—EE#HER X% Cefapirin ¢ Cephaloridine 0B HB XI5
HhtETe b e e o ks

K B OF ®&-@ K OB
TR KRR MW R AR
SR /S N Gl
HrREE2ER KR EHNH
A B oW-n B %
FLIRE B KW IR 238
A B OB
JE SR+ F iR W R 258t
+ BH EFE - Z%Z H %
X KR S W R 258t
X W - B OB OE
EFEHRERERET MR SR
£ ¥ %
B HE 5 b W R 2Rt
BTOE & PR —
HERELSER KEWRERH
w O )
WL R e R 288
A /A
I KFE DU R EER
N feF O ROk
b B RZER 2L R 2R B
s KA B =
i RR B W R 258
Fom R k-= H B B
P RFERERWIREEF
2 J) — BN "5 X
B RFEEETWIR
HOE OB M- R & —
FUMRZEEZ T U R 2B
M CIA
I5 B R IRBE W IR 2R B
B O=Z= BB % B
=R R R
OB B F-hoAR HB®—
W37 B W R B WA IR 2R Bt
T OB Bt fE- B K OE
AB K KF R IR ZRF
H)llE— - FE—F M B BA B
W ILFE R F

b

s
Fuy
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o —

72 1

Sz e R B P

B/ H

x 5

B B R 3L AP R R B R R A R

7N I

%t

RBERFEFMIEES

(FBFn 52 422 A 10 BHZH)

I. F L & [

Cefapirin (LT CEPR »#&3) i 1970 £XE 7Y
AP LVHEMCB W TCHRBINCEHSHAE 7 77 AR
vHEITH B,

Z#ix Cephalothin * & DHENEZHFHLTE DY,
rowet, BT EREIERE ST
%o

SHE, bhbhi}, FFOBHEBFRCT5BEDR
LEER 2 XBAC 3+ % B9 < Cephaloridine (LA
T CER r#s-3) ZEEA L LTRY, “EFRER
X 5 FEH O HLERF BT o7,

II. MRESVICHEHE

1) X%

KBRS 4E 1 AN HIBFS14E4 B ¥ TRk, Bk
Zm#& sk (Table 1) THEFLDOBKIO S LITABRL
7o 16 FUEDEMTH Bo LR LIRE, ARCRIFT
PERIVOBE~NOFELER LT, T, #IHhoR
A EHTVUAF—E R EORAEODHDEER IVHE
BT, FFEEELHETHEEINEMNE LI,

i

i) WEEORGERAMIRY 5 = /R R i O E

Blo

i) FZEEORBERA 104/ = ml R DHER,

iii) Zoff, ZHRHERBESHTRHEY & RDREC,
VB Ui (Table 1),

2) FRBREEH

SREASRFICIE, 1vial #ic CEPR % 1.5g (Juffi) &
K3 5ESH Cefatrexyl (Lot No. G 5127-08) %, X}
BIEAIZA T L 1 vial iz CER % 1.5g (Hffi) &
%% Keflodine (Eli Lilly Lot No. GA-129 A) #f&
Rl WAL SREOHBE vial wHIEL, S EHT
DHBHNEREEEL Lo T b D FEF| o Sampling 1%
Controller (/NIiGth) MEIEAE L, BIERLAYE K
Fl#eE KHERIELCKE LT BANEYEESE
GEERSAR7 > v )PV, BIVCRAE)EHHx7
7¥Y VY)Y AOHERRBRETIC, WEAE L
SEMETABELIIDOTHHZ LRHRE LI, Tich

b EF D& RABRY EIL T #AETANCKEL, W
& b& vial RERRIhIcHfizEHFELTND 2 &

Table 1 Co-laboratory clinics
[Urology)
Department of Urology, Tokai University, School
of Medicine
Department of Urology, Sapporo Medical University,
School of Medicine
Department of Urology, Asahikawa Red Cross
Hospital
Department of Urology, Akita University, School
of Medicine
Department of Urology, Iwate Medical University,
School of Medicine
Department of Urology, Kanto Teishin Hospital
Department of Urology, The Jikei University, School
of Medicine
Department of Urology, Tokyo Kyosai Hospital
Department of Urology, Toho University, School of
Medicine
Department of Urology, Kitazato University, School
of Medicine
Department of Urology, Hiratsuka City Hospital
Department of Urology, Kobe University, School of
Medicine
Department of Urology, Tokushima University,
School of Medicine
Department of Urology, Kyushu University, School
of Medicine
Department of Urology, Hisoshima Red Cross
Hospital
Department of Urology, Iryohojin Sanshin-kai
Hara Hospital
Department of Urology, Miyazaki Prefectural
Hospital
Department of Urology, Kurume University, School
of Medicine
[Internal Medicine]
The Third Department of Internal Medicine, The
Jikei University, School of Medicine
Department of Internal Medicine, Tokyo Kyosai
Hospital
Department of Internal Medicine, Kawasaki City
Hospital
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Table 2 Results of potency test of test drugs

1975.12 (Initial)

1976.2 (3 months after)|1976.5 (6 months after)

National Institute
of Health

Bristol Banyu
Mfg. Co., Ltd.

\\\ Date

~_
we
Drug

~

Bristol Banyu Mifg.
Co., Ltd.

Bristol Banyu Mfg.
Co., Ltd.

CEPR
CER

1.64g (potency)/vial

1.60g (potency)/vial

1.61g (potency)/vial
1.63g (potency)/vial

1.61g (potency)/vial
1.67g (potency)/vial

1.63g (potency)/vial
1.65g (potency)/vial

YR LIco —F, 7V AMLVEAMECSVWTLEE
DiEABRE TV, BETHAIEEHRTH L & D
2, ARBRETHA 2 CoMMPRENCRERR YT
o TEHRRCELI N2 &R R Ll (Table 2),
SHLRAZHERARON RIS & UTHRE LIcCER
oW T ET BB RPIZEFTIC 38\ T % @ bioavailability
M o Keflodine (v 7 ¥ Lot No. KD 5010) & [t
BLT, 2Z0WI R Y-V REBWLERT
R LT,

FEA L b 1ERS 20 vial (10 BS) HEAFCED,
N, BELLLBATER NI SIClER L,
RBEANTAERNF X6 EFATHE 18 EL, £EZ
LW CEPR & CER Mz hZh, 2EFEIX3EMNT
OESFEN B X 51 Controller MELKFESY AT, £
AV E|FH}, numbering, labelling #477¢ -7
®, RARCH LSV THERSNERZCH A L,
Key cord REMAYEFL FREBELIVEEL,
emergency key cord ¥ controller 2ME4 U Tzo

