(8.3) 0 0 0 1(6.7) 0
Jii7 1(8.3) 0 0 0 1(6.7) 0
EHENTS 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)
B R nE b 1(8.3) 0 0 0 1(6.7) 0
HERELVIERE 4(33.3) 0 0 0 4(26.7) 0
H B R EEE 1(8.3) 0 0 0 1(6.7) 0
ARIET5 Hiaf. 1(8.3) 0 0 0 1(6.7) 0
FINASS 1(8.3) 0 0 0 1(6.7) 0
Al A PR 1(8.3) 0 0 0 1(6.7) 0
— % - 2HEEL L TR 5L OIKEE 12 (100) 1(8.3) 3(100) 0 15 (100) 1(6.7)
FEER 7(58.3) 0 3(100) 0 10(66.7) 0
T B R 8(66.7) 1(8.3) 1(33.3) 0 9(60.0) 1(6.7)
TR 4(33.3) 0 0 0 4(26.7) 0
EE 1(8.3) 0 1(33.3) 0 2(13.3) 0
A P 1(8.3) 0 0 0 1(6.7) 0
J¥a5i 0 0 1(33.3) 0 1(6.7) 0
BRI VIR 1(8.3) 0 0 0 1(6.7) 0
AL I 1(8.3) 0 0 0 1(6.7) 0
3L 1(8.3) 0 0 0 1(6.7) 0
ERERIRE 12 (100) 8(66.7) 3(100) 3(100) 15 (100) 11(73.3)
P A R AT AN AREGNE 12(100) 1(8.3) 3(100) 0 15(100) 1(6.7)
C — SRR A 9(75.0) 1(8.3) 3(100) 0 12(80.0) 1(6.7)
TI5=L T NIRRT 5—PHEN | 6(50.0) 3(25.0) 3(100) 1(33.3) 9(60.0) 4(26.7)
1fn. AR LB K SR S BN 7(58.3) 0 2(66.7) 0 9(60.0) 0
TANRTGEXUET I ) h A7 x| 5(41.7) 1(8.3) 2(66.7) 1(33.3) 7(46.7) 2(13.3)
5 —P B
LR 5(41.7) 0 2(66.7) 2(66.7) 7(46.7) 2(13.3)
ENEEREYI 4(33.3) 0 2(66.7) 0 6(40.0) 0
BT NH Y RAT 7 &2 —EHE 3(25.0) 0 2(66.7) 1(33.3) 5(33.3) 1(6.7)
7 L7 3 R 3(25.0) 0 1(33.3) 0 4(26.7) 0
M7 V7 F =80 2(16.7) 0 2(66.7) 0 4(26.7) 0




V. ARICEY 5EE

SiE B %R (%)
TVLVLAY AT
0.16mg/kg 0.20mg/kg All
(N=12) (N=3) (N=15)

B B RO FHFAGE 4> Grade |Grade3Lll| 4 Grade |Grade3lil| 4 Grade |Grade3lilL

mE EF 4(33.3) 0 0 0 4(26.7) 0

i zE SVl 3(25.0) 0 1(33.3) 0 4(26.7) 0

y—=INEINNT AT F—EEAN | 8(25.0) 0 1(33.3) 1(33.3) 4(26.7) 1(6.7)

U o L8 3(25.0) 0 0 0 3(20.0) 0

I P ERERIE 1(8.3) 1(8.3) 2(66.7) 2(66.7) 3(20.0) 3(20.0)

R B 2(16.7) 0 1(33.3) 0 3(20.0) 0

i R B 1(8.3) 1(8.3) 2(66.7) 1(33.3) 3(20.0) 2(13.3)

P~ 730 L 2(16.7) 1(8.3) 0 0 2(13.3) 1(6.7)

U > REREE D 2(16.7) 2(16.7) 0 0 2(13.3) 2(13.3)

I MR ER D 1(8.3) 1(8.3) 1(33.3) 1(33.3) 2(13.3) 2(13.3)

M e Y L e s 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)

MLrp A v 7 i 1(8.3) 0 0 0 1(6.7) 0

A 7 & — s 1(8.3) 0 0 0 1(6.7) 0

MU o A 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

JIIRER AN 1(8.3) 0 0 0 1(6.7) 0

1 A1 pR N 0 0 1(33.3) 0 1(6.7) 0

SR ifn B 1(8.3) 0 0 0 1(6.7) 0

C—RIGHERRT 1(8.3) 0 0 0 1(6.7) 0

IFFREREE N 1(8.3) 0 0 0 1(6.7) 0

~ES o e UES 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)

TR F 1(8.3) 0 0 0 1(6.7) 0

SEEIRER~E 7 1 v b 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

AR BRI 0 0 1(33.3) 1(33.3) 1(6.7) 1(6.7)

HELR A M Bk F R 1(8.3) 0 0 0 1(6.7) 0

b YN IIIRE e 5 0 0 1(33.3) 0 1(6.7) 0

SR B 1(8.3) 0 0 0 1(6.7) 0
BE. PEBLUVNEEAHE 3(25.0) 1(8.3) 0 0 3(20.0) 1(6.7)

HEAITLE S K 2(16.7) 0 0 0 2(13.3) 0

MR R R A 5 R 4 1(8.3) 1(8.3) 0 0 1(6.7) 1(6.7)

MedDRA 18.0 NCI-CTCAE v3.0 A A&GER JCOG ik

) AFNOERBENTWDHELROHE
(IR i S A AL O BT VAR
WE. RAIZIET LAY X< GEfaf#fiz) L L<T1H1E0.16mgkg % 6 HREARHHET D,

(4) HREERIERER

1) BRI ER
BEXITHAMOEMS) >/ A MR
HIFEOMPE Y w3 A R B T BT B MR TR R RER (CAMS307 #lR) 2
WIFE DI > W | IR RS 297 Bl Z=Xt5iZ, 7 LAY X~ 7 L chlorambucil* DA 201 K&
OLEMEE T 5 2 L2 B E LEEBES R IEFIEER 7 o & 2 MRS & 32
L7z, FERHMMEE Th o EEEAFHRORIEIX, 7 VLY A<= 7 8 14.6 5 H (95%(E 1
X[H :12.3~21.7 # H) Th o7z BEMEICOWTIZ, T LAY X~ T HE 96.6% (142/147 1)
RN EE TE WA EFEERNRBD b,
Fo, TUAY X THE 133 il 11 #1(8.3%) TT LAY X~ 7T DA TUEI M S
. 2095 2 FICHIMPUBOFENED b,

[ P AR



AEICET H5IEHE

B ARENOAGE S NI HEISAEIC I 1T D HGEBRIT =M S T ZRuy,

E) AHOAGE S ITZIRESUI I RIT TR SUIEAIED MY > SMAIIE] Th 5,

[B1F2 & I 3 M R R HE D R R
V. WBRICBET2HE  (3) MERISTRERER) OHZM

2) REMHB
AR L

(5) 8% - FIERIHER
BB L

(6) AR
1) FERABERE (—RERKERE. HECRABRERE. ERARELERAR) . BERTR
T—AR—ZRE. WERTRERAROAR

2) RRBFHELTERETFTEOARXTER LA - HBROME
(&EBSMH]
O EELY 27 EFHEHHZRED L, WUNCEET D L,
@ EWNTORBRIEFALBBD TROEATND Z b, BIERTHR, —ERDOREFIIRDLT
—ZPEMEIN D ETORIE, BIEIZ G RITHAMEREZ E T2 2 L2k K
AE R EE O REREAEET D & & bic, AAlOLE L OEIEICET 27— %
FHNNE L, AFOBEIEE N LE R ELZH LD Z L,

() Znft



EMEEICET HSEE

FT7 VAT, UVFowT el

VI.
1.
2. EEFH

(1) fEFEREL - 15 FIHSFE

REZHICEAEH HELEVMRITILEYE

T LAY A= 71x CD52 HURICHESGT S MEE/ 7 e —FAFiikTH D, CD52 HiJFi: B Al
fa, THfE, HERK, ~7 077 — FF 27057 —Hla KL ONEM: U o <M [ e Ao 2 58 5
LTW5, 7L AY X738 o\ A ffiia oz o CD52 HURICHEG L. FukE 7k
il E (ADCC) &M & iRk frrEfiaty®E (CDC) i&MEA i Loz =582 6

NTW5b,

(2) EXhHEEITHREBRAE
DEFTHEIZHTEZTLLYZTITDACC B CDC EBDIRET (/in vitro) ™

(DADCC 1EFR

7 LAY X< 7 100pg/mL~10pg/mL Z ¥ L7 A (3 f51]) Hsko 51Cr 255k CD3™ T #f
JCERTF 2 7 0% T — (NK) Milaz{EH &, ADCCIEMART Lz, TLAY R~
IZ L DD EIASIL. 2B WT IgGl = Fu—AHiE L bAEICE»- 120 (p=
0.01) . AENKEAAZ = TZHOX RO B,

Donor 1
120.0
100.0
=
N>2
'|3il' 80.0
@ 60.0
@ A
B w00 T x
5 : m & .
K 2.0 =
O ’Tl Z
0.0 - = . T "I—E] e
10ug/mL  1ug/mL  100ng/mL  10ng/mL Ing/mL  100pg/mL
-20.0
1200 Donor 3
100.0
~
)
N2
B 800 -
Ri-
= . -+
iﬂé 60.0 "
@ 40.0
'_
I
™
o 200
O
0.0 T T =
10ug/mL Tug/mL 100ng/mL 10ng/mL
-20.0

Donor 2
120.0
*
* * A]}
100.0 —
= I
= 80.0 _I_
%i‘l‘ : * Il
Rit
= B
0GR ke 600 | mecx
g *
O 7LLYRTTH & w00 « T O7LLYAITE
= 40 T m
b
a 2.0 H
° B E
oof—f 1 =8 | . . . L
10pg/mL 1ug/mL  100ng/mL  10ng/mL Ing/mL  100pg/mL
-20.0
| 1GE
0O PLLYATE

Aip<0.01, * p<0.001 (IgG A& D)

fEE A 34 AEDCDITTHEET7ZLLYRATIRIF g6ay bO—ILRAEICEEL-LEZD
PR IRE RIS S ST



VI. EEHEICEHI HIEE

@CDC & A
b MEIRTEE F T, 7 LAY X~ 1.1pg/mL~10ug/mL O E Z /% N (10 #) HEoD 51Cr
TEk CDSTT AN L CHIE L. & 512 250ng/mL~10ug/mL ORI AT TR A
(3 4) Hiske 21Cr f27#% CD3 T HUALIZHSM L C, CDCIEMEEZRFI L7z, T DR, 1gGl =
v b —AHUED CDC BIERIZHT, 7 LAY A~ 71E 1.1~10pug/mL OEE THEICH
WA AR LT,

1gGHE

W FULYAITH

120.00

100.00

* *
*
80.00 T [ [
*

60.00
4000 [
2000 I
0.00 L , [ . [ —L , { : T

10ug/mL Sug/mL 2.5ug/mL 1.1ug/mL 500ng/mL 250ng/mL
*:p<0.001 (IgGEE LD LEER)

CD3 THAR SRR (%)

CD3*T #ARRICx T 57 L LY AT ITRU Igh a ¥ b A—LRADOFRKFHEHREEEHE

Eit. QADCC fEH@CDC fEH DS R LV . 7 LAY X~ T invitro Tt b T iR
LT, ADCC ¥ CDC OfitfF %I U CHIIEMER 2 -4 2 & iR S v,

2) £ FRIEMBZME (PBMC) BTt v MIRT 7 LLYRXI IJOMBIEEER
(in vitro) *

fidzs N4l ko PBMC Z W T, 7 LAY X7 ® CDC fEMIZx LT, CD52%HLD &%
FIZL Y PBMC %7t > b DESZMEN TR 50OV TRRE LTz,

T LAY X<=712 PBMC 2% L., bk IgGl = hu—AHiE L ik L THEZ CDC 1B %
AL (RfastiLe b IgGl =2 b — AHURRED 183~19%IZH LT, 7T LAY X< 7#ET
44~68%) , WIZ, Y7ty FOMBAFREBREF L2 2 A, CD52 BHENENT XU'B Y
YRR Ty MZBWT, T LAY A TEETIE, & N IgGl 22> b ur—LHUREE L bl L C
AEFERDBBA LT e, —F, CD52 BHENMENSTF 27 1% 77— (NK) Mildicksne, 7
VA A TREOERFFIL, & P IgGl 2> hue— PRt L iR L CTREICE -T2, Zh
OFERNS, NK T T X OB U L RERE 0 67 LAY X~ 7 OHIKEEERICRT T 5%
PEASEEBERR S | FRAFT B U U SERO KD NK M TH 5 2 LRSI, £, B
HEHTIE, b FIgGl 222 b r—AHUREE R T LAY X~ TEEOB TAFERIZENRD b
Mol enh, T LAY X< 7 IXHER BRI, AR IEER R OV o SER ORI E BT
Mg (pDC) 12k L TIEHA S22 CDCER 2R E RN 2 LRI ShT-,



VI.

