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Telithromycin (TEL) O#EfR#HMES & OCHURMERER, 3 oIRGB E L TEHEBs L O
BER S AR F £l L 720 TEL OB REEAEE LT, SImix EFEETBLOHFLETICB TS A2 X
IF7AHW (TA1535, TA1537, TA98 B3 L UFTA100) B X U KEH (WP 2uvrA) % H W28
ERERRER, <~V A 74—~ (L5178YTK") ZHW/iHEmTR2RERZBRB L e MY 8
xRk RERBRE T 7285, WINOFEMTH ZRERELZ /RS T, JORREHEREED
IREL o7z T72, in vivo REE LT RIZBIT A/MMEREZIT- 72705, BRI ogmiiE /-
AR TEMPBANDOBEEILED SN D 5720 TEL OPEMEICOWTENE Y MIBIT SRS
BIUOZYHRETF 749 F Y — SRR, B~y 2 IgE EAERBZ £ L7225, WThozRER
BT Fo 2 BEHERIBIEAONT, TELIZH T 5 IgE SUREA S RD SN h o 7z BHREIC
W BB ERARLDIZ, EWT v AW glycerol B & UF furosemide 512 & ) 3 X N 5 &
BEEFIVS v M 5 BERETR S 02 % cephaloridine (CER) O ifHER: & l#E L7z CER
TS 22 EEE GEMRME MR, LML, RS OIR) oS X OmIEH 2
oz, TELHTIE, E¥T Yy PBIUBEES v MIBWTRRE T 212 MEAELF RO
WL OPDIEBICEEOELD RO H5N7z8, BEMOMBBMEZENMATIE, FBEECLALNS ZK
BEOEATH 7z, T2, IEH7HFB X OHIBRKAKY - FICHEREORS LA, wihd Bk
BENORBIIED DN oz WHRBFEEZFARLZOICT v MT4EMKEORS L, NBFHREX
ISF =T 4 F A —F 12X HEEBMERAES X OWH OB EHMA % 17, kanamycin (KM; i.
m.) EHEKL7, KM B CTIENERRERE 2R3 2 BlREBEO A B X OB RS b M o214
FFHAEDSEE SN2, TEL B CRBERMMEOZH D 2 VI ORI AT ST,
IR OZBIIAD 5N h o7z,
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Telithromycin (TEL) ®#Efz#MEICO W CTHIE 2 w7z
BIRERERRER, <72 V73 —< &V EIET2ER
BHEAER, v M) YRR B R BB L Oy
A& iR E T, PR R E L CreBia &k -
SHEBT 714 7% Y —RBB LU~ Y R IgE @A KRR
BITV, 7o, BHBEEEREBE LCEREES v TV
BIOYHFLHCEHE R, BLOTy P2V
R E T > 20 THET %,

I. B & A&

1. BB

AT L7: TEL (k%% (+)-(3aS,4R, 7R,
9R,10R,11 R,13 R, 15 R, 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 — 38 — ( dimethylamino ) —f—D—xylo —hexopyra
nosylloxy} -2 H —oxacyclotetradecino[4, 3—d ] oxazole—
2,6,8,14(1H,7H,9 H)-tetrone) &, 77 ¥ X, 7
NYTA AT 7 =< THRIESNZROEMETH %,

2. FEBIH

1 M % 71505 2R 5B

BRI L 72 Salmonella typhimurium TA 1535,
TA 1537, TA 98 3 X U TA 100"?iZ, B. N. Ames’ Labo-
ratory & V), Eschrichia coli WP 2 uvrAS.” i, Venitt’s
Laboratory & 0 53-5- 23172 O TH %, iABkIE, Moltox
(Molecular Toxicologu, INC) X ¥l A L 72 S 9 mix
B L U Aroclor 1254 500 mg/kg ZJENENI G- L7725 v

RN R T 1-3-2
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F ORFIEA SR L 72 S9 mix DFELET B L OIEFELET
THEM L 720 FiiathalBric X 0 IR % e L7214,
2 WO L7298k % 47 - 720 PR, S 9 mix
IAAETICBIT 2 2 BOFEES X OWA S 9 mix fA7E T
BT A2RAOFEBRIIEE L — MET, HILHE SO
mix fAfE FIZB TS 2B HOERIIT LA ¥ F2_—
Ta vk (37C, 60 45M) THEMEL Y, HHEEREE O
B F IR CRELL T L - QBREIES
B % 37C T48~72 WM K5 28 L /- £, H BhET &%

(Artek counter, Model 880, O.S.1.) THRFLER oo

= BEFHI U 7o BEBRSE S X OB MERT RS IE, DMSO

LTz, BtExi RgE L LT, NaNs (Sigma),

9—aminoacridine (9 AA, Aldrich), 2-nitrofluorene

(2 NF, Janssen), N—ethyl-N’—nitro—N—nitrosogu-

anidine (ENNG, Sigma) B X 0¥ 2—-aminoanthracene

(2AM, Sigma) #fif L7z PiiHERBOMKEEZS

ZZ, 1 EHOEER,

- S 9 mix JEEAET D TA 1535 LA S 9 mix fAfE F B
X OVJEAEALE T @ TA 100 1 #k: 0.01, 0.03, 0.1, 0.3,
1.0 ug/plate

- B A S 9 mix f£7E T TA 1535 H #k: 0.03, 0.1, 0.3,
1.0, 3.0 ug/plate

- S9 mix JEFFAE T D TA 1537 & TA 98 Hitk: 0.1, 0.3,
1.0, 3.0, 10 ug/plate

- WA S9mix fAfE F ® TA 1537 B £ " TA 98, M A
SOmix AT B L OIEFET O WP 2 uvrA B kk:
0.3, 1.0, 3.0, 10, 30 ug/plate
8 2 M H 0 %EERI,

cSOmixEFHETOL4FHEOTAR MR & AREFHES9

mix fA#E F ® TA 100 Hi#k: 0.03, 0.1, 0.3, 1.0, 3.0

ug/plate

- HALFH# S9mix /£ F ®» TA 1537, TA1535 B X
" TA 98 W#k: 0.1, 0.3, 1.0, 3.0, 10 ug/plate

-HA M ESImix FHETB L CIEHFET OWP2
uvrA W#k: 1.0, 3.0, 10, 30, 100 ug/plate
B R B SE O I =13,

S 9mix JEfF 7 T: NaNs; 1.0 ug/plate (TA 1535 3
LU TA 100 Hitk), 9 AA; 50 ug/plate (TA 1537 Hitk),
2 NF; 0.5 ug/plate (TA 98 Wi#k), ENNG; 2.0 ug/plate
(WP 2 uvrA BHitk)

H 30 2 S 9 mix /£ 7£ T: 2 AM; 2.0 ug/plate (4 Ff
@ TAWFE), 2AM; 10 ug/plate (WP 2 uvrA H#k)

A o e F I, BRAR I = —HUI oW TKIR
BE3HD TV — bR R (B o2
BT, oK ROOND & &, Bkl
E L7z

72, RKRBoBFALE L, BEsREOBERER D
O = — A EEE O 5T — 7 OHEANTDH Y, 2D,
R ke BEE O BUR AR o 0 = —FASE T it o 2 &

DREL, EEHOTRT— Y OHPFANTHLI L%
FEE L7z

2) XTRY YT A= HTBIE T RINER R
L7

KRB, L5178Y TKY w72 v 7+ —<Hillg
DFIVFF—E (TK) BIEFHEIZBT 2 EET2
RERZIBEL T2 0T, Zofilldid ATCC #4 L
T Dr. Oudelkhim-Diot & W 535-3N72bDTH %, L
5178 Y Mifliel, in vitro WHFLEMN {5 T 22 R4 53K
BiLoEBHATHERI N T2l TH 57,

T SRR & AT o 72 %%, Aroclor 1254 TEEE L 72
7 MOREI 70V — A5 (S957H) A HAEL
AENE LR (BHFA® S9mix) OFETE LI
FIET T, 2EOMV L 72FEBRIC L 5 THERML 720 5%
7 < i % & L E M 20 mL (28 0.5 X 10° cells/mL %
37C T3, AL SImix (RMEIRE: 2%) O
FAET B L OIEAETE T CRIBREE & 72 I3 M R IC R R
L7z

MlREYE X, 1.6 cells/well (one 96—well plate/culture
=two pate/dose level) % 37C T12+1 H¥3®EL, &
oao=—EE (CE) 2WETHI LIZL ) HE
L7z RARERDHBIE, 2X10°cells/mL % 37C T
BREAEL, 1H#%2X10cells/mL 2|07 L — MIE
L, 1.6cells/well (one 96—well plate/culture=two
pate/dose level) % 37C T12+1 HEFEL, FEHMIME
T HOMBAERS (CE) ZME L7z, 72, ZRE
HZFE (CEmuans) &, TFT® (trifluorothymidine resis-
tant) % EHT 5729512 2,000 cells/well (two 96—well
plate/culture =four pate/dose level) % 4 ug TFT/mL
GHERTSITC, 121 HEEL, 70— Y HE2llE
THZEIZEDHE Lz, I u=—H 4 ZDFHINTZER
BERIU—VELHFT HBITIT- 72,

TEL X DMSO (2% L, By & B 3 @ methylme-
thane sulfonate (MMS, Sigma) ¥ X U' cyclophosp-
hamide (CPA, Laboratoire Sarget) I KIZEM
L CHEBRIZMHEL 72,

2 MOARRBEOHEERIL, THHBERBROMELS
ZIZUTo@E) & L7
- 18 H® S 9 mix JFAFTE T DR 15.625, 31.25, 62.5,

125, 250 3 X 0¥ 500 ug/mL
-2 H® S9 mix JAFLE T DFEER: 31.25, 62.5, 125,

250, 500 5 & UF 750 ug/mL
<10 H oA S 9 mix /A1 F 0 FEER: 625, 125,

250, 500, 1,000 B & 2,000 ug/mL
- 2 [0 H o HALFE S 9 mix fA7E F 0 FER: 125, 250,

500, 1,000 B & 2,000 ug/mL

B, HEEREOHEIX, MMS: 25 ug/mL, CPA:

3ug/mL & L7z,

KRR OFEHEILHEZ, B HEED CE, A7 0.6~1.4
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DR, CE:7%0.7~1.3 O, ZZRERHE (MF) 4%60
~200%10°°TH Y, 7D, BHEUENEED MF 2555t
WIHEOMF X ) K&, ERifEHOTRT — 7 O#iP
WTHDHZEREMHE LS

3) b MY YoSERE H 7o et AR B R R

v MY NERIZ 2 AOREE A SERILL 728y »
TN 2> & F8 U CEBICH L7z,

Y ) 2 SERIZ L Gt R R SBR O [EI R BLA THE
TINTV D - KAMNaR; 28259 T, 46 RO R E %
Bz L L, P 12~14 KR OMBENZ A L Tw b,
0.5mL O~%Y YL % 20% &7 & g R, L-
glutamine (2 mm), penicillin (100 U/mL), strep-
tomycin (100 ug/mL) B XU 3.6% PHA (V) ¥ /3Ek5>
ZURENT) % &t RPMI 1640 ¥:bi2iiinL, 37T,
5% CO:/95% Z2R DN TIRE T 48 RefIBE 2 L 72,

TR R IZ AT D, R pH, RET
BLOBREICD EDOWTREE L7z 11 HoMuERE
Y FEBRIZ LA OWE B CHMI L, Fefufhiiw % 5F
fifi 3 % 726 O =B RS 3 AR 2488 (M) 2L
L 72Mifaatiic b & oW RN L 72,

TEL (& DMSO (2% L, Btk B3 O mitomycin C
(MMC, Sigma) 3 & U cyclophosphamide (CPA, Labo-
ratoire Sarget) (ZZRKIZEM L TEBIIME L 72

118 H oMl #Em2 Nz U o gk B8
S 9 mix DAFLE T F 7213 FEAFAE T C TEL F 7213 B k)
MR 3 el s L7ofk, B L7co MIRIX 1.5 Mo ik
H AR R AR 2Y 9 5 LB B AR 20 IR IERICL 720
PRI 1.5 KR AT IZ 45528 % 10 ug/mL colcemid THl
a5 8% R T Ik & B 72,

