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1-ethyl-6.8-difluoro-1.4-dihydro-7-(3-methyl-1-piperazinyl)-

4-0x0-3 -quinolinecarboxylic acid hydrochloride

Fig. 1. Chemical structure and chemical name
of NY-198
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Fig. 2. Body weight of crab-eating monkeys in 13-week oral administration test of NY-198

and 4-week recovery test
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HABEHRITHCED S ELIRBD STz, »
FHDOBGHRORBIC L FSOBBII -T2,
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Fig. 3. Food intake of crab-eating monkeys i

and 4-week recovery test
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13-week oral administration test of NY-198

BRI e 5 72, 125 13BDRET, 50me/
kBB & UF100me/kgBED K 252 N DR 5-RijfE I
NEHD 572, TN H50mg/keBETHBREE & DRIICHET
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Table 1. Urinalysis of male crab-eating monkeys in 13-week oral administration test
of NY-198 and 4-week recovery test

Group : Control 25 mg/kg 50 mg/kg 100 mg/kg
Items Weeks * 0 4 13 0 4 13 0 4 13 R4 0 4 13 R4
No. of animals : 3 3 3 3 3 3 5 5 5 2 5 5 5 2

Occult blood -
Ketone bodies -

Glucose - 3 3 3 3 3 3 5 5 5 2 5 5 5 2
Bilirubin —
Urobilinogen N
Protein - 3 2 2 2 2 3 3 2 2 2 3 2 0 1
+ 0 1 1 1 1 0 2 3 3 0 2 1 2 0
+ 0 0 0 0 0 0 0 0 0 0 0 2 3 1
pH 7= 2 3 2 2 1 1 4 2 1 0 3 4 2 0
7 1 0 1 1 2 2 1 3 4 2 2 1 3 2
Specific 1.02= 3 2 2 2 2 3 2 2 4 2 2 2 1 2
gravity 1.02< 0 1 1 1 1 0 3 3 0 0 3 3 4 0
Volume Mean 177 280 210 143 147 167 192 250 268 330 326 300 326 510
(ml/day) S.D. 38 150 132 40 40 21 82 131 157 283 211 151 184 85
R : Recovery
Grades :
Occult blood, Ketone bodies, Glucose, Bilirubin : —, Negative
Urobilinogen : N, Normal (0.1-1 Ehrlich U/dl)
Protein : —, Negative, +, Trace, +, 30 mg/dl

Table 2. Urinalysis of female crab-eating monkeys in 13-week oral administration test
of NY-198 and 4-week recovery test

Group : Control 25 mg/kg 50 mg/kg 100 mg/kg
Items Weeks : 0 4 13 0 4 13 0 4 13 R4 0 4 13 R4
No. of animals : 3 3 3 3 3 3 5 5 5 2 5 5 5 2
%ccult blood —
etone bodies -
Bilirubin _ 3 3 3 3 3 3 5 5 5 2 5 5 5 2
Urobilinogen N
Glucose - 3 3 3 3 3 3 5 5 5 2 3 4 5 2
+ 0 0 0 0 0 0 0 0 0 0 1 1 0 0
+ 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Protein - 2 3 3 3 3 1 4 3 2 2 5 2 0 1
+ 1 0 0 0 0 2 1 2 3 0 0 1 2 0
+ 0 0 0 0 0 0 0 0 0 0 0 2 3 1
pH 7= 2 2 1 2 3 0 3 5 2 1 5 4 1 1
7 1 1 2 1 0 3 2 0 3 1 0 1 4 1
Specific 1.02= 1 3 3 2 3 3 3 3 2 2 5 3 2 0
gravity 1.02< 2 0 0 1 0 o 2 2 3 0 0 2 3 2
Volume Mean 143 127 180 147 270 270 134 172 136 180 134 144 130 285
(ml/day) S.D. 45 32 87 12 90 85 97 80 106 42 62 44 27 49
R : Recovery
Grades
Occult blood, Ketone bodies, Bilirubin : —, Negative

Urobilinogen : N, Normal (0.1-1 Ehrlich U/dl)
Glucose : —, Negative, +, Trace, +, 250 mg/dl
Protein : —, Negative, *, Trace, +, 30 mg/dl



