VOL.

51 S—1 TEL ®» 5 v b At #E Rk

103

(=

- BRE]

Telithromycin @ v + % W7 EROHRGHEB L O

FEYIFAT 4 v 2 ARER

i kY - Eluard B® - Thien—Aubert H”
Roeder V* + Bonnat C* + Lenfant BY + Guffroy M* - Detilleux P G”

VTNV T 4 AT 7 = RS AR I S e e A

?Department of Toxicology, Aventis Pharma, France

- Stepniewski J P - Vidal J M” - Bode G”
- Sacre—-Salem B*

¥Department of Pharmacokinetics, Aventis Pharma, France

“Department of Dug Safety Evaluation, Aventis Pharma, France

Telithromycin (TEL) OO0 5-#M% 50 li3 % 72012, MO SD%R T v b % v 30 H R
H—4 MO BEREL L OV 18 Bl G5RBREEL, dbeT, INLORBRIIBIIS ¥y aFx
274 v 7 A (TK) Z#E L7z, 30 HEFG-RE (0, 50, 150 8 X 1300 mg/kg/H) 1ZHBT, 300
xm&yaﬁﬁﬁwmfﬁﬁwwﬁﬁWWﬂ MEME CHFRER G ME D LA B X OMECHF ER ORI A 5

SR GHETHREEN O 2 XKNEILEEZEZ 5N HEHOMAKLFED 5 iz, WHEENICIE, w70
74Fﬁh%i&tfﬁiéﬂfwé7ix7103F—yxﬁﬁmﬁlmng&yBULfmiﬁﬁ
WOVCHE, RRAE, W, ZeB B X O RIELY %S, 300 mg/kg/ H CHMBKIC S bz, Zofl,
mmm&yﬂﬁfﬁm % WAERFHIIEIE, FFHIRIE R & 2 VI KA H B A SNz, S b D%
b1, 4 AR ORIETRAEIT T FEBMICEIE L 720 BLEOKEREA 5, A RER o #3113 50 mg/kg/

HEHERSIND, TK Tld, &&GHETIETREICHREEOLHSALN, %530 HHD Cou B
X YAUC &, M 150 mg/kg/H DL I, # 300 mg/kg/H TH{K (800 mg/kg/H T2~3 ) L7z, 13
JFHERER (0,20,50 B X 0150 mg/kg/H) 1235\ T, 150 mg/kg/ H O HE TEEE O RTE B hnns,
HECHFBER GO LA-B L OMECHFEROMMAA SN, HHEMIZT + A7+ ) ¥ F— AR
50 3 & U° 150 mg/kg/ H DY > 738 B L ORigC, 150 mg/kg/ H D, Mk X O/DNEIZAS
N7zo Zoflh, HRFMIEEEE, S8, HEAREES & O HEMREOMBIEB L O £/
BEEEOMRIBD SNz, D EofRr S, KBOMENRIX 50 mg/kg/H EHLE SN L, TK
TiE, MEHREICHREOETN A SN Conld, JERIEARMMEZ/RL, 50 mg/kg/HLL EDOMS
X U150 mg/kg/HOMET, 30 HHIZHE~N91 HHTHIML, 150 mg/kg/H OMED Cou 1, HEIZIER
#) 3 Rrm i Z IR L7z,

Key words: telithromycin, rats, repeated—dose toxicity study, toxicokinetic study

Telithromycin (TEL) ®F v b+ % H w7z KEHR 5 831
Bre LC, 4BMBERB LA AN 30 H TR 5K
Bk & OY 18 MR G-RE R S ICHRERICB IS M F
YaxAT4 v (TK) ZMELZOTHET 5,

IL. M# & A&

1. BEERMmH

AAEETHA L7z TEL (k%4 (+)-(3aS, 4R, 7R,
9R, 10R, 11R, 13R, 15R, 15aR) —4—ethyloctahydro—11—
methoxy-3a, 7, 9, 11, 13, 15-hexamethyl-1— {4—-[4—(3—
pyridyl) imidazol-1—yl]butyl} —10— {[3, 4, 6-trideoxy—3
— (dimethylamino) —f—D—xylo —hexopyranosyl ] oxy} —2
H —oxacyclotetradecino [4, 3—d ]oxazole-2, 6, 8, 14 (1H,
7H, 9H)—-tetrone) &, 75 VA, TXRVYF A4 AT 7
— <AL TR SN RHUAEME TH 5. TEL X 0.5%

AFIeh b — 2 E LRS- L7z

2. fEHEME X OHE S0

6 Bl OMERE SD R T v b2V, REBGRFE O fE
i, 30 H MO 5B Cci3 ik 176.8~205.3 g, Mf:
134.2~171.2 g, 13 HHEZF IG5 AR TITHE: 165.1~
193.0g, Mf: 142.1~173.6 g TH - 7z

I v M, R ZE T, 2ilk22+2TC, % 50
£20%, Bl TR (=13 [l /i) , 12 RefEHT (7:
00 am.~7: 00 p.m.) IZFXEL-fFETHEMr — o
(410 x250% 180 mm) % iv>, 30 HIH#EI#5-RERT
56—, 13HMERGEHBRTIZ3HE, F—T T
flE L7zo SPEHIT o B AEEEXL v + (U.AR.A
04 C-10) %, 7Kix 0.22 um £ (Millipore) T L,
ERLIKERHRAKE Y L) wIhd HRERSE,

BRI 1-3-2
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3. L5EB XU

30 HMBZEORGRBRICB T 25581, 3 EI2EM
L7z 15 H ¥ 57k (100, 200 B X U8 400 mg/kg
/H) OFfER%ES#%120, 50, 150 3 X 0¥ 300 mg/kg/
H& L7z 1B, ©HE, B X OEHERIE
MEMER 15 BIE L, €09 LIRS 5 B2 4 8 [ b5
Bricgt U, (RHERE MRS 10 B1& L7z, 13 AR
B 5 RBokS 813, 30 HMROXRSABOMEES
#0120, 20, 50 BX O* 150 mg/kg/H & L, 1O
B A TEMEMES 15 Bl & L7z BB E o 55875 10
mL/kg 127% % & ) ICH G5 MR Z R L 72,

4. BB X UHAEEH

30 HRMIROHRGSREE X O 13 HABROHRGRERICE
T AEILE X OWMAEE IZFE A & L7z,

1) —IRESB X OB LH)

NS OBILRELEIE, WE 1 H 3| (FRIEA, T
BXOFH) &L, LIEH, HEHBXOKHIEZ, &5
BoO1EE L, SEEHNE, WAEEZ R Y R, R,
gk BRI % 4T > 726

2) RE, #EffEB X OEKE

PRELABRBIARTIC 2 ], #5121 HH, DFEIC1
W E U7z AR X OOKEE, 5018 L OS:
%A 1Ay — Y ZEIE L 72,

3)  HREMFARRA

HZHWIZonT, REH X5 (RC-2 K, BT (%K)
THIZL, WS 5HEERE Lz, 72, MRS (Heine
180) TIHRfFIE A, AIHREE, MRIREES X OIRK & At L
725

IS oA, 30 H R 5 38 Tl 511,
Beh5 %5 HHB XU 31 HH, BEREECTIZEYS 29
HEHBXOEEMEETH 67HH) 2%k L7z, 13
JE [ #R P G- 3Bk T U G B & OV 5- 24 e #%
2T RTOEWIZOWTENL 72,