CALEE BRSO mix DFEAETB X OIEHFET T
5.86, 11.718, 23.473, 46.875, 93.75, 187.5, 375
B X750 ug/mL

- Yetr AR W O FEAfi: S 9 mix O JEEAE T T 93.75,
187.5, 375 ug/mL, Bt # # S9mix D 77 T T
46.875, 93.75, 187.5 ug/mL
2 [l H o Mg #E a1 98k S 9 mix D IEFAE T T,

Ml % TEL F 72 ZBrikrd R3E Hfmm e L, Bl
S 9 mix DEAE F TiE, TEL F 7213 Fkxt IE3E1C 3 ByRY
Feie L7otk, R U720 AIIE 1.5 18] oo 0k ik T 0 45
X2 24 W2 I AH Y 3 2 LB B 45 20 el 2 35 &
O 44 RE BRI L 720 BRIN D 1.5 RERIHTIC K 5548 %
10 ug/mL colcemid THlifd 7 H % 532 h ] T 1L X &

720
MR T, RIRELE (0.075 M KCD (Z#ev Tl

faz x5 /7 —v /Wi (3/1, v/v) THIEL, A7

A K75 ACEK LM%, FAFTROBLZ, ATAF

3 RTa— ML L TR L 725

- QP S 9 mix D IEAFAE T O M ERIFE T, 50, 100,
125, 150, 175, 200 B X UF250 ug/mL, H 43 3

S 9 mix DFELE T OWERIEERH T, 50, 100, 200, 350,
500 B X UF 650 ug/mL

- Yetu ARELE O FHl: S 9 mix DIEFFEAET 20 B H
FELT 50, 100 B & 175 ug/mL, HALFA% S 9 mix
DAEAET 20 R H OFRILT 100, 200 B X U8 350 ug/
mL, S9mix OIEFFET 44 K H OFRILT 250 ug/
mL, HFH# S9mix OFLE T 44 K[ H ORI T
650 ug/mL

Bt BESE 0% Ji 13, MMC: 3 ug/mL (3 HpRJALER),
0.2 ug/mL (EFLH) B XU CPA: 50 ug/mL & L7z,
ENCMIIDE P S AN L SOV LR INDY Sty
AT A AN MBI S FE it D 507 — 7 OFiPH
WTHY, »o, BERBEORORORERE 2 AT
B MO MBBE DS E B RO E N X ) K& L, Fii
MiftDEFT— 7 OHPHNTH 5 Z L &2 5M04L L.
e, Fakiaiiio WBE (Fyvy 7%
EERV) IZOVWT P RERIT- 720

4) <7 A% 7R

MEHED Swiss OF 1/ICO: OF 1 ¥ Z (IOPS Caw,
Iffa Crédo) % 7 HETIMAL, %< L b 5 HHOM
PEBMEIIR 2 BV CHEBICMHEH Lz, =7 213, =il 21
2T, B 50+20%, FHlE TR (=12 b /1),
12 BERIEEIT (7 am.~7 p.m.) (ZR%E L7-fHE CTHRA
AJE (SICSA) # ANZRY I —FKA—1+r—126
BIoOREEIN L, SRHIT o B HEEXL v b (UA
R.A04 C-10) %, /K 120.22 um ¢ (Millipore) T i§
MU L72KERAE Y XD uFhd BHEBRE 2,
MERESS 5% 18 L, TEL #5813 7 fiii a1k i
B&2%120, 250, 500 B XU 1,000mg/kg & L, 0.5
Yo A F I T — AW IRE LRI S L7z Btk
W21 05% AT Ve — Rk, BetEsd itz
cyclophosphamide (CPA, Laboratoire Sarget) % 7%
BAKIZHER L CTROEYS Lz, Ko~ 21385 5-% 24
R H IS, 1,000 mg/kg BEIE S 512 48 K H 12223850
S, BREEAREIER L7z, SEWICOWT, 2,000 fi#
DL Gt RIMER (PE) W o /ME 24§ 5 % Gelbkii Bk
(MPE) o¥t% Ml L 72c &#F 1,000l @715k (PE
+NE (EZ«MEARIMER)) % b L IC PE/NE a5 L,
SFA L 72

ARARBROFFA AL, VI HRE D MPE o W BB EE
MO 77— & OHPANTH Y, 200, Btk R
» MPE O HWBBHE N Z N Ehstit§ 23 B0 Zh X
DAEBICEWI L2 LM E Lz,

WMEHLELZ, MPE I22oWTid y 2, PE/NE i
DWW Student D t—RE? % 1T 5 726

5) ENLVEY MEBIEGUBIOZHERT S 7 4
T ¥ ¥ — B kR

WO N— L —RELEY b (HEF v —IVAYN
—) % 4HERTIAL, 1EBOBIZEMLEINZ B X,
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BEB L OB ESMTF 714 5F ¥ — b (ASA X
&) T A ENVE Y oS BHIEE OB 5 H
W (fRE: 324~425g), ZHHETF 714 7F TV —K
& (PCARUL) WHHTALYEZYFELVEY bOD
JARGIE 6 Ml (RE: 339~404g) & L7

EIVE v M, il 20~24T, & E 50~74%, 12
R (7Tam~7pm.) WKEELZFAFECEBEL
TIry Nr—=I22~-3 615 oML, TR
GARAY ¥ —F (HAR¥E %, FKEKREHKE
Ehwind HHERS S/,

TEL O 513 X OB % Table 1 128 L7z,

EVEPUR I O TEL 1%, 0.5%
FHIATAZ) T0.06BLU0.2% Bl e L TR
OS5 L, 3.2% OREEHE % %52 D Freund’s Com-
plete Adjuvant (FCA, Difco) % 7zi Freund’s Incom-
plete Adjuvant (FIA, Difco) EHRAFILL T TFHRS
L 7z B %t IR 3E @ Ovoalbumin (OVA, Sigma)
ARAIEWT04% e L, FEOFCA $7-I1XFIA &
B’A z»Lﬂs L, Mo MC i 4 A 0.5% W)
EL, HEOFCA F/2IXFIA LEEFMLL, ThEFh
BTHE L7z, ASA B LU PCA RIS EREPUEH O TEL
%, 0.1N HCL 2 L7-%, EHARET1% e
L OVA %ifiﬁf«m 1% e L, #hE1 022 um

SYRT 74V —TIHEMABE L THW=,

TEL O &Mk, 1 H 10, 21 HREROHRS F 721
1EMIC 1 B OBEE T 3 BT T 2 2 HT 5 # P 5- L
726 OVAB X 170.5% MC @ EAEI1X, 1AM 1B D
BHEEC 3 I T 2 2 HNC A EH S Lz,

ASA FUBE, BT 14 HRICERYUR 5 mg/
body % EFIRINIS-L, &5EEZ XD 15 \f"j Z D14 30
BIU60 5HIIERZ B L7 PCA UL D EAEILTE
g, RAHRMERT 11 HBRIC = — 7 VR T COB & D
%Ell/tml«a%’:: 2mL X 0 5l L7z AR O RAKA

AFEiu—2x (MC,

BAEIX, PCARIBHTHICEMBEELZ N 2L ¥ Y
M EIIC & A BRI 0.1 mL/site # F L2 2 B Z A
WL, 4 R ERYUR Z 5 L T PCA Mt & #
# 1L 72e TELHUEIE, =N A7V — (Merck) ¥
WERETDHEREBEELLDT, 2% TNV AT I —
AP 0.25 mL % #HER 72725 12 TEL $U5K 0.5
mL % #HE L 72 OVA I & % &t id OVA HUJ5HE 0.5 mL
& 2% TNV AT IV —A A 0.25 mL ORATH %
EHE L 72 ERPUREYS 30 4%, BiW% = — 7 VT
TR ZREIE S &, EEE Z#EE L, WILEEHED
REBELHEZWEL 72 FHHEED S5 mm M ELOYE
% PCA RItkE & L7z,
6) < 2 IgE pEAE R
REBEIEH o~ 2 & LT, 9:8i# oY BALB/
cAnNCrj (HAF ¥ — VA N—) &, ZHEEHO
v FELT, 11 BEWOEESDR (HAF ¥ — VA
UN—) Z¥AL, 1EEOMIEBLLIEZ B v CHEER
WAL 720 EhWE, Eil22+2T, BE50+£10%, B

JE A (=5 |/ If) , 12 RERTIRBA (6 a.m.~6 p.m.)
WHELFABTRETAT Y LAY ZARY FRr—Y

(82.5x19.5X18cm) &M\, ¥ A 1~3 %,/ 7 —
Y, Iy MIENETE Lz, fEHIEESIR CE-2 (H
K7 VT) %, KIZKEFKEEEITEE LI2KERK
ErEhwnind HHERS S,

TEL Ot 588 L O % Table 2 1278 L 720
REBEMEIZ, TEL % 0.5% A F v trua—2 (MC,
BB \BEL, BB~ ZIZHE 5 H, 338
M GE15 m) IG5 L, BUNEEE LT0.5% MC
bHEBRICHEYS L7z, F72, #B3ED 2 B X0 10 mg/mL
BBIRICSRD 3% KBLT VI =7 4 (AI(OH).,
5'(:%@3@ EMA7ZBEREZREL, EH5PO~7 A

2 1 0E, M (3 m) BENIRG L7z Bt
% & LT0.08mg/mLIIFI T VT I (OVA, Flyti

MEEERIE 465, REAFEEIE 16,384 5 Lz, #H)  3) OEMEREICE RO 3% AL(OH): % il 2 72 B
Table 1. Group-organization of the study and dose of telithromycin
Sensitization Challenge
Antigen no. of dose adiuvant route concentration | volume dosing antizen No. of dose
1, 1
g animal (mg/kg) St " (%) (mL/kg) times g animal (mg/kg)
5 1 none P.O. 0.05 2 21 5 5
TEL 5 4 none P.O. 0.2 2 21 TEL 5 5
5 16 FCA/FIA S. C. 1.6* 1* 3 5 5
OVA 5 2 FCA/FIA S.C. 0.2* 1* 3 OVA 5 5
TEL 3 5
0.5% MC 6 — FCA/FIA S. C. — 1* 3
OVA 3 5

FCA: Freund’s complete adjuvant (used at first sensitization)

FIA: Freund’s incomplete adjuvant (used at 2 nd and 3 rd sensitization)

*Same volume mixtures with adjuvant
TEL: telithromycin
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Table 2. Group-organization of the study and dose of telithromycin
Sensitization Challenge
smign | ot [ o || o | i | 2o ]
5 10 1 P.O. - 5 5 LV.
5 50 5 P.O. - 5 5 LV.
TEL TEL
5 10 1 ILP. + 5 5 LV.
5 50 5 ILP. + 5 5 LV.
0.5% MC 5 0 0 P.O. - TEL 5 5 LV.
OVA 5 0.4 0.04 LP. + OVA 5 4 LV.