377

CHEMOTHERAPY

VOL. 36 S-2

puooas : swi upsejdoquoiryl [eipied pajeAldy - L LJ-V
SPU0DdS ; dWl} UIqUWIOIYI0l — 1d wwo/ : Junod [[30 poo[q ANYM - OdM
sa314003n9a| [iydoseg - qd wwo/ ; s}v[le[d - lelg
$934003)na| [tydoulsoy - q s931400[MO139Y — 1oy
$91400yn9| [1ydorynau Iedpdonu pajuowdeg - IN-89g Uol}BIJUIU0D Ulqo[Foway Ie[nasndiod UBAN - ODHOW
$934503Nn9[ [1ydoinau Ies[onu qeys - AN-IS SI9}1[0JWAJ-[] ; swN[oA IB[Nosndiod UBON - ADIN
sa3ho0[oAwelAIN — SN wuwd/ ; JUNod [[8d poo[q pPay - odd
s93Looydw L1 — T J1I00JRWRY - PH
$93A00UON — W urqo[3oway - qH
v'rT €€ 2’0 L'¢ 0 I ¢ € ¢l 21 I € 0 0 6 €I € 2 S¢ 6¢ ‘a-s
9°2¢ L€ v'or €11 0 0 S 2 1€ 6¢ I v 0 0 09 1S € ¥ L8 LIT Ueay S 00T
o'y 2'¢ ¥0 6°0 0 I € ¢ 8 €I I I 0 0 L €I ¢ € ¥e 62 ‘ars
8'2C ¢'€C 0°0T ¥%°0T 0 0 9 € or 9 0 0 0 0 6V ¥v S 9 98 66 UeI\ S 0S
L'T " 0°S 0'T L'C T I [V, 4 2 9 0 I 0 1 9 9 S ¢ LT 22 ‘as
c'€ S'v¢ 20T S°IT T 0 vy ¥ 9 6¢ 0 I 0 0 19 09 8 9 9L V6 U\ € Se
€€ LT L0 90 T I vy € ST 6 T ¢ 0 0 IT 6 vy ¢ 14 91 ‘a’s
1'9¢ 2°S¢ 9°0T 9701 I 0 L ¢ (431 0 ¢ 0 0 96 €S vy ¥ 10T LOT ueaj € [onuod
4§ 0 €1 0 €T 0 €T 0 €T 0 €1 0 €T 0 €T 0 €1 0 €T 0 sHoop skexuow (8%/8w)
(99s) (99S) q q SN-39g SN-IS A T n (00T %) Jo 'ON dnoip
L1Ld-V Ld (%) weidowayy ogm
9°6 '€ g0 ¥ L0 ¥o 0y L'C 144 92 4 4 L0 LY ‘a’s
¢'1S vey Vo 80 1°0€ 1°0¢€ A1) 299 199 SL9 eV 144 0°€l g'er UesN S 001
0°01 6°01 ¢'0 ¢'0 6°0 80 S0 vl L9 VL 4 S ST 6°1 ‘ars
Loy Sy ¥'0 S0 1°0€ v°0e 9°€9 929 989 8T. 144 Sy T°€T L€l Ueay S 0S
9°GT 0°81 ¢'0 €0 L0 I'T 8'¢ €'¢C 114 a4 T T 10 S0 ‘a-s
44 2'2S S0 LAl 1°0¢ 9°0¢ €9 S°v9 GL9 689 134 144 82l 9°€l UesN € g
9'¢ 6°v 1°0 c'0 T'T 91 98 4 L'y LA 61 € 4 vo T°0 ‘as
L'EV 0" 9% €0 L0 Vo€ L°0€ 829 L'29 S89 869 34 144 T°€el Vet UesN € [onuod
€1 0 €1 0 €1 0 4§ 0 €I 0 4§ 0 €1 0 . sKkayjuouwr (3y/3w)
SY/M . d
(0000Tx)%eld (%) 1oy (%) OHOW (1) AOW  (00001x) 0g¥ (%) WH (1p/3) an §0 N oo
86T-XN JO 1S9} UOIERI}SIUIWPE [BIO JOaM-g] Ul sLajuow Burjes-qe1d ajew jo LSo[ojeway ‘g d[qe]