4) M IR

AP G5, IR D AL L (K 18 B ),
I— 7V FIREFREL DRILL, DToOEBICD
WCHIlSE L7z: RiEkE (RBC), MRRIMERE (Reti),
SPHIMERER (MCV), NEZOE Y (Hb), FHMRIML
i (PCV), FHMmEk~€ 7wy (MCH), i
BT/ OE Vg (MCHC), RIERSAithEk (RDW),
HiEkE (WBC), HIMERSE—Y > 738k (Lymph),
Ik (Neutro) , #FfEEk (Eosino) , #F3EIEM:Ek (Baso),
HER (Mono), HM/Mi%k (Plt), WM L#s +w v KR7
5 AF VR (APTT), FYu buo v b VR (PT) B
71479 =% (FIB),

5) IR A bRk

MEESHBARE MLIC X D ERILL, DLFOBEHEIZOWT
WeLrz: Ao s (K, FhU7A (Na), #Ibvy
A (Ca), ¥7 42T Ah (Mg, EHY > (P), ¥k CD,

waLxA7Fu— (T-Cho), Y YJFE (PL), PV
V&) N (TG), X7 VLN (NEFA), 7V
2 — Z (Glu), # ¥ U v ¥ ¥ (T-Bil), Aspartate
aminotransferase (ASAT), Alanine aminotransferase
(ALAT), Alkaline phosphatase (ALP), Leucine amin-
opeptidase (LAP), Lactate dehydrogenase (LDH),
Gamma-—glutamyltransferase (GGT), Lipase (LIP),
K#% (UREA), 7L 75 =~ (Cr), # (Fe), +J~
27z ¥ (T, F7 27 =) YaflE (%Bt),
WE&H (T-Pro), 7V73Iv/ Z7ua7yr (A/G) B
FoREsu 7Y v I,

6) KRB X UHERA

BEHOL1FNSLEFTTOSBERBr —VICAR,
R3B L OHEE R 4 IZHRIL, LFOHEHIZOWTHIEL
72

RN EITEEBRAEL LT, RE V), pH, &
EIE (Osm), Z&[ (Pro), 7 )V a— A (Glu), IfiifE (Blood),
s+ Kk (Keton), U VE Y Bil), yurmo /) —
7~ (Urob), RILEOMINLAMHRA L LT LRI
(CELU), H Ik (WBCU), # Ik (RBCU), Mt
(CAST), #iffk (CRYU), HEAb¥mtdA s LTHY
74 (K), bU7A (Na), #V¥oAh (Ca), i
Vyy P, 7v7F=r (Cr), &H (Pro), N-acetyl
—p—glucosaminidase (NAG), Gamma-glutamyltrans-
ferase (GGT), Alanine amino—peptidase (AAP) % il
L, EZOoOWTIEEM (FOB) %#i~7z,

7)) R

HHEB X UREORE OA I E AR ICBIL L 72,
TRCOMEAHE, FEWE L, WHEPIMRAICH L 72,

B, W, OBE, B E, ), B, W, RN,
TR, MR, HORER, RE R, ), WALk, i,
ERCTIR L

72, WHSNBRAEZIT O 720X L2mas & LG,
KEpIR, &6, %%, &, &, 8, 2k, b,
ey, AERE, B, BERIEY COoNHE, BEBY ooNHE, B
g, WEENR, FEE, AR, KBRS, WA, B, IR
R, W, DR, JRAE, RELLK, LR, R

8 FFvaFAT4vIR

30 H M X E %5k o 50, 150 B X U 300 mg/kg/
HoZRCHRES 180774 M2 HEL, Rk
BRI L7z, TEL OfiPigEER, 138 X0°30
HH o561, #5%05, 1, 3, 68 & U 24 KRtk
WCMERESS 3Bl L D ERIM L, Z3ATHEE T-20C CTHUFGH
L7

13 JEM R 53T, 20, 50 3B X U8 150 mg/kg/
HAHOMMES 15 61X 0 KD 10 HIIZ2>WT, 30 H
HB L0791 HH D5 24 BERRZICHRINL L 720

TEL Ol 1x, HPLC B X HOERIHE IC X 01T
72
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II. #% S

1. 30 HME# 53R E & O° 4 B MR

1) —HeRER XU CH

50 mg/kg/HEETIZRFEHR R IZAD SN o 72,
150 mg/kg/ H VL L O K HETE B L OBAEREOBLE,
BRI, BB L OERONKICEE L 22 A
SN, ZFOFBHIL Table 112K L7z & ) IZHEITK
fEL Tz, Zofl, X, FHE I TEHORED
BN EIZ 150 mg/kg/ HUL Lol cHlg sz,

300 mg/kg/H OMMEIZ BT 2 HEL X O HEEOHED
JEEBE W & By T, Zoo —iIREO 2 biX 4 EH
DEEHH IR HE L.

e b8 X O EEHF R o CIEER0 Sk h o 72,

2) RE, EffmB XK=

REIEINE, 300 mg/kg/HDOHEIZB W TS 1HH
THRBRHICHARAEREICD R (36%), D50 H %
MU CREIEE R L (T~8% THE). L2L,
[ A5EHA RO T R LU BR T & O BN 22 178D S e 22 o
720

EiEEIE, 300 mg/kg/HEFIZBW TS 1 8H Txf
MR I ~HET 22%, WMET 15% & —#@PEOEE O A
RO, KBELIFEBIE L7, 150 mg/kg/ H O

Table 1. Clinical signs in rats dosed telithromycin for 30 days

50mg/kg/
day

150mg/kg/
day

300mg/kg/

Control day

Clinical signs

BTG 38, 4 HHB X O REMHK TRICENLE
n19, 33BLT26% LML Twiz, FEARIE, &
Wl &2 U T biEA N5 72,

3)  HRRHFRRA

B TR X OB TRICB VT, &5
B L7 RGO b e o 72,

4) MRS R

e G-I T IRE LR ER O 340 % 1 o 728 BE 0 P IfiLER
B3 A% 150 mg/kg/H O #EdB X U8 300 mg/kg/H O I
HETRO LN, TNENB54%, 60%, 39% ¥ML, W
TNOAETH o7z LAL, HEMEHTEICEWT
oL BABELRENTEDOLNE 2 o7, T OMIC
RBC, Hb, MCHC, PCV, APTT ¥ X U'FIB IZ #t %
HICAH R BB SNzA, wWind Efiftiixo 1l
HEWIZBT A EBOFHPANOETH - 720

5)  IMEAAbA RS

e hmICBE L CAB %R L72IHH % Table 2 12% &
D7z,

ALAT O¥4m%% 300 mg/kg/ H TRH L, HETiL 15
¥, MECIE 4 BN, 150 mg/kg/H OMET H H§
W (2% L7z, 150 mg/kg/H @ H#E, 50 mg/kg/
HOMET S M FWIEAETH o 7228, BELRZIT
o720 ASAT OBEEEZ 5125 300 mg/kg/ H DM (1.7
f5) CTEROHLMN, HETHET I EA LD, MEHEIC
WEAE TR d 5720 LAP ORJE % LS5 150 mg/kg/
HU Lol TRD 51, 300 mg/kg/H DT 18%,

