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W& 55 HRE HAGE
AA aplastic anaemia AR BMEEID
ATG anti—thymocyte immunoglobulin Pie iR E ey v
Atgam horse anti—human T lymphocyte Pie MaRMia Y ~seE a7 v KA
immunoglobulin, eATG (PF-06462700)
ATU authorization for temporary use BT HAGR
CCDS company core date sheet TEPT —Z 2 — b
B EORS LEZERT DERICERE L LT
% IEHOCE, BAMEERIZIA T, Zhhe -
hF. L HE, PR ORGICEET 5%
DIMDEBRPEENTWD, 728, AP OZ=
AP Z A, TN L SR O R =
DL DITHEIRBGT S D,
CD Cluster of differentiation SrbbusiE, FmpuR
CR Complete response SERTERN
CS corticosteroid a)VFaxrTuAf R
CsA cyclosporine VI BARY
eATG horse anti—human T lymphocyte e MR Y ~ g a7y o
immunoglobulin, Atgam
EU European Union RN EL A
FAS Full analysis set e R DFFHT TG
FOTA Freedom of Information Act TEHRABIE
G—-CSF granulocyte colony-stimulating factor | FERIEK = v = — il (K +
hATG horse antithymocyte globulin pie Mulgia v sra 7y v
hlgG Equine immunoglobulin G U~E s 7 G
Hol horse immunoglobulin G UtE a7 G
1Cs 50% inhibitive concentration 50%RH. 2 EE D
ICH International Council for Harmonisation (2 S it B ) RO [ B e
of Technical Requirements for
Pharmaceuticals for Human Use
1gG immunoglobulin G GEIa 7Y G
MedDRA Medical Dictionary for Regulatory ICH [EBREE S 7
Activities
MMF mycophenolate mofetil a7 > ) —)VEBEE T = F L
mPSL methylprednisolone AFNT VL R=ynr v
NIH National Institutes of Health (US) K E E LA A ST T
PBMC peripheral blood mononuclear cell R 1 BAAZ
PR Partial response 3255
PRES posterior reversible encephalopathy | AJifh% FEHE B IMIE
syndrome
PT preferred term FEAGE
TrATG rabbit antithymocyte globulin e PRIR Y S aE s a7y o
S0C system organ class BRI HE
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VT Ty TV a st (BT A RSt 1Tk B ET,
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MoOEEHEK L LT, 16mg/kg/H % 10 HFE XX 20mg/kg/ H % 8 A& 542 AEL OHE CTERE
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(4) REIDYE
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N 17> 7 L 5l
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TINF -
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M L

4. i
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HEEDONE e Skd PRAFHAT RAFFERE ik R
EWRFERR Y | 5+3C 24 5 A A

6 7y FDSH, 3 vy MIBKNTH-

25+ 2°C /60 + 7oo 1 vy MZEWT 3 h ARFE%ORER

ISR - 6 % A o | CEMEEOETERD, LOMmO 2Ry
' i MZHUT 6 4 A IREH ORER TR
VA% B
DIK T ERBDHT=,
FIERAEITEA L2b 00, “BIKOH

. 120 J7 1x « hr, | BEEECEL, .-
SR TR R I R MBE OO F AR B, HICRLE
200W + hr/nf HES B .-
IR B,

a6y hDIH, 3y b 24 p HETOMBREET LTEY, TOMory M, 18 » ARFETHBEBKT L, %
EMERBRITME T TH D,

1. REERVBARBREOREN
HREDLENVEILTRO LB THDH,

HERDONE TRAFRIF TRAEHIH] (EES
0. 9% LT R U 7 APES
P T 1 MO 4mg/nL (Z78
TR % DR TENE 5k SR L. 20 24 EE[H RN
~25°C CIRAF
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8. fthFlE DEEAEIL (WMEILFMEIL)
FEERR L
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(1) ERVDELGERSR
M L
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1. BRSNS RS
M TR L

12. 20k
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V. BRICEII SHEE

1. EEXIFHE

4. EERIIFER
PEEULEOBEFREEN

<R >

ARANIAKENTIBUNT 1985 FITE BERBHEIS AN It D HEEN S BEIEO AN BRI (BLTF, AA) 12
KT DIEHEE L U CRGR S VTR, MBS C 30 4ELL EICh 7o - T AN DIFEICHW LR TE Y, K
BIDOFNMER N2V L T35,

EWNIZRBWT, HERELLEO HARN AL BEZ R E L7-EWNE 3 il (85411003 3Bk V) 2%
i L. A7 40mg/kg/ H % 4 B G LIBRO A MR O Z RS ER S22 & WONCEWAT
AN DB Ry OVERSE JBE JEVE I C R & ARV AR N2 LD BhRE U RICEEE T 5 I T, AHFlD
KR LEIRD A OFEIEEIZOWTRIENA RTA U E2BBTDLHEERE L) 2T, DIHEUIBE
Z [HEED EOBFAREMAIm ] EE LT,

2. MEXIIHRICEET HIE

5. MEXIIHRICEET HFRE
DRI A BT A S HEORFOHHRESHBIZ, AFIORGHEY) LW S p BEICHATS 2

Lo [17. 1.1 2]

<fiRFR >

AR ORI L7225 AN OEIEEIZOWNTIIRBTOZENTA RT7A4 2B T 08N H 5, ENE
PREAER (B5411003 3B *) LIS DEGIRER K OVAFE SR Tl S - BEE UL, ERNOBZED
A RITAVETFICRER N L EEEB LT, AHEHARE LT,

3. HiERUVAE
(1) RERUVAEDHES

6. RERUVAE
WH, 1 H 1 EAE kg H72v it MR Y <7 v 7 ) & LT 40mg ZREIRIC AR

HET 5, GHIEIT4 AR &5,

(2) AZERUVAEDRTERE - B0
ARANOHER OHEX, KK 40mg/ke/ H %2 4 HREH ST 5 HEHEZ AW ZERNI O RHER
(B5411003 3B& ® . NIH 03-H-0193 3B 9. NIH 06-H-0034 38 >9) KN 1981~2018 fEI2 %3
SNT-AFCHR (3 1 B TS X FE LT, B5411003 3B © K OCK[E [E S ERFZE AT (NTH)

V. 1BRRICEEd 5 IEA 9



T CHEM S oSS 2 3B (NIH 03-H-0193 588 “9 K ONNIH 06-H-0034 386% >9 . LI, 2 5kBk
ZELHT INIHEZE 2B ) 2BV T, WINLFEBROAEERRD bz, £72, /NEEE
% REGUIARHAN 40mg/kg/ H % 4 BRI G LI23BRICEBT 2 AR IRE "R N7 T 2D ATU 71
7T LINBELIVE 16 AR O/NRICAK 2 H LT & X OfERIZB W T, /WED AN BFICE
VB MR FHISOS S B OV EAFRITERN & [RIFREE CTh - 72,

PibXy, AELOHARER HEE. 1 H 1 ERE ke b2 Hie MUIRHIRY ~E /a7 ) b
L T 40mg ZRERICRTEHET 5, HEHMIT4 AMET5, | EREL,

% LM BFICE BAAIOAIEN R E S A7 A TR

. . FED  AAD )
W - AR 0% folsk ‘ o B O
Pk - R GRS

1 % AR M SO I

JE AR Ry T R B R 40mg/kg/ H
- HEHIED Good Responsel ffi], Minimal
M 1 1. 5 25 5 A F 98 13 4 &4 HIMEIR 7oL
AA Responsed 41, No Response9
fif 5 1986;69-78" N5
151
3 ARBTG5 A RFo ik
) S FRIL L ENARHA)
NTH 06-H-0034 35k v 200 Y 2o s
&0 AHITE 60 151 40mg/kg/ H BE 62% KT 68%. TATG Bf
N Engl J Med. %4 AEIR  CsA 33% KN 37%., 36 % FAWIED
AA rATG & 60 ] P v aro
2011;365:430-8% N5 EAEFRITIARIEE 94%.,
rATG #f 70% (& iM%
RATHI S & Ts)
31 AEFNR N6 » HRFo ik
77 4l FHGRITENENL T 7
NIH 03-H-0193 2B 40mg/kg/ B Csh = U A ZOEFBEE 37% RO
HwIEDO v u U szR{EH - . . .
Haematologica. 2009; n B 35 4 ZAAMEIR > m U 51%. FEGEHEE 57%%K O
HOF B 42 B T Y AABEAEE 97%,
FEOFREE 90%
3H HFE6 5 AREE N2 %
AFIEE (HCT) 67 4omg/kg/ WD 0O S PSR, %
Haematologica. 2011;  EEJED ~ CsA
i % 4 1 IR HENAFHIBE 55%. 58% K%
96:1269-75" AA mPSL ‘ ‘
FATG B 20 5] ER =R T 58%., rATG #f 40%. 45%
KO} 50%
. 40mg/kg/ H 6 » H BFO MR KO =R
Fur J Haematol. HIED AFlRE 29 51 nerke CsA . ) - L )
2010:84: 154-g" N % 4 H IR - 1. AFIRE52%. rATG FED
s . - Y m|
rATG B 33 14 o 18%

V. 1BRRICEEd 5 IEA 10



3 . AFHN D AFHN D B
B4 - ANFECER x5 %k ‘ o WD
Bk - HE  ORAE
I 16 1 L0me/ ke 1 3 ARG » A oIk
Lancet. 2000;356:155  HJED Np— CsA RS RILZE NZE NARFH
D N 4 § Ik
4-99 AA V7 RRAT T W&;' ! mPSL BET8% N T5%. 3 7 vk
2 REE 15 41 A7 7 2 REE4T% KT 46%
A Al + 50 3% P11
N 40mg/kg/ H 3 o A FE Mg E A RS R
Blood. 1995:85:3058- e AEE DL e Csh e
- " % 4 H IR . WL A A+ A A R
. o
AR 67%. AHIHUIEE 29%
(HCT) 70 13l
Exp AHURE 6 1 d0mg/kg/H €S Xi%
HEIED 23 3 ABFOELFERIIRIRT
%mmemwﬁw—AA KA+ EEse EARRMER BB 1o
5410 ¥ 13 41 P . i °
G-CSF,  MERFMIKIEHRIZZ IV ke
T TR B YRS gong/kg/H CsAy €S LRSS BHRE T6%. FEDE
C .2018;124:419 KE D A,
e JOMBEAE panmge + = REETI%. 245 RO
2-201 AA
JEOmE LT PIERT hmw FEHZEA bR T
A7 HBE91%. DR 82%
40mg/kg/ H CsA
Br J Haematol. HEIED 6 5 A I ik 220 5 R
104 131 % 4 HHERIR  PSL
2006;133:606-11Y AA 1% 62%
N5 MMF
3HHFE6 » AR N2 %
40mg/kg/ H A REO MR OSSR 1T, &
JAMA. 2003;289:1130—-  HSED CsA
122 {1 % 4 H RF IR NENAAFIRE 60%., 61% %
519 AA mPSL
N5 N E8%. 7T EERF D LAETERIT
55%
HAEIC T
cS. F
T4~10 H 4
A ¥ A o
Br J Haematol. R N 5 75 B M F G2 1T
) MITE 124 [NR=EVZ
1988;68:469-721¢ (b5 & 50%
JED AA Xk
150~160
BE A
mg/kg)

1) LUF O S TH SN2 AFRSTER O 5 B N (19 5 L) @ AN BT L TAHI 40mg/ke/ H & 4 A H
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BH L X OMPE T 50K

=Sy NATH 202046 A 30 H

s BRBRICHWEF — & ~— 2 : OVID MEDLINE® & OVID MEDLINE® &Epub Ahead of Print, In—Process & Other
Non—-Indexed Citations and Daily (1946~2020 &) . Derwent Drug File(1964~2019 55 8 #F T).
Embase (1974~20194E2 H 25 H)

MRS . BB E BRI . TRARRMEM)  THY LoREReE a7 ) o Bk bR
JBr7ae7 Vo, ik MalgiaeE s a7l o BLOIND ERZOHFTE 2ROV E Lz, BRR
BRCTHW2 HEERN A S, SO R OEGIHRE SO SCHIZERN LTz, £72, B MIRE L., HFEDOX
ke L7,

4. AERUVHAEICEET HIE

1. AERUVHEEICEET 5FE

1.1 IMEwKR., vavr, 774 7%—, A M IA VHEIEBRES @ Infusion reaction 73
HobNdZ ENbA72H, LToLBOhndTsZ &, [8.1, 11.1.1 &M8K]

c RANOF GENCRIE R ERLVE VAP E A X I VAR RS T L,

- RENO WA G-REZ L, 5000 B RE 3R O iR 5-BRAA S 1 RERIER D TRRIR IS B -3
DE LD ABMEEHERO L TRICEE L TERETHZ &,

- RFNT 4 BRI EN T TG4 5 2 &, 12~18 BN T THREGTH5Z ENEE LU,

1.2 AESUIh o v~ miERA OB 5O & 2 BE I, B skobie Mgt s >
U UBFIORESBER L BT, RUOESTAAZELET DB, 512k - T, MaL
EXTREDOMBEIRAEZFH T, EMO+oBlEod EBEICKE T2, [2.1,2.2,9. 1.1
2]