1988

JUNE

CHEMOTHERAPY

378

dnoi3 [onuod jsurede GO 0 >d : &

puodss : swn unseidoquioly} [enyed pajeAldY — L Ld-V
SPU0J3S : dWI} UIqQWOIYI0L] — 1d wwd/ : Junod [[32 poo[q HUYM - OdM
sa14003na| [1ydoseg — q wwd/ : spvpereld - ield
s314003n3 [Iydoursoy — q mﬁ.»uo?uﬁom - nay
$93£003n3[ [Iydosnau responu pajuswdag -  oN-3og uonje1juIdU0d ulqo[Bowdy Ie[nosndiod WS - DHOW
$914%03n3] [IydoInnau Ied[onNuU qelg - IN-I1S SI9}[OJWOJ — [J : SWN[OA IR[NOSNdIod Ued - ADW
s91400[a A weld — SN wurd/ ; Junod [[8d poo[q pPay - o9
sa1fooydwdy — T J1Id0jeWAY — PH
$931400UO] - W ulqo[3owoyy — qH
02 T'2 ¥0 ¥v0 T I T ¢ 1T 01 T € 0 0 IT 21 ¢ € e 0¢ ‘as
T've ¥'v2 9°0T T°01 0 I € ¥ (4 15 I ¢ 0 0 09 ¢S ¥y 9 98 ¥0T ueay S 001
LT 12 ¢'0 80 T I ¢ ¢ 6 ¢I v ¢ 0 0 [4 S1] § [ 4 98 ¢gg ‘as
9°6¢ 8°92 €°0T S°01 0 0 € ¢ v ¢t v 2 0 0 Sy 6S s S 82T L6 ueay S 0S
L' €1 80 80 I I ¢ 2 ve S T I 0 0 ¢c S T ¢ 62 61 ‘a’s
L'CC ¥v'€e 9°0I 6°6 T I € ¥ ve L2 T I 0 0 LS 29 vy S LL  S6 U € 14
S'T 6'T €0 %0 0 1 € I 6 8 T ¢ 0 0 [4 -} [ ¢ Lz 02 ‘as
L'2C 6'¥%e ¥'0r 9°01 0 0 € I €€ ¥e 0 ¢ 0 0 85 09 S € 68 ¥8 uesy € [onuo)n
€1 0 €1 0 €T 0 €L 0 €T 0 €T 0 €T 0 €L 0 €T 0 €T 0 skaxuow (83/8w)
(933) &) a 4 NP NS W T n (001) M g0 oy dnon
LLd-V 1d (%) weidowsy ogM
v'6 ¥'9 €0 ¢ 0 9°0 S°0 't v'e 09 09 € € [ § ¢'1 ‘a’s
Sy Ly 9°0 9°0 L°62 v°og 6°¢9 0°€9 L¥9 659 84 184 T2t 9°21 U S 00T
99 6°G 8°0 S0 9°0 0T 9y 0°S 06 ¥9 14 € 1 80 ‘a’s
9'¢cy 1281 4 8°0 S0 v'6¢ v-og 1°€9 v'€9 029 S99 6€ [44 VIr L3t Ues S 0s
S 9°L c'0 €0 0 S0 6°T Ve 14 8y 14 4 90 S°0 ‘a's
«V G€ v'Sy S0 L0 L°82 L 62 ¥ 99 4] 8€9 €99 a4 *€E¥ (AN} L'Cl UeBsy € S¢
'8 VIt c'0 9°0 ST ST 6°0 L0 92 6 T T 8'0 80 ‘as
L°0S 6° Ly S0 8°0 €°0¢ 6°62 (A1) 9°€9 8LS 809 8¢ 6€ j At 911 Uesy € [onuo)
€T 0 €1 0 €I 0 €I 0 €1 0 €1 0 €1 0 skoxuow (8%/8w)
SYa9 M .
(0000Tx)Ield (%) woy (%) OHOW (1D ADW  (0000TX) O (%) WH (1p/3) ag JoON dnoip
861-AN JO 1S3} UONBIISIUIWPE [BIO {33M-EL] UI sLojjuowr Sules-qerd S[ewaj jo £3o10jeway y s[qey,



