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CLINICAL TRIAL OF COMPLICATED URINARY TRACT
INFECTIONS OF HAPA-B

Yoriaki Kamirvo, Masahisa Kato, Takeshi SANEFUJI
and Hiroshi Hirao
From the Department of Urology, Saiseikai Shimonoseki General Hospital
(Chief: Dr. Y. Kamiryo)

HAPA-B was administered intramuscularly to 20 patients with complicated urinary tract
infections to evaluate its clinical effects and safety in conformity with the estimations of
efficacy of antimicrobial agents standardized by the UTI Committee. The overall clinical
efficacy was excellent in 5 patients, moderate in 8 patients and poor in 7 patients. The
effectiveness rate was 65.0%. Overall clinical efficacy as classified by type of infection was
66.7% in 12 patients with a single infection, and 62.5% in 8 patients with mixed infection.
Bacteriological studies showed that 29 of the 34 strains isolated from the urine of the 20
patients were completely eradicated, and that the bacteriological response was 85.3%.

The following side effects were detected in both blood chemistry checks and clinical
symptoms. Peripheral blood examinations showed an increase in eosinophil level in one pati-
ent. Kidney function tests revealed a slight elevation of s-creatinine in this patient, too.
In another patient, eruptions developed on his body on the 2 nd day, but it was not necessary

to discontinue the administration of HAPA-B.
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Fig. 1 Chemical structure of HAPA-B
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Summary of cases in 20 patients treated with HAPA-B

Table 1.
1) Sex: male 18
female 2
2) Age: 80% 4
70-79 10
60-69 3
50-59 1
40-49 1
=39 1

average 69.2

3) Clinical diagnosis
Without indwelling catheter §
Upper UTI 2
Lower UTI 3
Postoperative infection

after prostatectomy 3

With indwelling catheter
Upper UTI
Lower UTI
Postoperative infection

12

after prostatectomy 10

4) Underlying disease

1. BPH
. BNC
. Bladder cancer

« Neurogenic bladder

. Pyonephrosis

~N e LN

2
2
1
. Kidney stone 1
1
1

. BPR + Bladder cancer

Total

5) Type of operation performed before

administration of HAPA-B

1. TUR 9
2. Simple prostatectomy 5
3. Total cystectomy and
urinary diversion 2
4. Plasty of the bladder neck 1
5. Pyelolithotomy 1
6. Nephrectomy 1
Total 19

Non operation 1
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Table 2. Clinical results of HAPA-B in 20 patients with complicated UTI

No.of Age Diagnosis Type of Catheter UTIL Treatment Bacteriuria Side
—_— Doses  Duration Pyuria Evaluation
case Sex Underlying disease operation indwelt group mgX /day (day) Species Count effect
)
1 44 Chr.cystitis None G-4  200x2 5 ++ E.coli 107 ccellent
M BNC - -
)
p TBGhroystlbls Urethra G-1  200x2 5 X S.epidemmidls 107 pyeeppent
70 Chr.cystieis Plasty of the -~ + E.coli 10°
3 M BNC bladder neck 6-2  200x2 5 + P,aeruginosa 0% Poor Skin rash
73 Chr.cystitis 4+ S.faecalis 107
4 '} Neurogenic biadder  TUR Urethra G-1  200x2 5 + = Moderate
s
5 93 chr.cy:tigia TUR Urethra G-1  200x2 5 _,: P'P“ud"_ 10" yoderste
- P.putida »
¢ 18 Chr.pyelonephritis Pyela Kidney G-5 200x2 5 Ht 5 faecalls 10" Moderate
M Rt.Kidney stone 1ithotomy -  S.marcescens 10°
73 Chr.cystitis Simple +__S.epidermidis 10*
1 M BPH prostatectomy 6-2  200x2 5 ++H F.odoratum 10 Poor
s
g foChroyeiels pp Urethra G-1  200x2 5 + _ S.fsecalis L0 pxcelrent
77 Chr,cystitis ll:icro:occusisp. 10%
9 —_  mR Urethra G-5  200x2 5 obacter :: 2B: —— Poor
H BPR H Candida albicans 10
62 Chr.cystitis Simple ++H S.marcescens 107
10 M TBPE prostatectomy G6-2  200x2 5 g;:ggomonas 8p. 05 Moderate
82 Chr.cystitis Simple + :':::::i::“ 10¢ Eosino.t
1n —_—— Bladder G-5  200x2 5 ﬁaecal Is 5 Poor
M BPH proatatectomy ++ ?.putida 10 S-er.
S.marcescens ____ 10°
12 7: :hrl', elo:eph;i:is Nephrectomy G~3 200X2 5 +:+ P.putida 107 Moderate
t.Pyonephrosis Candida sp.
S.marcescens
55 Chr.cystitis :.meni:gocepticun 10°
13 — TUR Urethra G-5  200x2 5 ;putida '—— Moderate
M BPH + Micrococcus sp.
S.epidermidis <10?
YLO
P.aeruginosa .
73 Chr.pyelonephritis Total S. faecalis 107
14 —mrr——————————— c¢ystectomy G-6  200x2 5 P.mirabilis Excellent
F Bladder cancer and urinary —_——
diversion -
F.odoratum 10°%
74 Chr.cystitis Simple . + S
15 M~ —BPE—" prostatectomy G-2  200x2 5 F.odoratum 20° Poor
S.faecalis
64 Chr.cystitis ++ lé.pn;uimonine 10*
16 S— TUR Urethra G-5  200x2 5 S faecall - Moderate
M BPH + .faeca _s
S.epidermidis 10°
78 Chr.cystitis Simple +H Micrococcus sp. —_—
17 — Bladder G-1  200x2 5 P.maltophilia 10 Poor
M BPH prostatectomy +++ S.faecalis ’
S.epidermidis
4
19 6 Chr-pyelonepheitie gy Urethra G-1  200x2 5t FPeeerwginoss 10 pooppent
Total P.rettgert
72 Chr.cystitis cystectomy +H+  A.lwoffi 10°
19 ———  and urinary 6-6  200x2 5 P.mirabilis Poor
diversion P.rettgerl s
M Bladder cancer + Alcaligenes sp. 10
F.odoratum
S.marcescens
82 chr.cystitis H+ .
20 —_— TUR Urethra G-5  200x2 5 ~— Flavobacterium sp 10" 4. p0e
C.freundif

