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1. BEEICEd %A

| EICET 5IER

1. FAROERE
V7 7oy RFP) I, A% U7 OL_XTFHOWEHEIZ LV BERE Streptomyces mediterraner 7> %% 5.
E 47z rifamycin OFFEAR T, 1966 PRI & LCHZ S, RS ETIRE < b T s,
AITIE 1971 FEITHIREIAEME L LC T 77 V7 v ) OIRFENBMG SN, ZOH%, 1996 £ [
YRR ASKT D AEED BN S AL, T O FEERERIL 2009 4 3 AICARIN T WD, 7o, FEEFEES R
HKELT V7720 b7 RV 150mg) ~DIRFELZE T 2009 4F 7 AITKRB SN,
[~AanNyF VL -TETLaLrT Ly s A (MAC) HiE% & Lo IEDIRRIE | 1S3 2 2hhE T h
IBANZ DWW T, 2009 4F 6~8 H EJFRE LB DS @ WO ARKGREE < BICAFEIZ DWW TERBE ST OIS, A/
AR g, AR PR L0 EASBREICEEENMEH SN2 L2520, AR OVZEMICE L
T, BN DOHA KT A O SCHRE S 2 3740 L 72 /5 R, R A E e 2 MaER ST
2D, 3HE - RMEAFRSERLE AT A2 AMBEEICER D FRTFHE &2 & TRGRBFEEZITV,
201145 A 20 BIZARZBUG L7,

2. "HADRERFHEYE

(1) Sy 28 I AERZ B S OV BB GERE R ok L CRBEER 273 ( IVILESEREICET B 1) .

(2) D AR DOFHAERA & 1T XiitE 27872y ( [VILEDEBICET 5EEH 20) .

(3) Wit Je O DMUDKERZIE, N> & U OREEREE E L TEH STV,

@W~AaxsFVuh-TEULAaryT Ly A (MAC) JiE% & IR MERIIE HIEIC KT L, AHKZ & T2 H
DFRFE ORI MR S, ENOWEETA K74 SiZBWTHERESh T 5,

(5) HE G- CIXMPEN TERLT WO T, A L AT 2 2 N E L ([VILENREICET HEE) 21)

(6) ERZRENWEM & LT, BUEMFREDHEERNTHERTE, > av s, 7740 7% — B2, BEMEEX.
27\ —BERRE, WL L, BRI ERE ., MR AR RS O MLE & A S EE R KIBR. T
LT B ATl E (Toxic Epidermal Necrolysis : TEN) | Bz i kEIRARAE £ #E (Stevens-Johnson JEMERE) |
BRI E . REDERR M OB RRIERREOE . FLEUE (RIBMERER) | MEMMERRH bbb Z &7
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Fho, vavr, THF74 7% v— BARE, WEEBE, BOERLORERICOWTIET LAX—k
B2 ONTERY, FRICMBE RIS 2 R IE LRR ST 258ICEZ 0079 » (LR (ER
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0. AFRCEEd2IEA

Il. 2% (B9 S5IEA

1. R4
(Wf¥1 4
U757 r®h 7L 150mg
(2% %
RIFADIN® CAPSULES 150mg
()& FDHEX
—fp TV 77y Mo Lz,

2. — k4

(1d % (f&%)
U773 (JAN)

(2)F #& (@g%)
Rifampicin (JAN)
rifampicin (INN)

(3)RF L
U7 7~A v RUVEWE - rifa-

3. BEAX(TRHER

N
“CHs

4. FRARULDF=
513K 0 CasHssN4O12
& : 822.94

>

5. t%F%& (&R XIEXE

(2812Z14E,16S5,17S,18R,19R,20R,215,22R,235,24E)-5,6,9,17,19-Pentahydroxy-23-methoxy-2,4,12,16,18,
20,22-heptamethyl-8-(4-methylpiperazin-1-yliminomethyl)-1,11-dioxo-1,2-dihydro-2,7-(epoxypentadecall,

11,13]trienimino)naphtho[2,1- blfuran-21-yl acetate

6. A%, A&, BS. L5&ES
RFP. DK-233



. A4 5 HH

. AT HHE

1. MEBLFHHEE
(1508 - 14K
R AR A~ FRIB DRSS TG EDO IR TH 2,
(2)iafEE
Ko TER=RU L, AZ 7= XFxH J—)b (95) IZHETFIZ WY,

FEBKICT HBMHEMN WEMRE : 25°C
o R (mg/mL)
/A =0=1 W 216
B e = F 108
D Sl 39
A K =) 16
7 kb v 14
n--~ ¥4 0.43
fl = — 7 0.33
7K pH4.3 1.3
pH7.3 2.5
(3)KEE
L LTE AR E Rl VR AN
AFtm (DER) | HR. BER
183~188° CTHRAE L. BIRE/RM R 2R S 720,
(5)ERIR B AR B T 2
pKai : 1.7
pKaz : 7.9
(6)7BLiR%K
RMER R L

() Z DD EX R IEE
pH : 4.5~6.5 [10mg/mL %&&k]
fR{LEAL : E1/2=+0.06V (vs.S.C.E)
Miyer : [a]y +10.6° (0.5, in CHCls)
W JGHE : Elon 475nm : 187
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(NBREEHTICEITH2REN
IREE, RN ONTIEITH LD TLRETH DA, RHNERPITIRET 5 & MRFEIZ K 5 oA DS R
(ZEINT A RSN D,

PR jj { *2
rE R BEDE 0 JF D

B 4h %gigiéigfﬁ 0.9% 992.7ug/mg <9§§ﬂ§z;g>
. o5 12 » H Blbia L - 976.0 100.2
B 24 % A b7z L — 952.8 99.5
& i 2 7 A b7 L 0.9 971.5 101.4
f 40¢ 4% A b7z L 0.9 972.3 99.5
1H . 2 »H iz L 2.4 1027.4 99.7
i 25CIT5% 4 % J] LB 2.2 963.5 98.8
(E 1A b7z L 2.4 1032.4 99.0

& )
i W0CITS% 1y h RN 2.6 946.8 99.3
S 1% A el L - 1002.1 100.1
e ENEOE*3 2% A Eieie L — 995.5 99.9
5 3 7 A Bk L 1.2 989.3 99.8

OB BB R R BRI

2 ONMMEER a) BRI TE TSRO B OV AR
b) RIS E WSV

3 HI AL 1.5m, KE 1m

(2)REINRICL D ERY
MER R L

3. B OEZRAEE, T2
FEREBRE - AR [V 77y v ) 12X 5
T B E:HRRIVZrzroEYr] k5



Iv. WANCEE4 5 H

V. 2H|(ZBHd 51EH

1. &l
(1) DX B
71 7' LA
(2)HFN D/ ER B OHEIR
& S
HRIE4 HT 2K HX

Fyo7 RT A —

Vo rov Vol % = SR
71 7%V 150mg (3%) AW AW
%158 | fy229
B)@#Aa— K
AN
4)EF DM
AL v/
(5)% Dt
Al v/
2. WHEIOERK
(MAEDS CEMRES) OEERVHMA
e By I
fimtre—2 KEHEE Fe¥xd 7o
B2 LB 7 ;ifi§;3&%;§;§%i?i§%