TEL: telithromycin

WAMBL, MRS plo~y 21HE 10, 38 Gt
3l JEEMNIRG L7z,

ZHBAEE, RARREEETHRICERO~ Y Ah
SR L, IiiE % 58 L 72 TEL B X 070.5% MC #
DIEIF 2~64 f5F T, OVAHOILE X 32~1,024 5
FCABMAERTHRL (B2, #hEh26lox
BEANEH 7 v bOWEEN 6 2 (i HIZHIE) 12 0.05
mL DO RN G L7z, 55 EAF 48 W 2 (2 B HU
W1lmL & 1% T8NV A7V — K 1 mL QRS %
EHEL, ER&%S 30 0 %I 28, WHEE %
FIEEL 720 BB ETOOREMOFEEZFHIL, 5mm bl E
B YEROG & UCRMI L 720

7 BEET v MEFTVE OB R

6 BRFOMEHE Wistar 2T v b (HRTZATV Y —) %
WAL, 1HEMOBIEEEIIZ B CHEEBIHE L 72,
Bix, =il 22+2C, B 50+£10%, FE F#R (=
15 [ /W), 12 KRB (6 am.~6p.m.) IZ&EL
LEBERTATF Y LAY 2R FRF—Y (325X
195X 18 cm) &AWy, MEBIETE L7zo kI B R
CE-2 (HAZ L7) ZAWREL, KIZKEEKEHE
WA LK 2 B /KZEE X 0 BB S 72,

1HEMERESR 6 BID S5 » M IC Glycerol (G, RIEYFH 7
Uty r, BEAILY) 1 mL/kg B & U Furosemide (F,
53y 7 A®100mg/kg i, "NFA M-V F Tk
V) 50 mg/kg % ENFNHAIRE FEGIC L ) BEEE
FHELY, 05% AFVvEkro—2 (MC, E@iL3) (12
%5 L7z TEL 400 3 & UF 800 mg/kg H.[al#E O 512 &
BB 7z, BRI ER#EIZI, cephaloridine (CER,
rorud Y1 g i, HEFREIE) 1,000 mg/kg & H
EERIRIEST L, RethtiaiEicix, 05% A F vk a—
A% B OHRYS L7z, 72, TEL¥# 58 Cix, Ik
TR S 1 BEMEMER 15 BT 5 4 M EER T 72,

BISSHHE I, —BIREE, HKkEB X OREOMIZEE
PRt & LT, Ried& R&, pH, &M, ¥, 7 b
VAR, i, W, 2%FE, ALP, LDH, LAP, y-GTP,
7 VT F =, NAG, ##&H, Na, K, C1 8 X ORk

i), M E b2 k4E (ASAT, ALAT, ALP, LDH,
LAP, y-GTP, #8¥ Y V¥ v, BEH, B2l A5 0
—, MU ZYEY K, § BUN, 7L 75 =, NAG,
Na, KB XUCl, #H, WAMBKENHRE (ELE
B X OHR TR OB SN2 B X OE T
Gt (ABOREB IUME) 217- 7. R,
S ERH T — VICAN, 50724 W, ¥5-E%
5 24 R, 24~48 R OEFERIZDO VT, A LA
HIARA B - 48 e B2 O FIMAT IS PRI L, 1L % 40
LT L7z,

F72, MHBEOWEZ, WML -MELHHEL, 7
SUADNFADL =Y F vk B TRUF4
A7 7—=) WEANI%ER L, HPLC 8 X OV 6#M
FTHE L 72,

8) wHFE I EEHER

THEHBD=Z2—T—F 2 FETIA bR SPFMEY ¥ F
(INRA No. 1077, Elevage Scientifique des Dombes) %
WAL, 20 HHOBIMLHIE 2 BTl L7z, 8w,
BIML IR %38 U T 19+ 3T, HE 30~70%, MIE
THA (=13 [|/HFH), 12 BERIEIIICEE L - fFH
FET, AFVLVABr—T (60x50%40cm) % v,
FEARAIAHE 7 — VN TEBIEATE L. FENE
FHEEHEE (UAR, 112C) %, KidKi#EKEZ Wi
b HHER R 72,

M 3 BIA 5 7% % 4 B TEL 0, 100, 200 3 X U8 400
mg/kg % 0.5% X F vt a— A% L CHIERE
el U7z 85 ML, FEBRO 4 HRid o EBREmM I
HBFEK (50 mL/24h) %175 72#%, TEL 400 mg/kg
RO G Lz, Mgk (RBC, Hb, PCV)
B IO A LM (K, Na, P, Cl, ##, ALAT,
ASAT, BUN, creatinine B X O'#%&H) R o -1,
2B LXU3HHIZL, RoEMMRA (R&E, pH, &i&
JB) B LA FEWHAE (K, Na, P, Cl, ¥, NAG,
y-GT, LAP, BREAB LI Z VLT F=v 2 )T 5
ZDHEM) 2R BN, 2B L3 HHICEML. 3
HHICB % 558 S, 35/ 7 Mt A % 47 - 7214,
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g B & OEEo HEE 2w L, AR A &2 1T
D f:o

WEMLELZ, EEAEIZ DWW T Bartlett #3012 & ) 445
B O MOE 2 17\, 580 55413 Dunnett #3712 X
D L EIBMEZ, S0HEsRS bNEho a1
Cochran and Cox DB t- g™ 21T - 725

9)  F v hEHOER SRR

5 EEsOMERE SD %5 v b (Harlan) ##{AL, 6 H
M OMEEBILIIN 2 BV CEBRICH L2, B, £l
21+2C, W 50+20%, WL TR (=12 B/ FERH),
12 BKERIIEHT (7 am.~7 pm.) IZRRE L7FHETH A
Ry FAEHr—7 (43.0x21.5%18.0cm) #JHv, 1
=V 2BANTEHE L7z, fHIFEEEHER A04C
(UAR) %, KI30223 70 D74 V7 —TilE#L
7TeARERAKE VXDV HHEEBRSE72,
1HMES10POT v 4B (BHoH LD, HEM
BTHHIZREO R B 2 #) % v, Bk R
05% A FVtnru—A) BLXUTEL 50, 150 mg/kg
%05% AF ko — A BE LT 4 ABRO%S L
7o B M) B8 % 12 1 kanamycin (KM) 100 mg/kg %
[ J01 3 79 T SR L 72

— R L LT, ERBLIUOCOAEL 1
H2m, —faER% 1 H 10 EEZCBIEEL -, KR
G- 1 HHE L DIREIC 2 b, EATE L, 82 Wl
G L7zo F7z, MEEBIE 2 SSRGS+ — 7 1 4 X —
% (CCA Biodigical company, France) # T, #
G & 4 ARG #%ICHE L7z Isofurane 4 & MRl F
CHEER A EE L, SR & g B L O o F
BRI RS Lz HHE0E, B, S 3em BEL CTE
vy LA T 7 X)) FHBEEE (PEA, MIPC
Biodigital) &£ ) 10dB %A T8074*5 10dB ¥ TH %
725

4 H P G-R M A RILEREL, Hb, MCV, PCV,
MCHC, MCH, Ifi/Mi%k, FifiEkEs L O H ks mm)
B LOMEENFRE (Na, K, Cl, Ca, P, 7V
a— A, BUN, BYUYNLNY Y, BEH, TVTIV
A/GH, 2L AFa—i, +Y 7Y+t F, ALP, ASAT
B LU ALAT) HICHRILZ 4T o 7288, JREET A TR%
e, Hk, BEEREEOWEZ AT 7o WHEHIRRT N
BAR L, #MCRE 0RO SN, NE, IS X
DRI O WTER L 72,

I # R

1. I % o 22 SR 22 s B ik B

1BHB L2 0 HOKR%E Table 3 1I/R L7z, B
R OFERIIMX DT T — 7 OHPHANTD D, ik
SHERIC L > THF SN BRAR o =—FE, S9
mix fFfE T O 20 HOEERIZHE )5 TA1537T B L O
WP2uvrA Bk CROLNBZBVT, WIhd TR
F=FOHWEHNTH -7z, LL, TNEOfHIF, HiE

SRR OB & ) +12@E <, RBCROEZ DS &
NTBHBY, LadsT, KRBIAHTHLLEEZ LN
726

TEL 1%, S9mix FFHET, 4FOAXIF 7 AWD
AR BRARIC B\ T 3 ug/plate YL L T X BREEIC IR 20~
100% @, KW O R B T Id 30 ug/plate UL 1T 25
~84% DEMAER AU = —KOWIHA LN, #HEE
RL720 S9 mix fFfE T TlE, WTNORKIZBVTY
3 ug/plate i LT 22~76% OHIRER I 0 = — KO
LA, FEIZTA9S B L O TA 1537 Tid 30 ug/
plate T 100% DR DsAH SN, FEEZR L7,

TEL i, SOmix FHETBLOFEHFHET L BIC5HD
WINOWHRICBW T HEREAR au = —HofAE LM
MERE D572,

2. YURY VT r =&V EBETRREER
IR

1EHB L2 HOKR%E Table 4 IZ/R L7z, B
HREEB L OBt R3ERE D CE,, CE, B L V2R AR
WE (MF) 13, FEREZZLTBY, ARBRO
HAEDTERE S 7z,

TEL 3#HM 2R3 20, keI ZEBEE T
RENTHEIHEIZ L7205 WO IS L DOn Tk
EL72e S9Omix AT TIX, HREERZVWLEDLDT
W M A% 62.5 ug/mL DL TREH 51, RCE,
EHRICIG LT T74~3% LK T L7z, RHRETIEAER
B EIERD SN h o720 S mix f+4 F TlZ,
AL S 9 mix FEAFFET & D FEWTZ% {, RCE, X
250 ug/mL Pl L CTHEIZIE LT 26~94% 2T L 72

TEL ¥, S9mix fifE FB X OIEFAAFE T & HITERE
REEORBMEMEFR L 2h o7,

3. & b UsERE H YR B R

1BHB L2 W HOKR%E Table 5 178 L7z, B
SFHATE S X OBt SR O et RO ERF 2 ET 5
ML B, FAEERELE-LTBY, RRABR
DERNEDMER S N7z,

TEL (¥ DMSO W T 165 ug/mL ¥ TiafE L 72
A3, HES s EE 750 ug/mL QR M Th T Ak A3
ABOLNTz, LA T, 1HHOEBR TS %R
R ORINTIE, Birh OB BT L ) HIR%
ZF 720

1 HOFEEETIX, S9mix fFFE T ICBIT 5 H =R
D 187.5 ug/mL Y L TEW LA R SHEBE M) 0K
THAASN, S9mix FEAFAE T Tld 46.875 ug/mL UL I
(72721 98.75 ug/mL % B <) TEHELR W LEWZL A%
SR MI) OKTAALNR, MEHEETRD S5h
720

L7955 T, Btk BEOFM T, S9mix fFET
BIVHFETICBT2REHARE LT, Ththipii
Eo#M%RY 375 ug/mL (43% MI DIKT) B L O
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Table 3. Bacterial reverse mutation test with telithromycin
Dose Revertants/plate (mean+s.d.) n=3
Treatments
(ug/plate) TA 1535 TA 1537 TA 98 TA 100 WP 2 uvrA
first experiment without S 9 mix
Solvent cont. 0 19+3 122 29+8 92+9 347
0.01 20«1 106 + 8
0.03 18+3 106 + 12
0.1 16+8 61 265 955
TEL 0.3 20 11+3 29+2 85+9 54 + 14
1.0 16 + T+4 28+5 77+9 46 + 2
3.0 11+1 18+3 49+ 16
10 0+0* 61 50 =10
30 34+3
NaN; 1.0 453 + 43 558 + 34
9AA 50 356 =99
2 NF .5 174 + 33
ENNG 2.0 585 + 29
first experiment with S 9 mix
Solvent cont. 0 17+1 10+6 24 +8 81+8 38+3
0.01 86 +6
0.03 17+3 95+9
0.1 17+5 87x1
TEL 0.3 267 12+4 32x2 923 417
1.0 16 +5 9+3 292 99+8 50 =10
3.0 16 +4 7+3 29+4 38+6
10 10+1 18+5 43+12
30 0+0" 0+0" 46 + 12
9 AM 2.0 220 £ 20 95+ 19 702 £ 54 1,245 =72
10 400 = 17
second experiment without S 9 mix
Solvent cont. 0 25+6 11+6 393 98+ 15 36=x2
0.03 285 9+5 29+5 103 = 17
0.1 28+6 16 +3 28 +2 106 +9
0.3 24 x4 11+4 27+ 2 102 £ 13
1.0 22+3 14 +4 31+0 9111 36=x2
THL 3.0 14+4 9«1 29+6 80 =33 37+3
10 28+ 8
30 27+5
100 6+3
NaN; 1.0 455+ 15 566 = 14
9 AA 50 192 + 29
2NF .5 194 + 20
ENNG 2.0 633 =42
second experiment with S 9 mix
Solvent Cont 0 18+9 24 +7 42+ 7 116 +9 55+ 13
0.03 111+1
0.1 16 +2 18+6 405 97 =20
0.3 18+5 12+1 39+6 90 =10
TEL 1.0 16 +4 13+4 36x2 87+9 48+ 4
3.0 14+2 9+2 307 8217 46 +3
10 95 8+2 205 327
30 25+5
100 13+4
9 AM 2 158+ 9 78+6 709 =91 553 +33
10 193+ 11
*toxicity