EMEEICET HSEE

cD3*
(cells/uL whole blood)

CD3" CD8"
(cells/pL whole blood)

3) REHIREAMER - MIRRIGEER (/in vivo) *®
D7 LLYRXTTEH huGDB2 bS5 VRS T =y IO RICEEFBIIRARSE LT- & EDREMERE

1600

1400 +

1200 +

1000 +

800 -

600 -

400

200 -

600 ~

500 -

400

300 -

200

100

-100

D ER

M b huCD52 h T AV 2=y 7~ A (MR 4 B EE) 27 LAY X~<7 0.1, 0.5
J O 1mglkg % BRERRN G- L7z & &0 T L OB MR (B 2 Bt U7k . 988 f
T Hife, ~n 3—T fifd, MREENE T Mk 0 B Ml 20E 0 SRericmd Lz, &5
BETT KO BHIOETOY T XA 73 2 ER R E% 24 R TRO b, &5
% 48~T2 KT B W T HIEMITFE L7z, mm/HE (Img/kg) TIE, ML OFEAHIIAN i
ROORHGEAIZIA U, 544 24 Rl Tl FEBR M T & OB M3 8 5-RifE O i fa ko %
NZEI 1.4% K 5.2%28) Lz, 1mglkg 5% 4 B (96 FEfE]) o T & O B filaixzin=
N GHMED 8.4% K% TN 26.6% T 0, WO FeE L Tz, KHE (0.1 XU 0.5mg/kg) 12
BWTH, BERBERNRD bz, 0.1 X 0.5mglkg D EG-#% 24 R OEER 4 T 48
falk, FRENEERTMEOMINED 18.2% K% TN 11.2%I2H L, B filaiZn2h o 5450
DML D 40.5% K% Y 42.6% 280 L, RAE T T Mia X v BfiaICk L/ER B EE T
HoTm,

A. FEBRIMF T HIfE (CD3) o~ B. ~S—=THlla (CD3", CD4")

<O 0.1 mglkg IV
O 0.1 mglkg IV 1000 4 —-o— 0.5 mglkg IV
—-o— 0.5 mg/kg IV —-8—- 1.0 mgkg IV
—-0—- 1.0 mg/kg IV T 800 —&— VEHICLE
—=— VEHICLE 8
53
8o 6001
=3
=
O 5 400+
]
L
200
04
0 24 48 72 96 0 24 48 72 96
Bz (hr) A (hr)

C. M EEME T Ml (CD3". CD8) s, D. Bz (CD19")

O 0.1 mglkg IV
—-o— 0.5mg/kg IV
—-0—- 1.0 mg/kg IV
—=— VEHICLE

O 0.1 mglkg IV T
—-o— 0.5mglkg IV 4000 -
—-8—- 1.0 mg/kg IV
—=&— VEHICLE

3000 A

2000 -

CD19
(cells/ul whole blood)

1000 +

Bl (hr) B (hr)

VEHICLE : 754% (0.9%NaCl) . 0.1, 0.5X(&Img/keD 7 L Ly X< T EENWIZ1% 5 L = B5HE = 08FR,
BIXFHELDETY, REAER=0ET 5. [V=FRA.

FULLYRTTEhCDS2 5 ROz =y Y IR ICHEFRANIEES LI-EED Y U/ K
(239 S4ER



VI.

EMEEICET HSEE

(10° cells/ul)

Q7 LLYRI TNV AFIVIZHEH#HIRAR VR THRSE Lz E0REMzRAER
WERE T = 27 A YL (MERES 3 BI/1 #E) 127 LAY X~ 7 0.3 XiT 3mg/kg & HAIEHRP LR

TG L7 & 0FKBEIER CEMIMLT OZEGMROY) Z/KEL7-, 0.3mg/kg Bf i,
RN S OV T #5452 12 5FAM L 72 W 9 U OB AL

D AERD B o T, 3mg/kg BECIEL

i

ZBWTHAMER, VI EREOHEEROA B 72
RN LR O THEEICE D U o 2SR R OVE fER DS

W Uiz, Vo ERBAIE, 7 LAY X~ 7 3mglkg RN R OV FTHE4% 72 BRIC, Zh
FNEERMED 24.3% K% O 28.2% D i/MEICELTZ, WTFHOEERKTH, UV 2Bk LKA

MERITFG-1% 28 A (672 FFfH]) (ZHG-ATE % THIE L7, BB,

DHF IR R LT,

2 M ek
20 -
18
16
8 14
1
® 12 ]
6 -.\_\ : . ///// S~
N e L T T
44 coomee 3 mglkg, IV
, —-0— 3 mglkg, SC
0 168 336 504 672 840 1008
¥R Chr)
(10° cells/ul) NSNS
14 4 @Ek
1.2 A
1.0 4
B
B 081
1
VRN S -
044 la 'Q’_j_’v..’-f ..... I gaE %
02 4 I ~ome 3 mglkg, IV
—-o0— 3 mgkg, SC
0.0

T T T T 1
504 672 840 1008 1176

A (hr)

T
336

AR FF R G-t 24 FFFH]

(10° cells/pl)
8+

U NER

...... ® 3 mgkg, IV
—-0— 3 mglkg, SC

T T T 1
504 672 840 1008

B (hr)

T
336

*p<0. 05, RERIELLLE, REREK t=0 & L1
fEETFHELSD, [V=F#ARA. SC=KTF,

TULYRTT 3mg/kg h =V A4 FILIZHEFRAX IR TIRE L= & E0BRMEK,

) UNBRBRUERICRIETHE



VI.

EMEEICET HSEE

HESER  BEEEBRBHETIRETILTOT LAYVAR IONESNERUNK HEEY
WFRERDOBES (/n vivo) ¥ *®
OFEEETETIL

Fo R PR\ U 72 A A SCID ~ o A (1BE1061) ICE RN L C, #EFMEIEEE T v
ZAERL L, EEBE%1I~21H B 7 LAY X~ 7 10mglkg Z H2EEKENICHE LT, #Tt
MEG Rt Uiz, AW ESHE Giiad 7= v o CD52%y73%) X, t k Non-Hodgkin
Burkitt U >/ SJEHIIEkECTdH 5 B104 (358000/#1f1) . Raji (458000/#1fd) K * Ramos (f&
PENEF B & BB O )7 & & 7, @R TIE366000//I11) . & RZFRMEY v B BERE AT AR
IM-9 (7000/ffif1) T -7z,

EEEIZ CD52% 38195 B104K U Raji il 2Bl L7~ 7 AZB W T, 7T LAY X< 7T
KD AEMFIERZE NGO B, O FITIEEHETENEA T2 WBHEIH B0 6085 T
> &b ENoT, Ramos, IM-9flilaZ M L7c~ 7 A TIEZRRDBD bivie ol

IM-9 M CTHIENBD e 72BH & LCid CD52REEN V722 & Ramos #ifig
TRIRPRD e o 72 BH & L Cid CDA2EM AL A3 BE5E L 7= FIReMERN & 2 BTz,

A. B104 B. Raiji
(%) (%)
100 & Vehicle (MS=23 D) 100 - - Vehicle (MS=22 D)
& 804 -4 Alem Day 1 (MS=45 D)? . 80 4 -A-Alem Day 1 (MS>55 D)°
60- -4 Alem Day 7 (MS=35 D)? 60 -#-Alem Day 7 (MS=29 D)*
= -® Alem Day 10 (MS=30 D) 1% -®-Alem Day 14 (MS=22 D)
$ 404 $ 40
20 2 20 A
0 T T —@— T 0 T T ]
0 10 20 30 40 50 0 20 40 60
Day post tumor injection Day post tumor injection
Alem : 7 LAY X~ a) p<0.0001, b) p=0.0002, c) p>0.2 vs AW FREE, MS : AEFHIRFRE (H)
B104K U Raji #IRAIBFEBE YV RETILTOT LAY XY TDEFERME
QR TESEETIL

JEMIfL A SCID ~ 7 A (1 # 10 1) OMIBEHE IS U< B FIEET VE2IERR L,
JEEBAET 1~14 HAMNS T LAY X~ 10mglkg %8 2 BIEFENICIR G- LT, FUEEDE
Rt Uiz, FEESMAZIL, B104, Raji. CHO #ifidict k CD52 =2 — K L7277 A3 K&
A L7- CHO-CD52 i (CD52 &I 840000 4y F/HifE) Z Wiz, EHIZT LAY X<
7 OHRESERICEB T 5 EROBEE A RFT 2720, B TERET LV T&RERE ARG

(HitRDORE L, NK M/ peki~ 27 v 77— o) Uiz, £7-, 4FHEROB 5 2 st
T4, BoORBRE LT G-CSF 20ug/~ 7 A& [EEBAE 4 H B S 2 RIERERERS L.
I ERZ BN S &7 (TEBRAF T ERET 50%H80)



VI.

