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Telithromycin (TEL) O#O# 512 & % 485 - 43R BE SDR T v P BLOPLe<xIvRTy Y
FEHCTITo 72, 7 v POAJEREB X OWHIRE AT 2 BRTid, TEL50, 150 3 X U8 300 mg/
kg/ H % MR RT O 2> SRR B L OREHZ 7THHET (M) &5 L7z, KE~NOREIX
A ENho72hY, 150 B & 0F 300 mg/kg/ H THEDIRIESR, BERKTFEB IO 1 HORBFEEROR
BEWA, METIRZIEROBLT AR LN, HRBEO WA A 300 mg/kg/H TRD LNz LLEOKRLD,
ML, MESYOMAEEICOWT 150 mg/kg/H, FMETO5RAES L OHHIZD W T 50 mg/kg/
H, KETEB L OZRIZOWT 300 mg/kg/HB L U 50mg/kg/H, ERAB L OHFRBIRIALF T
ZhZN 300mg/kg/ HCTHHLEZLNE, T v bOIK - JRIEFAEICHT 2 RBTi, BIEHEREK
112 50, 150 B X 18300 mg/kg/H %5 - L 72 150 mg/kg/ H THARICEE o HHIER 2SN, 300
mg/kg/H TH AR L7z, 508 L V150 mg/kg/H TlE, HAERNOEEIIA SN, 300mg/kg/H T
T ERRAETHRY GHZED, S XK ObEA4E) BIUHE ElhE) HAonizss, i
N BEBMEICHE L 72D Ex bz, YLEORR LY, Magtkaid, MESY Om%% T 50 mg/
kg/H, B - JEROFEET 150 mg/kg/HEEZ 5N, 7H XD - JRIRFHAEICET 2R-BTI1E, 20,
60 BX U180 mg/kg/H Z MR 6 HHA2S 18 HH TS L7-. W THEKENZBHED
WAHIAH BN, 60 mg/kg/HUL L THRERMOPIHIAA S N7z FHAD MK S X I LR T
1%, 180 mg/kg/H T?D ALP @ EA-DAMZEFIZIASLNT, FIMTIRFIIEOON L7, BET
1, 180 mg/kg/H TEM 2 LR EIELSMIIE - IR OFRFREFEIZRD ST, FEHNLTROBIND
AONLGDo Tz, WEFNRATIE, 28, 5F, LFEBEE 2 3HFEELR EORIEE 72 D
N5z BHRDMBEFREE XIS 285 I L, 25 oK r T, KExRS-(C
X BEREEADN LD o7z, T2, BRI O IRREORERE IR S Nze KRBROSMT T,
MEHMEL, BEWT20mg/kg/H, IE - JBIRT60mg/kg/HTH B LHESND, 5 v bDOJFREY
BIUORAYMORTE B L OB MAERICET 2R Tl1E, AR50, 125 B X 08200 mg/kg/H % iT4E 6 H
H2 o MAEROBAL TS5 L7z, 125 mg/kg/ H LL L CHEMRIIR b o R R IR B X OB R OB
WADIH NIz, 200 mg/kg/H TIE, FEHMNFEHELEC L) HAERAKEINEIELLH 10 THY, F
1 HAROMAR 4 HEOAFRES X OERER NSO THPIET L72dS, Zo%OBAMBOELES
LU ERIZER TH o720 BEL» SRR T TOHMTIZT > 2 BFIZASNT, F1EWOEM
REICH T 2B oM heh o7, EORELY, REREFTICBVWT, EHMtwE, By b
(FO v b) Mo - ZAMOM AT 50 mg/kg/H, KA (F1) Bo AR B X 04 B
DFFEIZDWT 125 mg/kg/H, F1EWOAEIREEL L = HEEICO W TiZ%& 200 mg/kg/HTH %
LI NG,
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® Crl CD (SD) BR R%&XBMEREH 1 HHICHAL,
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YRV FEWMAL, 2% LH 5 HHEHOPMLYHZ
Bwiz, ABRBBIFEOKEIL 2,670221 g TH - 72,
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Alfortville) % AN THBIFHE L7z, 2) T, 77 &
Fv 7 — (245%x266% 180 mm) IZEKE B %
ANTHEEFAE L7zo 4) ORBETIE, MBS v MEE
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1 HEW ORI

50 B X " 150 mg/kg/H T, WO M 15 H5%5
IR T HARBIEALD 72 0BT F 7213 2SIE S & 72 DIk
R ERSE I B L 72 1E A S TR A o 726 300 mg/kg/
HTix, MR 1IBIET L, S5 DORTHTIE
REALT 25580 57228, ZOMIIERFITRIE %<,
FIRRT S BRI SN h o 7.