U777y (HF)

150mg (Jy1fh) IEfig= 27 b

BTN T F TS Y
A, R 102 5, HEE s S, HE1 5

H 7L 150mg

QEREFEDRE
AN
B =2
M Ln

3. RTBBRDOEHEVRE
RN

4. #H @
FR ENT- I D 93.0~105.0% 2% T 25 Y 77 B2 (CasHssN4O12 : 822.94) A& ie,

5 BAT HAREMED H B KW
X UR, NAFY RIE



IV. BFIZRE4 5 IEH

6. HFEDEEEFMHTICEITHIREML

(Feemdt . PTP - 7 A3 —-45. f-4)

PRAFHIR PRAFSRAE TAETERE O
34 25°C/60%RH ¢ SR el L*
3% H 40°C/75%RH Febalds b7z L
3#»A 25°C/75%RH PTP ke L
3 % A ENHOL PTP b7z L
30 A 25°C/I75%RH v — LK b7z L

7. AEERVBREDOREN

A= RO

8. fhFl & DEEAEIL (WMEILFHEIL)

%Y L7an

9. AHtE

HE TV7rorvy b7k I2k2
(GRERTEIZK 900mL Z Vv, o —ZFEH LT, NRALEICLY,
DORHFRIT 80% LA E, )

10.5% - A%

* BRI R SMEL aRlER, SR

(NEENSRELGESR - A, NENRRERS - BEICHEYT 51ER

Y LR
a %
Offi = /NF)
(PTP)
QB)FiREE
L
4)BHEOME

100 B 7k
100 7 7+ (10 51 71 X10)

PTP : NV E =L, @&

B TR (B [ GRS

M. BRI’ INDEME

FY L

12.Z Dt
AR

57 75 BlESCRERZIT O & X, 45 0[]
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1. ®heEE

AEICET 51EB

XIFHE

(EIGEE)

&

BIZBRMEDTA AN TUILE

GERSIED

fif

fE

e Y

3. A

BERRUVFOMOERE. <A ANITFVIL-TEYLAYTLYSI R (MAC) EZ2ECEREZEREER
Nt R

SEEX I RICEET 5 E
EIN TN

ERUVHAE

(MARZERUVAEDESR

(R 2 Dt DOFEIE)

A PN =N )77/5//&L1u@%mm(ﬁﬁ)%151E%H%D&5ﬁéotﬁb\@@ﬁm
HoOdH L5613 2 ARG TH L, FAIE UCHIRRTZEMERR S & L, Fis, BRI K EEEET 5,
Tz, MoFREEAlE OPFHBEE L,

(MAC fEZ BT IEfai B R iE)

BERANCE, V77 LT 1E450mg (Hffi) 2 1 H 1EEHRA&RET 5, RIS LR
ZefgRsie B & L, Fls, ER, AREICK Y EEHERET 528, 1 AARKEIT 600mg (i) 22720,
(/\‘/t iR

AN, V772 LT 1E600mg (i) 2 1 4 AIZ 1~2 B E 721 1[5 450mg ()ff) %
1H1EMEA&EOREGT 2, JRATE U CHIRRIZEER G & L, Fl, JERICK VEEERT 2, £/2, o
i UHEAEDEHT S Z &,

QUAEAERUVHAEDRERZRE - R

RERVRAEICEEY 5EE

7. BERUVAEICEEY 5FE

(MAC fE # ST IEER MM EE)
BGBAARE . B HHIR, OFHERFICOWTENAORFEFTA KT A4 V9% FHO
L. 535z &,

Tf
=
R
)
¢

fiz
.
%

E
A RTA V" EORFTOERESZEZICT D LI GRS OV UL, FEREPEDTER BHE 2585 & A3 2 thAl o Fe
7%% L/f\_o



V. 1BRICEEd HEH

5. ERERAAE

MEERT—2 /85—
AN
(2R ER
MR L
QR)FERGIERAR
MR L
(4)RREEHIEABR
1) BINEREEAER
ZUERR L
2) REMHER
ZUERR L
(5)EBFE - REERIHER
MR L
(6);a A F
1) EARERE (—REAKERE. BEEARERE. EARBELERAE) . RERTET -2 A—XA
. HERTRERZRONE
MR L
2) RRFHLELTERFEOANERXIEERL-AE - HBROME
FERABERAE W\t UR) 2
N IREE ZRGIC LTI AR A 1T, BEH R T IC W T S Ef & ATRe 72 R 0 INEE L |
LM OHEHEICOWTHRETT 2 2 &2 B 199744 H 1 B2 5 200343 A 31 H & THEhE L 7=,
AKRMEICBNTY 77 B IAREZ G 5 WHMEH SNz, 118 filf#d Sn-BHEMIT 22.9%
(27/118 ) T, FERBIMEMITBE AR, RHFOBGEE 5.1% (6/118 ffil) Th 7=, A b
SIER] 116 BRI 2 H2h%IE 90.56% (105/116 #)) Th o7z, Fiz, ZEAITKT 2 H %L 89.7%
(96/107 #1) . DEBRUIHT D HZIHIL 100% (/TH]) Thotz,  [(FHHFEKTHEE)
(7)Z Dfth
(g% R U7 D O#ERE)
PUTIC, ENIZEBIT 2 RENRIBIFRGE 2 R,
1) FhifEk
MELARE
@ JEZEEE 221 B RFP - INH % 6 » AMOFH L, S HIZINH 25T 3 » HREIEH9 » ARG L
A, BESRTHEER] 46 BT 5-BMA 2 » A NS EBIFEEM L (B3%) L. B 1.5 EEE LE-
182 IO FHEE =1L 1.1% (2/182 i) T -7z .
@ FICZEMEEIZRFP-INH - SM % 3 » HHEAPFH L, S5 RFP - INH #4H, SM % 2 [Elf
ML7Z%E. 6 v HHAOERMHE(ER (58) 1399% (97/98 ffl) Tholo, £z, WiatE(biz 6 » HH
B GRE e ON 12 o A G RF OB T 1R 36 » A £ TOMPEERIL, ThEih 2.3% (3/128 ff)) K OY
0% (0/124 #]) Toh o7z, FREWEMIZ, BIUMET. FIHY ., ODEVOEFNLNLLEI 6.3% (8/128
#l) . 7.3% (9/124 i) ToH-7-9,



V. BRICEd 5

@ LIHBMEDZERBEE I RFP - INH 24 H, SM #i# 2 8] CUX EB 24 H) 6 » AROHHL, &5
(ZRFP-INH % 3 » A (9 » AFGRET6 B1) 1L 6 » AR (12 » H# 58 75 61) 45 A 0FH L7z,
9 » ABGRETIIE G 3 » HLLINIZ, 12 » AR GRETIX 6 » AUNIC2FIFEBEM L B58) LT,
7o, WD 36 » HE TOFPEFIT, 1.83% (/76 #) K 2.7% (275 41) TH-o7-, E22EI1ER
X, HRERIN S TENEN 34.2% (26/76 f5) . 33.3% (25/75 ) THo D,

