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1988 41 H AR SEAINI 2 (DLTF, BRI I8 2 /NEB SN IF ONER T, IF ek, IF i ZE s
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IF #2548 2008 LR, IF 1Z PDF 20 EMT —2 & L CRMET 22 ENFRIE of-, Zhick v, A
EOTHARKEFT N - TG A SETORIT — X 2B U7z IF BNt sns 2 & & o=, RO IF
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IF Ozt 2#fke LT M2 Ba—T7 3 —bREa] ZREL, {4 O IF SR CE 2/ 7E 3 218 IE
EAERE L ClENEA - BRI LTV
2019 FE DO SCERLIMEHDOLTIZA D [TF FLHESE 2018) AAF S, Afk TR OIRFEFH

TEIEENIRAT 204 R T4 ) ICHE ﬁ“éfﬁi&%fﬁﬂ)t&) Z O FHhR & HRE LTz,

2. IF &IE

IF X NARASCEZEOEFREMT L. ER - EHIE O ERIEER 1L > THEEBICLER, EELOMEE
D= O, WFHFEF OO OEH, FAF O 7= O, EIL O EREH O 7= D O H, %?%&$%#7®
T2 O DIERENEN SN TRA R ER OER LA E L LT, ARENTDHREEZRE L, EARSED DIy
A B i O GG RFE SUTIRGE (S50 D IR R ORI 2 (R L TV 2 IR R LB RHT b,

IF ([ZFed 2 T B BCAIE AR 3EANRE L7z IF GUdBEEIC YL U, — B0 Filsh 4 i & ZKER O #FH N O IF H 23 5Lk
INb, 12720, MESEOEEICED S b ORUFIHAE B O FHM - HIWr - 2T & FEE L IF Ofi#HF
WEFRDRW, Wz 5 L, REMENDRME SN TIF (3. FIHE B O350 - b - BEREH T & &8

. MBI ET OO L NI WIARFOZ L AAIEE LTV D,
IF O IE 77— X 23R L L, SESETORAKTSLETIER,

3. IFOFAIZHI=>T

ETHEAD IF 12, PMDA DS A EEMEFHRIRR O~ — VBRSBTS E ST 5,

U ET TEIENA X B a— T 4 — LMEROTE X | 126> T IF Z2ERk - #2132 23, IF OJFURZ I F 2|
EFHGICRE L T D EHRSC IF /ERRFIZFEE LRV E R W TR RZED MR H~DA U X B a— |2 &



DRIRER OGBRNEEZRESE, IF ONMAZmO 2 0ER H 5, £o, FRFUET SN DA EOEEFICET S
FHCE LT, IF BUET SN2 ToMIE, BN RILT DUGETAR ZH LT LI XEE, H 2DV T4
DEHR LRI — 2RI L VSRS E 522 & & b, IF OIS H o> T, B OIRMGEE
PMDA D EJE Gk EHRFE R E HIR R ON— 2 THER T DM EDRH D

7EB, EEMEARSZEMEOMRDO SN LM I TN D VAR 2 IXILZEEE . IXIHLES] (2
B2 HAFTAREZZ T TORUMERNEEND ZLRHY . ZOWMIPNTITHDR-ETRETH D,

4. FIAICRLTOBER

IF # AEEFIZBO TN T I ERTERWVERMERIEE U TEHA L T2 & 2w, IF X AFREOERE

2T T, MEREE S O RGER S )UTIREICHE D DR EMER - #2472 EELEEEHOTZDDOFEMERTH D
EDONLESIT A, Fod - BIUITEIRS, EFERSEOWE, AR OL OS2 IEAEORER
RASCHRFEAEBARMIT BN A R T A >, B a— R - 47 « 7777 4 AZOHIKE —EREZ T D 25700,
IR GG AR IR EN T A KT A o Tl RARIEAGRI O FIESICBT 2 MR o\ T, BRI ERRIE S
FHMHORDIE T TTI ZEIFELIZRNEINTEY, MR &~ U7 Ea—H b OSCRAE7e LI X
D, MAZEALD IF ONFEZRESELIRELOTHDHZ 2R L TEPRTER L2, RERMEN 55
LD ITEROFFHIMBM AR L, T ORBIEL RikE . ERBIGICH T 2@ EMH 2T 5 2 L I3 oA
BTho, IFAFIHLTREEEGZ BICMEDH D HDOIZ LTV &m0,



[, BEEICEE T ATEE oo, 1
1o BHIE OB oot 1
2. B DIBFRZEATEFNE oo 1
3. B DB AT o 1
4, BIEF AU TREMTREEFE 2
5. AR R OE « EH EORIFREIA .o 2

(1) FRFRBERAE oo 2
(2) Wil « EH EOBITREIE oo 2
6. RMP OMEZE oo 2

[T BFRICEE T BITEB oo, 3

1o TBA oo 3
(1) T B oo 3
(2) T B 3
(8) ATRDBII oo 3

2 B e 3
(D) F B (BIBTE) e 3
Q) E B (BIBTE) e, 3
() AT A e 3

3. REIERSUITRMER (e, 3

O eV O o< SO 3

5. {4 (WAL SUIARE o 3

6. M4, B4, BB, BB e, 3

L B ICEET BIER oo, 4

1. MELZEHIVERT oo 4
(1) AMBL « PR e 4
(D) TBFRNE oo 4
(3) MR e 4
@) @R OrfRAR) © AL BEREA 4
(5) PARYEILARBETE T oo, 4
(B) ZTRARTE e 4
(7) ZOMDEZLTRMEE oo, 4

2. B DB TICEBT BLEM oo, 5

3. AN ORERRERIE, ERBE e, 5

IV, BANCEE T BIEB oo, 6

Lo B T oo 6
(1) ATEDIER oo 6
(2) BUHN DML OMEIR oo 6
(8) B T R ettt 6
(4) BUFNDBIME oo 6
(B) DM 6

2. BLENDFAAL coveeeeeeeee e 6
1) FHhsy GEMERSY) OF®EOHRMA ... 6
(2) BB EEDTEEE oo 6
(B) I B 6

BT SRR Al qRF N W 0N 5 SRR 6
A TT A e 6
5 IBATDRERIED & DRHEW oo, 6
6. BHIDOBFEEM FIZHBITDEEME oo, 7
7. FRENE R OVEIRE DZETEVE oo 7

8. il & DELAZEL HEULZEIIZEL) i 7
9. B o 7
10, 2%« BHE e 7
(1) FEEPLELR - L,
SNBSS R R 7 R -+ DI BT DB R e 7
(D) L 2 s 7
() D R B e, 7
(4) BEEEDIAE oo, 7
11, BB IREHE SV BT oo, 7
12 DM 7
V. BEICET AIEB .o 8
1o ZHBE ST e 8
2. BB ST R BT DR e 8
3. FHTE ROV B e 8
(1) FEM OB DD oo 8
(2) AEROHEOBRERRE « AR oo 8
4, HEROHEICEE T DR e 8
B BRI oot 9
(1) BEIRT = Z 7% 5= oo 9
(2) ERIREEFHZRER oo 9
(3) HEFUSRZZERBR oo, 9
(4) FRFEAIRRER oo 9
1) ARIEREERBR oo 9
2) ZEEMERRBR oo 9
(5) HBFE - FERBRIERBR oo 9
(B) TEIEIIEFH oo 9
1) (ARG (— M AR
R E A AR, R GRS |
LGN TEHR T — F N— ATRE.
BUTERR T BEIRERBR D NS e 9
2) KB L LTEMTEDOAE
AT FEN U7 - ARBROMEE 9
(T) L DML oo 9
VI, ZEShEEIB (TR T BIEE oo 11
1. ERZNICEED 2L X EEDRE o 11
2 VB oo 11
(1) VERHEAL « PRI oo 11
(2) B2 BAHT DB oo 11
(3) TEFAZEBAMER - FEERERT oo 14
VI BB IR T BIEE oo, 15
1. MHBEEEDHERS (oo, 15
1) BEEEZZMBPIEEE e 15
(2) BB CHER SN MP IR 15
(8) TFEIER oo 15
@) B - OFAEOEE e, 15
2. FKMEEFRHI/XT A e 16
(D) BT T oo, 16
(2) WU FE TE I e 16
(8) THLHFE T oo 16



