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I. WEICEid 5H1EHE

I. BiEICEI SIER

1. AROERE
7 a e 1983 47 A U H OREESH: Syntex t1: (B : v v =4h) CTEHEMIES N
VB ERT D77 = UFE RO T A NAFITH S,
LU A N AER OREBEAIRFHZRB N T, SRR T A NVARO T A L A% L TRV Y A )V
AIEM AR L, BRSO A VABINES Th 7oA S AT a A LA (LLF CMV) (12
*LUTHWIIY A NV AIENZ R LTI S vz,
1984 =10 7 A U MZBW TR B 4A S 41, BEARAIZ CMV BYYEICx L CaWAIE
DR STz,
Lo ULAERBE I S BBl K TR RERE E 72 S22 L T b TN &
Sfefed, ARFNOMHE AL, FEEEEIK TR T 2 EE 72 CMV BYYEIZRE Sz,
HARICBW T, 1988 fEICHA L T v 7 24T L0 CMV BFZEE 05 S 4, BRI BR Y 32
fE & iz, 7 AV B ERBEOEWAENERRD L2 & X0 1990 4 3 AITA&REST K
WEERT 2 v ) ELTHEBIZEST,
2003 4 6 A 27 H OFFAERRIEM T, FKHIEF 14 &0 2 GKRESFEH) onThic b
WMLV EHE ST,
2006 4F 2 AIZiZ, BOEAE IS HARE =T, [FFE 6 BICEHEN4A CHAMINEE iz,
2009 4 5 A%, /AGRHEO ~EAFABIC LD . (ke - 0% [HE - AE)] BNEFKR
Sz, (MX. 9. ZhRESUIZ B, HELR OCHEEFBINGEOER B LT DORNE] OHEEMR)

2. R OAEEMEE

(1) AHFNE. WOEE D CMV BYEIZxHT 251 CMV (LB iEHITh 5,
B RYESRIE AR RIEGRE, I (& meiiahaE & & de) . M

(2) CMV BEYSHABINICIER T 5,
< T/ VT CMV RN T =Y VML SN THID THL Y A VAER 2R $ 109,
- EHGHIRIZ A, CMV RS TIE=Y VB b ENT-F 2 3 v OB 10 [58I1272

A 4)0

(3) §1 CMV JEMEZ R,

(4) VA VAR ETT UMEANTOT—4),
7 /v (7.5~10mg/kg/H) % 10~14 HE#& S L7= CMV BYYERSE (AIDS, BiEA
F. OEMEE) ICoWT, R, Mk, IR SWIKT O CMV 2 L, CMV O
KR ERF Lic, BRUVANVAHERDE (BERTY A VL AREE CHIERRIEIC 2 2,
CMV Bz JE L= b Dk, 7 A LAl Z 1/100 REGICHEAD S8 5,) 12, R
87%. LK : 83%. WHIHAR VVE : 90% Th - 7= ),

(5) BITEM & L CiEMAgRERE E 03580 b b,
BERRENWEM & UCTEBEIMS, YLk . BARNRME L, AimskEd . e,
i, R RN D A il (EARE I A Ede) . BRA, BER.
GRIEVEMARPERFIRSS, 8, KrmPEREE, 250, SEAL. Jhik, BelE, B s o fikE
TR OGIE REEICRE T 2 BYER H D DOILD Z LR D,

3. RRORALHHE
DR L



I. ME(CE9 5HIER

4. BIEFERAICEL TAMY REHE

WIEERICBT 2 &M, RdtEAHED A F7 (% | A LA R - BRI
RMP i
BMOY 27 F/MEEB & U TER STV 5 E# Je
e AHEET A KT A d:
TRBRTE o> B B e S i

5. AREXHRUVINE - BALOFHRER

(1) Z&EBEM
A L7

(2) & - ERALOFIREIE :
LR

6. RMP QOIE
BARPAAA



0. £#ICEEY 5EHE

I. AFICEI SEE

1. BR5E4

(1) #14 -
7 v R EER 500mg

(2) *4
DENOSINE 500mg for 1.V. Infusion

(3) BFFDHE :
Denosine (7 / > ) 1%, DNA GRHEMEAIA = LTHHZ L LD, ATV &~
BHEATHX I LAY RO—>THDH Adenosine 755 H L., Syntex ttDO> > & ETe 2
LR arE Lz,

2. —ik4&

(1) ¥4 (@A) :
Hrv i (JAN)

(2) *#4 (@)
Ganciclovir (JAN, INN)

B)RATL (stem):
U ANV AR EFEZBRIEEY : —ciclovir

3. BEXRTRER

HaN7 SN \CHZO(llHCHgoH
CH,OH

4. RFRARUHFE
45+ 1 CoH N0,
sy & 255.23

5 {24 (fidix) XIETHKE
9-[[2-hydroxy-1-(hydroxymethyl)ethoxylmethyllguanine (IUPAC)

BRA. fla. BS. i5&S

B4 . Dihydroxy propoxymethyl guanine

%% : DHPG (Dihydroxy propoxymethyl guanine)
_9_



M. A% ICEEd 5IER

1. YELEFHTE

(1) 5488 - 14K -
Ao~k A IR EAAOEREOm R TH 5,
(2) BN -
Afh1g AT DI et
PEAHIER (mL) AR
it 32.4 LRETIT L W
FKEALT Y DA 48.1 LRI < W
0.005mol/LL V > i —KFET o
=t AV 336.7 WFiz<»
7K 403.4 iz
AH )= 1663 WD CTEITIZ < W
X ) —/L (95) 5906 Fiz s TERITFIZ < W
T FNLT—F ) 2437 X103 T EAEET 2N

x : TRF) omANCHET -,

(3) RITHE
HY

(4) Rhm (fiEm). . RES
Bl 0 240°CLLE (3RS

(5) BB B ARRE E R -
pKa, : 2.2 (25°C : BT EIE)
pKa, : 9.4 (25°C : BN AR E )

(6) NECIREN -

EERe L

(7) T DD E G RALE -

W OIERE

E”% (254nm) : 500 LA | 560 AT (0.0lmg/mL A % / —/1)




. AT SER

2. AT DERBERTICE T S2REN

X BR O FEAE TRAFSRIF AT HE TRTE I FEE
iR (8 257C) RY =F LR+ 18R 2 4 kg
TR ARG 37°C RY =F LA+ EIR 2 4 RSN
45°C R =F L A8 B 2 4 kA
T 1 60°C WY TF L5+ 8 i HiFEN
Kk 5
T R R T 2 81%RH RUxTFL o (HA) 8 i KRGy O HIINZSTE
HHiT,)
el BT RY)=F L 2% 8 KN
* 1B R - AMEL MBS R
k2 BRI E - AMELL MEREBR. Koy, B
<IKEEHR P T O EME>
TRAFIR TRAE T 1 TRAESRIE | RAFIIH FEE S
. pH2.8 L FIZB W\ Th I nic itz
40°C =0 %
e (20mg) EREERIC T e
pH1.8~12.7 ® | A LT 200mL & L, % 60°C 85 B pH2.8 LU F R pH9.8 LU Iz T
FEETIR @ bmL ZtGET 7 IRERD D,
IZRAET D, . pH3.7 DA 08 pHT.6 DL iz 50T
IRERD D,

3. BV ORERREBRE. EEE
FERRERERE ¢
(1) BT I LD REO06 R
(2) ERAN AT B I E 14
(8) FRAMRMLIL A Y M AVRIEYE (BALT U 7 AEERIE)
EEE Rk~ 77 04—



V. ®HICBd 5IER

1. #IRZ
(1) FIRZ DX A
FRFER AR LTI D TS (B Rz AR L))
(2) WA DN KRR -
B 0SB A~ B H 1 B O R E AU TR

AFN 1 3A T Z TR K 10mLASHAA LIZHEOPER
pH 10.8~11.4

(3) #Ala—F
A L7

(4) HEIDWE
- pH : 10.8~11.4 (A& 1 34 7/WZESR /K 10mL 200 2 T L 7= 1)
CIRBEEL 0 1.09 RS 134 7 VIZTES K 10mL 2 00 % CEEfiFE L 7= kF)
1.02 (Afh 1234 T IOWZIES K 10mL 2002 CIafig L. AR 100mL

W CHIR L 7=K)

(5) D :
ASFIOBRBFTOERLEIAEOEER VTELE
ESE s

2. WE|DFERK
M) B GEMRS) OEERUHEMA
HhEk sy Hovraen
(134 T L) 500mg
TRINF pH FHEEHA
(1A T ) it
(2) EMBZENRE :

Na : 131 7 /VH 1.96mEq
(3) BAE -
A% L7

3. MMTBMBOHEMRUVERE
AR

4. Hif
BEARRNA



V. BEIIZEHd 5H1EHE

5. [BEAT HATREMED & 5 Y
9-(1,2-dihydroxy—-3-propoxymethyl) guanine (o ¥ H > > 7 1 ENL)

6. HADEFBRFHTICHETIREN.

BRI (A7l (R (A7 P
Al T = N

EMiiraEe | 25°C. 60%RH M@ﬁj§%47” 6 4E eras

IR ER 2 40°C. 75%RH it 5 AL T )L 6 4 HIFEN

% 1LABUEE  PEIR, MR, pH. SUSRER koY, EIRRARE. FEtERmRE, R
KirakBr, AR, AR
%2 BB  PEIR, pH, USRI, WOMRSRL koY, RVAMERMMA, RIS TR, AR

7. AEERVARBEOREN

ESFIDRRE

V.38, (1) HIEEOHEOM (ESHROFEEE) ), VL 11, #@H EoER) OESH,

BREEOREMN

- WA DR E

Va7 15 TVIL 11, @A EodEE ] oEBM,

IR DL TEMEIZLL T D & B0 Th 5.

SNA T OVPIZ TR (50mg/mL) L7- 6 CHRAT LR T, B RS K CIiEmi
% A8 WE[H], AFREIEIR CIIEsM% 24 el MRS KO pH OZGITFE D BV o T2,

- FR%E DL E M

FORIFEIE TVIL 11, @ EoERE ] OHEBHE,

ARG DL EMEITLL T D LB Th 5.