BaE

FHARBHE 2552 L7z RFP & hofFii3E & o0t iE (RFP #E8ix5.) 121 #], RFP - EB fi 0 & 5-
A 67 I X O'RFP (E 2 [7]) - EB #5865 #lD 6 » A H OEREMEALE (5558) 1X. T2 50.4% (53/105
Bil) | 82.5% (47/57 f5) . 84.5% (49/58 #iil) Tod - 7=, EREWEMIL. HIBER TENEH 13.3% (19/147
Bil) . 18.6% (16/865) . 3.9% (3/76 ) TH 79, ZNHDH b 34EMBEF LI BE OFPEE R
I, ERER 31.3% (15/48 f5l) | 10.0% (5/50 #1) . 7.8% (4/61 ) ToH -7 9,

2) & - i 10
#yAME - B RS RS 31 1l RFP (300~450mg/H) % INH, PAS W hi 1~3 Al OfFH T 6
~12 » ARG L5, A2031E 67.7% (21/31 ) Th-7-. 14T AST. ALT ® FH 13-
7=,

3) IpFRIIEX R ORISR Y
FIBR IR BEAS B 83 45l RFP450mg/ H % INH (XX THMS) . PAS & 2 L B AP L7=55
DIRFEHFEIL, 91.6% (76/83 ) Th o7z, 83 FlF#E S N/-EITEMIL 65.0% (54/83 #i) T, F72FEIME
X, JFHREREE 19.3% (16/83 f5l) . /s 13.3% (11/83 #) . BHIGEER 12.0% (10/83 #]) T
HoT,

4) 1) NEEER% 12
U LoREiRERZ B 29 Bl RFP450mg/H % INH, EB % & 1~6 » AME AU L7-546, BlIZ L7 37
TEIDRER Y >/ E 6t 2 A 20313 94.6% (35/37 i) T -7z, 29 HilHPE 7= IEM X 20.7% (6/29
f5)) TH-oT,
1)
RFP :V7ryrvET»
INH A YV=TYF
SM ARV T b
EB T AT b=
IHMS : A V=T Y RAZ L AR UEEF B oA
PAS /357 3 /U FLEE



VI RS ARBLIZ B3 5 H

VI. E3hEFEIE(IZEY 5I1E8H

1. EEZHICEEH S LEYMRITILEYME
AVETVRAVET O RAZ L ANR BT M) U LK), =& 07 b=V, €707 IR A1
suat V) NIGTIFYFABINT T LK, T I RTT Y FAWANT T LK, =F
FFIR
HE  BEEOH AW O UIDIRFIL, EHOEFRLESRTDL L,
<sE>
&I Z B O & L&Y XU LA R Rifamycin #5148 CEERETERE)

2. ¥R
(1EREML - fERME 9
V77 iid, #RE Streptomyces mediterranei 7> 5% i S 117 Rifamycin OFFEKTH 5, HIEO
DNA &7 RNA KU A7 —RIZ/EM L, RNA G EZHET 5 2 LIC X HiEEMZRT2 Bilio
RNA 7R U 2 Z—FIHE L,
)EMEEMIT SRR
1) AR
@In vitro
53 R IR AR RZ B S OV SSEPEAERZ 26 U TR EE Z2om L 19, b MG RZ T HarRv BRI 2 e/
BILIEEE (MIC) 1X. Dubos A HI Tl 0.05ug/mL, Kirchner @55 Tl 0.1~0.25ug/mL,
1%/ EEHCl 10pg/mL TH 5 19,
REHK
U7 7y ORI E TS 5 I H PR IR B E I OFEIHIC & - Tovip ) Big o7z 19,

)77 VEL U OREREZERICHT SREN

Bt Dubos ¥R A £ Kirchner i &z 1% /N1 34
Bk IR ng/mlL 0 ]0.025| 0.05 [0.075| 0.1 0 0.1 [025| 05 |0.75| 1 0 5 10 25
TR ++ | ++ | - | - -+ -] -1 —-—1—-—1—1]100]100]| 15 | —
SM-R* | 44+ | +++ | — — — |+ | + — — — — || | - —
b INH-R | ++ | ++ | — - - + 7 - - - = | | A -
| HaRv
7l PAS-R | +++ | +++ | — - — + - - - - - 90 | 88 - -
i KM-R | +++ | +++ | — — — |+ | + — — — — || | - —
3
] CPMR |+++ |+++| — | — | — | + | 1 | — | — | — | — [+ |+++]| — | —
E 34 | — | — | — |+ 1 1 — | = | = ||| = | -
He ++ | ++ — — — |+ | - — - - — | 100 | 100 | — -
LT A +H+ | | — - — | +++| 60 | — - - — ||| — -
oeooE M 2 W 3 Wik 4 Wk

*SM-R : SMifittERE, BLTE U, #FEH & 102mg



VI LRI B9 5

BE DK

ARG CMNE 2 7R U7 BB D BERR IS L. IRIFR D56 L R DR M A 2R LTz 19,

V77 VEL U DBEESBMERERICNT SR/NEFHEILRE

B Dubos ¥ {55 Kirchner i 57 H 1% /511 B+
e HRJE pg/mlL 0.05 | 0.075 0.1 0.1 0.25 0.5 5 10 25
51 30 13 8 39 9 3 32 13 6
HWoooE  E W 2 W% 3 Ht% 4 %

Pt i 102mg

@lIn vivo
E M EEZEEFK
b NSRBI ERIC L D~ v A EBRIGRERIEICK L, U 7 7 v B2 10melkg OO 513, §RIR
WEGIZBITDA ML T h~A 22 10mglkg, 4 V=7 Y F Imglkg &5 L 0 HLENT-IBFEDREZ R L
7~ 15)

(%)
100 +—aoe e s « < RFP 20/
«— RFP 203
£ M — <— RFP 10/
7 S0 INH 152 <«— RFP 102
L.
=
AR
| <«— SM10
| 1 | | | | | | | |- | | | | |

| 1
2 4 6 8 101214 16 18 20 2224 26 28 30 32 34 36 38 40

(8)
B %

E FRERERT®. EEE 0.5mg EFiRkiERE
REEHEM (ug/ig) « N : AR, 3F - 5

TR (NAR) (28T 2 RERBIFERIE B B AHE



VI. RT3 2 A

Hs7Rv #
HsRv BRIC L B~ 7 AFEBRIFERIEICH L TH Y 77 Ev > Imgkg (B2 FE) IZA ML <A
v 1mglkg (BT ITEDIRERSREZ = LT 16,

5__
o
o
o o
4700 a8 8 | o lo
Fii o © °
o o
W 3—— 8 [e]e] ()
4
o o
B O, 000000
%
1__
i ETEs
A ROKS

mpm|SM _|RFP_[RFP [RFP [RFP o,
RIE | {mgiE | 1mgiE|4004git| 4004g|200pgP|  HorRvik, BEEB5X10°V.U.