CNI ) R AN S 16

(B) TG ZSTE e 16
(B) D e 16
3. FHEER] (Rl —2a2) AT e, 16
(D) AT TTIE e 16
(2) /T A—FLEENER oo 16
A W U e 16
ST R ISP 17
(1) M9 — B FEERTENE oo, 17
(2) i — BB FTEEYE o 17
(3) FLIT A DFEITEE oo 17
(4) BEIE S DFEITEE oo 17
(5) ZDOMDIBES~DBEITIE (oo 17
(6) HLAEZE FIFE D EE oo 19
B, X B e 19
(1) ARHHIAL R ORI v 19

(2) RFHZBEET 2R (CYP %)
DEFFFE, ZFER oo 19
(3) WIELEESFE DAL OEDEIE (e 20
(4) FH OTENEDA MR ONEMEL, 7SR ...20
T I e 20
8 NIV AR—=F—IZBT DR, 21
9. BMTEIZ L DIREZR oo 21
10. BB DE R E T DEE e 22
11, DM e 22
. 2£% (ERALOFES) ICETHIER ... 23
1. BEENAEEZOIRHE e, 23
2 BENEL ZOHH oo 23
3. eI R T 2R E ZOBA 23
4. HEROHEICHEET 2R EZOHE ... 23
5. EEEARIEARIEE & Z DA e 24
6. FFEDYREATHIREIZHETIEE (v 24
(1) BPHE « BEERSEDH DB e, 24
(2) BEFHEREREZE R e 24
(3) FTHEREMEZE R e 25
(@) ATERE A AT D oo, 25
(B) BB e 25
(B) FZZLIR e 25
(1) 7R e 25
(B) T e 25
T FBEAEF oo 26
(1) PEHZERE Z OB e, 26
Q) PEHEBE L Z OB oo, 29
8. BIVE oo 34
(1) ERAREIER & HTIER oo 34
(2) ZFDMDEWER oo, 34
9. ERARMRARE FIC RIT TR e 36
10, BB oo 36
11, G EDTER (oo 37
12, ZDOMDTET (oo 37

(1) BEARENCIES EEH o
(2) FERRARFRBRICIE S W

IX. JERGRPREABRICBET DTRE oo
1o BEBHERER oo
(1) FHEDFEIRZRBR .o
(2) ZARMEIEHRFBR e
(3) ZDMDIEBIEBR ..o
2. FEPERBR oo
(1) HAEHE G BEERBR e
(2) PUEBG-BEERBR e
(B) BEFMEFBR .o
(@) DS AFHERRBR oo
(5) AEFEFEAEFEMERBR oo
(6) JEIFTHIBIMERRER oo
(1) ZDOMDFFERFNE oo

X. BEMEBEICETAEE e
o BUIEE A e
 ATBIEIEET <
FLIEIRTE T O ITVE oo
B DI oo
C BBRETAIT R oo
B RRAY ¢ TN e
CEBSHEAEAE ) H e
. WS EAGEE A B R UVKGERE B
SEAMGFEMEERAE A B, BRGEBRAAEA B
9. ZNEESIENEEM, AR OB BN D

BB OZ DT e
10. FEARE. HiHMOERAREA H

FEORZ DIPIZE e
11 B R e
12. FEHARAHIBRIZEE T A HHHR oo
18, BFE T R oot
14, ARBRAEAT DT e,

I B I N I

TR = i S
1. FERIMNE T OIETEIRIT oo
2. WHSMZIB T DERRSEEIE R oo

M. i e
L @A - RS

() T e
(2) AE - BB LORERGTF 2—T 0

TEIEPE oo

2. TDOMDBIEEE ..o

38

38

40

41



1. W& |CE4+ %EE

| MEICET SHEE

1. RAREOERE
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RIER RS BRI PSS X0 EAGBRESICEEEMEHN SN2 L 220, AR ZeMICBE L
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—Wx4 T 77 o) Inbmsk Lz,

2. — 4
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(3)R T L
U7 7~A v RHUEWE « rifa-
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20,22-heptamethyl-8-(4-methylpiperazin-1-yliminomethyl)-1,11-dioxo-1,2-dihydro-2,7-(epoxypentadecal1l,
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w EARE (mg/mL)

DA/A=0 =1 S S 216

B B~ F 108

DA /AN 39

A K ) — )b 16

7T ' ~ v 14

n--~ % % 0.43

AT —TFT 0.33

K pH4.3 1.3
pH7.3 25

(3)RiE 14

WARMEIXIZ E A LR,
GEtm (DfER) | HA. BER
183~188C CTHRAENMR L, BIFERFAR 2 R S 720,
(5)EAIE E AR RETE B
pKai : 1.7
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(6)REC Rk
MR L
(7)Z Db E 4R EE
pH : 4.5~6.5 [10mg/mL &k ]
iR FEAL : E1/2=+0.06V (vs.S.C.E)
Miyer : [a]y +10.6° (0.5, in CHCls)
WS Biom 475nm : 187
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fr 40C 4 7 A b7 L 0.9 972.3 99.5
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FRENTZ D 93.0~105.0%I5tT 5 U 77 B v (CasHssNaO12 @ 822.94) % & e,
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*BRIEE  SMBL, W HERER, SR

(1ERNRELGESR - A, SNENFRERS - BEICEYT 51ER

YL
a %
Offi - X7)
(PTP)
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1. EERITEHR
GEGEE)
AFNBHEDT A AN T HLBE
GEIGIE)
ERRUVZOMDEERRE. XA ANITUDL - FTEHDLIVTLYI R (MAC) fEX ST IFERMENER
fE. N\NVEUR

2. HEXIIHRICEET HEE
BRE ST

3. HERUHAE

(MAZRUVHAEDMRER
(&R B U Z D DFEIZAE)
BEEANCE, V77 LT 1E450mg (M) 21 H 1EEARA&KET 5, 72720, RO
HodH 5561300 2 ARG TH K, FHIE UCHIRRTZEERR G- & U, Fis, BRI X0 EEEET 5,
Fio. MOPREEER & OPFRHNEE L\,
(MAC fE = & T IR M MBREE)
WEERACIE, V7 7B LT 1IE450mg (M) % 1 B 1[EEAREO&EET 5, RS U CRIART
ZENERERE G- & L, i, R, REIC KD EEEET 225, 1 HERKEIT 600mg (i) 2720,
</\>t VIR

BWERAIZIE, V77 LT 1EI600mg (i) % 1 5 A 1~2[EIE721E 1 B 450mg (Jiffi) %

1A 1EEARAOEST 5, FAlE U CHRATZEERE G & L, Fln, ERIC L0 a5, 72, o
v URAIE OS2 Z &,

QFZERUVAEDRERRE - 1R

4. BERUVAZICEHET 5FE
7. BERVASCEET 53R
(MAC JE # & U IERERMEMBR R E)
BB, BB, OFHEFEIZOWTEMNINOBTE LR TA RT A4 DIE BFOFRESEIT
L, &545Z¢&,
fiRER -
A RTA4 LV EORFOFEREBHEITT D L0 ) BT OV TR, FEREEMEPIRR EE 18 IG 2 A 5 A oo
EHEIZLI,




