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Imipenem/Cilastatin sodium (MK-0787/MK-0791) : 5 » riz st %
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1. ERE:
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&R Lo
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MK-0787/MK-0791
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g. BEFL L SRERMKEE DT > DEFOER A& 24~
27 HEER*BEmI oL, RABRE #E T 57D
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EENA - o< ADE R 3R hEHRI LT
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L, HAROHEEOEE Y #ATIC OV TR L
KBI DB TEhotcT v MY, SHBREDHL
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FRRE R TERD LD, BOIORTCL LI T,
Z ENFEZORERCID EE LT,

j. BBHRE : &8 40~41 AR, 27O F 5,,
ORI OVT, FMERBSEEZACERES, BElsg
Bfl¥3E Lioner F.RusN 4+ (Rv oz TRER
E¥M) X - TEEI NI, ThZhORRiNE
& LT, 1% tropicamide ¥ (Mydriacyl, Alcon) %4
R L7

k. ZEC: R 17~18 Bie, SKXEYRS TR-
BEOMEHEE 1% 1 DEIA TR IR B0 Okl
IORTOFEXHER LK (ER0B), ZRLLHE
PEDH Lic, REKEIL 16 ARICRE L,

1. SEE%R : R 21 A2 bITR Fy HEgicov,
SEHZ 1B S SRR BN, £OHDEY
OB, —HOTNTOEFHFECREPT LT
BRICEh, TIARFERLTWISEERIE, FHEY
B E T e, SRR EIROERFLLE,

Table 1 Average body weights (g) of Fo females during gestation

and postpartum periods

Control | Control | MK-0787/MK-0791 (mg/kg/day)
Treatment group I I 20/20 80/80 320/320
Average body weight (g)
during gestation®
Day 0 243 240 239 240 236
Day 6 283 282 281 277 273
Day 8 287 289 284 283 271
Day 10 296 300 292 289 2850
Day 12 305 313 302 300 296
Day 14 313 324¢ 311 308 306
Day 16 330 341 328 322 323
Day 18 357 368 355 349 349
Day 20 391 402 389 383 381
Change!
Days 6 to 18¢ 74 86 74 71 76
Days 18 to 20 34 34 34 34 32
Days 6 to 20° 107 119 108 105 107
Average body weight (g)
during lactationf
Day 2 303 303 298 302 296
Day 21 347 346 345 350 347
Change
Days 2 to 21 45 43 47 48 51

2 Includes all pregnant females.

® Excludes female 83-0128 found dead on Day 8 of gestation.
¢ Average weight excludes females 83-0035 and 83-0036, whose Day 14 weights

were inadvertently not taken.

4 Includes only females surviving to the end of each interval.
© Statistical analysis adjusted for Day 6 weights.
{ Includes all pregnant famales that complete parturition.
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(v) SERFE/ERERY
(v) 4FBFSE (—HETPE) (BREREE
BRI XY, DB THRE L),
(3) BRZETH LMYy :

(2) 4£#%1\8 04FEFE/IRFR Stk& 38
BRI DR Ot L OES 3 BRILINO REET
%[0

(3) 4# 1,7 14 X021 HOBILIHKHE (O
%1 B OMEFEEYLEIEAL, ERBHORE S
XUO—EFEIC X DR L),

(4) ERRStOFEBZLICH

(5) AoFEMMERHFORELIH

(6) ERMHREBRHORE LA

(7) HIABGE—MHELD BAK 181G 138
¥ TROWTEN Lic, SEELLA S VT, ERf
MR IS D3T, FHRLRRMRIGA AT X O AR pEREE]
RIS ET - 10

(8) WETHREEOCHEZLLH

(9) EMPEXRICBELICH

10) F—7v7 4L FRBR—BAL KB
(DD BIOBE LT » b DE|S (FISHER O
R

A1) KEBRABR—EZ AT Z & DRBEATHIERFR]
X USERRER

(12) FRGEHOGEEL

(13) ZBRBI ¥ TRE Lk

14) HihE CIRE LR

c. Fp ttfREMp -

(1) BRBEFR

Table 2 Reproductive status table in Fo females

Treatment group Control Control 20/20 80/80 320/320
1 11 mg/kg/day | mg/kg/day | mg/kg/day
Total number of females 35 12 35 35 35
Live pregnant to
et 23 0 20 18 21
-section
Live pregnant
to delivery 11 12 11 11 11
Live not pregnant 1 0 4 6 2
Died pregnant 0 0 0 0 1
Time to parturition® 2.0 1.5 2.0 1.6 1.8
Postimplantation survival
rate (%) 93.2 94.1 93.6 93.9 9%.1

*Expressed as reconverted rankit treatment means in units ( 1 through 9 ) which represents
consecutive 8-hour time segments after 9: 00 a.m. on day 21 of gestation.