ASA T IOVNIZT 10mL OFEF K CEM% ., 4 moORR (EBEER, 5% 7 KUK, U
VANV, ILERY VIR 12k 0 . HT AL T ARNICT 10X 5 fECAIR LT, o
DVEMR 7 FIRRAT L, 24 R L O 48 REfH % OAMEL, pH ZWE L7z, 7z, 48 KEfZ D
Zi4 HPLC ICTHIE L7z, ZORIE, Wb 2T oo,

W

8. fhF & DEELEL (MEILFEMNEIL)
C NTGRUBEATLHKIT, ANEERET DL, BET 56035 5D THNR,
< T 2V RN 500mg (27 1 L 500mg/ES K 10mL) ORI AZELEE
AEEHIT 7 > v i 500mg & Al 2Bl LI2RED T 7 > v i i 500mg O EE
(L LREEEZFBR LD TH Y . A OWEYLFERZ ETEIC OV TIRET L ThZeuy,
(o7 m e ABHFEGREIT, BAEEE 100 & LIHa 0ff)

Bt A P b4 Bl A — 4 Alo & [N
77 F v ME <)L h—2A « % Na - KCl+ | 500mL 24 BERIAME LR, Ty o m
NaCl - MgCl, - KH,PO, EULE i 99.6%
XU v MEB% XU h—Jb 500mL 24 WRFREIAMBIZEAL 72K . v onm
v E R 101.3%
VB -T1 Sk NaCl - 7 K4 - 3Ll Na 500mL 24 WEEIAMBIZS L7 < . v onm
vV E R 100.1%




V. X9 5H1EE

10.

11.

12.

B & pis b 44 Bl & —i4 oA & [/ X[
VY & -T3 ik NaCl - 7 Kol - L% Na 500mL 24 BRFREIAMBIZEAL 72K . v onm
ELE B 99.6%
NV bh=r Dk AV ViR 500mL 24 REfEIMBIZ L2 <, v o nm
(7 RobEmm) ELE R 100.0%
TS AT I ) Wik BAT I - 7 RopEs | 500mL 24 WA LR, oo nm
ELE R 101.9%
KA a— v R ik HLEEY o Vi 250mL 24 REMBLZE L2, v o
(= =A%) LG R 100.8%
ZU T w7 GEiR g Vi 250mL 24 BERINMBIZ L2 <, v o nm
(Ve =8 ELEE 100.3%
7 4 AV — 3 FHak | NaCl « KC1 « MgCl, « 3Lz 500mL E&LME OB, 0% 24 BEEH-
Na - 7 Nk B L (BEOERE), Hr v
71 ELERE 99.1%
L d A 100mg | A SVERH AN — |+ 100mg/ 24 BEAMEL, v/ v EeLEE
+ v b= DIk HERY MR (T RUBER | ERAAK | IZ2E 7200, A DIVET %4
m 5mL + — hOBRIZ LD b LRSS
500mL pH DX TR NS (8.46—
8.22)
PRI PRI 100mL 24 BERIAMEZAL IR, v o m
ELEE 100.5%
S K TFES K 500mL 24 FFRIAMBIZE AL 72 <, v onm
ELVE R 100.5%
ki

BA=RPAA

w5 - AL

(1) FEADELGER - 8. NENERGES - QRCET 1FHK -
a7 ) o7k o7w, S LRFIT 2 A0 Et 2 REICHE AT 5,

(2) 8% -
500me X 1 )i

(3) PREE
R L7

(4) REDHE :

WET T AL TV, T, TAIFxy v R Ty v 7 —+H5E

AERH“E SN LEME

B RSN

FDih
BB




V. BEICEY 51EHE

V. BRICEI SHEE

1. SEEXILHR

TR

BT DA N AT a v A LA REYE

O & RS A RIE R
O ligsstin (& sl b & ie)
O E MRS

2. MEEXFIMRICEET HFE

5.

HEERIZNRICEET HFE

5.1 ARANTHRMAE L ITHAERY A N AT 7 A VA EGIEITEIRE ST R L 1X LT
VY,

5.2 KRN OEHIZ L HEEREVERAPMESNTNDLDT, A M AT U A )L ZRYLE &

eEZW SN BEE L TR Y A b AT 10 A )L ZRGED R < FEbiL D BT

BOT, R EORBPERIEEZ RIS LRSS HEICORKRET 5,

(9.7 2]

<fFERL >

5.1

5.2

) EERIZ U T — IR XU RIS R 70 b IR e & 2 il = - 2 & R O
PESR TS, (VL 1. EENREZOREB ], (X, 2. (5) AR AEFMERR DA
ZH)

WA TOEFRIZKT D N TORRKRER Y & LT, =a ZBEFIZBWTHRE S L7273,
FRICBITRO Do T2, —J7, 314 BIOEEKREER ° I2BW\W T, = XEENIF
EAET, INE~DBEFIZTHI TH -T2,

ENTORFRRER 7 13 17 B CEME S =23, /NRICIERE SR o7,

A4 XU 2D Cymevene ORI CEIZIL [Cymevene (38 KMEE L I3 A M AT
27 A A (BLF CMV) JEYEZIRE - 2hR L LR | L DFREN & 5,

F72, 7 AU D Cytovene 1%, [ AR OGO T L7 BE DO CMV ML &%
TEETO CMV BYIED TR T, MREITNEE - IR & 72> TWHRuy,
LENS T 7 ek, HiEROAEFRICK LEEEZ R OREERH Y . 72, i
IRERBRDNE & A TN L 2B E LT, IMISGEIS TARANTE RS L < I3HER CMV
JRYSIE 2 NBE ISR & LTnvien, | SRt S hz,

AFNEEAZ L0 [ ifEkpEAD . R ERED i RGBS O R 7R BIEH S S vTun
5o ZHOIIMEAEFICESS D TH Y . CMV RYYE & EZME, XX CMV &Y
iE & 5R < Bebiv, 1RIE L0 faMEZ RS EHW SN DGO E 5T 5, HE
ZWEE LT, flix OFEND DA, Bk, fEMEEEBET 5 EhURIEREE (7
YFIRITHRAE) . PCRIENMENLTWD,

3. BERUVHAE

(1) BERUVHAEDREDR

WAL, W@E,. P/t LT 1EIRE kg %729 bmg 2 1 A 2 [A], 12 FFi
i
FEINHIFI R 5 O BE T, HRO TN S WA XSS CHERHERICBIT T2 &

(2 1HFFRILL BT T mUREE T D, MERFBIRIT, BRRMERE R SEMREE O BH 3%



V. AEICEAd 5IER

&L, @, AE1kg 4720 1 Heémg #BIC5 HXE 1 Hbomg #8277 H, 1ML E
DT TR BT 5,

HERRIRIR R ST G TR, A B AT 0 0 A )V ZAEGYE D RO b D BEIZB W
TIEMEIIN U CHES L L CHIIRRORE - ARICTRG TN TE D,

¥, BREREOH L EE IR LT, BHEEREOREIDN L THERET 2,
(FEHE O FHRLE)

1AL TN (7 m e b500mg Z5A) ZENHK 10mL MR L, #5-&ICHEY T
HEE 1A TN EE 100mL O CHINT 5, ks, FREOMEO T >
7 EVIERE L 10mg/mL #2720 2 L,

(2) BRRUHBENRTERE - B :
ENICTH 7 mevzkbani 17T ogEikso 1 A5 &EIT, 1 B 10mg/kg 73
K Tohsd, BAREHETIE1H 3~6mgkg Th-o7-,
A, AR, BUWER, AL AZRBEHC O W T TV.5. (7) 1) EPIE 15 Jiigk
IZBWWT 17 Bl DWW T HElE SN 7R OESMR,
WM BT 5 314 Plic BT D EERRER T, BB LYPITIEHE L VED b=, #
B L TREESIE, 1 HREGHE 7.6~10.0mg/kg DIERI)S 204/314 %] (65%) & K%
Thol-,
TIZH IR ORI R L 72 o 212 BlO &5 % 5 &, 7.6~10.0mg/kg DRI
168/212 5l (78%) T 7=, HX=T CMV #@iEs% T 91/108 # (84%), CMV K%
29/34 5] (85%) . MfiZk 26/36 Bl (72%) LML T\, EIEAIX 314 il 154 51 (59%)
RO BTz, HEEERWEHOBEIZOW T, HLRIANEZLEELEEZ D AL
BRI M/ ORANZ DWW TR D Ll & bR SR L OMBIBIRIIEED STz,
MERF G20k, BLERE, (KA &ERE (1B Smg/kg 23 3 [A], 15mg/kg/#H) & &
FERE (1R 6mg/kg %8 5 [A1F 7213 1 [BIZ bmglkg % H . 30~35mg/kg/#E) T
v, EHERESEAER, KHERICHEANEREMAERE LTS Z BB LN,
E N T ODEB O Rt & S T OERKRREREGE (£12 AIDS B XS 25 L RS
B, BIER., VAN AZIORMEED E B L TWD Ll S, ThbofRLD .,
AEFRE Uiz FiE R OCHBEOFRFASN TOERITDEB CTH Y | 3%E LIz HiER OHEITZ
Y EEXT,
I X0 MR 5 ~DOBATICOWTIE, BRRBR T 1 b 2 — L Otk RS R ASE
B, IREs S X VBB O BE 3T 2 E 2 5 F 2T, MR G BITO RO S
U R PRS0 N RSEBERE & s IR AR B BE IS L COMELROCHEZRIE Lz, X,
JRRYYIE DTS 72 & NI HERFR G- F1 O AT KT 2 B G- DR IR DR b0 H i1 5 D THE
BOWBIZHONTHHRE LT,

4. RZERUVHAEICEET 5FE

1. RERUVAZICEEYT ZFE

1.1 %A AT A VAMIEDBEMLZ R LI-GA X, IR EKE T T2 L,

7.2 HEFFIRIRIL, TBIR EOARMENERIEZ EE 2 &HE SR DA ICOBITV, RuEE
FEIR G0 5 2 &,

1.3 REE G A ERED (500/mm?® Aif) i/ Mgl (25,000/mm?® #Kiif) 55,
LU VEBERIH 2SR b= 5EE, BRSENEE T2 ECHRET LI L, 2L v iReE




V. BEICEY %1EH

DOEFHFER (500~1,000/mm?) K& QMM (50,000/mm? LLT) O%E I3 ET S

-
~—

L, [1.1, 2.1, 8.2, 11.1.1 2]