3) fERFHE, AR
FRAEIRRES, SREFLS 1R 3g (O (M)
&L, 108 lvial, F7cdbb 1.5g (H{fi) 21 H 2
B (34), 20% 7 F oK 20 ml e i iR %,
WEOEHFE XA, 3/MEELTHES AL,
AR 10 BRIE Lichs, EE7REIE < KE
R ERRANT ROMEL R I Ui fx duk
Trz kLl
FRAZEERAROBRDRE L ECHEL L5 X
5 Te b ZEF O BF RSk IR LT,

4) BiERE

HEBBIAT Dz - TIE, DO UDEROBEHEY
ED, TOWTRMIEL T HEEGNIB%E & Lo
R BEOHEL, DEHERBEE T -7

i 7% e

i) ERBELVBE LR DT iobit TOIiRWE,
ii) HELRVEREHER Ui o il

iii) BUER DD, FRE PRI L IEG,

iv) EWEEZEB% D% emergency key cord 23pf

H I THEG,
v) Zoft, BRHUERAE TRHEY L RD IR,

5) ERKZREOHE

HhEBEAEH* 0B LED, 0OHH, 3HH, 10BH
(HERKTR) &, ThZThBERER, ®ER REE
BElIfe @ check %1778 570

HRHUEREBEC I T -ThbLw, THIARKRT
TH, EHEFE, KEEWK, FARER BRI 4540
LR ADFEHERBLWC X 5T, key cord BHEFNIT &
BRE DN TREHE XTI 1o

AR o8 S h e REEY, 2 TR R HR
RERERERNCEM L, BA(LEREEATERCHEE
UT%® CEPR & CER i3 5% 4 (MIC) %
ELT,

6) HEtruRYT

Data Of#HTiX, non-parametric pE% A\ X2 BREE
(o log, n k) 35 X 0% FISHER OEBERERE A AL
T controller 23{T7¢ 570

7) b

ABRIEA ORI REYIE I, RERKETHE, RiRzH
RL, BATHOMR, BRIMIE X OBESID check %
fI7sw, EERHBRRES Rl LT BEMTOWTE
v}, UTI Brges o e Rfie i (Table 3) i
UTC, 2RHETREELHIT\ controller 23FIHE Lic
(Table 3),

¥ R 3 5A8% (CEPR, CER) o MIC 3y
TR L FAEFICEA Lz, controller 2B L 7o

III. £ B& B &
1) BEslOKR:
KERIRFH B AR5 112 41 (CEPR #£ 56 #, CER
Table 3 Evaluation of clinical effects
(UTI Research Group)

N ‘Pyuna Normalized
Bacteriuria

Eradicated

Improved } Persisted

Decreased

Persisted
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56 Gl) THhb, D5 bEEGIR 26 B (CEPR B¥
14 %, CER %t 12 #) T, Bi%Egux Table4 1R
Lict®bThs (Table 4),

EEER AR O fRHT TS Gl bR LEeas, BlfE ok
S TRAES 112 61D 5 5, SHREBIOES ((FREE
RPES L O) 261 (TFhdERIC X 5 EIEMEE
BDhRTWiew) B\ CEPR #f 54 #il, CER %56
#l, & 110 TN TIT o o

¥, RIS & DOPER% Table 5 12/x L7z (Table 5),

2) fEflO®KET

B & hiciERBux CEPR % 42 6, CER & 44 6,
it 86 Bl TH %o ThHDEFNTONT, HWRHIDOEE
Wt DI — % R R L 7o

BEEROERRTELT, %45, RE (R,

Table 4 Drop-out cases

Total No.
Reasons for drop-out iCEPRl CER of cases
No bacteria or less than 9 11 20

108 cells/ml bacteria in
urine before therapy

No WBC in urine sedimen- 1 1 2

tation, Exclusion of
urinary infection
. Respiratory infection 1 0 1
. Cancer 1 0
Discontinued due to side 2 0
effect
Total 14 12 26

Table 5 Cases subject to analyses

BN, HH (BN, 18D, BREREIHEOREE,
FHAK EEEB OV L 7o 4%, Table 6
DEBY, WFhROHERCEW T HHEBCEEETR
Bhhich o7t (Table 6),

3) ERERROKE

WP FEGI % Br\v~ic CEPR B 42 7, CER ¥ 44 fEf)
DEBIEHE ORI Table?7 DLk h TH %o
CEPR % 42 fIOEHBEHER, E2h16 6 (38%), &
% 17 Bl (40%), °RHE#5 B, #2346 <, CER B
4 FloFrhXERFh 16 F (36%), 11 i (25%),
11 fl, 6 BITH Y, BHRIXZEARTH -7y, BHLD
RizET CEPR BEAVED o7 (Table 7),

FEMTREFIAR 108 B RR&HIE THERREAESIA CEPR
#w 24, CER B 2 fid - 7chs, Table 7 Dffi#Eiic
RLIckEh, HEC I HHIM CEPREIC 141 (8
AEAIE), CER Bz 14 (9 HBAIL), ERE HE
Lictedo f gk g4 CEPR #ic 141 (7 B BFIR),
CER Fric 14 (7 BBIE) B olco T lioff ¥ iE
PE L TREETHTH o1

RERBYHSEF R & ORI EHENCEEL, Th TR
WEREZE TR LCRESHE (3HA) WX 2K
% %E, CEPR #ix, 42 i, %) 16 # (38%),
K% 13 i (30%), #&%h 13 #I<, CER %f 44 flox
haxERy 10 61 (28%), B % 17 41 (37%), % 17
BITHY, %), BHRIMHECEEDOEY A LD
Mole FhEBREHE LER £3 HAYEY CEPR,
CER W#fico\WThel#i+% &, CEPR BETIXRTE M 78
%, %HEN68% T, BEE (G,
A XFEE S —FKL, CER B

