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Z E. cloacae* 151 4 25 65 4 11 4 38
[@; Serratia™ 143 1 2 25 84 9 1 1 20
kMR 161 1 1 4 14 71 70
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2A6. 2B6, 2C8&9. 2C19, 2D6, 2E1, 3A4) OREE LM ONRFITHT L, /mF L7 x=a—1

DOIREREZBEF LT, TORE, CYP2C19 (LE : S A7 ==hA V) OAEEANR OGN,
(L& EL



QWEEBNENHERUZDEE
Y L7
DORBVOEFEDFERULE
REIANTEAL S 20, SLE A L7 28,
G)EMERBMDRERN/NT A —4
Y LR

CHE Ot
(1) BEH BRI B R BR
7
(2)BEitt =
ZYERR L
<BZEZ . HNBEAT—E2>
TR A 3 A IAA] (CP 1g fAME) Z#HEL., 0~24 B £ TICRPICHRE Sh - = F ofbam a2l
LT, PRI BB D 65.8~72.2% CEHMHE : 69.1%) ThH -7z 29,
<BEZ: NEAT—4 #EOERS5) >
OGRS T D CP OFRitERIE, AW FRlIE TG EDOK 10%. (LFRIRIEIC XL D &K
90% T 5, ZIUIRFIIIRED O CREAZRIREI NS Z LA RL TS, CP ZEHEMAIC 1.5g £%
5 U 72RO FEMERL O JR R 1T 9 BEfE] & C 70~200ug/mL T 5, IRANPEINL, R AIZ CP 1g &
OGS D 5% 21 ] F COPEMEITIENR 1.3Tmg THLI N WA &0 5 & 26.8mg Th 5 30,
()R E
Y ERR L

S U RAR—42—IZET 515K
MG RER L

. BREICKBRBRER
(1) REE
MEE R L
(2) ML B AT
M EE R L
<BE HNBAT—E>L257 )T 70 A KIETMEEN O FE
BEARERONALREHTH 2EFICKI L, aNIBE7 0T A7 = =a—)LEGEIT 8 FMATC, £ 20 &
O 26.1mg/kg/day FHIRNEE S L7, MAREIXEEERIE o~ 8777 0 —IZ KV E LTz, @07 1
TALTz=a— VORI VT 7 AMEIZENEN 162.2 X118 mL/min TH Y FEBNREOLE 7 VT Z
Y AME (102.9 XY 69mL/min) £V ZNEIL 58%.T2% @M >Tc, 71T LT = =a—/LOEHERERIL
0.52 XL 0.31 THotz, BITFICHALNTZZ VT 7 ADOBINT HFAREBE BN COALEELEbRD
W7 VT T ABMO AR ST 572 BT ICEEHERF ROER 2525 2 L 2R 5 30,
QR)EEMKER
M ERZR L



VIII.

[

k=1

N
‘;||3¢

X‘f

et (ERLDIESF) ICHYLER

LA L FOHER
YL

EREETOER (RAIERZED)

(£Z] (ROBHFICEEBEELLENI L)

MR T L CWSBE (/10757 = =0 — VR ERICHEARREG M, FRENRD, /R

HFOEE TEMNRMEEEORERRE SN TS, ]

2. ARHAERER, FiAER [7e 7 a7 c=a— Lim&HRGIZE Y Gray syndrome 2FIEL, £ D THENE
EBThsd, ] ( UNEEE~OEE ] OHESHR)

3. RFNDOA 5 UIBBUE DBEERE D & 5 B

4. BREHIHI AR AR O & 2 HA A R o8 ( THEER) 0ESR)

—

3. MEREHMRICEHET SERALDOIE L ENEH

[V.13hEEX TxNER 1 &0

4. RERUVREICEET S2ERLOIE L ZDEH

5. RERERBELEZDEH

6.

'V2REERVHE 2R

1. EEE%(&@*%F@EEFE%?%‘&

(DT - BHSRERSE E D H A2 BF (70T A7 2 =a— LOMPEENEL 7572, BITERRBLO GRS 1
m+s.]