M| F|M|F | M|F | M|F WET 36% LA L7
Partial and V) ¥ ERMEIAE AY 150 mg/kg/ H L E O B, 50 mg/kg/
soattored alopecia 0/15(0/15|0/15|0/15 | 5/15 | 5/15 |15/15[10/15 HULEolECR b, 300 mg/ke/HOHET 22%, M
Broken vibrissaes |0/15|0/15|0/15|0/15|0/15 | 1/15 |12/15| 2/15 T 36% LR ) Y IREEAS 15 L7,
Swollen abdomen |0/15|0/15|0/15(0/15|0/15 | 1/15 10/15(14/15 GGT & £ U°) 75— CAILAE O 5 2 3147 300 mg/
Piloelection 0/15|0/15[0/15|0/15|0/15 | 0/15 | 4/15| 0/15 kg/ HOMTRD SN0 T72, MERIVATH =V
OBEIAY 50 mg/kg/ H L E DB X U8 150 mg/kg/ H LA
Table 2. Biochemical findings in rats dosed telithromycin for 30 days
Control 50 mg/kg/day 150 mg/kg/day 300 mg/kg/day
Parameters
M F M F M F M F
ALAT (U/L) 22 21 21 29** 31%* 42** 335* 85**
ASAT (U/L) 91 113 75 118 83 109 516 193**
LAP (U/L) 27.7 26.6 30.0 27.1 30.9* 29.2* 32.6** 36.1**
P (mmol/L) 2.63 2.30 2.72 2.67* 2.98** 2.62* 3.20** 3.12**
GGT (U/L) 0.9 0.6 0.4 0.8 0.5 1.0 1.2 2.7*
LIP (U/L) 13.52 10. 40 10.27 9.73 12.96 12.27** 18.52 19.04**
Fe (mmol/L) 20.7 47.2 19.9 52.5 31.1* 75.1** 41.1** 84.5*
Tf (g/L) 3.43 3.48 3.31 3.26 3.83* 4.25** 4.35** 6.27**
T-Cho (mmol/L) 1.82 2.27 2.13* 2.27 2.17* 2.80** 2.32** 3.43**

*Indicates group mean is significantly different from control at level p=0. 05

**Indicates group mean is significantly different from control at level p=0. 01
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LolcRd 5Nz, 150 mg/kg/ H DM THIE DMt Ei X 18%, Hixf=

EEM R T HBOKRETIZ, WTFROEHBIZOWTY
BB L7223 o KB SN h o 72

6) KB X UHEKRE

TR T 72T EERMRAICB VT, 50 mg/kg/H UL
DOHEHE TR EOEE ORI, pH (0.8) BXURELED
BEOK TR LM%, 58 E OMBIZA LN )
of:o

EEHHKR T HOMAETIE, WTFROEHAIZOWTY
5B L B LIS SN e hr o7,

PRILE DM T, 5#TH%B X O RIEY
MR THVWTHOHBIZOWTY, 5 1CHME L 7-21t
FBgE I N ho 7z,

RO EALZHMRAS TIE, Ca i EE OBREE 2 BN AT 150
mg/kg/HLL L O, 50 mg/kg/HUL LOMETED SR
720 50 mg/kg/ H UL O WEHE THEE 7 NAG O8N H
BRI A S N7z, Z D1, 300 mg/kg/ H DT APP
(2455 BXUEA Bf) WML D SN,

IR T R OMAE TIE, B2 ZBAHIE IR
O b7z,

FOWIMARF TIE, 5T B X O HEH R T %

Wb BEHTH - 72
7)) RBELEARRRAL
O IEArEE

ERLZHOASN-EEF O ERB X O ERZ
Table 3 IZ/R L 72,

213 21% OBE O, 300 mg/kg/ H THixf H =L 47
%, MXHERIL 53% OPREOWMA A b7z,

Jiig i T 1 25 300 mg/kg/ H DMk TIRA L, Hokf E &
3HET 28%, MET 27%, MxTEEIIHET 17%, MT 24
%Y L 720

300 mg/kg/ H OHETEIR B & U5 HE 0 Ak T 7 A3
BEICHIM L7z F72, HARIZBWT, Mot ERE)S
WERECREEERI I L, HED LB ds & OVRG SRR ot 3 7
BEWA L, MOOBOMNERS X N EE A EE
WA L7z,

WA R4 T #12 B Vv Tid, 300 mg/kg/ H O it T
R OBMA RO b, HiktHw ik 20%, HxEREIE
17% B EE IR L TW2A, ZOMOEERICEB T A
bNdolz,

@ WIRMHA

MR EDZE(LE LTHEANFIC 300 mg/kg/H O Mk
THZSh, Zhoo8ho—iTEIEWRLE TR
LTWwiz, BRWRAEMZBFMOHENA 150 mg/kg/ H D
T 160, 300 mg/kg/HDMET3HIED SNz, B
KL, 725 A2 50 mg/kg/H DO
Wiz, 150 B & U8 300 mg/kg/ H DEBNBILE S N0,
WA e AT A B N o 720 T OB 5300
mg/kg/HOMET 2 6, MET 3B, Ko NE KD E RO HE
T2l SNz,

® MR

Table 3. Organ weights in rats dosed telithromycin for 30 days
Control 50 mg/kg/day 150 mg/kg/day 300 mg/kg/day
Organs | Sex
absolute relative absolute relative absolute relative absolute relative

) M [11.23+1.410| 3.19+0.218 |10.15+0.936| 3.07+0.202 | 10.83+1.489 | 3.39+0.292 | 11.55+0.740 [3.80+0.314""
Hiver F [6.09%0.651|2.96+0.191|5.97+0.944 | 2.93+0.225 | 7.16+0.948" |3.61+0.313"" | 8.98+1.087"" |4.53+0.482""
M |1.59+0.159 | 0.45+0.028 | 1.60+0.225 | 0.48+0.066 | 1.49+0.134 | 0.46+0.028 | 1.77+0.330 |0.58+0.122"
bune F [1.17%£0.139|0.57+0.052 | 1.15+0.139 | 0.57+0.059 | 1.24+0.228 | 0.63+0.111 | 1.31+0.150 |0.66=0.049""
M |1.39+0.185|0.40%0.046 | 1.35+0.217 | 0.41+0.061 | 1.18+0.168" | 0.37+0.067 |1.09+0.096"" | 0.36=+0.030
Heart F [0.90%£0.120 | 0.44+0.052 | 0.75+0.068 | 0.37+0.018 | 0.77+0.074" | 0.39+0.021 |0.76+0.105""|0.38+0.037"
Left M |1.27+0.064 | 0.36+0.027 | 1.27+0.084 | 0.38+0.019 | 1.27+0.145 | 0.39+0.032 | 1.27+0.167 |0.41+0.033""
Kidney F |0.80%0.101|0.39+0.034 | 0.77+0.093 | 0.38+0.034 | 0.80+0.072 | 0.41+0.028 | 0.84+0.080 |0.42+0.024"
Right M |1.29+0.029 | 0.37+0.026 | 1.28+0.086 | 0.39+0.018 | 1.27+0.106 | 0.39+0.024 | 1.25+0.100 [0.41+0.025""
Kidney F |[0.81%0.090|0.39+0.031|0.79+0.109 | 0.39+0.031 | 0.81+0.070 | 0.41+0.030 | 0.84%0.109 | 0.42+0.032
M [0.576=0.097(0.164 +0.023|0.499+0.090|0. 151 +0.023(0. 436 £ 0. 064" *|0. 135+ 0. 015" *|0. 416 £ 0. 084" *|0. 136 = 0. 022"
Thymus F (0.424+0.096/0.205+0.039|0.405+0.101|0.199+0.041| 0.344+0.074 | 0.176=0.039 | 0.308+0.116" |0. 155=0. 055"
L-Testis | M | 1.75+0.098 | 0.50+0.050 | 1.77+0.134 | 0.54+0.043 | 1.79+0.093 | 0.56+0.054 | 1.78=0.140 |0.59+0.073""
R-Testis | M | 1.77+0.070 | 0.51+0.043 | 1.79+0.131 | 0.54+0.041 | 1.88+0.267 | 0.59+0.102" | 1.80%0.126 |0.59+0.070""
Prostate | M |0.494+0.110|0.140+0.023|0.496=0.086(0.152+0.034| 0.413+0.103 | 0.128+0.033 |0.368+0.076" | 0.122+0. 028