ARFEHE G- 5T D WEHE DV F N E 4B\ FEHE A G- ) %
CCRO LN, &HREOEA T 72 (X0 K HE o RER A
50 mg/kg/H O HE 1 B, 150 mg/kg/H @ M ik 45 1 51,
300 mg/kg/H O Mt 1 Bl & M 3 BICFRD bz, F 72,
300 mg/kg/ H Ot 6 B E L EHT DR SNz,

HEoEMmEIL, &5 1 HH TAERGHTIIARIC
WAL, K, HHERIZOREELLY, BHEHT
A B WD 72. 50, 150 3 X U8 300 mg/kg/ H
DEBETHBBICHRZNZNFY S, 6B X 0F2%
WA L7zo METIE 150 B X 0300 mg/kg/ H TH & 7 I
DISA LN, FEEICHRZFRZENFEY 6B LT 19%
WA L7z

R, MWD 50 B L V150 mg/kg/H TR
BIIA SN H o 7205 300 mg/kg/H THE IR H
Ao, HBEICHRENZNHZGHTRICBVWT 11
BIW12% WA L7=,

2) WEHEOZIGREIIKT T 5

HEDIZIMEREIC A3 2 5% % Table 1 1278 L7z, KB
WRBEA DN o 7278, BIERICEREETZVD D
O BRI o\ LR REEEIZIEA L 7zo RE3E LAk
OIEFEB X O TEERITH L X T oG8 TR
RO ONL o 72D RO FEBEB L1 HOH
FEEARIT 150 B &£ 18300 mg/kg/H THREE AT L7z,

MEDZ GRS % BB L T EY MO 7 — 5 %
Table 2 IZ/R L 72,

PRI R ToOFLGHTRETRD O d o7,
MEDORZRHIZ TR TORGHTHEEIRD SN h o7
A, Z WG R IR AT Sz, $R
TOBRGHTHEREIALN D 7225 50mg/kg/H
DZIERIZERBGEREDO NNy 7 75 v FF— 5 Ofe/Mii &
MLV THY, 150 B & 08300 mg/kg/H DZIE3 1T
M) Fllo 7z MEREOHEAIEI NNy 77T v F7—
¥ O KAl % 35T 2, 508 X U150 mg/kg/H O #
KISy 2 75 2 RF=F OFHHEEFR LNV TH -
7273, 300 mg/kg/ H DEARFUIW & 1IN H D TH
5720 HRHTB L OB RERIBERIZVTHOMET L
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Table 1. Male fertility data in rats treated with telithromycin
Parameters Control 50 mg/kg/day 150 mg/kg/day | 300 mg/kg/day CIT—data’
Mal i 24 24 24 2
ales paired 3 97.4+3.7%
Male able to mate 24 22 23 22 min. =88
.=100
Male mating index (%) 100 92 96 96 max
Pregnant female partners 23 19 18 17 95.4+6.0%
min. =82.4
Male fertility index (%) 96 86 78 77 max. =100
Number of spermatozoa 374 315 336 299 38777
min. =274
Difference from control (%) —-16 —-10 —20 max. =490
Viability of spermatozoa 83 79 73 78 755
min. =69
Difference from control (%) -5 -12 -6 max. =82
Number of sperm head” 109 106 96* 96* 113+ 6
min. =107
Difference from control (%) -3 -12 -12 max. =121
Daily sperm production rate” 17.8 17.3 15.7* 15.7* 18.5+1
min.=17.5
Difference from control (%) -3 -12 -12 max.=19.9
“Number of sperm head (X 10°) /gram of testis
"Daily sperm production rate (X 10°)/gram of testis/day
“CIT historical data, N=11
Underlined values: outside the range of historical data
*Significantly different from control, P<0. 05
Table 2. Female fertility and hysterectomy data in rats treated with telithromycin
Parameters Control 50 mg/kg/day 150 mg/kg/day | 300 mg/kg/day CIT-data”
Females paired 24 24 24 23
Female able to mate 24 24 24 22 99.71.0%
min. =97
Female mating index (%) 100 100 100 96 max. =100
Pregnant females 23 21(19+2%) 19 17 95.9+5.1%
min. =88.2
Female fertility index (%) 96 88 79 77 max. =100
Females at hysterectomy 23 19 19 17
mean = 18. 4
Corpora lutea/female 20.8 18.2* 18.0* 14.2%* min. =16.8
max. =20.5
mean=9.9
Pre—implantation loss (%) 21.1 22.8 21.9 16.1 min. =6.6
max.=17.6
mean =12. 2
Post—implantation loss (%) 10.3 6.4 4.9 7.9 min. =4.0
max.=23.7

