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CHEMOTHERAPY

PREGREIAE I T B CS-807DERER), HHKAIMRES

PH #-0RBEX X SREMS - BEEF
RAERASWRIBR (EF  MEEFIKIE)

FHUEOA ¥ 7 = LK) CS-807iZ 2V > THREHY, ERRATRIN21TOLITOBR 287,

1) FRBARMUSE X D WL 12 Staphylococcus aureus, Escherichia coli, Serratia marcescens,
Proteus mirabilis, Proteus vulgaris, Klebsiella pneumoniae \x33 2 4#)%2 & NZ, cefaclor
(CCL), cefadroxil (CDX)?D MIC 2JlE L /:#5R, REMICBWT CCL, CDX ik L& i:
P %ERLI,

2) BEAA 3 KicAA200 mg% ZHIBFES & URHIVICHARS ¥, M, RPMELHEL T2,
ICh i i TR T3 PIARSR 2 RER, A% TIZPARE 3 BERNIC peak 2R L, FTETIEFHL.
97+0.12ug/ml, %E TIAF192.94£0.34ug/ml Tho7co RFMEL 2~ 4 FHMT peak ¥
AL, ZPHERFTI3254.8+141.0ug/ml, RHETI3222. 5+84.3ug/ml THY, 8K TOR
PEYNEII TR T32.2+1.2%, RETIZ45.0£2.7%TH o7,

3) BLEAMEEERER 6 B, MHMEMIREEERYE 115U 1760 % MR ICEFI200mg % v > L 400mg % 1
B2EEE, &, ARVHNEORSL, Z0NE UTIERCE > TRET LT B, %2R
ERIDRETRRZNT 1L BB MEBERE 28 Tt 3 BUhER 3§, HIMEMEREBYE 5 FIhE%h 4 1,
BH1HITH -1z, BMHNENERIZ2BITRERD T, 20 CHREREEDORELH*ED- LD,

MAY. 1988

Wihb—&tE, BETHD, £HDE 50RFEREEBb: b DIk 577,

CS-807TRF R s BOx 7 = ARVEYR
THY, Fig. 10ER2ELTHY, FOBEMHIE
ORIN&ENZWR-3763TH 5, (Fig.1)

SEbhbNBERIC OV TOEFOERNIRN 2T
Sk, BXORBBRECEFEREL, 20F
Bt ReMR S VKFERAKE DL TR L -0 THE
T3,

I. BB LUHZE

1. HiEhH

PREGEHE & D L /- 7 ERES 4RI 3 R-3763,
cefaclor 8 & Uf cefadroxil DI % BA{LEdeky
SFEENCE > THE L 72, BEHRIZ10° cells/m]
Th5,

2, Mo, ROBES & URPEIRER

TR 3 2 A HI200mg 2 ZZRF B & URE305MT
MRS, PIARE: 8 B % Coid, FRABEERHIEL
120

Bk HPLCE T, HiE#is ALC/GPC Btk
o< b (Water#t) ThD, #F A3 p-Bondapack
C-18T Hoiz, B EHH120.1M (NH,),SO, & CH,

Fig. 1 Chemical structure
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b) R-3763(Active metabolite of CS-807)

H:N
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s o CHZOCH:
Y1 i
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I S
H H

NOCH:

CN %90: 10k L7-, BEHEE I 1 ml/min THoT
IMssEkIZ %R0 1 /15 M PBS (pH6.4) THERG

R < 4&D 6 % TCA/MeOH %3, #kL LR
RN Uiz, ARG ERE#I20/51c 1/15 M PBS
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(pH6.4) THARL, Hbte L7,

3. ERERAOBRET

S BPEEBEBE A 6 B, NMEMIREN PR BRI RE 116)
7R R A 1 B200% > L400ng 2 ¥, & 2 [
EATABRIHCRIRS ¥, ZD3EX% UTI I

ERSZIRICHE S THE L 2o
I, s n
1. figH
Table 1i2&#], CCL # & Uf CDX D&M =Xt
T3 MIC #/RL 17,