379

CHEMOTHERAPY

VOoL. 36 S-2

dnoi3 jo13u00 jsuiede G0 0 >d : x

Ip/3w ‘opr1adk[duy - o1
Ip/3u - d (ewselq) [p/3w ‘ssoons) — ninH
Ip/3w - e) NI ‘esepndadsuer; [{wein[n-ewwer) — J19H-5
[/bgu - 1D N1 ‘@sepndsdourwe JuIONI — dV1
1/bgu - bl QI ‘esejeydsoyd sureyly -  JIV
I/bgu - eN NI 01 X ‘ose1dysaurjoyr) - qUD
[P/3w ‘suruneary -  jea1) (ewse[q)N] ‘oseuryjoydsoyd aunesr) - 4D
Ip/3w ‘uaBonu eain poolg - NNH (ewse|q) ] ‘OseuadoipAyap d210eT - HAT
[p/3w ‘pidijoydsoyyq - 1d (ewse[q) ()] ‘Oseulwesuel) O1}3JLO[EXO0 dlWeRIN[H) - OO
IP/3w ‘[o193s9]0Yd [eJ0], — o1 ] ‘oseurwesuer} dlAniAd Srwelnis) — 1Ldo
L0 S0 c'0 vo [ € ¥0 L0 2 € 0I°'0 900 6°¢ LS (44 8¢ 02 LT ‘a’s
L'y Ly 0°0T 901 60T 2IT %%y ¢S IST  SST 96°0 x00°T L'6T 202 SPI I L0T  OIT UBIN S 001
70 0T €0 L0 T 14 2’0 20 ¢ S 92°0 920 8'I 9T 02 14 ST [44 ‘a’s
v €V 86 6°01 80T €IT «»'¥ T1°'S 0ST SST IT'T  LT'1 8T L0z 0OST 67T I 221 Uesy S 0S
60 0T ¥o 9°0 I S ¥yo vo0 ¥ S €0 L2°0 €9 ¢V 8 LT 14 91 ‘a’s
6°¢ 0°S 8°0T €°'IT L0T I 8%y 99 2gST 8sT 0T'T #I'T 1°'Sc €€ «0LT €91 62T €€I Uea € 74
60 %0 S0 9°0 € 9 €0 %0 S T $I°0 80°0 02 1°C 8 S LT 02 ‘ars
vy o8y €'0T 901 0IT 211 0°S 9'S  gST LST SI'T 2I'T 6'¢c L'1Z YT OFT LIT  TIT Ueapy € [on3uop
€T 0 €T 0 €1 0 3 § 0 €1 0 €1 0 14 0 €l 0 €1 0 sx99 skojuow (3y/3ur)
d Le] 10 p: | EN jeard NNg 1d oL M Jo 'oN dno1p
9 LT 6 8T ¥ 8¢ €T 1€ 852 691 85¢ 8L¢ L €01 9€ 1S 14 € IT €I ‘a’s
SE ¥¥ I8 €01 88 S6 «¥9 08 9L 0€L 0Ly 6Ly (4] 90T 96¢  S62 8T 61 oe oy uesy S 001
S 8 LT 61 0z ST (A2 (4 S9S €Y 68 (448 19 e 99 29 9 S 8 1T ‘a-s
(43 £ 68 86 172 8 98 698 26L (43 2N () 4 16 8§ 0S¢ SS¢ LT 61 0€ «¥€ Uesy S 0S
6 48 L 1T TIec @2 [4 S 66  66€ <9 81T ¥8 6€T 1L 9 € 4 L 4 ‘as
e oy L ¢8 89 8L I, @28 198 8¥8 LLY  L9S 60T S2I €8¢ ¥8¢ 6T 22 (42, £+ Uesy € ¢
LT 91 4 14} IT 21 8T 021 §69  2€€ ¥z 1.1 (44 62 9S 9T € S 0 Ll ‘as
€€ 6¢ 69 V6 8L 6L L6 191 S20T €0 S6¥ 28y €S 09 S6¢ €92 ve e s 9 ueoy € [oxyuod
€T 0 €T 0 €T 0 € 0 €1 0 €I 0 €1 0 €1 0 € 0 €T 0 syoopM s£ajuow (3y/3ur)
o1l no d1L9O dV1 dIv q40 3dO0 HA1 109 Ld9 jo "oN dnoxp

86T-AN JO 359} UOHENSIUIWIPE [2JO JIIM-g] Ul sA3uow 3unesa-qeld S[ew jo AnSIWLYd (ewseld) wWNIdg g AqEL