(2) & NEE O AR B 72 B XXIERE
T EDNH DO TBIEE AT
RGN TS, ]

() miE ( [EiE~O&E ] OHESR)

BOBRE, 2HREOEWESE (¥ I K RZIERBHH OIS
&) PiEwERG FIce X v K RZIC K 5 HI R % 78 72 i

e
H R
-
Z

p)

EEGERWIR L ZOEBHRVLERE

2. EERGERWEIE
KANCE D93V  TFI743FV—DOREZHEIITHMTE ZHENLRNOT, ROFEZ LD &,

(1) FANCBEEREFIZOWTHoRBR AT 2 L, b, UAEMEFICL ST LA —RIILTHAT S 2
Lo

) FHIZELTE, U923 v I FITHT 2 RBLEDO LD EFE LT 2 &,

Q) B Bt LK TR E C, BEZLZHOIRBIRIE, +oRBlEE21To 2 &, Kl
FTEERSBET L L,

ﬁﬁ'%ﬁ@ﬁ&:omf  TERBE RSB D & > 7o s, Z DOFEAMEICOWTORENERIZ OV TITHA

(bEFRE PR BB ZE B 2 N U EHR I 2 DR E 92903 H 5D TERRDOZ &,

(0, 3 @&)Tﬁ&iﬁf;{f‘ EHDINTF 74 T7F—2a vy BT HOTHANIYa v I B2E5TT L

N SR CEE




NE—FEROMZ &2 L TITV ., ERIRNEG-B44 20~30 4 RICB T 2 REDBIE L v a v 7 FHITHT
DXPALDf 2 DB E T 5.

(2) v a v 7 BBUTKIT HHEIEICOWTIE, HEBRO BRLE LT, TEOSE, BR, —vx7 Y
v REWIREGZ X 20k, TR ROMERF 391 LTh 5,

7. HHEER
LOHRZZ L ZOER
3. tHEEH
(D) HRAES BRALBWLIE)
EFRE
BERINHI %2 C F ATREMEOD & S A

BREREEAR - HEEHE
HREMHEER RSN D Z &N
b5,

#r - RIREF

AFNOBIWER T, HEE A ik
WEINTWD,

QFtREE L TDERA
3. HEH
Q) BtREE (BHRICEET S L)
ERIZE BRERAER - HEE A E W - BIEEF
7<) VR FUgILE 7=V CRPUEMAIOER 28R | IR AAAD Zh S OfiFER
IN7y7 Y SEBENHHOT, PFRTE | WREEEEEZHETHLEX LN T