EMEEICET HSEE

(%)

100 - Untreated (MS=19 D)

80 \@ & Alem (MS=44 D)
== % Alem-no complement (MS=35 D)
b3 60+ & -e- Alem-no NK cells (MS=32 D)

-4 Alem-no neutrophils (MS=26 D)
201 > |
0 | Alem : 7 LAY X<, no complement : fi{ARIE(L,
0 10 20 30 40 50 no NK cells : NK ffifafli¥e), no neutrophils : & *PERALE
Day post tumor cell injection MS - AAFHIR R iE (H)

FULYRAT T%#BIOAHIBARE TRIEYIDRETIVIZES LEEEEDERE

B104 MR FRAEE T MCIBNT, 7T LAY A3 T3 EFLERE S, WO R0 e
R LTz, MEDORIE, NKHIORBIZ L 0 7 LAY X~ 7 OFUEEEMEITIE T Lz, %k
X L720vo 7 (BO%ETFICK L, = Eh 38% L 26%EMF) o —J7. WFREROMEEIZT LAY
A= 7 OHERED R A RE ART EH T,

(%)

100 ® & Vehicle (MS=18 D)
804 t’—l_. 4 Alem (MS> 37 D)
& 3 - Alem-no complement (MS>37 D)
#= 60 -o Alem-no NK cells (MS>37 D)

40 ¥ Alem-no neutrophils (MS=20 D)
20 1

Alem : 7 L AY X< 7 nocomplement : fi{ARIE(L,
no NK cells : NK #ifiafikVe, no neutrophils : 4fHERALVE)

0 5 10 15 20 25 30 35 40 MS : AR (R)
Day post tumor injection

7 LLY AT T % CHO-CDS2MIRE R TRHIEY DR ETILICERE LI EDERFEER

CHO-CD52 flifafz FRAEE T L Tldk, MiRORNEMALIZT L &Y X< 7 OHUEE R R8N
7otz NKARIORBIET LAY X< 7 OPUESTEME 2T S 7203, A B2 RA
R BT (100%EAFRITH L T5%) o — . GFTEROEBIZE Y 7 L Ay X~ 7 OHUEG)
RITWEER LT, ZOFET AT~/ 07 7 — V2B ST THET LAY X~ 7 OERIXHG L7
MmoTm,

IHNHDRRNG T LAY X~ 7 OHUEREMIZIZ CDC & ADCC DR G2FEE L TV 2473,
ZDOEIZ ADCC AL Vi<, £72, D ADCC 1EFAICITAFFER DS BB e8| 2 - TV 5 2
EPTRBE I NT,



\.

Hn I (CT A1EE

(%)

100 ® @ Untreated
80 - -4 Alem
& - Alem + G-CSF
60 1
=

= 40 4

20 1

0 T T T T 1
0 20 40 69 ' ‘80 100 Alem : 7 L b X 7
Day post tumor injection

TULLYRTT#%Raji AR THEYIVRETIVICEE LI EDEREE

& 512, Raji BT T VICE W T, BHE 80 H HICT LAY X~ 7 HM TlX 60%DAEMFRT
ol G-CSF %5 LB HERE SN L7z~ 7 ATl 100%DEFETH T, 20D
REBRIZBNWTH, T LAY X T OFEBERICHTERA =7 = 7 2 —flilal LTEGLTWD
ZENIRIBEEI T,

(3) {ERFIMESE - RS
BB L



VI. EYEREICEAT SEE

1.

I FiREDHH
(1) SABLA M e
BB L

(2) RSB CTHRE IN-OPRE
B xS L U a5k
) EARANEMS Y /A EEAMFEEEICH T SEYEEE (CAMCLLO7709 5i8R) ™

HANIBYE Y =M M BE T LAY R~ 7 3mg & Bk R L LC 30mg = THIE L7714,
1 3 [IfE H T 30mg % 12 @B EFRIRN B S L7285, 30mg % #n] & O &% 5-1% o i
M EEHERS K O BIRE X5 A — Z IZLAF D L B0 Th oz, 7 LAY A< 7 30mg ZHEES
I & Bk 5 % FLE T2 & Crmaxe AUCo-56n K& OF tugs DB, W ONZ CL K Ot Vs DA 338
OB,

T ULLYRAITDEYEE/NT A —4
Cmax tmax AUCOfSGh CL Vs t12z
(ug/mL) (h) (ug - h/mL) | (mL/h/kg) (L/kg) ()

GBI 6 1.2+0.8" 2.23+0.07° | 14.4+10.7 |35.47+37.70| 1.241+0.677" | 33.13+24.06"

BERH | n

5313 4 17.8+10.6 | 3.40*t1.74 773+592 0.93+0.41 0.155+0.043 185.2+141.4
B EEHEfR 72, kin=5

—o— WL
—e— hiitit s (ug/mL)

A ST A Rl A 26 254
2 (BN A ) , » ‘
L T e - (k)
i 5]
720 b
4 i
z [
_Z; 15 _A 5 ‘-
7 2
B Z 1]
i3 Z
e
5 T 051
O R ) 0 63 J
0 24 48 72 96 0 24 48
512 Rk (hour) B G148 (hour)

7 LLYXT T 30mg 2HEZEERVERESEROMEBFFRE—FKE IO Y +



VI. EYEREICEAT SEE

2)EAMENE ) /B IR BB S B+ 2 EMBIEE (CAN213 ER) ™
SAELNIEME D A MR RF I~ 7% ¥ N A 3mg Z#BAtEH E L LT 30mg £ CTHi&E L7-1%.
i 3 [EIfE B T 30mg % 12 BEREFARN RS- L= & & 0 30mg ORI K O & 54 o i
TREHER L O ENRE R T A — X [ZLLTDO LB Y ThoTz, #IREKE% D Cmax T AUCo-24h
(T, ARSI LTI L 72,

T LLYZXI TDENHE/NS A —4

&5‘% 3‘%5‘ n Cmax tmax AUC0724h AUCOfSGh CL Vss ti/22
(mg) | WY (ug/mL) (h) (ug - h/mL) | (ug+h/mL) | (mL/h/kg) (L/kg) (h)
10 | #ll|l | 8 0.8+0.2 | 4.97+6.85 | 6.58+4.31"1 — — —
o | 22 2.7 2.61 24.4 58.5 17.39 0.111 10.65
20 +1.9 +0.43 +23.5%2 +49.3%3 +18.12" +0.041" | =10.05™3
o 10.2 4.71 404 2.00 0.185 147.5
s | 21 - .
+5.8 +10.40 +326 +1.63 +0.084* +82.5"
EHMEAEER S, ok 1'n=T7, *2m=17, *3:n=8, *4mn=16, —=%4HE7
(ug/mL)
3] (ug/mL)
B AAA 3mgd)EIES 100.0
1 -V 10me Bl El 5 E 553 30meH AR5
1 B5-3 somg#E1R S B-B-B 30meRiETS
m ]
- Jiir}
o] &
[ 100~
2 ] 4 e |
& 17 2 107 A
1 B
] W L |
5 01 T LRI T T LR T T
0 140 280 420 560 700 840
B 5 %R (hours) &5 %EFHE (hours)

EETMR =05ug/mL

T LLYZXTT 3, 10 RU 30mg Z#EIHRSE
BOFEHMAFPRE-—HHITOY +

EETE = 05ug/mL. EERFARFEEIL0Iue/mLERT

7 LLY AT T 30mg ZHERIRVERES®
DOEHMETRE-FEIOv



VI. EYEREICEAT SEE

JEMABFBEMEHEEFICH (T HEMENRE (HE0402 FKEX) *'¥
[ Fe 3 1 R B RS AL 2 A T 7 D 1 ARV AR 2 xh e & L2 ENES T/ ITFRRBRICEB VLT
11BN T LAY X~ 7% 0.16mg/kg/ HOHET 1 H 110, BAEAT8 HOBMAT3 HETD 6
A, 4 Ref 2T CHRIEERE L 72 REO Bk B 515 OSEMBNRE R T A — X ZLL T DO LB THho Tz,

7 LLY AR TDEYPHE/NF A —5 (n=11)

I IEYER 72 e/ IME e KA
Bh&E*1 (mg) 52.0 9.11 40.2 66.0
Cpeak*? (ng/mL) 8210 2650 5540 15600
AUC. (ng-day/mL) 94500 36500 59000 184000
tiz (day) 10.3 1.64 6.58 12.6
CL (mL/day) 599 170 271 862
V. (mL) 8770 2470 4620 12000

*1:6 ARG ORMERGE, %2 FfBEm O R FHER T T O R L ik

HBETRHEMBZRICH T 5EMEIE (HE0403 5HER) *1©
[Fi) e 365 1. 54 AR R R A 2 A T 7 D% R AR R MEF 2515 & LI ENE 1/ DRI
BT, 1267 F v /32 % 0.16mg/kg/ HOHET 1 H 1 [8, BHEFT 10 B2 HBAERT 5
HETo6 A, 4 Re2NT TRIFEEE L7oRO R 5% OEYBIIE ST A — X T T D LB

D THoT,
T ULLYRAI TDEYEEE/INT A—4 (n=12)

NS SLEN FE AR A= B/ IME i KAE
BH5E* (mg) 50.5 7.43 41.4 64.2
Cpeax*2 (ng/mL) 10900 1470 8700 13300
AUC.. (ng-day/mL) 114000 25600 69800 148000
tiz (day) 10.2 1.64 7.40 12.9
CL (mL/day) 465 117 264 602
V. (mL) 6640 1330 4900 8540

*1:6 HEGOMRERGE, *2 ik 5 E 0 U ER TR AT O i s Mg R

(3) chs
BB L

) BF - HRAEORE
BB L



VI. EYEREICEAT SEE

2. EYRER/NNTA—S
(1) fEFAE
T ULV AT OFEYBREIL, I ATY R AT UROWELEREEAETD 2-a /8~ A
rEFIUCTHEE LTz,

(2) WRUREETEH
BN

(3) SHEEEEH
BB L

4 2VF7Z3 R
VI. 1. (2) BEERABRCTHEEINF-MPERE 1) BARNEMY WA iR BE 21T 5 3
FHE (CAMCLLO07709 #kBR) | DOIESME,

]

(5) PHBERE
VI. 1. (2) BEERABRCTHEEINF-MPERE 1) BARNEMY WA MR BE 12T 5 3
FHE (CAMCLLO07709 #kBR) | DOIESME,

]

6) Z Dt
PG R L

3. B&EM (REaL—L3aY) @
(1) FEH7IE
B4 Y oA ME (CLL) BB ISR 57 LAY X~ 7 OREFIT 21T 5 72, 67 Hlotk
BAE DB LN 1565 ROMIETRET —% 2\, NONMEM (ver.V) (&Y PKE7T /L
AL,

(2) WS A—2EBER
RHEFMEMBN BT ORER., 7 LAY X< 7%, HMEREIETFT D Vma BT M L 5 IERIE
DEETR LIz, T7habb, 7T LAY X271k, AMKOY 72 5 ATH5 Y v 735k FICfEEd
% CD562 ZfERE L TWAH720ic, AMEREBORAD & & IR U T T 0 2R
% WA E DB e 2R L=,

4. IRYR

BARRNA



\.

