Welel

TR 19E8A20 R ERES |

ZSEER2 |

&

* % 2005 10H SGET (F okl Sz <t 1 2N
2006 8 I 0T B S o TS
876149
TR EERE ERES | 2150AMYON0
SRR | AEICER ‘ SRR | 20 R
EEEXS. BALALEES  BE-EBEHSONARALLIVERTICE —
4 54 FRECHER bl sl
N HEEEE | 2001ETH
-ll &
T 797 w300mg e e———
®
Ketek
FURATA I sanorfi aventis

[ 22 CroEElcERsELENT &)

LEROBSCH L. BBEORLEED S 5 Bl

2TV IRV FERSDhoBRE [3HEEER O
XisHE]

{ 8% - K ]
1. 85
%?%ﬁ? FUARDTALY M0mg CHIE) _
ERtAo—2, REFy, dulivAo—2AF LUy
& omow L, AFTFUVES TR ¥ON, e Fudv ol
AEn—22910, vy Od—A6000, ¥4, BT &
v, BASTMHEE =R ES
2, EiFloE
N A, kex, B L
£ 54 il
FAWA| 5| SRV O =
S5 FENE 2/AV
o WEWE i& B Hi
B #126mm

[ haExXidzhR ]

(EEE)
FECEEOT EYERER, LY ERER. MKE, 57
G (TIUNAT) ~HES—VA, STV yPHE. P4
:wﬁ\ m?’bzblsz:-yﬁzﬁ\ TURFSE. MRZS

PTASSIVT - Za—ESI) MigTAaTTET (=4
3777\’? ._1——1:—._:1:)
GERE)

WHEF - MREE, MR, BURSUESCR. B, Tﬁﬂ@ﬂ&ﬂ%fﬁﬁ@'

CREER. RIAIEG. EEESS. BEETS. @
BRI SV Y VEMERAREIR U 2 0 5o KA
ghkEEats, ([ BEERRLR ] [ BMER ) 0ESH] =

[ BERUAE ]
WE, BARBFIATTLL e LT600mg (3D %1 H 1 E,
5 HEEORET B, i, EEEGR, sEERERRURMCIE,
1A1E. 3AMEMRSLL,. MRKIERICL D 1R IEBRR
THHEFECHRSTES,
§ (RRARUREICHET 3 LOES) :
D LEAEOBEEEE (JLTFZY 79?/7(30m1_/min5§§
DO 0BaBETR. 1 1EL Wmg CHi) ~OBEE
E@TE ok, MEEFESCH LT, BFEIOTER -
[{600mg (1) 22BN T BIc RS L, BEfaLshciE
I HI1E, 300mg CIl) ~DOBWBREERTHL, :
D 2ARIOMEREDE TR, IEHOREEZY s, Rl
P ELTEREERETCL, :

' 3.6 BELEE A, EEBRRCEAOREIR4E
L ELE BADBAE S BEME) RWTLERERNR
L LS EBEORFKE, EMOHUETEYZtoEaic
EETHC L. :

[ #FBEDEE ]
1. EERS (.km%%miﬁ@:i&lﬁaz &)

=205 FEVNBMCHL., BlEOHEREDS 5 BE

(QESEEIEORSE EREE LRI ThIRSHS.]

BT EERXBC THINOHLBE K QT EREFEFEHOS
&, BETHhTWIWESD Y O LREE, €7 532D LI0E.
BIROB2EE, HB3VWREISA T, 75 A N HAERAIL
QT WESHFLE TN TWBERIOBRS 22T TWEBH TE. QT
ERER: THEENYH 3]

2ZEELEANETE

(DEFEL. RETEE, BASSSLDLNB T LFHBOT,
BENEOIBIRS RS B OmF TRV 38E
BTk, BEEH2TE. ThEOFHFANERT SIS
BHEC LeBEESTAIRHBL, chodBobhitiBs
it BhiciRERdkL, EMOZEE22II5 L3583
C &, [[4.B{ER! DESHE]

(EEREEDEH RS LS, ERAELTEC LA
HENT D, BRIEEMEORTRE N TA RS Li-Eg,
FERSE, BRI EEC T ENbh.
BEEREHILBEE N T VB O T, HOBEBENSVBSERE,
AR OB S T EAEELY,
flicisEaEavr . RA0RENRELES, HER ST
v, BRASLbhEBRSICRES CESERIEL, BN
BE{T5T &,

3. HEfEA

FENTE L LT CYPIAIRU—EE CYPIA TR ENE, F12.CYP

A4 TR IC CYP2DEREE T 5. CYPSAC LD RFMENBHE

MEtRICEET 3T L,

(BEE (HAEALELTE)

RHES WEREN - BEAE | 7 - EHET

VEUE IS5 O5 A FEIER L PEY FOMH AR 1503
F—3v 7 RAREWT, ETY FOm@Es Limloii 2
45, VeV ROmPREE FRE FECYPADE H
#, QTEERULEBER. LERDIFET S,
Bl torsades de pointes 7% £ O TE{R
BHobhatEIONE,
HERHERIZBVT, YY) Romp
BESLELOTAEELE. ([ B8
HENE ] OEBHE]
QT EERTLERR. DEMIRET
torsades de pointes 7% & DFERNBE S
LhaBThYBS.