1.4 BHEESRERREFNIZOWTIE, 2% £ TIKE TOEMERN 2 AR O ED HZ %2 TRITRT,
[9.2. 9.8, 16.6.1 ]

LT T THRIaE pr——
7 VT T A e ¥ I e 2 15 I
(mL/min) (mg/kg) Ci) (mg/kg) (K )
=70 5.0 12 5.0 24
50~69 2.5 12 2.5 24
25~49 2.5 24 1.25 24
10~24 1.25 24 0.625 24
<10 1.25 BT 3 [A] 0.625 TR 3 (A

< iR >

7.1 ARG TEERBWERANRE SN THD Z 215, CMV FURIMEZSOKRA T CMV 1L
SEDEMAL 2R L= B S I I3 ENERE AR T 5 2 &,

7.2 EMOMEFHRREICOWTOZEMEFERIIROENTND, E-T, BaEOBRNDL,
FHAERIIVER/NNREETHZENEF LWV EEZOND,

7.3 ARFIE G AR ERE 500/mm? KA L < i MR E 25,000/mm? R 7 o TG AIT
X, BEHICARIO®RE 2L L, BEEBENRIET D E TIREST D2 L, fFhEkED &
ORI O3 BIE, B 522 C GRO LN TWDHA, F5% 3~7T HIZKkb%
KROLATWD, o, THXVBEDOIPEREAD (500~1,000/mm?) K UL/ M
» (50,000/mm? LLF) OHFAICIE, AFIO#KGEEZRE L, WY RAEZITV, BEO
WheZ +oIcBlE+ 52 &

7.4 MEHOHT > e, BIEORME N DT E A ENRREMAEE LT, RP ISR
Ihs Y, BEEEEICRBTL2EDERAMFT LI ZA, BEEOREIZ LD FHE
DIERETDHZENBOONTNDE Y =, 7 LT F =0 7T T ARk S & -
B RROFHENLETH D,

5. ERPRALIR

M EBRRT—2/\vr—o
RSN

(2) BEER IR -
AR L

(3) RERGRREE -
AR L

(4) HREEAIERER

1) HRERIERER -
el 5 AL 177 PO B R S8R
R L




V. BEICHE

9 AIEHE

2)

(5) 8% -

%4
(6) ;A&

1)

2)

LEEREER

BAFE LB IZ W T, ARENTRD D7zt CMV FINHFETT . Lovh JIREHE P
FEHE T IZRIADOBNDOH HBETHH DT, “HEHEMREGERBRITER L TU72Ru,

T AV BIZBNTIL, W&%’ﬂ%btz%f"féCMV@%Eﬁ%&ﬁyyﬁ
o B SIER] & O TR, AL O THBEICEN D GENME LN TN D 9,

R -
LR L

R AE BIEAER -
EE e L

RIER -

FERABERE (—RERRERE. FEFEABERE. FAMBELERAET) . BiERET
BT —IR—XAE. WERTEREBRABONE :

455 JH Rl o ]

1990 4= 6 A 225 2000 4= 3 A £ COMMICHEHGETA A FEh L, 197 sk ) b
AR LT,

LANERRHT XIS 793 B D BIVE RS BIAE I 1 XU TG 30.86% (183/593 f5]) . #HEFFHE
# 26.23% (32/122 1)) . %5 30.77% (24/78 #) TdH-~7=, E/REWEAIZ HMmER
W (OF) ) & T/ OF) ] ThY ., EREER & IZEFRROERE T -T2, &
BRI L 525 B2 ONLERNE T2 &, OWHIARIL TR, T2k,
[CMV JEYEEG AL, TCMV Mem I ). TR, TR OHERE), TERED
A, ThigkEEOG R [OFH3E Prog X3E), EH 1 AR © 10HEA, @
HEFFBIIT TOFRER Pie s X8 o 11HA . @F&G13 TEEEER), [igEED
FiE) O 2HHICBWTHEZ (AEKYAE : p<0.05) 2D b, Mt L7oiR.
REDOHHEDEBRBFEORBELZ T RN o7,

BN 473 51 O TEZh =R 1 X 0IHITEHR 10.26% (35/341 ) | MERFEHR 8.54% (7/82
%), &5 8.00% (4/50 ) TH 7=, Hiht Lw%%ﬁzé&%zgﬂégl%@
DL, AEZE (FEKYEE: p<0.05) 2RO LN ERIZOHEG BT D &5
ATEERL ), TIKFEEOFEE . TOFH3E g imbiAl F%%%/#ﬁ% [F I
EAE] O5HH EHERGICRTL HFHE /A7 a A4 N4l O 1HATH-o72, &
At L7oRER. WA TIRFEEOA ], [0S g immAl) . TOFHREA )
Tl TEBRER) ORENEX O, REATEEE), [PFRE fuEsl) o 2HE T
X, EIEFICHUEAI OO CTRENE N LD, CMV EYE O G M SRR
DOEMEGE LN B L bD LR ISN, BRECB TS THHE X7 a1 Rl
X, AT A REIOGZEMEIERIZ L2 CMV EYYE DR E 2 bz,

ARRBZFHELELTERBFITEOARIITIEREL-HAE - REBROME .
AR



V. BEICEYSEE

(7) Z DAt -
1) EREN 15 ERICEWNT 17 FlISODWTEBE N -ERRHER ”

COPERERE DK N L7z B (1% RIUESIE R RIEERE, I fel, iR ss) (CRIE
L7 EE 72 CMV JE&YYIE 26 2 RIS B A 2= 1E, MK 100% (8/8). fifidk
66.7% (4/6), BIE 100% (2/2). KRGk, L, #EENZNE 100% (1/1) T

Hol-,
(RGO A 2R ]
JEGERAL 5 A7) AR | D) HIERRE | ARhE
LS 2 6 0 0 0 /8
Wi %% 1 3 0 0 9 6
Z DA * 2 3 0 0 0 5/5
ikl > 12 0 0 2 17/19

* o BOE (261, Kk (LD, R Q6. &z Q6)
%k AEhE= CER+ AR GBI

CPE £ T\ ATKIETUA VA Z/RM L7 b DI 10 BT, J5EEZ 7 A VA T4
TEMIZZ2>TRBY . 7A VA ERZHERIT 100%DERFETH -7,

- HERFIBIR DR

ARFNBNR AR LTRNERGPIET 5 & SRR OB 22 b AV REBI A5 HES O Rl
ZBW T bz, £ZTHAIE LTHREGE%4 bme/kg 1 H 1[01& U THERF#
GBI EFIIRITRT LB TH 5, —HER LIER S FONHE L, 2720
RHIMOTMRN ST b DRZ,

FLrER R CMV JEYLERAL B b I PRI DA 4
i R HEE 355 HEREE S 5mg/kg X 1 [A] X [ H 3 JAfH] PR L
AR Jifi ¢ 6mg/kg <1 [A X5 H/i#l 4 JAH BIRL
JitiE Lo 3mg/kg X 2 [A X7 H /i 5 i T EA

EL N
A= JitiZ% 6mg/kg X 1[aX4 HAA | 10 @ e L
i

PR Y S LN 3mg/kg X1 [a] x4 B/ 5 i BRRL
A X HaME I 6mg/kg X1 8] X5 H/#E 7 JE[H HFERL

* REIC K VIERE L U, BERARIC XV IERZEL

2) SV E TEE S -ERREAER
RREERGL RN AR O
KETHEME S 7z 314 Bl O IK TR I 2 B 7 CMV BEYIE 25T 2 gL
BANERIT, HEEZ 84% (91/108) . KMk 83% (35/42). ik 72% (26/36) K U*%
DA DORRGYE (PR, 2P &) 61% (11/18) Th-o7-,



V. JAEICEAd HIER

& F s RRE

WAMZEBNT, A E AT U A NV REGEDOFRIEMHI DO T2 DARA DT 1 RF >~ 7 Th
LNVH v m eV E R 200 A (FRAEIL 93 H) &5 S VoA OB B EE
24 i & | [FIREHNC BB A 2T 7=V o 7 1 VIR G- 14 I COIEE/E AL
IEEMOTIRZERAERZ Fh Uiz, R THRIC6 » AMOBISEHM 2372, &
HRT, &5 TR LOBIEWR O (£SD) MFEEIX, ST 7 e e
HEETITZENEI 21.0228.33mil/mL, 13.8+31.40mil/mL } * 60.5=67.03mil/mL
Thv., FEEGEETITZNEN 23.2£24.90mil/mL, 59.4+70.73mil/mL & O}
73.24+55.76mil/mL Th->7-, ZOFERNE, N7 v e HBFITIEREE
Fr Ll U TR GRID GG T 1% F TOXEREFEENA B Lz, g
IR ENEERT 6 5 ARIZIE, 2V T v BV G BAE 20 BlIXIER GRS 10
Bl & R & CRIE L= Z E ARSI,

91

% n=10

70

e =20
FpsmE 0

49

2B (mil/mL)

H5

28

E'Z

EasRil} e G-H T I BEI
BeGA, BGHET RS L OB OV T # - CF2EESD)



VI. EPEIEICEHY HIER

VI. EHEBICEHT HIER

1. BEZMICEEHLHLEMXITLEYE
P)VH 7| e
RNZ 1 S N
T e
[ 7 V%
L7 I)LEEIL
HE O L LA DNEE - DREFIL, BHTOBNTEELSRT L &,

2. EEEA

(1) YERERGL - YEFAERF -

1) VEFERAL
YA AT T AL AZADDNAKRY AT —F

2) EHIRg T e o1
Ty r7ae gzt A hATe A LA (LLF CMV) EGSHIRNIZB N T D A LA H
ko7TaT A4 xS —8 (ULIT) 12V b TH 7 e e—U UL,
IO ANVABGSINFAET D7 a7 A X —BI2 U Vb S TEER o T
I uEN=Y RIS, v 7 ua L= VERIZT A LA DNAKRY AT —FED
BCTHHTAXVIT )=V VB (AGTP) OBV IARZBHAWNCHEL, T
T m =Y R DNAIZHY AL, TA /LA DNA OIER 245 1k TR %
Z L2 X - T DNA SHoOERAFHES 5