*Indicates group mean is significantly different from control at level p=0. 05

**Indicates group mean is significantly different from control at level p=0. 01
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Table 4. Main treatment related histopathological findings in rats administered telithromycin for 30 days and recovery period

Treatment period (mg/kg/day) Recovery period (mg/kg/day)
Findings cont. 50 150 300 cont. 150 300
M F M F M F M F M F M F M F

No. of rat 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 5 5 5 5 5 5
Liver
Focal necrosis 0 0 0 0 0 0 8 8 0 0 0 0 1 0
Hepatocyte
Single cell necrosis 0 0 0 0 0 0 0 8 0 0 0 0 0 1
hypertrophy +/ — anisokaryosis 0 0 0 0 0 0 0 5 1] 0 0 0 0 1]
multinucleated 0 0 0 0 2 2 6 | 10 0 0 0 1 4 2
Sinusoids, enlaged macrophages 0 0 0 0 0 0 0 2 0 0 0 0 0 2
Bile duct,

changes 0 10 | 10 | 10 | 10 0 0 0 0

proliferation 0 0 0 0 0 2 0 0 1 0 3
Peribiliary, enlaged macrophages 0 0 0 0 0 0 7 6 0 0 0 0 0 3
Lung, foamy macrophages 0 0 0 0 0 2 7 8 0 0 0 0 1 1
Jejunum/Ileum
enlaged macrophages, lamina propria 0 0 0 0 0 6 9 | 10 0 0 0 0
epithelioid macrophages, Peyer’s patches 0 0 0 0 2 3 4 1 1] 0 0 1 0
Mesenteric lymph nodes
sinuses, foamy macrophages 0 0 0 3 5 6 8 0 0 0 0 0
medullary cords/paracortex, epithelioid macrophages 1 0 1 8 7 8 | 10 2 2 4 4
cortex/paracortex lymphocytosis 0 0 0 1 2 3 7 0 0 0 0 1
Spleen
white pulp, epithelioid macrophages 0 0 - - - 0 0 4 0 0 0 0 0 0

—: Tissue not examined microscopically

30 H #5438 & O 4 58 R 15 1] B # T 14 o 5 B
RRFEALDO T E P L% Table 4 1278 L7z,

150 B £ U8 300 mg/kg/ HEEIZ BT, I, Hili, 2285
s, Wafe ) o X B GARAFE D 2L A3 A & 4, 300
mg/kg/ HHEDPNRIC & ARIEF G AR L7222 A 5
Nrzo WATRIEHHET, DUT ofr R—2% BNl E,
FFHIRIE R B & O F 23 E, FHfl o B e,
SR, XV 4 F<wrzu7 77—k, HEHE
P~ra77—=YORAB LU F23HENZEL (1
B LR MREER B & OV, ARIHEEE B X OB L

HNBIERL, —FBoBICIE IR B X Ok 2SENE
HMRE) 2512 F I3 BIg S . 150 mg/kg/
HoOMET R, SRS X OHEOEILICREL T
W7z,

ficid, Mok~ r a7 7 —IEmBASNR, %
W B ORAREB XU F 72354 TARICBWT
JBX=2707 57—V O@ELR LB REOERITRD S
N7z BRI Y o8EiTcix, WNoER~se 77—,
WERBIO 3R E0 LR~ T 77—, K
BBILO T3 E0) v o5g5kinAaA Sz, M

Table 5. Plasma pharmacokinetic parameters in rats administered telithromycin for 30 days (meanzs.e.,n=3)

50 mg/kg/day 150 mg/kg/day 300 mg/kg/day
Day Parameter
M F M F M F
Cnax 1.07+0.21 1.11+0.25 3.89+0.10 3.12+0.76 4.21+0.27 3.84+0.49
Day 1 AUCo-24 7.92 11.62 44.87 30.69 55.10 52.69
Coun LoQ LOQ 0.09+0.01 0.05+0.05 0.95+0.55 0.64 =0.32
Con LoQ LOQ 0.23+0.05 0.56 = 0.04 1.03 £0.28 4.19+0.65
Cnax 0.83+0.34 0.84 +0.26 3.60+1.80 10.3 +1.80 8.61+0.44 8.90+3.30
Day 30
AUCo-24 6.58 11.38 45.98 82.10 108.18 130. 14
Coun LoQ LOQ 0.22+0.09 0.48 £ 0.08 0.54+0.09 3.00+1.10

Crax, Con, Caan: mg/L, AUCo-240: mg-h/L
LOQ: value below the limit of quantification (0.05 mg/L)



108 H &K At % # & % & M ik

SEPT. 2003

T, BEOHAMB O LMk~ 07 7 — Y /NS
RAFRD N7z TS O I, SRMICHEX D
MTIOVHLNTH- 72,

4 AB O EEMBRTRICBWTIE, 150 B X 17300
mg/kg/ HRECTIHF3B X ORI Y > 73812, 300 mg/kg/
HEEOMi B X 02l bl (S FRAF AL AR BB 2,
IR O AR 5N L 75825 2 F 72133500
W LTz BRI —E80 i L (% BLrkITH s
BB, FFHIIIE RS X O F 72138, BT o BT
B, SRR % Bk < ARSERGIRN L 222 s
TARATAVER=VACHELZDDLEZ B,

8) FFTvaAFATA VIR

MAEF DY ERELAY /8T X — ¥ % Table 5 1278 L 720

R P IREAN OB ERE B (to) (&, 2IZITHE
L% 3w TH o725 M1 HHTIE, H&5%36
W F TARBH 2 Z B2 Blgt S his,