RHEEE HBcEETSIL)

SRS EEpEth - BB B - ERET
DURABAF | FREBCBV T, YYRAFF O |EHichoniE
P RS ARF AR LR Ui, [[ e 1 (floxze 5 R
v OFEHE) IH—0ORFEEHET|FE (CYP3AD £
ABEEThMNHE0T, TR, Hhh. (BEd 5.

FAFER CKICPR LR R ELERTS
Tk, CYPSMTRMEhZARF
ORI EAEELY,
BTalie, 125352 2aE

SHFUF

Wiace,

P1



BHGE WRERAELR, « BB B - RET 1 ~ 5 %Kil I %R peli g R
CYPIA TS B | IR EERIC BV T, R F VS LD AUC| FAR T B D3 F B (PSR, ALT(A-P ER
ENEAYVY|RERLE. [ Z0EE 1 DESE] | Rl0 X5 R (GPT).L B, AST
FTEY 8 FRER M T BTN BE2D%E (CYP3A4) #* (COTY k5T, -
IFVSL T, BEANEEET AL, Bk |HET 5, GTP k5
RO T VS L BEOREETSREET AL, 0 % | FEEREn
¥ _ N : . | T I
FET Yy B, B ZH{LERAIER | L & RH DM AER E ,
2z, MAIDRSERY | Fid | BREEARSH - T R, | B
Back. b, : HE ER
vAFLvy  |HARBRKBVT, YIEYIOLT|EBAMERAON e 5
EEAER L, [ 08E ] OR[Scio, vIF B T3, B | BRE, R
B = S OREEED igidc s
mEprdFrrEgrer) rFiREh, F3% wREE EfE, 3Th | DEETER. S
L. BIERIRRcEET A &, L OMmPIEE S i 7RBE (BRE. FMES).
tRT B, Bhv N, 6B
D7 vy | FRRRICBWT, FRIORPBES V7Y viR ) T AT I BTV B IR O 1= SRR,
ETFLEDT. HAZRET ST BN |FRo0E 548 ; *iﬁeﬁ@;_ 5 i Al
Flw [[RADE ] ORER %5;2“3‘“)% SHETORBIE TOMBTENT 1%3 {EF VROV A Y
- T —— — Y ELT0mg Chil) AR5 hicize A madsm3.2es
IR E AGC AT L 1L R 5y 3 BITL00S0 (S08%) I-BIEBAs 5 e, TABHERD
E] Qﬁﬁﬂﬁ} e mﬁ‘ﬁﬂ%éh% Eﬁ&ﬁﬁﬁiﬁgﬁfﬂﬁkﬁﬁﬁf‘ﬁvﬁu ﬂ@@&?%w
- 2 SRTVWAEIERR., OFE) 7. #ERR. HEHI -
JNFFUY |PNTFY VUD{’FFH?‘ZIE‘EEL_)":EUDﬁ BFETHTH P SBIETES,
IRl taicd by e, AHMIRHAE (1 H 1 @80mg (IiD) KBVT,
' - il 12,1500 IR U e 2 2WERE. TR (32%). B (28
2 %), T (1.3%). BEiknEv (12%). GEEE, ik

wRras4 FEREBRICE LT, FRENICLZEEERI S

HENTWS.

DPVESIE, ¥PaRIy, 2700 LAKA%W. U E
FEIL, AVARTELEY Tazb L A b3 —1 [T
NS OESMOMBEEN R L, FANERENIBEHN
B3]

DIATE I EER CRMOBEENS BEh iSRS
BrackdEs.]

4, B{EM

EHTOERENETORBICSVTIHIETY Ao/
L T800X 13800mg CH{l) Hi85E hiz R AR SH6e13H
113 (18.4%) i< B EARIFAMRD BNz, FRRIPERE.
T8 (4.6%), EEEIGH (26%). R ELR2H (20%).
A (1.8%), SRR op (15%), W& - BLel (098
%) —EB ol f:a
MER e LTORSERAREHERRE L. ALT(GPT) EF49% (26/
536). AST(GOT) E5F1.9% (10/536). iFEEERIEIN1 5% (8/521), v
GTP ER15%(8/524) Mk Yy = 5—8 - F14%(7/510) THh Tz,
FER ORBRIAR I BB R RS Th - .

(B2 © 20034F10H)
GF) BRickB 3 RERRR. 1 H1E60mg Hfll) Tha.
MEALEENER

N¥awy, PF74S5Fv—BERKEERFED) -2 a vy,
FrI72 53y —RBERBPSEbICEHBESDT,
REE Tty SRS, NEFESFORELNAZD
ShitiggiciRBss it L, BWYZRERTS k.,

A EEHENEOEL GREFBED) - HEFHEIEOERE TE
ROEEIHEZT N TN S,

AEENE GAEREAD) - EIEA. ERL-WOETESD
BEhhac bNH50T, cDXIRIBEICERESH
EEOBYIERTS T L,

=4) Fros, FFGAREEE. B (SEERED) AP, AST(GOT).
ALT(GPT), Al-'P OEL W LERSEMNES IFHHERS.
WHAASEDNE T LHBLOT, BEETSITV.
BEMEZH OB RBESEGEL, EVRRE
TS Tk,

#S)QTEE GAEFED) QT EENHSDNB T LNHED
T, BgEtokme. BEENRDEhEBSERE
Rk L, BULNEERTFI k.