“two pregnant females with no evidence of mating

YCIT historical data, N=9~10
Underlined values: outside the range of historical data

*Significantly different from control, P<0. 05
**Significantly different from control, P<<0.001
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Table 3. Main genital organ weights of rats treated with telithromycin
Control 50 mg/kg/day 150 mg/kg/day 300 mg/kg/day
A R A R A R A R
Final body weight $'533.4 = 46.5 d'517.6 £ 41.2 $'516.0 = 36.3 $'473.5 = 26.2**
1.82 = 0.342 = 1.75 = 0.339 = 1.76 = 0.341 = 1.51+ 0.319 =
Prostate
0.26 0.043 0.336 0.062 0.310 0.055 0.189*" 0.036
) ) 2.17 x 0.409 = 2.11 % 0.411 = 1.96 = 0.382 = 1.67 = 0.353 =
Seminal vesicles
0.313 0.063 0.176 0.051 0.197 0.044 0.268** 0.055**
L X 1.47 = 0.278 1.39 = 0.270 1.42 = 0.276 1.32 = 0.280 =
Epididymides ok
0.140 0.036 0.125 0.033 0.150 0.031 0.139 0.035
Final body weight $378.8+18.7 £373.0+29.2 $358.8+36.6 $341.2 = 27.4**
o 0.197 = 0.052 = 0.169 = 0.045 = 0.172 = 0.048 = 0.156 = 0.046 =
a
vary 0.034 0.008 0.031* 0.008* 0.034* 0.007 0.031%* 0.007
Ut 3.72 0.978 3.00 = 0.792 = 2.98 = 0.809 = 2.73 0.786 =
erus 0.947 0.245 1.41 0.356 1.42 0.358 1.33* 0.361
Vagi 0.318 0.084 + 0.323 = 0.087 = 0.296 + 0.083 = 0.278 0.082 =
agina
£l 0.061 0.018 0.056 0.014 0.048 0.015 0.042" 0.011

A: absolute, R: relative
*Significantly different from control, P<0. 05
**Significantly different from control, P<0.01

Ko mER1E 50, 150 B X 0300 mg/kg/ H THREIZ
WAL (14, 13 BX U 21%) , MM ERIT 300 mg/kg/
HTHBEICHD (12%) L7z, 75 TiE, 300mg/kg/
HTHix EE (27%) OFEERBY 2RO 7205, M
il (20% OWA) FE TR Eho7. T/, 508
X150 mg/kg/H CHiTEEB L O EEVTND
17~20% DWW %R LIz BB ETIE L h o7,
WA IZ B VT, 50 8 £ U8 150 mg/kg/H Tl
MR E 2R D RIEA S N 7205, FEFEOHME/NDY 300
mg/kg/H T 1HIZA LNz,

2. v beHwE - BEBAICE XIZTREIC
B3 % iR

1 BEWICE XTI

50 mg/kg/ H OH G\ X 5 1 BT LM S
R ORI A BN Do 72,
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TREBNERIUSS A S, —#BICEHEo®E %145
BIHALNTz, T2, 2PNBELA SN,
HREOHRIL, 50 mg/kg/H TIIRIBH L EITALN
o 72h%, 150 mg/kg/H TIlX LMk 9~18 HIZAF T
BERE AR MOPHI 25 A S 7z 300 mg/kg/H Tl
IR 9 H HICERE A L, Zo®mMhncimg - 7275,
SPHARRIC AN 6~17T% RSB BENA LN,
FARIIVTNORICOEEEIAON 57205,
SR 3o PR 12 I X 150 mg/kg/ H CIEAR 6~9 H H IC

27%, LLBE 8~17% V7% <, 300 mg/kg/H TIL L4k 6~
9 HHIZ 49%, LIFE 36~37% L7 v b HiEN
AoOSNze IS DOELIIAREDHERITHIG LTz,
IR 21 H HIC B 5 5 LYIBHEE O REBh Y o Bl 8845 R
% Table 4 2R L7720