*Expressed as reconverted rankit treatment means of the number of live pups divided by the
number of metrial glands for each female X100.
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(2) 4% 1B OEFF/ AR
(3) 4% 1\AOHKE (LERF, EREES X

— BT T TR LTc)o
1. # 3
1. F, M@y -
a. BEER BB SHEOMEMC, BHEYTRTE
RIS bhich -7,
b. JET-E : 320/320 mg/kg/day EED 1 FlOMEA 3 B
BoETHESK XX 1551, 7— A HTHED,

F O 15~20 HIZFET Lz, IR L THIRAICEZEL
fett, ERERATHto LichinaT, TORLEHE
WL L OBERTRETH 5, MIFECTHITRD LI
Motco

c. {k&E : Table 1 IRTZ &L, HEMMGE IO
BABRS, FEENCNT2EDESEOBREIRE
hishote,

d. 1EE, it L UM2E, : Table 2 RRT &L,
Fo MBHY DIESR, i B\ IRIFLICH LT Ky s
DEBIRD LRI o1,

e. HRATR : FEEIBIE LIE R ih -1,

2. F, RBM—HER

a. B/ BAFRECRE XOEFKRTFSE:

HARMEECR, BRE RRER, &S Loge
FRELBRLICER, Bd DV BRFORt Ry
LT, RS OREIRD LRI > (Table3),

BT #:5- 320/320 mg/kg/day BEDEEMEOHE;,
BIRAE SR BB HAN 3% OBRAERL, Thiy, %
E (P£0.05) OB TH-7o
20/20 3 X v* 80/80 mg/kg/day BETIX, AHEKFOHE
X LTRSS OB BIRD bhith o1z,

b. PAFFEIZ

(1) StF#rE : Table 4 IR LIE Y, 320/320mgf
kg/day B0 1 GIOMBIFICREN BEIhizh, top
FIXERREMCHZORBZELH D 0.77% : %%%)
EYBRECBEE LI D LIELL hit v, £0fik
13, AEOEIESRIL T,

(2) PIERE : Table 5 RLAEZEL, KRS
TR\WT, EFUELRTRTRILE LR -1z, 80/80

Table 3 Laparotomy summary table

Treatment Control T 20/20 80/80 320/320
reatment group ontro mg/kg/day | mg/kg/day | mg/kg/day
Females
Total females 24 24 24 24
Live pregnant 23 20 18 21
Live not pregnant 1 4 6
Dead pregnant 0 0 1
“, preimplantation loss (litter mean)®" 15.5 14.5 17.8 22.6
Implants
Implants 345 295 260 311
Implants/pregnant female 15.0 14.8 14.4 14.1
Resorptions and dead fetuses®
Resorptions 17 12 15 19
Dead fetuses 0 0 0 1
(resorp+dead fet)/imp (litter mean) 0.047 0.039 0.060 0.064
Live fetuses®
Live fetuses 328 283 245 276
Live fetuses/pregnant female 14.3 14.2 13.6 13.1
Male fetuses 163 141 117 127
Female fetuses 165 142 128 149
. Live fetal weight (g) (litter mean)® 3.80 3.79 3.82 3.70°
* Significantly different (p <0.05) from the control.
* Excludes data from female dying before termination of study.
b Percent preimplantation loss=! no. corpora lutea—no. 1mplantsx 100