B a I BEE RE D LN 431 ER
LA bib59252 L,

W5,

RILRZJLREBEZRFOMAERETE
VA=V, %= DA N
A4 VR VELE|

RO MpERE TH, AR Y RA
OIEE FERA AR S TS 2 L
NhHHOT, JFAT LA,
B 2 Ot B OIRIEE 438
BLEPLRETDHZ L,

AFND 0 B DORFHEM R 2 [
FEITHLEZLNTND,

Jyo2r7vELY

AFN O M PR RS D Z LA
b5,

V77 TN HIEE S
FHEL, AFORHETTET D EE
ZAHNTWA,

25 0ORRT7 I KKHY

I RRAT 7 I RARFOEM
EWHIELIENDH D,

AFNNT 7 aR A7 7 2 KA D
PR EZEEL, 7R
AT 7 2 RKFTE A D Rk
ERAOSEDLEBZ LTV,

AR RLEY—F

A N MLV — FOEAEHERE
THrBENRH D,

AR A B b Ld— b &g
FRE A EAL CREHL L, bR i 5
ANbMLXY— MNEENEATDE
Ez b T3,

NILEY— LBEEEER
Tz )L R — L

AR O M HRE DT Z &
b5,

SNV R — VEEFE SRS T IR A
REFHE L, AR ORB % TS
brEZLNTND,

LonRRY Y

I ARY OMPPEESL 5
SHDHZEBH D,

BT R NARRFIAR S 7 1 AR Y
VO HIRER EILET D L5
ZABHITWVWA,




. BlfEA
(DEIERDOHE

4. BlfER
ARFANIAE A pIAR T AR S D R 1 T I8 BUBRURE 23 B & 70 DR AL 2 S M L Ty,

QEXRZEIER & B

4. BlEFA
(1) EXGEMER (WA AR
) BEFBMEM : HAEABMENAH LD Z ENH DO T, MEHREEZITH 2L, BlEE2+0IcAT
W MR IC R E BRD NG AICITE LIRS 2RI L, EURREE(TH 2L,
2) Gray syndrome : ( /N~ E | OIS
3) MIEL, REMER  RHIREICED | SRR SUIRMIHFRRR S LoD 2 ENH LT, B4
AT, RO R MO L OSSR ERENRD bNGEICITE IS 2 Rk L, #Y)
TRIE AT O T &,

() E DD EIER

4. BI¥ER
(2) Z DD EI1EF
SRR
m &ED WERIERI D I/ M E
B PR
Ees EEER, B, W, W, TR %
B B
ERRESY | i
E4SIURZE | B4 I KRZIER (K70 barerimE, HimEmes)
by BREAZRR (k. NM%k. BHRFIR, ks

D MEREZITO 2L, BlEE 2TV, MIRICRERRBO SNGE T RELHIET 52 &,
H2) wEEPILTLZ L,
13 ®E&EPILT L LRTERLEE L D 2 L,

A)IEBEREMEARREERUVEKRREERE—E
PAE) LD
G)ERER. GHE. EEERVFHOBEEERIOBERARTEE
ZMEE R L
O)EMT LILFX—IIxT 2B RUHRERE
(22] (ROBHFICEFEBEELHEWNI L)
3. AFN DRI 5 LBBUE DREAERE D & % B




2. EERGERIEE
AANCEL DL av I T7FI745F—DOREZMERICTHTE DHENROOT, ROHFEEZ LD L,

(1) FANCBAEREFIZOWTHo R 2175 2 L, b, UEMEFICEI DT LA F—EIILTHRT 5 2
&

@ BEITEL TR, T2 a3 v I FIHT2RBLED LN L iZ L T Z &,

) B HBLEN B GHK TR E T, BEZLFHORBIMRIE, Bl a175 2 L, B, & SHIREHS
FEBERSBIET L L,

N

. BlfERA
(2) Z DD EIEA

$ARE B

BEUEE 2 IR
H2) HHEEPIETL L,

9. BEE~NDEE

5 BEE~DES
FEDHICIL, ROMTER L, HEI NSRS RIR IR ET 27 CBH OREL B L) HIEICER S
THI L,

(1) FpE TIAEFBEENME T LTV 2 2 e A Z ANERARILLRT 0,

@) milE TR e Y I KRZICE D HMERD S bbb Z L b,

100305, Eiw. BRILRFAOKRE

6. itiw. EiR. RILFEE~DEE

(1) S0 ST L TV S ATRENED & D NI, 1B O R EMENfERIEE ERID B S 258120
BT D2, [BER (FR) ClFEE, BIEOEFROETSEOMRBHEENRE 9SN T 5, ]

(2) FALI R QMR R M O NI -T2 BN S 555121, I XIBE~OBIT2EETH 2 &,

1L/PREADES

7. NEEADES
HAERER, FrARIEE S Lisnwz &, [Gray syndrome (BEEIIZARICHAE DImiE, T, BEHEA.
ML, PRREEIRSE) bbb, ]

12 BRRBRERRICREITEE
L7

13 B85
DR L




4 EREDTE

8. WALMDIEE
(1) BERE : RN ICOAERT L2 &,
(2) FR&UEF -
1) TAESRIE DRI H 2> T, TURA L N T U TINTHDIN, T TIVOEEE T X ) — L% T
HRL T, Iy FT2ZEREFELLY,
2) ARAI 1A T VZEAT O AARIERF RS K, ITHARER 7 B ORI e & OWRERE N Z | %
MTHRE D LIRS 5,