TEL: telithromycin
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Table 4. Mammalian cell gene mutation test with telithromycin in L 5178 Y TK"'~
Dose Cytotoxicity: CEo Viablc cells: CE, Mutation frequency
Treatments
(ng/mL) CE, RCE, CE. RCE, M.F. R
first experiment without S 9 mix
Solvent
0 0.91 100 0.83 100 86 1.0
cont.
15.625 0.87 96 0.91 109 48 0.6
31.25 0.76 84 0.98 118 80 0.9
62.5 0.67 74 0.85 103 82 1.0
TEL
125 0.64 71 0.82 99 93 1.1
250 0.38 42 0.87 105 65 0.8
500 0.24 26 0.87 105 96 1.1
MMS 25 0.91 100 0.48 58 476 5.5
first experiment with S 9 mix
Solvent
oven 0 0.80 100 0.74 100 95 1.0
cont.
62.5 0.76 94 0.76 103 67 0.7
125 0.71 88 0.68 92 90 1.0
250 0.56 70 0.80 109 68 0.7
TEL
500 0.21 26 0.88 119 43 0.5
1,000 0.11 14 0.60 81 71 0.7
2,000 0.09 11 0.02 3 66 0.7
CPA 3 0.65 81 0.51 69 607 6.4
second experiment without S 9 mix
Solvent
0 0.91 100 0.77 100 93 1.0
cont.
31.25 0.77 85 0.79 103 46 0.5
62.5 0.94 103 0.74 96 75 0.8
125 0.67 74 0.73 94 54 0.6
TEL
250 0.45 50 0.58 75 75 0.8
500 0.16 17 0.68 88 48 0.5
750 0.02 3 0.15 19 72 0.8
MMS 25 0.78 86 0.37 47 672 7.3
second experiment with S 9 mix
Solvent
0 0.60 100 0.72 100 132 1.0
cont.
125 0.56 92 0.58 81 168 1.3
250 0.45 74 0.68 94 125 1.0
TEL 500 0.15 26 0.58 81 90 0.7
1,000 0.03 6 0.33 46 110 0.8
2,000 0.07 12 0.01 2 0 0.0
CPA 3 0.37 61 0.43 60 648 4.9

Solvent cont.: DMSO, MMS: methyl methane sulphonate, CPA: cyclophosphamide

CE, and CEz:: cloning efficiency, RCE, and RCE: relative cloning efficiency, M.F: mutation frequency

R: Ratio between mutation frequency of treated cells/mutation frequency of vehicle control cells

TEL: telithromycin
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Table 5. In vitro mammalian chromosome aberration test with telithromycin in cultured human lymphocytes
Dose Mitotic index Cell with structural chromosome aberrations
Treatments
(ug/mL) (%) contained gap (%) without gap (%)
first experiment without S 9 mix (3 hours treatment)
Solvent cont. 0 4.75 (100) 0.0 0.0
23.437 5.80 (122) - -
46.875 4.60 (97) - -
TEL 93.75 5.10 (107) 0.5 0.5
187.5 4.15 (87) 1.5 0.5
375 2.70 (57) 0.5 0.0
750 0.35 (7 - -
MMC 3 2.60 (55) 40.0 40.0"
first experiment with S 9 mix (3 hours treatment)
Solvent cont. 0 4.55 (100) 0.0 0.0
23.437 4.05 (89) - -
46.875 3.30 (73) 0.0 0.0
TEL 93.75 4.20 (92) 1.5 1.0
187.5 2.15 (47) 1.5 1.5
375 1.55 (34) - -
750 0.20 (4 - -
CPA 50 1.30 (29) 37.0 36.0"
second experiment without S 9 mix (continuous treatment)
?;’(1)‘)’“" cont. 0 3.15 (100) 0.0 0.0
50 2.45 (78) 0.5 0.5
100 1.75 (56) 0.5 0.5
TEl 150 1.15  (37) - -
(20) 175 1.45  (46) 2.0 2.0
200 0.65 (21) - -
250 0.40 (13) - -
12/;1(\)/[)0 0.2 2.85 (90) 19.0 18.0*
?dent cont. 0 3.30 (100) 0.0 0.0
175 2.75 (83) - -
'8341)‘ 200 2.30 (70 - -
250 1.90 (58) 3.0 1.5
second experiment with S 9 mix (8 hours treatment)
?;’gent cont. 0 3.05 (100) 0.5 0.5
50 4.35 (143) - -
100 3.80 (125) 0.5 0.0
TEL 200 3.55 (116) 0.0 0.0
(20) 350 1.40  (46) 2.5 1.5
500 1.00 (33) - -
650 0.15 (5) - -
?21:)? 50 1.40 (46) 16.0 16.0*
?dent cont. 0 5.55 (100) 0.5 0.0
200 4.75 (86) - -
TEL 350 4.05 (73) - -
(44) 500 3.90 (70 - -
650 2.55 (46) 3.0 2.5
Each value: mean (n=2), —:not tested

MMC: mitomycin C, CPA: cyclophosphamide, *:p<0.001 (y’-test)

(20) : Harvest time; 20 h after the beginning of treatment
(44) : Harvest time; 44 h after the beginning of treatment

TEL: telithromycin
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187.5 ug/mL (53% MI DK TF) % ®EINL 72,

TEL i, M@ EAEAT IRIN L 2 RERIC BV
T, RfofifEme 2 A3 2 Mo BB IC6 01
MEFEE LD o7,

2 [ HDOFEBIZB W T, S9mix ELEAET D 20 K
HORIF TR CTOMHmERCRELR W LEW 25
HBH O, MIIE22~87% KF L7z, FfafhBE % &
flivaxkEHE:L LTHREORHEME (54% MI O T)
/R L7z 175 ug/mL % BN L 720 Gt fR 28 o 574l 12
BIRL 72t 2 HE I, EBEIA FI4 o5l
2o T, PEELZVWILBEOHEEOA SN S H#IPHIN &
L7

S 9 mix fE4E T @ 20 R H OFRIURE T, PREEZ
W LEH 328 350 ug/mL VL L TR bz (54~
95% O MI DIKT)o L7255 T, etufRE4 %2 5§
LAiEmAREE LCHPREDOENE (54% MI OIKT) %R
L 72350 ug/mL % &R L 7=

44 W H ORI S T, SImix FET B L Ok
FAETIZBOTHRZWT WO EERTORER VL
mREEOEE HEICE U T14~54% O MI DK T)
MRDLNTZDT, JtafhiE 2l 2 kmHEL L
T S 9 mix JEFFE F T 250 ug/mL, S 9 mix FE T T
13 650 ug/mL % #ER L 72,

TEL i, SOmix FHETBLOFEHFET L BIC2MD
WENOFMEFFHIZBW T, PO ERTEETS
HIRE O MBS (A BRI E F5 Lk d o 72,

4. U R% MR

VAR B 35 X OVR MR BRSE I 12 BV 5 & G MR i Bk
(PE) Wo/MEEHT 5% 4R IMEK (MPE) o 1Bl
W B L PE/NE i, fFEEELTHZLTBD, K
RBCR DA R ED MR S N7z,

Table 6 1278 L 72 & 912, CPA X, MPE @ HH4HE
WCBWTEDbLDTHEREM (p<0.001) ZiFEZHL,
RIBRGEM T TERBRDEED 5 TH - 722 LAVR
EN7ze E5IC, PE/NERPAEREIEKT L2225

(p<0.05), BRI T2 ARYEOHBEEH RS
7z,

TEL O 4#%5- #2817 5 MPE o B E X, 21
ZNOBEE IO E FKRTH ), Mt FICHE SR
ZIIEDOSNL o7z 1,000 mg/kg B 5B T, %
548 Wit @ PE/NE LBSABIIKT L TE D (p<
0.05), &HEMIILICH 3 2B e mEEH A RIE S iz,

5. ELVEY MEBEGUEBIUOZHEERT 74
T ¥ ¥ — JUS iR

EIVEY MBI S ASA LB £ U PCA Kt D&k
J% Table 712K L720 0.5% MC CTIEAEL 23RBS
LUTEL DWW ThOHEGFEIC L BEEICBNTH T
714 9% —ERIIAD SNT, PCAKIGD TRTHE
HTHo72o OVARRMERETIZ, 5HIEBICHRVT F 7
1 7F Y —ERPEHN, FLE LA PCARILD 54
BN BSOS A A & 1, PCA Pufkflii 16,384 LL 1T
Holo

6. < X IgE A HER

Table 8 1278k L7z & 912, TEL TREENEMEL 72~ X
DI % ZHEE L7725 v MCTEL 2 &EHE & LT
FRIRPIIEST L7245, wWIho Ty MIBW T2
NTF 74 7F Ty —=TFBD LN oz BRI
HOWTIOT Y MIBWTAZHEENTF 74 7%
—BOE A ST, Byt IR Tl & B TRtk SUG 2372
Doz,

7. HREET v FEFVEROEHERE

1) —fIRREBIE

HIEDOBIZETIE, CER &5-#ETHE 3 61, M 1 4], CER
+GHFHEGHTHE 3 PIOLLTAASNA, ZOfho
BT, ECHIRRD LN o7z,

G+FHGH Tk, HREESOWMD (M), &
EHMEOWD, FARERLREOWME X ORER (M
160 AA SNz,

TEL #%5-# T, 400 B X 18800 mg/kg \» TN OH:
WBWTH FEIEORICE 2N A S, o IREEIC

Table 6. Bone marrow micronucleus test by oral route in mice with telithromycin

Treatment Sampling Dose MPE/1000 PE PE/NE ratio
reatments
time (mg/kg) (mean = SD) (mean * SD)
Control-Vehicle 0 1.6+0.7 0.5+0.2
250 1.7+1.0 0.6+0.2
Telithromycin 24h 500 1.9+1.1 0.5+0.1
1,000 1.8+0.9 0.4+0.2
Cyclophosphamidle 50 40.6+13.9*" 0.3+0.1%
Control-Vehicle 0 2.0+1.3 0.6+0.4
—_—— 48 h
Telithromycin 1,000 2.0+1.0 0.3+0.1%

MPE: micronucleated polychromatic erythrocytes, PE: polychromatic erythrocytes,

NE: normochromatic erythrocytes

*p<0.05 (*~test), **p<0.001 (Student’

s t—test)
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Table 7. Active systemic and passive cutaneous anaphylaxis reactions in guinea—pigs sensitized with telithromycin
Sensitization Challenge
antigen dose adiuvant route antigen N no. of positive | no. of positive
1, uv. J08 route
g (mg/kg) ! (5 mg/body) ASA PCA
1 — P.O. TEL LV. 0/5 0/5
TEL 4 — P.O. TEL V. 0/5 0/5
16 FCA/FIA S. C. TEL LV. 0/5 0/5
OVA 2 FCA/FIA S. C. OVA LV. 5/5 5/5
TEL LV. 0/3 0/6
0.5% MC 0 FCA/FIA S.C.
OVA LV. 0/3 0/6

TEL: telithromycin

Table 8. Passive cutaneous anaphylaxis reactions in rats with sera obtained from mice sensitized with telithromycin
Sensitization Challenge
antizen dose route antigen dose no. of positive PCA
1, 1,
& (mg/kg) 8 (mg/body) (antibody value)
0.5% MC 0 P.O. TEL 5 0/5 (<x2)
10 P.O. TEL 5 0/5 (<x2)
TEL
50 P.O. TEL 5 0/5 (<x2)
10 LP. TEL 5 0/5 (<x2)
TEL+AI(OH) s
50 LP. TEL 5 0/5 (<x2)
OVA+Al(OH)s 0.4 LP. OVA 4 5/5 (X 64~ x256)

TEL: telithromycin

HAREKE DR A 800 mg/kg DHET, HFEBINED
WA AT 400 B £ 0800 mg/kg DHETH LTz,

TEL+G+F 5.8 Cl, HISEEOMRA 25400 B X
0¥ 800 mg/kg DMEHET, THEIMORIZ X BHE N2 W%
HREOMETH 16, HREIRAY 400 mg/kg DOMET 1 B172
B HNTze T2, G+HF HICHAREBAKE DK A 400 mg/
kg DR X 0° 800 mg/kg DMEHETHA S, REBEINE
D)% 800 mg/kg DHETED H iz,

CER #%5-#Cl%, HIEEB)OWMA 2L TH O LH L
HEEFOME 1 HIICA S, CER+G+FHETIX, HEE
B O WA BN, FROIR AL 26 & i 3 B2
HAHN7ze CER+G+F HICBIT 2EAED# AL TEL
+G+F&GREERBEI LTS, REHNEO WD
& TEL+G+F &R L FABETH - 720

2) JRMAE

SRR DA R % Tables 9, 10 (278 L 720

G+F BETIE, A BRI I AR I 0 525 i A% e A 4 1)
THLN, REOWN & LE, BB, IR EME, NAG
B & U creatinine ® & %%, y-GTP, LDH, LAP B
LUOEAOREMERA BNz, F/2, RILEDOAIMERS
X O LRI OB ASHE T A S 7z

TEL #5-# <&, xHEEEIC X400 B X 07800 mg/
kg OMEHET pH DI T B L IREDEK F2IA SN, ALP,
NAG, creatinine 3 & O @ B A% 400 mg/kg O M T,

& 512 y—GTP B & U LAP O & fiti% 800 mg/kg @ Mk ik
TR BNz T 72, IRILEHR D) > Wi OIS 400
mg/kg DHETHR L7z,

TEL+G+F#5# Tix, G+FHICHK N pH OKT
A% 400 mg/kg DHEB X UF 800 mg/kg DMEMET, FRiF ML
DFEfEA 800 mg/kg DMEMETH HN7z. NAG DOFEfESB
X OERE O T AT 400 B X 08800 mg/kg DT, R
H®OMKT, ALP, y-GTP B L U DA 400 mg/kg
DHETHALNTZAS, METIE, 400 mg/kg T creatinine
O EfE, 800mg/kg T Na DIREL A SLN/zDOATH
o7, TS DEALIE, CER+G+F BEIZLE~<XALP @
EEEBROCHBEE T I VBRETH- 70 T2, R
T o L i O K AE 25 400 mg/kg DO MEB X U 800
mg/kg OWEHET, U ¥ EEH M OKAE A 800 mg/kg D HE
THELN, ThHD%ELIE CER+G+F B & M2 T
Holzo

3) IMLEA LSk

M RAE O #E S % Tables 11, 12 127K L7z,

G+F#TIE, MBEICEMN) 7)) FBXWY
BUN OARAEAMEME T, ClOEEE ALP B X UL
WVE Y OAEADHET, ASAT, LAP B & Uf Na O &EfEA
TR Bz,

TEL #5-# T, EBEICHETI) 7Y &) FoK
fifi 7% 400 mg/kg @ HE B X U 800 mg/kg @ M i <, Cl
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Table 9. Effects of single oral dose of telithromycin on urinalysis in renal impaired male rats induced
by glycerol and furosemide (mean +S.D.)