(2) ENEEM T HHRERAAE -
1) o A )V A{EH 118

@Ot b CMV OiEHERE (AD169, Towne. Major. BT1943, Davis) (%9 2% in vitro
BT LT 7 v e nd IC, ML, 0.4~7.0umol/L TH o7, F£7o, ERRTHERE
(B RYESREARIEGRE, & b CMV BEE &K OB BAEEE L0 D OHERR) 1Tk
% invitro TOH 7 D IC Il (VA NVADT T — 7 % 50%[ET 5
JEFE) 13X, 0.08~14pmol/L THh 7=,

@~y AIZwT A CMV &4 L, EY% 6 R E XV, 1~50mg/kg # 1 A 2[H], 5
AR TG L=ER TR, o7 e VEEREOATERIT 26me/kg DL EO &
T 7% EThH o7y, <t (EBAR) T 10%Tho7,

2) HEAIME 17~22)

ﬁﬁ%*@ﬁ?bk%%:%FLKCMVW%W@%%@t (a7 =l o X ]

HHED DV N CRBB®E G LI2GE, MY A VAR SN 556035 5, itk

A LA, w//ant»@%/)/&m 5T A YA L AXF—F (ULIT)

BETFXIEZUAVADNAKRY 27 —+F (UL54) #EafOERNALND, ULIT #E

AR ERE LI TANRIEIT v 7 a st L CoRMMEZR L, —J7, ULA4 &in

FNERLUTZ T A N 2T, BROERBET LR OOty A L ZHNT b A M Z 7~ T,

CMV s & i méntAmS$% IHv 7 a EADREREHES L, 3 5 ALUNO

PG TIRMPE T A L 2 IR SN o208, 3 % AU LG TIX 7.6%0 B it

PE A VAR ST,



VI. EHFREICEY HEE

[ e A RS (A 10 HLLN2YS 100 HE TH U Z n EARKO#HE G S,
Bt 100 H BICERM T X 7= 103 4 O > 7 v b 438 L7 26 B Ek Iz D0
T, CMV OIffn 7RI BARNT 2 Fhi L 7oA 5. 2 412 UL9T MHPEZE BAA (1.9%) 23
HEN7F, F7-. Bhi% 12 » H £ Tl CMV EYEN L B# 33 4 DN, 24T
ULO7 MiEZE AR (6.1%) 23 &iu7=2%, ULS4 MifEE BRI S e -7,

(3) E R IRBER] - G -
B TR L



VI.L EYMBEICET SEE

VI. EYEIREICEIY 5IER

1. M REOHR

(1) B A R MR
AR L

(2) EREREABR TR & N MR -
AR L
<BESHEATOT—¥

BRI BT T 7 m el bmglkg & 1 REAEERE, 1 H 2B, 12 REfEE 5,
1 HE & 14 H B OFHERMGE O M HIREOHER 9,

i VHRL
BB Bt ) MIEFEE (g/mL)
IS
FH (h) 1AH 14 A B
1 5.7+t1.6 5.3+2.8
2 3.2+1.2 3.5+1.2
3 2.4+1.2 2.8+1.4
5 1.1£0.4 1.4%0.6
7 0.7+0.5 1.1+0.4
E¥E+ESD
(3) hEHE -
MM ERR L
4)BE - HRAXOFE .
VIL. 7. HEAERH) OEZZBOZ &
2. EMRERI/INTA—42
AR L
<BEB>HEANTOT—H
ST ERIRNER G (>3 27 v )L bmglkg HilEH 5HE) ®
a tya(@) B t1e(3) K, AUC Cl Vdg
(h™) (h) (h) (h) (h™) (¢g-h/mL) | (mL/min/kg) | (L/kg)
RHERE IR W R
SR 2.10 0.76 0.22 3.6 0.69 27.5 4.20 1.17
SD 2.45 0.67 0.08 1.4 0.42 18.5 2.13 0.54
%k 12 12 13 13 12 13 13 13
R RE bR R
SEEAE 15.89 0.39 0.07 11.5 1.17 95.7 1.20 1.04
SD 19.90 0.61 0.03 3.9 0.67 49.5 0.87 0.39
%R 7 7 7 7 7 7 7 7

* BHEEEEEL. BHEOBEICNLTEERET S &,



VI. EYBEICEY HEE

(1) T AZE Y -
Q-2 N— KA N F—T v ETFI

(2) RUVREESH -
PARPLA

(3) HEKERETEE Y -
EMSRE E BB+ 0.22+20.08ht (¥ +SD, n=13)
BOREIEE R - 0.0720.03h! ((FH¥£SD, n=7)

Q) 2IVT7ZURY:
OHEBEIE A RS £ 4.20+2.13mL/min/kg (CF#J+SD, n=13)
B RERE B 0 1.2020.87mL/min/kg ("F¥)£=SD. n=7)

5) R TBEY -
EOBERE IE R RS - 1.17+0.541/kg (SE¥+SD. n=13)
EHSREREE RS 0 1.04+0.39L/kg (CF#+SD, n=7)

(6) Z At -
BB L

3. BFKH (REaL—>ar) @i

(1) BB H 3 -
MR L

(2) NS A—AEFHER :
mMER L

4. TRIR
TR 5D 7= 9DF% 4 L7,

5 9%

(1) % — A BEFY @B
MEE e L
<BZE>EMTOT—H
UC-H o7 m el 16mglkg &~ 7 ATEARNIG-%. 1547, 30 47, 1Ml 2 IRfE], 3
WD, 5 MR, 7 BER. 24 BERE. 30 BRI OF 48 BERICHAR N EHEE 2R lE Lz, BEE
W= ORBEHEEIEE C—Fm <. WMT—FKro72,

(2) % — R BRRAPTE B -
LR L



VI. EYEEICET HEE

<BE>HEANTOT—X
ex vivo human placental cotyledon E7 /VZfEH L, #>7 v BV OgiEEiENEZ et
L7 R, Aoy 7 v EVITHERHEHIZ L 0 D7 < L BIRRIRE BT T 5 29,

~

FA~DBITH -

U ER e L

<BE>EWTOT—F

HPE# 15-16 HH DT v MM H 7 1 B/l 0.13mg/h % 8 FE#rE L72iBRICB VL TH
HHA~OBITRRO LT L OMENRDH D 29,

(3

(4) BER~DIEITHE -
HUERR L
<BBSHEANTOT—H
BRSOV A N ATr A LA (LT CMV) EYYERE 2 41207 v e/l 2.5mg/
kg Z RN G- L, 512K 156 77 ~6 Il O BHk P i EE 1T A iR BE D 24%~67% T
3;),) 7= 25)o

(5) Z DD~ DIEITHE -

U ER R L

<BEB>HEANTOT—H
- 64 O A RE CEBBM% O CMV IiREHFIC, v 7 ae )l 2.5mgkg (34)
& bmglkg (34) #Z 8RR 1 Rl AU FRE L7, % 5-BA%ATZ 4~15 A H DI
CLEREFEOHRBICLY ., i, FoH 7 v eV T DRI EE & 13F% LUVMET
DI EPHERINT, TR B~D T 7 v BV T OB D 38% Tdh -
oo BHOH V7 v EVREILLEIND 3~T7 GO WRETH -7 20,

- AIDS @ CMV M BE I H > 27 v v L 10mglkg/ B O 4] # % 5- B o fil (K ik
(n=23), F7- bmglkg/ H DHEFF G RO KK (n=30) FOZNENDT T 7 n
EUVIBE A RIE L, 4.74E1.49uM, 3.29+1.84pM ThH 7= 27,

- AIDS @ CMV #[5E% T 2 FEOMER TS Fili 2= 2 8F 0O KERIK., 5K,
M R A BRI L, v v e/ VREEZNE L, 1ERIL, o7 v e/l 6mg/
kg %, 1 RF[ELRIEIC TR G-, 2.5 FEEZ O MG HIRE : 6pM, MEE N R FIRE - 8.6uM,
KB HFIRE - 2.4uM Thoto, 2EHOFITIX, T o7 o/l 6mgkg #, 1K
LRI T G-1% 21 IR CHiE PR EE © 0peM (R ANEE) . A IR IR EE - 0.8uM T
2};07‘: 28)O

<BE>EWTOT—F

UC-H 7 me)l 1bmglkg #~ U ATHARNE 5%, 15 77, 3043, 1 FFf. 2 Fff#, 3

PR, 5 WA, 7 BRRET. 24 BERE. 30 R KON 48 BRI w&%&ﬁﬁﬁz%ﬁﬁ%?ﬁﬂﬁ% L7z,

Be5-1% 15 70 OFRRNIRE I3 B L, B> >G> >0 > > 8 > migolE T4

Motz 48 B TITW oM TH R S e o Tz,

(6) MIFPEAIESE -
b MIEER RS #EIE, 0.5~51pg/mL OREFRFAIZIS T, 1~2% CEEREITR) .