N %2 VRFRIR DAY 2 &
1g (j]ﬁﬁ) =R
13 7 TR LT 10mL B

F R U SR A S S B TR L TRE L TH S Lo R 2R,

@) FTEr : EHOHEITTE L7 ES L (1Bl B2 C) FRIRNICTER 55, FEFHBAL, D7
BZOWTHAEET S &, (B, M IFRREZEZT 22038 5,)

(4) R7ERE : AANOWWHIL, TTRBHCHMEOEZ R T D0, IFMERERORGE L2 b O TS 7l
AT DD, LNLIOHEICHHNTHERL, HHIXS Lo kn., BLERMOA
ClebODOERITEET 52 &y

15. ZDH0EE

9. TDOMDIE
AFNOEEICE LTk, EMAICITEEE, B, MiREORELITI 2 ENEFE LU,

16. £ Dtk



IX. JEERPREERICRII S 1HE

1. FEHER

2.

3)

(DEMDZEEAE ( [VILEDEEB(ICETHIER M)
(2)BI kA SIS ER

LB R L

T e EEHER

FEERR L

<5E>

i s 2 o5 & L 72 BRBRARRR C I, 5 HLOigk (10 5g/mL) | 5 A (10 4g/mL) | 4 B4 (107 3g/mL) |

fE (10mg/kg) KO (10mg/kg) TIHREITRD ONRWA, RE (B) 2RICT D5 & MO
(10 4g/mL) 340, FHE (2X 10 4g/mL) (340, #H Hki g (10 2g/mL) 13455k, Mm+E (20mg/kg)

T TR, PE (20mg/kg) 1TMEESELERR®H 5, ZO—KEHREMN TORMEMRE (8) ZHEEMHIC

B DI/ NEFALERE & k9% & 20~20,000 5 ToH Y | 7RISR O @i g &g 5 &

2~500 5 ThH D,
L7ERoT, 787 A7 2=a— )LOIREIZL D AR ROARBENREIZE I IND T LT EAE W
bortEZOLND,

HUAME IS L REMETERRRO LN TEY ., 7eF A7 2=a— L0 EI2X ) UAEEDIKR T, ek
HERE DR TN STV 5 36360

(4)Z Dthd FEHEEER
EERR L
VEEEEEEHER
LDso fiE
H ® Eacn g Bt
7k FRARPN S 1,500mg/kg
7 v b NENEPNTESS 1,400mg/kg
ELEY B FRARPN S 1,000mg/kg
¥ :/7mI A7 c=a—)LE LTOIE,
QREHREEEHER
MEERR L
<sE>
FEAMEYE (/e FhTzoa— DT —XK) 3D
oW | BHRE PGB - B IR i S

Bl
i
1

S I | 385mg/kg/H, #H 2]
w2 | F 1 [100mg/ke/ A . ia 23
g P N | 250mglkg/ A,

BEICtZ 5,
LREEIER O,

E | E

@




<BE>
BB (VT LT ==a—LDF—y) mw

g ¥ | BLGRK P - B i PS
4 x % 0 |200mg/kg/H. HH 4 % AR AN TR a
B 7 |25~50mg/ke/H . WH 4 4 A HRE RO T,
¥ | R 0 |250~350mg/kg/H, HEEHZRRE 15 » AR | IRE, KMMEE, FiikicZbieL,

QR)ETEFEHZ AR
MMER R L
<sE>
IR v M7 v T A7 2 =a—)L 2g/kg/H Zf& N #E LR IRV ERLE 72 E O ENRD HiLie 39,
FIARIRF RIC 300mg/kg. it 9 H [ 2 ARARFTH, H i 2 O B A IS FE L 72/ R IR D@ Y Th 5,
ORHAEREITITRER L
Qi - RENRHHLILD
Q@I ILE OWIRA, MMFHEIAFED 2N
@RR AR, AR EES KRS L35
OA M IR D 72
O@RHA, MR DMK —MRET R ITHERERT X L 39
<BE>
EMIBWTHEREMIC /7 n 7 A7 = =a— VAR L6, BESCHAROEREFE B2 L, Wb
P % Gray Syndrome Z#3Z L72 0 | FAEROM/IMUEDZ & 7292 L1 H 5 10,
(A Z DD IFHEHE
BitE, HEEEEE
OFF ORBRIEIC L 0 IRMEZ 773,
@t MNEHEOMHEMAY O EZFRIC 1B E LR, RHeaofh NAEMEIC X 24580 5