< fipEs >

7.1 EWNI DR N VLT — F N— 2 DOEEME RIS & CCDS, FEEEK TG
WNTTA RTA L EBBEIC, MIEH., YavyZ, TFH747F%0— A ST A VHIEGER
2@ Infusion reaction DV AV Z e/ MbT A7 D% E L THRE LT,

7.2 F—8WREOMERNANOBFRGIIMBERED ) A7 RHLZ LD, HEOEFRILESEIC
BRE LTz,

V. 1BRRICEEd 5 IEA 12



5. ERERAUAE

(1) BRT—2/1\v5r—2
AKHFEDT — 28 r =X T OORGRABR 70 2% | ARSI 10 3 719, RO O ATU 7
077 AOFERTHMRINTEY . TONGRIEAHK 40 mg/kg/ H A 4 HIF#EG L7z 3 R & OAE
SCHk 10 #H, o YL - HECAKIZ &G Lc 43 Bk, W ONCHIRED ATU 72 77 LA Th 5, Ji
TR EANFTERVRABRIZIT ITSEERE LT,

AH
R Fili: - I ek
TR . HERD H I * I
/[ Ej Sy ROAI KR 30 4y
% 340 . Bk FEERELL ED HARNFAEAR | 40mg/ke/H, 4 HIE M
B5411003 3F;1;: Sl LA I R
[E] BN 3 ]
FREEFED B ESFED HAR N | 10mg/ke/ A B
" . M R B LR U
O ) R Geate | k564 20mg/ke/H, 8 FIF
ATG-AA-1 | IEfEZ (L - - '
(] - BNk MRS < 50 4
PK 10 mg/kg/ HEE : 25 14l
20 mg/kg/ HEE : 25 5]
NS TEOFAERE | 20mg/ke/H. 8 AR %
- - — ?;Zﬁgg%iﬁ HERR mg/kg/ Eil =2
Study 3-197 | o I
e | A | 210
- SCHREE : 20 4
553 4 SEP FREOFAERRIERMES | 16mg/ke/ A, 10 A 5
.. T tios | s e L 2w o F AR
udy 3
DTH . edebk SEDEFEE - 18 1
T DERIRE : 24 51
FRESEN D EIEDOHAERNE | 20mg/kg/H, 8 AR B
PR MR
%5 3 AH —EEH i MRS 59 B
Study 5000 %{@Z{K Fedelk AR « 53 i
CKE] B YA =%
ORFRE - 26 4
FEGEFRE - 27 451
SEOMAR PRI | 40me/ke/ B, 4 A %
P . . %ffuirar # | 40me/kg/H, 4 AR %
NIH 03-H-0193 | MEA1L AN v
DRE] | (e | 2 DFVTRE : 35 1
FEOFFEE : 424
o | HER e | EEORAS RIS | 10m/ke/H, 4 AR 55
NIH 06-H-0034 | fEE/EZAL etk AFEE - 60 5
B SEsll (EAIEETRER) | AR rATG B : 60 {4

V. 1BRRICEEd 5 IEA 13



HH

3 FRE - il ik
wwEy || dmoRs e ol o
ES0E] o 7
" SMENEBHEE A | AFEZRIEHE (BikE | &5
% 1LFE . .
. WYY 22 fi & A 4125~11500 mg,
Technical
ESH /N 1125~5065mg Ot
Report # .
JEREAA L SRAEIRE ) XX EEHE
7244/78/7244 \
1057 3B (15mg/kg/H) | 28 HFH
(1~2 #H EHEE,
M
PRI S~4 i : FEAES)
% 1AH SNENBRAERE (BRA) AKl 10~15mg/kg/H, 28 | &5
Technical 27 1 AR 1~2 A H#ERES
Report # FER 3~4HH : RE&RE)
; JEAEEAL SEHE e
7244/79/7244 |
B
/035
CKIE]
BARBM | BANEARBERZMASE | 40mg/ke/H, 4 A 5%
TR T St BT | (ARG EER D2
£ TR S B GIE I | A0k ;184 41
(ZERma-E A5 . N
[EN] FIEDORR | RS 13 1
g

NIH=National Institutes of Health (US)
F) AROERESNRHER AR B, 1 H 1 EERE ke 720 it MNERMRY ~tEZ a7l vk
LT 40mg ZARRICEFEIHET 5, HEHEIT4 L T5, | THD,

LR L

DR L

(2) BRRRZREEER

(3) RERNERHER

- RRICEET 5 IEA
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(4) HRELR9EHER
1) BPEREEER

E AN MAEERRAER (B5411003 FtE%) ©

Hi HESE (stage 2b) 2V LU oD B AR AN AR BYER B ICAHK] 40mg/keg/ H %
4 HEFIRNPEG- L2 & 2 OFIME LR ONZ2M %2709 5,
BT YA v | Sk dilE, FEEK. BB
POE 2 LA EOHESELL Eo B AR NEAER BYEE R 3 4
PSR c A7) == THREOFMDS 2 mELL_E 0 B T ot
c TEINTODTXTOREE, R, BARRAE, ANEEIEOFEFIHE,
B OZEOMOIEHRFINEAZ EFT 2 BEERORENZR LTV EE
BREZER AT R, BRI ER S CHARBMEE M & W S B
s PEELL FOBAERBEEMOREYE (Stage 2b LLE) Zf7- 4 HE
FRobFHE - FAESEIMEHEBEOBEISN S . B2 HET HEE
FHREAUEGER CNEARSPEMERBUME LR ) OB RS = A
ERAY-E<T
ERMEFARNRYERN (77 ra=—", BREMEASIES) OIRE
EHT D, XXERMICEEDN D BE
< EITIE B ISR U o NEREEVS S OV B Milak B3 (7 L7 7' 7 b,
TVAYAX=T, VX~ T7%) 2Ete) o EKIGBEE IS D%
EMERIEEZ = T 2 R DB, 7, rATG IZ K 2B miilEiks =
T BT A AU RRE & LT,
B Hk BB MEIIARAORERER () v 7T A, AXT AN &%0F, §E
EBEETH - TG H 1. AFlORGEZZ T hnwZ & & LT,
AANL 40mg/kg/ B % 4 BERILL B TEARINBE G- U7, Be5-RIZ 4 HM &
L7z AEMEAA EEE 5720, MBS U T 24 Bl (BBREOFFIR L O
HEF 2 5T) % ERE L THREGHEHEZERT DI L2 AREL Lz, 1BHS
MEDIREEIIE LT 7 uARY P aFazxsas R, fGinssoptH
ZA[RE L L7z,
7 A L40mg/kg/B ) N
e dNIRoI=E YNl 1510, 4EMES b e S
EERRUAMES [ o Nt e e e e PR e e e e R e ~
361 | | | ]| > ________________________________________________ e
<EREREE>
- BERRMRMPEEL FORERHRT
« Z0U—Z U7 BDEHD 25
- BRI/ RS, B IBERE TR R MRS HT
) A TERREIN TS 7 a AR v oORERKOCHET T (HERBRMEZN) @
W Y7 ARY L E LT HE6mg/kg 2 1 H 2 IO TRAZET S, 72
B, BEOREICLVEETERT S, | ThHD,
FHmIE A5
FEIEEE ;55 12 B ik Fi s
BIWRFHLIE B : 55 24 B O RIS, 12 R R O 24 R O I 7% IR

V. ImRICBET 5IEA
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AfE GEARMERE, M/, aFhERER) | AfF. 12 Kk

O 24 T8 R5 o i AR A
frae =i
AEFS, BERLATES, IBREORGHIEICE s FERRR LY

AT 5 1k AT PEVRBRRE X EN L7220 o 7o, BIRBRSINE O F 2 L ORIRA D HEE
i B OfE R %2 —BER TEBNIR L, BRORFEORIII I TOR o7, £
7= KRUMEIIHESE Lisdo Tz, MO RIZEN T —EX CTEBNIR L
7o FMMEREAT SRR (FAS) M OV AMEMENT SRR I, 1REBRIENEI D 4
ToHhh, RO % 1 BIML EZF 723 X COERSINE & Lz,
MRS - MR M ERER 60, 000/ w L LA E, /% 20,000/ 1 L BA b, A ERER 500/ p LA ED 5 6 2
AU L&MW LEESAE. T2 & Ue, SR 3 iIKFR 283 [ Lidhk s
o te, WEMRORS IR ORFET, MEEOREME (MRMERE, Mk, Gk =
EAZEHI U iR SRR A O AL AN IE MK - O 8 5 ST I KTE LT 2 &l S 2 G A T EIC
PP LT YHRAEMIT AR OEEEREZ LI EBRERNoT, N=ZAT A2 (R=RTF A
OFHBNAME SNTZIBEIEA T UV —= 0 TROEELE S RT %) OEMEED Stage 2b XX Stage 3 D
e, ERREMERRTZ L, 2D Stage D EZFRFICH - L7=GAIC TR & L,

WM AR AT - SRR 12 08 2 L ICFEli L7, 5 1 B OVRBRIEDOMIEI 570 55 12 RO KBEH £ ¢
B OFEERR 22 VA, & 12 WEF R OBMKFIER L E Uiz, & 12 BIFOKERR A2 24 HEF Ok
Bt B F Tl O VGG B 24 RS OmIIKFEMER L & L,

[#55]

AR OIBBRZINE L 1 BIS/NE, 2 BN ANTH oIz, X—AT A OEFEE L Staged 28 1
5], Stageb M 2 TH -7, F7-. 1D rATC OB HEEAZ A LT, 3 & & BHERIME KL
REVEDNTRIRITE T,

Bt

< FEFHIEAE >

912 WRFO MR FAIRIGIE 3 B 2 1] CNE 1 BlZ2ETe) 2 TERh) EMlisiviz, 1 HIEE 12
RO MR FHIRAE T, T X TOMEKED [H2h OEELR LD, hrrRRZTF 2R
BIFEEE (m I 7mAF L) OFGE2%ZTTHEY, [RREIEEAC XV iERER O SGE) & il A 7
OFGAEATF L= b D W S =78, MRFORIGIE TH%h) LMl Siviz, TH%h) &M
N7z 2 BIOEIEE L, N—R T A WS Tl Staged X Stageb THho7T=038E 12 HEFIZIX
ZNZE Stagel KT Stage3 IZBAT LT,

V. 1BRRICEEd 5 IEA 16



% 12 R Mk S s (FAS)

AR BRI
HETRIMERS RN e IR ERS
DESEE U RI FHREREK
TATG BIA | ik B % LTS B %
DIEFRIRE | IR | ez | |y [EWET L ERRT A
EF—", H) B=
Sqy B | T el | M oL
X4 X4 =21k,
JER 1 2L £%) | Stage4 | Stagel | 84,300 | 7L | 77,000 | 7L | 2,300 L
JEB 2 2L £%) | Stage 5| Stage3 | 69,000 | 7L | 47,000 | 7L 450 L
JEB 3 HY 45 | Stage 5| Stagel [261,200 &Y 88,000 | b 5, 330 HY

<BIKFHARTR H >
£ 24 TR OO MR RIS

5 24 WO MK ARISOSE 3 Bl 2 ) CNE 1 Bl2ETe) 2 Th%h LiMishiz, TR
ERHi S A7z 1L BNE, B 12 BRFO MIRFRIRIES TS LRz LA—Th Tz,

% 24 B O MR 5B i (FAS)

AR BRI
HaAR MBS i/ MRER IR EREL
DOESESE

rATG BUH | i i 1% B % B 1%
IR | WORE | o |y, |EMRF| | ERRE i
S PR R D] M el | M it

=24k =24k =24k

JEB 1 L %) | Staged4 | Stagel | 53,760 | 7L [139,000| 7L 2,700 L
JERF 2 2L £%h | Stage5| Stagel | 85,000 | 7L | 58,000 L 750 2L

JEB 3 HY ME%) | Stage 5 | Stage 2a | 57, 600 H0 16, 000 HY 1, 755 HY
JEF] 312 WTIE, 5 12 B BEE A 255 24 BEEOKEE B £ TORNT, 7&K 15 & O/ MG

A3 5EHE S 47,

MR HIR A
M= ER R A (MR MBS, M/, HFHPERE) OR=Z T 1 b ORI, £ 36T
24 W IF F THAEUEIIE LT L 7,

A7

KIgfe T (5 24 BRFOKRPE) £ T4 3 BIOELFN

FERIZIZFNFNFE 175 A, 162 ., KTV166 A ThoT-,

WINT, 3BIOAELEN

i8S

aAWies 3%

V. ImRICBET 5IHA
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i o A
5 12 BRF I3 3 Gl IR IED V Th o7z, 5 24 KT 3 Flh 1 FINEILKFIEDH Y T,
2 Bl KA TR L CTh o T,

