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Telithromycin (TEL) 277 Y ANVt Vv1r 7374 B 753X, FTRUVTFA4 X7 7—=<f) T
MIEINZT FIA FROFBIUEMETH S, T X, 7y PBIUVA Xz v, &#O%S (p.o.)
FEEIRANEE S (v.) (X B NS HERBREZ E L 72, ¥ 7 XD LDy fHid p.o. THR 1,500
mg/kg, ME1,000~1,500 mg/kg, i.v. THE 53 mg/kg, Mt 49 mg/'kg TH -7z —HIRBOEILE L
T p.o. THRIRMALT, IREADSAH SN, iv. THIPL, &&, MR, KRESHSN, TH OIS - i
W ENIz T v b O LDs fHIZ p.o. THEMEE 3 2,000 mg/kg DL E, iv. THER 70 mg/kg, M 81 mg/
kg TH Y, —HIREBOZEALIE p.o. THESINT, iv. THPRHEE, BKES I OEERALK, FETHO
BEZ ) o ML S NT2e ¥—= 7 IVRD p.o.l2B1F 5 LDy fililE, 2,000 mg/kg UL LTdH Y, —HeIRiE
DZEALE LCHE:, T, fEoZEA AR SNz, 5% 1 H HOMERALFEMBAEIZ BT, 2,000 mg
/kg #EDOHED 1 #1T alanine aminotransferase (ALAT) O REEARD SN7zAs, 7 HHIZIZIE®IZHE
LTz, £ofl, fhE, AR, LEX, MEFAREL X HRICBWTRALRENRIIED 5N

&f‘))o f:o
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Telithromycin (TEL) 1275 ¥ X, Vv 574 (B
TIVA, TRYT 4 AT 7=t THEIAET IS4
FROFBIEWE TH D, TR, v b BIUA XZH
W, RECEG F 22 IEEIR IR G- & B G- iR & AT
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L. #M# & F &

1. #EWE

AR THA 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-yllbutylf —10—1{[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, TRV T A AT 7—
AL TRHIE S NIRIPUENETH B, YT AB LV T
v MIROHELG- 041, TEL % 0.56% 2 F vt
—AEE L, BIRNIXS-O%E13 TEL 1 VI HERE
2ENVEMZ 0.9% NaCl I L TS5 L, 72,
A X TEL 2 ¥ 5 F VA 7 VICHEL TROKRS
L7z

2. MHEWDS L OEE RN

~ 7 A (Swiss OF 1): 35~36 Hiii, H: 23.0~32.4
g, WM 19.5~27.1¢g, 5 v b (SD): 35 H #%, HE: 110
~144 g, M 94~112¢g, £ X (E—=27N): 7 H H#4,

HE: 8.9~10.3 kg, M: 8.4~9.8kg # i) L7z

RUABLVT v M, RBHIMAE LT, 22+
2C, B 50+20%, FHIE TSR (=13 B 7IERH), 12
FREEEE (Tam~7pm.) W CHEELHAFTECTHE L
720 SUEHIF o REHIAE#ER L v b (U.AR. A 04 C-10)
%, Kix0.22 um i (Millipore) T L 72K %K
Erihwdhnd HRERS S, 4 2%, RERYM %
MU, E£ih23+2T, B 50£10%, & 15 [\ B
M, 12 BRI (6am.~6pm.) ICHELZHEFET
fEL, BEAFER (VE-10, HAXYy b7—TF) # 350
g, KEHFKEREEBEGKE 1,500 mL FEFIZAR, »
T BB S 72,

XY AET~8HM, v MI6~7THRM, 1 21x2
SE OBILRI R L7z

3. WUERB X UEILHEIH

RUABLIOTy M, 1HMESSE L, E5E
PO EESEICL T Xidiv.: 0, 30, 40,
50, 60 mg/kg, p.o.: 1,000, 1,500, 2,000 mg/kg,
5 v M iv.: 0, 55, 70, 90, 100 mg/kg, p.o.: 2,000
mg/kg & L7z, 5% —MIRES X 045 % Bl i
L, O 1 H 1H 14 HREBLL, mEHICHBRL
7oo REIIHEGHT, 1, 8, 15 HEEICHIE L7z