R EIZ DWW TIE, T IREEIC 16, 150 mg/kg/H
T 21, 300 mg/kg/ H T 1 BIAIELEAR TH - 72, 50 mg/
kg/HO 1 FIFHMANCHARS B L720T, ZhoHDlk
WO F— 7 PHEDOFEIC AN o 720
EIRATRHEE I 150 mg/kg/H T, HIREME LR
EHRARFICBREOWINZ R L2, ARATRD S
NZhotze BEOIMEELRRFIIVT OB THRE
OoNLhoiz, TEHERIL 150 mg/kg/H L L THRE
LROAERBLEINA LN, HEEE=IL 150 mg/kg/H
THIMEM % 78 L, 300 mg/kg/H T4 72 A
WA HNTz, AR OEIRERI 50 B & U 150 mg/
kg/H Tldx & 213 7% <, 300mg/kg/H THEIZ
WA LTz, BHMROHIRCTIE & hEeF ORI B 1338
DOLNLD o7,

2) JRIBICBXIFTHE

JEWR DI EL X VIR DR F % Table 5 12, 1%
MADOKEF % Table 6 (/R L 72,
NERBEICBTALEERBIUCBREIHRE LT, &8I
— F 72 W A2 0 s A5 10~15 BlERD Sz,
BB RS IREZ 2 61, 50 mg/kg/ H 12 1 %1, 300 mg/
kg/HIZ 6 B, MMFI &5 GREC 2~4 61, B 25%
W2 LI 4~10 HIFED 517z, 300 mg/kg/H
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Table 4. Caesarean section data of mother rats treated with telithromycin
Parameters Control 50 mg/kg/day 150 mg/kg/day 300 mg/kg/day
Number of mated females 25 25 25 25
Number of females excluded 0 1 0 0
Number of females dying 0 0 0 0
Number of females sacrificed 25 24 25 25
Number of pregnant females 24 24 23 24
Pregnancy rate (%) 96.0 96.0 92.0 96.0
Number of gestating females 24 24 23 22
Gestation rate (%) 100 100 100 91.7
Number of females excluded calcu. 0 1¥ 0 0
Total number of corpora lutea 408 382 392 368
Total number of implantation 372 345 314 327
Mean uterus weight (g) 117.5 2.2 115.6 2.8 100. 6 = 4. 0* 96.1+3.3*
Total number of foetal losses 10 5 12 17
Total number of live fetuses 362 340 302 310
Mean implantation number/female 15.5+0.4 15.0+0.3 13.7+0.6 14.9+0.5
Mean foetal losses/female 0.4+0.1 0.2+0.1 0.5+0.2 0.8+0.2
Mean live fetuses/female 15.1+0.4 14.8+0.3 13.1+0.6 14.1+0.5
Ratio of males (%) 56.9 51.8 54.6 47. 7%
Pre-implantation loss rate (%) 8.8 9.7 19.9 11.1
Post—implantation loss rate (%) 2.7 1.4 3.8 5.2
Mean placental weight/litter (g) 0.58 +0.01 0.63 +0.02 0.64 +0.02* 0.51+0.01%
Mean placental weight/foetus (g) 0.58 +0.00 0.62+0.01 0.63+0.01 0.51+0.01
Mean foetal weight/litter (g) 5.72+0.07 5.57 +0.08 5.80 = 0.06 5.13+0.11%
Mean foetal weight/foetus (g) 5.70 +0.03 5.76 +0.03 5.77+0.02 5.11+0.04

“Delivery just before autopsy, mean + s.e.
*significantly different from control, P<0. 05

THIBH 2PN DOBERD S % 16, BEOFH A2 6
DORRS 58] (461L 161 BDdo N7z, Witk T
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mg/kg/HDHA (22 o 718, B X161 Ji5EH 23 1)
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1 BIAHRM IR 2 B L7228, ARiitd I B A S e
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AT I AENR 19 HE F THEKAHA L, R
FEIZHEX 20, 60 B X 17180 mg/kg/H TEIZEh 12,
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TAECIORERAE L VI L, & SR C Lo R &
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REX, 20 mg/kg/HTIXITE A LHEIALN LD
57245, 60 mg/kg/H TR BEE DA %R L
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Table 5. External and internal examination of term fetuses from mother rats treated with telithromycin