) ARSI EVTRD ATV SHIER O HIEETRH,

2 OMORER

HTokSZENERRH bRk, R U

mBEHTICE,

NVERT—4

1~5 %3 1 %Kil S FHED

Fibi, RO, AT RS - D, NS,
TEI—ELER. |Er. E8. OR

Wi

RSB #®. BHRFER

(B08%), 'BH:, (138, HB (%06%) RUZEH (05%)
THok, BB, BEEMELOBOHMEETHH, £<
BEREM OB T, BEERSRUALED LNRRER
BRTHEEL, BRERALNEoT,

() BRkE2ERERRR. 1 B 1E80mgGH) TH3.

5. BRENORE

BEEETOEMBERS T, FROMmTEEFESSEICHAT
g‘]( AT EREHENTWS, ([ EhEE ] 7.8RE0ES
SRl LB AR AERVY, REOBEE JLTFZY
VTS A0mL/min KD ZHESBETIR, 1H 1R 300mg
(hih) ~OEBRFPEETZC L, ([ B0E% ] o THERES
HDIFRHHE]

6.3, ER. BARE RS

DERBRIEREL TWATEEO S 2 BAIC IR, BELoFIE
B FElS EPHE NS IBac0MMEETE I L, [EiR
oSBT RSB L TV, ERCRIETEE
DBV T, T P A EBMEORIMET, Sh%
OE FERSD 5N, Ty PR FICBT 2R E A
I Eagic sy T, BEEE GEETHVREBEHRET)
HHLNDBESFEHE(S v b 300mg/kg/B. NEW 783
80mg/kg/H) T, REGEOEE. BROEEFEESOHE
ObThaEmcing., EE - EREONELAE. BRERD
REREMEHLNIEE]

@EAHOFACRES Lne £, PURETRETEIEGK
HigREETEesCk, ([BER (5v L) THLHPAET
FTELETEHENTYVA.]

7. hNREADRE

PRSI SRR EESI LT, [EEREEERDE.]

BRERE

SIRERESHI BV TIHETE X X FRIEFRICE D BASEHORR
ERFT5Ck, BERABEEEL, MEN, MiNEEET
3k, Eim PHRKSHBETN. IBEEEE @Ay
LEERTac b, ¥, ODEEE= AV FRERTECE,

9.M LDEE

SERIKEGHES | PTP GRS PTP — RSO L TIRAT
2k5EETsc L, [PTP ¥— bOBEMRIC kb, MEWEASTE
EEEARA L, BCREALPEC LTHBRASOES &
ERHRETHC EPHEENTVS.]

10. T DHOER

UEAOBRSH I RERIC TRASSEbbIS T LS. BE
Rk S 861, BEEABROBEINSEZOT, &
BlosrEbichb L, HBEEESMEREC L5 NERT
ST k.

@8 (T v b, 4 R) K10mz/kg/ BB L% R REROE
S8 $5iE RAL L 0ENMRE T 150ng/ke/
B AR CR LTS OFEE, 05, S, BRI REEEY
IS ) VIR ECEET aMAAR LN, C DR
W, BEkl X hilgk L, THO5 A FERBSIZ BB
NBFHEEMERDEOELTH S,

P2



[ EipEhas ]
1. migEREE
(1)EEEED
fEREER A 6 BICAHIBOmg (Fil) ZZEIEM B R ORE Lt
e MiERF Y Aav Ly rBEOERERTEDTmE S A
—ZREETDEBETH -k,

(pgiml}
e FYREYA V> 600mg COE) HERSED
. 7 Ao 4 > BRI (EfESD)
:
]
- F
v
A
=]
T
1
-
@
Hr

=T v T T T
01234 6 8 12 H 36 48

B o
Cimax Lemax AlUGo—2m wap!
(pg/mL) (hr) (ug+h/mL) (hr)
091+0.18 25 400+133 0623
#1338 —FAY PEFLR X ZBIFCEEMESD, trax XFhIRHE n=6)

QEERE
BEREREA 8 & ICAFB00mg GOl 2 1 A 1EN0HMERER
EEORE L E. RRERSRICBYIOERTF Y ADT
A YD Coaxe. AlUCo21. Czo BTN FN1.1820.3%g/mb., 747
+1.86ug-h/mL. 0.0393:0013ug/ml, TH -z (FEEESD),
MigEhF ) Aa< 4 2 rRERERpHHtOMEM . EHEE
BEBHLhEM I
DEHEOBE GIEAT—X)?
[REEREA 188 lZ R ABOmg (R % 7 O A4 — 1 —E T, %
BXRERCHAEORS L, MEF7) Ao/
0 Coax B TF AUC DEEIERHR ST 3 BEF S H O D0%
EHEEE. WIhb EYEARRF O TREM (80~125%) T
BHole, AROBRIEEETREEOESTNEEL SN,
() BRIC B 3 EEMBRIZ. 18 1 8600mg (Hil) Th.
2, TR - 53 - Hit (IBAT—5)
EERA 18~2880) RUBRE (65~844%) £1248 1 £ #|800mg
(H) #HERRORE L 2 DHRESA Z T RIS L) F o
. ELIEHTHTH oY,
BERABFEAICHC-TY AR T4 2800mg O ZHE
FORELEeE, #5%70E Tl SRR TR TLITS
RENFhHRCRPCHEE hle, #5BHEOH20RT12%
PENThERCRPICREET VRO v UTHHEX
e, MEdERBWT R, BUEE AUC OFST%H T AnT A
LB, TEARAME LTHEERE. TohoEn
E LJ:CHH:! FIk, A3 PR, BEBRREN LSRR
i,
BERABTFARICT Y AT A 2 2480mg (Pl % FHIRPIIR
SELizkE 287075 ALCLOEGLIEINSLATH Y (F
BfEESD), HFRUTG U 73R, CLiDZ N TSR F
23% THo1D, :
T, l): FFEERESE SR vire THENE)E, W60~T0%T
Bl .
GF) BRCEAEERERR. 18 1 E6Mmg (Al TH3,
3. AT
R A BU B B mER. |EXMIS WM. v o7 7—
v, ¥z, BEEBGAIRE, MAEEE. OXmE. B, ik
RIS P ADFH0 BiFHBRET RS Sh, &85
OMEMIISETE, MIEPRELASE L RTHL EOBEETE >
T::ﬂ