KL ARAEMEI 12 38 Z S ISFHI L7z, 28 1 B OGBSO WIEIF 5.2 55 12 R HFE B E Tl o 3t sk
WIRWEA . 812 BREROBIIRFEZR LE Lz (8 1 B oo L <, 1GR3 YR 1% X
VIR RFZ S AFEARRREZR GG L, & 12 ARFOEMAKFMEOFTMIZE D, FrROX—2 T 1 OFAf
W& ORI oT2), 512 BRFOREEE A 255 24 BRFO ML B F Tl OFLERN 72\ WA, 26 24 3
e OB L E Lz, 551 HO 84 HEid HIGBRIRO PRI 5 F Tl OFegkn 72 WG4, N
— AT A O FER L E LT,

P

3 BIEGICREITER 280 biv, HIEEIIWTNOBETH 7, WIRITTA AT T A LA
YL 2 B, JER, BEERL, PEARACMESMEHL, PRI, iR, s v T =i, U
YNERRAY . AMEREGRAD 23 1 BICRRD b, L2 @D EREBRAERSE, AFFRICL
LG IEFNTRRD b o T,

I

MEHVE T FEEERRSEER (NIH 03-H-0193 ER) (BAMEAT—4) 49

7 7 A V=t FEOERRER TIL7a 28, 40mg/ke/ H % 4 HREREG- L= E LC it L=,
Fio, RRBROWEFILAFKICHEK (Scheinberg 2009) M HRELY | AR ICEROF W 2 TR
FER QA EFRICET DR IERELEM D S KE OFHRARE (FOINIZ LW AF LT,
FIAREAR TEHRIC S e LT,

EL:6) HIEOFARBERMEE (Flh 4~T8 5%) & XIRICTHAERBMEA L O1EHR
HELTOFRA+ 7 m 2R oH) OFPER DL e Z 2nm ) JARD ff
AOHFIETHET 5,

RBRT A | B & SHRIE, JEER, SEA LR (EATER5)

RES FUE O FER BYER A 77 Bl

EPULHE - BEUEO AR RIER M ORKLAE (BB S0%ARN, 220, MR M EREL

60, 000/ u L A%, /ML 20, 000/ 1w L K56, 4 ERE 500/ 1 L KD 5
bLomEAMUE) W1

<2l b
CARAL BV Bk T Y v UIEHEDO Y I als AT 7 X ROIREREN
R

B 50515 R MIEL I ) AAPPREEE vr U ARIEOFABRCEID T L, ARH
40mg/kg/ B % 4 WERILL B CERIRNE G- L7, BG4 BHE, v 7 m
ARY 1% 10mg/kg/ B (12 A O/NRIZIE 15mg/kg/ H) A 1 H 2 [A], 12
BRI B ARG L, 7 1 AR Y O ML PSS 200~400ng/mL (Z#E
BTl oBEBEZTE L, a2 AAFRATIE 2ng/H ., /NE (40kg
i) T Img/m*/ HAROKREG L, o U AADMAPEEN 5~15ng/mL (ZHE
B2l 8% 5BE2WELE, vZuARY Y, val ARLELICTAKERE
PRt A D HEGRMG L, 6 » AL L, > m U AZIEHHIEED L X
R A —TlIE 6 » A6 7 u AR % 3 5 AmIc&kG584% 265%01
WL, Bt 2EMY 7 e 2R v ERKROEELE, v ua ) AAJFRRTERS

V. 1BRRICEEd 5 IEA 18



6 H#HRBRIZVZoARY . v U AAREHICERERIELE, X510, MiF
BOTRIZ BRI E LT, AAIOWEBGENC 7 L K= 1 %9 Ing/kg/ H D
BO&G 2B L. 10 B L7-1%12 7 BRI T2 0 B 584 Wi L7z,

7ML+ 70K+ 0 LR 8 (n=35) T20—7 v (4.55)

70RRUV10mg/kg/B  1828&0OFS
BED | I6nﬁﬁﬁﬁ&$¢t
BERRMANSE [ vouszamg/B @oES |

776
2 7 A L40mg/kg/B

181E. 4BMES5

<¥;§§§§;§23 T A L+ 70K VB (n=42)

- 2L - [ vooztuziomgke/B 182B@0%#5

s PhAL UV OT
UV, FEREBREDNY 70 7 L40mg/kg/B LAY -3702RU V%
IRRAT7ZRODBEEN TR 11 1810. 4885 HHL. GE2EBERS

6nA/”

FEAE

HNE

FEFMEE @ 3 » H RO MR 7RIS E

RIREHIEE @ 6 » HRFOMIKFRIRINE, mIRE, AFEE, FHEBES
A ME A~ 7 v — il

<HITEFYE - MR G >

FERZER (CR) | MIRFHIREMBOL D 3 HETX | - ~E7 B E L >10g/dL

THE LIZSa - B ER¥ 1000/ 1 L A B

W5y ZE%h (PR) | BEIE O FAR B M o FEAEITR | - f/MRER 100, 000/ 1 L LA

e &7 po o), MiEFEMHRE | &

B 3 HATNTEmEZLTWD

DI TIERWES

BRIT, 7 AR CORGRR TN ATC OB 52 0EE L L ERS

i, BEIL, 3. 6, 12 » ARICEMAEREZZT, ZORIIEBFEITON,

BEERE R A~D 7 v — L, MlRBEFEEOBH LW v — U EEOH

B, XIXEREORBREETEL E L TERI N,

ErgeXus
AEESR, BERELAERRRY

fil AT 51k

2 MM O MR FRIRISRIL, 2 A t REL HWTHE L, AR
5% & L7z, Kaplan-Meier #£ & Cox ¥ — RETICE S AFESITE
HAWT, 2 BEOREFREHE L, £72, BAOREIMGHIFEEICKS LT
BEICBIT 2R E CORR, §XTOREFITKIT 5 EHER RO Af
JRA~D 7 a— AL FE TORE L OVETERIZOW T, Kaplan-Meier £ & Cox
Bl — RET V2 HWTREEA X FRIEAHEE Lz (Mo
TR BEICRIT A5 L) . ABRICEE SN TR TORE TIIr 21T -
7oo FFEXIL7 v — ML ORBIRTIZIE 1 XL % = 72 BB 13T
Hyly & L7,

1 AR

BENTVWAEY 7 ARY CORELOARIT (EAARARMERRL) @E, Y7 oxRY

ELT1 HEb6ng/kg & 1 H 2B CTRAOKET S, b, BFOREBICL Y EEHEET 5,

HD,

E2: vm ) AZAOBAERBEEMITTT 2 RHE IR OV TUIARFAER, AL TER I TND
i ) AADZREXITR Z G LM OV TTEFRLE THER7ZE 0,

- RRRICEET 5 IEA
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ES3: 7L R=yarOiFi I 2808 ST R OV IR AR KGR, R TERBINTWD
7L K=V OEXITIRE ST O W UIEBE T E TR &N,

[#E2R]

HNE

IR E )

MEFRROGR (BT R OMFEE) 1X. 3 » AT U A XIEGHRES5T%., 1 U A
ANFHEE37%, 6 » AR T U AZRIEGFHEE 62%, > v U AAJFHEE 1% Th o7, 3~6 »
AORIC VAR Z— Lo BT, vu ) AAEFHEET 2 6], v a ) AAGHHBET 5 4

ThHoT,
RS IS
vu ) AAIEGEHRE vu ) AAREARE
(n=42) (n=35)
CR 7% (3/42 i) 0
3 A PR 50% (21/42 f5i]) 37% (13/35 f3])
[ 334 E H ] ° °
MRS SR 57% (24/42 1)) 37% (13/35 f3)
CR 12% (5/42 f4) 0
6 Ak PR 50% (21/42 f5i]) 51% (18/35 f4i])
[E ¥ A E ] ° °
iR e 62% (26/42 ) 51% (18/35 #i)
- R

SR D BIEFHFIIRRT2T% TH Y B HHER CIXRRRE CThH - 72 (v a U A ADFHEE 28%.
va ) ARIEGFHEE 25%), BETILFIRFR L, ZONFRITT 1 U AZA0FHBEN 5 6], =
U LAFEGFHBEN 6 I T o7e, > m U ARFEFFHBECTHIE LI 6 HIF 4HIX> 7 2 AKRY
OWESAET LTEY, RO 26IZ 7 a 2R o oOBEE (18 » A) HIcER L,
MHEIC BV TEIE Lz 11 BIOBF ONFUL, &SSO G 0ME TN LF, 7 r X
N A SIS P HRIE 2 4 0 R LTV RS 8 i, 1 Mkl ia A L 2 pl 2h L 9%
EIHIFIEE R B AT 720N 1l TH -T2,
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(%)
100 1
— YOULRHAE : 3EBORWERR 28%
804 =~ YOULZFHMAE : SFEHORMBRE 25%
R o
i 60
&
Z a0
— T VUM VY VMARY /S0 Y VOMER,YRIRLS fSURJ) SRR (.S TR T . Y |
20 1 B Log-ranki@E
p=0.77
0 : . ARUKEISTHAS%
0 1 2 3 4 5 (%)
SRR AR
BEMAR O T RAEL 42 H A TH Y . WFHOEGHE S median survival time (50%40) 1Z1%

KREETH T, SFREORAEFRITI 1 U LAAFHBEDN 97%., > v U ARIEPEHEED 90% T
&7z (p=0.30, Log-rank M7E). 72d, EMEMIGBHELZ 3 12 BH O T — Z IIBAERE U THT
by &L (e ) AAGFARES B, >o U LAZIEGHHRE6 F), 2R T8 BIREL L, D
WRRIZS = U A AGFHRER 361, S m U ZAIEGHHRER 5 Bl ThH - 7=,

(%)
100

80

60 A

BIRHHE

40 A

20 A

N

[ R B IR ]
bbbt -

— YOULRHAR : BERHOEFE 97%
OULRIEHAE : SFERFOERE 90%

Log-ranki®RiE
p=0.30
BEUKEETRIS%

T T T

1 2 3 4

SERFAIGE AR

5 (%)

CHRRIE RGO RE A M ~D 7 1 — L~ D
3 AERF DB ACBME R ~D 7 v — I RAE T 7T HICRED b, ZONFRITT 1
U L AGEREEDS 3B, >m U DAIEGEARED 4 B TH -7z,

V. ImRICBET 5IEA
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(%)
100 A
— YOULR A : SFRFORBERIEE 10%
80 2OYALRFEHBE | IFFORBRITE 9%
§6m
F*
2 .0
20 1 L . Log-rankiRiE
W [T p=0.85
. IR rJf“"T'***r&HJ . . BEACEFTERISK
0 1 2 3 4 5 (%)
SHERBALAIRHARE
etk
KO CIZEST2b O, BHWIRPRETH S 42 » ARERT, 84 (RYAOHE 3 #I, B

REZBES 2 A 0ME 2 B, DA%, ABI#EFER, FUEN TORKRAHOEBERES 14]) Th-o
oo BREOHEELAEFRAL KR OMHHIITROEY,

T
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I T meA?#ﬁmﬁ va Y A AGERE
(n=42) (n=35)
Hafn.
AR R Mg REE, < BT 1 1
HILE VLR ., 505 0 4
AR A TH R R SIEE2 2 1
B S Shifil 0 1
JEYLE
L Mg PH % 0 1
B S v SEESNI-H ¢ Pseudomonas aerugin
osa (FFNEE) , Streptococcus miti
s, Staphylococcus hominis, Staphy
lococcus epidermidis (FHT K
EREE) , Staphylococcus haemolytic
us, Mycobacterium porcini, Staphy 9 7
lococcus aureus (BEa7 N EK
W) , Klebsiella sp., Klebsiella ox
ytoca, Enterococcus faecalis, Esc
herichia coli, Enterococcus sp.,
Enterobacter cloacae
B A JEESS;, MBI 3 3
FEEVELF R RV E | R BRI & o TR (HraERe 5 5
)
WP ERIEAD B R 7 | AR R A PR 7R BB BB 2 ) .
VNIEER TREGTR 7 L
WAL % mIFed, HEER. Clostridium diffi A 5
cile K%, BIEX
AR A TH R PREGIERYLIE (R 1 0
R 2R R Jifi ¢ 1 1
A VAN Bl L2 i m P S P 1 1
R PRES (HREMFEIE) 1 0
ZOMDOHERL
2 B3 L AT a—VILAE (> 5 93
240mg/dL)
YUY RiE (> 3 99
200mg/dL)
PR R PRES (BEJ) 1 0
FEIE/ T A IV A iR 2 EHEE S LD DB 5 6
B~ L~ 22 K 5 O 2 5
R OEITIEE
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MHVE T FEEEPREEER (NIH 06-H-0034 &%) (BMAEIAT—4) 59