E. colil3iz B> TidAHlD MIC 120.39ug/ml i
peak %L, CCLIZXL Tid 2 BRE, CDX cnflL
i} 5 EEREEN - ENERLL (Fig.2)

E. coli 13 38#|x CCL 2 & Ufic CDX DRE2
A% Fig. 3 IoR LTz,

P. mirabilis |IIBR Ti2 A #130.102g/ml iZ MIC D

peak #B L, CCLB XU CDX ICLEL, X2 0ICE
ni:m@ R L1 (Fig.4)o P. mirabilis \C 8135
##|x CCL % & UM CDX D=2 MEAEM % Fig.5 -1,
AR S, aureus TRRIZNL TIdAHIZ1.56ug/
mliZ MIC® peak #% L, CCL L [F#, CDX
MU Tk 1 EREENTHENERL . S. marces-
cens158kE & U P. vulgaris 5 BRiC 8> Tid, CCL B
LU CDX o812 12 MEE R L 7D icxt L, FHE P
vulgaris \ZXL 12.5ug/ml AT CEEREIE & e,

2, Mdh, ROWES S CRBEIR

1) e

M I3 2B T3 AR 2 B IC peak %7RL,
ZDMHEIX1.97+0.12ug/ml TH 12, %72, BRETIE
PAR 3 BRI peak 2R L, ® DfE32.94+0.34
ug/ml ThHotz, LIEEE L, 8HE CIXEHFT
0.41+0.02xg/ml, &% Ti20.53+0.07ug/ml % 7

Table 1 MIC(ug/ml) of R-3763, CCL and CDX

Inoculum

MIC (ug/ml) No. of

Organism Drug size

(cells/ml) =0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100

strains

R-3763
S.aureus CCL 108
CDX

1 1 3 2

R-3763 1
E.coli CCL 10°
CDX

R-3763
S.marcescens CcCL 108
CDX

15 15
15

R-3763 1
P.vulgaris CCL 10
CDX

R-3763 8
P.mirabilis CCL 108
CDX

R-3763
K. pneumoniae CCL 108
CDX

R-3763 1
E.coli NIH]-2 CCL 108
CDX

R-3763
E.cloacae 12937 | CCL 10
CDX

R-3763 2 9
Total CCL 10¢
CDX
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Fig. 2 Sensitivity distribution of clinical isolate
E.coli 14 strains 10° cells/ml
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Fig. 3-1 Corelogram between R-3763 and
CCL (E.coli 14 strains)
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Fig. 3-2 Corelogram between R-3763 and
CDX (E.coli 14 strains)
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Fig. 4 Sensitivity distribution of clinical isolate
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Fig. 5-1 Corelogram between R-3763 and
CCL  (P.mirabilis 11 strains)
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L1 (Table 2, Fig.6),

2) Rt

RIS L URKR YL b 2 ~ 4 FFHIC peak
»30, TOMIRATETIZ254.8+141.0ug/m], HhE
13222.5+84.3ug/ml THot:, 8B E TORT
ENCE IR R T1332.241.2%, A% TI345.0%2.
1%TH-7: (Table 3, Fig.7),

3. ERIMEY

1) SYHEBERA

Table 4 i 6 BIDBKI X T L T2, 65 354 UTI
ETUGANC S L, REERIRIZ I W%
TL, BRAEYRIZI0%TH 1, EREHIETIZH
B30, LB IFTH oI, HIEERRIRTATY,
X SRNC SN E. coli 3IRIZT TR 1,
B EHHIM b e o7 (Table 5),

2) PDOEVERIEBYE

Table 6 iZ11FIDBE %R L7, UTI BMIEHL
Te DR TN L5 2 Bk 1 5, NeMEBEBE & 9 Bich 4 1

Table 2 Serum concentration of R-3763 after p.o. administration of CS-807 200 mg

HPLC assay, concentration («g/ml)

Fasting
, Timehr) | o 1.0 2.0 3.0 4.0 6.0 8.0
subject (Age Sex)
1. 22 M 0.00 1.04 1.73 1.68 1.41 0.81 0.38
X M 0.00 1.05 2.07 2.02 1.76 0.98 0.46
3 2 M 0.00 1.01 2.12 1.93 1.63 0.91 0.40
Mean 0.00 1.03 1.97 1.88 1.60 0.90 0.41
+SE. 0.00 0.01 0.12 0.10 0.10 0.05 0.02
‘Non-fasting
Time (hr)
0 1 2 3 4 6 8
subject (Age Sex)
1. 22 M 0.00 0.68 2.20 2.27 1.98 1.16 0.59
2. 24 M 0.00 2.51 3.7 3.37 2.44 1.12 0.39
3 21 M 0.00 0.31 2.28 3.18 2.41 1.34 0.61
Mean 0.00 1.17 2.75 2.94 2.28 1.21 0.53
+SE. 0.00 0.68 0.51 0.34 0.15 0.07 0.07