RERHIY O RIERECH T DIAREER

ZERMEERE
V77 B AT Ko TP OREREIE AR L7 E B O ZEMNFS LA IS L THER L, 748
INORERITHE R T 2 2 LD LTINS 17,



VI S HERIC B9 5 IHH

2) it &
LRI B WS T E A HI T 2 2 EMRRO LI TWAH 18, UL, MOPiEZER & ORI ILEE D
HALTWRUN 1519 (fn vitro) ., T LA, MAIPFHIC L U fitPEIZERIE S 4170 19,

EENBERBIMERICE DY) 77 2 ES UittE 19

RFP BB AEE (ug/mL) K UOREE
FRI AR O i 14 A 0 0.01 0.05 0.1 0.5 L~100 AR
R 52 R 5E R 52 ~ 5

SM. KM, TH. EB 1 1
SM. CS. EB. CPM 1 1
SM. KM, PAS 1 1
KM. EB. CPM 1 1 2
SM. INH 1 1
SM. KM 1 1 2
INH, TH 1 1
KM, TH 1 1
KM, CS 1 1
KM. EB 1 1
KM, CPM 1 1
VM. CPM 1 1
SM 11 1 3
KM 1 1 1 3
TH 1 1 2
EB 1 1 2
L 1 3 1 10 5 26

it 0 0 1 12 2 20 7 8 0 0 50

10% 7 V7 2 > Kirchner -ii@hss i
AR (ug/mL)

Ao AREEmYE 5
: SM, KM>100 ; PAS, EB>10; CS. CPM. VM>50 ; TH>30 ; INH>5

sEimi

RFP
'mL.
VR oubosits T HoRvi
HEMLE) X A10%A4METIVT I M
S0 Dubosi# A i
25 | * HHREEIRE
ol |iVM 2 0.5 pg/mL
EB:0.25 ug/mL
5 CPM : 0.25 ug/mL
25
-] RFP-+EB
1 -
os | RFP+VM
B RFP+CPM
0.25 -
01
oos L RFP+CPM+EB
RFP+VM-+EB
0.025 -
0.01 |-
0.005 L1

L
567 8 91011 (f)

fiEmEERFIGERICE S invitro ) 77 VED UM EEFEESHR 19

(I)EFAFKEERM - iR
B R L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MAREDHS
(1RELEMGILSRE
[VI.2.(2)Fh &£t + 2 HEBAE 2R
QEERARTHRRE IN-MbEE
1) BRERA
DHEEIERE
RN 4 BC Y 7 7 e 450mg Z R RAT 30 3 IS HEIRE A5 L7256 O IEMENRE X T XA — 21X
WDOEEY ThHoTz 20,

O 7 U ELVEABRSIZE T AEMHEE/NS A —4

INTRA—H mean=*S.D.
Tmax (hr) 1.90+0.47 Tmax : e i IR BB
Cmax (pg/mL) 7.99+1.04 Cmax : I i R E
tuz (hr) 2.26+0.73 tuz o AR
AUCo24 (pg -+ hr/mL) 47.96+7.37 AUC IR — Re R R T A

(One compartment model, n=4)

QEfFEAKRE
<sE>
fEFERCANICY 77 B2 1[0 300mg, 1 A 2 [BElHERiR G- Lz, R 0.24~1.53ug/mL @
HETIZIE—EOHREZ R Lz G RUKREZRTERE &7 HHE) 2v,

(ug/mL)
1.5 F300mg 300mg  300mg 2 BEfEME—1.27 pg/mL
6 + —049 +
12 » —024 ~»
14 7+ —141 »
18 » —053 ~»
24 + —027 +
26 » —153 ~»
30 » —058 ~»
2 6 1214 18 2426 30 36(h) 36 + —030 +
B RS

18 2EEHRESHNPEEOHTE (3 HIFEH)
()&
MMER R L
MHBE-HHREDEE
L7488 E{ER) &



VIL_HEydhielZ B4 55 H

2. EMEERB/NT A -4
(&3 E

A=A NET V20

One compartment model [VI.1.(2) 1) QEREIKRE] &

(2) W5 42 FE E 38
0.91+0.49hr?! (mean+S.D.)

B)HKERETEH
0.33+0.11hr! (mean*S.D.)

HoIVr7IUR
9.57*+1.60L/hr (mean*+S.D.)

B)R AR
EER e L

(6)F Dt
EER e L

3. B&KH (REaL—>ay) @

(W&
EE R L

QN A—LEBHER
EE R L

4. & IR

(1)U B3z
THILE

DU ES
EER e L

B w,

CERERLN ABIC Y 7 7 ¥ 450me A A 30

43Rl

D RERERR 4 BIC Y T 7 e 450mg & RIRAT 30 JrIC HilElEE O G- L7z

CBEEERR AN ABINC Y 7 7 B v 450mg A AR 30 A HERR D% G LT

WCHEEROKRS LT



VIL_ EYEhfelc B9 5 HH

5.

o

(1)1 % — fxi BP9 @i i

<gMT—4%>

7 v NGl LRy,

UC-J 77 By 10mgkg %7 v MR AR G% OMMBN BN RERE OHERIL, 2R T X ToRKIE
Tl L FEROERZ R L, &5 8 BeRIChRmIREIZE L, ITTIE. &5 2 & IR &IRE 5.62X
105dpm/g Z/~ L, 24 FFfIZE TIZE A ER LUV TEE L TV e, ZOM Ol Tl FFERMICIRYIAE
NEBEIND DI R o7z, MR, FETHO . ik — KB ITEE L T\ o Tz 22,
HEm s mE

BehRICkT 5 EHE
1 PR 2 W[ 4 W 8 HRFfH 16 24 ] 48 HFfE]

Jils 5.55X 101 4.74 3.74 4.26 2.65 2.61 3.34%X101

= 3.76 X102 7.70 X102 1.70X 10! 3.98X101 7.98 X102 7.28 X102 1.03X 102

i 8.19%X103 1.75X 102 4.94X102 5.43X102 | 2.52X102 | 2.22X102 1.17X103
£ 4.92X103 5.03X103 5.42X102 | 9.26X102 | 2.70X102 1.87X102 3.76 X103

fiti 1.71X102 | 4.35X102 1.01X 10! 1.07X 10! 5.46 X 1072 3.90X102 4.46X103

i 1.24X102 | 2.27X102 6.37X102 1.06X10! 3.03Xx102 2.68X102 4.68%x103
o 3.07X103 | 4.94x103 3.46X102 7.27X102 1.48X102 | 9.30X103 1.22 X103
iR g 1.59X10% | 4.09X103 2.75X102 1.84X102 1.20X102 5.95Xx103 5.73X103
RS2 AL 7.08X10% | 3.19%x103 1.24X102 2.25X102 7.16X103 | 6.45X103 3.26 X104
U= 1.32X 103 2.20X 103 8.00x 103 9.47Xx103 2.93%x103 1.86X 103 2.98 X104
EIA 1.13X 103 1.50X 103 1.84X102 | 2.47X102 | 6.94X103 1.82X 103 1.94X 104