V. IBERICBET 5 HA

5. ERERRAE

(MERT—2 1\ 75—
YL
(2)ERIR AR
R L
R HERGIRRAR
ZUER R L
(4) WAL HIELER
1) BINERELEAER
AR L
2) REMHER
MR L
(5)EBE - RAERIHER
MG L
(6):aRHYfEFE
1) EAKERE (—REARERE. BEEARERE. ERARBLERE) . RERTET I A—XH
. HERFTRERZBRONS
HMEE e L
2) RRBEFHE L TERFEOANRXIEERLI-AE - HEBROME
FRABERE W\t m) 9
Nl PR B R BT LT R RGRRIEA E, R ERE T ISR Ol SV SEB A RTRE AR R W INEE L,
LMK OFIECONTHRFT 2 Z LA BMIC 199744 A 1 B 5 200343 A 81 H £ THEMiL7=,
APFEICBNTY 77 EVUIIARRIZE R 5 WA Sz, 118 filh#wE ShzmIfERIL 22.9%
(27/118 #) <. FZREIMEMITE APEE, %O B IGES 5.1% (6/118 ffl) Th o7, AR
SUERF] 116 BT D AT 90.5% (105/116 #) Th o7z, £z, ZEAITKTT 2 H%31E 89.7%
(96/107 #) . VEARUIH T DHEHRIL100% (/TH)) Thotz,  [(FHHFAKTHE
(7)Z Dt
(g% R U7 D OERIE)
LUFIZ, EWNIZBT 2REORIEFRBAEZ R T,
1) FnifE#%
MELAE
@ JEZEE 221 BIIZ RFP - INH # 6 » AMUFH L, S HIZ INH 25T 3 » HEEE9 » HREEE L
7256, BGRIPEE G 46 BlIXH 5B 2 » HUNIZ2fER e (B53%) L. VB 1.5 FEIR LG
182 BIDOFHEERIL 1.1% (2/182 f51) T -7 9,
@ HITZHMBEEICRFP-INH - SM % 3 » HEfHOFH L, S HICRFP - INH 245 H. SM %3 2 [Alff
M UL7%E. 6 » A BOREBEMLE 538) 1399% (97/98 ) Thoto, F7o. WFEMEE% 6 » AM
BB O 12 o AR GROIRERP IR 36 » A £ COMPREEIL, ThEh 2.3% (3/128 ffl) KW
0% (0/124 #) Th o7z, EREWEMIZ, BAKT, BB, OEVOEFHNENEN 6.3% (8/128
#il) . 7.3% (9/124 f5]) TiH-7-9,



V. IBRICBT 5HA

@ LICHBMEDZEREFEIC RFP - INH 24 H, SM ## 2 [ (XX EB 24H) 6 » HEOFHL., &5
\ZRFP - INH % 3 » A (9 » A5G EET6 6) ik 6 » AR (12 » H&EEE 75 61) A O L7=,
9 » ARGRETIEEGHLA 3 » ALINIZ, 12 » AESHETIL 6 » A LANIZ2FIE ML (558) L,
£, WD 36 » A £ TOFEHEREEIL, 1.83% (176 #i) KO 2.7% (2/75 1) Th -7z, L2RFEIEH
X, IFREREE 2 TENEN 34.2% (26/76 f51) | 33.3% (25/75 ) ThHHo7-7,

AR
FHAREHE 25512 L7z RFP & oHufiE & off iR (RFP ¥ ) 121 1, RFP - EB 13 H &5
#E 67 B}« ' RFP (# 2 [1]) - EB #5865 510 6 » H H OFEEMELE (B538) 1X, 224 50.4% (53/105
Bil) | 82.5% (47/57 f5]) | 84.5% (49/58 #il) Td -7=, EZREWEMIL, BIBER TENZI 13.3% (19/147
Bil) . 18.6% (16/86 f3l) . 3.9% (3/76 fil) TH 79, ZNHDH b 3EMBYF LA BE OFPEER
I, ENER 31.3% (15/48 f51) | 10.0% (5/50 i) . 7.8% (4/561 1) ToH -7 9,

2) & - BAEi#ER 0
HEEMEE - BAEREEE R 31 611 RFP (300~450mg/H) % INH, PAS 2\ 1~3 #l& O fFHT 6
~12 » ARG L5E . A% 67.7% (21/31 ffl) Tho7-, 14T AST. ALT ® FH213 b -
7=,

3) MFRIEFERL R U FER 1V
HIBW IR S BT 83 151l RFP 450mg/ H % INH (XX THMS) | PAS & 2 UL B HOFH L2856
DIRIEIL, 91.6% (76/83 #i) Th o7z, 83 HlHHE I N-FNEMIX 65.0% (54/83 #il) T, FAemIfE
L. FFHEREREE 19.3% (16/83 #1) . I/ 18.3% (11/83 #) . BAFAEIR 12.0% (10/83 fil) T
Hole,

4) 1) NEiEER% 12
U LR EiRER B 29 B RFP450mg/H % INH, EB%: & 1~6 » AME A A L2546, Bls L157- 37
TEDRER Y >/ EHT KT 2 A 20 21% 94.6% (35/37 ) Tdo - 72, 29 il hfE S 7= BIWEMIX 20.7% (6/29
) ThHotz,
&)
RFP :U7rxobBv»
INH A YV=TYF
SM ARV T b
EB T AT b=
IHMS : f V=T P RAZ VALK VEET Y & 4
PAS /357 3 U FLEE



VI, HE BRI R DI H

VI. E3hEE(ICEHY SHEE

1. EEZHICEEH S LEMRITILEWEH
AVET VR AYVET UV RAZ L ZNVRAEFT N U LK), =& 07 h—IEBE, €797 IR, 44
sat o NTGTI)HUFNMBRINT T DK, T I NTT I VFABINT T LK, =F
b AN AN S o e QO 350
TR BEO & LM ORI RE L, BHOEFRLESRT L2 &,
<&E>
FEEICBIE D & DL &YW XL EWEE : Rifamycin 8K CEERRPLAEME)

2. EE{EMH
()YERERLL - ERRE 19
V77 B viif, ERE Streptomyces mediterranei 16 % 7. S 7= Rifamycin OB A TH 5, HEHO
DNA {KA7PE RNA AN Y A 7 —BIZ/EH L, RNA G ZMET 5 2 LIS L0 FiFEEMRZRT2, Biiiao
RNA 7R U A Z7—VIHE LRV,
()EM TR 1T HHERRAE
1) fiEAN
@lIn vitro
O3 R R AL M OV SRS RZ B 1o U CRBEPE I Z27- L 19, b MSHEEEZ B HarRv BRI 2 i/
BILIEEE (MIC) X, Dubos A #ICix 0.05ug/mL, Kirchner it EhlsHiCix 0.1~0.25pg/mL,
1%/NIEEH#ICIX 10pg/mL TH 5 19,
R
U7 7 ORAFRERZBE IR 23 B MR EE IR IO FEREIC & > Thvip v B 572 15,