7 7 A P FBE ORI Tl 2%, 40mg/ke/ H % 4 HIE# G L7oiBr e L C itdi L7z,
F7-. KRB OWEEITANFTHEL (Scheinberg 2011) 22550 . AFRSCHEROFFHRIZIN 2 THBR
FIEKR OB EFHGICET 2 W2 1G> & K E O ABRE (FOIA) I XY AFL T,
R ATRE AR MU D & Fdfill L 7o,

B FIEOFARBEE MBS 25 GICAHK + > 7 a 2R Y Y OO
LEAMEE AT+ > 7 1 AR Y v b HilsET %,

RBRT A | A E ., IEER. BIEAEGER (B 35755

PIES HUE D AN BRI B 120 41
R YE - EAE DA BB M BYE (B BEHIIRRE A 30%R1, 2>, P ER%L 500/

p L A, #87R I EkE 60, 000/ w L A, 1/ MRE 20, 000/ 1 L KD 9 5
2B L) ZH-T
< 2Ll b
Be 50518 K G % MR 2 \CARAIFHRE & rATG BEICHI D AT L. AH 40mg/kg/ H % 4 I¢fH
PLENT CTERRN$E G- LT, #5311 4 B R, rATG 13 3. 5mg/kg % 5 H i,
RN E Lz, 7 v 2RV 1% 1omg/kg/ B (12 mARMO/NRICIT
16mg/kg/H) % 1 H 2 [Bl, 12 FEEEICHBRE O E L, KA X rATG
BB Y7 v AR U aRGEG L, D b 6 H Rk S
L7 7 ZRY OMAPEEN 200~400ng/nl IZHEFFT 5 L o5 E4
FHEE L=, B, MEROTPIEZ AN E LT, AFIOPEERERIIZT L R
=1 ¥ Ing/kg/ H DR AHEG-Z2BHAA L, 10 H Bk L7-%IC 7 BHRICH

720 B h-EEER LT,
T 0—7y TR (4.5%)
A L+ 70K U (n=60)
[ voozuziomgke/B 182BE0%#5
%‘/’Eo) - o a7 £ NS
o 7 NiL40mg/ke/B B56nREMS
BEARIANES o L L e diis BSBERAL.
12001 P 187B&ICIR 51
{Ll\: rATG+Y 7 OR KU VB (1=60)
<EIRRREAE> e
EREERELT [ vooztuviomgke/B 18288085 | erR#icESHLE
S AREEE rATG3.5mg/kg
T 1B1E. SEmRS
6nAM

AP TE H AN
FEFHEEE 6 » H RO MR FRISOS
BIVGHIEE © 3 » AR O MR FERISIS, EFR, FRR 7 — it

<) E FLHE >

MRS RS « BE D T AR BRI O Y (B RIS EE 30% AT, 720,
AR M EREL 60, 000/ L AT, I/ Mg 20, 000/ w L AT, #FHER%L 500/ 1 L
KD H>H 2B L) ICABE L7 RolcZ & LEFR LI, BRIL, MmEk
OB LD E LR 0EMEHINNEC sl L EERSINTZ, 72—
VHERIR, EBEICRIT D H LW T b — A R s R B SRR 7 B
FOOXAIMBEOZE L E L TER SN,
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P

BEHRG, EERAERSRL

AT 5 1 2 FER] O MR PRI SOGHRIE 2 BEAR t BE 2 VTl U A BRI XA 5%

L L7, Kaplan-Meier 1 & Cox Hfi Y — REFILEZHWT, 2 BEDOEFER,

BRE, 7 o—EORBRIZONTIHE Lz (HoEENIIZ A &I

B9 250#7e L) o MRATIE ITT SERCSEhE L 7=, MR =RIROG 3R OfFHT Tl

FEC UFHE R 2 ERAEAIZ X0 AUBRIENSMEINZ 2D 6 5 A CREHM T & 72

MoT-BEFIL ) VAR E =L LThy LTz, BRIV n— il

DIEBIRTIZIEC XTI A 32 7B 13T H Y0 & Lz,

H LA TEARINTWD Y70 ARY COMEROCHEL TEAERBREEN) @, 7 axRY v
LTl HEbng/kg 2 1 H 2 BN/ TROKEGT 5, i, BEOREBIZLVEEHEKT 5, T
»H5D,

H2: 7L =Y OMmiER P 28 IR OW TIEARFRARIKR, AL TERENTND
T R=Y rrOPMBEXIIIRE GOV TIEE TR E ZHRETE S0,

Rt
g

1t

[F5R]
At

SR E )N
FHEFMEE TH D 6 » ARFO MK FHISISFEIIARFIRED 68%., rATG BEN 37% TH Y . Hiat
T A EAENRD b (p<0.001), BIRFHIEE CTh 2D 3 » A RO MR 70 RS HRIEAH
EDS 62%), TATG BEA 33% T 7= (p=0.002),
MIEFISOGE DT80 B IVTIRBRSINE DIE & A E1E 3 » A LNIZISN A 53, 3~6 » H D
WV AR H— Lo T IRRSINE IIARFIRED 4 6], rATG BN 2 ThH o7,

IR S0 S i 2R
s ATG B
MR AR TATG B p fir*
(n=60) (n=60)
) 68% (41/60 f4)) 37% (22/60 fi)
6 » H IR [ EBFHnLIE H ] <0. 001
[95%CI:56. 80] [95%CI:24, 49]
- 62% (37/60 1) 33% (20/60 f4i))
3 7 AW [BIREHmE A ) 0. 002
[95%CI1:49, 74] [95%CI:21, 46]
* 1 2BEAR t BRUE

3 RO RAEFFRIZONT, EMEHMABHERERCT — 2 24T 680 & LIEGEIE, ARFIRENR
96% (95%CI : 90~100) . rATG #EM 76% (95%CI : 61~95) TH V. 2 HEW CHEFZAMICHE
RENBDO LN (p=0.04), T —FEFHHLYIY & Ligho 85818, AFIFED 94% (95%CI :
88~100), rATG BEM 70% (95%CI : 56~86) Td 7= (p=0.008), 3 4EWFE TITHME S /=5t
TIIAKIEED 4 5], rATG BEN 14 B TH o 72,
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(%)

100 -
| I
80
4 60
=
£ 10
20 = AEIE : SFEFOEFE 96% Log-rankigiE
rATGE : 3FRDERE 76% p=0.04
0 1 . i ; BEKEITERIS%
0 500 1000 1500 2000 (B)
S ERAANGEL HARY
No. at Risk
AR 60 39 23 10
rATGE 60 34 12 1

AFR (ELBMRBMERRTT —224THiv L LIGE

(%)

100 ™ —
—
80 A
4 60
=
» 40 H
20 = AEIE : 3FERDEEFE 94% Log-ranki&E
rATGE# : 3FRDOEFER 70% p=0.008
0 . . . . BROKHEITRIS%
0 500 1000 1500 2000 (8)
HUERBAIAH AR
No. at Risk
KR 60 44 27 12
rATGEf 60 41 22 6

AR (EMBMRBIER R CT — 2 2 HH0 L L -T2 56)
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- FRE

SHERFO B E A RITR LIz, 3 FRORFEFEE (Kaplan-Meier HE &) 1TAFIFED 28%
(95%C1 : 9~43) . rATG BN 11% (95%CI : 0~25) Tdh-o7- (p=0.35), 2. 6 » HHDO L

AR E =D Ile o120 [RONTZHIE TOZMTH o 7= (KRKIRE 41 B, rATG B 22 1)),

Rt
eATG B TATG B p &
3 AERE O B R IR 28 H 0.35
[95%CT : 9, 43] [959%CT : 0, 25]

(%)

100 ~
— AHIB¥ : 3FFOEREK 28%
80 - rATGE# : 3FROBHEE 1%
5 60 4
F
£ 10
201 Log-ranki&7E
p=0.35
0 - : . ; BRUKAEERIS%
0 500 1000 1500 2000 (B)
SHERRAAE AR
No. at Risk
R 41 29 18 6
rATGE# 22 15 6 1

- 7 a— il
3 AERFD 7 a— O BIRERBRIIAFEED 21% (95%CT : 7~33), rATG HEDS 14% (95%
Cl: 1~25) Toh-o7= (p=0.69),

(%)
100 1~
— FHB : SFRORBRRE 21%
80 rATGE : 3FRORBRIRE 14%
% 60
i
201 Log-ranki&E
p=0.69
. . , . | EEKERmRSY
0 500 1000 1500 2000 (B)
SHERBAIEHE AR
No. at Risk
1 60 35 18 8
rATGE 60 32 1 1
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fiqe ey s

FREDHLCIZE 72 b DOE, BHIFE T RIETH S 28 » AR T, AFIHETIT 4 61 (BEHENH
i, PCiE, fifE, R BT —2 5 OB S 2345 1B . rATG #ETid 14 45 (BHZEA
Hiifn K OUSIRARIAZ3 45 2 B, fifide, U, BRFEMERARSE . AZi@geis4s 1 6, mig R I —20»
b OBAERIEL, Flix BT —0 5 OBAERIE L2345 3 ) Th-oT-,
FHORBLRAFEFRRL KL OMHEIITROEY,

A rATG ¥
(n=60) (n=60)
SR N e
JIIREES 2 5
Jiobr 1 0
YA 0 1
=R 0 1
1 IR R EE SR IfAE 1 0
PRES 0 1
HH I
AR AR R 0 1
VEREEN 0 1
- ifn. 0 1
i 1 1
PR SHEZ 2 0
W& if. 1 0
IR BRI D % B o 7o 38 B (5 [aME) 23 16
TR ERISD % R o T2 38BN (FEERIGE) 17 14
A 0 6
fiti g © 1 3
B A 0 1
JOaARNYITL T 4T 4TV 2 2
e 0 1
B 53 i) (PR R IB 0 1
IS 25 J P e B % 1 0
Vol AL TS 2 1
hEE A/ FHI A% 0 4
EENERS 1 0
L MRS 0 1
RGERYYE 5° 1
Z Dl 9 11
FKOMEIT
a: WIMFRIEEERA~E 7 e BV RIESZ 0 — U BIRIEICSH 5 BE ICHi e MasiaseE 7 a7 U v lHI O A%
B L7,

b« BHE OB /T BERR K O AL R 72 DG 2 BT 5 BB X, BHEWORBREFETLH L LToB L,
o BARECHEMMZE 1 1F

d: 7rA MNPy LREICEDHD

e : RAIFED 3 TRIATFHGENFIC L D U A )V AEPED R S L,

ML & OURKGEE . T DOMOEED LWEIL & & T RYWIE DR 21T - 72,

2) REMHBR
AR L
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(5) BE - FEAHR
LR L

(6) AmHIERR
1) ERABERE (—RERREAE. HEEARERAE. EABBELERE) . RERTERT 4
~N—RFHE. RERTRERABORE
— A R A (ST )

[Ze kit ]

(EHERFFEINTZY X 7]

Infusion reaction, JEYYE, HREAMH, i, BEHEEREE. IFHREREE
(HEREER Y A7)

AR MRS, TR YR ERIE, U SRR

[H]
HEERELL B D AA BBF TR D A G- 022 A [E R 5208 T Tl 972,

[ S it iy ]

FHEWIM - 24 (2023 4£ 9 H~20254-8 H) (F7E)
BERHIF 1486 » A (2023429 H~202542 ) (FE)
RIGUED] « AFID B 5 S T= P EAELL o AN B3

FAERE G« 2R R GER] & LT 100
BIEI - 24 A

FEHE STV - i A T 2

2) RRBRFHELTEBFENARRIIRBELZAE - REBROBE
Y LA

N Z ot
LR L
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VI. EHEREICREI HEB

1. EEZMICEEHSILEYMRITILEYEE
Pie MagiE o X0 7 a7 U v (rATG)
HE : BEO & HEEM O IIHRFIL, OB TR LSBT 52 L,

2. EBE{ER

(1) 1EFEREL - tER%RE

AFNTY L ERBR DO SRR IR & LT B RERT DR % 72 HUR CRERR S 72 BRI ER . 1f /MR %
OB B HEA T2 2,

KHANT X B 5afZ M OBIFIZ & 00T > TORWR, BRI D T Y o BRITHK bR /ER L.,
AENC Y N RS S E D Z AR ENTWS %% U U oREROEAIL., MR KO
fifg 25229 OIIEMALFEE T R b= 2 I Ko CHlE R END RN H D (in vitro) .
I HIT, U U ERICKT D HURORE A D REIHICITE L T D FIREMEDR & 0 | T AR OE5 HITE
PEAL R OERISENFEIND B2 NS (in vitro) P . SHITAANX, in vitro T
RN OB & RS 5 2 & B RO, XA F -3 RERIER - v/ n Ty —Yan=
—HIEA 72 EOEMEERFOREEFET D2 & 0 ARENTWD, FATR B M EHEH
SR M EEMIE (PBMC) 1%, 2 b OREIERICE WEZEEZ RTZ L b 20 Zh b AFlO
BHREICES L CODHREMERH 5,