Parameter| Time Control G+F TEL TEL G+F+TEL | G+F+TEL CER G+F+CER
400 mg/kg | 800 mg/kg | 400 mg/kg | 800 mg/kg | 1,000 mg/kg | 1,000 mg/kg
U.V. 0~24 12.88 = 19.08 = 9.35 = 8.30 = 15.83 = 18.33 = 17.40 = 17.03 =
(mL) 2.37 1.49 ** 1.00 * 2.44 ** 3.92 % 6.72 12.80 3.78
24~48 8.98 = 9.00 = 8.22 = 9.05 = 6.87 = 7.82 = 5.50 = 7.23 =
2.34 0.25 1.91 4.63 2.56 5.40 5.77 12.53
S. G. 0~24 1.052 = 1.035 = 1.058 = 1.055 = 1.035 = 1.028 = 1.031 = 1.020 =
0.007 0.002 ** 0.006 0.013 0.005 ““ 0.005 * 0.015 0.001
24~48 1.064 = 1.068 = 1.065 = 1.061 = 1.075 = 1.058 = 1. 027 1.016
0.006 0.005 0.007 0.013 0.016 0.022
O.P. 0~24| 1,574.3 = 1,037.7 = 1,753.5 * 1,639.5 * 974.2 =+ 801.0 = 675.3 = 492.0 =
(mOs/kg) 185.0 88.2 ** 191.2 273.0 160. 8 “© 148.5 #¢ 292.4 44.3
24~48| 2,100.8 = 2,182.3 = 2,030.8 = 1,817.2 + 2,205.7 = 1,628.2 =+ 433.5 372.0
235.6 164.7 235.2 474.2 472.1 645.3
LDH 0~24 63.3 = 70.8 = 114.9 = 124.3 = 76.9 = 70.5 = 1,305.4 * 877.8 =
(TU/L) 41.7 41.2 49.1 53.6 37.3 36.9 1,260. 2 304.3
24~48 599.6 = 499.4 = 560.1 * 361.7 £ 343.3 £ 1,588.0 * 983.1 1,291.5
581.0 421.9 280.3 308.7 217.6 999.4
ALP 0~24 203.7 187.7 = 288.6 = 298.2 = 228.7 £ 208.9 = 133.7 = 119.4 =
(TU/L) 53.9 34.5 59.8 75.5 * 26.2 #@¢ 15.6 “© 41.3 36.0
24~48 144.3 = 240.2 = 356.0 = 269.8 = 417.5 = 326.3 = 115.1 59.2
87.3 83.4 62.9 ** 147.0 84.7 #* 87.5
y-GTP 0~24 976.6 = 776.4 £ 1,350.8 =+ 1,499.2 =+ 1,055.0 * 901.2 = 1,294.0 = 1,226.9 =
(TU/L) 234.8 96.7 89.1 384.3 ** 238.8 # 184.6 527.8 336.1
24~48 902.8 = 1,324.1 = 1,865.3 * 1,630.6 * 2,255.0 = 1,823.6 * 504.7 130.6
282.1 132.5 ** 239.4 ** 578.8 * 508.1 ## 1,006.3
Na 0~24 140.5 = 86.8 = 116.3 = 90.2 = 76.2 = 73.5 = 85.0 = 105.7 =
(mEq/L) 15.8 8.5 ** 13.4 22.1** 14.5 20.3 17.1 25.9
24~48 177.3 = 147.8 = 122.8 = 88.3 = 95.3 = 38.5 = 32.5 10.0
14.0 15.4 ** 9.1** 20.6 ** 23.7 #* 23.3 ##
K 0~24 252.0 = 171.7 = 277.8 = 243.2 = 157.3 = 126.5 = 108.7 = 67.7 =
(mEq/L) 37.6 15.7 ** 32.2 53.3 23.6 “© 28.9 ##¢ 56.6 20.0
24~48 310.5 = 299.3 = 293.0 = 264.3 = 307.5 = 231.8 = 73.5 59.0
49.2 25.1 17.0 59.5 65.7 76.7
Cl 0~24 155.0 = 104.3 = 169.2 = 139.0 = 97.8 = 95.5 = 73.0 = 99.7 =
(mEq/L) 16.9 10.9 ** 19.9 30.2 17.5 26.7 35.4 29.5
24~48 196.2 = 192.8 = 193.2 = 166.7 = 167.5 = 67.8 = 29.0 7.0
19.3 23.8 22.3 35.9 37.0 37.4 #*
NAG 0~24 14.32 = 8.75 = 18.92 = 36.52 * 12.00 = 11.98 = 42.23 = 40.30 =
(U/L) 4.73 1.65 1.59 12.20 ** 2.63 #°¢ 2.43 #e¢ 50.76 4.50
24~48 11.55 = 14.82 = 21.47 = 21.03 = 22.35 = 31.57 £ 171.00 85.30
8.55 7.14 5.82 % 4.22 % 5.83 13.63 *
Prot. 0~24 107.0 = 101.3 = 117.5 = 128.7 = 99.5 = 81.5 = 179.7 = 207.3 =
(mg/dL) 8.0 16.7 6.6 28.0 24.3 15.3 98.1 27.2
24~48 122.7 = 135.2 = 122.8 = 107.0 = 152.2 = 111.2 = 266.0 270.0
13.5 18.7 18.0 32.7 36.4 37.5
Glu. 0~24 41.6 £ 38.1 = 65.2 = 86.8 = 47.6 = 49.7 £ 545.8 * 283.8 =
(mg/dL) 19.6 10.2 5.8 20.9 ** 8.0 8.8 609.1 94.4
24~48 29.5 £ 39.0 = 71.4 = 88.9 = 93.8 = 84.1 = 1,385.4 499.3
15.0 24.9 12.8 ** 29.2 ** 21.2 #*# 29.0 *
LAP 0~24 61.78 = 62.00 = 84.97 = 95.08 £ 77.07 £ 68.25 * 116.53 = 109.70 =
(TU/L) 14.08 6.53 5.78 25.04 * 17.82 13.08 64. 83 4.94
24~48 78.38 £ 130.08 = 150.40 = 120.73 = 171.08 = 122.13 = 38.15 18.60
39.15 44.26 27.98 ** 44.33 35.34 76.09
Cr 0~24 43.97 = 24.17 = 51.75 * 56.18 = 29.98 £ 24.92 * 12.07 = 7.20 =
(mg/dL) 8.07 3.07 ** 3.31 17.64 7.56 5.47 6.69 1.04
24~48 58.72 % 57.05 = 63.48 = 63.27 £ 79.50 £ 72.88 * 15.15 13.70
9.10 3.23 8.88 19. 64 19.50 28.81

U. V. =urine volume, S.V. =specific gravity, O. P. =osmotic pressure, G+ F = glycerol + furosemide

***=P<0.05, P<0. 01 significantly different from control, *## =P<0. 05, P<0. 01 signficantly different from G +F, ©““=P<0. 05, P<
0. 01 significantly different from group of G+ F + CER 1,000 mg/kg

TEL: telithromycin
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Table 10. Effects of single oral dose of telithromycin on urinalysis in renal impaired female rats induced
by glycerol and furosemide (mean *S.D.)
Parameter| Time Control G+F TEL TEL G+F+TEL|G+F+TEL CER G+ F+ CER
400 mg/kg | 800mg/kg | 400 mg/kg | 800mg/kg | 1,000 mg/kg | 1,000 mg/kg
U.V. 0~24 13.97 £ 17.98 = 6.37 = 4.83 = 14.98 = 18.68 = 19.86 + 22.18 =
(mL) 5.54 4.68 3.91°* 3.76 ** 5.45 6.43 13.38 11.48
24~48 5.72 12.68 £ 6.18 5.43 = 7.40 = 14.33 £ 24.68 + 15.62 =
2.79 5.14 * 3.26 2.95 2.42 6.78 8.10 11.09
S.G. 0~24 1.035 = 1.025 = 1.051 £ 1.041 = 1.025 £ 1.024 = 1.036 = 1.020 =
0.013 0.004 0.015 0.009 0.004 0.007 0.013 0.003
24~48 1.056 + 1.045 = 1.060 = 1.044 = 1.043 = 1.038 = 1.030 + 1.026 +
0.005 0.015 0.011 0.016 0.007 0.017 0.009 0.004
O.P. 0~24| 1,038.0 = 732.0 = 1,561.5 £ 1,257.4 £ 748.5 * 690.3 + 1,029.4 = 472.3 =
(mOs/kg) 503.9 133.8 458.0 233.8 151.2 205.9 438.9 74.0
24~48| 1,822.8 = 1,410.7 = 1,898.3 = 1,368.3 £ 1,448.5 £ 1,068.8 + 748.8 = 590.8 =
187.4 473.9 408. 4 401.2 325.4 613.3 263. 1 109.1
LDH 0~24 96.2 * 322.3 = 71.7 = 173.7 £ 264.3 * 381.4 + 1,124.7 + 716.1 =
(IU/L) 59.3 93.2 ** 54.5 99.1 136.1 299.2 588.6 282.2
24~48 646.1 = 1,880.0 = 357.0 = 875.7 * 982.4 + 664.1 531.7 = 1,296.9 =
287.6 1,542.2 233.7 387.4 616.5 383.4 166.5 914.7
ALP 0~24 141.6 = 252.7 270.7 = 266.0 222.2 + 217.6 242.3 = 183.3 =
(IU/L) 64.8 62.6 * 55.8 * 86.7 * 104.9 96. 2 100.9 79.4
24~48 160.7 143.1 = 198.0 = 169.0 = 155.4 = 124.6 + 204.6 = 216.9 =
46.3 18.6 49.8 128.8 33.7 59.0 109. 6 144.7
y-GTP 0~24 334.4 540.5 = 604.8 = 682.4 = 435.5 * 521.6 * 562.9 = 644.6 =
(IU/L) 166. 6 150.1 * 140.9 288.9 * 201.0 376.6 189.6 347.9
24~48 443.0 £ 309.1 651.5 = 597.7 = 254.3 + 330.1 + 473.4 = 370.4 =
118.1 67.3 554.2 464.8 66.2 124.5 211.6 209.3
Na 0~24 91.7 % 65.5 94.2 + 63.8 = 56.3 = 57.7 = 78.6 = 67.5 =
(mEq/L) 37.6 17.6 33.7 30.7 22.3 21.5 31.9 32.6
24~48 147.7 £ 90.7 118.2 = 88.0 = 83.0 = 44.2 = 42.2 * 29.3 £
13.5 30.2 ** 14.7 " 21.4 " 11.9 35.3 % 28.5 16.6
K 0~24 158.3 + 113.7 = 234.3 = 157.0 = 116.5 = 103.0 = 153.0 + 79.2 *
(mEq/L) 63.1 23.1 71.6 83.5 24.4 33.6 58.9 13.6
24~48 260.3 = 195.8 = 271.0 = 211.3 + 189.2 £ 144.8 = 102.2 + 67.5 =
24.7 57.2 " 57.7 65.3 29.2 85.3 52.4 12.9
Cl 0~24 97.8 75.8 139.8 = 89.4 = 61.5 = 66.8 = 99.8 = 67.2 =
(mEq/L) 41.6 22.7 41.8 46.3 23.2 20.7 48.4 31.7
24~48 163.5 + 124.7 = 175.3 = 132.5 = 115.2 = 75.8 51.2 + 31.3 £
15.3 41.4 33.8 39.5 14.5 58.1 24.0 18.2
NAG 0~24 7.62 £ 6.18 17.88 £ 16.84 = 7.72 = 11.68 £ 22.44 = 19.05 =
(U/L) 4.03 1.20 5.59 * 7.85 " 1.49 7.32 16.31 7.99
24~48 7.52 % 13.02 = 15.60 = 14.43 £ 12.85 £ 15.13 £ 27.02 = 68.90 =
4.69 1.52 " 4.45 " 6.79 2.26 5.32 20.43 11.30
Prot. 0~24 21.0 = 54.5 = 30.5 = 22.2 * 41.2 = 66.5 121.4 = 168.8 +
(mg/dL) 15.9 17.1** 15.7 5.2 13.7 24.9 57.5 45.3
24~48 30.0 = 29.2 + 39.8 = 35.3 = 29.8 + 50.2 = 175.6 * 222.3 =
14.3 10.0 44.3 32.3 14.3 43.1 37.0 11.4
Glu. 0~24 20.2 17.9 = 48.1 45.4 24.7 = 33.9 = 143.2 = 194.7 =
(mg/dL) 14.1 7.2 15.8 * 15.4 * 15.4 18.3 172.5 102. 2
24~48 25.5 24.2 * 55.0 = 53.7 35.1 = 53.9 + 805.4 + 917.3 =
8.3 12.0 23.9 29.0 10.4 46.5 500.0 400. 6
LAP 0~24 16.43 + 22.55 = 27.47 * 31.58 + 20.33 * 23.35 26.30 = 26.85 =
(IU/L) 8.27 6.70 5.95 11.78 * 10. 65 16.34 7.53 9.75
24~48 22.62 * 24.60 + 40.82 = 57.83 + 23.22 + 32.63 22.90 = 34.78 =
12.46 14.01 37.75 47.88 24.25 10. 39 6.81 30.94
Cr 0~24 24,23 * 12.02 + 44.87 £ 33.66 20.52 + 16.95 + 12.44 + 7.17
(mg/dL) 12.83 4.69 10.15 * 10.97 3.15 ##¢C 4.97 6.31 2.54
24~48 45.73 = 32.97 = 53.17 = 39.93 = 39.02 + 33.12 + 18.06 + 16.28 +
8.17 8.79 * 17.18 14.59 4.78 15.32 6.57 4.79