)77 VEL U OREREEZERICHT SRES

By Dubos i A5 1t Kirchner =i Bh5 H 1%/ 1155 #
% pg/mL 0 [0.025]0.05(0.075| 0.1 | 0 |01 ]025]| 05075 1 | o | 5 | 10| 25
JAR =+ |+ = = | = |+ - -1 - - —|1w00|100| 15 | —
SM-R* | +++ | +++ | — - — |+ |+ - - — — | || — —
t INH-R ++ | ++ — — — + 7 — — — — | | | - —
IS Hs7Rv
7 PAS-R | +4++ | +++ | — — — + — - - - - 90 88 - -
i KM-R | +++ | +++ | — - — |+ |+ - - - — | — -
¥
i CPM-R | +++ | +++ | — - — + 1 - - — — | — -
E [+ | — | — | — | + 1 1 — | = = ||| - | -
H. ++ |+ | — | — | = |+ - | - | - | - | —]wo0o|1w00| — | —
4 M OHE OB +++ |+ | — — — | +++ | 60 — — — — || | — —
HooE® K H 2 % 3 % 4 %

*SM-R : SM [fittEik, LATIE U, HEFEE & 102mg



VL

NS PRIC BT A EE

BAED B

BHEHURAZ I 2 s LT B S BERR o UL IRAFER D6 & IR UM 22 7s LTz 19,

V77 EVUDEESBMERERICHNT SR/NEFBRILRE

fegcii Dubos {5 Kirchner it his 1% /N1 55 #h
popp R hg/mL 0.06 | 0075 | 0.1 0.1 0.25 0.5 5 10 25
51 30 13 8 39 9 3 32 13 6
HWooE R M 2 3 4 %%

B & 102mg

@In vivo
E FEREKE RS

RS BREFRIC X D~ U ARBRARERIEIC K L, U 7 7 B2 10mglkg Ot Q513 #Ak

WEGIZBITAA ML T h~A 22 10mgkg, 4 V=7 F Imgkg &5 L0 bEN-IREDIREZRL
7": 15)O
(%)
100 <— RFP 204
<«— RFP 203
= R — <— RFP 10W
# 50F ;
INH 133 —> <«— RFP 10:%
=4
AEEAE
| <«— SM 103
| | | | | | | | | | | | | | | | | |
2 4 6 8 10 1214 16 18 20 2224 26 28 30 32 34 36 38 40 (=)

B #

E FEERERETHK. EEE 0.5mg EFFIRIEE
REEHEM (ugig) « N : RIR. 3F - 5

YR (NA2R) 128 5 RERMIFERIE /B BRAAE



VI, HE BRI R DI H

Hs7Rv
HaRv HRIC XL B~ 7 AFEBRAFEICH LT Y 77 B2 Imglkg (RTFHE) A ML T h~A Y
> Imgkg (T ICTEDIEERGEZ R LT 19,

5__
o
o
o o
4T°° a8 8 | o lo
it o o o
o o
A 3T 8 [e)e) o
&£
o o
& 2+ 000000
4
1__
i ETEs
A ROKSE

WE SM |RFP__|RFP [RFP [RFP “
B 1mgiE | 1mgiE|4004g7E|4004gH| 20018 HerRvAk, #EEEES5X10°V.U.

RERHI Y ) RFEIZIE 12X 9 B IAREER

ZERAEZE
U7 7 ey Al & o TR OREREE D R R U ZEBI O ZERNAEZE IS L THIER L, 74
ORI RIS 5 Z LB 5TV D 17,



VI, S HH B4 D IH H

2) ™
M i OEE CIHEEE 2N EBLT 5 Z E BB SN TS 18, LU, otz sE & o A2 XtEiLE
HILTWRUN 1519 (jn vitro) . 10 LA, MAIPFHIC & 0 WiHEIZEE S 7 19,

EEMBERFIMERIZETE) 77 v ES Uit 19

RFP fxmd6 Bt AL (ng/mL) K OWEREL
BRE DIl 3 0 0.01 0.05 0.1 0.5 1~100 FRAAR I
N5 N5 w58 N5

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 1 1 1 3
KM 1 1 1 3
TH 1 1 2
EB 1 1 2
L 1 3 1 10 5 26

&t 0 0 1 12 2 20 7 8 O 0 50
10% 7 /v 7 X A0 Kirchner i@hss o R5eafir: 5E ¢ SEAME

FEANMPELE (ng/mL)

RFP
(pg/mL)

100

50
25

10

0.025

0.01
0.005

(Dubos k1t
HEMRLE)

RFPE

RFP+EB

L1 1

1011 (f€)

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

% Ha7RvAk
¥ 10%EME7IV T M
Dubosi{#5 i
x BERXEIRE
VM : 0.5 g/mL
[ EB: 0.25 ug/mL
CPM : 0.25 ug/mL

| RFP+VM
RFP4-CPM

RFP+CPM-+EB
RFP+VM+EB

i RERFIGFRIZ L B invitro ') 77 Y ES UMMM EGEERR 19

()EFISIRRERT - HAERE R
MR L



VIL_ Y @hie 2 B9 5 IH

VII. ZE¥EREICET HIEHR

1. MAREDHT
(1)ABELENGILTEE
VI2.2)EMEEMITHHBREE 5K
(QEGRABRTHRESIN-ILPRE
1) BRI
OHEREEE
RN 4 Bl ) 7 7 B2 450mg & BT 30 /X HRIRE O % 5- L7255 A O ENRE N T A — X 1%
WD LB ThHh-o7-20,

)27 VEDVBREREICEITAEMBENT A —42

INT A—H mean=*S.D.
Tmax (hr) 1.90+0.47 Tmax  :  Fere i AP B BIERE
Cmax (ng/mL) 7.99+1.04 Cmax : FrilLFREE
tiz (hr) 2.26+0.73 tuz o AR
AUCo-24 (pg * hr/mL) 47.96+7.37 AUC i Hr R — R R T i f

(One compartment model, n=4)

QEmEOHRE
<BE>
fEFERANIZY 77 B 1[5 300mg, 1 A 2 FhEHiR G L7cda. AL 0.24~1.53pg/mL @
HPHCIZIE—EOHRZ /R L (567 FUREEZRERE &3 20E) 20,

(pug/mL)
1.5 F300mg 300mg  300mg 2 BEfEE—1.27 pg/mL
6 + —049 ~
L 12 » —024 ~
fF' 14+ —141 7
iR 18 » —053 ~»
B

24 » —027 ~»

26 » —1.53 ~

30 » —058 ~

2 é 1214 1‘8 2|42‘6 éo 3IG (hr) 36 ~» —030 -~
B

1 B 2 EEMRS HNPREDKS (3 HITH)
(3) &1
LR L
RS- HARORE
(L7 ARELAER B



VIL eI B4 5 H

2. BRYRER/NZ A —4
(g AE
AUN—= AL FET L 20
One compartment model [VI.1.(2) 1) QERIKxE] MK

(2) U R FE E 8
0.91+0.49hr! (mean+S.D.) : FEEERA46ICY) 7 7 B2 2 450mg & FARHT 30 4 HERE 0% 5 L7-
B 20,
(B)HKZRETES
0.33+0.11hr! (mean=®S8.D.) : fEEERA4HBICY 77 ¥ 2 450mg % F &R 30 /M HEHRR OS5 LT
LA 20,

@HPIUTFTIUR
9.57+1.60L/hr (mean®S.D.) : fEEEKA4AHIZY 7 7 2 450mg Z & 30 /AN HERE A& G L7
f];_/a\ 20)O
B MBE
M ER R L
(6)Z Dt
U ER R L