Cuax 1, 30 H H @ 150 mg/kg/H @ M A5 He D %5 3 £5
DOMHRE %R L7 DANE, $#5-8 F 720300 0otk
TA N o7z MDD Conid, THHIZH~X30HH
THML, 150 mg/kg/H Tl 3.3 1%, 300 mg/kg/H T
323fE%Y, &G HERIRD A LNz, 300 mg/kg/
HTIXBETH FHBEOB Mz A SN, K2/ 7z,
$72, 1HH®D Cuu iZ, MMV D 50 & 150 mg/kg/
HoM TG = ICHE L8z R Lzas, 150 &
300 mg/kg/HM @ Cow JLIZHET 1.1, MET12 & %0,
BERIL X VKD > 72 30 HH® 50 & 300 mg/kg/H
B Cow HiZ, MEMET BTG 667 LD AKX
{, HT 104, MET10.6 &7 o720 HaD 50 & 150 mg/
kg/H @ Cou Jb 3B £ U150 & 300 mg/kg/H ] @ Coax
iz, Zhzh43BL0r24 %0, H5ELIDAE
FTREWEZRL LA L, METIE50 & 150 mg/kg/
HID Cow L 123 &G EIL X DIEFICKE L, —T,
150 & 300 mg/kg/H I T1%0.86 L &5 &L L ) /h X
ol

50 mg/kg/ HIXG-HE D Con 1Z, WTFNOH T MEHE &
DEBERALT CTH - 7247, 150 B & 18300 mg/kg/H
T, BIWEICKRE &N A SN, 300 mg/kg/H D
MR E 1 HHIZHN30 HHOD Cou 13 3~10 f5H5 il
L7

AUCom (&, 30 HH® 150 mg/kg/H DM HEDF 2
oM P REEZ R Lz DS, P52 F 723l 1otk
ZIABNLR D72, 300 mg/kg/H DOMEREIZ BT
S HBHESASN, 1 HBEIZHEX30HH D AUC 0,
THET 2 4%, MET 25 f5HEK L 72. 150 mg/kg/H O #
TH FBOMEMAFED S, 2.7 A L7,

AUCom D EGBHBEIZOWVWTIE, 1HHOMETS50
& 150 mg/kg/H [ B £ 7150 & 300 mg/kg/H [ &
AUCo o LI, ZNEN26BL LT LAY, H5E
REYEF/NSWEZRR L7, HETIE, 50 & 150 mg/
kg/HRM D AUCoom EA35.7 L5 R L ) K& L, 150
& 300 mg/kg/HMTIX 1.2 E/hE o7z, 30 HHTIX
W3 D 50 & 150 mg/kg/ H [ @ AUCo.m H I #%
BRIELYKEL, HTT7.0, BETT72 %5725 150
& 300 mg/kg/H M TIXITITHRGS2IITHE L Tz,

2. 13 FMFRIH G- R

1) —IRER X U%ECH

Gl s - RIREBOZ Lo Bl %
Table 6 1278 L7zo OO HES X OlERiA H 2
KIS SN, TOREL L OB X T
FEWTH o7z, 50mg/kg/H UL L CTHEDH =AM
RBoL, MBI TENTH -7 WMEICEI LT
DOREEFH YA 50 mg/kg/ H DL o MEik CLlI I B 7R
H oMz,

Zof, TEHOEND50mg/kg/H UL EOMES X
* 150 mg/kg/ H ORI A EBIBIE S iz,

2) fRE, #HffEB X OEKE

150 mg/kg/ H O TREE R ARE B MOBHNIZ X D,
ARBRAHE T R ORI 250 B BRI LRI (T%) Ko
725

BHERFEFE T INORED WAL 23 A SN h
> 72. BAKEI, 150 mg/kg/ H O MEHETH T % 1)
RO b7z,

3)  HRAMFA A

B HERTIRROMABICB VT, H5 I L2
O b h o7z,

4) MR

150 mg/kg/ H O MM CTHFERER L FR SR IR (2~
315 L7z E M, WM 0% B)75, WBC, RBC,

Table 6.  Clinical signs in rats dosed telithromycin for 13 weeks
Control 20 mg/kg/day 50 mg/kg/day 150 mg/kg/day
Clinical signs
M F M F M F M F
Partial alopecia 2/15 1/15 0/15 3/15 2/15 6/15 4/15 15/15
Broken vibrissaes 0/15 5/15 0/15 1/15 0/15 6/15 6/15 15/15
Ptyalism 0/15 0/15 0/15 0/15 1/15 5/15 4/15 9/15
Soiled hair under mouth 0/15 0/15 1/15 1/15 15/15 14/15 15/15 15/15
Soiled urinary area 0/15 0/15 0/15 0/15 0/15 3/15 2/15 4/15
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Table 7. Biochemical findings in rats dosed telithromycin for 13 weeks
Control 20 mg/kg/day 50 mg/kg/day 150 mg/kg/day
Parameters
M F M F M F M F
ALAT (U/L) 33 20 23 22 35 29** 115** 53"
ASAT (U/L) 88 73 64 81 82 74 225" 98"
T-Cho (mmol/L) 2.16 1.99 2.02 2.11 2.17 2.46"* 2.31 3.10""
LIP (mmol/L) 1.71 1.92 1.58 2.03 1.66 2.33"" 1.65 2.75""
Urea (mmol/L) 5.3 5.4 5.7 5.8 5.8 6.1 6.3" 6.6"
Tf (g/L) 3.73 3.49 3.65 3.45 3.78 3.91 4.79*" 5.20""
Fe (mmol/L) 21.7 45.3 22.4 47.3 19.8 52.0 35.4™" 75.4"
y—Glob. (g/L) 4.8 4.8 4.1 4.9 4.3 4.3 3.7 2.9"*
*Indicates group mean is significantly different from control at level p=0. 05
**Indicates group mean is significantly different from control at level p=0.01
Table 8. Organ weights in rats dosed telithromycin for 13 weeks
Control 20 mg/kg/day 50 mg/kg/day 150 mg/kg/day
Organs | Sex
absolute relative absolute relative absolute relative absolute relative
) M |11.68+1.67 | 2.53+0.20 |11.29+1.19 | 2.46+0.21 | 10.87=0.93 2.49*0.14 11.75+1.21 | 2.80%0.16**
biver F | 6.43%0.75 | 2.24+0.16 | 6.36+0.76 | 2.27*0.20 | 6.97+0.63 | 2.55+0.19"* | 9.71+0.76"" | 3.45+0.16™"
M (0.064 +=0.007|0.014+0.001|0.065+0.007(0.014 = 0.002| 0.063+0.011 | 0.014+0.002 | 0.061=0.013 | 0.015=0.003
Adrenal F |0.073=0.008|0.026+0.003|0.079 0. 015|0. 028 0. 005| 0. 081 = 0. 008" |0. 030 = 0. 003" *|0. 091+ 0. 016" *|0. 032 + 0. 006 *
Left M| 1.43+0.15 | 0.31+0.02 | 1.42+0.16 | 0.31+0.03 1.37+0.12 0.31%0.03 1.39+0.11 0.33%0.02
kidney | F | 0.86+0.09 | 0.300.02 | 0.91+0.13 | 0.33+0.04 | 0.92%0.10 | 0.34%0.04** | 1.05+0.11"* | 0.37=0.33""
Right M| 1.42+0.16 | 0.31+0.02 | 1.43*0.16 | 0.31+0.03 1.38+0.11 0.32+0.03 1.40+0.12 0.34+0.02""
kidney | F | 0.88+0.11 | 0.31%0.03 | 0.94%0.15 | 0.34%0.04 | 0.94%0.09 0.34=0.02" 1.09+0.13 | 0.39%0.04""
Caecum | M | 4.85%0.85 | 1.06+0.22 |6.80+1.23""|1.48+0.25""| 7.75=1.76"" | 1.79+0.46"" [12.13+ 2.27""| 2.91%0.59""
filled F | 4.41%0.70 | 1.55%0.24 | 5.19+1.36 | 1.83+0.41* | 7.37+1.78** | 2.69+0.60** | 9.51=1.94** | 3.39+0.69**
Caecum | M | 1.41%0.37 | 0.31+0.07 | 1.48+0.29 | 0.32%0.06 | 1.61+0.23 0.37%0.06" | 1.79%0.29"" | 0.43+0.06""
empty F | 1.20£0.25 | 0.42+0.08 | 1.27+0.31 | 0.45*0.08 1.27+0.21 0.46=0.08 1.50+0.33" | 0.53+0.10""
M| 0.36+0.07 | 0.08+0.016 | 0.35+0.07 [0.08+0.015| 0.33+0.08 | 0.08+0.015 | 0.27+0.04"" | 0.07+0.011"
Thymus F | 0.28+0.05 | 0.10+0.020 | 0.27+0.06 |0.10+0.022| 0.29+0.06 | 0.11%0.018 0.31%+0.06 | 0.11+0.018