VI. EYEREICEAT SEE
5.

5%
(1) ik — AP BB
BB L

(2) Imi%—RaBEEAPTEE S
EERR L
<BE . < 2>D
HEBFAER < 7 2 L AREE SR 6 ik 11 H Ot huCD52 NIV AV 2=v 7/~ T AT L
LY X~7 3 kN 10mg/kg 2 1 B 1[0 5 AMEA RS L, RIEHENT LAY X~ 7R
A Rat L=, 3mg/kg ¥ 58 L Ik LT 10mgkg B 5HORNEMH IR TT LAY X~7
RENEMEZ R Uz, £72, 4R 6~10 A#f & bl U AR 11~15 Ao REM kg IR 7
LAY X< TRENEEEZ R Lic, 1R 11~15 ARECR VT, 3 KO 10mg/kg & 5-8E O REEM)
HSRIBVE NS Z N TN RHEKE 5 EO 8.89% & N 8.93%ITHM T 57 LAY X~ T NFRH L,
T VALY A2 T DI A~DOBATERIT 3mglkg % G5-8E & 10mg/kg B G5-#E L O CRIRE CThH -T2,
ZORERNE, T LAY XA T IIRR A @R T 5 2 LRI N,

@) Hir~DFATH
EERR L
<BE .y 2>9
RAHOM huCD52 s T v AV 2= 7 <7 AT LAY XA~ 7 10mg/kg I8 H A )
H1H1ME5HMEEH#HIRNE S L, S R OMIER T U LAY X TRE ARG LTz, $LitHh &
QMIEF T L LY A TIREOEHEIZZ N Z A9 I44pg/mL Tho7o, ZORERNG,
T VLY X2 TR RICBATT 5 2 LRI S LTz,

(4) BERA~DBITH
BB L

(5) ZDMOMEB~DRBITH
EERR L
<BE <A >49
CHO-10/D4 i X — R~ 7 |2 BSHEk 7 L &Y A~ 7 0.01lmg Z HEFRNFE G- L& & D
FEAR PO BRI BE 2 E U 7o, 55 7 PR OALAR N G BRI BE CU. MAs & OV A & < . IR
WTCIIIE A @ Ao 7o, 2 S ORI G% 7 FFF ChemilRE 2R~ L, 48 BRI 1T &L O
i Clafe e e D 42%LL FIC, MR Tl 54% LA P Uiz, —J5, MRS HOR RERE FE 13 4%
B4R R & I FH U, 48 BRRRICIX 7 FERI O 3.6 51070 o 70, BE5-14 48 Wi T,
JE IR N b EN-o T, ZORRIE, 7 LAY X< 7 L EEHENC B T DR & ORER
ek A BAMEEZ RET 5D EEZ b D,



VI. EYEREICEAT SEE

CHO-10/D4 BfEX — RY D RIZ¥SHZEHT L LY X<T T 0.01mg %
RIS L 1= & S DHBBANRSTRERE

i AR O REIR . (R 5B %/g)
7R 2415 [H] 48 [H]
JIIR53 12.1 4.1 6.5
i 32.8 18.1 6.2
Tl 20.2 13.6 8.5
Jiti 7.5 5.5 5.3
T ik 6.7 5.6 6.0
H 4.2 6.1 5.8
/N 6.6 7.8 6.7
B 5.1 3.3 1.7
NI 755 5.8 8.8 20.7

) EITTEE (n=4) 277
MR B OIS 2 RV 7o AR PR B 1 B M MR RO DA IE 24T - 72,

(6) MiEEARHEE
ek L

6.
(1) RS R U BHEER
MR L
<HE>
T LAY AT EEAABETH Y 2T F RIS E B L CREEICORINS & THRINS,

(2) REICEHASTIERCYPH)Dnr¥iE. F5F
PR

3) ¥VEEENROAERVZFNEE
BARSAYA

@) REVOFEEOHERRVEMEL., FHELE

BARSAYA

7 . HEit
MR L

8. FZUARKR—AE—IZHET H1EH
MR L



VI. EYEEICET HIEHE

9. BEIZKBBRER
MR L

10, HEDERZHT HEE
BAEE L

1. Z0fh



VII.

Zx2H (FRELDIEIESF) CEJSHIEE

If

1. BERNBREZTDER
1.E8
1.

1 FHIZ, REBFIC+ORETEIERBERICE VT, EMBELES O AR IS M #ka
BRI+ 2 GHNE - BREFODEM®DH & T, AFASEY EHBF SN LEFICOVTOAEE
TBH L, T, AERBICEKILL. BEXIZTORKICENERUVEKREEZT4HBAL., F
EzR/THOEBRET DL,

1.2 XFO/EICEL Y BME., BE, 2. FREHE, P REXEREFOD infusion reaction
BHEobh, BREICEEMERESNA TS, FHREDEIBEEFTERCE=S2Y VT
L. EE® infusion reaction ABH LN-BEFESLICKFDESEPIEL., EYLLE
152 &, [1.1, 11.1. 28]

1.3 FEDOWEITE Y, REM) D/ EKOBORHohHOI, BAEERTRLEFEHRITLICLELGE. &
EMFMERICE Y., IE. VM ILR, HE. FERICK DBEENSE CEXIEELT AHEM
NHd. T, ERLGBEEICKIYRTICEHEANRESI A TS, FF|/EITEILI-T
RBEEMKEZBLDHELHIC, FFREFIBEORBETSHREL. REVRDON-EE
ICITBEUIGRMBEZITS5 &, [8.2, 8.3, 9.1.5-9.1.7, 11.1.3, 11.1. 98]

(Fif)
1.1 GUEMEIES AN s 57 EE & L TRt L7z,

AFNOENICIE T 2 HARBRITIB SN T Y | FH5HICTH L2RWVEWERRI BT 5 fREER
B 5, IBRRPITH 070882 L WO L T D K 9O HOEF s & ONER O BT T
BExi152 &,

£, AFIOBFBIBICHESL D, BEETIZEOFRICAFIFREDY 27 L _RXT 4 v b &+
FICHBL, REESE ECRGEEHMT L L,

1.2 RFFEIZ X | R, HEFE EE MR IREE, 3892, XUE EEZE O infusion reaction

DEMETRD LN TWVD ZENLRE LTz, EWNE T AHERRRER KOS  IFRER R R ©
I%. infusion reaction | X 2FE B E LAV, WA TIIRE C, EEZRH O, K infusion
reaction OBIEFL THIZE D b D (KUE SO RFEFIE, Jorh, ifiziE, ARDS, FEAT Ik
DFEZE, NEIR, 2RO ARE, MEIREZET) Wb S,

H L O infusion reaction 23 HHL L G GIZITE BICAFIORE AT HZ &,

72%. infusion reaction Z T D720, AFLG-ANTHI L 2 & I Al o O EVGESR 7 2 $¢
3252 &, BIZAKEGRNCRIBEREAT v A NElZ#57 5 & infusion reaction 73 <
NoZenbsd, (<KHEROCHEICEET2EH EOEE>SR)

1.3 AANC K DWBBPITRERERENME T L, M, v A LA B, FARICKDBIIED U X7

NE< 725, EWE 1 MR CIURGYEIZ XD TEH OIS, HEAE ARG ARG
B N ONBA TR C. BmERRYYEIZ LV CICE S TZIERARE SN TNDLZ EMNHREL
776



I. £ (ERALDEEF) ICETSHIER

2.

BEEASETDER

222 (ROBHEICIFBE LAV L)

2.1 REIDORGY T~ 7 A X 37 G SB35 2 W BUE X T F 7 4 7 % v — O BRI
DI DHEE

2.2 EERBIYEZ AL TV D BE

2.3 i, AR L QLB AREM D & 5 &t [9.5 2R ]

(fia%)

2.1 EIHLPMITKTT 5 e EEFEHE U TRE LT,

AKRNDRG KT~ 0 A5 37 B iRk U CRBUE DB D & 5 B Tl AFlo#HK
k0| SDICEHEERBBIEZ BT 2820085 5, AR OELGIZE L TUIMBEEZITV,
ARENO RSy XE~ 7 AL 37 B RSk U CGRBUE OB O & 53581215, ARHI &%
HLZpnwZ &,

2.2 AFNIOBEHIZ X 0 EEEME T2 2 &b, BEERBYIEEZADEL T\ 25 B Tl
JENES HITHE L L, SEEICELIRBZNNH LD T, BEERRYIELZSOEL TV 2D BEICIIAA
ARG LW &,

2.3 HYERIZEB N TZIRBOK T RO - JRIRHFEERRO LN TR . Eio. EIREMITAA
R L2, ARFIDOIRIR~OBIT R OO B fifa ) o B 88 bhTnd Z &

MH ARENTAEE SOTER L TV D RIREME O & 5 BE ITITHR G- LienZ &,

MEEXIIRICEET 5 FE LT DER
(V. 2. ZEEXIIRICBEET LEHE] 22352 L,

RZERUVRAEICHET HERE L TDEH
V. 4. RERORBICBET 5 S 23T 5 L,

BEEGEANVIE L TDER

8 EELERMIEE

8.1 I/ MR AR S O BEERMEKED 2 D B oD Z & R3d 50T, KA G ITE
L T ESMICMIER A 2 ITVEEOREEZ +2IcBlgs2+ 5 2 L. Z2ds, BB 138 55
BN L HEbnd Z Enb D, [9.1.4, 11.1.1 2]

8.2 AFIOEGIZLY, HEEREPIEND LoD Z ENHDDT, REIBEGIZHNL- T, K
YIEIZXIT D TH&E G 2175 & &b, EFMICY A AT a A NVAREEZITH S, BE
ORfEE o cBlET 52 &, [1.80 9.1.5, 11.1.3 ]

8.3 AAIDGEIHENWEIZT LY, ME, H, 7 A VAT BRI K 2 EYYER B Fn L& Ge s
FELUTEAT DN DH D, REEGICED, HRUA VA, FEEENFIEEELE b
FIERET A IV ANEMALT 2B ENNH 5D T, KA G > TR A VA FEkE,




I. £ (ERALDEEF) ICETSHIER

b MOERET A N AEDOFRGPEOFTEZ MR L, AFRGRNCEDZRAEEZ1TH 2 b, 70,
AR G- IR GYE O R B OIIEEIC -+ e T 52 &, [1.8, 9.1.5-9.1.7, 11.1.3, 11.1.9
S ]

8.4 SEEL., MHIRDSRBLT D Z ENHH DT, HENVEOERRZEGIR A M O Bk 2 #ET 2 BRIciE
+oEESELZ L,

8.5 EEMEBEEEENL LA NG AHD T, ME SRR K NEREEMRE AT 72
L. BEOREEHICEETH ., [11.1.5 ]

8.6 HLRAMERERE N LD ZENH DD T, KAIDOEGBIMART & O 53R 51X B AR
HREMREZITWREETORELZ HSICBIEZT o2 L, [11.1.4 2]

(fiFsn)

8.1 AHKIDO¥HIZXY | M/ IO HER D 72 EDOEERERIGIN R T L2 ENHDH
et EMIICEmE (BfFE%) 217772, BEORELZIHEL, B5217H 2
s

8.2 AAF|OMEMHEERICI Y, EMNMET L, EEREIMENRSH DD U A7 BNEL 725 T

WBHLEEZOHNDZ LMD, AKFIOEIZH 72> CUIEG KT 5 PRI R 28 U, S

YA RAT O TANVAREEZIT, BEORELZ H0ICBZE L, BENLONTZHAIZITEY)

TRAEEITH Z &,
<SE>ERNE | HEKRABE TORLEDFIHE
@~ 7 X ¥ U AEEHH XU TR TOHEBRE IKEORM SCEIZFEH#H O & 5 IR DOIEG TS

TR 2o < HELE S5,

A4 b & - %55k

ANT 7 A REFH =)L hU A T Y LAEFH | 800mg/160mg (£ 11)

1 H2EX 3EH CUIFHYE)

Ty L rub)L 250mg (#%17)

1 H 2\ CUIFEY &)

CD4 BhEfAREL S = 200 E/uL (272 5 F TXUIR— A T A AMEIZEIET 5 F TG 5,

MWEBRE I LT 7 AN T BT LAX—RNHEEA NI ZOT LAX—2R B L2HAT. &
MITHY T BRIEEIT 9,

SEER A LB 72 55 TR SR SN TG DO F3 &2 TR 5 72O DA E O PR 5
X, WITHOWBRFIZHITH) Z &N TE D,

<& > [EN RS B EORHER 2 x5 & LZBRRE (HE0402 R, HE0403
AR TORYED 7L

(HE0402 #-5%)