1988

JUNE

CHEMOTHERAPY

380

dnoi3 [o1juod jsurede G0 0>d : x

IP/3w ‘SpL1ed4(BLy, ~ oL
Ip/3w - d (ewse[q) [p/3uw ‘esoonir) - np
Ip/3w - e) 011 ‘esepndadsuen; [{wen[n-ewwer) - J1OH-5)
[/bgu - 1D f1] ‘osepndadoulwe UM - JVT
I/bgw - p:4 Q] ‘esejeqdsoyd 3utfeyly - dlv
1/bguw - eN NI 0T X ‘oseraysdur[oqd -  FUD
[p/3w ‘Surupess) - jear) (ewserq) ny ‘oseuryoydsoyd auneard -  Y4D
[p/3w ‘uaBonu vain pooig -~ NAg (ewrselq) ] ‘@seusaSorpAysp onoey -  HAT
/8w ‘pidijoydsoyg - 1d (ewse[d) ()] ‘OseUlWRSUERI} O1)IJBO[EXO dlWEIR[H — OO
Ip/3w ‘[o133s310Yyd [ejO], — ol (] ‘sseurwresuel) o1amiAd swweiny - 145
S0 L0 S0 L0 4 4 °0 970 T 14 St'0 IT°0 62 vy 14 (43 143 6€ ‘as
LY AR AN 28 4 ¢'6 20t 60T TII 0’y ¢S LT €ST  98°0 26°0 ¥'8 96T 29T 99T ¥II 82T uespy S 001
¥o 6°0 0 L0 € 4 S0 90 T 4 00 01°0 91 L1 29 12 €e [44 ‘a-'s
0'e ¢G'e g6 201 01T 01T vy ¢S Lyt 2ST  18°0 16°0 90z 802 281 6ST #2I ¥aI ey S 0S
60 €0 20 %0 € 9 2’0 ¥0 (4 € 90°0 S0'0 97 6°¢ Se 1€ 8¢ 12 ‘ars
¢t 9t 9'6 €01 01T TIT ¥y T'S 0ST %ST  #¥8°0 16°0 S°02 06T SST €91 €eI Oer UBSy € 4
o L0 't S0 S (4 6°0 %0 6 4 PI°0 IT°0 S'2 €9 02 ST €1 01 ‘a-’s
v'e 9¢ 9'6 6°6 TIT TIT L'y 'S eST 2ST 880 160 0'TIg S°02 %I 82T LOT 66 ey € [onuop
€1 0 €1 0 €1 0 €1 0 €T 0 €l 0 €1 0 eI 0 el 0 syo8 sfoyuowr (33/3ur)
d e D p: EN eI Nng Td oL jo o dnoip
9 )8 st Ly cT 61 0c ¢€b 10 8IL S€T  S3T £ S 4 €L 61 T (4 T St ‘as
9 8¥ €L €01 LA T 41 19 S6 00S S¥S vl v «LS P9 91€ 96¢ 61 8T 0g Le UBI g 00T
12 8t 1T 6 6 01 €1 G2 eS¢ 6L €l S¥1 €l €S 94 S 1 14 8 1€ 6V ‘a-s
sy 6% cL 8 S€ LE €9 0L ves o1y 188 STI¥ €e €L €0E €¥e FASIIN 4 g 09 UBI S 0S
91 62 S L T at IT 61 60C T0€ 1L 9L 1T 12 §S [43 S € 0 2t ‘a’s
8¢ 0L €L 96 09 S 9 T TS  0€9 882  8s€ € T eve  Lve 8T 8T 8¢ 8¢ Uespy € 14
4 6 6 (4 14 8 g €2 96T LS €6 eIt 6 19 (44 65 [4 14 ¥ 7 ‘a’s
e 0§ 8L S6 (4 2014 9 98 Ly S8E 99¢  62¥ 6 68 (4 (AN 174 61T 81 0S €S U € [onuon
€1 0 €T 0 €1 0 €0 €T 0 48 0 € 0 €1 0 €0 €0 sysapm sdoyuow (B8y/3uw)
9L o dLOo-D dv1 div qgud AdO HA1 10O LdO jo oy dnoxp

86T-AN JO 1S9} UOHeISIUIIPE [BIO YooM-g] Ul sajjuow Sues-qeid S[ewd) jJo ANsiways (ewseld) WNIag ‘g Sqe]



VOL. 36 S-2

CHEMOTHERAPY

381

Table 7. Serum protein of crab-eating monkeys in 13-week oral administration test of NY-198