Jird 0 0 0 0 0 0 0

(2)in % — Re SR REFT @B 1
<HBEAT—%2>

MR 2EBE LV V 7y o2 RE L, 13 HAICHHEIT > ER] (FFiao 4 KEFFTIC 300mg IRA) T
I, BRI PR EE 2.6ug/mL 2% L, FRAETERE 1.4pug/mL, BEIEWNEE 0.6ug/mL THY, V77 By
ISR A BT D 2 L AR T 29,

B)EIt~DBITHE

BATOLMEIZY 77 BT 300mg ZHEIER G Ll 2 A, MARED 1/2 BREOBATIEAL R DI 2,
(4)BEBR~ DT

<HEAT—%>

V77 BV U IHERIERRE A ZRICHEBTERNEDEEXONEN 29, HRICRIENH HHEAEITIE. 1
H & 600 TN 900mg DF 512 KL 0 BEFRERT DOV 7 7 > &3 VIREITIERIEIEICET 5 2620 I RER 1R
FEVXIE UHE L CoMfyE hi DK 10~20% TH V. Zids L2 miEE AR SE SIS+ 5,

(5)% DL DRI~ DT

YT UYL, W B BEORIRE, U SR OB BER S ORI IR AT B, e,
LI, W ILR O AT ~BATT 5 2 & D30 BTN 5 2121seo),



VIL_ Y Ehielc B4 5 IH H

<HEAT—%>2D
FHEFIC 150 XK 450mg ZEEROKRSEOEBRRUOEER ) 77V ES VRE

150mg 450mg
T o 1 137 H /mL 5% I3 H /mL
s S A ® Bt 5 HE # N He
BECD wm | owm | o | U em | mm |
’ (hr) (ug/mL) uglg ) (hr) (ng/mL) uglg
1 0.95 1.38 23 5 — 4.08
it 2 4—5 1.11 2.34 31 11—12 1.35 0.98
3 1.00 1.08 32 11—12 2.05 0.95
2= W W’ - - - — 24 16 — 1.80
i 1S 8 18 4 1.55 0.14 - - - -
14* 1.90 0.07 39** 9.40 0.83
M F R 15* 4 1.10 0 16%** 4 5.90 0.33
— — — — 17H** - 0.39
19 2.35 0.45 - - - -
20 1.30 0.30 - - - -
L K 21 4 0.37 0.13 — — — —
22 1.15 0.19 — — — —
JiEL ik - - - - 36 15—16 0.56 0.47
6 1.14 538.50 27 6 7.50 183.00
. 7 1.29 183.30 - - - -
H 3 _
A it 8 375 1.17 40.75 — — — —
9 1.80 268.00 — — — —
6 1.14 27.90 27 6 7.50 36.00
ik ik 8 3—5 1.17 35.00 - - - -
9 1.80 22.00 — — — —
6 1.14 2.58 26 13 3.65 10.00
7 1.29 2.28 27 7.50 7.15
H RS _
meo% & 8 375 1.17 0.48 28 6 4.65 2.13
9 1.80 1.56 — — — —
H R 10 4 0.36 1.20 34 12—13 3.20 1.20
WO EE — — — - 35 12—13 5.20 3.30
FE NG i - — — — 38 13 0.65 0.49
4 _ 1.41 0.90 29 12—13 1.18 1.30
A E 5 275 0.94 0 30 12—13 3.05 2.10
_ - 0.36 33 14 2.25 1.25
B J{f 1 34 - 0.32 25 12 2.95 2.58
& - - 33 14 2.95 1.20
g ] 4 2—5 1.41 0.48 33 14—15 2.25 0.64
Jih =1 - - — - 0.97
5 ik - - - - 25 12 2.95 3.95
TR s — — — — 12.00
g e EE — 0.45 — _ _ —
YA 11 3—4 — 0.60 - - - -
s 5% — 0.49 — — — —
FLEE AR 19 3 1.35 1.02
¥l i 1.35 0.72 33 14—15 2.25 1.00
PP 3 28 i BE — — — — 37 12—13 3.90 1.45
- . 40 0.59 0 42 1.15 0.34
i it 41 4 1.57 0.18 43 12 2.32 0.49
S 40 0.59 0.08 42 1.15 0.15
L " 41 4 1.57 0.20 43 12 2.32 0.27

CRERRE RERZMERERE /N 20mglkg



VIL_ EYEhfelc B9 5 HH

(6)MIEFELMHER

V7 7 B2 KO Desacetyl-rifampicin ({\Ei#) OMIGE A & O G R %2 FHEHIEIC LV RE L

(in vitro) 30,

mEEAEDFEEE
o by faER (%)
(ug/mL) vt hTAT I 7 — LM iE

. .. 100 24.2
Rifampicin 50 27.8 22.2
Desacetyl- 100 17.4

rifampicin 50 18.5 18.3

6. X

(1) BR L K UMEBHRER
fiF
(e TE (R RR)

Rifampicin ——_— Desacetyl-rifampicin

Rifampicin-glucuronide

3-Formyl-rifamycin SV

|

Rifampicin SV

™~

3-Formyl-rifamycin SV-glucuronide

Rifamycin SV-glucuronide

Rifampicin
Desacetyl-rifampicin

3-Formyl-rifamycin SV

QQRHICEE5T HEHR (CYPE) ONFE, HF5X
V77 B AIATEMREEESR T R 7 v — L P450 (I CYP3A4) %I U o &3 DATEMARHIRER 2758

OIS 5 3V,

V77 0B w2 B0IRLEST 5 &
O OEELETFEMEIC LD LB ND 3D,

U7 7 BV LORBHREN GRS Hivs, 2 ORHERT I,

(mg/hr)
15 BE A= R=E
l l l
e 1HEBERS
R A 2@ BE#S
th 10 = 3EE#KS
B 1 EB#5
it N
8 2EERS
/
5L '
”
3EME#S
0 1 1 L 1 1 1
2 4 6 8 10 12 14 (hr)

B

)77 EY 1B 1E450mg EfEEORSRORF) 77 VED VHREDHR



VIL_ Y Ehielc B4 5 IH H

M R L

FRep 3

QG)EEEROEERUVEDEE

HRBYDOELEDERRVEMLL., FELE

A Y 7 7 2 450mg Ak OG- L2356 RIS &40 5 F 72 E1E, Desacetyl-rifampicin,
3-Formyl-rifamycin SV } O" Rifampicin-glucuronides % C& - 7= 3233,
KO FEDFE
V77 oy DOEERE TH D Desacetyl-rifampicin (%, UV 77 B2 X0 EBHE AR LT 39,

Rifamycin D& A (MIC)

i

(1)PR. Erhkit

FEFH Rifampici Desacetyl-
BERE tampiein rifampicin
FE.coli 12.5~3.2 >100~12.5
Shigella 25~6.3 50~25
S.aureus 0.006 0.05
(ug/mL)