*Indicates group mean is significantly different from control at level p=0.05

**Indicates group mean is significantly different from control at level p=0.01

PCV, MCH, MCHC, RDW, APTT, PT, Pt B X U}

725

FS U AT 2 vB XML ORE 7% EHHY 150

FIB T b7z,

5) IMLEA bk

b ICBE L CEB) %2R L72IHH % Table 712% &
W7z,

ALAT O 72 EHAHY 150 mg/kg/ H OHE (3.6 %) B
L OME (2.6 1) THRDH BN, 50mg/kg/H OMET b
B0 LA (1.5 RA SNz, ASAT b AHIC 150 mg/
kg/HOME (261 ICBWTEBELR LA ZRL, WA
BOMTLIBRED LA (1.31) 2"&5h7z, 150 mg/
kg/ HOMZBWTaLATa—N (56%) BLUY ¥
BB (43%) OBEER LANED SN, 50 mg/kg/H D
MTHBEDO LA (FhFh24 BLU21%) A LN

mg/kg/H OMEHETHED SN, HTRZNRZN28% B
FU63% AL, MTIEZENEN49% B L1V 66% L
AL7ze RESFEORE R LAY 150 mg/kg/ H DM
TROLN, BTIRENEN19% B X 1N22% LA L
720 F72, 150mg/kg/ HOMET y -0 71) ¥ HEEIC
BT (40%) L7z,

ZOAh, BEEIEE ZREE)N, K, Ca, Mg, P, Cl,
TG, NEFA, T-Bil, ALP, LAP, GGT, LDH k8 & O¥
Cre Tl b N7z,

6) KB I UHEMKL

ERMNF 2 EENREICB VT, 150 mg/kg/H D
W CIRBEOBEORHIN (2.4 1) 25N, Fhic
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Table 9. Main treatment related histopathological findings in rats administered telithromycin for 13 weeks
Control 20 mg/kg/day 50 mg/kg/day 150 mg/kg/day
Findings
M F M F M F M F

No. of rat 15 15 15 15 15 15 15 15

Liver :

Bile duct epithelium,

Vacuolisation; total 0 0 0 0 13 15
Minimal 0 0 - - 0 0 10 14
Mild 0 0 - - 0 0 3 1

Centrilobular zone

Enlarged macrophages; total 0 0 0 0 0 5
Minimal 0 0 - - 0 0 0 2
Mild 0 0 - - 0 0 0 3

Multinucleated

Hepatocytes; total 0 0 0 0 12 11
Minimal 0 0 - - 0 0 7 11
Mild 0 0 - - 0 0 5 0

Focal necrosis,

Subacute; total 0 0 0 0 2 0
Minimal 0 0 - - 0 0 1 0
Mild 0 0 - - 0 0 1 0

Single cell necrosis

Hepatocytes; total 3 3 2 4 14 15
Minimal 3 3 - - 2 4 9 11
Mild 0 0 - - 0 0 5 4

Infiltrate, mononuclear cells; total 4 11 5 9 15 14
Minimal 4 9 - - 5 8 10 11
Mild 0 2 - - 0 1 5 3

Mesenteric lymph nodes:

Foamy macrophages, sinuses;

total 0 0 0 0 2 3 8 6
Minimal 0 0 0 0 2 3 6 6
Mild 0 0 0 0 0 0 2 0

Lymphocytosis; total 0 0 0 0 0 0 8 11
Minimal 0 0 0 0 0 0 8 11
Mild 0 0 0 0 0 0 0 0

Epithelioid macrophages,

medullary cords/paracortex;

total 1 0 1 0 7 7 14 14
Minimal 1 0 1 0 6 7 6 10
Mild 0 0 0 0 1 0 8 4

Eosinophilic macrophages,

sinuses; total 3 2 1 3 6 4 12 6
Minimal 3 2 1 3 6 4 10 6
Mild 0 0 0 0 0 0 2 0

Lung: alveolar foamy

macrophages; total 1 1 1 2 3 2 5 6
Minimal 1 1 1 2 3 1 2 5
Mild 0 0 0 0 0 1 1 1
Moderate 0 0 0 0 0 0 2 0

Spleen: white pulp

Epithelioid macrophages; total 1 3 1 2 5 5 12 13
Minimal 1 3 1 2 5 5 12 5
Mild 0 0 0 0 0 0 0 8

Ileum: lamina propria

Enlarged macrophages; total 0 0 0 0 0 10 9
Minimal 0 0 - 0 0 0 7 4
Mild 0 0 - 0 0 0 3 4
Moderate 0 0 - 0 0 0 0 1

Jejunum: lamina propria,

Enlarged macrophages; total 0 0 0 0 0 3 5
Minimal 0 0 - 0 0 0 3 5

—: Tissue not re—evaluated microscopically
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PEVRBE DOBREE DT 23R 5N ze JRILE DML
BAETIE, WTFROEHIZOWT #5128 L7221k
3B I N o7,

RO AEALFE A TIE, NAG O 7 £ 57 A7 150
mg/kg/H DM (3.0%) BIUME (3245 THDHOHRK,
50 mg/kg/ HOMETLBRED LH (1514 A SNz,
JRH Ca OIS 50 mg/kg/ H UL L OMEMETEED 5N,
50 mg/kg/H O MM T & 12 1.7 %, 150 mg/kg/H D
HeT2.7fE MT25RMML 72, 72, 150 mg/kg/
HOMECTRPEAOBEE 2N (22 1) A7,
ZOM, BFEWICEEOLEH L, K, Na, P, Cl T
b7z,