3. B&KH (REaL—3av) @

Q) Ziiwaps
AR L

QRNT A=A EEFHER
AR L

4. )% IR

(1)U EB 4L
EE(a=g

(2) iR =
AR L



VIL_ Y @hie 2 B9 5 IH

5 5
(1) % — A B P9 i@ 14

il

<g#MT—45>

7 v hTldadE LR,

uC-J 77 B 10mglkg % T v MR A G% O BT REIEEE OHERB 1T, IF 2R < 3T oM N
T EFREDOHEZ R L, &5 8 R ICREIREITE Lz, T, #&5 2 KRR ERE 5.62X
105dpm/g %/~ L, 24 BRI E TlE L A ER LUV TR L T e, T OMOIEES Clx, FFRAICEYAE
NEEIND DI R o7, MANREIEX, FETHV . MK —MKEAMITEE L T\ o7z 22,
HERNSmE

BERITHT D EHDH
1 FREfH 2 W[ 4 B 8 HfH] 16 R 24 I 48 IRFfH

JiF 5.55X 101 4.74 3.74 4.26 2.65 2.61 3.34X101

& 3.76 X102 7.70X 102 1.70X 101 3.98 X101 7.98 X102 7.28 X102 1.03X 102

i 8.19%X103 1.75X 102 4.94%X102 5.43X102 2.52X102 2.22X102 1.17X 103
2 4.92x103 5.03X 103 5.42 X102 9.26X102 2.70X 102 1.87X102 3.76 X103

it 1.71X 102 4.35X1072 1.01X 107 1.07X 101 5.46 X102 3.90X 102 4.46X103

i 1.24X 102 2.27X102 6.37X102 1.06X 101 3.03 X102 2.68X 102 4.68%X103
o B 3.07X103 4.94x 103 3.46X 102 7.27X102 1.48 X102 9.30x 103 1.22X103
SRTE 1.59X 103 4.09%x103 2.75X1072 1.84X102 1.20X 102 5.95%X103 5.73X103
RIE=Sh 7.08X10 3.19%X103 1.24X 102 2.25X102 7.16X103 6.45%X103 3.26X10
I 1.32X 108 2.20%X103 8.00%X103 9.47X103 2.93X103 1.86X 103 2.98 X104
[EIRA 1.13X 103 1.50X 108 1.84X 102 2.47X10%2 6.94Xx103 1.82X 103 1.94X 104

% 0 0 0 0 0 0 0

(2)in % — Ra BERAFT @B 14
<HEAT—%>

MR 2BEH LV Y 77y e a2 L, 13 BEICHHEEZIT > TER] (T 4 FEEFTIZ 300mg IRA) T
. REAIM R 2.6pg/mL 1Tk L, BRI 1.4pg/mL, FRIBPIEE 0.6ug/mL THY ., V77w
TR 2 EE T 5 Z L 2R T 29,

Q)AA~DBITHE

RALTOLMEIZY 77 e 300mg ZHil G5 Lic & 25, MARED 1/2 BEOBATIEZ B0 I 20,
(4)BEBRA~DBATHE

<HEAT—E>

V77 BV IIERIEME A ERICBEBTERWVWEDLEEZ HNDD 29, BEFEICRIERH LHEAITIE, 1
H & 600 &1 900mg D% 512 L 0 ERERF DY 7 7 L VIREITIREIREIZET 5 2520, fF S iR
FEILE URE S COMIE P EE DK 10~20% TH V. Tt X FImiEE ARSI YT 5,

(5)% Dt DRI~ DFATIE

Y7y W M ORI, U SR ORI O RIS R ST B, e
Tt I O AT 5 2 & A3 BT 5 21272809,



VI g B HIE H

<HEANT—%>2
FrEEIC 150 X(F 450mg ZHEZR AR ERDBHRRTHRD Y 77 VED VIRE

150mg 450mg
1 - # 138 /mL Be 1% 13 A /mL
TSR IR i R5% . HE & N HE
BE e | oww | o | OB wm | e |
) (hr) (ng/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
ZAER 1 I 3 - - - — 24 16 — 1.80
o S 2 H iR 18 4 1.55 0.14 - - - -
14* 1.90 0.07 39%* 9.40 0.83
M #F B R 15* 4 1.10 0 16%** 4 5.90 0.33
— — — — 17% — 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 — — — —
i Jigk - — — — 36 15—16 0.56 0.47
6 1.14 538.50 27 6 7.50 183.00
. 7 1.29 183.30 - — - —
H v _
i " 8 375 1.17 40.75 — — — —
9 1.80 268.00 — — — —
6 1.14 27.90 27 6 7.50 36.00
JIF fik 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 R -
L 8 35 1.17 0.48 28 6 4.65 2.13
9 1.80 1.56 — — — —
H RE 10 4 0.36 1.20 34 12—13 3.20 1.20
A BE — — — - 35 12—13 5.20 3.30
At N TEI R i — — — - 38 13 0.65 0.49
4 B 1.41 0.90 29 12—13 1.18 1.30
& & 5 275 0.94 0 30 12—13 3.05 2.10
B — 0.36 33 14 2.25 1.25
£ ’f; 1 374 - 0.32 25 12 2.95 2.58
W - — 33 14 2.95 1.20
fig il 4 2—5 1.41 0.48 33 14—15 2.25 0.64
Jth =8 - — - — 0.97
B fik — — — — 25 12 2.95 3.95
7 e — — — — 12.00
g e EE - 0.45 - - — —
CUNNRTAR 11 3—4 - 0.60 - - - -
Js e — 0.49 — — — —
BRI 19 3 1.85 1.02
7, i 1.85 0.72 33 14—15 2.25 1.00
DN B 5% fla B — - — - 37 12—13 3.90 1.45
o . 40 0.59 0 42 1.15 0.34
A it 41 4 1.57 0.18 43 12 2.32 0.49
- 40 0.59 0.08 42 1.15 0.15
" # 41 4 1.57 0.20 43 12 2.32 0.27

AR SRR VERERREZE LR 20mglkg



VIL_ Y @hie 2 B9 5 IH

(6)MIFEREEER

U 7 7 B kO Desacetyl-rifampicin (fUi§i4#) OMiEE A & OFEAR 2 LEBITEIC L O HE L=

(in vitro) 30,

MEEQEDFEESE
- e g e (%)
(ng/mL) ERT AT TV
Rifampicin 15000 ?7%2 22.2
Desacetyl- 100 17.4
rifampicin 50 18.5 18.3

i

(1) BHER AL B U SR R

JiF
(T HHERS)

Rifampicin ——_— Desacetyl-rifampicin

Rifampicin-glucuronide

3-Formyl-rifamycin SV

Rifampicin SV \

3-Formyl-rifamycin SV-glucuronide

Rifampicin

Rifamycin SV-glucuronide

Desacetyl-rifampicin

3-Formyl-rifamycin SV

QR#BIZBE5T 2EEE (CYPH) OHFE. FE5XR
U7 7 U E VAT EMAEEEE T N7 10— P450 (F12 CYP3A4) #1E U &4 ATt 4 35
THERNG S 3,

V77 B EBOIRLEST 5 &

COFEYOMEFEFEMEIC LD LA BND 32,

RBE o
l 1
1EE#S
v
A=k 2
%
v
2
3EB#HS

1 1 1 1 1

e 1EEBE#ES
A 2EB#S
= 3EBE#S

(mg/hr)
15 RBE
l
R
th 101
B
b3
s
5+
0 1

4 6 8 10 12

(S

(hr)