TR AR ME 1 HICY 7 7 B 450mg AR ANCHERE O£ 5 L2G6, Bh5% 24 i £ Clo#E iz
#158%., IRHNUTHK 30% 3k S 472 32, F7o, MAyFFicRit Sz Y 7 7 B2 KT Desacetyl-rifampicin
WTIGHTEER 55 2 L 3388 BTz 39,

HEZOREROREVEDHME (24 BE)

IR # Gl mogn =
rifampicin (RZLIK) 67.00mg 20.46mg 87.46mg 19.44%
desacetyl-rifampicin* 33.96mg 24.57mg 58.53mg 13.01%
REEMACH ™ 32.22mg 216.44mg 248.66mg 55.26%
it 133.18mg 261.47mg 394.65mg 87.70%

| =K 29.60% 58.10% 87.70%

*rifampicin (ZH#AE



VIL_ EYEhfelc B9 5 HH

(2)FRPHKH DI
BEEERLA B T 10 PIiC Y 7 7 > v 450mg Z HElRE N5 L7256 51% 24 FERICIRTICHRit S %
R EIL, RE5ED 26%THYH ., T oMM TIC E@é%ﬁﬁﬁ%®% . V77 BT 66%,
Desacetyl-rifampicin 31%. 3-Formyl-rifamycin SV 8% CT& ~>7-, 3-Formyl-rifamycin SV (%, FEIZ%
BRH# SN0/, BERED 1.2~0.24% CFY 0.78%) & W I ETH -7z 39,

(mg/2hrs)

20

151
R : Rifampicin
q: -
ft i
@ 10r
@ L
= L

5r ; N
: ," Desacetyl-rifampiciﬁ S

BEEZEORSHORFPRBEYOHRE (10 H1F1)

8. FZIUVAR—E—IZEAT B1ER
V7 7oy if, OATPIBL OIE TH 5 39, £/, AFNIPHEAZFETA1EMNH 5 39,

9. EMFICLDBRER

U7 7oy OPEINE, MEENT SUIEBENT I X 2 EIIZ T 20 E Wb TV A28, MIGENTIZ LD RE
INBETHMLHD 3,



VIL_EYyihieIZ B4 5 I H

10 ENDERERTHEE
(1 EWEEEERSE
B RE R R B 4 BT )77/t//3mmg%$ﬁﬁmﬂﬁbt . BebA% 1~2 W Che M R
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KIE DI SCE INDICATIONS AND USAGE
[RIFADIN (rifampin
capsules USP) and In the treatment of both tuberculosis and the meningococcal carrier state, the small

RIFADIN IV (rifampin for | number of resistant cells present within large populations of susceptible cells can
injection USP): rapidly become the predominant type. Bacteriologic cultures should be obtained before
Sanofi-Aventis U.S. LLC, | the start of therapy to confirm the susceptibility of the organism to rifampin and they
2025 4 12 Al should be repeated throughout therapy to monitor the response to treatment. Since
resistance can emerge rapidly, susceptibility tests should be performed in the event of
persistent positive cultures during the course of treatment. If test results show
resistance to rifampin and the patient is not responding to therapy, the drug regimen
should be modified.

Tuberculosis
Rifampin is indicated in the treatment of all forms of tuberculosis.

A three-drug regimen consisting of rifampin, isoniazid, and pyrazinamide is
recommended in the initial phase of short-course therapy which is usually continued
for 2 months. The Advisory Council for the Elimination of Tuberculosis, the American
Thoracic Society, and Centers for Disease Control and Prevention recommend that
either streptomycin or ethambutol be added as a fourth drug in a regimen containing
isoniazid (INH), rifampin, and pyrazinamide for initial treatment of tuberculosis
unless the likelihood of INH resistance is very low. The need for a fourth drug should
be reassessed when the results of susceptibility testing are known. If community rates
of INH resistance are currently less than 4%, an initial treatment regimen with less

than four drugs may be considered.

Following the initial phase, treatment should be continued with rifampin and isoniazid
for at least 4 months. Treatment should be continued for longer if the patient is still sputum

or culture positive, if resistant organisms are present, or if the patient is HIV positive.
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RIFADIN 1V is indicated for the initial treatment and retreatment of tuberculosis

when the drug cannot be taken by mouth.
Meningococcal Carriers

Rifampin is indicated for the treatment of asymptomatic carriers of Neisseria
meningitidis to eliminate meningococci from the nasopharynx. Rifampin is not
indicated for the treatment of meningococcal infection because of the possibility of the
rapid emergence of resistant organisms. (See WARNINGS.)

Rifampin should not be used indiscriminately, and, therefore, diagnostic laboratory
procedures, including serotyping and susceptibility testing, should be performed for
establishment of the carrier state and the correct treatment. So that the usefulness of
rifampin in the treatment of asymptomatic meningococcal carriers is preserved, the

drug should be used only when the risk of meningococcal disease is high.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
rifampin and other antibacterial drugs, rifampin should be used only to treat or
prevent infections that are proven or strongly suspected to be caused by susceptible
bacteria. When culture and susceptibility information are available, they should be
considered in selecting or modifying antibacterial therapy. In the absence of such data,
local epidemiology and susceptibility patterns may contribute to the empiric selection

of therapy.
DOSAGE AND ADMINISTRATION

Rifampin can be administered by the oral route or by IV infusion (see INDICATIONS
AND USAGE). IV doses are the same as those for oral.

See CLINICAL PHARMACOLOGY for dosing information in patients with renal

failure.

Tuberculosis

Adults: 10 mg/kg, in a single daily administration, not to exceed 600 mg/day, oral or IV
Pediatric Patients: 10-20 mg/kg, not to exceed 600 mg/day, oral or IV

It is recommended that oral rifampin be administered once daily, either 1 hour before

or 2 hours after a meal with a full glass of water.

Rifampin is indicated in the treatment of all forms of tuberculosis. A three-drug
regimen consisting of rifampin, isoniazid, and pyrazinamide is recommended in the
initial phase of short-course therapy which is usually continued for 2 months. The
Advisory Council for the Elimination of Tuberculosis, the American Thoracic Society,
and the Centers for Disease Control and Prevention recommend that either
streptomycin or ethambutol be added as a fourth drug in a regimen containing
isoniazid (INH), rifampin, and pyrazinamide for initial treatment of tuberculosis
unless the likelihood of INH resistance is very low. The need for a fourth drug should
be reassessed when the results of susceptibility testing are known. If community rates
of INH resistance are currently less than 4%, an initial treatment regimen with less

than four drugs may be considered.
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Following the initial phase, treatment should be continued with rifampin and isoniazid
for at least 4 months. Treatment should be continued for longer if the patient is still
sputum or culture positive, if resistant organisms are present, or if the patient is HIV

positive.
Preparation of Solution for IV Infusion

Reconstitute the lyophilized powder by transferring 10 mL of sterile water for injection
to a vial containing 600 mg of rifampin for injection. Swirl vial gently to completely
dissolve the antibiotic. The reconstituted solution contains 60 mg rifampin per mL and
is stable at room temperature for up to 30 hours. Prior to administration, withdraw
from the reconstituted solution a volume equivalent to the amount of rifampin
calculated to be administered and add to 500 mL of infusion medium. Mix well and
infuse at a rate allowing for complete infusion within 3 hours. Alternatively, the
amount of rifampin calculated to be administered may be added to 100 mL of infusion

medium and infused in 30 minutes.