HOBMMAETIE, WTIhOHLBEETH 72,

7) IR

O JEgrEE

HEEBOAK S Nz OM Hmd X O Ew %
Table 8 IZ/R L 720

150 mg/kg/ H O M TR Ot Hw (51%), H*R
fii (54%) OBWEOMMAA LN, FHEOBETH
W EE (19%) OBEOHMAA SNz F72, 150 mg/
kg/ HOMCEBOM ER (23%), HMNER (25%),
RE oM R (24%), MHMERE (26%) OHEED
BmasHxrohi, NEMESALZERLERR, #o 20,
50 B X U8 150 mg/kg/H O & it TZ L Z 1uffi k) =
(40%, 60% B L 12515, MHMEE (40%, 70% B
X274 Lwvdhd HEMAAFIICHIML 72, #o 50
BLU 150 mg/kg/ HIZBWT, FRENHMHENER (67
%B ELU2.2M%), HNER (4% B X224 & w
TN AR L 72 NEWEZ RV ER
IZBWTd, 150 mg/kg/H OMEECHixt EE (BT 27
%, WET30%) B L OMxEE (M T39%, MfT26
%) LENZFNHINL 72, 150 mg/kg/H O HE Tk o
M EREB L OHNEENZFNEFN24% B LT 17%
IR LTe Z o, (OB X O o IR
DEF & ROz,

@ WA

R EDZEE LTHED 150 mg/kg/H TRERG D

B & 050 mg/kg/HT—HDOMIZHA LN, BEGO
JEK A% 150 mg/kg/ HEE O MEHET W37 d 9/15 BT A
5N, 50 mg/kg/HDHET 3/15, T 2/15 BlICHA SR,
20 mg/kg/HTH I 1 BIIRRD b7z, oM, Ko
fi/NA% 150 mg/kg/ H OHET 2 BIFAD S 7z,

® SRR

13 3 [ # G- % 0 9 AR 2L 0 TR L i %
Table 9 IZ/R L7720

AT X 2 KA 2 mEET 2%, 150 mg/kg/H
O, M, BB X 2T, 508 X0 150 mg/kg/
HEE ORI > 3B X O Tl Sz, IFET
1, 150 mg/kg/H oM CTHRE L o Z2fafl, TEKL
7TNEERLR a7 =Y, SRR E X OBIROE
SENIFHIEEE AT B, S 512, HAREES L
HAHIIZ T O MBS L O F 23 EEE 0B K)
A BTz, MiTi, 150 mg/kg/H @ MEHE TR Ol g
o077 —VOHEREEREOHKIED LN
MEEY » 3§ T, 50 B8 & U150 mg/kg/ H @ Ml T
HAOWER~ 707 7=V B LU ED ) v 758k
BAHALN, 512, ANEFBRE~ 797 7 -V B LU
FOERE LR 7 - VHBEEB IO E /2
ZEBEOR KRS bz, RO v 7 UNMiicBw»
T, Ao tEf~ro7 » —VHBEEB IO $7-
T EEEE ORI K AT 50 B X U150 mg/kg/ H o i 1t TH#I
#X N7z, 50mg/kg/HIZBWTHRD SNz BEEY &
INEIB & OMEOZ R, EERNICEETH Y, AW
MiERIE VWb LEZ Shi, HEB L OEBICBW
Th, MABORKLZZz<Y2Z a7 7— V% 150 mg/kg/
H O THig s iz,

150 mg/kg/ H O, WiB X OV/NMEIZ, 50 B & U150
mg/kg/H OB 8B L OBIRICBWTHRD S
NEFFROZLE 7+ A7+ Y E F—Y R CHM L7224
bE#Ez 5hiz,

8 FFTaFATIvIA

M4Eh DY BYREF /85 2 — % % Table 10 1273 L
72

20 mg/kg/H T30 H H ® Con (T ZE R A (0.005

Table 10. Plasma levels of Cus in rats administered telithromycin for 13 weeks
(meanzs.e., n=10), LOQ: (0.005 mg/L)
Dose (mg/kg/day)
Parameter Sex Day
20 50 150
M 30 LOQ 0.005 = 0.002** 0.141 +0.044
Comn M 90 LoQ* 0.026 + 0.004 0.422 +0.071
(mg/L) F 30 LOQ 0.020 +0.006** | 0.466 = 0.074
F 90 0.019+0.007** | 0.152 +0.033 1.38 +0.17***

*more than 50% of the values below the limit of quantification

**less than 50% of the values below the limit of quantification

*Ekn=9
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mg/L) VT TH o725 91 HHD Con 1 E—FBOBITHI

FEWHTH -7 HFMWEH L D EHGED Con 1 50

mg/kg/ HU EOEZEBETHE L Y MECHWEZRL, W

NbHEGEII D KRE MR EZR L, $72, 30

HHIZEERIIHH®D Con lZWTID 3~THEI > 720
Im. = =

TEL®F v & W/ ExGHEERR5 72012,
4 E MR EERER A LA AN 30 H RS- REB X
O 13 HHELR G RBEZ AT, S HICWmRBIIBIT S
NI o A G - R A

4 AR Z LA ANz 30 H R O#K G- Rk T
1, 150 mg/kg/H UL Lo & RETE DS X OBAEED
RED L OREEMBRA5H S 7z2%, IR FIHE T 300
mg/kg/H, 13 HBERERIIZG- 21T 7248, b
OFf RIZBR I N o720 T, WG X ) EHES
BEINLLOTIERL, I MEADITIGERT S L
DEEZEZHND,

B ORI L 7=, AEY OPUREH
WWERNT 230 TH5, 72, 150 mg/kg/H DL Lo M
TESE SN HTBOHENIL, —FBREOHICEM LT
Wb5HOT, BEFENLEERITVWEEZOND,

13 AR AR 5 ABRIC B 5 —RIREOBRIZB W
Td, 30 HE#5 5Bk & [ AR5 55 1 70 6 < filt B4k
WirmHERTEL AN, HEETH 20B L0
50 mg/kg/H TH b N7z & FBREIZDEBIED b2
Ehb, INHOHETOELIZEYREIZLZ DL
BEz oM, £72, PBIXUOEHAERTRE:L €h
RN LTWS EEZ 5N OFMOHBERRA SRz,
Zhig, MEEMOERICEDbDEEZ SN, B
fEECENED SNV 0 s, FFNEERIT
TweEbhsb, ZoM, 50 mg/kg/HU LoD T
30 H 4 5-30k & FARIC PSS OH AEILE S iz,

30 HM#%5-: R T, 300 mg/kg/HEEIZH W THY
1HEHTARONARENNSE L BRI, RIE
VOB EL T B EEZ 5N, BKEORERE
OBWEINIHEEFWICEE L IZEZ SN v, 13 B
LR BRTIE, 150 mg/kg/ H O M CTHREEE 7 AR E BN o> 3
HA A BTz, BEEISEEIRO LN o7, #
K, 150 mg/kg/H OMEHETH T2 W H 25580 5
N7z

ML = AR AE T id, 30 H G RERICB W T, 150
mg/kg/ H DL E TR ER DB % £F > 72 BB O Bk EL
BEIMASERO b N 7278, 13 HE 45 W Tl I 2 biE
AN h o7z, BREFEDERIIA SN LD 572D TH
MEROBRIBTOEICEL D DL Bbh, EHEMIC
HELEIEZ SNV,

5 v b ORIEHRG R BT 5 EERERTRE LT,
JFlgE~ DB D 5 N7z, 30 HE x5 RETIZ,
ALAT @ 1 5-%% 150 mg/kg/H UL E. o M, 50 mg/kg/H