Percentage
Group No. of Weeks TP A/G Alb A-G B-G G-G
(mg/kg) monkeys 0 13 0 13 0 13 0 13 0 13 0 13
(Male)
Control Mean 8.3 7.8 1.3 1.4 56.6 57.4 10.4 8.0 18.6 20.4 14.4 14.1
S.D. 0.8 0.5 0.3 0.2 5.2 3.4 1.2 2.3 1.8 2.7 4.6 4.2
25 3 Mean 8.8 7.8 1.3 1.4 56.1 58.7 9.4 5.9 21.8 22.6 12.7 12.8
S.D. 0.3 0.3 0.2 0.1 3.1 1.6 0.2 0.7 3.1 1.5 1.8 0.8
50 5 Mean 8.1 7.1 1.4 1.5 56.8 59.7 11.5 10.7 18.2 17.0 13.5 12.5
S. D. 0.4 0.4 0.2 0.2 3.5 2.7 2.2 4.6 1.4 3.8 2.3 1.9
© 100 5 Mean 8.3 7.5 1.2 1.4 54.4 58.5 9.4 5.7 22.5%23.6 13.7 12.2
S.D. 0.4 0.2 0.1 0.2 1.6 3.3 1.0 0.5 2.0 2.4 1.3 1.4
(Female)
Control 3 Mean 7.6 7.3 1.2 1.3 55.1 56.4 9.1 6.7 20.4 21.7 15.3 15.1
S.D. 0.4 0.6 0.1 0.2 2.7 3.1 0.7 0.6 1.4 0.5 2.4 2.9
25 3 Mean 8.3 7.4 1.1 1.3 52.6 56.9 ‘10.2 6.7 23.6 23.4 13.6 13.0
S. D. 0.2 0.4 0.1 0.0 1.6 0.6 0.5 1.1 2.7 2.4 0.8 0.8
50 5 Mean 8.1 7.4 1.0 1.0 50.7 48.6 10.0 8.7 22.4 25.2 16.9 17.5
S.D. 0.5 0.5 0.1 0.3 2.7 8.2 0.9 2.1 2.5 5.5 3.0 2.7
100 5 Mean 8.2 7.1 1.1 1.3 53.0 55.6 9.6 6.6 21.8 22.8 15.5 15.1
S. D. 0.6 0.3 0.1 0.1 3.3 2.4 1.0 1.0 3.3 1.8 2.4 2.8
TP - Total protein, g/dl
A/G Albumin globulin ratio
Alb - Albumin, %
A-G - Alpha-globulin, %
B-G - Beta-globulin, %
G-G Gamma-globulin, %
*: P<0.05 against control group
(N0.287) 7 MigiA*%5-8i CrafE (185mg/dl) ZRL7z 10) BEGERE

P, %54 B X U1ISBIIZEBNEHNOE (2hth
978 L U*93mg/dl) ERL7

BEEHER : WFNOBEDOWT OB BT H 5
R DR & [BUE 4 BORETENS 5RBI3%» -
72

8) LEX

L5, %55 B L 1281 100mg/keBED T TOEN
P DOWTHEE L7751 L TR0
BB L B BRIl e 572,

9) R

580, %558 LCIZBICBELRY, ZowTh
DRI BT b 100mg/keEEN I 27 158 (No.261) #
AR, HIREATIC X ABETOAMERT & HREN/INK
BEaMIED SN2, L L, FOHOFIDWT D
ML AaRE, &R A MTROAREE, RESY A7
X BHRE, MIRATIC X ZRAREICRE IR s

72

%558 L 12BORET, 15KHz DFHIEIIH L
ERIEOFIY, MBHE2EUTXTOENZICALN
7o D& %l HIRSREE IS I3 FRRE & ARG HERIC
Ee o7, FDMN0.5~ 8 KHz DFFIFICH LT
13, TRTOEDITELAEDFMRIBLI,

11) HIBRAIRFTR

IZSHARIM T8 (Table 8) : XEBEED 5 Wik 5 &
BB WU L HRE, MRS % W ISMEME R OKE,
W7 =F4IC & &, FE8 L UEBOEEHREE
2k 2, BRHIENR) —7'8 L IR 7
4NV PEELEPHRREN, LL, WThoRER
EBWT O RBEHC ARG ZEHTERAEICA L NEK
i3 2o 72, BEEICIY, NEBEOA X 188(No.273)
THEARE R R ROMMA 1 A 4, 100
mg/kgBENA 2 1 88 (N0.269) T AR B RMAIFRIC ALK
DXL VEBEI N, L LEDMOBITIZERBIE
CREIRA LN -T2, 72, RSV
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Table 8. Macroscopic findings in crab-eating monkeys in 13-week oral administration test of NY-198