Dilutions in dextrose 5% for injection (D5W) are stable at room temperature for up to 8
hours and should be prepared and used within this time. Precipitation of rifampin from
the infusion solution may occur beyond this time. Dilutions in normal saline are stable
at room temperature for up to 6 hours and should be prepared and used within this

time. Other infusion solutions are not recommended.
Incompatibilities

Physical incompatibility (precipitate) was observed with undiluted (5 mg/mL) and
diluted (1 mg/mL in normal saline) diltiazem hydrochloride and rifampin (6 mg/mL in

normal saline) during simulated Y-site administration.
Meningococcal Carriers

Adults: For adults, it is recommended that 600 mg rifampin be administered twice
daily for two days.

Pediatric Patients: Pediatric patients 1 month of age or older: 10 mg/kg (not to exceed

600 mg per dose) every 12 hours for two days.
Pediatric patients under 1 month of age: 5 mg/kg every 12 hours for two days.
Preparation of Extemporaneous Oral Suspension

For pediatric and adult patients in whom capsule swallowing is difficult or where lower

doses are needed, a liquid suspension may be prepared as follows:

RIFADIN 1% wi/v suspension (10 mg/mL) can be compounded using one of four

syrups—Simple Syrup (Syrup NF), Simple Syrup (Humco Laboratories), SyrPalta®

Syrup (Emerson Laboratories), or Raspberry Syrup (Humco Laboratories).

1. Empty the contents of four RIFADIN 300 mg capsules or eight RIFADIN 150 mg
capsules onto a piece of weighing paper.

2. If necessary, gently crush the capsule contents with a spatula to produce a fine
powder.

3. Transfer the rifampin powder blend to a 4-ounce amber glass or plastic (high density
polyethylene [HDPE], polypropylene, or polycarbonate) prescription bottle.
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4. Rinse the paper and spatula with 20 mL of one of the above-mentioned syrups and
add the rinse to the bottle. Shake vigorously.
5. Add 100 mL of syrup to the bottle and shake vigorously.

This compounding procedure results in a 1% w/v suspension containing 10 mg
rifampin/mL. Stability studies indicate that the suspension is stable when stored at
room temperature (25 + 3°C) or in a refrigerator (2-8°C) for four weeks. This

extemporaneously prepared suspension must be shaken well prior to administration.

HED SPC 4. Clinical particulars
(Rifadin 150mg

Capsules : SANOFI, 4.1 Therapeutic indications

2026 £ 6 1)

Indications for use

Tuberculosis: In combination with other active anti-tuberculosis drugs in the
treatment of all forms of tuberculosis, including fresh, advanced, chronic and
drug-resistant cases. Rifadin is also effective against most atypical strains of

Mycobacteria.

Leprosy: In combination with at least one other active anti-leprosy drug in the
management of multibacillary and paucibacillary leprosy to effect conversion of the

infectious state to a non-infectious state.

Other Infections: In the treatment of Brucellosis, Legionnaires Disease, and serious
staphylococcal infections. To prevent emergence of resistant strains of the infecting
organisms, Rifadin should be used in combination with another antibiotic appropriate

for the infection.

Prophylaxis of meningococcal meningitis: For the treatment of asymptomatic carriers

of N. meningitidis to eliminate meningococci from the nasopharynx.

Haemophilus influenzae: For the treatment of asymptomatic carriers of H.influenzae

and as chemoprophylaxis of exposed children, 4 years of age or younger.
4.2 Posology and method of administration

Posology

The daily dose of Rifadin, calculated from the patient's body weight, should preferably
be taken at least 30 minutes before a meal or 2 hours after a meal to ensure rapid and

complete absorption.
Tuberculosis

Rifadin should be given with other effective anti-tuberculosis drugs to prevent the

possible emergence of rifampicin-resistant strains of Mycobacteria.
Adults: The recommended single daily dose in tuberculosis is 8 - 12 mg/kg.

Usual Daily dose:
Patients weighing less than 50 kg - 450 mg.
Patients weighing 50 kg or more - 600 mg.
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Children: In children, oral doses of 10 - 20 mg/kg body weight daily are recommended,
although a total daily dose should not usually exceed 600 mg.

Leprosy

600 mg doses of rifampicin should be given once per month. Alternatively, a daily
regimen may be used. The recommended single daily dose is 10 mg/kg.

Usual daily dose:
Patients weighing less than 50 kg - 450 mg.
Patients weighing 50 kg or more - 600 mg.

In the treatment of leprosy, rifampicin should always be used in conjunction with at
least one other anti-leprosy drug,

Brucellosis, Legionnaires Disease or serious staphylococcal infections

Adults: The recommended daily dose is 600 - 1200 mg given in 2 - 4 divided doses,
together with another appropriate antibiotic to prevent the emergence of resistant
strains of the infecting organisms.

Prophylaxis of meningococcal meningitis

Adults: 600 mg twice daily for 2 days.

Children (1 - 12 years): 10 mg/kg twice daily for 2 days.
Children (3 months - 1 year) 5 mg/kg twice daily for 2 days.
Prophylaxis of Haemophilus influenzae

Adults and children: For members of households exposed to H. influenzae B disease
when the household contains a child 4 years of age or younger, it is recommended that
all members (including the child) receive rifampicin 20 mg/kg once daily (maximum daily
dose 600 mg) for 4 days. Index cases should be treated prior to discharge from hospital.

Neonates (I month) 10 mg/kg daily for 4 days.

Impaired liver function:

A daily dose of 8 mg/kg should not be exceeded in patients with impaired liver function.
Use in the elderly:

In elderly patients, the renal excretion of rifampicin is decreased proportionally with
physiological decrease of renal function; due to compensatory increase of liver
excretion, the terminal half-life in serum is similar to that of younger patients.
However, as increased blood levels have been noted in one study of rifampicin in
elderly patients, caution should be exercised in using rifampicin in such patients,
especially if there is evidence of impaired liver function.

Method of administration

For oral administration
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Accompanying texts should be consulted for
further details.




XII. ZEEE

VIR, REEFICEET DECHE

th

M
4

RLIRA

KE DR SGE

[RIFADIN (rifampin
capsules USP) and
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injection USP):
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PRECAUTIONS
Carcinogenesis, Mutagenesis, Impairment of Fertility

A few cases of accelerated growth of lung carcinoma have been reported in humans, but
a causal relationship with the drug has not been established. Hepatomas were
increased in female (C3Hf/DP) mice dosed for 60 weeks with rifampin followed by an
observation period of 46 weeks, at 20 to 120 mg/kg (equivalent to 0.1 to 0.5 times the
maximum dosage used clinically, based on body surface area comparisons). There was
no evidence of tumorigenicity in male C3Hf/DP mice or in similar studies in BALB/c
mice, or in two-year studies in Wistar rats.