WUV/CGRISEER :i W M A
THikE

‘iiiiiﬁm#ﬂ@
E(E FFV=ik
P Rb—2RFEE

RBEESHE
(MAC)

~o2077—Y

7#h—>2 R

(2) ENEZEMITEHBAE
D THIRREEPURA~OFEAERR (in vitro) »
fEFEPERE 2 LRI L 72 T il BICH BT D REmbui Toh 5 D2, CD3, CD4, CD8, CD25 & TF (D28
\ZxF9 5 hATG DFEATEE 7 —H% A b A b U —EIC L 0 FHE L 725 5%, hATG I% CD2, CD3, CD4,
CD8, CD25 KN CD28 IZfEAT 2 Z EAVREN, ZTNENOREHIUFIZXTT 2 hATC D 50%FHE R E
(ICs0) 1 hATG Z Hilal#e - U 7= AR 2> B 15 DAL MG @ hATG IR EFIHN ThH - 7o, 7,
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hATG & o B F ) o A TR L7 T MICR T 5 RETUR & OfAREZ Tl L7- & = A, CDS,
CD25 K TN CD28 ~DFEATEMIZFTH < . Z OFEFIT hATG DOHIZR KA 5 2 T\ e - i fin
THortaXBHETHLDOTHoT,

(ug/mL)
500 A
B IVAFNUVAT n=4
400 4 @Jﬁﬂé’ﬂtb\f&bﬁﬂﬂﬂ Mean+SD
AVAFNUVAT ICso : BRENRICKHTT S
HHBENS0%HA LTz
. Rl UI=THERR EEDhATGEE

BT
BRHEBRENSERRULTHR

200 4 FICHRIIRENRICHTS
hATGOBEREZTIO—Y A~
XM —EICKIFHE Uz &Iz,
100 4 AVAFNUVATRBULTE
RECBIFZREANRICHTS
hATGODEEEEDT7O—Y A b

04 XM —EICKFHE U

CD25 CD28

1Cso

THfRREREICKT % hATC DFEE

2) AR AT i P uiﬁ%ﬁ (Jn vitro) *
FLE Y N OFIRFEE FIZEB T, hATG & 'Cr CHEk U 7- [EEEN SRS H SR O KRS I HiAZ U o %
HEA L Fa_X— LT 2: Z A, hATG |2 X DR ERIFR 72 aia iR 03 38 8 B i,

RAGMEEZ Y 7 ERD hATG 1T K D Al KA Al e 3 1k

hATG 7R =R AR IR AR (%)
PINiCANC TNDRY 12.8%+0.8
1:320 23.0+3.0
1:160 22.4+1.2
1:80 32.8+2.6
1:40 42.842. 4
1:20 68.2+4. 6
1:10 67.5+5.6

¥ 5% Triton X-100 FANRED K *Cr i % 100% & L7z & x 0 *'Cr ikt & (%) % MeanSE (n=6) T/
L7,

3) TR F—3 2FHEERAER (in vitro) Y
RGBT 3l D PBMC VRO A, v~ 7 a7V > (high) XL hATG & 24 KEffA v % =
N— L7k, #CE#, annexinV TR L, 7r—H A FA M) —THIET HZ L TT AR F—
v ARHEE ARG LTz, ORI, hATG @ 50 1 g/mL XU 100 p g/mL & 24 B[] > F 2 ~— L
72 PBMC 1%, VABERHE T higG e LC, 7R h— AN L7z,
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(%)

124 n=3
10 1 Mean+SE
G
8] RERREBROFRHEM B
6 Bz <IgG(10ug/mL) F1zlE
hATG(10. 50. 100ug/mL)
44 E24BR A VF aR—RUIER
D7 Rh—2 2 &5Hi Uiz, 7R
2 —j i ~—3 R iFannexin VG k2
04 ; . . : ZIEREL TGHELIZ.

BIRIR higG 10 hATG 10 hATG50  hATG 100 (ug/mL)

Annexin V+ Cells

hATG B X 2 AR BRE FA S D PBMC O 7 R b — 3 A

4) PR BRI Sk PBMC 0 hATG Rl # o faEsE (in vitro) *

R EE SR K OB AR TR B I AR R S D PBMC % hATG (2.5 u g/mL X% 5 g/ml) & 72 BeflA o
X a_X— kL, ATG OEFERIILRE A FEAN L=, Z OfEE., FEEEMWREBRA kD PBMC & il L T, H
AR BMER A Bk PBMC THEIZEVWHIFLIETERE A FE O Hiv7z (p<0. 05)

(cpm) *
140007 m Az
A —
~ ATGIC&ZRIH 1
6 ©9907  (255ug/ml)
g -
6] 5000 A
&
O w5 - NC : RSB ERROFMMEAZBIEOF =R AH I
e (n=8)
o i AA : BERRIERMSESROFMENEBIEOFSIVEIAH
Z 3000 - BIIEHE (n=10)
a) Total : ZNZNDMean=SE
E HEE
= 2000 + %! p<0.05* (vsERERIRERE EOsE DR RS M 83 4%4BR)
- HERSE
1000 1 RRBBEHRS LOBERRMRMBZBROFHSMELBIE
500 A hATG (2.5ug/mLEz(d5ug/mL) &7265@ 4 ~FaX—kU, [PHIF
0 SIVEAHERITEUMBRIEEZ MUz,

NC Total AA Total

TR AR BR A FB Sk S OV A AR B i FR 35 R 3l o PBMC %
hATG 12 XV 72 BRI LU 7= & & Mg 6

(3) feFISETBERT - FRESRY
LR L
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VII. EWEEIcBv 515

1. MREDHR

(1) h# LA nRRE
AR L

(2) BRERHBRCTRRE I -IDRE
(1) FAERNBMEZMAZOMPHREE (PESIEXIEED B ANERE)
HANFAETR BV I BE 3 B3I AH] 10mg/ke/ H X% 20mg/keg/ H % 8 HE™ SiEEHIRANTE 5
(4 WRFRIBL ) U7z, 8 H B T4 1 e O R4 Mg iR BRI X2 2 1180240 1 g/mL LY
2060340 u g/ml. CEXJMEHERERZE) CThoTz, £io. AASTHEIRNE 55 O I 1.3
H~6 HO#H TH -7,
TE) ABI D& S ER O RIE, 40mg/ke/ B % 4 ARG CTh 2,

—&— Patlent 1
—a— Patient 2
e —d— Patient 3
E —O— Patlent 4
= —— Patient 5
= \ N \\\_ —<5— Patlent 6
E —
= N\ \
3 \ N\ -
K= ‘\
s \ K Y
= N\ .
S =] 5 \1‘«.
=
8 e
20 25 30 35 40
Time (day)

HEEE SUTEAED B AR NFFEAR RV M8 o i iR EHER

(2) BBMEBZOMPRE GMEAT—%) 7

SME N R 27 B (&cE 14 61, Bk 13 1) 1CAHIZ 10~15mg/ke/ B F 5 LIzL & D,
vt a7 ) v G(Hol) OIMENRE A FFt L7z, FOREE, AP ilEsE Hol JEEIL 727+
310 ug/mL CEYIEHAZHERRZE) CTh o7z, £z, RFRTHEFFIRN I 5% O R RHIL 5. 7+3.0
H (#iPH : 1.5~13 H) Th-ot=,

1) AR OER S - ER O RIL, 40mg/ke/ B % 4 BREE 5 TH S,

(3)
AR L

) BF - AEOELS
DRI L
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2. BYMEERP/NS A —4

(1) fB#TFik
LB L

(2) RILEEEH
AR L

(3) HEAREEEHR
BEERR L

) 2UTFUR
DR L

(5) HMEE
U L

6) Z0ft
LB L

3. BEH (REaL—>ay) @i

(1) AT
LB L

(2) 135 4 — 2 EHER
AR L

4. IRUR
hATG D FEREFRIC IS 1T B RUNERER 2 EHE L CTU 20, hATG D 5B I RN 5D HTH Y L 100%
DRI FEE Z 5,

5.

(1) m%—MKEEIFSEB
L L

(2) MmE—FRARIPIEBYE
LB L
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(3) Eit~DBATH

MR L
<BE>
BRI DT =7 A P IZIIT D hATC DFFMRINEE 55 O FLIH ~D 5340 % Al L 7=, #5391 (i

4 Fl/8E) 12 10mg/kg XL 40mg/kg @ hATG %, £ > 72— 3 ViR 7AW THEEFRNE S
L. #&GH1L O 5% 168 FEl £ TmiE L OHt 28I L, > 7 A hATGIBE AT L= & =
. FL T o hATG JEEE X ERRA (10 g/nl) R ThH -7,

(4) BEEADBFT
DR L

(5) ZOMOMEADIBTHE
BB L

(6) MIFERMHEEER
BEERR L

6. Kt

(1) REHEEIE VR ERE
hATG Z FHWN - ARETERBR 1T 3 0E L TV 720y, hATG ORENIMhoGE /a7 ) v L RIBETH 5 & HER
Enn

(2) RBIZE5T 5EE (OP%) ORTFHE F5E
LB L

() NEBBHROEERVZOHE
AR L

(4) KEYOFEORERVEEL., FHELE
BEERR L

1. HE
PR L
<H#E>
hATG % F W 7= BEIGRBR 13 3206 L Cuh7Zeuy, hATG Xk 7 a7 U o & RERICIGHE, PRt S &
EZ BTG 910,
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RS Y RK—5 (BT B
DR L

9. BNEHFICLBBREER
BAY-2 2P
10. ¥ EDEEZHETHEE
BA=Y-2 2P
11. Zoith
BA=Y-2 2P
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VIII. &2t (EALDOZESF) ICET HIEE

[

EAB L ZTDER

1. &
AEE, BEBIZTOWSTEI2EEBRICSVNT, BERARHEMICET 5+ ME - &
BREEBEDODEMDL ET. AFHADEY EHE SN DERICOVTOARET H &, £i=. BAE
BtRICKkI . BEXIIZOREICEMMRUVEREZTH2HRBEL. REZH{THLERET S
Z &,

<fiEsn >
CCDS M CEIRDE IR L A B HITRE LT,

2.

Nt
”*

ERABEEDER

2. B2 (ROBHIZIEEBELAEWLI L)

2.1 RENO RS W BUE DBEEEN & 5 8B#F [7.2, 8.1, 9.1. 1 B[]

2.2 thoy~wE a7 ) CBBNREOE OB EREYR S 5 B (7.2, 9.1.1 ]

2.3 EIEEYEEZ GO L TV A B DERYESHEE LEMmM E s BZhnd 5] 8.2, 9.1.2,
10.2, 11.1.2 /]

24 RO FUoRER LN E [10.1 2]

<SR >

2.1-2.2 CCDS &5 |2 — k7o Ema & L CRid L7z,

2.3 ENIDEERRER N LB T — 2 _X— 2 DRI RICES X | HEOBTFR 2B E T,
FYYED Y A7 % B LT E LT,

2.4 FHASEIL, AAOREMHIERZZE L TRE L,

3. MREXIIMRICEET HFE £ ZDER
V-2, BEESUIZNRICBEES DER] 22T 52 &,

4. AERUVAZICEET 5 FELTDER
V-4, AIEROHEICBEET EE] 22RT52 &,
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5. ERELGEAMIE L X DER

8. EELEXRNIE
8.1 ARANOHEIF G-ANZ R aBR 2 Ehii 3 255121, PO LB Rhtd5 2 &,
c RAEROARKNZANTT Y v 7R AT 5, BHlD 10 5RICEZERED biLi%ha .
7V 7 S BRIGE &I S,
- 7y VEBRIZEB W TR DR WIGAITIE, eV CRNHBRZ Ehid 2, RNHER
&, AFRATEK T 1000 fEABR L7ZAHA 0. 02mL, K ONIHR & L CREOAFRATHK Z R ANIC
5925, NS 10 010, AFIE G AT A K OG0T & ik U CEAD 3mm
PLEREWIZENRD T GE . NEERGME & k5, [2.1, 7.1, 11. 1.1 /]
8.2 BMYYE (HFAEYIE A &Te) ORI L <ITEAL, UITFR T A VA DOFIEMEL-CH I
LD EBRHLLINDZ ENHDHDT, REBEHITHNL > TR VA NV AEOREGEO A % ff
B, AFEGANSEY) R AEZITH 2 &, [2.3, 9.1.2, 10.2, 11.1.2 ]
8.3 FHtpndl. i, BHSEEREE K OIFERERE N H 5 Z ERH 50T, AREBELGH LY
5T HO—EMMITEMNC MR FRAEEIT O %, BEOREZ 008852 L,
[11.1.3-11.1.6 ]