X. EEMEIEICEHT HIER

1. FREXn
B Al B EEIRS  EE RSO FEICLVERT S &
RSy 5% L

2. AEAR X I(I6E AR
fEFABIR « 34 (LEMRBRARIZHES <)

3. BTk - REEEH
FRRAF

4, EFERFOLLEDEESR
MEBTOEREVLEDBEAICDONT
VIL14BALEDFE | &
QFEFIZTEFOIIKZWNIDOVT (BEFICBE I REWAEIESE)
<ThoLBY : FHY
QFAFIFOBERIZDOLNT
NI.14#EALEDEE] S

5. RBEHE
AR BrANA

6. B %
O/ EFoY o Or— bEEER 19 1g (J7fm) 131 T
(R - AARSER TS K 10mL 17 > 7 Vi)

7. BEOME
NRAT I BT A ()

7 - ERE
[Fl—pkoy 72 L
<BE./Q5L7zx=a—L>
Ja<A[EEE 100mg, 7 ru~A T 8 50 - & 250, 7 vu~A T RETHE 5%,
sun~AtvFrHRHK0.5%., 7 rnr~xAtF  #E 2%
Ml h 3 A7) U A%

9. ESIAEERH
N



10 WERTRBEABRVERES
BLUEIREAGEAEHA H 0 200945 H 26 H (7BAEEIZL D)
HKFRE S : 22100AMX00826
E o IHREA  sae~vAf T x— b AFRAEHAH 19604 2 A 22 H

11.EBMmEEIREFA B
20114F 6 H 24 H (lFCAEFICL D)

1238 RIIBREM,. RZERVAELEEENFOFABRVEZOAR
2001 9 H 4 H
WA e - DIRIZHOWT, ARERED TREY VASRFEE VANV A & [FFa—<7 7 I97 ) ITAH

IB.HEEERKR, BIMEERLARFEABRVTORNE
FRHlfE R AERFEAR 1975412 A 26 H
FRHlfE R AERFEA R 20044 9 H 30 H
N THIRERERRFEM AT A KT A v ) 1TSS R

14. 5B EE M
A% LR

15 BHEMRHREERICET 17K
Y LR

16.&£f#Ea1—FK

= =h e b
T HOT (o) &S B mEE | e rEsa—k
AR

yo0AvRAEFY

. : 111228302 6151401F1033 621122801
Yoo —bk IR 19

17 RR#EF LDEE
WL



XI.

X |

1. 51 AX#k

1)
2)

3)
4)
5)
6)
7)
8)
9)

JEAE Bt SRR AR G iR« HUAE R B ] O Fh| =

EITE IEDEER: 7y B o L= SR 5 12 IR—EMIG IR O JEE & IRIR—(F 5] 2013:1970-1974,
JE& )N

Goodman & Gilman: The Pharmacological Basis of Therapeutics, 10th ed 2001:1246-1250, McGraw- Hill
Robinson HM, et al. : Bull Sch Med Univ Md 1953;38(3):109-117

NEFIED - AAERKR 1981;39(1):121-134

Efuntoye MO and Adetosoye Al : East Afr Med J 2003;80(12):656-659

Figueira-Coelho J, et al. : Microb Drug Resist 2004;10(1):31-36

Biedenbach DJ, et al. : Diagn Microbiol Infect Dis 2003;46(4):291-294

Bell JM, et al. : Int J Antimicrob Agents 2002;19(2):125-132

10) Li JT, et al. : Chin Med J 1999;112(7):655-658

11) Zhanel GG, et al. : Antimicrob Agents Chemother 2003;47(6):1867-1874
12) Low DE, et al. : Antimicrob Agents Chemother 2002;46(5):1295-1301
13) Bancescu G, et al. : Indian J Med Res 2004;119(SuppD:257-261