. EYHECEYT SER

- R

(1) RBHERML R ML BHRES
U ER R L
<BEB>HEANTOT—H
b MIBWTIE, KEDDBRE(EOE £ TRPICHEE SIS ¥,

(2) B ET HEE (CYPE) OHFE. F5E .
mMERR L

(3) NEBEHROERRUZOES -
LR L

(4) REMDFEROE R UELLL, HELE
LR L

.
(1) HERERL R R R
T Mk
(2) HEMER S & UHEM R E

EUER R L

<BEZE>HEANTOT—F

oo 7aeVORE I VT I oA VLTF=0 7T 7 ATRWHE (R=0.92)
L, A7 a e /VEBHERI oA CThH 5, BF (n=4) 1B\ T, 5

oo 3 AR ORFELEIL 3T~126%TH VD . FHRFEUEIT 73.2% ThHh -7, 72,

126% 2@k G- D72, Al B £ TORNITRE DRI S 72720 100% 22 72 LB 2 6

na e,

<BE>EYTOT —H

- Wi~ AL MEET » b M XL OMET T SIS UC-H v 7 v BV E bmglkg &
IR G- L, PRIPREMI 2 et L7z,

24 BEFILAINIZ 79~93% 2 RFIZEIR Sz, Ao Z7abelig~T A, v b, 4 X
TEIZRZEARD IR PR X7z,

T AT, 8-OH H v v 7 1 B 0~24 BEERFIZ 11%R O b7,
ZHET AT NLDFE S TWAET LT e RAEXF VX —BIZLDbDET 7 rENMIE
WTHHEINTND,

v U RTEIRNEE G LT & x| 24 R & TIZBR &L 0 JRHIZ 90%. 5 H#: & Tlo#
HIZ 9% 3 HEE X 7z,

7w FTIL93% R~ 5 A E TIZHFEP T 7%l S 7z, A4 XTIk, 89%758
PRI~ 5 A% E TIZEP T 2% et <7z,



VI.L EYMBEICET SEE

9. BIEIC & ZREE

10.

11.

MR - RS E R R L
<BESHEANTOT =X
NENOEAT B T, 48 RFfHIHMA T 1.26mgrkg 2 & 3 HHFR T 2.5mg/kg ** OFEHIDOHREDN b %,

MAEENT : 24 ER e L

<BE>HEANTOT—F

T E T TV DB ARREEITHBNT, MAEFRENENTERZICKEDITIRT T2 2 & WmE
ENTND®,

<£%> CHDF

CHDF (Fifeiik A% AT ; Continuous hemodiafiltration) MifTHEE ~OKEHRE L H
é 31, 32)0

HEOEBEAT HEE
R
MR L

<%E> HEATOT—X)
R RERR S AR IC Bmglkg & 1 WA EFERF O 3 s i3k 115 e, 287 V7 5
> A1 1.20£0.87mL/min/kg ThH o729, (VI 2. FW)HEFRHI/NT A —H | OIAZR)

Z 0t
BB L
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X, 2NV v n ARG ERE (20 B) ORI GRS (10 6]) L IERE
ECHE L7z, [1.2, 15.2.3 Z]

< iR >
[V.5. (7) 2) #METEM SRR OHESMH,



VI. R&M (ERALOXES) ICBY5IEE

(2) FEERIREAERICE D < 1E#R

15.2 JEBGEREAER (CE D < 1BHHR

15.2.1 #EixmME - b DIl A2 W7o ik G o IR Bk . ~ 0 2 & o/ kB,
~ R oNEMIE E WO EE T ERE BB TR, EREENEO b, [1.8,
9.4.1, 9.4.2, 9.5, 9.7 &M]

15.2.2 DA - ~ 0 A2 18 » AR O G L7 AVJFHERER IV C, 20mgrkg/ H
UL bt h & THEDO @R K ON—2 — ik, MDA fEgs & OWTIR,  MERE D FiTE % 1 HE
BOREDHEM U L ORENRH D, [1.3, 9.6, 9.7 ]

15.2. 3 M 7IERGEE : B FER (w7 A, v b, A X) IZBWT, 7 v be/VHdE
IR I T OIREE TR TIPSR E L E Z 5 2 23O T 5, [1.2, 15.1
Z ]

15.2. 4 JEBEEIEME  ex vivo B MERET MZBWTH Y 7 v e VIR ERT 5
ZEBMEINTWD, Ty 7 B/VREN 1~10pug/mL IZBWT, Hrvrae
DB EAFIDRRBD DR -T2 D, WEEIEO A = X A FFE L LU CTHM
Iz ksboeBE2x o5, [9.56 ]

15.2.5 v MEBEMIROMIHICRTT 2/EM © & MESMIROMIEICKT o7 m e
DOYEH % in vitro THEF L72/E 5. o v 7 v EALOEHE~O M 10p#mol/L LI T
bobh T, 77 ubl (ID,,=100#mol/L) LV, ¥ Z7 MU 7nm
nF IV (IDy=1~10pmol/L) XV §§ho7z,

< i >

15.2.1 [1IX. 2. (3) #EinmtEillR) OHESM,
15.2.2 [IX.2. (4) MBAJEMERER ] OESMH,
15.2.3 TIX. 2. (2) EHRGEERER] OHESMHE,



X. JER

RRERICEIY HIEE

1. FEIEER

(1) %

SHFIBHAR

VI LB BT 5 HA | DHESM

2%
&

SRR

BRSRITKRT D4R

MEE T ORaZHNTH 7 e e vo L EERAZBE L, BHEMRERICRT H1EH
Ziiat L7z, 30mg/kg., 45mg/kg. 60mg/kg % FRMNICIRG L= & 2 A, —i@tEoiiE
KT &G ) DD DB ST, Wb 5o T,

A X2 15mg/kg. 30mg/kg., 45mg/kg DA > 7 v ELZEIRNICER G- Lz L 2 A, F
IR & DR DTN LT, IemHEE G LTz & EITDIHE /) 2Y 31% k. 5-
L7,

APPSR D 1E

)%

U ACHEENS LI O#EE (1~100mg/kg) L7-Hf, EBLONUCF LT T
‘_,1, BRI, HDHWET v P AR LV AMERBIEICKH L, EE RIS R o7z,
2 ZH v 7 m eV 30mglkg A NEENICE G L7e 2y, Ik, faakiR, BEAR <& — 1
ﬁf%%& TEpoT,

DD EEIEEAER -

EER L

HEHER

(1) BmEE5E
LD,, (mg/kg)

PEELER

SW %k~ A

B— 7K

1

i

i3

i3

N

> 2000

> 2000

> 1000

> 1000

/o

900

900

150~500

150~500

(2) REREEHEHER

- v aeE SW R~ v A

- By v e i SW RN~ 7 A2 0.1~1000mg/kg/ H |

\Z 15mg., 45mg. 135mg/kg/H . WM — 27 LRIz
0.4mg/kg/ H ~90mg/kg/H. 1 #» A @G s ARN &5 L7,
ErfgnE . (K REERZEM, M FRRGRIRT) . FiEEr: (MR . &
JEENE (B3E, RELOAEIRER) 7 ER7EO bk,

BEMIETE ) . B

e~ 7 212 100~1000mg/kg/

H. SD RMEREZ ~ MIZ 0.1~bg/kg/H . MERE ' — 271 RIZ 0.2~20mg/kg/H . 3 » A [H

HERR OB LTz,

ﬁ&v 7 A 1.0mg/kg/ H LA F & OV~ 7 2 1000mg/kg/ H L;LTM&@%L)%&U“ =7 K
T, FlRNEGER & RO ZA LGB bivle, 7 v M T A i, &I ER

AL D b,



X. JFERREAERICEIY SR

(3) Ei=EMHER
- b MR E 7 diliik Y a0y R A ki
b~ AMmEREEEE A AV, REHEMALTH v v 7 b BV DMlikGe 55 R O FL 4 2
EHET D E ) hERE LT,
ZORER, H v 7 v EE 250pg/mL~2mg/mL O FEFFH TERFEMENRD b,

« ¥ U A% W MR

1 BEMERES 15 E0D ICR v 7 AT, Hr o7 mEAd 50, 150 35 & U 500mglkg % H
EIRRIRPEE G Lo, SPBBRE (1 BEMERER 5 70) AL R ZF LU AT I v a s
FARNEE S LTz, ~ 0 A1E 24, 48 BEL V72 REEIRLICER L. BRBHEAR 2 /R L,
SR MLER 1,000 18,/ TEIC SWC/MED B B 5 Rt L7z,

FORER. INEEAGT DS YR M ER o HBLERIE 150mg/kg P DB 5 BE T BRBEIC
AL T,

- w7 R Y oNHiRE A T2 R
L5178Y TK +/—~ 7 A U Lo M Z v, 7 v MTFIRO S9 43z FVWFRR L7
SOMix Z MAT=E EMAIRNGE E TF IV —Bla Iy
ELNGEIRE R A SR 3 E ) hERRE LT,
ZORER, RBNEMERDIETFLE T T 50~500pg/mL O¥EEHFH T, F7-REHEEROTF
{E£ T T 100~400pg/mL O FEH#iIPH T2 RIFIENTEO bz,

(4) DA RMEER
~ 7 A& W2 18 » H BIRAERE 08523 AU pERER (1, 20, 1000mg/kg/H) 1238\ T,
20mg/kg/ A TITHED TR IR K O N— 5 — IR, MEOTHR, MEMEDORTHE T, 1000mg/kg/ H Tl
KED TR, MEDRZEZME, &, FLR. JRE., R R OMWSMIEY o i, MEREORTE & O
fig " eI 8 BRAEFE O HE NN 3R BT,

(5) HEFEFE 4 EMHER -
SW %~ 7 A DHLIERT. IR 53880 (Seg 1), SEHAIE 538k (Segll), A
B - AL 5B (Seglll) KON B X OB HH I # 5B (Segll) Z R 512
LV L7, Seg 1I2H1F 2 /& (10mg/kg) CHlEME P, OAFEREDL F 23380 S,
F7-. MEEREAE (Segl) (2B 2 EAE (90mgkg) Ol F, THIMEE DAL L 4
PEEREOMERE F, TRIE O LRGEBIEL, @AIENRRD STz, S5I, SeglliHi) 5 &
Fif: (108mglkg) (CHBWTIE, (LB BEAME GRACIERTE B bR, WFho
HRTHATIEIL R > 12,

U EORBRICBVTIE, HEHE (20mg/kg. 60mg/kg) THERE F, (CMEARERGE . /NIRER
FE, DEZ B S MIRO RS, BRI R OUKERRE 72 & OREFTIENRD iz,

(6) BFTRIBMEEER
7YX () [T H 7 a el 4bmglkg B ERAIRICERARE B G- LU, PHRAY - R
BRI AT o128, H oo 7 a B0 BIIRD bR T,

(7) ZORDHHBIE -
LR L



X. EEMEIEICEEY HIER

1. BHEX 5

(1) BA - 755
VAVIE 58 S

) EE-EMEORGZEICLVEMRTL L

(2) AZhEksY « FESE

- AR
AN - 3 4

. BERETORE
SRR

CBRWLEDEE
B L A

. BERITEM
<FVoLEY : HY

—
—hk

GEES
3
EVsQD

:]E

m =¥

[RIZhFE -
POV v v eV R
KRRy N R U T AKF
| Pl e 2

. EFSEESAHE
1988 4 6 /1

CBERGERREABRVEARES. EMALERFEFAE. REMIKFEAR

1]

i‘gﬁ ﬁ)ﬁ%muﬂiﬁ H &Uﬁ;ﬂ%"?