I « B - 7 A L AEYSE D TR ORI OWTHIE LW, LT OFEEHELE L=,

(1) BTALEBAAARE D D AFHHER O AEEMER E TX / n U AR A2 BT 2 L L LT,

(2) 7 vz} —)1 100~400mg/day & D\ MEA kT 2F > —/b 200mg/day % Ak fiALE
Bith B D REIHAIOK THECEET L L, 272 L, 4 hTat Y —iE
YIuRAT7 7 I RO BEEX D Z ERMLNTWD T2, BLEIRI oA
N7 ary— oI ThRnZ & L L,

B) =2 —F AT AMMRDTEDT=%H, Sulfamethoxazole/Trimethoprim (ST) &#|% 4
BFHRDLDRL ELREMEIERRTET, 1H ISBEAEE, HH 0T 1 H 2~4 8D 2
SEREZEIZ 2 H1T75 2 & & LTz, ST GAIOMEHPREERGA T % 2P 300

mg, 2~4 T EDOWATHRHAL T IWZ & & LT,




I. £ (ERALDEEF) ICETSHIER

(4) i~ LR 2 7 A J R EYE e O RIEZ TR DT, 737 m B % day -7 7» 5 day
35 £ T 600~1,000 mg/day #% 1 & 5\ T 250~750 mg/day siEHEOE G 21TH Z &
& L7z, Day 36 7> b5l AR T % TOMM, #2077 v 7 v B 200
~400 mg/day RO ETHZ L L LT,

GYVA AT TANVAERDOE=F—L LT, A hAT v v AL AHRIMERT
(C10/C11 » 5\ ME C7T-HRP) 2 AEF%N O 1~2 RT3 52 & & Lz, A R AN
a7 A NV AGURIIEREDOERICE SV THEST v vr7ae ek s L L, &
Erua7 ) oo IR U CIIEBRETERM &L O (L) /B8R ERMOEWRICERD 2
Lr L,

1) MEA « BB ERYYE 7RG (1)
ATALE B AR B AF P ERIEERE E T 7 r 7Y 0% 1 H 600 mg O 3 HE[FRS., 7
Jaty—1 H 200 mg & 1 [EEE LT,

2) v a O GEIMGAENE (F)
C10/C11 TH v > b SN N 2 2T A4 REFFT 3HLLE L Ir o 2SS H DU T
C7-HRP TEEMEMaERA 2 LI E & 7o o 7= B,

NH e rofEEE ()
Smg/kg D1 H 2 [\, ARG LG LT, A AT r v AL AGME/MR2Y C10/C11 T
2 A7 A REFF 3R H D% CT-HRP T 2 HARMIZ/R > T-H i TH v 7 v e
HEBERNLFLELZE QA H 2SS LW ESAIIT I H L EESICEEL, 1 H
1EEG L CWEGEIZIImi L) o BORRFEFSMERE CofRBR B, 1 B 1 [
HCRtE LT=%6 . VIEFIZBRVCTARHIT 2 MG ~OfEZ NI L Licfo, BithEE L
T1H2EFEEER L, 2B, Tri7oe/WEIBHEICS T CTREREZFHE L
(*BFHEREIZIG Uo7 v BV OFHFEIZ DWW CiE HE403 35k O 2 HLE)

) FIEF ORI DI TE, BRHORMCEL LTHRT 52 L,

8.3 P UTEHAMEDRMEY v F MR Tk, AERICH W DN DLFRIER EDT-DIC
IEIHIREE L 720 | BIEYURIEIZ 72 > TN D Z EMNE X B, AFIOGEEIHIERIZ X 0 &
YUEDEAL, TR ANV A FEESEOBIEE LI MUERR Y A LV ADTEEAL &5 &
EZTBENDRDD, 20D, ZhbDOBFICAF LG T H25E6121X, AR E-RICEY)
RAEEITH T &, Fo, RAPEEGFIE, BEE 02TV, BE DA DN GEIC T8 7
BEITO 2 &,

<BE> [BRFRIBETA R4 (G 4hR) 202246 A1 (HAARMFEYS FRZHE
A RT7A4 AMNERERS W)

8.4 AFNOEHFIEEELLCMIR (IRK) BHRIT D22 LnH o720, HEHEELREOMBRAED
BRI EZ 1T O BRI+ i B 2952 &,

8.5 AF|IDEEIZLY | EEREEGEREND L, FLICESTEMLHE ST D720,
JRIBAERCEME 72 & ORI 21T 5 e ERFOREE LBEL, 52T &, BEN
RO LN A IITE IR G2 IR U, w2008 CERRERIR. & RIS A TR A % O 4%
b BEBEE) 2179 L b, IERBEIET L E TCHREORELZ +SICBIETHZ L,

8.6 VESF TORKRBRLTIRZICB W T, 7 LAY X~ 7 05 L B4 2 FURIREEREIS TIE,
FR IR RE TCHESE . SRR ROIEFI A HE STV 5,

RIS RE R E IOV T, RIER O BRI R, *HLDT=0 KA G-BRIART MK OG- F 12

EEIT, BEOREL FHCBET DT L,



I. £ (ERALDEEF) ICETSHIER

6. RENDERZEHI HEFBICEHTHIE
(1) B6HE - BERZEDOHLHEE

9.1 G6HE - BMEEZEOHDHEE

9. 1.1 MEREEEDH L BEXIZTOBREROH L EE
ODFRERRA (DEX., L=a— DA% 2179 SRFEOREL +2ICBET 28, E
MR, PEOES O OHERERE O & 5 BH T OB D & 2 88 TLARRED L
EENHLDLNDZENDH D, [11.1.6 ZH]

9.1.2 U940 ) VREFZEODLERZET HEFICKIAEREDHLHESE
OFERER A (OERM, L=a— D) 2170 SRETOWREBE +0IBET52 &,
[11.1.6 Z[H]

9.1.3 BERICKHBEZITOTLIEHE
AHNPBe G-I EORIMER S Hbid Z b5, [11.1.2 BH]

9.1.4 EELBWMKEETOHLIEE
AFHERIED K O MR A R S EE LS s B En 3 ® 5, [8.1, 11.1.1 ]

9.1.5 BREZEHLTLDEE
AAIOGEAEMENERIC L W REEZ B S 2B8Th N H 5, [1.3, 8.2, 8.3, 11.1.3 B ]

9.1.6 FRVAMIRDBERIIREFEET HEF
JFHEREMABNE-CIT R VA N A~ — D —DE=Z Y 7 %4T 9 72 8 BE OWRHEA 45128152
THZE, BRIFR VA NAF ¥ V) 7 OBFE IBEEYE (HBs Huiikzi, 232 HBe it
A% HBs HuiEBGE) (28 W T, BRIFR VA LV AOBIEHELIC X ARk H bbb sk
Fnndb s, [1.3, 8.3, 11.1.3, 11.1.9 ]

9.1.7 ##%. E FREFLEIAINADEEXRIBREEET HESE
AFlOREIMHIERIC L v REEZ B S B8Znd 5, [1.3, 8.3, 11.1.3 2]

(a5t

9.1.1 DHEREICEEEN D D BERLTOMARED B 5 BE TIIAFIEHIZ L 0 DHEREDELH 5
WILLEER S LN bBENDRH D Z L bakiE L,

9.1. 2 LEtE 2 AT 2 3ANC L DANERED H 2 BE TIX, AAIEGICE D LEREOELD 50
ITDEEND LONDLIBENNH D Z ENBRRE LT,

9. 1. 3 AFIE G-I — @ IEDIKMITENRH B b Z ERdH D Z ENLEELE,

9. 1L ARANOEGIZ XY | /MBI ERVD 72 E O BB ERISEIARE TS L b D
TEMBRIE LT,

9.1.5 RANOGEIMHEIERIZ LY, EMET L, EELQBYYERS bbILD VA7 BE 7o
TNDHEZEZLND I ENLRE LT,

9.1.6 R UTHEAMEDEME Y oW (B EE Ti, AINERICH W O ERIER DT
(CHRPEIMHLIREE & 72 0 | BIEYLREBIC 2> T D 2 ENE 2 v, AFIOGEmEERIC LY
JEYSED AL, TR A VA FEZEO G UT e MERRT A NV ADTEMAL: &% 5|
XEZTBENWRHDLZENOLRE LT,

9.1.7 RFNDEHIZ LY | KM Y o/ SEROJED MR D B b, IBFRETHRLFRHET 22 Lk L,
R MHEWERIC L VIR Z B S L2 BZNRH DT OKE LT,




Zx2H (FRELDIEIESF) CEJSHIEE

BHREEERE
RESH TR

FregeefE =R E
RESH TR

LIEREE RS HF

9.4 £MEREETHT HE

PERRT 2 IREMED & 2 MEIZIE, AANIF G- e O té e 5-4% 3 0 I EIZ W TlEE S 2 44
B R ONE B 22 EE I OWTCHT 0 2 &, B ER (R U AV 2=y /v U ) 128
WT, I JRIREERRD BTV D,

(a5t

9.4 BMER (M7 AV =y 7 v UR) IZEBNT, - JREEESED LN TND, Fiz,
THREM) (T v AV 2=y 7~ 2) 1 E LEERBR T, AFIOBRIE~OBITR OO B
AR Y > 2 SERID D3RO BTN D 728 il ATAEIR LTV % ATREMED & 5 A2t LTl
ARl L2 b,
BTN DWW TIX, A0 5 4F 2 AICRH SN FHEEES L O TERGHORGICRET 5
WAL D MBS IR D A X v A IR ST EE IR G OF 50 K O #& 4% 5-4% | RERE 3 e 4
SND G R OBHEHIRICBE T 28 2 F &2 E 2 TRE LT,

(5) WEhm
9.5 1147
I SUTSEIR L CW D RTREME D & D ethIiIE G- Lan 2 &, REY) (R AV =
v 7w A) TG LR T, AAIOBIEA~OBATE OO B MgV > Bk 2358
HHENTWD, [2.35H]
(a5t

9.5 9.4 OfiEsM

(6) XELim

9.6 &E.iw
AFNT X DI B OARA| OVE R 2 BB L, AFIPEEG- B O 54— & 1M
L LW Z EREE L, 8 ER (FT AV 2=y 7<) ITBWT, AFIDOIL
HA~OBITHHERSINTE Y, WP OHAROMIGF N OARA D BRE I TWD,

(fER)

9.6 &t N TORIFT~OBITIZCOWTITHER SN TWRWN, BIWER (P v AV 2= I~

7 A) AZBWT, AAIDHIT ~DOBATHHER ST D728 AFIDOIEFEH M OARF D et 45
Gt — e MR 2w 2 L OMETL 2L, 2k, AFDBE FOFEANLHATHETO
BIRNER 1 AELEZZ N5,



I. &2 (ERLDIFESE) ICEHTSHIER
(N IMNR%ZF

9.7 MR
INRE A G L LT BRARRRER X540 L TV ey,
(figam)

9.7 ARHAMAEIE, FHrER, FLIR. SR, JUI/NRZWR & LIZERRBIIFEMm L TR 67 A
BIER OV PRI RESL L TNV N2 E DD RRE LT,

8) =#n#E

9.8 EimHE
BEOIREE TOICBR LR OEEICRET 5 2 &, —RICHEEE TITAEBKREN KT
LTWa,

(fin)