Parameters Control 50 mg/kg/day 150 mg/kg/day 300 mg/kg/day

Total number of fetuses 362 340 302 310
External examination
Number of litters examined 24 23 23 22
Number of litters affected (%) 13 (54.2) 12 (52.2) 11 (47.8) 14 (63.6)
Number of fetuses examined 362 340 302 310
Number of fetuses affected (%) 26 (7.2) 22 (6.5) 23 (7.6) 27 (8.7)
Variations (number of fetuses)
Unilateral hyperflexion of hindpaw 13 11 13 10
Bilateral hyperflexion of hindpaws 2 2 0 0
Anomalies (number of fetuses)
Small fetuses 2 1 0 6
Hemorrhage on snout 0 1 0 0
Hemorrhage on neck 0 0 1 1
Hemorrhage on back on shoulders 0 2 0 0
Hemorrhage on hind limb 0 1 1 1
Local edema on flank 0 0 0 1
Bent tail 10 4 8 9
Malformations (number of fetuses) 0 5
Slight protruding tongue 0 0 0 5
Acaudate 0 0 0 2
Internal examination
Number of litters examined 24 23 23 22
Number of litters affected (%) 11 (45.8) 11 (47.8) 8 (34.8) 2 (9.1)
Number of fetuses examined 178 163 143 149
Number of fetuses affected (%) 32 (18.0) 19 (11.7) 11 (7.7) 4 (2.7)
Variations (number of fetuses)
Dilatation of renal pelvis and upper ureter

—unilateral 13 11 9 1

—bilateral 18 8 2 1
Anomalies (number of fetuses)
Unilateral hydronephrosis 0 1 0 1
Bilateral hydronephrosis 2 0 1 0
Malformations (number of fetuses)
Fused kidney 0 0 0 1
Small and malpositionned testis 1 0 0 0

Nrotz, Fiz, MEALFIREICBWTH, &5
13 H HOMAET ALP 258 2 51 LR L Cw 72 DAk
ST EBIRD LN Lo T,

2) W EUIBART R

IR 3 & O E YD B IR o BB 0 Bl R &
Table 7 (2R L 72,

W EEB oK, 608 X F180mg/kg/H 124 1 41
FIFEIRBISFRD Tz BB & OB REITEE T A

SNT, AR D o IREE & OIS EIZRED 5
Naho Tz ARHATREE RO B VEE (30~66.7%)
PSP ERAE, 60 3 X U 180 mg/kg/ H T4 2 #1, 20 mg/kg/
HT3HROONA-ZLIXEHENED, Wihok
DRI L ZIIA LN D5 T2,

20 B X 160 mg/kg/ HOAEFEB BT S IERIC
AFLTBY, REDMNEELOMICEZAONR >
oo JRMEEAT29.9g L ) BEWIHHEIEMAEOHLZKIZ
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Table 6. Skeletal examination of term fetuses from mother rats treated with telithromycin
Parameters Control 50 mg/kg/day 150 mg/kg/day 300 mg/kg/day
Genetic variations/Anomalies
Number of litters examined 24 24 23 22
Number of litters affected (%) 24(100) 24(100) 23(100) 22(100)
Number of fetuses examined 184 175 159 161
Number of fetuses affected (%) 178(96.7) 155(88.6) 153(96.2) 161(100)
Number of fetuses with several variations (%) 84(45.7) 70(40.0) 87(54.7) 142(88.1)*
Types (number): incomplete ossification
—Cranium 0 1 2 14"
—Stermum 174 152 150 158
—Ribs 0 0 0 0
—Cervical vertebrate 68 34 72 117*
—Paws (extremities) 36 54 47 109*
Anomalies/Malformations
Number of litters examined 24 24 23 22
Number of litters affected (%) 0(0) 0(0) 0(0) 7(31.8)*
Number of fetuses examined 184 175 159 161
Number of fetuses affected (%) 0(0) 0(0) 0(0) 23(14.3)*
Types (number)
—Unossified 6 th sternebra 0 0 0 1
—Unilateral bent ribs 0 0 0 5
—Bilateral bent ribs 0 0 0 17