< it >

8.1 EMNADEGIKFRER K N AT — 2 = 2 D2 MEAE A O [E P B R 3R B 0D 20 7 1 12 B
%, CCDS #%&%E(Z., Infusion reaction MU AV ZH/MbT B0 M E L THRE LT,

8.2 EWNADEKRAER L VL BMET — 2 N— 2D REMIFRICESE | FIOE IR ESEIC,
RYIED Y R 7 Tt/ Mb T B7200xKE L THRE LT,

8.3 EWNA DGR K VLT — 2 N—ZADEEMIFRICESE | FHROEBEFRLEBEIC,
B HERNH] H L, BRERERE E L OWFREREREE D Y 2 7 2 i/MET 2720 O3tk & LT E LT,

6. RENDERERILBAHICHTLIIRE
(1) BHHE - IEBEFOHLEE

9.1 EHHE - MEEFEDHLHESE
9.1.1 AFXIFthD I Y MEBERFNDIREREDHDHEE

vav I ERITEENARDD, [2.1, 2.2, 7.2 5]
9.1.2 REFEZEH LTS ESE

AHNOGEMEERIC LV REEZE(LSErBZnH 5, [2.3, 8.2, 10.2, 11.1.2 BH]
9.1.3 FRIVAMINRODBRERIIEBRELXEETHESE

AR G- RO 54 THO—EMFIL, kL UFERRESHR VANV A~—h—DE=
BV T EITIIRE | FRT A N ADFTEHEALLH R O EOBEIER ORBUEET S 2
Lo [11.1.2 ]

>
L1 F—EREOMERAOKRGI3y s vy 7 2RI TREENRH L 2 Lnb, BHROEBTIRT
EBBIIRE LT,
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9.1.2 EWIDOEERRE G NEEMET — X _X— A DRELMEERICESX . HEOBTLIR LA 5%
W2, BYYED Y R0 Zlg/MET D720 ORI E L TERE LT,
EN AR (B5411003 5AER) CTIXEEZREYUE K USEILCIZE - T2 BEYMEILR O HiL7e o
7~ b DD, ENNRER KL LT — 2 _X— 2 OWME TN T, EE 2o fe mE R YEN
B CHE SN TWD, ATG 5% 1~2 5 HZIZY V3B LD B R RS 2 2 LS
TNEINTEY (BAERRHEAMBIFROSRT A RaF 1 FLGTR) . REERTIZE 25K
YeE X B L 2R 0155,

9.1.3 BEMT —F RXR—ADOLZEEFRIZESEZ | JHEOBFIRLEBEIZ, BYIED U A7 & i
IMET B 72D 0REE LTRE LT,

(2) BirEESEE
REESH TR

(3) FTHspEfEE RS
BRESH TR

(4) 4TEREEHT 5E
RIE STV

(5) 14w

9.5 417

A SRR L C B ATRERE O b % JebEIC IRIAE b A R RS Bkt & L5 & HINT S 15
BONCOBBETH T L, KHIL 166 Th 0 RIRE TR 5 RN B 5 720, 1R R OHE
RIS IR 235 ] & 2 = S B ATHEMED B B,

<SR >

FERGARRBRALE RIS X, BPIRCOF LS EEHO LN > TREZHRTE LT,

IR N T, 7 v M T, BRI R L RO E T, IR - BB R OEFTEEIEEED 5
niginodz, —Ji, PV TIEME - JRIREMEZ R L, 2O OHEMEIL, BB TOHEEOTFE T TR
HDHITWD, BIROFETIX, a8 BEAMIRCEICE G L2 BRIZRD Lo h, SREEAHEZ-To
BHTITRD DTz, ZORBOFREIL, YVARIMERBUFIZ X3 2 A OVER I S BE
DEMIZERNT I LD LEEZ BN, & MNRIRA~OAENEIZ W EEZONDZ L6, B R TOR
HRBAEINDHLOTITRWEEZ b,

U~ 1g6 ThHAFDE MRIEME Fe =54 (FeRn) 1264 25 G 8MIEIZ e b Ig6 & ik LT
1/20 LFTH Y V. KHIOMRAEEMEIZE b Ig6 LB L TERWEZEZ LN b DD, hilExiE
W DRREMEN B D, P E Ve 14 B HEIRNE G-3RI W T KB ER & —
BT 20 o BRoE (FHEMES D) K OYEEMEFAET R (RN, AR oMmasEET)
DHHENTWBH T2 RENEFIFHIES-T 23, BIRAOHARICREMEER RS & Z X
NDAHEERH D,

( TIX-2-2) KiEHEG-FERE)  [IX-2-6) AR EFERER] OESMR)

VITI. &2 (R LorEs) 1+ 5HEE 39



9.6 ZFL1F
BR EOBFRMELORAREOFEMEELERE L, BALOM I 2 MmEd 52 &, B ML
HHA~OGUWITIRHATH 5,

<fiign >

FEERARRBAE RIS E | B IRSCOFLHEEO LI > TRIEEZRE LT,

BAMD I =2 A FNAZET D hATC DFFARNEL G-1% O FH T~ 5347 % AN L 7=, 22U L (i
4 PL/EE) 12 hATG 10mg/kg X% 40mg/kg A o 72— a ViR Fa W THBEIFEIRN & 5 L7,
PEGRT L OB G- 168 IR & Cllg & OFLit 28 L L, > 7L hATG R A JIE L 72, hATG @
PR EERFHERS 0 7T 7 R OSSR EhAE R T A — X OFE & LLUTFIZR Uiz, hATG ¥R & B 0 705
MERRERM F Cof#R T iEfE (AUC,,e) 1% 10mg/kg 75 40mg/kg O FAEBMIZ LB LT L=,
W (t). 227 V7 7R (CL), EFRESHERE (V) ITOTHUOHEICEWNTHEEETH
STy WTIOY 7 U U ZREEICE W T, it O hATG B X E &R (10 x g/mL) i T
bolz, ZTNHDZ ENG, hATGIFHHF~GA L TH I OTNTH D Z EARB I NI,

hATG % 2L I EEER RN BE G- L 72 RF D hATG I HPIR EEHERS

1400
—o—10 mg/kg
1200 - —-40 mg/kg
1000
800
600 -
400 |

200 "‘\Q\‘\’-\

0

Serum hATG Concentration (pg/mL)

0 1 2 6 12 24 48 72 96 168

Time (hour)

FEME AR RS (N=4)

hATG Z #52 LIV /WIS BRI AR N G- L 72 g D KM EhRE < T A — X

WY ENRE T A — X B
10 mg/kg 40 mg/kg
AUCyy (mgehr/mL) 25.4 = 4.0 110 = 16
t, (FERE) 97.9 + 16.5 115 + 25
t, (H) 4.1 = 0.68 4.8 + 1.04
CL (mL/hr/kg) 0.401 =+ 0.056 0.370 =+ 0.054
Ve (mL/kg) 53.1 + 5.2 56.9 + 11.6

at “PHE £ FEERE (N = 4)

(TVI-5- (3) I+ ~DBATHE] DIEHR)
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(1) MR

9.7 /pR
2 R AT D/ NS Tk g & U BRRERBR I EE L TV R,

< i >
ENEGRFRER (B5411003 3RER) OMAANIEAEIZ 2 7 U —= 0 FHEOERN 2 %L Th 55t

NS

MREISNTWZZ LICESE AHARE LT,

(8) =EhE
FRIE I TV
1. ¥BEEHA
(1) BtEZREZF0NHER
10.1 HHEZZE (BHALZWI L)
A4 5 B PRE R - HE Tk F&FF - fERRIA 1
LUy F BHINEZYA LV ADOENT | RKEIOGEMEIERC L 5,
[2.4 ] OEFERINH S, BIET D
BENLZH D,
<R >
T 7T

SR I L0 R NAMET LI2REE T, BV 7 Fr oGRS T AV ADEK
W TOBGEDME SN FTRIBISD U 27 3@ < RO ATREMDN H D Z & s BEEOEBE TR L %
BEITFRE LT,

(2) HRFELEDER

10.2 ftREE (BRICSEEI S L)

B4 5 EEARGER - $5E 51k W - falRIK 1

AEEY 7 F v PUAK ISR T 28200 | AR OaEmEERIC X 5,

B 5,

i o> S BT 751 YL Je OV A L A D FIEVEAL | FRANE 1T S s B /E A% 14 5
TraARY L DBENNRG 5, ENDEHEMERD B,
[2.3.8.2.9.1.2.11.1.2
]
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<t >
RECD 7 F

G IHIANC X 0 E DPME T LT2IRREETIR T 7 F o OB PME T T 2/ REMEN H D Z L,
CCDS & H IR E LT,
il o> F %2 il )

EIN DO ERR R O 2T — 2 RXR— A DR EMEERICESE, DS 225, BYIED Y
A7 Bl/MET B2 OxR E L CERE LT,

8. BIEA

1. 8lEA
ROBWERBH EDND ZENH LD T, BEZTHITATV, REDRD NI HE RS
IR 5 BIEYIREEIT O T L,

(1) EXGEIMER & OHER

1.1 EXGEIER
11.1.1 Infusion reaction
My (33.3%., 1/361) . avyy BWEARH) [ 7774 7% — BEEARH) | 1 b
A VIRHIEGERE EERH) ERbobnbs 2 Enb5, [71.1, 8.1 8]
11.1.2 RRAE
TANADOFIEMAL (A AT TA VA (66.7%., 2/36]) . TTAXA L « N—T7 A )L
A (BHEARH) | B~V _Z2 T A VA (BEEARH) | BAJFR BEEARP) | BK A LV RE
JE (BEFEEARE) %) | BRI G@EMER OBEME)  GEEARE) | BuliE GEEARE) %
BHLDONAZ ENH5D, [2.3, 8.2, 9.1.2, 9.1.3, 10.2 &M]
11.1.3 B H&HNH
U U RERBUDE (33.3%, 1/3 f) . BMERBUE (33.3%., 1/3 f5) | REEMALT BRI E
(BEEAR) | IFRERBVE GEEARE) | i/ MRBAE GEERI) | JLIMERBCDE (B
AHY) | BERIEREOIE (BEEARP) Foaiimisbobhs Z bbb, [8.3 5]
11.1.4 Hm
B BEEAR) | & GEEARY) FoHirndbobbhsZ bbb, [8.3 5]
11.1.5 BHeEES
M7 L7 F=480 (33.3%., 1/3 i) . SEREE GEER) | EAR EELRH) %
ODEBBERENRS DN Z ERH D, [8.3 &)
11.1.6 FFHgREfES
AST ¥EhN (BEEEREH) | ALT #80 (BEEARH) EoOFEREERH b Z b5, [8.3
2]

11.1.7 &M% BEAH)
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<t >

11. 1. 1 FEWNSDERERER OV DT — # R— 2 DR RPEE R H-S X | CCDS & 5E |2 MIEH.
vavl TF 74 T7% —, YA MIA UHHIEEREZ D Infusion reaction DU A7 &k
IMET D720 D% E LTRE Lz, ENIOBEERRE N VLT — 2 _X— 2128\ T,
Infusion reaction MFEHAFRDO LN TEY . HESLCEEFNHRE SN TND,

11. 1. 2 EWNIORFRFER & VWL 2T — # RX— 2O RZEMFERIZHE-S X | DS 2252, JEYYE
DV AT l/MET 2720 0RKE UCERE Lz, ENERRE (B5411003 3Bk) TIXEE
TRIRYE M OBE 2 FE » T EGMEITERD B o T2 b D O | [ENA O G R RER K N2 kT
— A R=ZAOWEICB N T, B 2EOERERRYYENEEF THESN TV 5,

11. 1. 3 [EWNA O ERFERER G V22T — X R— A DR EMEERICES X | CODS #BE 1, B
DY AT Zf/MET D20 ORRE UTERE LTz, ENEARRER (B5411003 58k) 259,
E N/ DR CIXEE B RIH L O TIZE > I BHIHNIIRD b2 no=2b oo,
BRWT — 2 _X—=Z2AOWEITB T, L EE0EEEREMG A EEE cRE SN T 5,

11. 1. 4 ERIN DK O LT — 2 XR— 202 ERICES S BHEeE 1, Hilo
VAR Ztg/MET B0 05 % E LTRE LTz, FHRATHD A ITB W T HIMEEm 1R
D H OO R L NLEEMET — X _R— 2 OWEICB W CH L ST EE e i A e
Bl CHE SN TN D,