9.8 1B Y > MEAMFIT RANICEIE ICE S ADNDLKETH Y 25 Licmind Tl —i
(CAEBBERENME T LTV D0 T, BEOREZ H0ICBRE LR GEERICRG T2 2 L,

7. ¥EEH
(1) HAZEELEZFOER
BRIE STV

(2) BtREFE L ZTDER
10.2 GtREE (BRICEET S L)

HEHN 4 BERIELR - HEE 515 W - falRIA 1
U F ORI EV IV F U B LAY 7 F U DFIRIC | U 7 F BRI T D IRE N
HACTERBRRE LB RHTHY T AT 7 F
(L) LB E T Z L, WZ XD RN ETE 72

RNFb D 7 F T0F DR EWEF S|V,
BEnnH 5,
i 3% ) FEENIR & OREYLIE  GRIE K OY| 8 JE o sz dmifilvE I L 5k

A IV ALY KD S JEIRDS | YHEB R DIERRMEDN B D
B LA, ML
BEE{THZ &,

[REPal —EMEOME TR H S b | ME FREAEBRIEB8ZEH
[11.1.2 8] HIZENH D, N5
(fEsL)

1. £V F U FHHET 7T, NEbLT 7 F v
AENRRFICEB T LT 7 F 2 UIRELT 7 F 102 L D TR O 2 0k K O i &
IZOWTIIMERR STV R, ET 7 F N X D “RIEBENEETET, 72 Bl f#5E
LTWDGEEITIE, TR 2 B8 BN EE SN D WRIENEZ DD T2, KA
BIRTH D WVITIERE O THEEREIL, VAT E_RT 4w bETHRICEEBELTITY 2 &,



I. £ (ERALDEEF) ICETSHIER

2. SN
FIEIHANC X HIER T OBEITREERENMET L TEBY ., b 0BFEICAAZ #ET
D LMEOREIHENRIEL 70D Z LB OND LD, BPMEOFHERICHET DL &,
F o, BYYEICES SERDHEBL L2 5511%, @MY@ a5 2 &,

3. FEEH
AFNOFHAZ K0 AT, ESE, B FPRINEE, 85, KE SO D infusion reaction
DSEBEE (97.4%) IZHE SN TV D, T D OMERITE G5B 1 HELINICE b E
NG SNTWS, BEAMOIE FRELHEBSEL2BEM1H D,

Bl{ER
11. 8l¥eF

ROBEWEHRH LMD ZENHLHDOT, BELETZIATV, BRENRD SNZEEITIE
Beh i 572 S e B AT Z &

(1) BEXGEIER & DEAERK
1.1 EXIGEIEA
11.1.1 mEkED
TR BRI (BEERBA) | BERERIERAE (BEEEARET) | BERED (0.7%) | PLLEREA (3.3%) .
GFRERBD (18.2%)  BIMEREID (1.3%) . fv/Midsid (7.2%) . & (6.6%) . il
RER A (1.83%) bbb d ZLhndH V| BELMEKED bHE SN TS, [7.6, 8.1,
9.1.4 Z /]
11.1.2 Infusion reaction (97.4%)
i, BRFE, FEEL PRIRREE, 895, KB SRR O infusion reaction 23& H i D =
EDDHD, T ORI G 1 ERLIANICR bEENEmWZ EARES TV D,
infusion reaction 2338 LN TZAITEUIZ2AEZIT 5 & & b, FERBERET L ETH
HOWREEZ S8BT L, (1.2, 7.1, 9.1.3, 10.2 ]
11.1.3 BEE (53.3%)
AR, ERE, VA VA IR BRI LD BGYE N RBBUIFHEMAL T2 2 L35 5, HEE/ G
FEDGRO DIV a, FERDPEET 2 F TREES 5 2 &, F7o, MERERIEBREZE - T2E]
HEE SN TS, [1.3, 82, 83, 9.1.5-9.1.7 &H]
11.1.4 REESE
B O tEm g (0.7%) . B S M MWasAE (BEAR) | B O IR
(BHEEARE]) | BAEARRMERL EEAR) | BOfEMEME BEERH) [ F70 - b
—REWERE (BHEERET) | B MESRIEMEU RN R (BEEEARET) | i A2 A et fig 29
(BHEEARBA) | FURIRFEREAR TE (BEEEARB) | HURIRBERETUESE (BHEEARH) | SRERIRE
&K (FEAH) FOREREENHLDONDZENH Y | FHTICE > TIER S HE ST
%o H ORI B SR MO ERTRD b G G, AAlOR S %
fikd 2 2L, [8.6 2]




Zx2H (FRELDIEIESF) CEJSHIEE

11.1.5 S ARIRERE (B AR)

HCILE S TEF b HRE SN TS, BEPIRDONEHAICITELICEEEZTIEL, @
BI040 iE (AEPREIRIR, R IETRRAE O BT 2179 & & HIT, SR EIE
THETREORELZ +SICBET 2L, [8.5 5]

11.1.6 DEE

O o MMEOARE (BEEARR) | OFE GEEARP) | BRHSIRT (EEAR) ZoLEED
HobNDHZENHDH, [9.1.1, 9.1.2 3]

11.1.7 Hifn

SHEENM (BHE AP | BB (0.7%) . RKilEHm (0.7%) . & (0.7%) ZOE
ERHmRA e bbid ZeRHY | FHLICE S TEF b HRE STV D,

11.1.8 EITHSRERMEAEME (PML) (B AR

FECICE S TR b M ST D DT, KRG T RO G4 TRITEEOREEZ 45
BT 5 2 b, EilkbEE ., MRS, BB (R, TURRRE) | SiEMRESE O
W bOLITHAEITIE, MRLIC X 2EEZH &K O EBRMRE LTS & &b, &haH
IEL, @#ERMEZITY Z L,

11.1.9 BRFEYAIIWADEEELICE ZBIEFX. FFRAOEE (HHERH)

B BUFR T A /L 2 DFEMAGIC K 2 BUERFR AR OHBEIC L 2R e2nd bbhd
EMBH D, BENRDSNTHAICIE, EHITH YA VAR 2G4 57 ST LE %
152 &, [1.3, 83, 9.1.6 /]

11.1.10 CEZEERENARARSE (SHEERH)

FHER, HEEBIIRS OSBRSS B S o s Z ENH 0, BN A I o 7 iE
BIRHE S TS, BEDIREZ H2ICBIR L. BEPRD LN HEITIIRE I T#H&
H il 4 %7 e B AT Z &,

(fiR)
111 RFOEGIZEY ., ZNO6OEERMKBADZHHbNDZ 5D T, EHRIZIN
R (RME%) 2175708, BEOREBL+SICBE L, BEIRD ONTHEITIIRSE
AIAFN O G- A I 570 EOEURLE AT H Z &,
11.1.2 RFIOEEIZ LY | infusion reaction 25 S I HE STV 5, BEDOIKEEL +451C8]
L, BEDHO NG EIIREIAF ORGP IET 570 EOBMUIRAEZTTO Z &,
11.1.3 BRI SUTEREORMEY AR B T, AiERICHW B LDk iER DT
OIZHREINHIREE L 72 0 | BREGUIREEIZ 72 > TV D Z 3B X v, RFN O IHIEHIC &
DEERBYIER S LD ZENDH D, 2D, KFIOEGIZHTZ> Tk, BEDIREL
oz L, BEPRO NG A IIIRE IR G- 2P I 5 CEU R A EZITO 2 &,
1114 RAOFEGIZED, 2D OREREENRD LI, HTICESTEF S HE SN TWND
7o, BEOWREBEL+0ICBIE L, BEDRD DG IIIRE IR G 2P+ 57 L
B7RALE 21T 5 Z Ly
11.1.5 RAOEEGIZ LY | BGREEERIE S Db, HTICESTEMbHES TS T
D, REBESCEME R & ORIKRIRAE AT 2 72 EBIEZ 01475 2 &, FI@E Kk %
TV, RITEAZERT 2 2 &, BEIDL CEMEMKROKER T 27 Y 1 —BED TG %



Zx2H (FRELDIEIESF) CEJSHIEE

115 2 &, BEPED ONTHAEITIE, RAIOE G2 W1k U, 850 RER UE TG A] O
BG-21T O I 8, WUIRALEEIT O Z L,
11.1.6 AFOEEIZLY, ZNHOLEERS HbILD ZLRHDHOT, BEOREL /728
2L, BEIED ONIHEIIIRIESUIARAN OS2 IkT 57 EOMUEE1TH Z &,
.17 RFOFEGIZLY, ZnDOEERHMNS L, FETICE S AEM S A ST
DT, BEOIRIEEZ +2ICBIE L, BEDPED DNIZIEAICIIRE X IAR O 5% k3
%78 EOMEYIRIE AT Z L,
11.1.8 TR EME (PML) (%, SZHsRBIC & 2 BFIZHB W TRIES D A bk
YIEDO—FETH Y ABYEY v 3R IR RE B W TR 5 OF B0 b 3RS L3
EEZLNDHERTH DN, AFIOE 52X Y PML 235 &b, S RE CIIECIcE -

TEBI S WS SN TV D, Bakbad, ARmBEE ., FRBEIR (Res, DUBJRRE) | 5aEREES
DIERD B & DN HEITIE, MRI 2 K 2 BHgER2 W L DN E£1T 5 & & biz, &5

AHIEL, WURLEETTS 2L,

11.1.9 AHIOFEHIZ LY . BRFFE 7 A L 212 K 2 BEPERFR UTATR OBHEIC L HIFA2N H
LD ENRHDHDT, HEBREESCHRVANAST =T —DF=F ) T HITHRER
FOREEE 0B L BEDRD LNIHEIT, BB Y A NV AFIE RS 578 L)
TRALE AT S 2 &y RBNIE HICH G2 P T, RS2 FREEME ST 2008 E Ly,
<BZE> [BRIFRIBFEITA 74 (4 2022446 A1 (AR HFRSZHEY

A RIA ANk ZERS W)

11.1.10 ¥ CTOTIREIZ, 7 LAY X~ 7 O 5 & B3 2 HBR, He5 BhIRE O S Bk
FRBEA B &b, BIMMEMZEFICE > EFIDNHE S TWD, BEOIRELZ HocBigz L,
FE DR DTG A IR U G 2 Ik T 5 7 CEU R ALE ETTH 2 L

<BE > EHRREIWEH OFIIER

HRZREITEH ATHIEIR

WL ‘\‘n‘ J\‘ i ke Tk B4 . - Y 1 D
WARLERIRUDIE  SBRLIIE W2 | pemn  gmte whomsis, f60. MRYe. SEBEHIM. AOMHIML,

KA 1 K> Tk P ~ Ry
PRy USRS UEVORMR i, P, GURH 1, £ A9, 0 E L, T,

- ot KL
wif. B R A M%7 &
infusion reaction MBS, EFE BN MR R, 95, XS SRR E
JRYSIE TEEN MEDIR A, %, K. g, PRV IR EE, HEPRIREE. MR,