No. of cases evaluated on CEPR 42** TLHHTEMN 61%, # & 2 60% ©
_| clinical response CER  44%* LD AEDREE TS ot LI
Total 86 UIHHLRER 0 CEPR B 22 i
— fil, CER B¢ 21 SEHIORS T2,
No. of CaS(.?S excluded.ijom CEPR 14 FHMENE, RASHEL 4 CEPR
L_| evaluation on clinical CER 12 BEC 35\ CER 5 P
Total No. CEPR 56 response Total 26
of cases CER 56 |— nio
Total 112 No. of cases evaluated on CEPR 54 CEPR %f& CER BE-Cofifhike
—|  side effect CER 56 2Fk OB CHE L o KA
Total 110 Table8 L% b T, CEPR # 42
L #, CER 7¥ 44 BlOFHREHE (B
No. of cases excluded from  CEPR 2 Sk, e, FRN), TR &H
—| evaluation on side effect ~CER 0 % (3HH, 10 HE) RXEbem
Total 2 HRCHEBEDEZ X R DD 5 0
Note (Table 8),

* No. of cases evaluated of efficacy at day 10 ; 40
** No. of cases evaluated of efficacy at day 10 ; 42

—77, etk R RE KT
LR, ZRS3 ABHETILE



VOL. 25 NO. 6 CHEMOTHERAPY 1591
Table 6 Background of patients
No. of cases . No. of cases Statistical
Parameters Statistical Parameters ta 1ls 1ca
CEPR| CER | analysis CEPR| CER | analysis
Male 23 20 None 20 13
Sex Female 19 24 N. S Tumor 5 5
Total | 4 Calculus 6 | 16
20~29 yrs. 6 4 Underlying Hypertro- 4 7 N. S
30~39 yrs. 4}10 8}12 N.S. disease | ™| phy '
Stricture 1 0
40~49 yrs. 9}15 5}12 Others 7 9
A 50~59 yrs. 6 7 N. S.
ge 60~69 yrs. 9 6 Total 43 50
70~79 yrs. 5 12 Durati " 10 days (30g) 40 42
}8 }14 uration ol | g 4,5y (27g) 0 1
80~89 yrs. 3 2 N. S. admlnxstra- N. S.
Total 42 44 tion 7 days (21g) 2 1
Total 42 44
Acute simple 17 14 -
pyelonephritis Isolated 1 species 25 27
Acute complicated| 10 11 bacteria 2 species 5 2 N.S.
pyelonephritis t}l::::lre 3 species 2 1
Disease | Chronic simple 5 7 | N.S Py Total 3 | s0
pyelonephritis
Chronic compl.iqated 10 12 Escherichia coli 15 18
pyelonephritis Klebsiella 3| 4
Total 42 44 Proteus 5 3
" Simple pyelone- | 22 21 Pseudomonas 3 2
Type of phritis Causative | Citrobacter 0 0 N. S
dsi’sease Complicated 20 | 23 N. S bacteria | o0 ntococcus 9 0
pyelonephritis s .
Total 42 44 t'aphy ococcus 1 2
Diplococcus 0 0
Acute 27 25 Others 12 5
pyelonephritis
Duration | oy, onic 15 | 19 | N.S Total a | s
of disease pyelonephritis None 23 20
Total 42 44
Cephalo- 8 9
None 20 13 Other drug|gome| SPOrins
administra- Other 10 15
Prostate 5 t?geE:fore antibiotics N.S.
Site of Bladder 4 Py — T
;‘;‘gderly‘ Some | Kidney 8 | 10| N.s nxnown
disease Ureter 6 Total 42 44
Others 6 7
Total t 49 | 53
Note

* One case is unable to be evaluated on 10th day (Left hospital at 8th day because of excellent
effect)

** One case is unable to be evaluated on 10th day (Discontinued at 7th day because of poor effect)
*** One case is unable to be evaluated on 10th day (Discontinued at 9th day because of good effect)
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Table 7(1) Judgement for clinical effectiveness of all cases
Evaluated by committee
No. of Evaluated by doctor
Drug Disease ca.ses On 3rd day On 10 th day
EXIC eerh Good | Fair | Poor Exlceeri; Good | Poor Exﬁfégl Goodl Poor
Acute simple 17 10 7 0 0 10 6 1 73 2 1 *
pyelonephritis (59%)1(41%) (59%)1(35%) (76%)1(12%)
Acute complicated 10 3 3 3 1 1 3 6 3 2 5
pyelonephritis (30%)((30%) (10%)/(30%) (30%)1(20%)
Chronic simple 2 3 4 1 4 1
CEPR | [velonephritis 5 109|609 O | 9 |@ogplogl O |@ogl@oyl ©
Chronic complicated 10 1 4 2 3 1 3 6 1 4 4 -
pyelonephritis (10%)|(40%) (10%)((30%) (10%)((20%)
16 17 16 13 21 9
Total 2 \@sgpluogn| ° |t |38%)|30%)| B |50%)|(21%5)| 1
Acute simple 5 7 6 4 9 2
pyelonephritis M4 1369)l509)| 2 | O |(43%)|29%)| * |64%)aep| 2 | ***
Acute complicated 11 6 1 3 1 1 7 3 5 3 2 o
pyelonephritis (55%)| 9%) (9%)((64%) (45%)1(27%)
CER Chronic simple 7 2 2 1 2 0 4 3 1 4 2
pyelonephritis (29%)1(29%) 0%)((57%) (14%)|(57%)
Chronic complicated 22 3 1 5 3 3 2 7 4 3 5
pyelonephritis 25%)| (8%) (25%)|(17%) (33%)1(25%)
16 11 10 17 19 12
Total M 1o |@s%)| 1| ¢ |@3%)ern)| V(g ey 1
Table 7(2) Judgement for clinical effectiveness of simple pyelonephritis
Evaluated by committee
No. of Evaluated by doctor
. 3rd d 1
Drug cases rd day 0th day
Excellent| Good Fair Poor |[Excellent| Good Poor [Excellent| Good Poor
12 10 14 7 17 3 *
CEPR | 22 | (559 | (45%) | ° O l@op | @Gw | Y| @ | asy) | !
7 9 6 8 10 6 ok
CER | 21 | (33%) | 3% | ° 2l | eew | T | @y | @ | ¢
Table 7(3) Judgement for clinical effectiveness of complicated pyelonephritis
Evaluated by committee
No. of Evaluated by doctor
Drug cases 3rd day 10 th day
Excellent| Good Fair Poor ([Excellent| Good Poor [Excellent| Good Poor
4 7 2 6 4 6 o
CEPR | 20 | (209 | 35%) | ° Yol | Gom | | @) | ey | 0
9 2 4 9 9 6
4 ok
CER | 2 | @) | @%| 8 ar%) | @9%) | 0 | @y | G2%) | 7
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Table 8 Comparison of efficacy, safety and usefulness between the two groups (CEPR and CER)