Fig. 6 Serum concentration of R-3763 after
p.o. administration of 200 mg CS-807
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Fig, 7 Urinary excretion of R-3763 after
p.o. administration of CS-807 200 mg
(Healthy volunteers, n=3)
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Table 3 Urinary excretion and concentration of R-3763 after p.o. administration of CS-807 200 mg, measured by HPLC assay
(Healthy volunteers, n=3)

Time after administration (hrs)
0~2 2~4 4~6 6~8
Case No.
\ a. Concentration (1g/ml) 66.0 135.9 113.0 51.7
b. Cumulative recovery (%) 6.1 19.1 27.3 31.2
5 a. Concentration (;g/ml) 195.3 218.0 165.0 81.3
b. Cumulative recovery (%) 6.2 17.8 26.1 3.8
Fasting
3 a. Concentration (1g/ml) 158.7 410.6 219.1 266.5
b. Cumulative recovery (%) 7.5 22.5 30.1 3.7
Mean a. Concentration (ug/ml) 140 +66.6 254.8+141.0 165.7£53.1 129.8+110.7
+SD b. Cumulative recovery (%) 6.6+ 0.5 19.8+ 1.4 27.8% 1.2 32.2¢ 1.2
. a. Concentration (1g/ml) 52.4 147 .4 140.3 94.7
b. Cumulative recovery (%) 6.4 23.4 35.0 41.4
) a. Concentration (ug/ml) 215.8 206.4 124.3 64.5
b. Cumulative recovery (%) 12.7 35.0 45.7 50.2
Non-fasting
3 a. Concentration (ug/ml) 73.3 313.7 277.8 150.8
b. Cumulative recovery (%) 3.2 2.8 36.1 43.5
Mean | a. Concentration (ug/ml) 113.8+88.9 222.5+ 84.3 180.8+84 .4 103.3+ 43.8
+SD b. Cumulative recovery (%) 7.4% 2.8 27.1+ 4.0 38.9+ 3.4 45.0t 2.7
Table 4 Clinical summary of uncomplicated UTI cases treated with CS-807
Case ) Dose Evaluation Side
Age | Sex | Diagnosis Symptom* Pyuria* Bacteriuria®
No. mg/day X days UTI Dr effects
# + E.coli 10*
1 66 F AUC. 400X%3 Excellent Excellent -
- - (=)
+ + E.coli 10°
2 67 F AUC 200%3 Excellent | Excellent
- - (=)
+ + E.coli 10*
3 65 F AUC. 200%3 Excellent | Excellent
- - (=)
+ + (=)
4 16 F AUC. 200%3 Excluded Fair -
+ - (=)
+ # (=)
5 36 F AUC. 400x3 Excluded Fair -
- + (=)
+ + (=)
6 36 F AUC. 400%x3 Excluded Fair -
- - (=)