Data from published literature report that rifampin shows mutagenic potential in the
Ames test and is considered to be aneugenic as well as clastogenic in vivo in mice after
oral administration. Increased frequency of chromosomal aberrations was observed in
vitro in lymphocytes obtained from patients treated with combinations of rifampin,
isoniazid, and pyrazinamide and combinations of streptomycin, rifampin, isoniazid,
and pyrazinamide. The clinical relevance of the nonclinical and in vitro findings is
unclear as there is insufficient evidence of carcinogenicity, mutagenicity or impairment
of fertility in humans after decades of use of rifampin.

Pregnancy-Teratogenic Effects

There are no adequate and well-controlled studies of RIFADIN in pregnant women.
Rifampin has been reported to cross the placental barrier and appear in cord blood.
While available studies cannot definitively establish the absence of risk, published data
over decades of use have not established an association with RIFADIN during

pregnancy and major birth defects or miscarriage.

Rifampin has been shown to be teratogenic in rodents. Congenital malformations,
primarily spina bifida, were increased in the offspring of pregnant rats given rifampin
during organogenesis at oral doses of 150 to 250 mg/kg/day (about 1 to 2 times the
maximum recommended human dose based on body surface area comparisons). Cleft
palate was increased in a dose-dependent fashion in fetuses of pregnant mice treated at
oral doses of 50 to 200 mg/kg (about 0.2 to 0.8 times the maximum recommended
human dose based on body surface area comparisons). Imperfect osteogenesis and
embryotoxicity were also reported in pregnant rabbits given rifampin at oral doses up
to 200 mg/kg/day (about 8 times the maximum recommended human dose based on
body surface area comparisons). The clinical relevance of the nonclinical data is
uncertain.

Despite the animal findings, it would appear that the possibility of fetal harm is
remote, if the drug is used during pregnancy. Nevertheless, because the studies in
humans cannot rule out the possibility of harm, RIFADIN should be used during
pregnancy only if the potential benefit outweighs the potential risk to the fetus.

Pregnancy—Non-Teratogenic Effects
When administered during the last few weeks of pregnancy, rifampin can cause

postnatal hemorrhages in the mother and infant for which treatment with vitamin K
may be indicated.
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Nursing Mothers

Because of the potential for tumorigenicity shown for rifampin in animal studies, a
decision should be made whether to discontinue nursing or discontinue the drug,

taking into account the importance of the drug to the mother.

HED SPC 4. Clinical particulars
(Rifadin 150mg
Capsules : SANOFI, 4.6 Fertility, pregnancy and lactation
2026 ££ 6 H)
Pregnancy

At very high doses in animals rifampicin has been shown to have teratogenic effects.
There are no well controlled studies with rifampicin in pregnant women. Although
rifampicin has been reported to cross the placental barrier and appear in cord blood,
the effect of rifampicin, alone or in combination with other antituberculosis drugs, on

the human fetus is not known.

Therefore, Rifadin should be used in pregnant women or in women of child bearing

potential only if the potential benefit justifies the potential risk to the foetus.

When Rifadin is administered during the last few weeks of pregnancy it may cause
post-natal haemorrhages in the mother and infant for which treatment with Vitamin

K1 may be indicated.

Breast-feeding

Rifampicin is excreted in breast milk, patients receiving rifampicin should not breast-

feed unless in the physician's judgement the potential benefit to the patient outweighs

the potential risk to the infant.
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HH it FLHINA
KE DR SGE CLINICAL PHARMACOLOGY
[RIFADIN (rifampin
capsules USP) and Pediatrics

Oral Administration

In one study, pediatric patients 6 to 58 months old were given rifampin suspended in
simple syrup or as dry powder mixed with applesauce at a dose of 10 mg/kg body
weight. Peak serum concentrations of 10.7 + 3.7 and 11.5 + 5.1 mcg/mL were obtained
1 hour after preprandial ingestion of the drug suspension and the applesauce mixture,
respectively. After the administration of either preparation, the tiz of rifampin
averaged 2.9 hours. It should be noted that in other studies in pediatric populations, at
doses of 10 mg/kg body weight, mean peak serum concentrations of 3.5 meg/mL to 15

meg/mL have been reported.
Intravenous Administration

In pediatric patients 0.25 to 12.8 years old (n=12), the mean peak serum concentration
of rifampin at the end of a 30-minute infusion of approximately 300 mg/m? was 25.9 +
1.3 mcg/mL; individual peak concentrations 1 to 4 days after initiation of therapy
ranged from 11.7 to 41.5 mcg/mL; individual peak concentrations 5 to 14 days after
initiation of therapy were 13.6 to 37.4 mcg/mL. The individual serum half-life of
rifampin changed from 1.04 to 3.81 hours early in therapy to 1.17 to 3.19 hours 5 to 14

days after therapy was initiated.

In a pharmacokinetics (PK) study of 22 pediatric patients (median gestational age 27.5
weeks [range; 23—41 weeks] and median postnatal age (PNA) 7.5 days [range: 0-56
days]) receiving intravenous rifampin 10-20 mg/kg/day over 30 minutes, pediatric
patients <7 days old had a median clearance of 0.09 L/kg/hr (range: 0.056-0.14
L/kg/hr) and a median area under the plasma drug concentration-time curve at
infinity (AUC.) of 105 mg*hr/L (range: 80172 mg*hr/L); pediatric patients >7 days
PNA had a median clearance of 0.23 L/kg/hr (range: 0.14-0.32 L/kg/hr) and a median
AUC.. of 78 mg*hr/L (range: 51-170 mg*hr/L).

Based on PK modeling and simulation analyses, a dose of 12 mg/kg infused over 60
minutes once daily in pediatric patients <7 days PNA resulted in median (90%
prediction interval) for maximum plasma concentration (Cmax) of 8.4 mcg/mL (range:
5.3 — 13.3 mcg/mL) and AUC.. of 96.4 mg*hr/L (range: 64.5 — 141.6 mg*hr/L); in
pediatric patients >7 days and < 90 days PNA a dose of 14 mg/kg infused over 60
minutes once daily resulted in a median (90% prediction interval) for Cmax of 9.6
meg/mL (range: 6.1 — 15.1 mecg/mL) and AUC.. of 73.1 mg*hr/L (range: 45.6 — 131.6
mg*hr/L). All simulated AUC.. were within the range of AUC. values reported in
other studies in adults treated for tuberculosis.

PRECAUTIONS
Pediatric Use

See CLINICAL PHARMACOLOGY—Pediatrics; see also DOSAGE AND
ADMINISTRATION.
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HED SPC 4. Clinical particulars

(Rifadin 150mg
Capsules : SANOFI, 4.4 Special warnings and precautions for use
2026 £ 6 1)

Baseline tests are unnecessary in children unless a complicating condition is known or
clinically suspected.

In patients with impaired liver function, elderly patients, malnourished patients, and
possibly, children under two years of age, caution is particularly recommended when
instituting therapeutic regimens in which isoniazid is to be used concurrently with
Rifadin.
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