11. 1.5 ENAOEERRER LK O 2T — % RX— A DR EMEFRICIE S E | CCDS K OYEEDE TR
LEBBEIL, BHEEEDY 27 2 5/MET 27200 K E LTRE Lz, ENEKRR
(B5411003 #REBR) TITEE/RBHEAEREE K OB CICE » - BHBEEE IR b N2
DD, BEWT —Z_X—=2ADOHH BT, T 2B REERBHERENERG THRESh
T3,

11. 1. 6 [EWNADERFRRER L OV RMET — 2 R— 2 DR RMEE RIS X | CODS K OSEIK D E 71k
LaBBIT, TEREREDOY A7 ZH/IMET 27200 E L TRE LTz, EWNERKRRER
(B5411003 #RBR) TITEERIFEEERESE K OSEILICE - FIFEREREE IR b -o 72t
DO, [EWNFER ATG-AA-1 BRIV TRERBIRNEE S IR VIE LTI E - - RERE 5 2338
HHNTEY , BRMT — 2 _XR— ARG T, BT 2 ST EE R TR RERE E 2 5] <
WEIN TN 5,

11. 1. 7 ENORERBR N N 2T — 2 XR—= 2 OB RICESE HEOEBEFIRLEBEI|Z,
BRI DV A7 ZH/MET 5720 ORR & UCERE Lz, ENERRFER (B5411003 5X5k)
TIXMEMERMRITFEO b o7zb 00, [ENRER ATG-AA-1 FBR THEE TIEH 203 HE
PERTR AR b, BT — F X=X DOREIZRBWTHELE % & T EE 7 MV M & 235
THEINTWD,
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(2) ZDHthDEI1ER

11.2 Z0tnEIER

33. 3%
(1/3 )

BB

JEIR

TR, BREER. wE. mNge. D, T
B2z, OVENTE

i - EE RS R U

SRR, TEAEAL M A

FEEN, Mod. BN, TEAEBALALBE, EA

e VARYIN 5 SR, R FOAZRERR, TEAERALATE, BEAIE. I,
FRES

R F IR 75 5] D v e

JRYUE K OV A2 HUE Y RIS, O A L APERTR

RS YVEON ey ik BAFR. ARPR. RS, AR, GRS

s T B

MK VY o7 GRS

Wi, U o EVE, Wi, i, 4f
B BRI INE

1 A e rf A, AR, AR, M
B ERARPAZE, TRERERIR MARAE

BRIVE SN T Y Qo8 i3l Hg7K . PRI DRI, Wk, WREESE R i B,

e HERE, DEREEERE, Loeo< D

. PEROLES
HIE

MR, BRI M ARAE,  ARERH

B ONR B85 BEWRLARE, A

R S, ATHE, S, BIRE. PREMERD E 0,
Bk, YAXERYT . Rk

LA AR, R, 5 > b4

HE W, BEELIREE, 5%

JeRME, FIRME R O

{otEpEE

TR 42

R R VR [ E

1 LA

P& R OB T ik e

RIB, FOEIE, BB, 7 LXK
B, BT, ZITIE

<fiRgn >

EINEERRER (B5411003 34BR) FERZFTLH L7Z, CCDS IZDOLELH N H D EFERIIHERHF L LTHE

#H L.

VIII. ZZatt (EH EoEES)

B33 5IHE 44




& L5 F R RSB M OB R B A e 58 o — B
HEELL Lo AR BV AR 3 61 (R
B) CTORIEMZREI—EE

1Bl Z&ETe) xtge L Lz [EWERRER (B5411003 3K

MedDRA/J ver 23.0 HRA " BB (%)
SBEMIAAE (S00) HAGE (PT) RAGE B ")
mIE A 2R 3 100. 0
H R i 1 33.3
— - REFERERS LU GO B 1 33.3
IRAE TR BB L A H 1 33.3
T 1 33.3
JEYWIE B X OV A UE YA "ATaTANVAEG 2 66. 7
G R R iR 1 33.3
B R AR AT U 2o SERER D 1 33.3
M7 L7 F = 8 1 33.3
Ehiiks e %, 1 33.3

9. BBERBRERRICRIZTHE
PREZILTWVD R

10. B=%5
PRE STV
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1. BRLDOIE

14. BHALDEE

14.1 EFFRRBOIE

14.1.1 AT ISR, AKAIZRO RN &y

14.1.2 RENX, 0.9%H b R U U AR T 1~4mg/mL L7225 L OWHRLTEHT S Z &,

14.1.3 AHIZ AR 2%, 1@E L TRONEDEENRFI L, MAZ2#i< L 5 1ITEeniclml LT
PN B R

14.1. 4 FRBITHESLOITH TS 2 &y

14.2 EFIREEOEE

14.2.1 SEHETHEICIE, Sty McA v I T 4B — (RT7TH A X0.2~1.0 271
V) BT L,

<N >
14. 1.2 AGBRFOEFIRICTIL, CODS IZBWTHERARIRE D Img/mL & STV D I EFITHED
X, A% Img/mL L7225 XN LTHERTLE, il LT,
HRKFRL, EEERE LY Ing/ml X HHNIEE CORE A2 S LARREEICET MWED
BEBEEZE LT, IWOTERFIZESE AREE LR 4mg/nL %1850 L, AF1% 1~4mg/mL &
B XML THEMATHEICETIRCESRGT Lz, (2024 -2 H)
- CCDS Tlk, HEREAFUREL Img/mL (2N %, IREEIX Amg/ml & X 72\ K 5 A R$ 2 B 23F0d S 1
W5,
< EMICEI L, 1mg/mL KON dmg/mL DEEEIZI T, 20~25°C T 24 Bl CHETHDH = &
DR SN TN D,
- ENFEIFAEER (B5411003 3ER) Tk, AAIOA BRI 4ng/mL £ THFAIN TV,

12. Z00FE

(1) EERMERAIZED < I1EH
FRIE I TV

(2) FEBGEREABRICED < 1F#R
REESH TR

VITI. &2 (R LorEs) 1+ 5HEE 46



IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) REMEERAER
hATG % FN T2 RNT U 72 22 PSR BRARIR 13 5206 L T euy,
P EK 80mg/kg/ H & 5- L= W/ 14 HHRERG-HERER CIL, LEX, O, mEED
IR R D ZEA LA N AR AR R IS BE 9~ 5 — R B D LITER D b2 o T,

(3) ZOMOEERR
DR L

2. HHEHER

(1) BEEES5EHRER

BMEFEIEIE T =7 A P % iz 28 H I RAEFFIRIN G- 72 MR BR O o RN X v, ARIEE 0
K 2R BRI -T2, 2B, hATG 2OV T OFEUER) 7 B a3 5 2 MERABR 1L 5200 L T
2, LZL7e B, hATG O HRIE GO 2 W T, FothE (v A, LE Y B KD
7> b ZHV, TG ~OHRNcE S sy U U —ZRER T L7z, v 7 A ULE/NLE
v FEFAWERERCIL, < 7 A2 hATG % 25mg. E/LE v NI hATG % 250mg PEIENEE 5. L. hATG
OG54 7T B E CICHFEOEIMIZI VTR T, RERE . UEZ OO BERT TS S
STEHE.ED TG 2y MIBHTHL LS, 7y hEHWEHERTIX #EZ » MZ hATG
% 5mg X% 50mg O R THRBIFRIRNEE G- L, %5 18 BR% IS L58% Lz, B2\ CORERIR
JEREZ BT DL 1eG FURDILAE & So /B Mk A HERR L. FURIEE 23380 DA IRl &
7y h&E LTI LT, BIEE TOEHERICBW T, 2D ORI CREMEL - S o
7-ay MI., Iy FCiHMliL7-69 1y Ff2my hThotz 29

IX. FERGRRBRICEIT 2 ITHB 47



(2) RIEFRSEHERRY

BfE BehJ51k B FE SR M OV R

F T hATG F 5L TIRMER (T A —4  GREE, ~€7
BEURE, ~~ b7 Uy ME) ORISR 5
niz,

80mg/kg/ AL « EEEDOEMIZ L Y MHE 1 BIAIET L7z,
U HE M IFRINERTE T FIC hATG CRlik S D FKimht
FASFEELL TD Z L2 L5 b O T IRMERRImPURAFEEL L
NE NTOURZ L3 blane Bz bk,

H=7 AP Hfﬂ)zlj\jlﬁg y— 40mg/kg/ ARELLE - 38k 8 BICY o BRI DD DR ffrh
ek i 0t | FREOMINERES TR DI, 38R 14 FITES R
6 4/ R " TR L sz L, U 2 SEROM I hATG OSKERE
’ kFryw .
(EIE e 14 2) . 2. 40 Ho1oLEZ N,
e , ;F% { 4@: &U;SOm‘ e | PP T, WATG IR T B e
3 151/1f) (E;,E ) S L m U5k Some/ke/ FEE - MOMES. (IMEEOMNEE

1K) AR MEREGE AN T 5 FARIE 2 (it FERE
EEte T N CORER R OMIEE F5- BEECRT S
IREFEREHEEROIERL, 40mg/kg/ HAELL L « B5hdE M) 2358
b,

TRINER ST A —Z DFiE, 78R 42 B TlisieiaBlg,

T AT OFFESRERAORT R TIREE ¢, [BHEMELRRD Bz,
MR« 20mg/ke/ A

(3) BinEMHEHER
hATG DSEARFMEZ FHHT D lREMEIC DWW T, M &2 W BIR SR A BRI N F v f =— X
INIA S —PRE (CHO) AR O RARRSIM Y v REkZ W= in vitro Ye@ iR a3 Bk 2 Fh L 7=
FEF. hATG ICBEFEMITFRO b o7,

(4) HARMRER
hATG % I 28 AVJEMERRBRI I SEME L vy, ZAULICH S6 R HA RIA4 > INA AT 7 /my—
S FESR L OFERGR I Z 31 D22 R ) (CRd S S A FPERBR N o3 25 2 5 & —E LT
W5, EHIZ, ICHSIA A KT A > TERNZBT 20N AJFHRBROMNEWIC T D 0A # 2] T
&, ERR TR NERE LT 6 » AARMOGEIZIE, 23 ARMHERERITFRIZER 4720, hATG Ol
RIZEIT 5% 5HIIIARE 4 BRITH Y, ZDi8E hATG OMRAJFMERERZ S50t L7V 2 & L 55T 5,
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(5) EREFRESMRER®
SR i 5k BEE LT MR
R 40mg/kg Bf : —RIEDZ L, KRERD
0 (F7kR: ) .
JEPE EHIRP - ROMBEEROIE T 23D iz,
. 7 < 1gG40mg/kg/
=AY | 1A 1[H B . 10, 2 THED— TR BT 5 M &« 20me/ke/ A
T 5 {1/ 14 B SO T | HEoZ R R O RATENC BT B
40mg/kg/ H
M 40mg/kg/ H
s HHRPE G- A0mg/kg B : FET-, FEATRILT
ZHaREATR \ " .
1A 1[E 0 (PSR 20mg/kg B . —MREOE(, EEBD
R 14 B ' MED DT,
. . 7~ 1gG40mg/kg/
=AY | (PRSP D 10, 20 BN O — eI BT B IR
W 5 51/ HZzdeA T T T | 10mg/ke/ B
e 40mg/kg/ H o . -
Wits 7 H % W he K OV IR A2 12 B 3 % IR
) 2 : 40mg/kg/ H
FEIERD ST, BE 0,
RS, NIBE VERKOERLHH L
p— RS | 0 GRIEGTRE BN T,
W;;@%i MEAESD 7oy b | LA L | 0. 96Kk T b U | 100mg/kelE : IAYLICH RS BT B B i
| CEBOVED IR 11T | 00) | 25 50, | HESOBEROSAED b,
e A 100mg/kg/ A B O — i M R OVE R A B
%M & 100mg/kg/ H
IR F6 I B 5 MR« 50mg/ke/ A
FRTOEGEHICB W TREY DT
I - RIS o RN - XA B0y, 40mg/kg/ H D 1 #T
AR . INERRE] 10, 20, 40mg/kg/ | WA, 40mg/kg/ B O 2 {5 . 1Y, 20mg/kg/
(R e d%w@ IR 20~35 | A Hoo 1 CIE RAET 238 b, AAF
HER) H NUEIE T BRI TR I 2 B e
>77,
EHIRAEE 5 20mg/kg Bf : SETERRATEMICITE, (RE K
1A 1 B REOZEAH S, £
TR L7 HE 20~35 | 0 (&R : DI BT,
I - BRIESEE ﬁ¢y;$w H @FETERL | U~ 1e620mg/ke/ | BV O —MRFER OAHREE, N
MR - R iR H) . 5. 10, |- WA KT 2 EHEMEE
(e 5 11/ 76) 5
IEHE 35~50 | 20mg/kg/ H 10mg/kg/ H
H (BE®
il 145 2

(6) RBRTRIBIEHER
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R7E4 ATGAM 50mg/mL concentrate for solution for infusion
HRERAEH A 1981 4F

A - & B

TSI, 250mg

RRE ST RN A

1 INDICATIONS AND USAGE

1.1 Renal Allograft Rejection

ATGAM is indicated for the management of allograft rejection in renal transplant
patients; when administered with conventional therapy at the time of rejection ATGAM
increases the frequency of resolution of the acute rejection episode [see Clinical
Studies (14.1)].