U. V. =urine volume, S.V. =specific gravity, O.P. =osmotic pressure, G+ F = glycerol + furosemide

***=P<0. 05, P<0. 01 significantly different from control, ***=P<0.05, P<0. 01 signficantly different from G +F,

0. 01 significantly different from group of G + F + CER 1,000 mg/kg

TEL: telithromycin

€.e¢=p<0.05, P<



160 H A At % 8 8 % & M R SEPT. 2003
Table 11.  Effects of single oral dose of telithromycin on blood biochemical parameters in renal impaired male rats induced
by glycerol and furosemide (mean = S.D.)
TEL TEL G+F+TEL | G+F+ TEL CER G + F + CER
Parameters Control G+F
400 mg/kg 800 mg/kg 400 mg/kg 800 mg/kg | 1,000 mg/kg | 1,000 mg/kg
ASAT 88.5 + 88.2 = 87.2 = 105.0 * 89.0 = 88.8 = 169.3 + 899.7 =+
(IU/L) 16.5 14.1 12.7 18.0 8.9 9.7 132.2 568.7
ALAT 46.5 + 46.5 = 50.3 = 48.7 £ 44.2 = 52.3 = 51.3 = 550.0 *
(IU/L) 8.6 4.8 8.1 6.3 7.2 11.1 10.1 770.0
ALP 907.2 = 778.0 * 895.0 * 868.8 = 815.8 * 762.2 * 678.3 = 739.3 *
(IU/L) 57.7 52.2 ** 33.3 34.1 46.1 28.2 152.7 126.8
LDH 1,858.0 + 1,320.2 = 1,035.0 + 2,763.5 = 1,940.7 = 1,753.2 * 1,343.3 + 5,707.7 *
(Iu/L) 1,036.0 1,163.1 385.7 1,378.1 718.5 880.5 1,089.1 2,137.0
LAP 58.7 60.5 = 59.3 = 62.0 * 63.5 61.0 = 69.7 £ 86.0 +
(IU/L) 3.8 4.8 2.1 3.3 9.5 1.7 15.0 14.0
yv-GTP 0.70 + 1.03 + 0.53 = 0.80 + 0.55 + 1.00 = 6.70 + 15.00 =
(IU/L) 0.38 0.56 0.65 0.40 0.21 0.36 7.78 7.04
T. Bil. 0.150 = 0.115 + 0.157 = 0.130 = 0.130 * 0.118 = 0.117 = 0.157 +
(mg/dL) 0.022 0.015 ** 0.019 0.009 0.028 0.012 0.012 0.031
T. Pro. 6.10 + 6.13 = 5.93 * 6.12 + 6.00 + 6.03 * 5.83 + 5.87 =
(g/dL) 0.17 0.15 0.20 0.13 0.14 0.19 0.23 0.75
T. Cho. 56.3 * 58.5 + 58.2 = 60.3 * 59.3 = 66.2 * 69.7 £ 74.7 £
(mg/dL) 5.5 7.0 5.9 2.4 3.6 6.6 5.1 15.3
TG 96.0 + 40.5 = 63.5 * 28.7 £ 30.8 = 19.0 = 57.3 £ 90.3 =
(mg/dL) 17.7 14.1 ** 13.9 ** 5.2 ** 7.1 3.4 #rec 27.3 74.6
Glu 232.5 = 217.2 * 228.8 * 205.3 = 214.5 * 177.8 = 168.7 + 124.3 =
(mg/dL) 21.0 21.3 15.7 13.2 * 11.6 ©© 18.0 ##e 59.0 27.8
BUN 22.08 = 15.68 = 22.93 * 19.27 + 17.33 = 12.57 + 213.13 = 295.30
(mg/dL) 1.50 2.80 ** 1.65 2.23 * 1.42 1.93 #e@ 142.65 +99.98
Na 143.0 * 144.7 = 142.8 = 143.7 * 143.7 = 142.5 = 137.3 * 130.3 =
(mEq/L) 1.9 1.4 0.8 1.6 1.0 “© 0.5 ** 5.5 8.5
K 4.45 £ 3.83 = 4.03 = 4.18 = 3.98 = 4.28 = 6.37 * 6.83 =
(mEq/L) 0.45 0.56 0.28 0.46 0.29 0.38 2.85 2.66
Cl 99.7 £ 102.3 = 101.2 = 101.7 + 103.5 = 103.2 = 100.3 + 90.3 =
(mEq/L) 0.5 1.4 ** 1.2 ¢ 1.2 ** 1.0 1.2 10.2 12.7
NAG 29.45 + 32.03 * 32.90 = 39.75 = 36.28 * 39.98 =+ 38.67 = 41.00 =
(u/L) 3.03 6.69 4.45 7.36 %" 3.96 8.60 2.57 7.71
Cr 0.147 = 0.177 = 0.192 = 0.190 = 0.183 = 0.175 = 4.697 = 4.820 =
(mg/dL) 0.020 0.035 0.013 ** 0.030 ** 0.037 0.024 3.438 1.282
***=Pp<0. 05, P<0. 01 significantly different from control, **#=P<0. 05, P<0. 01 signficantly different from G +F, ©““=P<0. 05, P<

0. 01 significantly different from group of G +F + CER 1, 000 mg/kg
TEL: telithromycin

B X U creatinine @ E il 4% 400 mg/kg B & 0" 800 mg/
kg T, BUN OFEfE & Cl OKfEAY 400 mg/kg DM
T, NAG OFE i & BB X U BUN O Al 2% 800 mg/kg
DOHET, ASAT B X O° ALAT O & fii A% 800 mg/kg @ M
TRD LN,

TEL+G+F &% 5.8 Tlx, G+F B2 X Na Ol
%400 mg/kg DB X U 800 mg/kg DMEHET, U 7
V&Y K, ¥k X "BUN O A% 800 mg/kg @ M T,
ALAT O Eififi & #8 1 O AR A% 800 mg/kg DT A 5
N2, ThooZitix, )27 +) FB XU BUN

b & CER+G+FBEICHRFEBRE T ZIZ L VEET
Hol

4) FIMB X ORBLALRR A RO

G+F BT, 3T RBMBFIRETD BEIX
RBOLNLED»oTze LAL, BYHEMEMRAETIE, 26
TEAIRAE M OB E o2 ks X OV 1 Bl Tk
PRAAEFIZT AV — 2 OBREOHIMNAFED b Nz
TEL % 5-8: T3, R TEH DOILIEA 800 mg/kg D M
MBI TAH SNz, HREMBESIHRETIE, wTho
HETHOERFIEIRD SNL Doz, BT HMERE T,
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Table 12. Effects of single oral dose of telithromycin on blood biochemical parameters in renal impaired female rats induced
by glycerol and furosemide (mean = S.D.)
TEL TEL G+F+TEL | G+F+ TEL CER G + F + CER
Parameters Control G+F
400 mg/kg 800 mg/kg 400 mg/kg 800 mg/kg | 1,000 mg/kg | 1,000 mg/kg
ASAT 70.3 = 87.5 75.7 % 91.3 = 79.5 = 90.5 * 101.2 = 175.5 *
(IU/L) 7.1 9.8 ** 10.2 18.0 * 5.5 10.1 14.5 90.0
ALAT 29.7 £ 33.3 £ 29.2 = 42.5 * 31.2 £ 38.2 = 35.2 = 56.8 *
(Tu/L) 3.3 4.3 5.2 10.9 * 2.2 3.1°% 1.9 42.6
ALP 732.2 * 679.5 = 722.5 * 701.8 = 634.3 = 618.0 * 644.8 * 679.0 =
(Tu/L) 67.4 47.5 51.4 52.4 60.3 61.5 63.8 94.3
LDH 776.8 * 1,044.0 = 1,463.0 = 1,748.2 + 961.8 = 1,292.8 + 1,384.2 = 2,505.0 *
(Tu/L) 607.1 618.5 934.4 1,205.2 287.5 635.8 1,011.4 2,111.2
LAP 59.5 = 70.7 = 59.2 = 61.0 = 65.3 * 66.2 + 66.0 * 87.5
(IU/L) 5.2 8.1* 3.9 5.7 8.2 4.9 3.3 16.5
y-GTP 0.78 = 1.08 = 1.02 1.10 = 0.72 £ 1.38 1.36 = 4.42 £
(TU/L) 0.44 0.54 0.62 0.54 0.50 0.62 0.47 5.48
T. Bil. 0.125 =+ 0.127 = 0.138 * 0.138 = 0.133 = 0.132 + 0.116 = 0.130 =
(mg/dL) 0.010 0.023 0.023 0.026 0.018 0.015 0.011 0.024
T. Pro. 6.02 * 6.10 + 5.95 + 6.05 * 6.07 + 5.80 + 5.72 + 5.90 +
(g/dL) 0.13 0.11 0.10 0.25 0.12 © 0.09 ** 0.13 0.09
T. Cho. 80.7 * 80.8 =+ 81.3 = 86.5 * 80.8 =+ 79.7 £ 100.2 = 96.3 *
(mg/dL) 4.9 2.4 5.8 5.9 5.1 5.3 15.2 19.8
TG 52.2 = 15.8 = 43.0 = 17.0 = 12.7 = 13.8 * 21.6 = 37.0
(mg/dL) 14.2 3.3 ** 15.5 2.8 ** 6.6 1.9 4.8 44.2
Glu 214.7 * 188.0 + 225.8 * 195.7 + 194.7 £ 206.7 * 227.2 * 153.3 +
(mg/dL) 17.3 25.3 26.6 28.4 15.9 19.1 18.2 34.1
BUN 20.97 = 12.48 25.20 * 18.02 = 13.35 + 13.77 £ 26.30 * 127.65 +
(mg/dL) 1.98 1.96 ** 3.14 ¢ 1.97 1.49 1.44 7.48 141.11
Na 143.8 = 145.7 * 142.3 = 144.7 = 143.3 + 142.7 = 143.0 = 140.3 +
(mEq/L) 1.0 1.2 0.8 1.4 0.8 #*# 1.0 #* 0.7 6.3
K 3.58 = 3.48 = 3.87 = 3.88 = 3.53 £ 3.58 = 3.42 = 4.35 £
(mEq/L) 0.50 0.31 0.16 0.35 0.23 0.12 0.16 1.89
Cl 104.2 = 104.5 + 101.2 = 105.8 = 104.3 + 105.2 = 105.6 = 103.0 +
(mEq/L) 1.6 1.8 0.8 ** 2.0 1.2 1.5 1.9 9.1
NAG 29.68 * 30.50 = 33.40 * 34.18 = 32.55 = 36.42 + 32.72 * 34.22 *
(u/L) 8.21 3.77 7.74 10.13 5.25 7.30 5.85 9.69
Cr 0.175 = 0.197 = 0.180 = 0.177 = 0.215 = 0.228 =+ 0.428 = 2.048 =
(mg/dL) 0.040 0.035 0.031 0.019 0.034 0.055 0.148 2.015
***=PpP<0.05, P<0. 01 significantly different from control, ***=P<0. 05, P<0. 01 signficantly different from G +F, “““=P<0. 05, P<