no. corpora lutea

¢ Statistical analysis adjusted for time of sacrifice and litter size.
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Table 4 External fetal examination summary table
20/20 80/80 320/320
Treafmer_lt group Control 1 mg/kg/day | mg/kg/day | mg/kg/day
Fetuses
Number examined 328 283 245 276(1)
Number with malformations 0 0 0 0
Number of malformations 0 0 0 0
Number with variations 0 0 0 1
Number of variations 0 0 0 1
Litters
Number examined 23 20 18 21
Number with malformations 0 0
Number with variations 0 0 0 1
Type and number of fetal alterations : Class
Local edema (V) 0 0 0 1
(V)=Variation
Numbers in parentheses represent dead fetuses out of total number
Table 5 Visceral fetal examination summary table
Treatment group Control 1 20/20 80/80 820/320
mg/kg/day | mg/kg/day | mg/kg/day
Fetuses
Number examined 101 87 76 86(1)
Number with malformations 0 0 0 0
Number of malformations 0 0 0 0
Number with variations 0 2 2 2
Number of variations™ — T 0 2 2 2
Litters
Number examined . . . R .23 . .20 | . 18 21
Number with malformations 0 0
Number with variations 0 2 2 2
Type and number of fetal alterations : Class
Brachiocephalic trunk variation (V) 0 0 2
Slightly distended ureter (V) 0 1 0 1
Focally hemorrhagic adrenal (V) 0 1 0
(V) = Variation

Numbers in parentheses represent dead fetuses.

mgfkg/day FED 2 HloD BafFdk X O 320/320 mg/kg/day
O 1 foRFCHEBROZRABES WM, 0
ERZhE CORRONBRCABOERER (0.16
%P RRER) TEUTWHE Lk, EMHr5IcbIE L
RADEREL S\, 20/20 35 X UF 320/320 mg/kg
[day B % 1 Gl BAFFICBEEE O RE DILIE A & - Fo b3,
ChIRThE CORROMNBRECIE LTALRS b 0
ThHY (0.28%), THHESCEE Li=b D T i3\
/20 mg kg/day B 1 5] fa i BB R R M H A%
BRIhA, THhIXBRREMEILTHD LELS
hae Toficis, PROTLRBE S hish T,
(3) BHRE: Table 6 LRI &L, BRBET
BT, BEAMMLY R RILE - feo EIRE (1

Y 1~2 GIORP O L 2 » OFL (lEDH
W, WEOEW, BRIWE, B, WEERS X O
BHERV LEROEERSL) 2, EYPBREHCERLL
2, RBECIEDORIch ot LL, Zh5DZE
iy, BERRMELEFHCH/BLTEY, ThETOR
BRONBRCETLLOLAETHD (IHEHE0.13
%, MaBEHY 0.09%, WIREHE ; 0.60%, HEkh; 0.19
%, MBER;6.16%) = &b, EYREHEELL
PDLIIEL LRIV, OB DOEILE XUV Table 7
R L LB ETEC ST, SBRECELEbOL
A&7V LERUTOBE THER LI, '

3. F, {-REp—4EH% -

a. ERBOEFRLIFTR : Table 2 KR LT &
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Table 6 Skeletal fetal examination summary table excluding incomplete ossifications
20/20 80/80 320/320
Treatment group Control I mg/kg/day | me/kg/day | mg/kg/day

Fetuses .
Number examined 328 283 245 276(1)
Number with malformations 14 0 10 1
Number of malformations 14 0 10 2
Number with variations 41 54 40 29
Number of variations 41 54 40 29

Litters
Number examined 23 20 18 21
Number with malformations 3 0 2 1
Number with variations 14 11 11 12

Type and number of fetal alterations®: Class
Sacral vertebra malformation (M) 0 0 0 1!
Missing vertebra (M) 13 0 8 1!
Hypoplastic rib (M) 1 0 0 0
Sternebral malformation (M) 0 0 2 0
Wavy rib (V) 0 0 1 0
Cervical rib (V) 0 1 2 2
Lumbar rib (V) 41 52 37 27
Sternebral variation (V) 0 1 0 0

(M)=Malformation (V)= Variation
Numbers in parentheses represent dead fetuses.

* Identical superscripts within the same column denote malformations from the same fetus.