U757 o B0 LWMREMEENZRD DT, F O{EER— I,

J277 ESL2 1 H1E450mg EGEEOKRSHEORS ) 77 v ES UHEEDHTE



VI g B HIE H

GYIEEBHENHERVZOEE

AR L

HRBVOEEDERRVEMLL., FHELE

Reb {1

R AIZ Y 7 7 B 2 450mg Ak ARG L7256 RIS &40 5 F 72 3i#1L, Desacetyl-rifampicin,

3-Formyl-rifamycin SV }% O* Rifampicin-glucuronides % C& - 7= 3233,
REMDFEDHE

V77 B OFENRHY TH D Desacetyl-rifampicin (%, UV 7 7 B XD EDHE AR LT 39,

Rifamycin D& (MIC)

FEH Rifambici Desacetyl-
BHRE 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)
7.8

(1)FR. ZErhgE
TR BME 1B Y 7 7 B2 2 450mg ZEARRENCHBEIRE 0t h L7256, &5% 24 R £ Tl EHIC
# 58%. JRHIZHI 0% 3Rt =417z 32, F7z, MHHHRICHRE SN2 Y 7 7 B2 KT Desacetyl-rifampicin

WFIEBHHEER 2 Z & 3a8 bz 39,

HEZEOKRERFORRVOEHDHF#E (24 Bf)

7 # 7 1
rifampicin CGRZLIR) 67.00mg 20.46mg 87.46mg 19.44%
desacetyl-rifampicin™® 33.96mg 24.57Tmg 58.53mg 13.01%
IR 32.22mg 216.44mg 248.66mg 55.26%
7t 133.18mg 261.47Tmg 394.65mg 87.70%

| = 29.60% 58.10% 87.70%

*rifampicin (2 A5




VIL_ Y @hie 2 B9 5 IH

(2)FRPRBFDHTE
RS F 10 BlIC ) 7 7 B2t 450mg 2 Bl NG L6 &G-1% 24 BRI RIS PRt S D
R EIL, HEED 26% THYH , TR FIZ E@é%ﬁﬁ?%®% X, V77 v Y 66%.
Desacetyl-rifampicin 31%. 3-Formyl-rifamycin SV 3% Cd -7, 3-Formyl-rifamycin SV I%, FrHMICE
BRH SN DHT7e <, BEED 1.2~0.24% (F¥0.78%) LW HETH -7 39,

(mg/2hrs)
20
15
R : Rifampicin
q:j —
£ T
Bl 10
@ L
g L
5 I 1 ~
: ," Desacelyl-rifampiciﬁ hR
L . _S_EPE’le! r_|f§mycm SV
0 24618 12 24 (hr)

BE A

HEROKZRSRORBPAHHYOHER (10 1)

8. FIUARR—A—IZEHT B IEH
V7 7oy if, OATPIBL ORE TH D 3, £/, AFNIPHEALZHET AIEANH S 39,

9. ENFICLDHBRER

U7 7y OHtE, mMENT SUIEBENTIC L2 BT T v nbiu T A0, MRENTIZ LV FRE
ENHETHHLHD 3,



VI g B HIE H

105 ENDEREZETLEE
(MEHERETRE
EHERERE AT 4 HICY 77 B2 2 300mg & HERAFKE L5, 5% 1~2 REHEC o s iR B
(5.1~6.8ug/mL) 1ZFE L, FRMIL 3.85 Kl Th o7, ERERA & BERZITRD oo m, #h5
#% 12 R F TOFEIRFENEIL 8.1% & BRI TR o 72 (R A MER & 3 28E) 99,

(ug/mL)
7 L

sl x EHEEE
o IE®

P =

2 4 6 9 1I2 (hr)
A
HEROKSHEOMBETREDOHERE (4 HIFH)
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Q)FFHREIEE B E
<HNEAT—2>
AR RS 13HIIC1 HY 77 B2 600mg # 7 AME RO Lizga, @R A, FFEZ
B CITMm IR E O _EH RO OIER 23588 H iz 39,

1. 2D
AR L
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LIKFN L. s /5 L FICIE FS®5EEx bR

LTy T35,
7 &S e LR
VAT R
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ALSF=T

V77 resy ORI, PRI AST A NALT B EAT58FZN0RH5 2 ENbEE LT,
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AV T T SRR KN BT EnH 5, 2L, TN OFEFMORBMEREL, 2 b
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HIV B 15 SRS DOIAN DI | ARIOFFEMNHTEEE (CYP3A4 55) FHE(EM
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(U FFEL, BEFELLE) FIRFSHSEEZBNTNS,
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7y E LY
b CRTU AFNOUCGTHEMEMICE D bDEEZLNTH
v %,
1| srrrsennyya AAO UGTIAL FEERIC L5 b0 LB X LR
=z TW3,
4l L7 75 End R o a | FAT 75 eAomiE | Ao FEmRHEEE (CYP3AL 55) & O
FREENMETLEZEO | UGTIAL FEEHICE I b0 EEZ R TWY
R D, %,
TARNYTEEY TR | T 2ARENL TITT7x | KEO P HEEABEERICIALDEEZ LN
I TIT72FIRTARE | I RT7~BEOE| T\,
1 ARHETS L0
Do
FAEF T 4 KR ARG OEANOIER N | ARIORFEMAHEESR (CYP3A4 455 FHEiEH
T LRI IR WET 5 - L b D, ICED . TG OIEFI O AR L,
{t T aF S — L FIRFEESLEZ LTS,
g | T oAy T b ar oI | BERRHTHS,
b v, 7 kR romF
vail TEEENK 53%IET L.
tue 13K 33 B4 HE L 7=
L OWERD D,
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LIENHDLDOT, ZNLDOIANLY 77 B2 T 2581213, ZNOEADREZHRET2LERH D,
nB. V77 e RERTRICIE, 2RO EAOERERNEE SN D oo P RES 2 ET 55, RiE
ZEEANCHE L THEZHET 2 8EN D 5,
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HME AR & 6 R IAT > 2 FHRBRIC BV T, EXNRAXF D Crnax LN AUC B EF L7z & OREN D
BD. FTo, REINEKRT =4 TV AR—F =% LI X NRETF L OFE~DOR Y A& ZHET S Z &5
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mkERE
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1.1 EXLEMERA

1111 BIERFREOEELIFHEEES (WERH)
(8.1 2]

112 avy HEEARH) [ 7F7145F%F2— (HEARH)
FIERELR « AR, BErAL, P A 2

11.1.3 BFE (BEAY) | MEEER BEAY) | 2 70—EEEE (FHE D)

11.1.4 FmEEM BHERH)

11.1.5 S|MEEMIKGE (ERE) | f/MRED (EERET)

11.1.6 BIEMKBERAEONELFESEELGKER (HEARH)
SEMR - MR, MO N RIE

117 PEMRKERFEHMALE (Toxic Epidermal Necrolysis : TEN) (B RBH) | BiE M IE AR fE 1% B
(Stevens-Johnson fE{&EEE) (HEARH) | RESEYERE (WEAY) | XREFRKRRUVEXRAEERK
B (HEARY) | fIRAE (RBEMHEREZR) GEEARD)

11.1.8 FIEMMR (BHE )

Q)FnfnEI1EH
11.2 ZD D EIER
5%LL E 0.1~5% A1 BEARH
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B OE RIBE FENGE O DRI ERE, SERS
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E) R, . EEE, K. IT. RN 7 7 BV RO ORI L O BROEICERT D, B, iEbREBROE
BERY, £lo, YT har BT NLURANRERTLIIELH D,

fEE -

U7 7B ROZFORBEITERET, V7o ey ra®b4 5 R, @, WK, K, T, FEhcB
ITLTERATHZEDRRBOLNTNDHDT, BEIIARLZEGEXRNE I EIEFICHOE TEBMERLHDH,
oo AAEGICEV a2 7 LU ADEARFESNTEY 9, RFIERERT, Y7 a7 FL i XiE
R LRV ARRW,
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EHERNEMEFRAERAERUVERREEREE -8