Before treatment UTI: Criteria by the committee of UTI
——_

After treatment Dr :Dr's evaluation
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Thote, BHEBRERD 1 GIER, MIEBMER TIZ
% 3%, ﬁ‘kb 1 @JTb 27 Table 5 Bacteriological response to R-3763
g7, BSHIAR, MRRERD, THBLUBH et ovaluat
. (Criteria for clinical evaluation
fL: 3% UTI AR U THET S &, ER1H, in uncomplicated UTI)
2 BITH o Isolate No. of strains Eradicated (%) Persisted”
Table 7% 5 FIOREHIRRIRERLI: A DTH 2,
FERICAL T S PT Tt TH D, MRITH E.colf 8 3(100%)
LORERICHt 4B, St 1 BICH -7z, MR, I o , B
R L UREIERSIRIE 5 BHER 4 61, BRI . .
* Perisisted : regardless of bacterial count
fich o7z,
KRFERAIDERIES Table 8 KRL1%, 24,
Table 6 Clinical summary of complicated UTI cases treated with CS-807
Diagnosis UTI Evaluation Abnormal
No. | Age | Sex Bacteriuria® Pyuria* value or
Underlying condition | 8TOUP (UTI**) Dr Side-effects
CCP. E.coli 10" +
7 56 F G—-3| 200%5 Excellent Excellent -
Right hydronephrosis (=) -
CCC. E.coli 108 #
8 60 M G—4 | 400x5 Excellent Excellent -
Prostatic carcinoma (=) -
CCC. K. pneumoniae 10* #
9 71 M G—4 | 400X5 Moderate Moderate -
B.P.H. (=) +
cccC. P.mirabilis  10° #
10 75 M 400X7 Excellent Excellent -
B.P.H. (=) -
CCC. E.coli 10¢ #
11 57 F G—4 ] 200x5 Excellent Excellent -
Neurogenic bladder (=) -
C.CcC. E.coli 108 #+
GOT 22—32
12 72 M G—4 | 400X5 Excellent Excellent
BPH. (=) - GPT 22—36
C.CP. (=) 1+
13 ] 30 F 400X5 Excluded Fair -
Left hydronephrosis (=) -
C.CC. i (=) +
14 46 F 400X 5 Excluded Fair -
Neurogenic bladder (=) -
CCC. P.aeruginosa 10° #
15 75 M 400X 7 Poor Poor -
B.P.H. P.aeruginosa 10° #
CCcC. P.aeruginosa  10° #
16 87 F 400%x 8 Poor Poor BUN 15—22
Urethral stricture P.aeruginosa 10° #
C.CC. (=) +
7 | 57| F 400X 7 Excluded Fair -
Urethral polyp (=) +

‘Before treatment * *Criteria by the committee of UTI B.P.H.: Benign Prostatic Hyperplasia
_

After treatment
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Table 7 Overall clinical efficacy of CS-807 in complicated UTI
Criteria for clinical Evaluation in Complicated UTI 100 mg or 200 mgX2/day, 5 days treatment
Pyuria Cleared Decreased Unchanged bacteri
Bacteriuria earc ecrease nchang Effect on wria
Eliminated 4 1 5 (100%)
Decreased ( %)
Replaced ( %
Unchanged ( %
Effect on pyuria 4 (80%) 1 (20%) ( % Case total
IZ] Excellent 4 (80%)
Overall efficacy rate
:I Moderate 1
5/5 (100%)
: Poor (or Failed) 0

Table 8 Overall clinical efficacy of CS-807 classified by type of infection criteria for clinical evaluation in complicated U.T.L

No. of Percent Overal
0. .
Group ercen Excellent Moderate Poor efficacy
cases of total
rate
1 st group(Catheter indwelt) 0 ( % %
2 nd group (Post prostatectomy) 0 ( %) %
Single
) ] 3 rd group (Upper U.T.1) 1 (20%) 1 100%
infection
4 th group(Lower U.T.1) 4 ( 80%) 3 1 100%
Sub total 5 (100%) 4 1 100%
5 th group (Catheter indwelt) 0 ( % %
Mixed
) Ixe, 6 th group(No catheter indwelt) 0 ( %) %
infection
Sub total 0 ( % %
Total 5  (100%) 4 1 100%

BRI 7 — 7 VIEEEBRITHY, IBED 15IzE

%, BD OIERI A B TEHIB, B 1HITH o7,
MR BIR A5 &, ARRSHICHBEN: 28

B5tRiz TR TRES N, BEEHBERAShEZD >

7> (Table 9),
3) BWER

EWERRITBIC DLW TR L7208, FFlic k2 LB

bz BEHFEERZ 1510 B 2o,

AR SRR OMBACFAREE % Table 101K

Table 9 Bacteriological response to CS-807 complicated UTI
(Criteria for clinical evaluation in complicated UTI)

Isolates No. of strains | Eradicated(%) | Persisted*
E.coli 4 4(100%)
K. pneumoniae 1 1(100%)

Total 5 5(100%)