HEhE R REETE

&
s - HE (ug/g i [€:i 74 p
we/ml) ity CRTERED
BIERD fEEiEE A 530+125 90{% K
WA - TEIMROWHE RN 23+12 59 8
Mlawoor— RERA 5104159 12915 8
) 85+3.4 48(% _
D BE  Com ) (Con S8 ~
HEAWHRD  IIREEE - B 17404 101% 3~6
T ] 26+19 7.80% 3~B
M) IR A 06%02 1205 6
ORI : ey g 1717 33f% 3~B
FabrEn  mE 1110 2205 3~

| EE SR E LTHA0mg (FiR) AW, EE{ttsD

4. FUHEESER GEATF—%)
HREEER A R L Y B fERRR ORI, LT EsD
Thol
T, EHOMEPEER CYPAMERET L FL—T 71—y
Y1 —ADEEER A5,

gt FUROTA Y
Crmax AUC
Crax AUC {ug:mL) (ng-homl)
AT ER) 205 308 3011 14750

SURASFY 5.31% 858

LSS ASFND) SorsE |5 1115 22108 94124
S LME) (R LiE 2245 1.5+04 . 103x40
[&:2m)] Y 2568 B.1{& 16+05 114%+4.1
s F 1 4 31108 22+91
AFS5aF s #isEEd MERd (128 (LBIE)
irs 04£02 1405
U7 16) 0.4{% 045 ©20%) 0.1
- BT ey
AT
FAZ4VA 128 128 5o 0047+00Mug/ml
S8 1.7{% 1445 2008 90+25
15403 97*18
AFao—lio LAfE L4E 05 00
Via—Lan Q7lE 0845 12403 58+21

WENOFR BV TS, FUARYA Y YO | BIRSEII0mg ERAVE.
FERZEMD Crx, AUC iZBRERF L L L iR ERLE,

FUROCA TR, AR Cna {pg/ml) BT AUC (pg-honl), XEM57
{8 (ug/ml) OFEHAESD BEhTHURLE, FUART S oy BMRER LT
BLELOROWTE, ZORBE ( ) FRRLE

¥ BOEOAV Y TEY R TIRRRE LT,

() EAkFTHEEMAR, 1B 1E0mg Chil) THs.

5 FHEsEERE HEAT—2)
EHRRARUFEEEEERE (Child Pugh X237 | FHT4) &13
ficAERSOmg (i 21 H 17 ARRERORE L L &,
PR ERE B2 7 ) A0~ 7 ¥ O, BEK
ALOEBR2Zb Dok, HSERIKD Con BT AUC
Tk, FSREREEREC BV TERERA R EB50% KW E2R
L. FUAOTA YYD G BT AUC IEBWT, HriREREE
B AT A L ORE 2R bz o kRO —DE LT,
FHSEEREIC B ATV AT YOIV TS A0H
FEEZ BN, B, RERERWTFhLRIFTCH T
() BRI} 2&EEBE. 1 R 1 B60mg (i) TH3,

6. BHERERE (AEAAT—F)2R
BERALRUESREEREBRAR80n: i) Z1HLIES
BEREHEORE LR, BERA (98) IR BERY
PEEOTBIERMERE (PLT7F VT I ACuafll: 50
~80R UF30~49mL/min, FHFNER) LHBVT, FTVADTA
LUDREREBIIBIT S Cra RTFAUC KEEAEZERBED NI
Bode. CHIEH L. GEOFHRREREBRE (Cor {f | <30mL/min,
84) IKEIF B Comae BT AUC MR A HATHREICEML .,
FNFHhEERADHLSR20ECH -, Th, TUVARTA
YUDFINTIS AR, BEROETRIECTET L. Mk
FEFEE (10%) KEIFHETH 25N L 517 T 4#I800mg (B
) ZHBEOHRS L E, BlERA (08) olEichy
T, FUAORA VYD G R AUC I F B ZREDH MR
ot
() BRICET2RREAEIR. 1 81 860mg (i) TH3,

7. mEE HBAT—Z)%D
SREERE A 124 B U65RR L DS s 4R I A BI800mg  (F71TH)
1A 1EIOAMEEEDRS L &, BEE0RKEIRSH
RT3 T J 2074 Y0 Cosx BT AUCo20 1. FRTF
361 5ng/ml. B TF17.2455ug-h/mL TH ol (EEESD),
o, BEBALBIAEDThFIRRETH R, ok, &
HERVTHhERFCH- T
Fie, BRUFEEPNEE U THENUEEDIMETRR TN, 8
B EBEIC RS O Cre T AUC 4G TH 5T,
G2) ENicH 3 5REARIE. 1 H1E60ng (Hif) T55.