(Male)
Group:  Control 25 mg/kg 50 mg/kg 100 mg/kg
Organ : Findings No. of animals * 3 3 3 3
Grade of findings: * + H# =+ + H#+ = + H# = +
Stomach : Polyp in mucosa 0 2 0 0 1 0 1 0 0 0 2 0
Cecum or colon : Nodules of oesophagostomum 1 0 0 0 0 O 0 0 O 1 0 0
infestation
Knee joint : A grain-sized infolding in 1 0 0 0 0 0 0 0 O 0 0 0
external condyle of left femur
A grain-sized cyst in external 0 0 O 0o 0 0 0 0 O 1 0 0

condyle of left femur

(Female)
Group : Control 25 mg/kg 50 mg/kg 100 mg/kg
Organ : Findings No. of animals : 3 3 3
Grade of findings- * + H * + H#+ * + H# = + H #
Stomach : Polyp in mucosa 0 1 0 0 1 0 0 1 0 0 0 1 o0

Cecum or colon : Nodules of oesophagostomum
infestation

1

01 2 1 0 1 0 0 1 0 0 1

Grade of findings : =+, slight; +, moderate ; H, severe ; #f, very severe.

L RERALNLD ST,

EESBRI#E T B | 50me/keBEB & UF100mg/kegBfiZ 5\
TSI T RESIRFIO ST REED 5\ (HIREGEHEICA
b FERIC & 3 EERNBALAEGR & i, HBIEB
TUBEEIICIWThoflic b BEIIED LN L -7,
12) WBERBIUVBBREERKEIL
IRERAM TR (Table 9, 10) : 100mg/kgBENA X
138 (No.264) THOMKMERE L MEE L FRED
Fliclt~k & {, FERGKELIIREA XD 2 58
(N0.267, 269 TdhITHIcKkE{, FHETIINE
L ORBICHEIERICER L ELH 720 A XD100mg/
keB¥ 158 (No.285) THERNSORKE» 72, #F
ERAEILIIHBEOELRBETH 7, T, AR
DEIREBOHEELLIS, AR ORICENLh -T2,
KRB RS 2 7)25mg kBt 1 §H(N0.259), 50mg/
kgt 2 5E(No.258, 266) 35 & U¥100mg/ke¥ 1 FA(No
269) THEBEOWThoFIL ) b KEL, HEIZIH
LB & IR BN Z DMOFITHEEL D b b h
2k &<, 25mg/keBEs & UF50mg/keBED TEHHE 3 X FRRE
L ORICHET IR BB EN D -T2, X ADBRIRER
B EBROZNFN28E (No.279, 284, 277, 282,
285, 287) THEBRECHA~TKRE L, 25mg/keBEd X UF50
ng/keBED FHHEI T HE TN H B ED D 572, A XD
BRIRERAELOFHEIL, FSBHCE TR
I LbIFMIITKREIS, LrL, BROBMICH-

THAT BN 72,

BEHICBWTEOMIC, ERD 2 \WIMEELLHNE
FHCHAHEIEICE B 2D 2 W3R 2R THS
WOBBST12h, TR LIR5RICHB L KB Tid %
72,

EERM TE | FFDEREH100mg/kgBtNA X 15
(N0.261) TR & >727, AELIIIZ SRR TR
MNEELRABETH -7, T, ZOMOFIOFERS
S UEEIIIA X, A R L ISR T ReOx B
MELFRETH 72, FRBOERSB LUEELLIR,
F 2D A B\ T50mg/keBEB & UF100mg/keBEL b, %
B TR BREEME L N RO KED T,

13) REMSEAATR (Fig.4 ~13)

SRR T B | XEREED B VIR GREC B W TS
FEMEE, BHEICEEREGANLRY -7, §HB
S URIBOMIE T ISR B4 & 2IRE L NFE
HiT L AEAHBR I N, FOMBICIE, WThORE
CBWT L IREGRBTEBEICA b N E LD 53k
ERoMmctE- THEiRT 5 & LB bizA i h-o
2o BRIRICE VT X REE L 5 BB L DRI
M7z,