Table 7 Incomplete ossification summary table

Treatment group: Control I 20/20 80/80 320/320
mg/kg/day | mg/kg/day | mg/kg/day

Fetuses

Number examined 328 283 245 276

Number with sites of incomplete ossification 56 44 61 56

Number of sites of incomplete ossification 56 44 61 58
Litters

Number examined 23 20 18 21

Number with sites of incomplete ossification 16 13 14 13
Sites of incomplete ossification

Incomp. oss. cervical vertebra 0 0 0 1

Incomp. oss. skull bone 0 1 0 0

Incomp. oss. sternebra 56 43 61 56

Incomp. oss. pelvic bone 0 0 0 1

O FOEROEFERB LT, ¥R 5 op8izsbh
fehodc, Table 8 THh bR D & &<, 20/20 mg/kg/day
s\, AR (P<0.05) &\ REDEFDIEL
HER 2~T B CHBETI0 THHOHL, 2H%E
©) &, &% 2~21 B (WBETIR261T 5 5 O oat
L, SHIRD) RBH LI, ThALOEEIROWTIL,

REMBIEA 2 &, B XV hE CONBEIC R
DHETHLRT BT &b, EWHEBIE L
DERELDLRIE e BEABICE\ S TIREFDIE 23

Dhhiehotc,
b. EXRE#+ LU, : Table 9 iIwRLEZES,

Fi BEFORET, AL RT LA,
720 20/20 ¥s X 0° 80/80 mg/kg/day BED% 1 FOEMFL
BMEERNABRI LN, &hanBROBFCL—H
HCRBET2ERTH Y, KpsclELLbOLR
%2 bhicys, 20/20 mg/kg/day BEds X OB IRO%
1 GIORAFIC B A3 & hic, BRI DR
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Table 8 Summary of status of F1 generation prior to weaning
20/20 80/80 320/320
Treatment group Control I Control II me/ke/day | mg/ke/day | me/ke/day

Namber of litters® 1 12 11 1 11
Day’ll‘ot,:;ﬁﬁzft ;ﬂ pups 148 179 156 150 161

Sex males/females 84/64 89/90 84/72 71/79 82/79

No. live 146 179 154 150 161

Live pups/total pups (litter mean)® 0.989 1.000 0.988 1.00C 1.000

No, live after reduction 88 9% 88 88 88

No. dead 2 0 2 0 0

No. live per litter 13.3 14.9 14.0 13.6 14.6

Ave. pup weight (gm)/litter®* 6.38 6.40 6.34 6.06 6.34
Day 7 postpartum

No. live 88 96 86 88 88

No. dead Days 2 to 7¢ 0(2) 0(0) 2*(4) 0(0) 0(0)

Ave. pup weight (gm)/litter 14 08 13.55 13.97 13.53 13.64
Day 14 postpartum

No. live 88 94 83 87 88

No. dead Days 8 to 141 0(2) 2(2) 3(7) 1(1) 0(0)

Ave. pup weight (gm)/litter 29.88 30.08 30.39 29.28 29.35
Day 21 postpartum

No. live 88 94 83 87 88

No. dead Days 15 to 214 0(2) 0(2) 0(7) 0(1) 0(0)

No. dead Days 2 to 21 2 2 7* 1 0

Ave.pup weight (gm)/litter 50.86 50.34 50.45 49.38 49.44

*Significantly different ( p<0.05) from Control I.

* Includes only litters of females which delivered live pups.
b Expressed as reconverted rankit treatment means.

¢ Statistical analysis and means adjusted for length of gestation and number of live pups on Day 1.
4 Numbers in parenthesis represent the cumulative total of dead pups.

Table 9 Results of external, visceral, and skeletal examination of Fi pups

MK-0787/MK-0791 (mg/kg/day)
Treatment group
CI ClI 20/20 80/80 320/320
Pups
No. examined externally 148 179 156 150 161
No. examined viscerally
and skeletally® 2 2 7 ! 0
No. with malformations 1 0 0 0 0
No. of malformations 3 0 0 0 0
No. with variations 1 0 2 1 0
No. of variations 1 0 2 1 0
Type and number of alterations®®
Anasarca (M) 1! 0 0 0 0
Microcardia (M) 1t 0 0 0 0
Split sternum (M) 1! 0 0 0 0
Lumbar rib (V) 1 0 1 0 0
Sternebral variation 0 0 1 1 0

*Includes only dead pups.