14) Hansman D, et al. : Pathology 2004;36(2):160-165

15) Paula GR, et al. : Int J Antimicrob Agents 2004;24(1):53-58

16) Aureli P, et al. : Int J Food Microbiol 2003;83(3):325-330

17) Murray CK and Hospenthal DR : Antimicrob Agents Chemother 2004;48(5):1548-1552
18) = RIRERIEA ¢ KB L JRHE 1975;3(10):1862-1866

19) EAIEEIEAD - /NERHERIR 1967:20(11):1472-1479

20) Hodgman JE and Burns LE : Am J Dis Child 1961;101:140-148

21) Ambrose PJ : Clin Pharmacokinet 1984;9(3):222-238

22) B TFREEHIZ%> : Chemotherapy™ 1956;4(3):126-127

23) INfEEREE 1E7> : Chemotherapy ™ 1960:;8(4):350-353

24) FIEKERIED - NERHERIR 1968;21(1):39-44

25) i FARIED BRI AFIPERE 1960;14(8):763-767

26) T HEED  ANERHERIR 1959;12(9):829-836

27) SJEHUE © AARNEARMERE 1960;49(8):908-921

28) /K /U : medicina 1970;7(12):1736-1740

29) Glazko AJ, et al. : Antibiot Annu 1957-1958;5:792-802

30) Glazko AJ, et al. : J Pharmacol Exp Ther 1949;96(4Pt1):445-459

31) Slaughter RL, et al. : Am J Hosp Pharm 1980;37(8):1083-1086

32) i JEIED  AAALTFRIE R MERS 2003,51(8):497-506

33) WA RRIED> « (RIS ¥ —T /L 1999;35(2):621-626

34) [E B : Jpn J Antibiot 1970;23(4):353-362

35) ‘E IR EAE - /NEBHIRIR 1977;30(6):1001-1006

36) i Ak AR ERIRTHEE 1973:88:815-829

37) Gruhzit OM, et al. : J Clin Invest 1949;28(5Pt1):943-952



38) Saslaw S, et al. : Proc Soc Exp Biol Med 1954;85(2):295-297

39) Fritz H and Hess R : Toxicol Appl Pharmacol 1971;19(4):667-674

40) FRARHK B % - /NRRHERIR 1968;21(5):596-601

41) A HED 0 H TS 1974;16(6):901-909

42) IWAtESR, BILME " 35 1965;16(11):1359-1364

43) Mk %, BRILRED - USRS 1968;22:47-51

* [Chemotherapy] 1% 1995 LA [ H AR L7 ILE TS HEEE (Chemotherapy) | ICFEAEE STV D,

. EDDSE

B ESOE FARR T RLE, 5B 2016, B
H AR 5 05 44 2 5 i A%



Xll. 3&&%

1. ELENETORTIKR

Bodn 4 ESped =t A

Chloramphenicol Sodium Succinate for Injection USP TAUA Fresenius Kabi USA, LL.C

Kemicetine Injection T Essential Pharma Ltd.
CHLOROMYCETIN SUCCINATE INJECTION ol o Erfa Canada Inc.
CHLOROMYCETIN SUCCINATE A —A ~Z 17 | Link Medical Products Pty Ltd

2. BIMNCEB T HEERZIEFR

(2018 4 7 A BiTE)

WEIRICEE T HBMEHR (FDA . A—X 3 U T H5)

Sodium Succinate for
Injection USP,
Fresenius Kabi USA,
LLC, 2017 4% 1 H)

SaE | 2E PO
FDA : Pregnancy C Animal reproduction studies have shown an adverse
Category (Chloramphenicol effect on the fetus and there are no adequate and

well-controlled studies in humans, but potential
benefits may warrant use of the drug in pregnant
women despite potential risks.