ENAARNNE T | 335 AR T BREIRE & RHRODFE
BIC X 2E(LO MR 3N, ZDMOTAL b IR GMM#T
RELIRRAHREE L ORICEI & i3 e oz, 72, B
WRICORERALNED» -7,
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Fig. 4. Liver from a male monkey of the control Fig. 7. Kidney from a female monkey of the
group showing normal structure of the 100 mg/kg group. No differences from
lobule. (X 82.5, H.E. stain) the control kidney are noticeable. (X

82.5, H.E. stain)

Fig. 5. Liver from a male monkey of the 100 Fig. 8. Thyroid from a male monkey of the
mg/kg group. No differences from the control group. Large follicles with
control liver are noticeable. (X 82.5, colloid are seen. (X 82.5, H. E. stain)
H.E. stain)

Fig. 6. Kidney from a female monkey of the Fig. 9. Thyroid from a male monkey of the
control group. No abnormalities are seen 100 mg/kg group Large follicles
in the glomerulus or tubules. (X 82.5, with colloid are seen similar to the

H. E. stain) control thyroid. (X 82.5, H.E. stain)
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Fig. 10. Femoral bone marrow from a female
monkey of the 100 mg/kg group. No
abnormalities are seen in the erythroid
cells, granulocytes, or megakaryocytes.
(X 165, H.E. stain)

Fig. 11. Cecum from a female monkey of the
100 mg/kg group. No abnormalities are
noticeable in the epithelium, subepithe-
lium, or muscle layer. (X 33, H.E. stain)
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Fig. 12. Distal articular surface of the humerus
from a female monkey of the 100 mg/kg
group. No abnormalities are seen in the
cartilage or the bone structure. (X 33,
H.E. stain) )

Fig. 13. Distal articular surface .of the femur.
The cartilage and bone show normal
structure. (X 33, H. E. stain)
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Fig. 14. Electronmicrograph of the liver from a male monkey
of the 100 mg/kg group. No abnormalities are seen
in the hepatocytes or interstitial cells.

Fig. 15. Electronmicrograph of the liver from a male monkey
of the 100 mg/kg group. No abnormalities are noticea-
ble in any organelles.
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Fig. 16. Electronmicrograph of the kidney from a female
monkey of the 100 mg/kg group. No abnormalities
are seen in the endothelial cells, basement membrane,
epithelial cells, or mesangial cells.

Fig. 17. Electronmicrograph of the kidney from a female
monkey of the 100 mg/kg group. No abnormal
changes are seen in any organelles of the proximal
tubular epithelium.
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THIRTEEN-WEEK ORAL TOXICITY STUDY OF NY-198 IN MONKEYS

GaxkusHl NoMura, MitsutosH1 WATANABE, HiDEkI NAKANISHI,
Suuzo Suzuki, Mariko HiraTa and Tomoj1 YANAGITA

Preclinical Research Laboratories, Central Institute for Experimental Animals, Kawasaki

We conducted a 13-week oral toxicity test of NY-198, a synthetic with a broad antimicrobial spectrum, at
doses of 0, 25, 50 and 100 mg/kg in crab-eating monkeys. A 4-week recovery test following the administration
period was conducted in the 50 and 100 mg/kg groups. A 2-week dose-finding test was also conducted at doses
of 50, 100 and 200 mg/kg prior to the test.

1. In the dose-finding test, a male given the drug at 200 mg/kg died on day 5, showing clonic convulsions
immediately before death.

2. No animal died in the 13-week toxicity test, but in the 100 mg/kg group, vomiting was occasionally found,
and one male and one female of five monkeys each showed decreased body weight and food intake. In the
recovery period, no vomiting was seen, and body weight and food intake, which had decreased, increased
remarkably.

3. In the 50 and 25 mg/kg groups, no influence of NY-198 administration was noted on general signs, body
weight, food intake, urinalysis, fecal occult blood test, hematological examination, serum (plasma) biochemical
examination, ECG, ophthalmological examination, auditory examination, macroscopic examination at necrop-
sy, organ weight, or histopathological examination.

4. The maximum non-effect dose of NY-198 was considered to be 50 mg/kg in the 13-week oral administra-
tion test of the drug in crab-eating monkeys.