*Significantly different from control, P<0. 05
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Table 7. Results during gestation and at caesarean section of female rabbits treated with telithromycin
Parameters Control 20 mg/kg/day 60 mg/kg/day 180 mg/kg/day
Number of pregnancies 24 24 23 23
Number of inter—current death 0 0 0 0
Number of females with abortion 1 0 0 1
Number of females with Premature delivery 0 0 0 1
Number of females at term with live fetuses 23 24 23 21
Number of corpora lutea/litter 9.1+1.5 8.7+1.9 9.3+1.3 8.9+1.6
Number of implantation/litter 7.9+1.5 7.6+2.1 8.1+1.5 7.7+2.0
Pre—implantation loss (%) 12.52 13.02 10.23 13.79
Post—implantation loss (%) 12.22 6.50 12.73 14.20
Early intrauterine death 16 5 14 13
% of implantation 9.65 4.56 7.88 9.51
Late intrauterine death 5 4 9 9
% of implantation 2.57 1.94 4.85 4.69
Total intrauterine death 21 9 23 22
(mean * SD) (0.91 +0.90) (0.38+0.77) (1.00+1.31) (1.05+1.28)
Live Fetuses 161 173 164 140
(mean = SD) (7.0+1.9) (7.2+2.4) (7.1+2.0) (6.7+2.1)
% of implantation 87.78 93.50 87.27* 85.80"
Male (%) 41.6 47.4 42.7 47.9
Body weight (g) 38.9x4.0 39.1+3.0 39.5+3.4 36.0+4.9
Crown/Rump length (mm) 96.8+3.2 96.9+3.3 97.7+3.4 94.8+4.9
Placental weight (g) 4.66 = 0.66 4.73+0.64 4.54 +0.56 4.22 +0.74*
*Outside the normal range
Table 8. External and visceral examination of fetuses from mother rabbits treated with telithromycin
Parameters Control 20 mg/kg/day 60 mg/kg/day 180 mg/kg/day
Number of fetuses examined 161 173 164 140
Number of litters examined 23 24 23 21
External defects A B A B A B A B
Retarded fetus 0 0 0 0 0 0 1(0.7) 1
Lateral ventricles dilated of brain 0 0 2(1.2) 1 0 0 0 0
Blood in thoracic cavity 0 0 0 0 2(1.2) 1 1(0.7) 1
Blood in pericardium of heart 1(0.6) 1 0 0 0 0 0 0
Lobuli of lung partly fused, aplasia 3(1.9) 3 4(2.3) 4 2(1.2) 2 4(2.9) 4
Abdominal cavity defects
Blood in abdominal cavity 1(0.6) 1 0 0 1(0.6) 1 2(1.4) 2
Enlarged gallbladder 0 0 1(0.6) 1 1(0.6) 1 1(0.7) 1
Enlarged stomach and taut with fluid 4(2.5) 4 2(1.2) 2 14(8.5)* 9 7(5.0) 5
Displaced kidney 5(3.1) 5 9(5.2) 7 12(7.3) 10 8(5.7) 6
Pelvis distended of kidney 0 0 2(1.2) 2 0 0 0 0
Deflected in carpal region of forepaw 4(2.5) 2 4(2.3) 3 0 0 0 0

A: Number and incidence of defect fetuses, B: Number of litters

*Significantly different from control, P<0. 05
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Table 9. Skeletal examination of fetuses from mother rabbits treated with telithromycin
Parameters Control 20 mg/kg/day 60 mg/kg/day | 180 mg/kg/day
Number of fetuses examined 161 173 164 140
Number of litters examined 23 24 23 21
Skeletal defects A B A B A B A B
Skull-Splitting of bone on parietal bone 3(1.9) 3 3(1.7) 3 3(1.8) 3 3(2.1) 2
—Fissure in parietal bone 1(0.6) 1 2(1.2) 2 6(3.7) 5 5(3.6) 4
— Perforation in parietal bone 3(1.9) 3 0 0 4(2.4) 3 5(3.6) 3
— Epactal bone between both parts of nasal/frontal bone 1(0.6) 1 6(3.5) 5 5(3.0) 4 3(2.1) 2
— Parietal bone weak ossification 0 0 0 0 1(0.6) 1 0 0
— Sutura parietofrontallis asymmetrical 0 0 0 0 1(0.6) 1 0 0
Caudal vert. Centra
- Dislocated 12 th 0 0 1(0.6) 1 0 0 0 0
— Ossification of less than 13 vertebral centers 45(28.0) | 16 | 31(17.9) | 14 | 25(15.2) | 11 | 39(27.9) | 12
Sternebra
— Non or weakly ossified 78(48.4) | 20 66(38.2) | 20 67(40.9) | 19 81(57.9) | 18
— Longitudinally displaced, fused 3(1.9) 3 8(4.6) 6 12(7.3)* |12** | 7(5.0) 5
Rib—Shortened 12 th 1(0.6) 1 0 0 0 0 0 0
Extra rib
— At 7 th cervical vertebra short 1(0.6) 1 5(2.9) 5 3(1.8) 3 3(2.1) 2
— At 13 th thoracic vertebra short or long 0 0 2(1.2) 2 3(1.8) 1 0 0
Forpaw
— 5 th toe Phalanx 2 weakly ossified 4(2.5) 1 0 0 0 0 0 0
A: Number and incidence of defect fetuses, B: Number of litters
*Significantly different from control, P<0. 05
**Significantly different from control, P<0.01
Table 10. The plasma concentrations mated female rabbits and their fetuses treated with telithromycin
Animal Parameters Day 20 mg/kg/day 60 mg/kg/day 180 mg/kg/day
Mated female Co D6 0.051 +0.034 0.146 + 0. 046 1.6+1.2
(mg/L) [LOQ-0. 146] [0.014-0. 228] [0.23-5.25]
[min-max]
Mated female Cu (mg/L) D6 0.376 = 0.066 4.00£0.75 17.0+2.0
[min—max] [0.193-0.490] [2.10-5.72] [12.7-20.9]
D18 0.135+0.070 1.27 +0.66 20.9x1.2
[0.031-0. 336] [0.033-3.12] [19.2-24.5]
Fetus D29 0.011 0.36 0.46
Mated female Com D6 0.017 = 0. 005 0.13+0.10 0.234 +£0.070
(mg/L) [0.008-0.033] [0.017-0. 434] [0.096-0. 429]
[min-max] D18 0.19+0.19 0.140 = 0. 089 1.9+1.2
[LOQ-0.754] [0.013-0.401] [0.21-5.31]