* Persisted : regardress of bacterial count
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Table 10 Laboratory findings before and after administration of CS-807
]
late.
No, | S| Before | RBC 1y m | "™ | wsc | cor | GPT | AP | BUN | scr
" | Age | After (x10Y (x10%
66 B 449 13.3 41.5 24.2 9900 33 21 nd® 18 0.7
! F A 416 12.3 39.0 19.2 5800 25 18 ' 17 0.7
67 B 448 13.7 42.5 25.0 8300 17 15 166 21 1.1
2 F A 457 13.2 42.0 26.7 5900 15 9 145 22 0.9
65 B 393 12.2 37.5 14.0 6800 16 13 486 8 0.7
3 F A 412 12.9 37.5 16.1 3900 19 14 47 11 0.6
16 B 450 13.5 41.0 19.1 6700 11 8 212 9 0.7
4 F A 454 13.8 40.5 21.0 5600 12 10 216 10 0.7
36 B 442 12.6 39.5 20.6 6200 7 110 9 0.7
5 F A 431 12.4 38.0 20.0 4700 6 107 11 0.7
6 36 B 446 10.4 33.5 38.6 7600 13 8 99 8 0.6
F A 445 10.3 34.0 35.1 4800 23 9 104 7 0.7
7 56 B 448 13.7 4.0 * 6500 17 15 184 15 0.8
F A 481 14.4 47.5 7700 26 16 173 14 0.8
8 60 B 452 13.2 41.0 27.2 9400 17 15 155 16 1.1
M A 412 12.1 37.0 30.7 8600 28 17 145 13 1.0
9 7 B 406 11.3 36.5 31.8 6000 23 19 133 20 1.1
M A 406 11.3 36.0 29.2 52Q0 23 21 127 19 1.0
75
10 B nd
M A
1 57 B 434 12.6 41.0 26.5 6600 21 18 236 12 0.7
F A 452 12.9 41.5 28.3 6900 14 5 209 11 0.6
2 72 B 503 16.1 50.0 16.6 6100 22 22 249 20 1.0
M A 474 15.2 46.0 20.8 5700 32 36 234 19 1.0
13 30 B 432 13.3 40.0 21.2 5500 16 16 100 13 0.8
F A 428 12.8 39.5 23.7 4000 19 9 99 12 0.8
u 46 B 439 13.6 38.5 31.3 4600 15 13 132 13 0.5
F A 448 13.7 41.0 30.5 5000 18 12 134 10 0.6
15 75 B 388 11.8 36.5 18.1 4100 14 29 150 23 1.2
M A 369 11.4 35.0 17.2 4500 22 30 143 25 1.0
16 87 B 371 11.1 36.5 20.0 6800 10 9 147 15 1.0
F A 383 11.7 36.5 30.8 7600 11 10 156 22 0.9
) 57 B 458 13.7 40.5 17.5 5600 40 38 160 11 0.9
F A 464 13.9 41.5 20.0 7200 31 37 173 11 0.9

*nd: (not done)
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L fzo FEH12IC 38 V> T, transaminase D ¥ L7
(GOT 22—321U/L, GPT 22—-361U/L), fEHI16IZ
BT, BUNOBRELR (15-22) 2#H7ch, »
Tho—/ETH D, FHlLOBRFRIZH &L S icBbh
A
m, = x

CS-8073Fi- MR E @O 7 7o ARY VR
PIEKITH D, ENPEEE 2R T sRORRE s
WR-3763D 4 LA NKUBCA Y FarEy HLR=
NEFVIFAEIATAESESEBILICED, O
WU % 7 b - EHITH B, (Fig.1) R-3763i% 8
-lactamase IZEET, 77 LM, MR ICLREREY
AT PVERL, EROBORAL7 70ARY) ¥
HKlbsHig %28 L T\iz\vs Enterobacter, Serratia, in-
dole(+) Proteus \= bHEN% LT, bhbhDK
FZBWLT Y, S. marcescens, P. vulgaris (BT,
CCL, CDX icttrTiz B oo iciEN P2 R L 7,
%7:, E. coli, P. mirabilis \<8\>T%, CCL, CDX
CHARENTRENEZRL, IS DOEISREEISAED
BEAEE L THLMMENEZ L LD, REBRBEIEICH
LTI ALY 2%HTHE L EX 5,

FHIORIY, Het: ABORBWEREIL AR TR
Cmax, AUC, RPEUEE b, REREDIED 2K
% ¢, A%100mg 5 Tix Cmax 1.66ug/ml, AUC