P3



[ Brekrisd )
CESRILEEER @R 2 STHABEHRMRO 3 BRTORSE
TROBRAABLUTOLBD TH ol

REE BRSNS FRERELR
gg@a . e E RS 95.7%(45/47)
Py W21 . 7 7

T sEmEs | S o
atbEEsIR 952% (20/21)
Wiss SHMIRS | 885%(23/26)
(7 SRS 5E((02.8% (154/1663))
R G
;fﬁ%ﬁﬁfj%‘ﬁ%ﬁggf SamRs | Branel/e)
HEE. fEXWmaE)
| R EED | BIRES 5EMRS | 854%(35/41)
gggﬁg%ﬂﬁsﬁ S - LS FUREYE 91.7% (22/24)
e smmes | 0N S
Fibd BI%AVIB

T, ROV ViitEB BT S OS5 PR EE SRR
Elo T 2ERER CIMEDENTE (HEE) EUTOLEDTH>
Teo

wHRE Sl HapShR [ st e gl oo
FRESALE B |7 KO ERER 947%(18/19) | B95%(17,19)
L THER B5.7%(26/30) | 100%(29,29)

HA ED)

R SRR BE%AB/48) | 98.5%(43/46)
112 -)nm%ﬁﬁﬁﬂ PRSP 0%/ D | 100%(7 T
B0 PISP 100%03/13) | 100% (13,13

ERSP 060%(31/32) | B8%{W32)

EISP am n

PRSE/PISP & L.

< It ERSP/EISP 97.1%(33/34) | S4.1%(32:34)
ESPUS T T
e W23%(12/13) | 100%0313)
NI 93.8%(B0/64) | 71.9%(46/64)
AR YR | 100%(10/10) | 100% (10, 10)
AT 100%( 6/ 6) 10%( & 6)
gﬁ%ﬁfjﬁiﬁég 100%( 5/ 5 | 100%( 5 5

PRSP (=28 MAEERSERE) [ N2 2 GO MICE Zpg mL
PISP (==} o eSS e PR IR BR A
0.12ug/mL £ <=2V ¥ G O MIC< 2 pg/mL
ERSP (Y 2D~ & EEHHMHE) - TV ADTA 2O MICZ Epg/mL
EISP (T AT 3 ehREipPEReERE) -
05pgrmLs Y AWT A IO MCS 1 pg/mL

[ EohsE )
1. E{ER

D vitro ICBWT. 7T RUHER. LU RER, MRRiEHF
DOFSILBUEREREUTES 2SI (TIUNAT) AT —U R,
4 VI yYE, FLRFSBEOSS LEBEE. LUA R
SB. TrAMLTravAHRE, WEIZIVT (453
PP - ma—E=L), BRI 27S5AT (RAITFL=7 -
S a—E=THon LAEAHZRT. HRREOAZ U RHE
¥, TV AO7A Y UmtEES B o EHERIC S LT
&, HiFhERTs-®,

CBERERGA 2NV HFECHLT. IMCEBEENSRE
e R,

BFET PURE, WRERE. 7LV, LIYARSE
DERIHIEE Wi BRREET TSN T, in vitro DREDE
EML, =203 F%Fiﬁﬁlutf\aﬁb‘mﬁlib%&tfﬁﬁm
RipgRgo-9,

2 fERigE

(DA D705 U 33— AMD50S 49‘7‘:1: w FHD235 MRNA KA
¥V 2058 R U205 7 F o REICIMA T, FAS DD
T2 7 F o REICES L. BERERERST %Y,

(|7 RO, BB YIRE, Eﬁ%ﬁﬁﬁlf_ﬁb\‘cv 05
AR Y waTeAf Yy AR LT YT I BMLS) iR
FLaye,

[ B3R cEad 2L FHHMR ]
B2 1 F U AOTA ¥ Telithromycin (JAN) B85 : TEL
B5% 1 (+)- (35, 4R, 7R, 9R, 10R, 11R. 13R, 15R, 15aR)-4-
Ethyloctahydro- 11-methoxy-3a, 7. 9, 11, 13, 15-hexamethyl-1-
" l4- [4- (3-pyridyD) imidazol- 1 -yl butylt - 10- {{3, 4, &-trideoxy
- 3- (dimethylamino) - B - D-xpJo - hexopyranosyl] oxy} - 2H - oxa-
cyclotetradecino (4, 3-dloxazole-2, 6, 8, 14(1H, 7H, 9H)-
tetrane ) ’

HER ¥

"z,

BFR : ColHalNsCw SF= 1 81200

ft R:FVRODS AR~ HEEAGRONRTHE, V7
oDOR XS THETPTL, TEFZMYA N N-
TAFIVTIVLT I RRIEA R/ —ICEr$d <. KX
EF i B A BBV,

SEEY  ogP=16 (1-4Z &/ —)/ Kk, pHT)

(a2 #]
1008E [108(PTP) %10}

[ 2= ]

1) REEE h: 9F{EREESMEE, 51wl ), 210, 2008

2) Bhargava, V., etal. : Scand. J. Infect. Dis., 34(11), 823, 2002

3) Perret, C., etal. : Chemotherapy, 48(5), 217, 2002

4), 5) HARH .