F—A M7 VT Rk

A
(CHLOROMYCETIN

SUCCINATE,

Link Medical Products

Pty Ltd, 2015 4 10 H)

Drugs which have been taken by a large number of
pregnant women and women of childbearing age
without any proven increase in the frequency of
malformations or other direct or indirect harmful
effects on the fetus having been observed.

Fresenius Kabi USA,
LLC, 201741 A)

MR, Eiw. RIFEFICET S
H RURIN A
KE O SCE CLINICAL PHARMACOLOGY:
(Chloramphenicol
Sodium Succinate for Measurable levels are also detected in pleural and in ascitic fluids, saliva, milk
Injection USP, and in the aqueous and vitreous humors. Transport across the placental

barrier occurs with somewhat lower concentration in cord blood of neonates

than in maternal blood.
PRECAUTIONS:

Pregnancy

Animal reproduction studies have not been conducted with chloramphenicol.
There are no adequate and well-controlled studies to establish safety of this
drug in pregnancy. It is not known whether chloramphenicol can cause fetal

harm when administered to a pregnant woman. Orally administered
chloramphenicol has been shown to cross the placental barrier. Because of
potential toxic effects on the fetus (see ADVERSE REACTIONS,“Gray
Syndrome”), chloramphenicol should be given to a pregnant woman only if the

potential benefit justifies the potential risk to the fetus.




#[E D SPC
(Kemicetine Injection,

Essential Pharma

Limited,

20184210 )

4. CLINICAL PARTICULARS
4.6 Pregnancy and lactation

The use of chloramphenicol is contraindicated in pregnancy and whilst
breastfeeding.

B, AT 2AROMN LoOEE R, i, RILEFE~OEL | OEHOTRIILL TDO LB TH D,

(ERLDIE] IR, EiF. RILBFADORE)
(1) f: SUTHEAR LT D FTREMED B D0 NI, 18I LA RIE a2 LD &l Sh 2 58I oA

G¥nz &,

(BB (FXR) Tk, bk

DEFROILTFEDO IR REEN A DS TWD, ]

(2) BRI K OUEIRAR I Ot NI G- 20 EN 2 5a12d, FIT B E~OBIT2BET 52 L,

INRZFICEHT HECEL

Sodium Succinate for
Injection USP,
Fresenius Kabi USA,
LLC, 201741 A)

Hg FLEN A
KIE DA FH PRECAUTIONS:
(Chloramphenicol

Pediatric Use

Precaution should be used in therapy of premature and full-term neonates and
infants to avoid “gray syndrome” toxicity. Due to immature metabolic processes
in the neonate and infant, excessive blood levels may result from administration
of the recommended dose. The dosage should be adjusted accordingly or,
preferable, the blood concentration should be determined at appropriate

intervals (see ADVERSE REACTIONS, "Gray Syndrome").

See DOSAGE AND ADMINISTRATION for dosing information in the pediatric

population.
ADVERSE REACTIONS:
"Gray Syndrome"

Toxic reactions including fatalities have occurred in the premature and neonate;
the signs and symptoms associated with these reactions have been referred to as
the gray syndrome. One case of gray syndrome has been reported in a neonate
born to a mother having received chloramphenicol during labor. One case has
been reported in a 3-month-old infant. The following summarizes the clinical and
laboratory studies that have been made on these patients:
a) In most cases therapy with chloramphenicol had been instituted within the
first 48 hours of life.
b) Symptoms first appeared after 3 to 4 days of continued treatment with high
doses of chloramphenicol.
¢) The symptoms appeared in the following order:
1) abdominal distension with or without emesis;
2) progressive pallid cyanosis;
3) vasomotor collapse, frequently accompanied by irregular respiration;
4) death within a few hours of onset of these symptoms.
d) The progression of symptoms from onset to exitus was accelerated with
higher dose schedules.
e) Preliminary blood serum level studies revealed unusually high




concentrations of chloramphenicol (over 90 meg/mL after repeated doses).
f) Termination of therapy upon early evidence of the associated
symptomatology frequently reversed the process with complete recovery.