8.65ug*h/ml, 1288 % TORPEIUNES0.7% T -
1% bONOMRBRERICIBOTY, MHB LSRG
OBITIZZEL D YREBDIZD <, ZHEsE &
URHIZB T3 Cmax 131.98+0.13ug/ml £3.00+
0.31ug/ml, AUC 0~oc0 10.48+0.58ug+h/ml &
15.14+1.40ug h/ml, 8 M & TORPEITZI32.
2+1.2%&£45.0£2.7%TH -7 (Tablell), %D
FORIN, HEMHHEN TV 5 DidAHstE | 7o §
ZyMEENIbDTHILVIMK LB LBbh3,
U EDHEEN B & NGO PRSI ORE, &
Flid+ AR HF TR 2R L B2, Atais
MHERERER 6 B, MM PRBEBHE 1 152 A % 5
57, UTIEYHEERICEL 7 8HITIIER 7
Bl BR1BITHY, MEEEBIRE A5 LAAESH
RS NIRRT R TRES N, in vitro TOAHK
DB E—BL Tz,
BWERIZBAL Tid, SEINRE X7 1TIZE LT
T R & BRI D ¥, & R T 2
P RELER 5B b DDWThHEE, & TH
D, XD E 5o FREBbhl: bDiREdroTz,
U EDHgES), TR, MKEETOREIORE,
AH) 3 B RBS RS IZ & & & ) BRI
BOTOERMORWERITHE LER T,

Table 11 Pharmacokinetic parameters of R-3763 after p.o. administration of CS-807 200 mg to healthy volunteers
Male (Fasting), CS-807 200 mg p.o. , HPLC assay

Subject Ka Ke ti2 Coan T AUCo-= Urinary excretion
(Age-Sex) hr! hr™! hr ug/ml hr pg.hr/ml %
1 22.M 1.066 0.308 2.3 1.76 2.3 9.85 31.2
2 24 M 1.066 0.315 2.2 2.20 2.3 11.63 30.8
3 21.M 1.155 0.330 2.1 1.99 2.1 9.96 34.7
Mean 1.096 0.318 2.2 1.98 2.2 10.48 32.2
+SE. 0.030 0.000 0.1 0.13 0.1 0.58 1.2
Male (Non-fasting), CS-807 200 mg p.o. , HPLC Assay
Subject Ka Ke tie Conn Ton ACUo—- Urinary excretion
(Age-*Sex) hr! hr! hr ug/ml hr ug.hr/ml %
1 22M 1.155 0.301 2.3 2.39 2.4 12.78 41.4
2 24.M 1.260 0.355 2.0 3.40 2.6 17.61 50.2
3 21.M 1.260 0.347 2.0 3.20 2.6 15.04 43.5
Mean 1.225 0.334 2.1 3.00 2.5 15.14 4.0
+SE. 0.035 0.014 0.1 0.31 0.1 1.40 2.7
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X [ 2) RRIEK (UTIFIRER KR | UTI P 0
1) MIC AiZEREZRAR | R/ REELAE (MIC) (% 3kR), Chemotherapy 34 : 408~441, 1986
#lE #% B E 2 T, Chemotherapy 29 : 3) HBEBFEMELIRIFE Y v RY VL
76~79, 1981 CS-807, 1987, R

CS-807 IN URINARY TRACT INFECTIONS

0sAMU SUGITA, SHIGERU MATSUMOTO, MASANOBU TANIMURA, and Y UkITOSHI FujiTA
Department of Urology, Kochi Medical School, Nangoku (Director : Prof. Y. FUJITA)

CS-807, a new oral cephalosporin antibiotic, was studied for its antibacterial activity, absorption and
excretion, clinical evaluation and side-effects.

The results were as follows:

1) Antibacterial activity of CS-807 against Staphylococcus aureus, Escherichia coli, Servatia marcescens,
Proteus mirabilis, Proteus vulgaris, Klebsiella pneumoniae was superior to that of cefaclor and cefadroxil.

2) CS-807 200mg was administered orally to three healthy volunteers, fasting and after meals, by the cross
over method. The maximum serum level in fasting subjects was 1.97+0.124g/ml, and after meals, 2.94%0.
34ug/ml. Urinary recovery rate of CS-807 within eight hours was 32.2+1.2% fasting, and 45.0+2.7% after
meals.

3) Eight patients with urinary tract infections, as defined by the criteria of the Japanese UTI committee,
were treated with CS-807, and good results were obtained in all cases.

4) Side-effects were evaluated in 17 cases: slight increase in transaminase and in BUN were observed in

one case each.