0. 01 significantly different from group of G + F+ CER 1,000 mg/kg
TEL: telithromycin

EALRANE O & b b TEEE O 22 e b 400 B X U 800
mg/kg TH 2 FIFRD STz,

TEL+G+F 5.8 <ix, 5 o L5 55 400 mg/kg
DML HIB & 0800 mg/kg DMEHEERFITHA S, FA
JRANE B X O AR D IESE AT 800 mg/kg D itf 2 1
T, AARMGE O 22l & R BT 2 AR ROBE
A Z1 800 mg/kg DM 1 B CTERD SNz Tz,
WM IIE, TR O 22 AT 400 B L Y
800 mg/kg T4 2 #l, EMRMED T A VI — L DH
4% 400 mg/kg C 2 %, 800 mg/kg T 1 Hl, {7 Rl

B2 tHht 400 mg/kg T 1B, SRERKS a Mo
ZEfa b X O AL R D58 7% 800 mg/kg T4 1 4
BN, TNHLOEEIIVWTIS T{EETH-
725

CER BOAHITIE, ElHOIED X OBl
MWHEOR B X OHE 2 B2, BiEoE RSB X BN
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Table 13. Serum Cp.. and AUC,.: of telithromycin in renal impaired male rats induced by glycerol and furosemide (mean * S.D.)
P " S TEL TEL G+F+ G+F+
arameters ex
400 mg/kg 800 mg/kg TEL 400 mg/kg TEL 800 mg/kg
Coae & 7.1x1.1 16.4+1.9 2.7+0.9 7.6x2.2
(ug/mL) 2 6.5+0.5 14.7+1.2 4.5+1.8 7.321.0
AUChar & 107.8 236.3 48.2 170.2
(ug-h/mL) 2 87.5 233.6 71.2 122.9

TEL: telithromycin

Table 14. Effects of single oral dose of telithromycin on blood biochemical parameters in normal and water restricted rabbits
TEL TEL TEL TEL
Control
Parameters Day 100 mg/kg 200 mg/kg 400 mg/kg 400 mg/kg
normal rabbits W.R-rabbits
-1 6.56 6.63 6.72 5.77 5.54
K
2 5.53 6.32 6.29 5.26 5.99
(mmol/L)
3 4.86 5.23 5.40 5.20 5.74""
-1 144 146 146 142 147
Na 2 147 147 145 140" 149
(mmol/L)
3 141 142 141 141 146
-1 2.71 2.81 2.81 2.67 2.50
P
2 2.71 2.81 2.53 2.35" 2.62
(mmol/L)
3 2.55 2.71 2.65 2.32 2.35
-1 101 101 104 100 108™
Cl
2 104 106 108 108 111"
(mmol/L)
3 98 102 101 100 105™*
-1 54 53 54 52 58
Pro 2 54 54 55 57 58
(g/L)
3 48 48 46 51 50
-1 14 16 14 21 23
ASAT 2 15 16 11 18 13
(U/L)
3 21 19 13 37 16
-1 47 49 51 64 94*
ALAT 2 48 51 55 96" 148**
(U/L)
3 43 43 41 72 80"
-1 8.81 7.98 7.65" 8.00 7.35""
Glu 2 8.36 7.91 7.60 7.01" 7.38
(mmol/L) ’ ’ : ’ ’
3 8.27 8.06 7.39 7.87 7.45
-1 3.6 3.0 3.0 3.7 5.1
BUN 2 2.9 3.5 3.9 5.4"" 5.7
(mmol/L) ’ ’ : : ’
3 2.7 2.4 2.3 3.4 4.2
-1 60.7 64.8 62.9 60.6 57.9
Cr 2 61.5 65.4 65.3 73.3 75.5
(umol/L) ) ’ ’ ’ )
3 59.5 61.4 61.1 60.9 66.2

W. R-rabbits: water restricted rabbits

EREEN

TEL: telithromycin

: significantly different from control at P=0. 05 and 0. 01
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BT b7z, ETHMEENICIE, EAB X OEAIR
M DL, EARME 02 b X RS 2
Bl, N—~vFEEMBOMELR, TMRMEOERILS
Y7 7 TV — 208, EMB X OEMRMED I b
I R T O 1 BITRD bz,

IfiL % o TEL # 5 O E T, Cow B & OTAUC 1F
W3 N D TEL ¥ IR TEL+G+F # T 20~65% &
W% /R L7z (Table 13),

8. wHFEH W EHEMERE
—IRBOBIZETIE, TGIHELRFEEIASNT,
BHIETH D RO SN h o fze K, HIRKAKL 7
400 mg/kg #ECHGRIEIC RS 1B X3 HE I
BELVPOLAEELZRBY (TN 8B LU 11%) HA
b7z,

RIMERCR DM AR TIZ, WFRORICH B
BOOLNh ol 72, Table 14 IR L7z & 91T,
M AL A T, IEH 7 % F12 400 mg/kg % %

LB TALAT A ZIC LA /) L7225, —iF
WC, $#5HifE (41~77U/L) O#PHAN»ENETDH
2720 HilBRFEK L 72 400 mg/kg T ALAT O RED I
H (57%) BHRONTPAEBETII b ol ZOMh
BIFEHE, BB XU BUN THELRELDA SN2,
ZOREIZNE L, AW IEFHEOFHEHNTH
ol ZVTF=U )T I VAR, WTNOHKLET
LEITRRD SN o Tz,

JR ¥4 i3, Tables15, 161278 L7z & 9 12, TEL
BS540 2 HHOREESREEIZIKT L, 400 mg/kg
HCTIE3HHDETL, pHOMERIZIKT (-2.1) L
TWwiz, 72, 400mg/kg B TK OHEMEA 2 B L 13
HHTEBICHD (FREFNR-T1BX0-40%) L,
NAGHED 2 BL U3 HHTHEIC LA (EhZh 4.3
BIO3HE) L. HIBRARK L 72 400 mg/kg Tl
PHOEELRKTA2BLU3HEH (FhFhl6bk
014) AL HN, KOPEMo A ERWEA»2HH
(—54%) 2, NAGOKH &% by (+77%) »3HH
IZFED BTz,

72, WFlsd X OB o Er i, TR B X OV
PRI TR L 2B R TholTh R
OHLNZDP T2,

9. Jv heHwi-iEE

1) —fIRRE

AR ORI VT NORTH ANk h o7,
—MEREIR T, FEHEEAY TEL 50 mg/kg #EOHE 5/10 %1 &
It 8/10 B2, 150 mg/kg BEDMEHEEFIZFRD b7z,
RERE TIX, 150mg/kg FEOMETHREE ORI (23
%) DA LN, BEEAOBBINTIOBTHE
OHLNZDP T2,

2) MWEFERIG T — T 4 F 2 — 712 & 5 HEHE M

far i P RABR

Table 15. Effects of single oral dose of telithromycin on urinary quantitative analysis in normal and water restricted rabbits
TEL TEL TEL TEL
Control
Parameters Day 100 mg/kg 200 mg/kg 400 mg/kg 400 mg/kg
normal rabbits W.R-rabbits
. 1 61.3 108.7 88.7 169.0 33.0
Urinary
volume 2 76.0 237.7 155.3 158.0 31.3
(L) 3 64.7 140.7 102.7 210.0 51.0
1 8.9 8.8 8.9 8.7 8.7
pH 2 8.9 8.3 8.3 8.5 7.1%"
3 8.9 8.7 8.6 6.8"" 7.3%"
1 1,483 899 1,144 810 1,269
Osm
2 1,204 459"~ 548" 435" 1,173
(mosm/kg)
3 1,434 734 925 507" 1,114

W. R-rabbits: water restricted rabbits
***: significantly different from control at P=0. 05 and 0. 01

TEL: telithromycin
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Table 16. Effects of single oral dose of telithromycin on urinary biochemistry in normal and water restricted rabbits

Control TEL TEL TEL TEL
ontro
Parameters Day 100 mg/kg 200 mg/kg 400 mg/kg 400 mg/kg
normal rabbits W.R-rabbits
1 3 4 3 4 3
-GT 2 3 4 4 6" 4
(U-creat)
3 4 4 4 3 3
1 0.17 0.22 0.18 0.19 0.31
NAG .
2 0.16 0.36 0.39 0.69 0.46
(U-creat)
3 0.21 0.25 0.19 0.63** 0.55**
1 1.96 1.62 1.89 3.91 1.74
P
2 2.24 2.86 2.26 2.77 1.71
(mmol/24 h)
3 2.37 2.75 2.08 3.66 3.14
1 15.05 14.69 15.15 19.06 4.89*
Cl
2 17.22 15.22 12.17 7.37 3.47%F
(mmol/24 h)
3 18.47 14.49 13.46 13.49 6.28"*
1 26.69 25.10 27.21 33.27 9.73*
K
2 28.64 21.21 14.89* 8.42** 4.48**
(mmol/24 h)
3 27.80 22.07 21.88 16.64* 10.06**
1 5.54 4.13 6.11 7.36 1.86
Na 2 7.37 7.91 7.04 9.70 3.12
(mmol/24 h) ’ ’
3 8.58 4.55 3.97 4.27 2.98
1 19.22 13.41 15.54 19.02 25.98
Protein
2 17.81 33.93 49.12 38.89 18.31
(g/L)
3 22.28 15.29 15.72 25.09 28.20
1 0.576 0.582 0.628 0.669 0.435
C
Y 2 0.592 0.740 0.666 0.579 0.395
(mmol/24 h)
3 0.589 0.641 0.615 0.725 0.696
1 1.25 1.51 1.59 1.68 1.12
LAP 2 1.29 1.61 1.60 1.71 1.20
(U/creat) : . . : :
3 1.26 1.62 1.75 1.99 1.71
1 0.06 0.05 0.05 0.08 0.02
Glu 2 0.05 0.08 0.05 0.16 0.03
(mmol/24 h) ’ ’
3 0.05 0.05 0.04 0.05 0.05
.. 1 6.6 6.2 7.0 8.1 5.2
Creatinine
clearance 2 6.7 8.0 7.4 5.5 3.8
(L /min) 3 6.9 7.3 7.1 8.4 7.3

W. R-rabbits: water restricted rabbits

EREEN

: significantly different from control at P=0. 05 and 0. 01
TEL: telithromycin

#i7t (BERA)

HEF B O 52 4% e % Table 17 127K L7z X HEEED
RERB IR 4 BHOBEREBMIIMIEL 2L AEED S
37, 10~20 dB Biftids L& L7263 3/20 TH - 7z KM
100 mg/kg # TIX A HIME I AE BICEAL (17dB 1