TPR. SRR, WEAL, JEOTIE. JETE. SRR SRR, FEIB. R
P, PSR, FEA. ALEE - VKO B &

ERRA TR R G =Yl TEN R~EEe Ok, B, B, b A, BT
&, BV, BER. BHEK., HmA AR E

SRS TGN TR ORI, SRBE, BRI, DSk, S, R,
mpR7z &

AN RMEE I IREp-CIU L D H LB, BRI, S, &2, WHEER. B

HA A Eog ik, SRR, R, #E, BEdh, ®
FU, R, MR E

X7« NU—JEfRRE WU DG MR T, BERE 2 & O TR B E, B AR R
i ARERGEBNFREL, W T - A FREE 2 oM L
B UESIEVEBRENE 2R AR | U OIEBNEE (FROBA., HAET) | ERkEE (T2
DL, JEH) . tiefEs, BEpiEEp &




I. £ (ERALDEEF) ICETSHIER

HRZ2EIER HIHEARER

i P2 B e 15 £ FEEN, ALBE, T, IFREE. P

FELI55 A S A R e DY A, PR, IR, MR ERE. IEK - w7 E

D FAERFE S, FVERFEIIL, O F N, FERIREE #hF, g
ERANTRIES, Bdm . VREAE, RS, BAKMIKT. Bkl L

SHZE N H L ZEIR DM LR . B R LR RE ORI LR 5,
NAIARRE, B 9 A AR E

H A5 H 1. REER . MEE AR, MR, i, T, B RFIE,
M7 &

e atiiil Mg, S, SR, e &

HATPEZ M BB E (PML) | 7 FROEL « DURGREL, FREFRGERR &, BalkfEE, SHEkEE, i
RRE | RS, WE TR T%ﬁﬁa i Y R |
. R L

B BURFR D A L AT X BBIE | BB, 5. EHEEK, R, W\, TR, B88RIE, 18

96, B DB R, M8, IEA AR, R, AR SRENEAL D,
PHET- = REE, BaRlEER L
SE B B IR AR B BN, D EE, SRERE, WETREE, M LUWVEEE, B
kbR A
(2) zottoEIER
10%LL 1 ~10% AT 1 Y%A BAE AN
JRYSIE M OVEF A | it PR REG: . &RUE | Bl Sede . MHEEZS |MEEAR ., M. K
JiE P, ERGERRY, B ES TS
5. SHEAR, Y
B, B R O OE AR AY >l
AR O F AW TIBFIE M U o)
(FER L OVRY il
— 7 kG i)
IR IONDINZATA ST FERIF A | U o SERIBAE . | I R i,
== i SEEBE. B H I
B Tl M 14 PN R
. Vo jHiE
R Ol | RAkEOR BEH v Al 0B, ik BE PRI
JiE, Bk, AT LT
I UIMEE KT R Y
U AE K VU T
I LS
T Rz, 9 O¥, EIR, | SEELIRRE, AR |BE AN JE, EE R
AIRE 1t WL OEEA A,
@ﬂﬂ
PR R GIERS FENE D N, R | ATREE . KM | EEhEL, R
B PR, R | 2 —m R F— | K, VA h=—
J#k IR T %ﬂﬂ
H
AR P 55 ARERRENR ., AR | R
TN = AR, TRAR, B, | O GMIED, S0 | SR, B OE
TAPELRIR BENR, asp
Ak, _EERMEEASMIY
#id
I B 1 N1 DA E A 8RR R
[0 R YA Y a1
. 1FTY




I. £ (ERALDEEF) ICETSHIER

10%LL E

1 ~10% A

1 Yo A

BAE A

Wi Ml e O

W, MRk,

M W 72 41 . i

LR N
=
=1

PRRERETE

e B i S, B, A K, P R
MHEE AP, B Leo< 0, EX
1 D RIE T R
B I M, ol TR, HIEAR, 8| ENEREK. |8, 4 LY
#l, D% . PNEZER . H | EIEE. AR, | AL APERARPRE
%, MR | IEE
JHFREE R R JTHERE AL
B2 K OB AR 2 O FEIE . FERR | ZITRE, BTT. ALBE | B R RRETE | ALBEME | AKEMER G 2%, B
e B, 5 B, BRI, [REZBIREE, 7
Z ) MRS oL — R
%, KR BEIR
i3z
ke R R O A PR, TR, DO | FRERAE, B | B RO, AR
LRk B JER . PSR B Mo
B S VR B i MpR . PR B | R %R, HEPR A

— - BEIEER | I R R\ MR, A v L | AR, TR | DETRE . TS
O HIALORRE | 57, B VYRR I | ERALIMAE, RIE | NS, TEANERAL
JiE . I RAETER | F-. TESHIMALALEE | g 2%, IEAEAL
JE, B AR, JEIR . ORI D %
B, B, EIE SE, REBEEE. BR
SRR, EHH
N E
i R AR A REWAD, A [KEEN, REA| T 7o e o | k5 AR
KA HT v oA B, AST (GOT) |18/, FARERERES | . OB H
AR A ML | BN, ALP #n. | B
LDH #5n m ey e 8
. ALT(GPT)
m, P77 2
Ve 2%
Z D, FIERPED F U, & | EE BT
E UL E VU E
(i 3n)

RIVEF O FEBUBEFE X3 ST EEATEDIBYE Y oM B i 23 2 [E N BRI SER & g ig R

B K ORI LB A e R A 0D RITTE IR L2 69 2 [E PR R

Ak (HE0402 ik, HE0403 7R) (23

T ARWEREEHC RS XBH L=, 228, NI B W TOERR R T TIRZICED S
DITHEARA L LT,



I. £ (ERALDEEF) ICETSHIER

9.

10.

11.

ERRERERICRITTEE

BE ST

BERE

BE ST

BERAEDIE

14 ERLOIEE

141 EFFARFOIE

1411 AR ORI L E2F v ERy MANTITY ZENREE LW, sHRFTHIARK OB GRS A
TIARNITRLFREEN TRV, BRBEEL, BEDNHIUTEDO NS T VLA L2
L,

14.1.2 KA ORGRAIIMLEE 2 R E CHREIWD . Ay 7% %2 HWABEE TR X 5%
7 ROUBEESK 100mL TAHRL, FNICEERMT 5, 205 OFIRUSN TORARIIAT
birnz &,

14.1.3 AANTIRE 5> L2 &,

14.1.4 KR OBRNK ORI BTz > T, FREA TR ZMERT 272 SHEEITT) 2 &,
ARFN DS BRGSO it 7- 354121, EHICamTL<Ed 2 &,

14.1.5 RFNIRAFANZEH LT RWad | Afigid s RefLINICER T2 2 &, 2ok, AR
%, R0EXTRET DHE1L 2~8CTHENX L TRFTH Z &,

14.1.6 KAl F O FHRIBS VA M OVEAR ORI TEYNCEIEST S 2 L,

14.2 ERIZE5ROEE
D FEFH] & OELARBRITENE L TR, MElEOREIX LN &, £/2, FUKA
W74 & A TAl 2 BRI G- LianZ &,

(fiF#)

14,1 AF ORI ORHRR O E 2 5 L7,
14. 2 AAN I OVES A & ORCA AR Z T L TV RWIZD | Jill T A AT O ES A 4 7
BLRVWEIEET DL,



I. £ (ERALDEEF) ICETSHIER

12. ZOMDFE
(1) EREREERICE D CIE#HR
15.1 BRERERERICE D < 1E#R
(BHEXISEAMEDEM) v/ B mR)
I DB o3 IR B A ki g & LTSN 3 FRERBR I T ARHERE 133 il 11
Bl (8.3%) TAANZxIT HFEAIESBRE S, 2D 5B 2 FITHFRPURDREBLATRD &
niz,
(FfEENHHMRBIEORAE
[ e 3 I, S B R A 2 it f 1 7 0D 166 1 2R RS AR S ik R ME AR AN B I B &
G & LEEENE 12 RISV T, MEHICHiT LAY X~ 7THRIIMmN S h o7,
(a5t
15.1
(BREXFHEAMEDES) v/ AR
FEIPNES T AH B R BB M OB ARG R AR TIIRR 0 SR o 7203, WIFE DRI Y v o3k
P ERE ORRBIVIEE - 2h) ZXktg & U7 ysh 38 AR ER PR AR ER 20128\ T ARAID G-
Sl 133 il 11 Bl TAFNT R DR G PRI S, £ 0 5 5 2 B THIHUAD FEBLH
O BT,
(FfEENHHMRABIEORAE)
[ e 335 ifn R R AR AT 2 B A T 1 O 1 AR A 12 7 L &Y X~ 7 0.20 mglkg/H (3 44)
XX 0.16 mg/kg/H (114) % 6 HMIZH7=0 1 B 118 4 BEfT TRififE Lz & &, 18]
F O 5 F R BR AR TEL AT S OV &4 BB oD s RS T 1% 10, 38 OV 73 A B o ifuig 2 i3
T LAY XA THKIIHBE S o, ¥19
BRMEEHARBEZMBAEICT LAY X<7 0.20 mgkg/H (34) X% 0.16 mg/kg/H (12
4) % 6 HRCHZ0 1 B 18] 4 Bef 0 CRIEERE L7z & & 1 [B1H O s B AART &
O A& B[R] O p B S T 14 12, 40 OV 75 H H OIMIEHFIITHT L LY X~ THIR T M

tHézWiﬁi»o# *19)
E) AFNOEREINTWD AELOHE
<H$§ﬁﬁu$’\fﬁﬂ@%§ﬁ@au#‘ﬁﬁ>
WH. RAZET VLAY X~T (EHz) & LT1H1E0.16mg/kg %6 B [ A HET 5,

(2) FERRAREAERICE D < 1EIR
15.2 JERRRER IZE D HH
BYFER (F 7 AV 2=y 7<) IZBWT, ZREDEKTFARD BN TN D,
(fifn)
15.2
BFER (F 7oAV 2=y 7~ U R) IZBWT, ZREOKTARBD A TND,
X, FEESARRBRICEE S 2 A 2.3 (5) A5 /Ll DHSM,




X. SERRPREABRICEBIT ©1RHE

1.