"M=Malformation, V=Variation

‘Identical superscripts within the same column denote malformation from the

same pup.
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Table 10 Summary of developmental signs of F1 generation
Average number of days postpartum to occurrence(males and females)
Treatment group Right 'N‘ geo Aud Vag Tes
Control I 4.0 75 | 132 35.4 | 272 .-
Control II 4.0 6.8 13.3 34.9 27.0
20/20 mg/kg/day 3.4 7.4 13.0 35.4 27.0
80/80 mg/kg/day 44 7.4 13.2 34.6 28.3*
320/320 mg/kg/day 4.2 7.2 13.2 35.8 28.6
* Significantly different { p<0.05) from the Control I group. ’
Right=surface righting, Aud=auditory startle, Tes=testes descent,
N geo=negative geotaxis, Vag=vagina1 canalization
Table 11—1 Average body weights (g ) of F1 females during postweaning period
Week
Treatment group —
1 2 3 4 5 6 7 8 9
Control I 78 119 162 190 212 230 249 264 273
Control II 78 119 164 188 214 231 248 260 269
20/20 mg/kg/day 75 114 159 185 210 227 244 258 266 '
80/8Q mg/kg/day 77 118 164 192 219 238 254 266 280
320/320 mg/kg/day 77 118 158 185 208 225 241 253 260
Table 11-2 Average body weights (g ) of F1 females f%ﬁ)&: ShicRignRb '%75’,’)_7‘5 (%ﬁﬁﬁti‘ib\ﬂi
during postweaning period BV ENER 35 HTh-oditH L, 38~41 B Chy
1o CRLOMETEDBKO LA, Khls il
Treatment Week Total wt p .
group 10 | 11 | 12 | 13 | changebe ELbord Liie\o 20/20 mg/kg/day ﬁ#'('(d, %
Control 1 253 | 287 | 29 TR T % BEILIe D » Too - :
ontro 1| 302 224 - —
£. t :T XU 12 RL R E
Control 1I 273 | 281 | 286 | 297 219 %&?Lféﬁii able 11 3 10 12 0’71\‘Lf~. t
20/20 mg/kg/day | 276 | 275 | 280 | 208 | 215 O BAROGECK LT, HANORpRIO¥E
80/80 mg/kg/day 290 | 288 | 293 | 306 230 eh i,
320/320 mg/ke/day | 288 | 273 | 277 | 291 214 g. TR :

* Includes all females.

b Total mean weight change in grams from week 1
to Week 13 post weaning.

¢ Average matemal body weights during gestation
appear in Table 15.

C. —REIRME : BB 5 ICBE L — IR OB ik
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RIZH L CERDRS DR BIRD bich - eo FilT
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(1) *+—7v 74— F5E : 320/320 mg/kg/day
OB OEBIEL, 4% 35 XV T6 LWL R
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(Table 13),

(2) JK3KBRAER : 320/320 mg/kg/day BEOEHOR
B, HBEHOSLDLEETH- 7 (Table 14),
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W DB 51 X B B B3 7ehs »t= (Table 16, 1Mo

4. F, fcEy :

a. BKHDOEFRK : Table 16 3 L 08 17 RLEE
&L, Fo MBI~ DRpR R, F, tROEFEY



yoL. 33 S—4

CHEMOTHERAPY 237

Table 12-1 Average body weights (g) of F1 males during postweaning period

Week
t gro
Treatment group ™= 2 3 4 5 6 7 8 9
Control 1 85 | 130 | 208 | 269 | 333 | 376 | 418 | 419 | 475
Control II 83 | 137 | 207 | 267 | 331 | 375 | 420 | 450 | 475
20/20 mg/kg/day g2 | 134 | 200 | 262 | 322 | 367 | 409 | 441 | 461
80/80 mg/kg/day gl | 135 | 204 | 265 | 329 | 377 | 419 | 451 | 470
520/320 mg/ke/day | 83 | 134 | 201 | 259 | 321 | 367 | 409 | 413 | 466

Table 12-2 Average body weights (g) of F1 males during postweaning period

) Week Wt change Week Total
Treatment group 10 11 12 13 | Weeks1 to13*® 14¢ 15 16 17 | wt change®?
Control I 500. 487 509 537 452 545 567 585 5% 510
Control 1I 501 491 516 541 458 557 574 594 605 521
20/20 mg/kg/day 490 469 494 521 439 541 557 575 590 508
80/80 mg/kg/day 508 491 512 542 461 554 570 601 605 523
320/320 mg/kg/day | 493 488 510 536 453 538 560 578 588 506

a Total mean weight change in grams from Week 1 to Week 13 postweaning

b Includes all males

* Excludes body weights of males not required for breeding, which were-sacrificed~-Week 13.
d Total mean weight change in grams from Week 1 to Week 17 ‘postweaning

Table 13 Results of open field tests in the F1 generation

Day 35 postpartum Days 76 or 77 postpartum
Treatment Mean No. Rz'ats Mean No. Rats
group No. squares defecating/ No. squares defecating/
entered® No. tested entered?® No. tested
Control I
Males 96.2 3/11 60.8 /11
Females 109.5 3/11 104.4 0/11
Control 1I
Males 77.3 1/12 54.3 2/12
Females 108.5 1/12 102.0 0/12
320/320 mg/kg/day
Males 94.9 0/11 57.4 2/11
Females 105.6 0/11 101.9 0/11

*Expressed as reconverted rankit treatment means.