6) T it A bRk amnEE, 51(Suppll), 206, 2003

7) Kadota, J.. et al. : Antimicrob. Agents Chemother., 46(3), 917, 2002

8) 8 % (b BAMCESEFEAEE, 51(Suppl 1), 224, 2003

9) BT AdbafuiEalal, 51(Sppll), 279, 2008

10) {E4ARRE b BARLZFmEESERE 51(Supll), 203,
2003

1D~20) #EPEH

 21) Camalloube, C., et al, ; Int. ]. Antimicrob. Agents, 2(2}, 112, 2003

22)~25) HEN
26) AN b BRI 51(Suppll), 240, 2003
27) S % i BALEER A, 51(Suppll), 255, 2003
28) B i b HAMERgTdERME 51D, 7, 2003
29) FIFEE i BA(LRfEeaMaE, 51(Suyppll), 19, 2003
30) WRME b AL, 51(Suwppll), 32, 2003
31) S fb: A EERERERMEE 51(Suppll), 38, 2003
32) H LM B bESEEEEAMEE, 51(Suppll), 46, 2003
33) M= A CEEEESMEE, 51(Suppll), 55, 2003
34) Ubukata, K., etal. : J. Infect. Chemother., 9(3), 221, 2003
35) Yamaguchi, T.,etal. 1 Antimicrob. Agents Chemother., 44(5), 1381,
2000
36) Miyashita, N., et al. : J. Antimicrob. Chemother., 48(3), 403, 2001
) &E B M Ezk{hi;ﬁ&%%ma& 51(Supp11) 66, 2003
38) RAEE b BAERES AR, 51(Suppll), 71, 2003
39) FFE fE ftb: HAESAETEAEAMEEE, 51(Suppll), 77, 2003
40) HAEH
41) B HabE ikt 510l ), 94, 2003
42) Okamoto, H., etal. : Antimicrob. Agents Chemother., 45(11), 3250,
2001
43) #HAEMN
44} HERE (i BA(CEIUEESME, 51(Suppll), 83, 2003
45), 46) #AEH

* % [ STRREERS ]

§ )T g TARYT 4 AR S
a—EvE— T HHERE

T163-1488 HAMHERAHE=T B20H2 5
BE60120-109-905  FAX{(3)6301-3010

B
B/ 24 PRUTFAA G EA

T163-1488 WrEABiEEEHE=TH20E2S

P4



Sd

(#=t¥6)

SEIZEIFHEEFODIE, EIR, REZEORE

EER AERESE
= HmkED E—AFHE HFEESZFORSR

g . #R _
nﬁtﬁ‘l%? *ﬁn @%I G 06000422 %2% 2007E03ﬁ SOE Zoo?ﬁzozﬁ ISE %i-ﬁ fc'l.: L %ﬁmigﬁ

*—ﬁ&ﬁf.]:g.ﬁ\ 01: -7-Ux:1~r~>:x ”[:f%dﬁfﬁm *Lfﬁ?f};-‘_%&v:‘--fzf.@i#i):aﬂ HRE
ﬂﬁﬂ'ﬂ% (ﬁ%%) M: 5w Dp! intranet, sancofi-aventis.c
T AT t | 2007/0
T4 TRUF AR ) g?ﬁ‘g’TEﬁf?ﬁi_ﬁéﬂ???ﬁﬂiﬁuﬁf?%zméa AN
O An /. Tds. gov/bbs/topico/NE
HS,/2007/NEROT61 Baml) .
ABICHBTSHBEOHE FERLOFERERR - TOMSEERSE
CIhE - dpA @D TSR DER - B WTO{EMES (USPIEED . -
Ty OUPIMNER NS & OFEEATF L=, ETL. A By B [ RaAT T SPatient Medioation Guidet {FRE Sz, i E%%ﬁ%%l
HFFDAD R—AN—DIC 8 h T4, FHICEEO T FORER, LvRER, MSRE, 57983 (F5un
USPIDERGIKUTOLEEYTH S, A3} cARFG—UR ALIINLIU TR, LUFESE, RFFARLT
SSETOMEED S5 TAEEEERESETH] TREARERIARE) 120 TIREIRL. TEE~SHFEOT R O&D avhiAR, FURTSE, MEsSsU7 (95207 -za—E=T) ,
G & AR, . #1375 R7 (¥4 375X - =2—FE=T)
- BEFRERECOMERE TREy IRB#L . CEIFGAE) . _
-IRMEE, ShUEE (kW) # TEE) TRl _ . . _ THER - MRER A, RHA, RUESERH, M, SERRBREOZLBES, 3
FWATIE, 2000512814 —155ITTON-FIMBRSEA RIS T, 7TV oISl AMMAROART s v MEUR S ELELH, Bl AR, WEAAMS, EEREN T
BIRst GHHAEEIRAEIE : ABS) | SEXH (RERBIXROEE  AKCB) ITHLTRY ARSI v rELESZELTHT [FH.LEDER]
vy OERGREESEEh=CLIZED, TEE SR ENER )
(20074E3 A 2TH A F OB i) , EEGRIEOSFICES LERS, ERAELT LS EMRETh TS,
L0 DUSPI ezfTIZfELY, Dear Healthcare Professional Letter#SFDAMWebsitelzi@¥kaht-, NBITUSPIOTETRA. SLT4 FEDS SRR E AN E MTHAERI LIRS LR, MoikEd, BEELAIca
AHOBE~DHBIZEATSLNTHD, . . . . EERrEFEcT T ENBY., ﬁ?ﬁﬂﬁﬁﬁ’l%g‘%éﬂtb\%ﬂ)'& fhon A
(MARIEES T ZRIER (EEHRIEORLE, FEE. fEEE, THHEE) ISOWTOBRAZTSI C L, BE~ledica |[FAROBSERE, AHOEARETL S EMNAELL, )
tion GuideZEEF L. IREWICHO L STHEHTHILE, {RIARESL . FHORSPSEEERS., RERETSSTL. RESSHS
bhiBECIIESIzRE& b L @4 Egh'}:&u
E, B E20074E2 B16H ISFAGREAASTH D,
F, SERRER UsBAERERE) LBV TLETPCREAATHAD,
SEHUSPI 8T [Zf0y, Dear Healthoare Professional LetierhSFDAMWebite
I:#Eﬁéh '} ’
HETHROER SRONIE
47 47 OUSPI DBETI LY, Dear Healthoars Professional Letter AFDADNebsitelziBfa - SHOMGICOVTIHIRE. FEHEE BEXRREMGEDCHL, HEHNFEERS. BIREFTI.
%g%ﬂ%l% LE0#EETS ., SEORBITPOTREEE, BESEE RenRRotmEs