Evaluated by doctor Evaluated by
No. of cases (global judgement) committee
Useful- | On 3rd | On 19th
CEPR CER Efficacy | Safety ness day day
Total No.of cases 42 44 N. S. N. S. N. S. N. S. N. S.
Acute simple
pyelonephritis 17 14 N. S. N. S. N. S. N. S. N. S.
Acute complicated 10 1 N. S H.S N. S N. S N.S
Disease pyelonephritis . v e :
Chronic simple
pyelonephritis 5 7 N. S. N. S N. S N. S N. S.
Chronic complicated
pyelonephritis 10 12 S.S N. S N. S N. S N. S.
. P>R
Simple
. 22 21 N. S N. S N. S X2=4.133 N. S.
Type of pyelonephritis
disease c (P<0.05)
omplicated
pyelonephritis 20 23 N. S N. S N. S N. S. N. S.
. Acute
Dut;aftlon pyelonephritis 27 25 N. S. N. S. N. S. N. S. N. S.
disease Chronic
pyelonephritis 15 19 N. S. N. S. N. S. N. S. N. S.

Note : P>R : CEPR>CER

ZE A3, CEPR BT 80%, CER #ETO0% THoichd,
IBM OB S LM 10 et L 25% Th - I
(Table 7), % 7cHfiBREXR ©xf 3 5 CEPR Bl
CER F L ol Tix, £EL&HE3 BHA T, CEPR
7Ept CER BACH~EBRMER T o, HMESEFEE
4T CER DA ER TV A AN A bk (Table
7o

4) HRFREROHES

il, MER, R (RICEFEORYE KES),

Table 9-1 Comparison of improvement of body tempera-
ture between the two groups (CEPR and CER)

(Excluded drop-out cases)

CEPR CER
Acute pyelonephritis

hital B B
—

3rd day
10th day

Simple pyelonephritis

Initial %

10th day

BT E/EHIOWT, HRRHBEBEOHEB YR L
too IR, R, RPMERIE2ZE, 3HHE, 100H
OFR¥RBEIEZH, 108 BOFFRE*£MAE X OH
—JB 7Tk E Lo

SUEEE AR JOBRMEBRFRCRT 2 4RIC
WTDRsE % Table 9-1 17w L %= #%, CEPR #, CER
HTHEEZIRDLRh o7 (Table 9-1),

ReFMEB OB % Table 9-2 WWRL A, 184 ¥
MitBEH LD 3 H AR Tk CEPR BaMERICE A
RL, FREMEFREATRXTS, 3HE,
10 BEMRWTHh$ CEPR EXELEHA 2R
L7z (Table 9-2),

Rik#EFREmER (BR), BHEO3HBL10H
HoOHBZ 26k X O R—B7I THE LIciiiEs
Table 9-2 R L7eAS, RILEFEMERE T3,
B BB RE RO 3 B HTR T, CEPR oD
EHELEM 100%, CER FOLhH 0% LEFE
DFEwRH Ll (Table 9-2),

—7, BEo%ER (3HHE) T, HKF
T4 T CEPR HicEh -Haniiabh, &
B&EE % e CEPR B2iEE (P<0.05) EEh
TWwico

B EDZ Ep 5 3 H B OEKRIEROKEREZ,
CEPR B\ CTRFPHMERYE, BHOLHEET
BECERCEEL 2 bhic (Table 9-3),

ARBREMS RO RPSEEECOWT, HiEk
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Table 9-2 Improvements of clinical symptoms
On 3rd day
Evaluated by .. . ;
committee Bacteriuria Pyuria ‘ Lumbago
Total | g | Blol=elog|B|E
Drug |Noof | § |5 | | S| 2 b E elelo| %
cases | = | 8138 |2|8 |3 g o1z 2|83
Slo ™| %85 5|E 8 El2|B
m RnlAala|z = ‘ A E B éﬁ
Acute simple CEPR | 17 |10| 6| 1]10| 4| 3| 9 1i 7! 8/ 5|0
pyelonephritis CER 14 6| 4| 4| 6| 2| 6| 5| 5| 4, 2| 7|0
Acute complicated CEPR | 10 1| 3| 6| 4/ 0| 6| 1] 2 7| 4/ 6|0
pyelonephritis CER 11 1) 73| 4|4 3|1 2 8 1|80
o Chronic simple CEPR 5 |4/ 1/ 041 05 0l 0 2|o0]o
15ease pyelonephritis CER 7 | o| 4] 3| 12| 4/ 0 1/ 6] 1] 2|0
Chronic complicated | CEPR | 10 13 6/ 3/0/6|2 1 71| 4]0
pyelonephritis CER 12 3/ 2/ 7] 4,08 1|3 81|50
Total CEPR| 42 |16|13|13|21| 5|15 17{ 421 l15|15] 0
CER 44 10|17 (17 |15| 8|21 | 7|11 26| 5(22| 0
Simol lonenhriti CEPR | 22 |14| 7| 1|14| 5| 3|14} 1} 7,10 5| 0
e (S ritis i
imp’e pyelonep CER | 21 | 6| 8| 7| 7| 4]/10] 5 6 10! 3] 9| 0
Type of | : i
disease Complicated CEPR | 20 2/ 6/12| 7] o012 3/ 3'14 5[/10]| 0
pyelonephritis CER 23 4| 9/10| 8| 4|11 2, 5 16 2[13| 0
Acute ovelonennritis | CEFR | 27 [11] 9 7114} 4] 9 10 3 14 1211 0
e elone riti i |
, cuie pyelonep CER | 25 | 7|11| 7 10| 6| 9| 6 7 12 3|15| 0
Du;atlon of | i |
disease Chroni lonenhritic | CEPR| 15 | 5| 4l 6| 7)1l 6/ 7 1 7 3 4|0
¢ elone ritis !
ronic pyelonep CER | 19 | 3| 6|10] 5| 2/12]1 414 2|70
Table 9-2 Improvements of clinical symptoms (Continued)
On 10th day
Evaluated by . . w
committee Bacteriuria | Pyuria l‘ Lumbago
Total | = o | o 2 ! s 18|73
Drug | No.of | & ol S8 3 E -§ ;'é | © :i_.‘)o ®
cases |3 | 8|81 |8|2 s o2 \ ol s |8
Slo |~ [T |58 E & 2!8|8]&
mN S L L 5§ & 9 g a gﬁ
| ARz = \ =R <
Acute simple CEPR | 17 |13| 2| 1]14| 2| 1]/13 0o 4/12| 1| 0
pyelonephritis CER 14 9| 2| 2| 8| 2| 4| 9| 2 3‘ 71210
Acute complicated | CEPR | 10 | 3| 2| 5/ 5/ 0| 5/ 2/ 2/ 6 8| 2] 0
pyelonephritis CER | 11 |5 3|2/ 7|2 2 2 2/ 7,7/ 2|0
o Chronic simple CEPR| 5 | 4| 1| 0| 3| 1|1/ 5/0lo0 2/0]o
isease pyelonephritis CER | 7 | 1| 4| 2| 2| 1|4/ 4 o/ 3/ 3/0|o
|
Chronic complicated | CEPR | 10 1| 4 4] 32/ 4 370 7] 4] 1] o
pyelonephritis CER 12 4/ 3| 5|4/ 1|7 5 1 6 5/1|0
Total CEPR | 42 |21| 9|10|25| 5|11 |23/ 2‘17 26| 4| 0
| |
o CER | 44 |19|12|11|21| 6/17|20 5 19 22| 5| 0