@ Liehote, 2020 mg/kg/day BEDEFRITIT,
BETIHHNEE (P=0.05) DFANED LRI,
UL, AREEEDS RS, OB 2 FloH
T IhBEYRECBIE LD THD LIZELOR
oo BE, LY BEEOEFECRIAINE TOMNE
HETEDOh T3,

b. £8 1 BOBEFOMKE : Table 17 v b h 558
b AR AOEFOGEICK LT, Kb icBlEL
RYB T 5%, 80/80 mg/kg/day BED AFFD
BEROWT, BE TS 0EE (P<0.05) DR/

Mbhote LML, XbEVAER (320/320 mg/kg/
day) TRWTREENTHOLNTELT, L EY
BETBEE L D EEEL LN,

c. LEREH LML F EFCE T, ABHRE
BEEINich - 1o (Table 18), tELIE, £BCB T
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Table 14 Results of the swimming maze test in the F:1 generation on day 48

or 49 postpartum®

Trial 1 Trial 2 Trial 3
Treatment group | Egeape No. Escape No. Escape No.
time errors time errors time errors

Control I

Males 55.5 3.8 23.0 1.8 19.9 0.8

Females 46.5 5.1 15.2 0.8 15.3 1.0
Control II

Males 60.9 5.8 18.4 1.6 31.2 3.7 |

Females 51.4 3.9 20.2 2.0 16.1 1.0
320/320 mg/ke/day

Males 52.0 3.2 15.9 0.8 28.7 3.5

Females 57.9 4.7 15.0 0.9 16.9 1.0

sExpressed as reconverted rankit treatment means.

Table 15 Average body weights (g) of Fi females during gestation

and postpartum periods

Control | Control |MK-0787/MK-0791(mg/kg/day)
Treatment group
I It 20/20 80/80 | 320/320
Average body weight (g)
during gestation®
Day 1 319 305 297 324 295
Day 20 437 437 421 449 436
Change
Days 1 to 20 118 132 123 125 141
Average body weight (g)
during lactation®
Day 2 354 335¢ 322 372 342

* Includes all pregnant females.

* Includes all females that completed parturition except as noted.
¢ Excludes female 83-0371 which was found dead prior to taking Day 2 postpartum

weight.

Z05%, £ LTHEA L LTHV5R1% DNA X
U RNA D& BERILESHIERLRET 5 2 Lok
LRTWAAR, 3RIV4ETHIHANBEDOSE 1T,
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77y RARY VRHAYBEILENSHBH, =2V vFK
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Table 16 Summary of reproductive status of F1 females
20/20 80/80 320/320
Control I Control I
Treatment group mg/kg/day | mg/kg/day | mg/kg/day
Total mumber of females 11 12 11 11 11
Live litter on day 1 postpartum 9 7 10 9 11
Live not pregnant 1 3 1 1 0
Preg delivered no pups 1 0 0 1 0
Died postpartum 0 1 0 0 0
Not bred 0 1 0 0 0
Total number of identified matings 11 11 11 11 11
Days 1 to 4 of breeding 10 10 10 10 11
Days 5 to 8 of breeding 0 1 0 1 0
Days 9 to 12 of breeding 0 0 0 0 0
Days 13 to 16 of breeding 1 0 1 0 0
Time to mating® 1.1 1.1 1.1 1.1 1.0
Time to parturition® 2.3 2.1 2.6 3.1 2.0
Post-implantation survival rate (%)¢ 88.5 94.0 91.5 88.1 89.7

* Expressed as reconverted treatment means in units (1 through 4) which represent four consecutive
4-day periods after the beginning of cohabitation.

b Expressed as reconverted treatment means in units (1 through 9) which represent consecutive
8-hour time segments after 9 : 00 or Day 21 of gestation.