1]

i) B TE R TRAE A H TR SEAMFEAENGRAE A | BRGERRIA4E A A
T v e A 2006 E 2A7H 21800AMX10277000 2006 %6 A 9 H 2006 4 6 A
500mg (P4 8 TN D TR | (94 2 A O FRRR) | (BT A W4 TOIEH)

SNIEERT 2 v

(I i 40) 199043 A 30 H

(02AM #m) %5 0072 5

199045 A 25 H
(200743 7 31 H
RIS E I R T)

199046 H 5 H




X EEMEHRICEYSER

9. HEEXIHEEM., FERVAELEEENEOEABRVZEDAR
HREHO I AEARHEAH : 2009455 H 20 H

10.

11.

12.

13.

N e - 2. HEE - HEO—EEE (o3 7o loRORIErsiEZ L7~ 7 e RS
v Z8E (BR5E4 5 2N U 8E 450mg) DORIREBINCLEV, [l —DIRE « & LT —
AR AR S T,

TR AT H
[Zhée - 2h ] [%hte - 2h3]
TRICBT AEERFA R AT 1T A L AKYE FEUCBF B9 A R AT 1 A L AJRYE
- P RS R A R - P RS R A R
- IRER AT - RS (MR b A )
o BRI - FEPEE
[ - ) [ - )
ML, @E. Hrvruead LT LRIKE | AT, @F, Friruend LTl RIKE

1kg M7V 5mg & 1 H 2 [F], 12 Refi]fEIC 1 FEH LA
BT, 14 AR ERENET 2, MR GIL, %R
PEGE AR RIEBERE O BE I SE I A 5 o R
FHT, HIEOTREMEN E WA 1TSS U MR
HlcBATToo e L, Wk, (KE kg %729 1 H
6mg ZMIZ 5 H (X1 H 5mg ##IZ 7 H, 1 R

A N A T T AV ASEYIE D FRERRD B D B
FICBO TS U THE#RS & LTigEb o
A AECTRGTAZENTE S, 0B, Bk
REFEE D 3 2 B IR LT, BHEREREE DR EIC
i U Cll B 5,

<VEHHE O E >

14T (i 7ae/l500mg 25 H) Z it
K 10mL IZiEfE L, HHRICHY T2 8% 131
7 VT Y @ 100mL O TAIRT S, 7R, A
Wit OO T 7 a VIR IY 10mg/mL % #
A AN

B TRIREHET Do MERFER G- T UG TR,

1kg %729 5mg Z 1 H 2[A], 12 FEffEIZ 1 RERELL
BT, REERET B, MERREFI, R RIMEE
ANESEERED BF TS0 AR 5 o B T,
A D AIREMEN B WG A XL IS CHERFB IR ICE
722 &L, WE, FHE 1kg 470 1 H 6mg %
HEIZ 5 HXIEX1 H bmg 2827 B, 1HFREILL LT
TATREHET 2, HERREET XTG4 TR, A
R Ao v A ZRGUED BRI FED 15 BET
BOWTIMEIS T THE S & L CTHYIHNGED Hik -
FARICTHRGTAZENTE D, ok, BHERERESE
Db B BFIT LTI, BHEREREOREIZIS T T
WEHET D,

< PEEHE O TR >

14T (v z7ail500mg 2 aH) ZiEst
K 10mL ZIEfE L, 5 RICHY T 5% 131
7 AT R 100mL OFE CAINT 5, 7.
RO OT 27 0 VIR 10mg/mL %
2N &

BEEHRR. BERRLAREABRVEDORE

HHEAMESEEEAH - 200346 H 27 H

P - FEEESE 14 &0 2 CRGEBIEGFH) OWFIIT HEZy Lieuy,

BEAHM

1990 4£ 3 H 30 H~200043 H 29 H (& 7T)

BREHRFIRICEI I 5154
Y LA

L£Ea—F
. JEAE A S YE | ERERS 2 — R _ o | VBT NERAAF
W 7e 44 S P S o — | (YJ =— ) HOT (9#r1) &= C2F Afa—
=) R
77/ /ggggsz%EE;ﬁ 6250402F1036 6250402F1036 111462101 620003761
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XI. £E&H

XI. 3F&H

1. EENETORTRR
RIS T DRESUIZNR, FIELOHEEIUTOLEY TH Y | SMETORRIRILE e b,

4. ShEEXIEEHE
TRHRICETRHA A AODA L AL
OBXMERET LR
Offz#iE (EhxEiEBEELED)
OEMXES

6. RERUVA=E
OIERIT, EE, HrvZ7uen bt LC1EMRE 1keX7-0 bmg 2 1 H 2 [, 12 B
I 1 RFREICA BT T AR ERET D, MERRBIRIT. 72 RVERIE R RRERE O B3 X
IR P A G- O BE T RO AEEMES B WA XML B S CHERFRRICBITT
HZrEL, @, KE1keX7-9 1 H6mg #HIC5 HXIX1Hbmg Z2#IC7H, 1
RERI LA B2 C i3 2,
HEFRBIR P IR G4 TH, A M AT e U A VR EIEDOBRPE O HiLd BEICE
WTIIREIZS U CHES & LCHIINREORE - ARICTEET2 20T %,
P, BREREO S HEHITK LT, BHEBREEOREIIN U CHERET 2.
(FEHHE D FHRLE)
1A TV (7 vl 500mg 25 F) 2 S HK 10mL A CEfE L, #5812
THEE 1A 7N EE 100mL O CHINT 5, s, A& OMK O T
7 v EVEEE 10mg/mL 2B /N2 b,

KENZ T 2 FE TR

R5e4 GANCICLOVIR - ganciclovir sodium injection, powder, lyophilized, for solution
W Fresenius Kabi USA, LLC

HIH - & TS 500mg

ZIRE R O 1. 59088 - HR

1.1 CMV BIEXRDEHE
AFNX, BRIERERRIEGERE (AIDS) BE 2 & HeMERER ANBETO
CMV i OWRBRICHIE T D (ks (14.1)) 2/8),

12 BHELIEIY ETOCMV BELEEDT
AHNE, CMV EYUED U A7 N B ANBHI L v B2 hTO CMV &G
JEO PRI T D (g (14.2)) ZH),




XI. 3Z&H

B O &

2. it -AE

21 EBEEZELGRE - BEORR
© R T OWARK 20 UIRIF 2T B 720, 20l & AR s il 67

FIRMNIZZR DR T T AT v 7 B =a— L& AW T 1R LT TRA
B EREIC Lo TR T H &,

- e AR RS K o TRRIO BEMEDEINT 5 rIREMEN & 2 Bl F 7o 1
R—T AFIRNIESHC L o452 L2 &y,

< ARFNOHESEH s JLOMESE S E 2 2 TIX7R B0,

« RAFROMANE T3 FEfE, @ pH (/P8 (11 28 0=
(L E ORI Z £ C D REERS 2O THRE LRnw &,

< AFIOE G HRITEY KRS MGETD 2k,

© FERE O G- A OB K QR a5 M+ 5 2 &N TE 2551, &5
HERAEIC L » TR IR E R L GO F LA T 5 2 L,

22 HBERELUVHRETORE

- AEFERED & HAMEIX, ABNC L AIRIRBIMRNC IR A 2% T 5 2 & ([&
LI L OMEI EOVEE (5.4) ), THFEDEMTOMREN (8.1, 83)) /).,
© FIMERSI RS KO/ MR & E e A BRI E & SIS L, & Db, A
FIE T X 7 LA R 7 F 1 71T ko TULRN MEREVE 2 4 U 7=
F F IR P ERHE R ORI B ARIELZ 1000 {8/ L AT T dH D BE T

BB\ NS D 2 & ([HEB L O EoEE (6.1)) 24,

- TANTOREIE, AFOEENT L ORIEPICEEEARE L, HEL Y
BIS U CHEET Do (THELBL O (2.5)), TEHE L O L
DI (5.2)) 2/E),

« CMV Ml DB 1L, AANC L DIFEPICREBREZ A L, o
HEREOT-DICIRBRE 2 HEICZ T2 28 (TFIEA (6.1 /).