VOL. 25 NO. 6 CHEMOTHERAPY 1595

Sirmol Joneohriti CEPR | 22 |17| 3| 1|17 3| 2|18| 0| 4|14| 1| 0
€ S
T tmple Pyelonepartis | cpr | 21 [10| 6| 4|10| 3| 8|13 2| 6|10 2| 0
ype of
disease Complicated CEPR | 20 | 4| 6| 9| 8| 2| 9| 5| 2|13|12] 3| 0
pyelonephritis CER 23 9| 6| 7|11| 3| 9| 7| 3|13|12] 3| 0
Acut loneohriti CEPR | 27 (16| 4| 6|19| 2| 6]15| 2|10|20| 3] 0
e
Ducati cute Pycloneprttis | cpr | 25 | 14| 5| 4|15| 4| 6|11 4|10 14| 4| 0
uration of ‘
disease Chronic CEPR | 15 5/ 4/ 6/ 3| 5/8 0o 7 6| 1] 0
pyelonephritis CER 19 5/ 7| 7| 6| 2(11| 9| 1| 9| 8| 1| 0
Table 9-3 Comparison of overall improvements between the two groups (CEPR and CER)
No. of
cases On 3rd day On 10th day
Evaluated Evaluated |
CEPR CER| by com- | 2Cte~ | pyyrig | Lum- [0 °con, " Bacte- | Pyu- Lum-
mittee riuria go mittee riuria ria ago
P>R | P>R I
Total No. of cases 42 | 44| N.S. N. S. [x2=5.283\¥2=4.879] N. S. N. S. !N. S.IN. S.
(P>0.05)|(P<0. 05) |
Acute simple |
byclonephritis| 17 | 14| N.S. N.S.| N.S.| N.S.| N.S. N.S. |[N.S.|N.S.
Acute compli-
cated pyelone-| 10 | 11| N.S. N.S.| N.S.| N.S.| N.S. N.S. IN.S.|N.S.
phritis
Disease
L P>R | P>R
Chronic simplel 5 | 7| N g |y2-5831)»=8.283 N.S. | N.S. | N.S. |N.S.N.S.
pyelonephritis (P<0.10) (P<0. 01)
Chronic com-
plicated pyelo-| 10 |12 | N. S. N. S. N. S. N. S. N. S. N.S. N. S.|N. S.
nephritis i
Simole P>R P>R | P>R | P>R P>R
Type clonenhritis| 22 | 21 |X?=4.133|y*=2.8292=5.390%2=3.117 N.S. [x*=2.874N.S.|N.S.
of |PY p (P<0.05) | (P<0. 10) (P<0. 05) (P<0. 10), (P<0.10)
disease .
Complicated
pyelonephritis| 20 | 23| N.S. N.S.| N.S.| N.S.| N.S. N.S. [N.S.|N.S.
Dura- Acute | o7 o5 | N. S N.S.| N.S )(2}—)_—>4%64 N. S N.S. N.S.|N. S
tion pyelonephritis (P<0. 05)
of
) . P>R
disease Chronic e
pyelonephritis| 15 |19 N.S. N.S. ;(5;2%. %511) N.S. | N.S. N.S. IN.S.|N.S.

Note : P>R : CEPR>CER

IOz MIC {E% i Lici#Rix Table 10-1 0 L%
DT, SEERBEIEFMCERAD RIS 5y, MIC
fEiv. CEPR %, CER Bl b, fEROHMECEMUL IR
ZWSHxRL, CER @ MIC EAMEVEETH » 7=
(Table 10-1, 10-2),

5 WERZMLIEEREMDR

R M LR R OB O &% Table 11 1o
L7, CEPR,CER &% 100 ug/ml @ MIC /R UL 7H
Bex UThEDGND Y, —EOEMIIHLIIgh -
7z (Table 11),

6) EBl{ERO&

ElfEFa et LB 1iERNS, CEPR FEoXfEHEM) 2
Bl (PR IRRESAES L OYE) #BR\ 7= CEPR B¢ 54 f,
CER % 56 l, &t 110 BiTh b, ZHOEFITOWT
ERRITIE ORI RLIR LI & EER RN & BRIRIER O FEME
BT X o TR LICEIEAIL Table 120 L 9 T,
CEPR #T 3%l (5.6%), CER FET8fl (14.3%) &
LdHbh, BIFAORABEE L CER BRI
%Tﬁ -1

ElfEAOfEEL Table 12 IR LIZE B DT, TD5
HEIWERIC X o TERADME %A F ik LIERI. 2 61T,
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Table 10-1 Distribution of sensitivity
. MIC*
%ausat!"e l 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 100 | >100 |Subtotal
acteria IDrug
CEPR 5 3 1 4 1
Escherichia coli CER 5 3 4 1 1 2 1 12
T

| CEPR 3 3

Klebsiella CER 9 1 4
CEPR 2 3 5

Proteus CER 1 1 1 3
CEPR 3 3

Pseudomonas CER 2 2
CEPR 1 1 2

Streptococcus CER 0
CEPR 1

Staphylococcus CER )
. CEPR 0
Diplococcus CER 0
. CEPR 0
Citrobacter CER 0
Oth CEPR 1 3 1 12
ers CER 1| 2 1 5
Subtotal CEPR 0 0 0 8 7 2 5 17 41
ubtota CER 0 5 6 5 2| 3 5 4 34
Total 0 5 6 13 9 5 10 21 75

Note* : ug(activity)/ml

Table 10-2 Comparison of sensitivity of causative bacteria (Escherichia

Proteus and Pseudomonas) to CEPR and CER

Klebsiella
MIC(ug/ml)

Escherichia
MIC(ug/ml)

coli

Vv
o
=

[

=3

1

b !