S - = PR LR D -

% % TR e coms (ng;?ﬁg;ﬁa) "
B R S~ § 236 N FF N OFE
wOEOE #l % 843 9,950 10,793

B O F2E gOfE AR R OE M (%)

< H 1k o >

= ¥ P &= 48 (5.7 855  (8.59) 903  (8.37)

< oo B o>

i 3 H 12 (1.4) 119 (1.20) 131 (1.21)

AST (GOT) - ALT (GPT) t& 34 (4.0 418  (4.20) 452 (4.19)

Z DAl O T B e B A R R 43 (0.43) 43 (0.40)

G JH 17 (0.17) 17 (0.16)

PR i =| 6 (0.7 23 (0.23) 29  (0.23)

PR b 4 (0.5) 7 (0.07) 11 (0.10)

< K oM oM oR R >

Ziil % P H 2 (0.2 6 (0.06) 8 (0.07)

JWwitAd » LU - LUV 4 (0.5) 27 (0.27) 31 (0.29)

Hl " 2 H 5 (0.6) 11 (0.11) 16  (0.15)

G| i) 8 (0.9 95  (0.95) 103 (0.95)

D FE W - H o - HERR 3  (0.4) 36 (0.36) 39 (0.36)

» S A (0.04) (0.04)

K nES 2 (0.02) 2 (0.02)

T~ iR 39 (0.39) 39 (0.36)

< )id I >

5 % (0.7) 187  (1.88) 193 (1.79)

- v, FE ik (0.2) 45  (0.45) 47  (0.44)

B T 7 (0.07) 7 (0.06)

< i % - I H R >

= il Bk 59 5 46 (0.46) 46 (0.43)

AN ] W A 96  (0.96) 96  (0.89)

W B ko i % 29  (0.29) 29  (0.27)

2 i, 1 (0.01) 1 (0.01)

Jie T H 1fi 13 (0.13) 13 (0.12)

< & B E % >

NV 3 > 7 6 (0.06) 6 (0.06)

7% R 5t 1 (0.01) (0.01)

7 v o ¥ - KO 19  (0.19) 19 (0.18)

4 & 5} vy = 26 (0.26) 26 (0.24)

< a D it >

L) 71 =3 == 7 (0.8 22 (0.22) 29  (0.27)

# 2 3  (0.4) 118  (1.19) 121 (1.12)

5] i I 1 (0.1 38 (0.38) 39  (0.36)

e I 3 19 (0.19) 19 (0.18)

E I 7 (0.07) 7 (0.06)

- 72 it 78  (0.78) 78  (0.72)
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9. BRRRRERRICRIFTEE

12. BRARBRERRICRIZTEE

121 A R 7=v270—r (ICG) HEMOBIEN A LND Z Db D,

12.2 AW FIIRETEC XD MG PHERE, © 4 0 BefERBE 2" ZL08H 5,

fEE -

121 V77 BV EREIZE D ICG OPRIBIEN A B TERY . ZOMBEZR 72D, V77 ey
B BEOLAIIR 10 B, R GEFEOLE1X 3~5 H OMMREE B\ - 53 B 60,

122 JRBEDOY 7 7 U EV BN MIERERRIE & © X 0 B OEWEST 20515 Z ENgEShTnd 6, U7
7V EVUAHE FCHERBE RO IV B OREZAET 556, MAEDFRIREEUNAORRIEELS
JE L2 E e e,

10.BEHRE

13. BERE

13.1 fEK
F2JE - W - JRIR - 1 - BE OB RE/L (red man syndrome) | MEX - WEM-, I8, AFIER. #HUE.
AST - ALT %0 b5, 50/, Bm SOIAREE PR, SPEMAKE, iR, EakimEd, i i,
TRAENR, DEPERRER, L5 Ik

<BE>
REERELEBETY
L, EM, . B, BEORIR, RhiRifE & @ H P
PES LW (AR KIGZR) ® WEA : FEMER (40~60g—7K 200mL)
SEIR. WHWBIE, DEW, SEEL. RIR, ER, © FA : Wit~ 27 %> 7 L (30g—7K 200mL)
EEVCHH, BERR X~ 7 aa—1®P (50g—7/K 200mL)
i, & AR, FHEOZbiXy ., #iE @ BIFEER A B IE © TReodEAl%Z 1 H 4 B, 6
/RIS BERLERE | HfAE e, SKBE, AFER Rl & 595,
i BRI Vi AL 1A &R (10g—7K 50mL)
L | B, HEE ~—u v 7 A®10mL
g B IFRESE, MEWR - R - IR 1T - EOBNR | & TH (Wi~ 7 %> v L (10g—7K
1 BA~FEEICE R, BEE, K LA, EilkkE 50mL) Xii~ 7/ =2a—/L®P (10g—
&= ik % 7k 40mL) )
© WK : ITFRER 2Nz 5,
@ mERR . KREfEK+ 7t FiE (53
7 A®)
© XA
Hiffr : % 20 Kol (A —®N)
@ FIEDOSA - MikEH (HD)

<BE: BHRAXEOBERSICET HRHE>Y

IR B OEAR : O, EM, 8. FEA SR M OWEIRIRIE TCHE D IR R AR CAE T 5 Th A 5, BHE DK
BB LGE, BMERBBET LD D, MEEEWHLWIE Y LV E L O—IBHEEMAET 52 &
NdbD, FRE, R, T, MR, REOMENRERH D WIIREICER L, TOEREIRAEICLFT S, FL
Wi ERE G ORRERIUINICER &2 1) Z E RN H DIFBRB AT DA REMENRH Y, - U Ve REN S
L. BEDNEIRICHAET 2205, b &b & NFEREEL AT LEE TINEEN LV EHIIRLTH
A9, MOHERFTRIIAEMICIER 2 EThHDH, HEilR, EMERED D VITEE-EI AT A ~DHEER
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WAV E S Th D, NEBETIE, EHiEd 2 WILIREAFOEELHRE SN TN D, W DNDOFELEHIT
L AR, MR, DR, BE DMEEARESA TN D

SMSN  R/EMBOEE - BRI, PO STV R, L LRSS, IS 2 ISR e Sk
WERGIX, 9~12g OV 77 U EVHETHRESNTWD, RAICKIT 2B attim e 513, 14~60g
DOAETHE S TWD, BIEHN R OIEBBER 22 121E, 7va—L T v 2 — VELH OB % £ > T
bR D, 1~4EO/NEEREIZBNT, 100mgkg, 1~2 [F#EE5 OB 2B ERGOREN D D,

WE : SRR A B L, Hx OFERICAE DS THRIREZIT ). [UEZMHR L, 50 7 MR A % fle -~
ETh D, Bl EHENEZ 2 2 EBZVO TIRMZREA D 2~3 RFHLINIZ, IEEZFRSED L0 B
BTN EVTHAH Y, BNEMEREE, BRICEERAT U —2EAT D LB ICETT D35 %
WA D DI, HEEDOFLCNRM: Z J1H] 3 5 DIZHINA ORGERLERGE L H D,