LOQ: concentration below the limit of quantification (0.005 mg/L)

4) FFTVIAFATA VIR

Y754 bOBEHEOK 4B X Y IEIR6 HHOBE
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MHE PR ITR & BRI A B A A S N720, dR
6 HHB XU 18 HH TIIMEFEIC TEL IZF:E S, I%E
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% Table 12 |28 L 720 AR JRARER 130 BETE 12 LEX 200
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Table 11. The body weight gain, food consumption and pregnancy—delivery findings in F 0 females treated with telithromycin
Parameters Control 50 mg/kg/day 125 mg/kg/day 200 mg/kg/day

Body weight gain during pregnancy (g) 150 + 15 147 + 21 131 + 25** 126 + 17***
Difference from controls (%) - -2 -13 -16
BW evolution from day 6 p.c. (%) +67.2 +66.3 +58.5 +56.4
BW on day 20 p.c. 373 +25 371+ 32 354 +40 349 + 28"
Body weight gain during lactation (g) 33+10 33+13 46 + 23 55+ 18***
Difference from controls (%) - 0 +39 +66
BW evolution from day 1 p.p. (%) +3.4 +3.3 +4.9 +6.0
BW on day 21 p.p. 320 + 16 318 + 23 319 + 26 320 =21
FC during pregnancy (g/rat/day) 26.3 25.3 23.0 21.5
Difference from controls (%) - -4 -12 -18
FC during lactation (g/rat/day) 66.9 66.2 65.0 62.0
Difference from controls (%) - -1 -3 -7
Number of mated females 25 25 25 25
Number of non—pregnant females 2 1 6 0
Number of pregnant females (%) 23(92) 24(96) 19(76) 25(100)
Number of females with live born pups 23 24 19 25
Gestation index (%) 100 100 100 100
Number of implantation sites 13.8+2.0 13.9+3.2 13.6+3.7 14.3+1.7
Number of pups delivered 13.2+1.9 13.2+3.1 12.2+3.7 12.9+2.0

BW: body weight, FC: food consumption, p.c.: post—coitum, p.p.: post—-partum
*ox® %% *Significantly different from control, P<0. 05, P<0.01, P<0.001
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Table 12. Reproductive findings in F 0 females treated with telithromycin
Parameters Control 50 mg/kg/day 125 mg/kg/day 200 mg/kg/day
Number of live fetus at birth 303 317 231 323
Sex ratio at birth — % of male pups 47.9 52.1 48.5 48.0
Number of pups dying from day 1 to 4 2 3 2 14***
Number of surviving pups on day 4 (%) 301(99.3) 314(99.1) 229(99.1) 309(95.7)*"
Number of surviving pups on day 21 (%) 300 313 227 309
Lactation index on day 21 (%) 99.7 99.7 99.1 100
Body weight day 1 6.7+0.5 6.8+0.6 6.7+0.9 6.1+0.6"
day 4 9.8+0.8 10.0+1.0 9.9x1.6 8.6x1.0%"
day 7 14.5+1.2 14.9+1.4 14.7+2.3 13.0x1.6%*
day 14 27.8+2.5 28.8+3.1 27.6+3.9 26.0+2.9
day 21 43.2+5.3 44.0+5.6 42.7+7.0 40.1+5.9

2% 22 Significantly different from control, P<0. 05, P<0.01, P<0.001

Table 13. Mating, fertility and caesarean section data in the F 1 male and female animals from mother rats treated with telithromycin
Parameters Control 50 mg/kg/day 125 mg/kg/day 200 mg/kg/day