CEPR

oo o

PRI R R

5
2

O w o
[
WA NO O

Proteus

MIC(pg/ml)

[
0.78 156 3.13 6.25 125 25 50 100>100
CER

MIC(pg/ml)

>100

100

_{

-
e

50
CEPR 25

1 [.2°

L1

|

orwon
SRERS
> o 6 & &0

I |
0.78 1.56 3.13 6.25 12.5 25 50 100>100
CER

MIC(ug/ml)

——
! .27

1]

T

! I
0.78 1.56‘3.13 6.2512.5 25 50 100>100
CER MIC(ug/ml)

Pseudomonas
MIC(pg/ml)
>100

100|

CEPR

orwan

Sailcrn
o o o inn ©
v

i o L P

|
Il[

78 156 3.13 6.25 125 25 50 100>100
CER MIC(ug/ml)

coli, Klebsiella,
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Table 11 Correlation between clinical effectiveness and MIC of causative bacteria
MIC of causative bacteria (ug/ml)
Drug Clinical effectiveness Total
0.78 | 1.56 | 3.13 | 6.25 1 12.5| 25 | 50 | 100 | >100
| Excellent 1 3 3 13
Evaluated Good 1 1 3 1 4 10
by doctor Fair 1
CEPR Poor 2 2
Evaluated by Excellent 3 3 1 1 2 10
committee on Good 4 1 1 2 8
8rd day Poor 2 1| 4 7
Excellent 1 3 2 1 2 13
Evaluated by Good 1 2 1 1 5
‘ doctor Fair 2 5
CER 1 Poor 1 1 3
Evaluated by Excellent 1 1 3 2 7
committee on Good 1 3 2 1 9
10th day Poor 2 4 2 10
Table 12 Side effects reported by doctors
Drug
No. of Treatment
cases CEPR CER
Total No. of cases 110 54 56
No. of cases with side effect 1 3 8
(Ratio of appearance) (10.0%) (5.6%) | (14.3%)
Nausea- Vomiting 2 1* 1 * Discontinued at first administration
) Itch with pain 1 1% ** Discontinued at 3rd day
g";?se Drug eruption-Eruption 4 1 3
effects | Anorexia 1 0 1
Elevation of BUN 1 0 1
Elevation of GOT-GPT 2 0 2

D5 bbb, BE 1A, RESOEERR 16T,
Wwihd CEPR @B TH -7 (Table 12),

ek, BWERESID > b G CEPREE 2 f, CER
BHE1HITH - T

—7, BN S HE I hcERBEERE IOV
THiET 2L, Fig. 1~8 0Lk h, BEEKREEE T
3, [ creatinine DIEFEM D REE~ND LR I
CER B T3 fiH »7- (Table 13), BUN i fHi i %
THELIEERD 5> b LA RLES © 1x CEPR BT
261, CER FT5HTH o7 (Table 14), R & E
COWTILIE B A D Teds o Feh’, o B X
DEEOEBZ/RUIHIIEREE d 16 b fah - o
(Table 13~14, Fig. 1~8),

IfiE Na (ELR B EHRCIEREE X b KD 2R UEMIR
CEPR T4, CER BC4f] (REM1IH) ot
PEREE DAL B DD LEIE L8 51

MK ENRE X RL 7o iE #lix, CEPR BT14,
CER #T16dH »7chd, CER FEOESIIE SN MmE
creatinine, BUN & 4 EF%/R U TWICEESITH -7,

miE Cl EARH %R L o, CEPR BT14l,
CER #T2f (B%E16) Hoteal, £fIEd EHL
ORIEMII AR E Db olo Ei, MOKREMEDR
HERR & b » T (Table 15),

—7%, FFEEERAEIEE T3, GOT MHERA%LE R Lk
fEfI CEPR BT 141, CER BET6 6 (Bidk 161 &
L»bhion GPT o £hix, CEPR #c24), CERE
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T56 (Bid% 160) » -7 (Table 16),
— g mE R T, FREAMIREL 4000 A TE
T UIfER CEPR #tc2 i, CER BHT1HlHEDS

i
ZOft, BFIFERABCEFCI LB 2EEHEER
DIREE B I8 57,

1V. # ®
CEPR OB /19 %1t U & THrEMT — %, Hik
REAOO7e b T EE IR AN OWTE, L DRE
ARERMSTEEIRT Vb, AFIOH B %, CET &
AEThy, HE (LQCBFEE v 3h Tty
D, # 21 EAXRCEEREFLSBEOHE Y VAEDY &

Fig. 1 Serum creatinine levels before and after ten
daily intravenous injection of CEPR or CER

(mg/dl) (mg/dl) (mg/dl) (mg/d1)
2.7 2.7 2.7 2.7
2.6 2.6 2.6 2.6
2.5 2.5 2.5 2.5
2.4 2.4 24 2.4
2.3 2.3 2.3 2.3
2.2 2.2 2.2 2.2
2.1 2.1 21 2.1
2.0 2.0 2.0 2.0
1.9 1.9 1.9 1.9
1.8 1.8 1.8 1.8
1.7 1.7 1.7 1.7
1.6 1.6 1.6 1.6
1.5 1.5 1.5 R 1.5
1.4 1.4 1.4 1.4
1.3 1.3 1.3 1.3
1.2 1.2 1.2 1.2
1.1 1.1 1.1 1.1
1.0 1.0 1.0 1.0
0.9 0.9 0.9 0.9
0.8 0.8 0.8 0.8
0.7 0.7 0.7 0.7
0.6 0.6 0.6 0.6
0.5 0.5 0.5 0.5
Before CEPR After Before CER After