) L, 20~50dB B LA LBk 11/20 TH b,
72, Ay AiF40 U LE/R LA, —7, TEL50 B
X U150 mg/kg B TIE, WM LA TN Eh+45 8
LU+35dBTH Y, 10dBEED LA L76lizZhn
ZM6/20 B X U°3/20, 20~30dB B fE» LA L 7241
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Table 17. Effects of four-week oral administration of telithromycin on brainstem evocated responses audiometry (BERA) in rats
G @ te) Initial BERA Final BERA Aggravation

roups dose, route threshold (dB) threshold (dB) (dB)
Control, 0.5% M. C. (10 mL/kg, p. o.) 11.5 12 0.5
Kanamycin (100 mg/kg,i. m.) 11 28 17
Telithromycin (50 mg/kg, p. 0. ) 11 15.5 4.5
Telithromycin (100 mg/kg, p. 0. ) 13.5 17 3.5

ZENZN1/20 B X 1U°2/20 Th 5720 TELHZGEHD  BHEAETICBILAZXIF7AWB L OREH 2wz

TGNy ZRITB L 2285 X M) v 2R
NICBVWTHAEZBEOZILIZASNT, HEDRED
bNGdolz,

3) IMIEMRAE B L ML A bR

MRS T, AFHEEEC b KM $% 5- 8 o ik © Hb,
PCV B X ORI A 2255 A ZICIKT L, TEL
50 B X 0" 150 mg/kg O M T Hb, PCV B X ORI ER
BSEREE 22 05 & A BAZH L 72,

MR A LA R T, FIREEICHXKM & 580
HETBUN OF R M (17%) 23& 5h, 5/10 #ii%
Mgk DE R T — ¥ O % 2 Tz, TEL50 B L
150 mg/kg O MEMET Ca SR E 2 2SS AR L
(WFND 10% LLF), TNHEOBETREDERKY » 0
BmAsA Sh, MixSEROMTE Y EHTHEAENR
woNT: (FNEN+14 B LU+20%). F72, ALAT
DOREZPOH B L HIMA TEL 50 B X OF 150 mg/kg
HoOM (FhZ2h 1.6 BLU29%, BRTF—5 OHP
EHZ TV, FNFE1/10 B X 1M9/10)12, 150
mg/kg HEOHE (1.6 f5, BRT— 5 OHPHEZ B2 T2
BZ 1/10) 2D Sz,

4) BRI

figk 2 & O E 2B VT, TEL 150 mg/kg % o M 1
THIROMA B L O ER OB M (B +8B LV
+9%, M +13B X U+6%) A LN, FHEEOMT
Wi AR B L MR ER O (-9B X -15%)
DA B NIz,

HIR I E RO A KM & 5-# o< 1/10 #1i2,
TEL 50 mg/kg # @ M T 4/10 51, M T 3/10 #l, TEL
150 mg/kg HEOHET 9/10 H, Wi TEBNIRD SNz,

WEMARFNRAETIE, WThoOBETOLNEORFI
RO LN eh o7z L L, KM &5HCRME I
R A DA F 7213 BEBE A5 HE T 9/10 #1, T 3/10 B
RO B, EHHELCHE RO RME QU R IEMERR I (M
10/10, Mf: 4/10) B X ORMGEILHE (HE: 5/10, ME: 3/
10) 25 Tz, —, TEL $:5-# Tl 150 mg/kg T
WERE OUFHRIETEERIE I B & OISR IEER % 5Bl 72
A, TN ORI L RO LN BEDOF R TH - 720

Im. = =
TEL O #&fmHERBE LT, SOmixIEFLETDH H W

BURERERRER, <~ 2) v 7 r—<EHO#IET
ZERAE BB X OV b U VSR E O 22 et R R
BRAAT 57275, WTNOLEMTHRRERIEREZRET,
e RBEFBEDLRE o720 T2, invive RER
E LTI RIBIT /IR EAT - 7245, B iifiiao
Yt R F 7213 R0 RO BEEILFRD SN o 120
D 4 FE0RER O S TEL (ZEIEHEEZ R S %
WhorkEZ LNb,

TEL OHEHEICOWTELEY MIBIT ALY
MBIOZHERETF 74 7%=tk B~
7 A IgE EAERBZ £t L7245, WIhoRBRIIBWw
THFE oL BHSIEA SN, TEL IZHE T 2
WhorkEZ LNb,

TEL O #HMEOAEE T2 72012 glycerol (G) B
X U furosemide (F) &5 ICLA2EEET v VETFV
BLUIEHZ v b % H\ cephaloridine (CER) & g
Miats 5 & b1, EWY Y FB X OHREKY I F0

T AN ORCIPSS 7 IS IR T VA

G+Fa‘:<5ﬂ$f X, FICX38KkEDB X WREOHN,

WRET 5 L E 2 5N DR R 2R L O 5 A 55 &
%h,%P%#ﬁtéhfwé%@k%ﬂéntoﬁﬁ
DOIFFHRE A IRA T, BB IREEIC D R0 5
N DR DREDEALTH - 7275, BIHIIE LA FRA
BLEMBOBEOZERILBL T L V) —AORED
BMARo Nz s, EREOREIZIHVbDL
Ez oMz, EH Iy FBLOG+F J v b2 TEL 400
B LU 800 mg/kg & ARG LcHid, RiAB IO
MR AALZFE R H O W OPICREO LB A SN
7275, Wb CER+G+F BRI A & %
JEREATH Y, TELIZ X 2 BREEOHBIEH 2w

», HoThbEbOTRERbOLEZ Nz, 72,
Wk o 9 FLALER A M I B W T, BB X ORI
(2R & N7 F 7o s RS 1 R A o 22 AL -
e, 74V — A0z ORI b o R
WCHALNE TS BEOEITHY, ZROOREIR
CER# $ 7213 CER+G+F BICHRTEHETH Y, M
A I TEL 12 X 2 BEREOHBIEHIZ 2 vwd oL
ZzbNie —F, CEREB LU CER+G+FEEDJR
Medy, MR AL, SBBEY 3 X OVTE BN PR
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LR DK R D 5 CER OB REDER - BRI IE
S TH o7,

EF7y PBIOGHFRICZENZFN TEL400 B &
"800 mg/kg % H G- L7z 4 BEZD WU iR R 2 2
L, CuuB L P AUCos I R72HE, W d TEL
B TEL+G+F #T20~65% iz " L, Fl
FRANBEFNCRE S IRER NN X ) TEL ORI A — 36
FLELTWwWBdhnEEZ LN,

F 72, IEFH T EE L OHIBRKAK Y ¥ F 2 v - B
REERBRIC B VT, i ALAT &0 5, ROBETE
BXUpHOKT, Ko B X O NAG if 01
K EOEITTNHBEEC, HSHEF 223
BUIA2ERT— 7 OHHNOMETH Y, FREMERENE
Lz fho TR L LHEFNICERS D D L 1ETFE
ZbNe\wv, L7225 7TC, TEL I, M7 4 F 12 H &
O35 L OB T AR &3, /2, HIBRKEK
2 & o THBAORENF R INIZD, ZOWFEEIVR
BINsZedhhois

TEL OB EBREEZTARD 2012, KM % B kxR
3 (100 mg/kg,im.) & LTF v MITEL50 B &£ U 150
mg/kg % 4 BRREOHRS Lz, —#IREOBIZET 50 mg
/kg BEDOEHB B L O 150 mg/kg DEFITHALI A S
=75, ZHUETEL OFERICE 2R EEZ SRz o
IRHEIZ IR T 150 mg/kg O MECARE R & A P A2 IS
KEho 7228, BHEBISEEIAON P72, WG
BRIGT —F 4 F A —Z 12k AHEREREICBNT,
KMBECTHELRBEMBELANASNH, + v Xkhv40 DL L
Loz, T, 10dBHEIMAZ25] &k 2 3kt
AL D 40 UL EER L TnwB 2 A RL TV 5,
—J, WIho TEL %58 THBEOA B 22 ik
OOLNLGD o7,

MM T, BRI N KM % 5-# o % TEL
BS5HEOM T Hb, PCV B & URIMEREARE 25 H
BREHVALNIZD, wIhd 10% DNOZEALTH
D, HEOERT— 5 OHENTH 5 2 &2 5amthsn
LEREIRVWEEZOND,

M AL A T, KM &BZRS5HEOHETBUN Of
B LA HR SN, BRI RT L & B L C
WrbolEZ 5N/, TEL#KGH TId Cab & UV
BV OFE R LANAHRLNTZN, ThE0EIZVT
NLBETH Y, kDT R T —% (Ca; HE: 2.86 mmol/
L, M 2.79 mmol/L, %) »; HE: 3.84 mmol/L, M:
3.04 mmol/L) OHPANPENIEWETHSH I EHh 5
N EERIZVWEEZOND, £/, TEL#S
BT ALAT 5 OB E R NS AR LADNA S 727,
ASAT Otk AR IR ORBEF N 2 B b 2tk T
WZ EP LRV EE R RE T 22 b L 13 2 v,

ligi % B2 O H E 2B VT, TEL 150 mg/kg D MEMET
FFEE R ORK, B O CHIEE R OWP A SN

A3, ZORBEILEY BRI R BE RO 5 e w
CEPLHMEFMLERIENEEZEZONS, HR
TNOHTLEHOBIGIALNIZD, s ORERSE
OPRIEHIC X ) HNMR S ICEB L B XIFL b0
ZZbN5b, HEMEFAMICIZ, KM &58B XU TEL
BHEHVTIIBWTONHORFIZALNT, FFITE
B LUTHBELZMEa v EoNIE X OWMIlAE TM
il b BEEZADO OGN Loz, BRAIOMRE LR
KM #S5HECTHNHEOREZRO Lo/ 81%, 5
TG ROEVICELIbDEEZLNSEY, —7,
BB IE TS N X 912 KM $% 5B CIRMA LRz
NaDZEVE F 7213358, ML C HEE O JRAHAE O RF3R FE
BRI X ORRMAE LRSS 57z, LA L, TEL
BEEEOEHERE TR 5 NG OB O Ik
BRI B L ORMAEFIRIE, WIN ORI RD S
NLZBEOHRTHY, TELOFHEEZRETLHDT
T hoiz )
X L7y
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Genotoxicity, antigenicity, nephrotoxicity and ototoxicity studies of telithromycin
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The studies on genotoxicity, antigenicity, nephrotoxicity and ototoxicity of telithromycin (TEL) were
carried out. As genotoxicity studies, reverse mutation tests using Salmonella typhimurium (TA 1535, TA
1537, TA 98 and TA 100) and Eschrichia coli (WP 2uvrA), mammalian cell gene mutation test using
mouse lymphoma cells (L5178 YTK*"), mammalian chromosome aberration test using cultured human
lymphocytes were conducted under the conditions with and without a metabolic activation system (S 9 mix).
In these studies TEL did not show any mutagenic activity and clastogenic potential. In micronucleus test in
mice TEL did not also induce any damage to the chromosomes or the mitotic apparatus in bone marrow
cells. As antigenicity studies, homologous active systemic anaphylaxis and passive cutaneous anaphylaxis
test in guinea pigs, and IgE production test in mice using heterologous passive cutaneous anaphylaxis in
rats were carried out. No positive anaphylaxis responses were observed in guinea pigs and no production of
IgE antibodies against TEL were detected in mice. In order to evaluate the nephrotoxicity of TEL, the
effects on renal function of normal rats and glycerol-furosemide induced renal impaired model rats were
investigated by single oral dosing of the test substance and compared with the effects by single intravenous
dosing of cephaloridine (CER). Clear producing and potentiating effects of renal toxicity, proximal tubular
epithelium degeneration, epithelial cell vacuolation and tubular dilatation, were observed in those animals
treated with CER. Although slight changes in several parameters of urine and blood biochemistry were
detected in rats treated with TEL, the histopathological findings of kidneys found in rats treated with TEL
were very slight similar to those of control group. TEL administered once orally to female normal and
water restricted rabbits did not induce any renal impairment. In order to evaluate the potential ototoxicity
of TEL, auditory thresholds test using Brainstem Evocated Responses Audiometry (BERA) and
microscopic examination of the inner ear were conducted in rats orally dosed for 4 weeks and compared
with the rats treated with kanamycin by intramuscular injection for the same duration. No relevant
variations of the auditory thresholds were detected on BERA or at microscopic examination of the inner ear
in rats treated with the test substance and also no microscopic changes in the kidneys were observed in this
group. As expected, kanamycin induced functional disturbances in the inner ear, significant elevation of
auditory thresholds and pathological changes in the kidneys, tubular epithelial degeneration/necrosis.