Number of paired males 19 20 20 20
Number of males able to mate 19 20 19 20
Mating index (%) 100 100 95.0 100
Male fertility index (%) 100 100 100 100
Number of paired females 19 20 20 20
Number of mated females 19 20 19 20
Mating index (%) 100 100 95.0 100
Number of pregnant females 19 20 19 20
Female fertility index (%) 100 100 100 100
Corpora lutea (mean no. /female) 17.3 17.4 18.6 17.1
Implantation sites (mean no. /female) 15.1 16.1 16.2 15.1
Pre—implantation loss, total (%) 43(18.1) 26(7.5)* 46(13.0) 40(11.7)
Live concepti (mean no. /female) 14.3 15.1 14.9 13.9
Post—implantation loss mean no. /female and (%) 0.8(5.2) 1.0(6.5) 1.2(7.5) 1.2(7.9)

*Significantly different from control, P<0. 05
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Reproductive and developmental toxicity studies of orally administered telithromycin (TEL) were carried
out in SD rats and Himalayan rabbits. At first, in studies on fertility and embryonic development to
implantation in rats, TEL of 50, 150 and 300 mg/kg/day were administered orally throughout pre-mating
period, mating period in males, and in females, throughout pre—mating period, mating period and during
pregnancy, until implantation. Although mating was not affected at any dose-level, fertility index,
testicular head sperm count and daily sperm production rate in males, and fertility index in females were
reduced at 150 and 300 mg/kg/day, and the number of corpora lutea was also reduced at 300 mg/kg/day.
Consequently, under our experimental conditions, it is estimated that the No Observed Adverse Effect
Levels (NOAEL) on paternal and maternal tolerance are 150 mg/kg/day and NOAEL on the development
and maturation of gametes is 50 mg/kg/day. It is also considered that NOAEL on mating behavior and
fertilization are 300 and 50 mg/kg/day, respectively and NOAEL on pre—implantation and post—
implantation loss is 300 mg/kg/day. In the studies on rat embryo—fetal development, TEL was
administered orally at dose levels of 50, 150 and 300 mg/kg/day during the period of fetal organogenesis in
rats. Pregnant females showed slight signs of toxicity at 150 mg/kg/day, and increased at 300 mg/kg/day.
No significant disruption of development and dysmorphogeny of offspring were observed at 50 and 150 mg/
kg/day. Anomalies (incomplete ossification of cranium cervical vertebrae and extremities of paws) and
malformations (bent ribs) were observed in fetuses born from the group treated with 300 mg/kg/day. These
effects were associated with maternal toxicity. It is considered that in terms of maternal tolerance NOAEL
is 150 mg/kg/day and in terms of embryo—fetal development NOAEL is also 150 mg/kg/day. In the studies
on rabbit embryo—fetal development, rabbits received daily doses of 20, 60 and 180 mg/kg/day of TEL from
the 6th to the 18th day of pregnancy. Dose—dependent reduction of food intake and body weight gain was
detected in the dams from doses of 60 mg/kg/day. The hematological and blood biochemical parameters
were not impaired by TEL except increased ALP at 180 mg/kg/day. In addition, autopsy of the dams did
not reveal any macroscopic changes in the liver and kidneys. Apart from marginally delayed growth of
fetuses at 180 mg/kg/day, the embryo—fetal development was not disturbed, and the intrauterine death
rate was not increased. In morphological examination of the fetuses, no effects were observed on the
findings of variation, anomaly and delayed ossification, and indications of teratogenic effect. The plasma
levels of TEL in mated females were apparently dose-related. Plasma concentrations declined rapidly after
treatment and there was no evidence of accumulation after repeated dosing. Fetuses, too, were exposed to
TEL at a low level. Based on the results of this study, it is evaluated that NOAEL on mated female and
embryo—fetal rabbits are 20 and 60 mg/kg/day, respectively. In the studies on pregnant, lactating female
and on the development of the conceptus and offspring, the test compound was administered to pregnant
rats from implantation through lactation at dose levels of 50, 125 and 200 mg/kg/day. The test substance
produced only a slightly lower body weight gain and food intake at 125 and 200 mg/kg/day. At 200 mg/kg/
day, the body weight of pups at birth was about 10% lower than controls as the result of a slight
intrauterine growth retardation. As a consequence, the early post—-natal survival rate and body weight gain
during first four days of the lactation period of the F 1 pups were slightly decreased. However, viability and
growth rate during the rest of the lactation period were subsequently normal. No late adverse effects
during the period weaning to sexual maturity occurred in any group and the reproductive capacity of the
F 1 animals was not affected by treatment with the test substance. Under our experimental conditions, it is
estimated that NOAEL on maternal tolerance in pregnant/lactating F 0 females is 50 mg/kg/day, NOAEL
on pre— and neo—natal development in F 1 animals is 125 mg/kg/day, NOAEL on post—-natal development
and fertility in F 1 animals are both 200 mg/kg/day.