23 ERLGBEHMEORAZREIZEITS CMVRBEXAROZOOHERE
AR B RRRE R IR 2 ARAN O HESE I A Sl Smg/kg (1 REH
LT C— @ CHE) ¢, 12 B o 5RIE T 14~21 B S5 T 2,
HERE & WIS O ARFIOHESSHER FH 813 bme/kg (1 RfHILL RIZH 7
ST ERECHE) <, B7AM1IA 1, /21X 6mgkg 2 5 A 1
A1EEGT 5,

24 EEBHEODHEABIELIEIL FTOCMV BREDFHO-ODHERE
A& - B R R (kg 2 ARKI O HESEI F Fo L Sme/kg (1 R[]
PLEDNF Tl B CER) T 12 FEE OB G MIE T 7~14 AMES T 5,
MEFFH & - WIHNERR R OARA OHESEHERE F 1 Smg/kg (1 L B2z
ST—EHETHE) <, W7HEM1AB 1M, £7/21%6mgke & 5 AR 1
A 18, Btk 100~120 A £ THE5T 5,

25 BEEORABREIIEITHHERS
BHREREE R IC oW T, CMV IR S L OB L v = MIBIT
CMV FHIE T D720 OARFIOHELEH B3R 1 22T 5 2 &, BHhErRE
ERHTIL, HEREETTEEIC T 5 - OB KOV TIC s 7 LT
FoVREEII VLT F =7 VT 7 RABFEIRS R T H 2 &,




XI. £E&H

B O &

2.6

F 1 EREFRNEE T 2 05 L OHERHESE T &

LT F= AHD HIHA D= D AHl D HEFFD = b D
7T A IR Be5- [k HERRH B 5- kR
(mL/min) (mg/kg) (FFED) (mg/kg) (KFED)
70 DL E 5 12 5 24
50~69 2.5 12 2.5 24
25~49 2.5 24 1.25 24
10~24 1.25 24 0.625 24
. MARENTZ I MRENTZ I
10 Kiwi 1.25 i 3 [l 0.625 i 3 [l

k 7 LT F=0 s U T T URAE, TROARICE > TiEZ L7 F=0 L
HRH D,
JVTF=r 7 VT 7oA (B = ((140— ) XkE (kg))
{(72x 1§27 L7 F =1 (mg/DL)}
VT F=r 07T R (&) =0.85 X BHEDH

MEHENT 2% T 5 B
MIRENT 2% 1 TV 5 BETORFI O ML, # 3 [T 1.25mg/kg &
BN &, HERFAEIL, & MikENT%ICE 3 BT 0.625mglkg 48 % 72
WZ b, MEENTIC L Y . SEHREDSK 50% E TR T2 EBnH DD
T, BT THRTIEARKERLGT D 2L (AR (12.3)) 25),
A FR %
AFNT, EFE— 2R OB T CHIEMMR L O LT o AimirE
T 52 &, 10mL OFEY T F ARASA T NZIE, v 7 1 BV 500mg 1
MY+ 2 5483mg DH v 7 En)r N U LAEEAT S, FEfhR 5O,
WA TV OIMAIFE B X OFHERE O Z S RIS, 740 AR—%F 7L
FREGHT 2 2 L 2T 5, S TAREWIL, UTOFETHERGEHIC
T DH b
1. BEAR 715
a) A TIOVICIREES K (USP) 10mL Z7EA L, WSSO AR
EERET D, ST A X VREFRT AT VL G E S K
EHEALRWI &, ZhUE, KA EITRGTE T, (REEE 7
HEMEN B 5,
b) ARIEHZ +50TIR S B T2/, T EERNTIES = &, B
ARG O D TR FITH Z &,
¢) R ~ED ZHNZ, BRI E R X OEGIZ DWW TRERIR %2 B
AT 5, BDRWE 73 E AR H - 2T ONRA TV EFE
95,
d) A TV OFERRIZER (25°C (77°F)) T 12 HFMZETH
Do WETITWBRITE L2V 2 &, FRRARIE O A0 R PEsE
HT L,
2. MR 7 15
a) BEOEREIZESNT, Kk (Fr v 7 v EAJRE 50mg/mL) OF
HGEMYEE N TANGHREEIY , g 1IRRILL RS Tl
7% G 100mL) (x5 2 &, 10mg/mL #1485 MR O
IR T E A2, 0.9%H kT P U AL B%T XA hr—RZ, U
TR, BROILEMY 7k (USP) 72 & Offikix. ARARIR
LW EU LR TARTAENE D D EHIET LTz,
b) AANE, BREEH A GEEFENE) CIEfEIz 0.9%E(L) F U o A
TSR F 7213 ERRICBUE O ORI TS HICAHIR L., MG 0 )
A7 FWEIRT D 7 A IR 24 BEILINICHE 35 2 &, FIRESh
SRR IS (2°~8°C (86°~46°F)) T 52 &, M LARWNT &,
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MAEEOHE 27 BIRVWBIUEE
AAIDOBINE ORI CITER AT 5 2 &, ARANERIE 7 v U
THbH (pH 11) RENRUE & B G F 7= IO Bt AR 522 &, b L
PN B o 723G AR E 723K CRUEICEEV . BIEEDK TRURIIZ e
THZ L, 74/’<T PFINPREERT D2 LTS,
7 a EVIEHN AR ORE G8EMES LOERFNER L) O—E 2 i
25 DT, PUEBERIZHT D04 T4 N 2B K OBEIEZ E 8
THI L, HEMRRORMERIEERET 2 2 & (THHHERE - 5K Ok
W EOVEE (16)) Z/8),
3.5l - &=
RIEH - T 7 a el 500mg (BEEEZEOANSA 7RI A MHR) %
Gt A G T VBB A BRI OB E IS K (USP #3EM) 10mL %
FEANBIET 5, FIRMRFP O T v 7 v BEVREIL 50mg/mL TH 5 ([HL -
fiE (2.6)) /).

DailyMed [GANCICLOVIR - ganciclovir sodium injection, powder, lyophilized, for solution (Fresenius Kabi
USA, LLC). 2022 % 12 H k7T <httpsi//dailymed.nlm.nih.gov/dailymed/druglnfo.cfm?setid=35addab5-09
db-4f8a-9c69-6fbce33ecc37> (2024 48 H 28 HT7 7 & A)] LV

BN T DFE TR

R4 Cymevene 500mg powder for concentrate for solution for infusion
24 Neon Healthcare Limited

K - & & WAl 500mg

BRE S O R ARHENL, AR L2 UL EOFETLU FOBRICHEIETH D,

%rr BEHETCOYA M ATa T4 LA (CMV) EYEDIRE

- SRYEERIERE ISR (B BRI IR LR IER) CO%ATIREIC
X% CMV BYSSE D T Bh
AFNL, L TFOIBEIZOWTAEEND bIESETH 5,

- SRYIEHRIERE IR (B B R E T IR b RIER) Co—m TRl
HEIC X D CMV RIETED P

PLUA N AROBEUMEFICET AR A X A EEBETAHZ L,

FAYE B OV &
CMV EERAE DB
IE 1 ERERE DN 5 L OF 12 LU D B
« PITEYE © A Smglkg & 14~21 HRCHZ 0 12 B Z &2 1 RFRILL BT
THRIMEEET 5,
© HEFFIRIR : BRY A7 O DREAREREIZ OV TE, MIRHAEE L TET A
fil1 B 1M 5bmg/kg £7213E 5 Hif 1 B 1[0 6mg/kg T 1 REMLL DN THidi
FHE 2 JEf T 2 AIREMED B 5, HERHER O WIFIZEFE RN HRE L, SR
WHA RTA LSBT LHI L,
< RBHEITOIRIR « oy 7 v BV X BHERHRIR £ 72 13RIy
£V CMV EGHENHEIT L TV D EBE L, FINEHRL U2 X - THEET
DAREMEDR B B,
MDY S 12 3K F TN -
BRER CTATTEL/NET —4 % 51 BX B2 THIZFH T 228, ARETOHELRE
FHLAR,



https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=35addab5-09db-4f8a-9c69-6fbce33ecc37
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=35addab5-09db-4f8a-9c69-6fbce33ecc37

XI. £E&H

B O &

FITREIZ & BIER BREBEDEAND £ U 12 G EDELE TD CMV BERIED F

IE B ERE DN 5 L OF 12 i LU F D FAE

-« PIHIEHE « AA bmelkg & 7T~14 ARICIH 720 12 B 2 & 12 1 BRLL Bt
AR,

c MERFIRME B 7 B 1 B 118 5mg/kg F7/-1308 5 BRI 1 B 1[0 6mg/kg T 1
ML B S #E, MEFHEROMIMIL. CMV EIYED Y A 7 (2o % | Bl
DIRIBEHA RTA v 2BEICTHI L,

DB 12 K F TN JTEM] -

RS CAFTTEL/NET 2% 51 BLOB2 HICRH T 228, AR TOHELE

FIET R,

—RREGFGEIZ kB CMV BEZHED F

16 f 2 2 BN I L VNI

W7 HM1E 10 5mgkg 7213 5 B 1 B 1[0 6mg/kg T 1 RERILL 0 A

i, BGHIEIE. CMV IEYED J A7 123 &, BB ENA KI4 0%

ZEBILTH L,

DS 16 Ll T o/ JEEEM] -

1ML B siHE L LTHRG I 7 e e voHfst 1 B 1 EF &,

Mostellar BSA ((K#FEFE) Rk D BSA, B X O Schwartz st X 5
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8.1 Pregnancy

Risk Summary

In animal studies, ganciclovir caused maternal and fetal toxicity and
embryo—fetal mortality in pregnant mice and rabbits as well as teratogenicity
in rabbits at exposures two times the exposure at the recommended human
dose (RHD) /see Data]. Although placental transfer of ganciclovir has been
shown to occur based on ex vivo experiments with human placenta and in at
least one case report in a pregnant woman, no adequate human data are
available to establish whether Ganciclovir for Injection poses a risk to
pregnancy outcomes. The background risk of major birth defects and
miscarriage for the indicated populations is unknown. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in the clinically recognized pregnancies is 2-4% and 15-20%,
respectively.

Clinical Considerations

Disease-associated maternal and/or embryo—fetal risk

Most maternal CMYV infections are asymptomatic or they may be associated
with a self-limited mononucleosis-like syndrome. However, in
immunocompromised patients (i.e., transplant patients or patients with
AIDS), CMV infections may be symptomatic and may result in significant
maternal morbidity and mortality. The transmission of CMV to the fetus is
aresult of maternal viremia and transplacental infection. Perinatal infection
can also occur from exposure of the neonate to CMV shedding in the genital
tract. Approximately 10% of children with congenital CMV infection are
symptomatic at birth. Mortality in symptomatic infants is about 10% and
approximately 50-90% of symptomatic surviving newborns experience
significant morbidity, including mental retardation, sensorineural hearing
loss, microcephaly, seizures, and other medical problems. The risk of
congenital CMV infection resulting from primary maternal CMV infection
may be higher and of greater severity than that resulting from maternal
reactivation of CMV infection.
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8.2 Lactation

Risk Summary

No data are available regarding the presence of ganciclovir in human milk,
the effects on the breastfed infant, or the effects on milk production. When
ganciclovir was administered to lactating rats, ganciclovir was present in
milk /see Data/. Advise nursing mothers that breastfeeding is not
recommended during treatment with Ganciclovir because of the potential for
serious adverse reactions in nursing infants /see Warnings and Precautions
(5.1, 5.3, 5.4, 5.5), Nonclinical Toxicology (13.1)]. Furthermore, the Centers
for Disease Control and Prevention recommends that HIV-infected mothers
not breastfeed their infants to avoid potential postnatal transmission of HIV.
8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Females of reproductive potential should undergo pregnancy testing before
initiation of treatment with Ganciclovir /see Dosage and Administration
(2.2), Use in Specific Populations (8.1)].