SRR GEEURE L JEHEZHEIE LR D) 2179 & FAIOPEEE I 5o,

HEEDIEFOGEIT, BOAMMEET R LERGE S H D, b LEANATRE TRWEREX, MIEET & s F R &
[FIIRFIZAT S Z L BAEETH D,

1) i K & EERE  EERLSMETES A F-EET 0 - R - AEYE 20005212 U7 AT 4 TV
1 2) KEOUFTZE RIFADIN(rifampin capsules USP),and RIFADIN IV (rifampin for injection USP)
Sanofi-Aventis U.S. LLC(2023 & 12 H)

MERLDEE

14. BRAELDZE

141 FFRIZMHEHOER
PTP @3z DFANL PTP v — b2 LD L CTHRATS 2 L 515895 2 & PTP ¥ — hORBEKIC L
REGLAH2S RIER A~ L, EIZIZ 2L 23 2 U CREMIAR SO EERAHEL 0T 2 2 &2
b5,

fiRzR

[PTP OREARXIRIZHOWT)  (Fpk 8 4 3 H 27 BT HFEIE 240 5) L [HidBHEIC LS ERAE
MR CEEDOERIZHTZ->TO QA IZHOWT) (FRk 3141 A 17 B HEERE 54 5) IZHEVERE L
7=,

12.ZDH0TE
(EGERER I D < (53R

15.1 ERIRFEAICE D CERHR
WMZEBWNT, BT 4 U SEDREITRE LI-BE, EREFREUIEL S L ORENRDH D,

fiRsR
V77 B ONTREBEEFEERICLY . §-TI 7 L7 VEBBOGRBEMEL S, AT 4 U SEDNE
REFHRUIEZEDZ ENHEIN TS 6,
(2)FERGEREAERICE D < 1B
REZI TV
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IX. JEEG

1. EIEHER

AERICEHT 4TEE

(1)ZEhFEHER

VI.EHERICEHT HEB) &M

()R LML ER 6

~UA, Fv b, ENAEY D, XA,
PEER SR K O . R, & DM KIE T B OV TR L 725 R

UHR YT T, TRRRR, B RRRSR, PR

WFOHE BB W TERE D>

PEDOTEHINGRO DILTZS BRIR LRFCHIE & 72 2 F W Z2AEMITEB D S e o7z,

HERIEH g W kR BTG5
. e , R . 200 & X 400mg/kg BEFEN 5 C
FRARARRE R IR B R M T =N BRI R LT
WRBRRHOE | QEREEyyE | g | 08 ORISR
ZIN . ZIN s l_/ :O
-5 S BX = 23
WEBRRELE | AemErye | ey | L08/mDL TBHEORRER
BT,
(3)ZF DD E B ER
M E R L
2. E4EER
(1 E B 5 E MR ER 60
LDso fiE
34
09 7 PR ® n K F R P
vy % Mt 824 (1,000~678) 654 (736~580) 730 (776~658)
i3 824 (1,000~678) 680 (738~620) 661 (811~537)
S .k Mt 1,740 (2,090~1,450) 1,273 (1,367~1,186) 542 (597~492)
7 i3 1,570 (1,901~1,297) 1,393 (1,514~1,283) 511 (560~466)

LDso DfEiE mg/kg T/R$ (Finney 1)
() PIZ LDso @ 95%{E#EER A

Q)RR S H R o
1) 5BERE (5v k)

2)

Z vk (SDR) IV 77 BT 300~600mg/kg % 5 MREEGR OKE L- & 2 A, MiEAT R CIHRIMER
B 8T HAVTE A D MBSy K O RERR A IZ B L TR LA A B LR > 72, £72 500mg/kg
LB A& TIIMIREROHEMAZTRD, FECH S A DA, AR OFRET R IRt T~ 21kt
Mol

6 n AR5 (SvY k)

Zv h (SDR) 12V 77 v 50~500mgkg # 6 » Hilfifk &5 L& Z A, 500mg/kg O &
THPIEE & ORI GRD DTN AT 7 ONTFRERERRAEI B LTI b - b s | 7o —MeikRE,
HRRAT L2 SI2B L TH 300mgkg EFTOHETIRIZE A EELBHA LN T,

R)EEEMHHER
Y ER R L
(A)DA RS ER
Y ERR L
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(5)HEFE T8 A & 14 2R 10.69
HER~ 7 AR DT v FORRIBEREIREMICY 7 7 B2 v 150mg & 5 \ME 200me/kg & 2k 05 L
el 2 A, ZhAEHE BRE, DB EOFEORBNTRD LAV, R Y ¥ 12 75mg XX 150mg/kg
G Lo a1, BHBAERIEERO bivinoiz,
(6) B P il B i L BR
MM EE e L
(7)Z D DYFH%E M
1) R MEER 60
BIELTZEAE Y NEOUHEEHNT, BRETF7 4 FF 20—, TAF ARG E &2 BRE L2,
V77 EVACHRMETRS b iesol,
2) BIcg &
Ty MTU 77 B % 21 R ARG L2HE. 160mg/kg UL EOEGHE TREH OB, RIZE
FEDART, JRANE EEAIR O350 BTz,
3) BFRICXHT HFHEE®
ENEY MZY 77T 400mglkg & 28 HEREAKRG LcGEa . BEEERIIC &R B AAIC & A
NWHICxHT 2T AL o Tz,
4) BRITxtg HaE 69

Z v MZ 90 mg X% 270mglkg % 3 XUV 6 » AMRROE S L2356 fARICKHT 280 5w 213378 0
HAILIE Mo T,
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1968 45 1 1 H
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RUITEAR e AGRAEH H 0 200947 H 2 B (IRGE4AEE L D)
HEKFRE S 22100AMX01803
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%%%WAEHE$1WL$8H
CHREL V7Y EERMEHB 197146 H 17T H

9. MEEXIIZREM. RERUVAEZEEENEOERABARUVZTORE
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WNE - i UIR
2011 4E5 A 20 H : ZhEESUELh B
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In the treatment of both tuberculosis and the meningococcal carrier state, the small
number of resistant cells present within large populations of susceptible cells can
rapidly become the predominant type. Bacteriologic cultures should be obtained before
the start of therapy to confirm the susceptibility of the organism to rifampin and they
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
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or culture positive, if resistant organisms are present, or if the patient is HIV positive.

RIFADIN IV 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
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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.
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% w/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.
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3. Transfer the rifampin powder blend to a 4-ounce amber glass or plastic (high density
polyethylene [HDPE], polypropylene, or polycarbonate) prescription bottle.

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.

¥E D SPC

(Rifadin 150mg
Capsules : SANOFI,
2024 2 H)

4. Clinical particulars
4.1 Therapeutic indications

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
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or more - 600 mg.

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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Carcinogenesis, Mutagenesis, Impairment of Fertility

A few cases of accelerated growth of lung carcinoma have been reported in man, 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.

There was no evidence of mutagenicity in both prokaryotic (Salmonella typhi,
Escherichia coll) and eukaryotic (Saccharomyces cerevisiae) bacteria, Drosophila
melanogaster, or ICR/Ha Swiss mice. An increase in chromatid breaks was noted when
whole blood cell cultures were treated with rifampin. 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.
Pregnancy-Teratogenic Effects

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 3 times the maximum recommended human dose based on
body surface area comparisons). 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. RIFADIN should be used during pregnancy only if the
potential benefit justifies 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.
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.
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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 fotus 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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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 ti2 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

mcg/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 meg/mLs; 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
daysl) 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:80172mg*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
min 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 mcg/mL (range: 6.1 — 15.1 mcg/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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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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