1.2 Aplastic Anemia

ATGAM is indicated for the treatment of moderate to severe aplastic anemia in

patients unsuitable for bone marrow transplantation [see Clinical Studies (14.2)].

The usefulness of ATGAM has not been demonstrated in patients with aplastic anemia
who are suitable candidates for bone marrow transplantation or in patients with
aplastic anemia secondary to neoplastic disease, storage disease, myelofibrosis
Fanconi’s syndrome, or in patients known to have been exposed to myelotoxic agents

or radiation.

LR O &

2 DOSAGE AND ADMINISTRATION
For intravenous use only.

Administer ATGAM intravenously and use with concomitant immunosuppressants

2.1 Dosing Information

Renal Allograft Rejection

The recommended dose is 10 to 15 mg/kg daily intravenously for 14 days.
Additional alternate—day therapy up to a total of 21 doses may be given.

Aplastic Anemia (Moderate to Severe)

The recommended dose is 10 to 20 mg/kg daily intravenously for 8 to 14
days. Additional alternate—day therapy up to a total of 21 doses may be

given.
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2.2 Preparation and Administration Instructions

Preparation of Solution

-Visually inspect parenteral drug products for particulate matter and
discoloration prior to administration, whenever solution and container
permit. However, because ATGAM is a gamma globulin product, it can be
transparent to slightly opalescent, colorless to faintly pink or faintly
brown, and may develop a slight granular or flaky deposit. Do not shake
ATGAM (diluted or undiluted) because excessive foaming and/or denaturation

of the protein may occur.

‘Dilute ATGAM for intravenous infusion in an inverted bottle/bag of sterile
vehicle so the undiluted ATGAM does not contact the air inside. Add the
total daily dose of ATGAM to the sterile vehicle (see Compatibility and
Stability). Do not exceed a concentration of 4 mg of ATGAM per mL. Gently

rotate or swirl the diluted solution to effect thorough mixing

Administration

Diluted ATGAM should be at room temperature before infusion. ATGAM is
appropriately administered into a vascular shunt, arterial venous fistula,
or a high-flow central vein using an in-line filter (not supplied) with a
pore size of 0.2 to 1.0 micron. Use the in—line filter (not supplied) with
all infusions of ATGAM to prevent the administration of any insoluble
material that may develop in the product. Use high—flow veins to minimize
the occurrence of phlebitis and thrombosis. Infuse ATGAM over a period of
at least 4 hours. Monitor patients for signs and symptoms of anaphylaxis
during infusion and for at least 24 hours after infusion [see Warnings and

Precautions (5.1) and Adverse Reactions (6)]

Compatibility and Stability
-Once diluted, ATGAM has been shown to be physically and chemically stable

for up to 24 hours at concentrations of up to 4 mg per mL in the following
diluents: 0.9% Sodium Chloride Injection, 5% Dextrose and 0.225% Sodium
Chloride Injection, and 5% Dextrose and 0.45% Sodium Chloride Injection.

‘Do not dilute ATGAM in Dextrose Injection, USP, as low salt concentrations
may cause precipitation. Do not use highly acidic infusion solutions since

these solutions may contribute to physical instability over time.

-Store diluted ATGAM at room temperature. The diluted solution must be

infused within 24 hours (including infusion time)

CREVRFT3CE

(2023 #£ 8 HEkET) : https://labeling. pfizer. com/ShowlLabeling. aspx?id=525.

(2024 4E2 AT HT7Z7®A) k)
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4.1 Therapeutic indications

Atgam is indicated for use in adults and in children aged 2 years and older
for the treatment of acquired moderate to severe aplastic anaemia of known
or suspected immunologic aetiology as part of standard immunosuppressive
therapy in patients who are unsuitable for haematopoietic stem cell
transplantation (HSCT) or for whom a suitable haematopoietic stem cells

(HSCs) donor is not available

LR O &

4.2 Posology and method of administration

Only physicians experienced in immunosuppressive therapy should use Atgam.
Facilities equipped and staffed with adequate laboratory and supportive
inpatient medical resources should be used

Posology

Adult patients and children aged 2 years and older

Dosage recommendations are based on body weight (bw).

The recommended total dose is 160 mg/kg bw, administered as part of
standard immunosuppressive therapy, as follows (see sections 4.4, 4.8 and
5.1):

-16mg/kg bw/day over 10 days or

-20mg/kg bw/day over 8 days or

-40mg/kg bw/day over 4 days

Monitoring and management of adverse events

Patients should be carefully monitored during and after treatment for
adverse events. Recommendations for monitoring and management of adverse
events are included in Table 1. Treatment of the adverse events should be

instituted in accordance with local guidelines

Table 1. Recommendations for Monitoring and Management of Adverse Events

Adverse Event Recommendations for Monitoring and Management
Anaphylaxis, To identify those at greatest risk of systemic
including anaphylaxis, skin testing of potential recipients
respiratory before commencing treatment is strongly recommended
distress especially if the patient is atopic

Patients should be carefully monitored for anaphylaxis,

including respiratory distress, and treatment should be

discontinued if anaphylaxis occurs (see section 4.4).

X1, BEEE
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Cytokine Release If CRS occurs, discontinuation of treatment should be

Syndrome (CRS) considered (see section 4.4).

Thrombocytopenia If there is evidence of severe and unremitting
and neutropenia thrombocytopenia or neutropenia, discontinuation of

treatment should be considered (see section 4.4).

Special populations

Renal and hepatic impairment
Specific clinical studies have not been performed to assess the effect of

renal or hepatic impairment on the pharmacokinetics of Atgam.

Paediatric population
Currently available data in children less than 18 years of age are

described in sections 4.8 and 5. 1.

Elderly (> 65 years)
Clinical experience in elderly patients has not identified differences in
responses between the elderly and younger patients. Therefore, no dose

adjustment is recommended for elderly patients.

Method of administration

Atgam is intended for intravenous use and should be administered

preferably, via a high flow central vein.

Pre—medication

It is recommended to administer pre—medication with corticosteroids and
antihistamines prior to infusion of Atgam in accordance with local
treatment guidelines. Anti—pyretics may also increase the tolerability of

Atgam infusion (see section 4.4)

Administration
Atgam should be diluted prior to infusion and administered using

appropriate aseptic technique (see sections 6.3 and 6.6)

Diluted Atgam should be at room temperature (20° C — 25° C) prior to
infusion. Atgam should be administered into a high flow central vein
through an in-line filter (0.2-1.0 micron). An in-line filter (not
supplied) must be used with all infusions of Atgam to prevent the
administration of any insoluble material that may develop during storage
The use of high flow veins will minimize the incidence of phlebitis and

thrombosis.

The recommended infusion duration for the 40 mg/kg dose regimen is 12 to 18

hours. Atgam should not be infused in less than 4 hours. Increasing the
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infusion duration may minimize adverse reactions. The patient should be
kept under continuous observation during and after the infusion for
possible allergic reactions (see sections 4.4 and 4.8). Following

administration, it is recommended to flush the intravenous line.

The infusion volume of the diluted solution should take into consideration

factors such as patient’ s haemodynamic status, age and weight.

Concomitant immunosuppressive therapy

Atgam is most commonly administered with ciclosporin A.

CREWASCE (2023 4F 12 AET)  : https://www. medicines. org. uk/emc/product/14000/smpctt
Q0242 A 7THTZ7ER) XV)
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Hist AN
KIE DRSS 8.1 Pregnancy
(2023 4 8 H&zET) Risk Summary

There are no adequate and well-controlled studies in pregnant

women. There is a limited amount of data from the use of ATGAM in
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pregnant women. It is also not known whether ATGAM can cause fetal
harm when administered to a pregnant woman or can affect
reproduction capacity. The outcome of pregnancies cannot be
determined. Use ATGAM during pregnancy only if the potential
benefit to the mother justifies the potential risk to the fetus

The estimated background risk of major birth defects and
miscarriage for the indicated population is wunknown. All
pregnancies have a background risk of birth defect, loss, or other
adverse outcome. 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.

Data

In embryo—fetal toxicity studies, ATGAM was administered to rats
and cynomolgus monkeys for 11 and 16 days, respectively during
organogenesis. In rats, hypoplastic cervical vertebrae, a finding
consistent with delayed skeletal development, were observed in
fetuses whose dams received ATGAM at doses of 100 mg/kg/day during
organogenesis. In monkey reproduction studies, maternal toxicity
(vaginal bleeding, decreased body weight and loss of appetite) was
observed with ATGAM doses >20 mg/kg/day after 16 days of dosing.
Fetal deaths occurred in dams treated with 20 mg/kg/day ATGAM
earlier in organogenesis (days 20-35), but not when treatment was
given at a later part of organogenesis (days 35-50). The maternal
and fetal deaths were attributed to maternal anemia due to red
blood cell antigen that humans do not share. Therefore, this

toxicity is not considered relevant to human fetal development

8.2 Lactation

Risk Summary

It is not known if ATGAM is excreted in human milk. Because many
drugs are excreted in human milk and because of the potential for
serious adverse reactions in breast—-feeding neonates and infants
from ATGAM, a decision should be made whether to discontinue
breast—feeding or to discontinue the drug taking into account the

importance of the drug to the mother.

Data
In animal studies, a single dose of ATGAM up to 40 mg/kg was not
detected at the limit of quantification in the milk of lactating

cynomolgus monkeys.
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8.3 Females and Males of Reproductive Potential

Contraception

Females

It is not known if ATGAM can cause fetal harm when administered
to a pregnant woman [see Use in Specific Populations (8.1)]. Advise
females of reproductive potential to use effective contraception
during treatment with ATGAM and for at least 10 weeks after

cessation of therapy

Males
Advise males with a female partner of reproductive potential to
use effective contraception during treatment with ATGAM and for

at least 10 weeks after cessation of therapy.

Infertility

In fertility studies, ATGAM at doses 10, 20 and 40 mg/kg/day was
administered to cynomolgus monkeys (Macaca fascicularis) for 14
days either before (male monkeys) or before and after (female
monkeys) cohabitation with untreated mates. ATGAM treatment was
not associated with male or female hormonal or copulation behavior
changes. A decrease in fertility index in female monkeys receiving
ATGAM was seen. Female toxicity, including death, was observed
with ATGAM doses of 2>20 mg/kg/day. While the etiology of this

toxicity is uncertain, it may be attributed to hemolytic anemia

due to cross—reactivity of ATGAM to a monkey red blood antigen
CREWATSCE (2023 458 AtkET) : https://labeling. pfizer. com/ShowlLabeling. aspx?id=525.
(20242 HTHT 7&R) £V)
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(The Australian categorisation system C (2024 4 2 H W5
for prescribing medicines pregnancy)
<BE  EOME >
FA—A LTIV T DK

(The Australian categorisation system for prescribing medicines in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing
malformations. These effects may be reversible. Accompanying texts should be
consulted for further details

(A=A b U THEACE (2024 45 1 A KET)
https://www. ebs. tga. gov. au/ebs/picmi/picmirepository. nsf/pdf?0penAgent=&id=CP-2010-PI-05579—
3&d=20221019172310101

https://www. tga. gov. au/products/medicines/find—information—about—-medicine/prescribing—

medicines—pregnancy—databasefsearchname (20242 A 7TH7 Z7&®X) X V)
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8.4 Pediatric Use
Experience with children has been limited. ATGAM has been

KE DA R
(2023 4F- 8 A UGT)

administered safely to a small number of pediatric renal
allograft recipients and pediatric aplastic anemia patients at
dosage levels comparable to those in adults

4.8 Undesirable effects

Paediatric population

Data from published studies of differing designs suggest that
the safety of Atgam in paediatric patients with aplastic
anaemia is similar to that of adults, when treated with dosages
comparable to those used in adults over similar treatment
durations

5.1 Pharmacodynamic properties

Paediatric population

YE[E DR CE Data from published studies of differing designs suggest that
(2023 412 H) the efficacy of Atgam in paediatric patients with aplastic

anaemia is similar to that of adults, when treated with dosages
comparable to those used in adults over similar treatment
durations

However, based on data from a compassionate use program,
achieving haematological response could be less successful in
children between the ages of 2 and 11 years in the subgroup of
very severe aplastic anaemia paediatric patients compared with
older children or adult patients with very severe aplastic
anaemia.

CREWATSCE (2023 4£ 8 AtkET) : https://labeling. pfizer. com/Showlabeling. aspx?id=525.

SEERATSCE (2023 42 12 HEkET)  : https://www. medicines. org. uk/eme/product/14000/smpcH
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