1/1.




7-06000422
(7% 30073 )

5, AT AT L A 2 ke

IMPORTAN W
PRESCRIBING | R .
NOF en

KETEK® (telithromycin) DEAR HEALTHCARE PROFESSIONAL LETTER
March 2007

IMPORTANT INFORMATION ABOUT KETEK® {telithromycin)

. e A E i

Dear Healthcare Professional:

Sanofi-aventis U.S. would like to inform you of important updated information regarding KETEK®
(telithromycin} tablets. The prescribing information has been revised to add a boxed warning
and contraindication for myasthenia gravis patients. In addition, the indications for the
treatment of acute exacerbation of chronic bronchitis {AECB) and acute bacterial sinusitis
(ABS) have been removed from the labeling. These revisions follow discussions with the Food
and Drug Administration (FDA) regarding its decision to follow recommendations of a December
2006 Advisory Committee that the balance of the benefits and risks no longer support continued
-marketing of Ketek for these two indications. [t is important to note that Ketek continues to be
indicated only for the freatment of community-acquired pneumonia (CAP) of mild to moderate
severjty due fo Strepfococcus pneurnoniae, {including multi-drug resistant isolates [MDRSP]),
Haemophilus influenzae, Moraxella catarrhalis, Chlamydophila pneumoniae, or Mycoplasma
pneumoniae, for patients 18 years old and older.

Safety information regarding visual disturbances and loss of consciousness, previously in the
precautions section, has besn added to the wamings section. In prescribing KETEK, it is
important for healthcare professionals to inform and discuss with patients the four
highlighted toxicities: exacerbation of myasthenia gravis, hepatotoxicity, visual
disturbances, and loss of constiousness.

A Medication Guide has been developed that replaces the Patient Information section of the US
prescribing information for KETEK, to better inform and educate patients. The Medication Guide
must be provided by pharmacists to patients when KETEK® is dispensed. Healthcare professionals
should advise patients to read the medication guide prior to taking KETEK. .

Important changes to the updated KETEK® Prescribing Information include:

IMPORTANT DRUG SAFETY INFORMATION:

1. Add a BOXED WARNING regarding what is now a CONTRAINDICATION for patients with
myasthenia gravis; )

2. Include a WARNING concerning visual disturbances and loss of consciousness, including
information previously listed in the PRECAUTIONS section;

3. Include a Medication Guide for patients that replaces the Patient Information section
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IMPORTANT PRESCRIBING INFORMATION:

1. Remove from the labeling recommendations for the use of Ketek in the treatment of acute
exacerbations of chronic bronchitis (AECB) and acute bacterial sinusitis (ABS) in the
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION and CLINICAL STUDIES

sections. ,
These changes have been approved ‘by the US Food and Drug Administration.
The most important changes in the prescribing information relating to the above are as follows:
MYASTHENIA GRAVIS

Clinicians are advised to review carefully the Boxed Warning shown below, which has
been added to the prescribing information.

Ketek is contraindicated in patients with myasthenia gravis. There have been reporis of fatal -
and life-threatening respiratory failure in patients with myasthenia gravis associated with the use of
Ketek. (See CONTRAINDICATIONS.)

.. CONTRAINDICATIONS
Added:

“KETEK is contraindicated in patients with myasthenia gravis. Exacerbations of
myasthenia gravis have been reported in patients and sometimes occutred within a
few hours of the first dose of felithromycin. Reports have included fatal and life-
threatening acute respiratory failure with a rapid onset and progression.”

VISUAL DISTURBANCES AND SYNCOPE
WARNINGS ‘
Added 2 new subsections:
“Visual disturbances™”’

KETEK may cause visual disturbances particularly in slowing the ability
to accommodate and the ability to release accommedation. Visual
disturbances included blurred vision, difficulty focusing, and diplopia. Most
events were mild to moderate; however, severe cases have been reported.

“Loss of Consciousness*”

There have been post-marketing adverse event reports of transient loss
of consciousness including some cases associated with vagal
syndrome.