4 0%, 1HMES 1BE L, B5EIE TR
R2H#I21LT1,000, 2,000mg/kg & REO%5 L 72,

BRI G 1-3-2
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TEL O ¥ Al ¥ 512 & 5 230 Ak 101

BH5%—BREB XA L BISRLERL, Z0%IT1
H2b 13 HREBIZE L, mEHIHBR L7z, B E
H, #AMEIZ7HECTHH, 2010, 14 HIZHWEL,
ik L VLB G, 5% 1, 6 R, 1, 3,
TBLOIB HRERICWE L7z $72, LT OHHH DI
FRA & AR b A & e Gemn, 5% 1, 78
SO 13 HERIZHEMEL 726

MR R AT RIMERE. (RBC), HILEk% (WBC),
A< b7y ME (Ht), NEZOE Y (Hb), Hi/MK
% (PIt), F¥HIMMEAERE (MCV), FEHIMERANE 71
v (MCH), ¥¥IEk~EZo ¥ vijgEE (MCHC),
RARMIEREL Reti), HIMEkSH—) > 82k (Lymph),
If Bk (Neutro) , FERERK (Eosino) , f3EZEMEEk (Baso),
HEK (Mono), WiEAL# D b1 v KT F X F ¥ i
(APTT) BXO°7m bu v VER (PT)

I 3 A AL %2 [ BX #5: aspartate aminotransferase
(ASAT), alanine aminotransferase (ALAT), alkaline
phospatase (ALP), creatine phosphokinase (CPK),
lactate dehydrogenase (LDH) , #2¥ U V¥ ¥ (T-Bil),
@& (T-Pro), 7V7 I ¥ (Alb), RaAL AT H—
J (T-Cho), V YJBE (PL), bUZ U+t F (TG),
FVa—A(Glw), RFZEEFUN), 7L 7F="(Cre),
Rig (UA), Y~ P), AV YA (K), FhUY
A (Na), #V¥ oA (Ca), #HFE (C), HASH (A
/G)

II. #& ®

<~ A, v bBIUOA XITBIF % LDs i & Table
1I1ZR L7z,

< ARG LG, &5 1~5 K% ICER

Table 1. Single dose toxicity of telithromycin
in mice, rats and dogs
Animal D Mortality
nima Route 08¢ LDs (mg/kg)
(number/group) (mg/kg) | M | B

Mouse (M 5,F5) | p.o. 1,000 | 1/5|1/5 |M: close to 1,500

F:1,000~1, 500

1,500 |3/5|4/5

2,000 |1/5|4/5

iv. 30 |0/5|0/5|M:53 (42~107)
F:49 (37~173)

40 |0/5|1/5

50 |3/5|4/5

60 |3/5|3/5

Rat (M 5,F5) p.o. 2,000 | 0/5|0/5 | MF:both>2, 000

iv. 55 | 0/5 | 0/5 | M: close to 70
F:81 (65~100)

70 | 2/5|2/5

90 |5/5|2/5

100 |5/5|5/5

Dog M 1,F 1) p.o. 1,000 | 0/1|0/1 | MF:both>2, 000

2,000 |0/1|0/1

oM T (1,000 mg/kg; M 2/5 #1, 1,500 mg/kg; HE
3/5 B, ME3/5 B, 2,000 mg/kg; HE5/5F1, M2/3 1)
MA BN, FECHO—EBIIREATN= 25, AT
2 HEH» S IEE 2IRBICHIE L7z, — BRI 21T
H5NY, BEIEHEES 1~5 BRI L 72, HREIZ
EFICHRL, SIRCTIRIBZRICRE IR N o7,

<7 ARG L7, IR o2 iz &k
SN, ToRBMRICEEFELTHMLZ. &S
N7EIR L, % (50, 60 mg/kg T4,
FEHR (50, 60 mg/kg T 2/5~3/5Bl) , FA#VEBkEE (50,
60 mg/kg T 1/5~3/5 %), ik B & OEHE (50, 60
mg/kg T 1/5~3/5Bl) #5520 5% F TAHALN, 4
FEBITIE 15~20 I IEF IR L 72 M TR
A F TP AR SN 72AHY, TR IEH 2 AR E B
N L7z BT, SEEBICBWTOAMD S - IiAH
b SNz,