¢ Expressed as reconverted treatment means of the number of live pups divided by the number of
metrial glands for each female X 100.

Table 17 Summary of status of F2 generation at parturition

20/20 80/80 320/320
Treatment group Control I | Control II me/kg/day | mg/ke/day | mg/ke/day

Number of litters® 9 8 10 9 11
Day 1 postpartum

Total no. of pups 102 100 144 9% 151

Sex males/females 46/56 54/46 79/65 46/50 68/83

No. live 102 100 142 9 150

Live pups/total pups (litter mean)® 1.000 1.000 0.985* 1.000 0.995

No. dead 0 0 2 0 1

No. live per litter 11.3 12.5 14.2 10.7 13.6

Ave. pup weight (g )/litter® ¢ 6.82 6.60 6.28 6.23* 6.54

* Significantly different ( p<0.05) from Control I.

* Includes only litters of females which delivered live pups.

b Expressed as reconverted rankit treatment means.

¢ Statistical analysis and means adjusted for time to parturition and litter size.

Table 18 Results of external, visceral, and skeletal examination of F2 pups

. MK-0787/MK-0791 (mg/kg/day)
Treatment group
ClI cu 20/20 80/80 320/320
Pups

No. examined externally™® 102 100 142(2) 96(2) 150(1)
No. litters examined 9 8 10 10 11
No. with malformations 0 0 0 0 0
No. with variations 0 0 0 0
No. of variations 0 0 0 0

*Numbers in parentheses represent dead pups.
*Numbers in brackets represent dead futeses.
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IMIPENEM/CILASTATIN SODIUM : TERATOGENICITY STUDY IN RATS
PRE-AND POSTNATAL OBSERVATION

Rosert L.CLark, Ricuarp T.RoserTson, James S.MacDonarp and Derwin L. BokeLman
Merck Institute for Therapeutic Research

Taxkaak! Fuju

Research Laboratories Nippon Merck-Banyu Co., Ltd.

Imipenem(MK-0787) is a new broad spectrum beta lactam antibiotic. Coadministration of cilastatin
sodium(MK-0791) and MK-0787 prevents the renal metabolism of MK-0787 and promotes urinary reco-
very of unchanged antibiotic.

The present study was performed to evaluate the potential teratogenicity of the combination of these
agents and the effects on growth, development, behavior, fertility and reproductive status of F; of-
fspring. The drug combination was administered to three groups of 35 mated F, female CRCD albino
rats at dosage levels of 20/20, 80/80, and 320/320 mg/kg/day once daily on days 6 through 17 of gesta-
tion. Drug was administered intravenously to the 20/20 and 80/80 mg/kg/day groups and subcutaneously
to the 320/320 mg/kg/day group. A fourth group of 35 females (Control I) received saline intravenously
and a fifth group of 12 females (Control II) received saline subcutaneously.

Twenty-four females from each of the Control I, 20/20, 80/80 and 320/320 mg/kg/day groups were
selected to undergo cesarean section on day 20 of gestation. The reproductive status and corpora
lutea count as well as results of external, visceral, and skeletal examinations of fetuses were recorded.
All females in the Control II group and the remaining 11 females in the other groups were allowed
to deliver naturally. The F; pups were reared to sexual maturity and mated to produce an F, genera-
tion.

There was no evidence of teratogenicity or feto-toxicity based on the external, visceral, and skeletal
examinations of F; fetuses and the external examination of F; pups except a slight but
significant (P<0.05) treatment-related decrease in live fetal weight in the 320/320 mg/kg/day group.

There were no effects of treatment on the viability of the F; generation. There were no treatment-
related physical signs, preweaning or postweaning body weight changes in the F; generation.

There was a slight but significant (P<0.05) increase in the age of testes descent among F, males
in the 80/80 mg/kg/day group. In addition, 2 pairs of small siblings in the 320/320.mg/kg/day group
were oldest in age at time of testes descent. These greater ages for time of testes descent may have
been treatment-related. There was no effect of prenatal treatment on testes descent in the 20/20
mg/kg/day group and no effect on the occurrence of other developmental signs at any dosage level.

There were no effects of prenatal treatment on the behavior test and fertility test in the F, gen-
eration.  The maximum no effect level of the drug combination is considered to be 80/80 mg/kg/day

although the dosage level caused delayed testicular descent, the change was very slight and within
normal variations.