*Because of potential visual difficulties or loss of consciousness,
patients should attempt to minimize activities such as driving a motor
vehicle, operating heavy machinery or engaging in other hazardous
activities during treatment with KETEK. If patients experience visual
disorders or loss of consciousness while taking KETEK, patients
should not drive a motor vehicle, operate heavy machinery or engage in
other hazardous activities. (See PRECAUTIONS, Information for

Patients.)” page 2of 6
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REMOVED: ACUTE EXACERBATION of CHRONIC BRONCHITIS (AECB) and ACUTE
BACTERIAL SINUSITIS (ABS) INDICATIONS

INDICATIONS AND USAGE

Removed from the indications section acute exacerbation of chronic bronchitis
(AECB} and acute bacterial sinusitis (ABS).

POSAGE AND ADMINISTRATION -

Revised the dosing information to delete references to infection type and to be
specific for the community acquired-pneumonia indication as follows:

“The dose of KETEK tablets is 800 mg (2 tablets of 400 mg) taken orally once every
24 hours; for 7—10 days. KETEK tablets can be administered with or without food.”

We also remind healthcare professionals of the June 2006 labeling changes concerning
hepatotoxicity. The current version of the warning follows.

“‘WARNINGS

“Acute hepatic failure and severe liver injury, in some cases fatal, have been
reported in patients treated with KETEK. These hepatic reactiens included
fulminant hepatitis and hepatic necrosis leading fo liver transplant, and were
observed during or immediately after treatment. {n some of these cases, liver
injury progressed rapidly and occurred after administration of a few doses of KETEK.

“Physicians and patients should monitor for the appearance of signs or symptoms of
hepatitis, such as fatigue, malaise, anorexia, nausea, jaundice, bilirubinuria, achelic -
stoals, liver tenderness or hepatomegaly. Patients with signs or symptoms of
hepatitis must be advised to discontinue KETEK and immediately seek medical
evaluation, which should-include liver function tests. If clinical hepatitis or
transaminase elevations combined with other systemic symptormns occur, KETEK
should be permanently discontinued.

“Ketek must not be re-administered to patients with a previous history of hepatitis
and/or jaundice associated with the use of KETEK tablets, or any macrolide
antibiofic.

“In addition, less severe hepatic dysfunction associated with increased liver
enzymes, hepatitis and in some cases jaundice was reported with the use of KETEK,
These events associated with less severe forms of liver toxicity were reversible.”

At sanofi-aventis U.S., patient safety is our highest priority and we are committed to ensuring that
healthcare professionals continue to have the information necessary to prescribe KETEK
appropriately. Please carefully review this information and the revised labeling including the
Medication Guide which are enclosed. Contact sanofi-aventis if you have any questions about this
information or the safe and effective use of KETEK.

We also encourage you to report any adverse events experienced by your patients. Call
sanofi-aventis U.S. at 1-800-633-1610 (option #2) to report adverse evenis occurring in
connection with the use of KETEK. Alternatively, this information may be repocried to FDA's
MedWatch Reporting System by phone at 1-800-FDA-1088, by facsimile at 1-800-FDA-0178,
or by mail using the Form 3500 at http://www.fda.gov/imedwaich/index.himl.

page 3 of &

£
Sanofi aveohis

Fryrordx £t rmarives

P8



The revised product information inchuding the Medication Guide will be included in Ketek®
{telithromycin) packages manufactured after February 12, 2007, and is available on the company
and product websites {(www.sanofi-aventis.us and www ketek.com) or by contacting Medical
Information Services at 1-800-633-1610 (option #1) from 9 am to 5 pm (EST) Monday-Friday.

Sincerely,

%MZ

Douglas Greene, MD

Senior Vice President US Medical Affairs & Chief Medical Officer
Sanofi-aventis U.S.

Enclosures:  KETEK® {telithromycin) Full Prescribing Information
US.TEL.07.02.022

About Ketek

Ketek is coniraindicated in patients with myasthenia gravis. There have been reports of fatal
and life-threatening respiratory failure in patients with myasthenla gravis associated with the use of
Ketek.

KETEK tablets are indicated for the treatment of community-acquired pneumonia {of mild to
moderate severity) due to Strepfococcus pneumoniae, (including multi-drug resistant isolates
[MDRSP*]), Haemophilus influenzae, Moraxella catarrhalis, Chlamydophila pneumomae or
Mycoplasma pneumoniae, for patients 18 years old and above.

*MDRSP, Mulfi-drug resistant Strepfococcus pneumoniae includes isolates known as PRSP
(penicillin-resistant Streptococcus pneumoniae), and are isolates resistant to two or more of the -
following antibiotics: penicillin, 2™ generation cephalosporins, e.g., cefuroxime, macrolides,
tetracyclines and trimethoprim/sulfamethoxazole.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of KETEK and
other antibacterial drugs, KETEK should be used only to treat 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.

KETEK is contraindicated in patients with myasthenia gravis. Exacerbations of myasthenia
gravis have been reported in patients and sometimes occurred within a few hours of the first dose of
telithromycin. Reporis have included fatal and life-threatening acute respiratory failure with a rapid
onset and progression.

KETEK is contraindicated in patients with previous history of hepatitis and/for jaundice associated
with the use of KETEK tablets, or any macrolide antibiofic.

KETEK is contraindicated in patients with a history of hypersensitivity to telithromycin and/or any
components of KETEK tablets, or any macrolide antibiotic.
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