Z v M2 2,000 mg/kg 15 L7z%G, 14 HH
DB A LT, JECHIB L ORI 1T A
ST, RIEBINC D HEIIRD SN o Tze FIMRES
Dlisi#r O RIRIBILZE T b BE TR SN h o 72,

7 v MCEIRNIE S Lz%a, —BIREo 2k 70
mg/kg LA RICHIN, ZoRBUIHEITEF L THmL
720 PRI PR B, R BRI X OSEAEIA S, IR
WP 5% 15 9 F TRike L7225, AEEpI T, 2ok
EFICIHE L7z BECIXEE ORER M2 H 5 7z
A%, METIZIER ZRARER N2 /R Lz, S CIZse el
BOTHi®D 9 - MAED SN, TOMDT > MR
FixALN R o7,

A KOG L7236, G BmmE233 5,
fEDFE (K fE, fktafl, MEEmbvE) 252 H MR
DOoNTZD, WTNORTIHIREIEEIALN o7,
5.1 HHIZ 2,000 mg/kg DM CTHER DO T & AKTERK
A5, HETILH ALAT OB b NS, EDR%IE
W L7 RE, Msaimts, HMTid, 2AH%
RIS SN h o7z,

Im. = =

BORG L72WE, 7y MR T ZA T BAFH
PEAvR < N B BIA A L N2H, FRNIES TIRIZE
AEEIIBDOONL o120 YTABLYT v FOEK
W G- # OB EF OFB T 9 - MAFRD 57228,
A HE pH TIIBE E OBREIMR N A 5, BN
VI PR AT Y U CaB g & 7z il 28 Y it
L7z TH B REENE Z BN D,

A4 XTiE, WL X OEORENAR SN, HIRT
AL ISR B 5 IR T 2 L E 2 b5 L9 &
ZALIFED 5N T, HLERNOEREOZE I v
D EEZ NS AL BT, 2,000 mg/
kg OMET ALAT A% 5- 1 H#IZ 66 IU/L &Ny 7 77
I v F7F—%Y (M 31.0+x13.21U/L, if: 30.4+13.6
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Single dose toxicity studies of telithromycin in mice, rats and dogs

Mikio Omosu”, Catez D and Takahiro Ueda®

YDrug Safety Evaluation, Drug Innovation & Approval Division, Lead Optimization, Aventis
Pharma Ltd., 1-3-2, Minamidai, Kawagoe, Saitama, Japan
?Department of Toxicology, Aventis Pharma

¥Shin Nippon Biomedical Laboratories, Ltd.

Single oral or intravenous toxicity studies of telithromycin, newly developed by Aventis Pharma as
antibiotics from the ketolide family, were conducted in mice, rats and dogs. LDs; values by oral
administration in mice were 1,500 mg/kg in male and 1,000-1,500 mg/kg in female, and those by
intravenous dosing were 53 mg/kg in male and 49 mg/kg in female. Clinical signs mainly consisted of
hypotonia and tremor at oral dosing, and polypnea, convulsion, lethargy and tremor at intravenous dosing.
Gross observation of the organs revealed congested appearance of the lungs in mice dosed intravenously.
LDs values by oral administration in rats were greater than 2,000 mg/kg in both sexes, and those by
intravenous dosing were 70 mg/kg in male and 81 mg/kg in female. No clinical sign of intoxication
observed by oral route, but dyspnea, jumping and convulsion were noted by intravenous route. Gross
observation of the organs also revealed congested appearance of the lungs in rats dosed intravenously. In
Beagle dogs, LDs values by oral administration were estimated than 2, 000 mg/kg in both sexes. Clinical
signs mainly consisted of vomiting, diarrhea and discoloration of feces. In biochemical examination of
serum at first day after dosing, elevation of ALAT activity was observed in one male dog at 2,000 mg/kg,
but recovered to normal level at 7 th day after administration. No abnormalities were detected in body
weight, body temperature, ECG, hematological examination and gross observations.