Fig. 3 Osmotic pressures of urine before and after
ten daily intravenous injection of CEPR or

CER

(ml/min.) (m}/min.) (ml/min.) (ml/min.)
1100 1100
1000 1000

900 900

800 \ 800

700 \ 700

600 600

soo ™ 500

400 ————= 10

300 ﬁ so0f———r__|

200 200

Before CEPR After Before CER After

&7 7Y v 2OTDH 900 BIDFEK R D EEH TI,
CET LRAZDHENZDN TS,

4El, 4k CEPR oF#htk & Zet%x i3 5 B
BT, BEBAENEE L, CER ¥ HEHBEL Lk
“EHEREKCIVAFIOEAR EBRF L o RABRE
(CEPR,CER) 1 H& 3.0g (1.5gx 2[@) © 10 A,
HEE R X A BEBRACTHHREOREL, THRES
IOEESHE L TARCERDOENL o1 KA
B, R, B TR LARE TR, BB R %
CEPR %% 22 fl, CER # 21 BIOBEHEDLER 5 T
CEPR E£nt CER B HREED = (P<0.05) %3
o> TERRFETHY, RPMEHRO3BE, 10BED
gz CEPR ek W TERCEHAEZRL, RILE

Fig. 2 Serum BUN levels before and after ten daily
intravenous injection of CEPR or CER

(mg/dl) . (mg/dl) (mg/dl) /dl)
27.0
260 o
25.0 \ ’
N \ 25.0
24.0 24.0
23.0 250
220 22.0
21.0 21.0
20.0 2 20.0
19.0 19.0
18.0 S 18.0
17.0 X 17.0
16.0/5 3 16.0
15.0 S
150 140
13.0 13.0
120 12.0
11.0
it 100
9.0 = 9.0
8.0 8.0
7.0 —1 70
6.0 6.0
5.0 X
Before CER After Before CEPR After

Fig.4 Urine Na levels before and after ten daily
intravenous injection of CEPR or CER

(mEq/1) (mEq/1) (mEq/1) (mEq/1)

150 150 150 150
149 149 149 149
148\148 148 148
147 147 147 147
146 146 1463 146
145 145 145 145
144 144 14305 144
143 s 143 143 143
142 142 142 > 142
141 141 141 141
140 %140 140 s 140
139 < 139 139 139
138 138 138 138
137 137 137 = 137
136 / 136 136 136
135 135 135 135
134 74 T 134 134 / 134
133 ~ 133 133 133
132 132 132 132
131 131 131>< 131
130 130 130 130
129 129 129 ™~ 129
128 128 128 128
127 127 127 127
126 126 126 126
Before CEPR After Before CER After
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Fig. 5 Urine K levels before and after ten daily Fig. 6 Serum Cl levels before and after ten daily

intravenous injection of CEPR or CER intravenous injection of CEPR or CER
(mEq/1) (mEq/1) (mEq/1) (mEq/1) (mEq/1) (mEq/1) (mEq/1) (mEq/1)
6.5 6.5 120 120 120 120
6.0 6.0 6.0 6.0 115 115 115 115
\\
5.5 > 5.5 5.5 5.5 110 110 110 110
~
5.0~ 5.0 5.0 5.0 105 105 105 4105
4.5 — 45 45 45 100 100 100 1100
4.0 4.0 4.0 4.0 95 95 95 95
3.5 - 3.5 3.5 3.5 %0 90 90 %
3.0 30 3.0 3.0 85 85 85 85
2.5 2.5 80 30 80 8
Before CEPR After Before CER After Before CEPR After Before CER After

Fig. 7 Serum GOT levels before and after ten daily Fig. 8 Serum GPT levels before and after ten

intravenous injection of CEPR or CER daily intravenous injection of CEPR or CER
(. (U.)(U.) S (U) (v (u.)u.) (U.)
120 120 120 120 120 120 120 120
110 110 110 110 110 \110 110 110
100 100 100 100 100 100 100 100
90 90 90 90 90 90 90 90

80 80 80 80 80

80 80 80

70 70 70 70 70 70 70 70

60 60 60

60 60 60

50 50 50 50 50 50

40} 40 40F 40 40 40

30 30 30 30

== 30 30fS

20

20 20 2

10 10

Before CEPR After Before CER After Before CEPR After Before CER After

Table 14 Cases with abnormal serum BUN levels

Drug | No. of __ No. of Serur(nm]él/ldlil) level
institution  patient Before ‘After
Table 13 Cases with abnormal serum creatinine 51 21.6—35. 4
levels CEPR : ’
t Serum creatinine level 3 18 29
No. of No. of [PCrum creatinln ve
Drug linstitution patient Befox(éng/dljgfter 1—2 -‘i;'—ﬂj
CEPR | None i = 2
CER 5—6* 24.9—31.9
5—6 1.5—2.1 6—1 23.7—>28.4
CER 6—5 7.4—6.6 12—1 28.5—67.2
12—1 4.9—5.4

Note : *Case with side effect reported by doctor
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Table 15 Cases with abnormal urine electrolytes
(Na, K and Cl) levels

Elec- b No. of No. of Urine electrolytes
(Do e — et et et

3—9 143——130
CEPR 7—1 134—>132
7—3 141—133
8—7 136——133
e 3—5 137——134
CER 5—8 143—132
6—5 132——126
7—4 136——>132
K CEPR 10—2 4.7—5.9
CER 12—1 4.2——6.5
CEPR 3—9 101—91
a c 3—1 98— 95
ER 6—5 90——86

Table 16 Cases with abnormal serum GOT and GPT

levels
No. of No. of Serum GOT and
Drug |institu- — GPT levels(U.)
tion patient | pofore— 5 After
CEPR 14—3* 24——48
5—8* 23——177
8—5 30——46
GOT CER 10—1 34— 69
12—1 40——63
13—3%* 41—67
17—4 57—72
14—2 55——108
CEPR 18—2 15——41
5—8* 13—218
GPT 8—5* 62—63
CER 10—1 17— 69
13—3* 41—51
17—4 33— 45

Note : Cases with side effect reported by doctors

rEmEREoH#ER (3HH) T CEPREIAR P
0.05) TER T\io

D EDERE» b BB RE LK 3 5 CEPR off
bR H, CER ozh X v EBRL T AHEAIVRE & h
fo s, FEFIOWAM TOBEIRZDOhIL DD, A
EDEF % T 5 L&, #D host factor CZ£EHH 5D
T, BELEREZBICE, SEOBRFEAILETH 5
5 o