Y EOME TR 5N, ASAT @ EH-5%300 mg/kg/H
MEHET, LAP @ _E5H-2% 150 mg/kg/ H U EDOMEHETH S
N7z, 50 mg/kg/H OMEB X U 150 mg/kg/H O Ml T
RO LNTREDOZEZ, ARMKDOT v MIBUT HIEH
DOEFHHEAN DL DTH - 725%, 300 mg/kg/H o MEHE
® ALAT, ASAT 3 & O° LAP I3 E itz o/ Ny 27 7
FYRF=2%RMAHHDOTHY, HBOOFE L
HLTWEEEZEZONL, —7, 13RS HEBRICE
WT, 150 mg/kg/H DOMiMET ALAT 3 X UV ASAT @ |
ANRD SN, 50 mg/kg/H DMET b ALAT O D
ERDBARSNTZA, WD ASAT DIEZ B &, ZORE
DEFIARZHEDT v MBI LN 775V FF—%
DIEFMOEHFHHNTH 720 L2L, WTFhoiRER
THHHEHOMCHO 2R TFEEOHMAA SN,
FIARRRFIC D 30 H x5 3Bk 150 3 & UF 300 mg/
kg/ H CHEMRAF 2L L LTI EIREESE, FHH
JaERB L 2 3BANH, SRIFZ &5 5
N7z. 13 BMEHZS HAED 150 mg/kg/H O MEHEIZ B
TH ORI EGIRD SN TB Y, REYOIES.
FEGLTWEbDEEZHND,

INLOFIE~ 7854 FROWEEDT v MIB
JAHEERBICBVWTHROONTE D>, RIEIH
BINIZED 5N LB T RV,

30 H MR O 300 mg/kg/H DM TRD L7z
O GGT OB & U5 28— BIdElE, o B
MR EEZE) L O TIE R D572, Mo Fe B &
U transferrin O A & % ¥ 2% 150 mg/kg/ H DL F o if
HECTRDO LN, 300 mg/kg/HDMEIZEH DNy 7 75
VEF=S 2B DLDTH oA, BlMLNEY T
YIAED XD IR R BB S e o T2
ZED, HHEFNEREIEVIDOEEZ NS,

13 8 [ ¥ 5 & B @ 150 mg/kg/ H @ M JE T trans-
ferrin O FE % LADPA SN, MiEHO LA L BEL T
BY, "o TS5V RFF=—SOEFMOHMAEBZ 5D
DTHo72o LHL, TNHOEIE, BMPRANEY T
Y UEREOHBAIREDOMIE DA LN VI EH S
HBUHEFN BRI D L IEZ NV, O, 150
mg/kg/H OMEHETIRFEOWMAIA & N 7275, HH
(Cre &) R B OWHEMBRAWHA TIEEILSA S N%
WZ e L HHEENRERIIENEEZONS,

ROEALFIRAICB VT, WTFhoRBRIZBWTH
Ca DA ERBIAA SN, 150 mg/kg/ H ML Lo MEHED
IIREDOIEFHAZBZ 2D TH o720, /2, Wik
B2 150 mg/kg/ H UL L oMl T NAG O ke L5 %
RBOTD, FIEOWREAMRFAMEAR T 572 RBD LR
BB ENLINSOEBNIHEEFICEEL IZIEZ S
vy,

30 H#&x5-HABROEiEE= O EICB VT, 300 mg/
kg/HTA LN MEEOBINIL, BEMFEMRE B
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Niziwik=27 07 7 — I OMMT L & OBEWDE 2 5
N5, 72, 300mg/kg/H OMEME TR OHIT B & O
M EREOBPIA LA, THIFBEDZ ML I
IVHWHTELIDEEZ NS, ZDMh, 300 mg/kg/
HoOMETH, BB L OHEOMNEROMMAA LN
A, THOIIAREMITER T % b O THEFMICERE
BHHELDELREZLNZ V. T2, 300mg/kg/HD
W A & 72 DR & DI A R IR DAL & DD
TRETHY, BUFNICEELZDOLITEZ LMLV,

13 EMF 5 RERIZB W T, 150 mg/kg/ H O M T Bl
B L CEIB OB L O EREOE MR H 7225,
FRERIRR A ELIZRD b, HNFNCERLD S
LixEZ o, Tofi, 150 mg/kg/HDHETH S
N MR E R ORI, 30 H BB S5-R 5k L WAk ICERE
GLAMLVAIZLLB_ DEEZOLNS,

BHAEKL, 722 AR T o R ERO PR
THROHNZA, T OF RILHEAARS N 22 L% 1
IDDOTIERL, EWEEZHES L7y MIBWTEH
o< A7a70—F 02 LIC K ) BEBIRINDE DD
THD™, Lo T, REHROEROFEAER I
HLbDEEZ LN,

Z oA, HEMEEFWIRE LT, 30 Hix5- R RO
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Oral repeated—dose toxicity studies and toxicokinetic studies of telithromycin in rats
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In order to assess the toxicity of the test article telithromycin (TEL), we conducted a 30—day oral toxicity
study with a 4—week recovery period and a 13—week oral toxicity study in male and female Sprague Dawley
rats. Toxicokinetic parameters were also evaluated in these studies. In the 30—day study (0, 50, 150 and
300 mg/kg/day), a slight decrease in body weight in males, increased liver enzymes in both sexes and liver
weights increase in females were noted at 300 mg/kg/day. At necropsy, increased size of the cecum, due to
the antibacterial effect of the test article on the gut microbial flora, was observed in animals from all dosed
groups. In histopathological examination, compound-associated phospholipidosis, a known class effect of
macrolide molecules, were observed in the liver, lungs, bile duct, jejunum/ileum and mesenteric lymph
nodes at 150 and 300 mg/kg/day and in the spleen at 300 mg/kg/day. As other liver findings, multifocal
hepatic necrosis and hepatocellular hypertrophy and/or anisokaryosis were also noted. Compound-related
changes were completely or partially resolved after a 4—week treatment—free period. Therefore, 50 mg/kg/
day dose is considered to be the no observed adverse effect level. The variability of plasma concentrations
within each subgroup was generally moderate. C.... and AUC at day 30 were increased at 150 and 300 mg/
kg/day in female and at 300 mg/kg/day in male, and the accumulation ratios were 2 to 3 at the highest
dose in both sexes. In the 13—week oral toxicity study at doses of 0, 20, 50 and 150 mg/kg/day, a slight
decrease in body weight in males, increased liver enzymes in both sexes and increased liver weights in
females were noted at 150 mg/kg/day. Phospholipidosis—related changes were observed in the liver, lungs
and small intestines at 150 mg/kg/day and in the mesenteric lymph nodes and spleen at 50 and 150 mg/
kg/day. In addition, focal hepatic necrosis, multinucleated hepatocytes, increased incidence and severity
of mononuclear cell infiltrates and single cell necrosis at 150 mg/kg/day. Therefore in 13—week toxicity
study also, 50 mg/kg dose is estimated to be the no observed adverse effect level. The variability of plasma
concentrations within each subgroup was moderate and C.s increased in a non-linear way. An increase in
C.u between day 30 and day 91 was observed at 50 and 150 mg/kg/day in female and at 150 mg/kg in male.
At 150 mg/kg/day, mean C.s in female was about 3 times higher than in the males.