DOSAGE AND ADMINISTRATION:
Pediatric Patients

Dosage of 50 mg/kg/day divided into 4 doses at 6-hour intervals yields blood
levels in the range effective against most susceptible organisms. Severe
infections (e.g. bacteremia or meningitis), especially when adequate
cerebrospinal fluid concentrations are desired, may require dosage up to 100
mg/kg/day; however, it is recommended that dosage be reduced to 50 mg/kg/day
as soon as possible.Children with impaired liver or kidney function may retain
excessive amounts of the drug.

Neonates

(See section titled “Gray Syndrome”under ADVERSE REACTIONS.)

A total of 25 mg/kg/day in 4 equal doses at 6-hour intervals usually produces and
maintains concentrations in blood and tissues adequate to control most infections
for which the drug is indicated. Increased dosage in these individuals, demanded
by severe infections, should be given only to maintain the blood concentration
within a therapeutically effective range. After the first two weeks of life,
full-term neonates ordinarily may receive up to a total of 50 mg/kg/day equally
divided into 4 doses at 6-hour intervals. These dosage recommendations are
extremely important because blood concentration in all premature infants and
full-term infants under two weeks of age difters from that of other neonates.
This difference is due to variations in the maturity of the metabolic functions of
the liver and the kidneys.

When these functions are immature (or seriously impaired in adults), high
concentrations of the drug are found which tend to increase with succeeding
doses.

Pediatric Patients with Immune Metabolic Processes

In young infants and other pediatric patients in whom immature metabolic
functions are suspected, a dose of 25 mg/kg/day will usually produce therapeutic
concentrations of the drug in the blood. In this group particularly, the
concentration of the drug in the blood should be carefully followed by
microtechniques.
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4. CLINICAL PARTICULARS
4.2 Posology and method of administration

Posology

The dose administered and the concentration used is dependent on the severity
of the infection. The recommended standard dosage is as follows:

Children : The equivalent of 50 mg/kg chloramphenicol according to body weight,
daily in divided doses every 6 hours (this dose should not be exceeded). The
patient should be carefully observed for signs of toxicity.

Neonates and Premature Infants: 25 mg/kg in divided doses.

4.4 Special warnings and precautions for use

Patient monitoring

Because of its toxic nature it is important to monitor serum levels of this
antibiotic particularly in new-born and premature infants, in the elderly, in
patients with renal or hepatic disease and in those receiving other drugs with
which chloramphenicol may interact (see section 4.5).

Grey syndrome in infants and neonates

Precaution should be used in therapy of premature and full-term neonates to
avoid "Grey Syndrome" toxicity. Serum drug levels should be carefully monitored
during therapy of the neonate (newborn infant).

Toxic reactions, including fatalities, have occurred in premature infants and
neonates. The signs and symptoms associated with these reactions have been
referred to as the "Grey Syndrome". Although "Grey Syndrome" has been
reported in neonates born to mothers after having received chloramphenicol
during labour, in most cases therapy with chloramphenicol has been instituted
within the first 48 hours of life. The following summarizes the clinical and
laboratory determinations that have been made on these patients. Symptoms
first appeared after 3 to 4 days of continued treatment with high doses of
chloramphenicol. The symptoms appeared in the following order: abdominal
distension with or without emesis, progressive pallid cyanosis, vasomotor
collapse, frequently accompanied by irregular respiration, death within a few
hours of onset of these symptoms.

The progression of symptoms from onset to death was accelerated with higher
dose schedules. Serum drug levels revealed unusually high concentrations of
chloramphenicol (over 90 mcg/mL after repeated doses).

Termination of therapy upon early evidence of the associated symptomatology
frequently reversed the process with complete recovery following.

4.8 Undesirable effects




Paediatric population

Grey syndrome is a serious adverse effect that has been reported in neonates and
infants following the intravenous administration of chloramphenicol (see section
4.4).

5. PHARMACOLOGICAL PROPERTIES
5.2 Pharmacokinetic properties

Paediatric population

In infants and children aged 3 days to 16 years the apparent half-life was
extremely variable ranging from 1.7 to 12.0 hours.
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