R bEREIh I FAE o CEPR & CER i &3
RIS ED - L IBHECSEEShic E. coli 1T
DWTCH%E, CEPR o peak i 12.5 ug/ml ThH »
feDeRL, CER oFhix 3.13 ug/ml THbH, KH
D E.coli wxi+5HEMICER kv 28izlkeD,
FRrOMER, RAEIhi 73 HhieowTd, 1BIEE
BOEMEZR LT,

CEPR & CER o MIC LEERZHE L OB HEMY %5
LT LS —EDEAN R LD oo TDZ &
REhDR—EHDE L REMUEBRBEATH - L
LHEIOBWIRPEBENZOFERMS L,

FRARBOBHID 12 THEREMDIE, K
BERITTEE T O3, M creatinine, BUN, J§
BEE, BERERIFEL LY, ERERCH ESK
HERFEANRL L, EHCERATS LELbRIE
A<, WMHADOECE XIgTEECOVWTORFRIIL LA
s o te

MAEROBEEROBICIE, BA0HE N D 5 05,
free water clearance IZ X AR YER LY, REB
FBEOPEMEL, MELFHEEOEEKMETLD, ~FYF
PETLHCZ ED, SETZORANTRTRE & 7t »
oo TOEEMNDBREEHEMBEORELITICELEELY
BB ol RBBEC X BHENLSTIE, &K
HIEFNCRE TS & Bbh 2BEEIL D 5T,

EHw LR T5 BUN o &G, CER Fiwwiiid1
B (24.9—-31.9) I hichy, AEFUIERLE B K
BEXYHE L, FAHERC X ) BEECETERLE
Da XY EFREREC X - TREERT WS,

¥ - GOT (23—177, 41—67), GPT (13—218, 41—
51) ERMNEFCRERETS LHE I RIERA CER B
T2HH BRI,

L EoR# S, CEPR 0t XU~ D 8 213,
CER A% % LS RBMTHBEAIREI W,

ES & &

Cefapirin DHFRHM, REMLHEFT2ENTELE
SE x5 & LT, Cephaloridine # HEMEIEL L&
EREC X BHERF 2Tl h, UTD X5k
fﬁ@%f—%‘f:o

1) MEFABE 112 fEF (CEPR ¥ 56 i, CER B
56 ) T, BiEES 26 GlE DLy i CEPR Bf 42 4,
CER 7 44 PIOBRRATIX, WHECEEZENR » o
oo

2) BiEGIERGICEER, 37t b CEPR B 42
%, CER B 44 5, F1 86 G2\ COEERA) F 1, *
REYE T Esh, FxhHint CEPR BC16 4 (38%),
17 1 (40%), CER T 16 i (36%), 11 fi (25%)
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ThHY, E%, AHRIHAMCEEOERL R L i
ot HRLYIE3HH, 10 AETY CEPR #, CER
HNThIFEBERALReh oo ReiEL, HHHE
ZE®% o CEPR B 22 f, CER £ 21 fiCiy, £ES
¥)E (3 HA) T, CEPR #i CER HIthh~EE (P<
0.05) WA TH 1o

3) RUAEFAMBMOBER T, BMHEFRELT,
CEPR #MAH (P<0.05) wfh T i,

4) ElIfrAx 2 UER B CEPR T34, CER
HT8HALDLN, FEHE L CER kL TRR
B ot LA L, EIWERWR X B9k 61z CEPR # o
20 (B 16, BERLG) Tholo

5) ZEHIE AL 5 BUN o LRFIH, CER B <1
#l, GOT,GPT o LA#l% CER BET2HAL Ik 23,
CEPR FTIZ 1 fld A bhieh » T,

X [os
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A COMPARATIVE STUDY OF THE EFFICACY AND THE
SAFETY OF CEFAPIRIN AND CEPHALORIDINE ON
PYELONEPHRITIS BY DOUBLE BLIND METHOD
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Department of Internal Medicine, Kawasaki City Hospital
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Department of Pharmacology, Kyushu University, Faculty of Pharmaceutical Sciences

To study the efficacy and the safety of Cefapirin, we performed a double-blind test in treatment of
pyelonephritis, using Cephaloridine as control drug for comparison. In this experiment, we obtained
the following results :

1) Total number of patients was 112 cases (consisting of Cefapirin-group 56 cases, and Cephalo-
ridine-group 56 cases). For the background factors, there were no significant differences between
Cefapirin-group of 42 cases and Cephaloridine-group of 44 cases, except 26 cases which were omitted
out from the statistical treatment.

2) For all the cases, except omitted 26 cases, or totally 86 cases (42 cases of Cafapirin-group and
44 cases of Cephaloridine-group), the clinical results were as mentioned below according to the judge
of the responsible doctor :

The excellent result and the good result were obtained, respectively, in 16 cases (38%) and in 17
cases (40%) of Cefapirin-group, while in 16 cases (36%) and in 11 cases (25%) of Cephaloridine-group.
As far as the rate of excellent efficacy, as well as that of good efficacy, is concerned, no significant
difference was found between both groups. According to the evaluation by the Committee, there was
no significant difference between Cefapirin-group and Cephaloridine-group for the results obtained on
the day 3 as well as for the results obtained on the day 10. However, in patients with non-complicated
pyelonephritis (22 cases in Cefapirin-group and 21 cases in Cephaloridine-group), the evaluation on the
day 3 by the Committee showed that the results obtained in Cefapirin-group was significantly superior
to that obtained in Cephaloridine-group (P<0.05).

3) For the improvement rate of pyuria in patients with non-complicated pyelonephritis, the findings
obtained in Cefapirin-group were significantly better than those obtained in Cephaloridine-group (P<
0.05).

4) The side effects were found in 3 cases of Cefapirin-group and in 8 cases of Cephaloridine-group.
The occurrence of side effects was slightly higher in Cephaloridine-group. However, in Cefapirin-group,
the cessation of treatment was necessary in 2 patients (because of nausea in one case and of itching
in the other).

5) The increase in BUN, caused by drug administration, was found in one patient treated with
Cephaloridine, the augmentation of values of S-GOT and S-GPT was observed also in Cephaloridine-
group (in 2 cases), while neither increase in BUN nor increase in S-GOT or S-GPT in Cefapirin group.