ERIFAER
(1) EEIBHALR

[VI. 3EZhSEBLZBI2HE | OHESR
(2) RetrE=mE"

TR EREHR

MRS | o : BhHR | o
ni | RER | BEHE | (SO0 | B

Frrod &L

DIERKL| h=7 |#IkN 0, 3,10, 30 | 413
[ORERIEA AHL | (HE) Omg/kg :
4077 [HlFfe 2/ 1
3mg/kg :
HE2/HEO

10, 30mg/kg :
2/ 12

AR E S =)L) kU T SRR
T CHRBRE NG L 7=, 3mgkeg O
BIZBWT, DI R KON RIC
ERREBIRD N2 -T2, &
g (104 080me/kg) (231 B4
e LT, REEDMENRA L S s
DAR IR 23 ¢ - H S d e 54 S IR )
IZHEHL L. &= T35 L7z,
30mg/kg & 5 L= HE1FIIZ W
T UEETE LI RE 2K £
A N Z AU D BEIIR S ONE IR 23
Bk, EEERFRIBICH T Lz, 7
LAY X~ 7 OVER % Rz K A 1E
AEXBTHZ LIER#ETHY ., =
OO ZFFETHZ LIXTE
IRhvo T,

DL R H=7 | FHIRN 0, 3, 10, 30 |4=8#i

S YL | (5EEE) 3, 10mg/kg :
18047 il Fifi 1/
30mg/kg :
e 2/ 12

MRS = 7 A P TR & FE i
Lz, WTNOHAEIZEBWTH L
¥, MEXIT ECG 2 &3k
MR CRIE L R A BT A BN
T, BeGAZBE T 2 REARIERD &
NnNinot-, ECG +XTIcBWNT
EMERIZIE R H#HBE AN TH > 7228,
Sh&E L TIFNTHOWT8HE (7 LA
Y X~ 730mglkg OFEHH) I
E L7z ECG Tik, #45-B8143004)
A9 D L EMERISMHE 2 7 B 4
7o DEMEMIAGE T =2 14 v
BT D IEFE#HANOZEILTSHY |
F 72 R L0160 1R O 2
ThHhoT-Z b, T LAY XD
$e 5B E 3 5 Al EE R IRV & &
2Bz,

ECG=1EX

3) £ Dt RIFHER
BRI ER

huCD52 N7 v AV x=v 7 ~<U R (MR 56 &) (27 LAY X<7 0.5 i 3mg/kg % H
[FEIEFIRIN LT TG LT 0 A M A Uit L7z, huCD562 F I v AV x=v 7
YU ALBNT, T LAY AT HRETIE, KRG~ AL L TR %< oMl IL-6,
IL-10, MCP-1 X% TNF- o Z —FpIC it S 7, 4 b A U L-vDE— 7 1%, L T
5% 1~4 BICERD S, A M b A v BRI, BHERETO PR ORERE T LI E% 24~
48 R E ClZlEfE Lz, F72, MAEHTHTILORERKETYH, AE4L T KO B flaiEd 2

T LAY A= 7 b 48 FEIZEED BT,




X. SERRPREABRICEBIT ©1RHE

2. HHEHER
(1) BEES SRS

HERS5E4HRAR
Bk Py | mK )
DO e <§3$ SIS | R | SRR R L)
o %2’5-91% &) (mg/kg) | (mg/kg)
=7 vanbi] 0.1,3 M1 3 AL | T LAY Xv T 1K O8mglke % HEER
AP %ﬁﬁﬂ 13 1 RPN 58212, Bl B L7 ) oo SR
CEFRRHRIR) ’ FDWD NI BT, AR REIT 1325
fbix7e o 7=,
B 5 X AR R QYRR
i sSnRro T,
H=7 | T 0 HE1, 2 10 30 WMEET O =0 A FNIZEBNTT L A
AW | 4055 3 12 Y X< 73, 101330 mg/kg DFRIRAIE
RLTHE 10 | M2, 2 BIZ X0 U L SEREA LT,
CERRIR) | 30 | M2, ME2 10% 0'30mglkg 5 T MLKAAL 2
BN BN, 3 mgke TN R
K ORI RN B e R S e o T2,
£ (10 X80 mg/kg) OG- T
HE®& > SR OHNRZ 5 TEE O
R ESFEL L, 3.5 F TRkt L7z,
30mg/kg & ¥5- L 72 WELB CHANR M UG
RO % £ 5 B ORI EDS BB L,
e 5-1% 6IRE Lo B R VS e < PRI 45
IRV FEE L,
Y~ O GILRRE T CHEME L 72729
7VA/X77®W@&V@@%@%
BRI 52 IR TH T,
=2 |KTHE 1 HE1 3 UL | T LAY AT, 2K 8mglkg D H[A]
AW | CEERAER) 2 el KT#HRETIE, —MeRBlcZ2 iz <,
3 M1 SR b BT bR o T2,
3 1 T LAY R TR %53~129 A IC IR
A K OV BRSSO 81T 2 B 72 s
ST, BEDY L SERID R A TH D
N, BE5%KI3~6HMF TRkt LT-,

(2) RIEH‘ESSHERET

DA=ZV A4 14ERXILI0A MR E#HIRN R U E TR SRR
KRR DT =7 A PAHZT LAY X~T % 1, 1.5, 2 KO 3mg/kg/ B O HETHE L>>o, 14
H 0% 30 B RDE B S AR SUTE TG L2824, WPhoBRGRKE L ETOHERTY
2 SERIBUD I X D EEE O A BRI 3RO BTz, i ERE OMERHE DR Y 30 H RN K&
O TR GRECRRO B v, H5-AiIfE & el LT 3~10% % Tl L7z, &KX 21 B B2 S 25
HBICHT TR S, 14 AR GHE T b A P ERE O MEHE O IR T GRIER 14 A 2GS
AED 18~54%F THWA) BRBD LT, U U EKR OGP ERIANE, 35880 U385 G- 1
(ZBID & PG TR ICEHE 25580 b ALz, BRSO A CIX Y SN R T L
LY R T O GICE#E T 5 2O B, EOMITEHEE & O GIZEET 22T
Niphoiz,

WERIRIN B G- - MERESS LBI/EE . B2 P G-1E - e/



X. SERRPREABRICEBIT ©1RHE

2)h=U4Y)L b HEREFHRAR S SR

WHETF DO =7 A P ILHIT LAY X<7 3, 10 &1 30me/kg/ B % 180 43 EFiktiEA T 5 BIH
HHEIRNEE G- Lo & 2 A Dl R & OB D ZAITRR S Hivieho 1o, & OO AT
HAICBWTIX, 7T LAY X< 7 OMEFEG#%IC BARE T #lE (CD4*&% 1 CD8*) DiH%E
IR R HAL, £ DH%D 4 A OG- TR ORREEIZIUE LT, 53U BUZ W
M7 7 & AR — b OFAEICHAEWERNER (27 77 —BhtE7 RV EKE) OBRERED 5
728, 30mglkg/ HEED 3 B 2 BRI Z 2 S 1, 3mglkg/ HEED 2 fil &2 BIE IR T4 12
RS, TEMAE (30mg/ke/ ) BETIE, Rk, ~~ 27V v MERO~NEZ B E
>R DEITIE O FRHERY 72D 358D B LT, ARBR CITBHE R Y U EKBAIC L D LB R B
2 BYSEN B LT,

¥ 3N OM0mg/kg/ HBE - MERES-1BI/EE, 30mg/kg/ H B« MEMER 2061/FE

(3) EinEMHAER
T LAY X< 7T, PURERLTH Y . BIomEIC OV TOBRRIIEN 2 &b, BisirEiliR
VRN LTy,

4) AARMERER
T LAY X270 BAFHERBRICE SN D T > liHD CD52 (Zxh L CAREGEZ RS 72
WEEBZLNDZ END, BARMRBRITER L TWhau,

(5) EFEE SRR

DHEhuCDS2 k5 VRO =y I T RADZIEEICET HiER
B huCD52 T v AV x=v 7~ ADOZIREER OAETITENC T 57 LAY X~ 7 O 8T
DUNT, 3 XL 10mgrkg/ H OZLELRT 5 H[FE H #5-12 X 0 #MiFt L72, 8 KO 10mg/kg/ H #ETIE,
FE T RE AR WO CIER R TR0 BREE & el L CAEICRD L (]9 10%05D) | §EER
DHDNEA L B D72\ 0% (10mg/kg/ BEED ) 72 5 N BERE 1 O LN A EIZH L
Tzo LinL. M~ U ADOKFEBRE L OR300 b NI K O BREN T A —Z 121X, TV
LY R TR OEBIIRD b hole, TRHOFRERIZHE S & BT OBEFHE(LIZR
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An Australian categorisation of risk of drug use | B2 (2023 & 12 H ¥ 3CH)
in pregnancy

<BE>

A —A N7 U 7 43¥8 . An Australian categorisation of risk of drug use in pregnancy

B2 : Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation
or other direct or indirect harmful effects on the human fetus having been observed.
Studies in animals are inadequate or may be lacking, but available data show no

evidence of an increased occurrence of fetal damage.

KE DR XFEICB T 2 EmE~OEGICEHT ONEFIZILUTOLEBY Th D,
KIERASCE (2023 4F 4 )

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies, CAMPATH may cause fetal harm when
administered to a pregnant woman. Available data from published cohort studies
in pregnant women are insufficient to establish a CAMPATH-associated risk of
major birth defects, miscarriage or adverse maternal or fetal outcomes.
Alemtuzumab was embryolethal in pregnant huCD52 transgenic mice when
administered during organogenesis (see Data). Human IgG antibodies are known
to cross the placental barrier; therefore, CAMPATH may be transmitted from
the mother to the developing fetus. Advise women of the potential risk to the
fetus. Infants born to pregnant women treated with CAMPATH may be at

increased risk of infection (see Clinical Considerations).

The background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect,
loss, or other adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively

Clinical Considerations
Fetal/Neonatal adverse reactions

Monoclonal antibodies are transported across the placenta as pregnancy
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progresses, with the largest amount transferred during the third trimester.

Consider the risks and benefits of administering live or live-attenuated vaccines
to infants exposed to CAMPATH in utero [see Warnings and Precautions (5.3,

5.4)].

Data

Animal data

When alemtuzumab was administered to pregnant huCD52 transgenic mice
during organogenesis (gestation days [GD] 6-10 or GD 11-15) at intravenous
doses of 3 or 10 mg/kg, no teratogenic effects were observed. However, there was
an increase in embryolethality (increased postimplantation loss and the number
of dams with all fetuses dead or resorbed) in pregnant animals dosed during GD
11-15. In a separate study in pregnant huCD52 transgenic mice, administration
of alemtuzumab during organogenesis (GD 6-10 or GD 11-15) at intravenous
doses of 3 or 10 mg/kg, decreases in B-lymphocyte and T-lymphocyte populations

were observed in the offspring at both doses tested.

In pregnant huCD52 transgenic mice administered alemtuzumab at intravenous
doses of 3 or 10 mg/kg/day throughout gestation and lactation, there was an
increase in pup deaths during the lactation period at 10 mg/kg. Decreases in T-
lymphocyte and B-lymphocyte populations and in antibody response were

observed in offspring at both doses tested.

8.2 Lactation
Risk Summary

There are no data on the presence of alemtuzumab in human milk, effects on
milk production, or the breastfed child. The effects of local gastrointestinal
exposure and limited systemic exposure in the breastfed infant to alemtuzumab
are unknown. Alemtuzumab was detected in the milk of lactating huCD52
transgenic mice administered alemtuzumab (see Data). Maternal IgG is known
to be present in human milk and when a drug is present in animal milk, it is

likely that the drug will be present in human milk.

Because of the potential for serious adverse reactions from CAMPATH in a
breastfed child, including reduced lymphocyte counts, advise lactating women
not to breastfeed during treatment with CAMPATH and for at least 3 months
following the last dose.

Data

Alemtuzumab was detected in the milk of lactating huCD52 transgenic mice
following intravenous administration of alemtuzumab at a dose of 10 mg/kg on
postpartum days 8-12. Serum levels of alemtuzumab were similar in lactating
mice and offspring on postpartum day 13 and were associated with evidence of

pharmacological activity (decrease in lymphocyte counts) in the offspring.

8.3 Females and Males of Reproductive Potential
CAMPATH may cause embryo-fetal harm when administered to pregnant women
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[see Use in Specific Populations (8.1).

Pregnancy Testing

Pregnancy testing is recommended for females of reproductive potential prior to
initiating CAMPATH therapy.

Contraception
Females

Advise female patients of reproductive potential to use effective contraception
during treatment with CAMPATH and for at least 3 months after the last dose.

Infertility
Based on findings from animal studies, alemtuzumab may impair fertility in

females and males of reproductive potential [see Nonclinical Toxicology (13.1)].

The reversibility of the effect on fertility is unknown.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Safety and effectiveness of CAMPATH have not been established in pediatric patients.
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