Contraception

Females

Because of the mutagenic and teratogenic potential of Ganciclovir, females
of reproductive potential should be advised to use effective contraception
during treatment and for at least 30 days following treatment with
Ganciclovir /see Dosage and Administration (2.2), Warnings and Precautions
(5.4), Nonclinical Toxicology (13.1)].

Males

Because of its mutagenic potential, males should be advised to practice
barrier contraception during and for at least 90 days following treatment
with Ganciclovir /see Warnings and Precautions (5.4), Nonclinical Toxicology
(13.1)].

Infertility

Ganciclovir at the recommended doses may cause temporary or permanent
female and male infertility /see Warnings and Precautions (5.3), Nonclinical
Toxicology (13.1)].

FRHEL L (SPC) *2

4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Fertility

A small clinical study with renal transplant patients receiving Valcyte for
CMYV prophylaxis for up to 200 days demonstrated an impact of
valganciclovir / ganciclovir on spermatogenesis, with decreased sperm
density and motility measured after treatment completion. This effect
appears to be reversible and approximately six months after Valcyte
discontinuation, mean sperm density and motility recovered to levels
comparable to those observed in the untreated controls.

In animal studies, ganciclovir impaired fertility in male and female mice and
has shown to inhibit spermatogenesis and induce testicular atrophy in mice,
rats and dogs at doses considered clinically relevant.

Based on clinical and nonclinical studies, it is considered likely that
ganciclovir may cause temporary or permanent inhibition of human
spermatogenesis (see sections 4.4 and 5.3).

Pregnancy

The safety of ganciclovir for use in pregnant women has not been established.
However, ganciclovir readily diffuses across the human placenta. In animals
studies ganciclovir was associated with reproductive toxicity and
teratogenicity (see sections 4.4 and 5.3). Therefore, ganciclovir should not be
used in pregnant women unless the clinical need for treatment of the woman
outweighs the potential teratogenic risk to the foetus.
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As a result of the potential for reproductive toxicity and teratogenicity,
women of childbearing potential must be advised to use effective
contraception during and for at least 30 days after treatment. Male patients
must be advised to practice barrier contraception during and for at least 90
days following treatment with ganciclovir unless it is certain that the female
partner is not at risk of pregnancy (see sections 4.4 and 5.3).

Breastfeeding

It is unknown if ganciclovir is excreted in human breast milk, but the
possibility of ganciclovir being excreted in breast milk and causing serious
adverse reactions in the breastfed infant cannot be excluded. Animal data
indicate that ganciclovir is excreted in the milk of lactating rats. Therefore,
breastfeeding must be discontinued during treatment with ganciclovir (see
section 4.3).

%1 : DailyMed [GANCICLOVIR - ganciclovir sodium injection, powder, lyophilized, for solution
(Fresenius Kabi USA, LLC). 2022 4 12 H k7T <https://dailymed.nlm.nih.gov/dailymed/drugl
nfo.cfm?setid=35addab5-09db-4f8a-9c¢69-6fbce33ecc37> (202448 H 28 HT 7 & A)] L Y

%2 : eMC [Cymevene 500mg powder for concentrate for solution for infusion (Neon Healthcare
Limited), 2023 4F 6 A T <https://www.medicines.org.uk/emc/product/10242/smpc> (2024 4=
8H 28 HT 7&A)kY

aE |
F—=A T U T 5
(An Australian categorization of risk of drug use in D (202448 H) *!
pregnancy)

%1 : Prescribing medicines in pregnancy database(Australian Government)
<https!//www.tga.gov.au/hp/medicines-pregnancy.htm> (2024 8 H 28 H7 7 & X) kX1

2 HOME

F—ARNZUTOHFE D
Drugs which have caused, are suspected to have caused or may be expected to
cause, an increased incidence of human fetal malformations or irreversible
damage. These drugs may also have adverse pharmacological effects.
Accompanying texts should be consulted for further details.

(2) NERFEA~ADEREICET H1FH

AFIZEB T D 19.7/8NEE ] OEOFEIZLLTFTDO LB TH Y | KEOTRAT SCE K OB
g (SPC) L35,

9.7 INR
TR 5 X DD AR OVEFRF LD ATREMEN H D Z L A EEICEE L., {BFE LD
BIEMENGERMELZ S S SN2 EAIcoRrEkETH 2 &, NEE S E LT
EERERBR I EM LT uy, [1.8, 5.1, 15.2.1, 15.2.2 ]
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Safety and efficacy of Ganciclovir have not been established in pediatric
patients.

A total of 120 pediatric patients with serious CMV infections participated in
clinical trials.

Granulocytopenia and thrombocytopenia were the most common adverse
reactions. The pharmacokinetic characteristics of ganciclovir after
administration of Ganciclovir were studied in 27 neonates (aged 2 to 49 days)
and 10 pediatric patients, aged 9 months to 12 years. In neonates, the
pharmacokinetic parameters after ganciclovir intravenous doses of 4 mg/kg
(n=14) and 6 mg/kg (n=13) were C,,,, 5.5 = 1.6 and 7.0 = 1.6 mcg/mL,
systemic clearance 3.14 = 1.75 and 3.56 = 1.27 mL/min/kg, and t,, of 2.4
hours (harmonic mean) for both doses, respectively.

In pediatric patients 9 months to 12 years of age, the pharmacokinetic
characteristics of ganciclovir were the same after single and multiple (every
12 hours) intravenous doses (5 mg/kg). The steady-state volume of
distribution was 0.64 = 0.22 L/kg, C,.. was 7.9 = 3.9 mcg/mL, systemic
clearance was 4.7 = 2.2 mL/min/kg, and t,,, was 2.4 £ 0.7 hours.

Although the pharmacokinetics of Ganciclovir in pediatric patients were
similar to those observed in adults, the safety and efficacy of ganciclovir at
these exposures in pediatric patients have not been established.

BN gEsE (SPC) *2

4. Clinical particulars

4.2 Posology and method of administration

Posology

Treatment of CMV disease

Adults and Paediatric Population>12 years of age with normal renal
function:

- Induction treatment: 5 mg/kg given as an intravenous infusion over one
hour, every 12 hours for 14 - 21 days.

- Maintenance treatment: For immunocompromised patients at risk of
relapse maintenance therapy may be given. 5mg/kg given as an intravenous
infusion over one hour, once daily on 7 days per week or 6 mg/kg once daily
on 5days per week. The duration of maintenance treatment should be
determined on an individual basis, local treatment guidelines should be
consulted.

- Treatment of disease progression: Any patient, in whom CMV disease
progresses, either while on maintenance treatment or because treatment
with ganciclovir has been withdrawn, may be re-treated using the induction
treatment regimen.

Paediatric population from birth to < 12 years of age’

Currently available paediatric data are described in sections 5.1 and 5.2 but
no recommendation on a posology can be made.

Prevention of CMV disease using pre-emptive therapy

Adults and Paediatric population> 12 years of age with normal renal
function:

Induction therapy: 5 mg/kg given as an intravenous infusion over one hour,
every 12 hours for 7 - 14 days.

Maintenance therapy: 5 mg/kg given as an intravenous infusion over one
hour, once daily on 7 days per week or 6 mg/kg once daily on 5 days per week.
The duration of maintenance therapy is based on the risk of CMV disease,
local treatment guidelines should be consulted.

Paediatric population from birth to < 12 years of age’

Currently available data are described in sections 5.1 and 5.2 but no
recommendation on a posology can be made.
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Prevention of CMV disease using universal prophylaxis

Adults and paediatric population > 16 years of age:

5 mg/kg given as an intravenous infusion over one hour, once daily on 7 days
per week or 6 mg/kg once daily on 5 days per week. The duration is based on
the risk of CMV disease, local treatment guidelines should be consulted.
Paediatric population from birth to< 16 years of age:

The recommended once daily dose of ganciclovir given as an intravenous
infusion over one hour is based on Body Surface Area (BSA) using the
Mostellar BSA formula and creatinine clearance derived from Schwartz
formula (CrCLS), and is calculated using the equations below. The duration
of universal prophylaxis is based on the risk of CMV disease and should be
determined on an individual basis.

Paediatric dose (mg) = 3 x BSA x CrCLS (see Mostellar BSA formula and
Schwartz Creatinine Clearance formula below).

If the calculated Schwartz creatinine clearance exceeds 150 mL/min/1.73m?,
then a maximum value of 150 mI/min/1.73m? should be used in the equation:

Height(cm) x Weight(kg)
3600

Mostellar BSA(m?) =\]

k X Hight (cm)
Serum Creatinine (mg/dl)
where k = 0.33 for patients <1 year of age with low birth weight, 0.45 for
patients aged < 2 years, 0.55 for boys aged 2 to < 13 years and girls aged 2
to 16 years, and 0.7 for boys aged 13 to 16 years. Refer to adult dosing for
patients older than 16 years of age.
The k values provided are based on the Jaffe method of measuring serum
creatinine, and may require correction when enzymatic methods are used.
It is recommended that serum creatinine levels, height and weight are
reviewed regularly and the dose amended as appropriate.

Schwartz Creatinine Clearance(ml/min/1.73m?) =

% 1. DailyMed [GANCICLOVIR - ganciclovir sodium injection, powder, lyophilized, for solution
(Fresenius Kabi USA, LL.C). 2022 4 12 H 47T <https://dailymed.nlm.nih.gov/dailymed/drugln
fo.cfm?setid=35addab5-09db-4f8a-9c69-6fbced33ecc37> (2024 48 A 28 H7 7 & A) kY

%k 2.eMC [Cymevene 500mg powder for concentrate for solution for infusion (Neon Healthcare
Limited), 2023 4 6 H t&zT<https://www.medicines.org.uk/emc/product/10242/smpc> (2024 4= 8
A28 H7Z7k&A)]1kY
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