M BPH,Bladder cancer S.faecalis 10°
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B, BHBREE 16 Ch -7 (Table 1, 2).
BReHT 2 HRCEEELERLELLOTH
(35.0%), &6l (80.0%), AETH (350%)
Th-te (Table 3). WHERCXT HHE Tzl
e RLA-b09f (45.0%), BEXMR6H (30.0
%), 256 (25.0%) TH-ic (Table 4). LIk
OB X W ABRBREHE L LB, EXHSH
(25.0%), %8 H (40.0%), &% 76 (35.0%)
THRIL65.0% T h-ic (Table 5). KEFIER
Bl RaE, 20605 bEEEG126] (60.0%), &
BERA8 B (40.0%) THbH, BHELEDO> bH 7
— 5 VEBEIEFIE 6 Bl CRIKSRITEL 36, B%H2
B, &%) 1 BICHLHES. 3%, MG MTELRGSER 4
FcHEH 1 Fl, &% 3 HITHEEHR25. 0%, LHMREEK

BE, THRRBEEBRIERE 1 B> TERThER,

EHThole. 0, BEEREOS LI T —TLE
BIESIL 6 I THES 4 B, &% 2 FITHE%HE66.7%,
SEABHN 2 BICESY 1 B, &% 1 Bl CHBHES0.0%
T#% -1 (Table 6). ;

W MEFNHRCOWTRS &, RS oEEX

Table 3. Effect of pyuria

After
+ +
Before

+ +

2-4 0-1
+++ 2 1 3 2 1 2
++ 1 2 2
+ 1 2
* 1
Cleared 7
Decreased 6
Unchanged 7
20
Table 4. Effect on bacteriuria
Replaced
bacteri
Residual —ew. 0 0=(10° 20°
bacterias
0 9 6
<10?
210® 5
Eliminated ]
Decreased (]
Replaced 6
Unchanged 5
20
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Table 5. Overall clinical efficacy of HAPA-B in complicated UTI
Pyuria
Cleared Decreased Unchanged Efficacy on
Bacteriuria bacteriuria
N A R
Decreased
Replaced 2 2 2 6(30.0%)
Unchanged 1 4 5(25.0%)
Effica
_ pyoria ) o 7(35.0%) 6(30.0%) 7(35.0%) Case total
| " Excellent 5(25.0%) Overall effectiveness
1 rate
lModera:e 8(40.07)
r s
I Poor(or Failed) 7(35.0%) 13/20(65.07)
Table 6. Overall clinical efficacy of HAPA-B classified by type of infection
Overall
Group No.of (Percent ) Excellent Moderate Poor effectiveness
cases \of total rate
1st group(Catheter indwelt) 6 (30.0%) 3 2 1 5 (83.3%)
= 2nd group(Post prostatectomy) 4 (20.0%) 1 3 1 (25.0%)
6
®
Eg § 3rd group(Upper UTI) 1 (5.0%) 1 1 ( 100%)
-l
v g
™ 4th group(Lower UTI) 1 (5.0%) 1 1 ( 100%)
Sub total 12 (60.0%) 4 4 4 8 (66.7%)
g 5th group(Catheter indwelt) 6 (30.0%) 4 2 4 (66.7%)
o
Q &
5 g  6th group(No catheter indwelt) 2 (10.0%) 1 1 1 (50.0%)
£
Sub total 8 (40.0%) 1 4 3 5 (62.5%)
Total 20 ( 100%) 5 8 7 13 (65.0%)

REE 1534 TH » 7o, S. faecalis DB %< 6
WoBES R, T05 b5 KiHSK LHARSS. 3%, Ku
T §. marcescens O 4 CLBHEMEELUNEEX100%,

P. aeruginosa, P. putida, E. coli, S. epidermidis 134
3HRT S. epidermidis P 1 BRAFHEL 66.7 % DHRE
THoTclENITLEHELE 2 100 LOHEERRTH -
1=. P. mirabilis, Flavobacterium sp, Micrococcus sp.

W&~ QBT ONBEX , Micrococcus sp. Hs 1 ¥R FF
ML50.0% DHER TH ol @ ITLERERLE 4
1004 OELERTH -7z, ¥z, C. freundii, P. reit-
geri, K. pneumoniae, F. meningocepticum, F. odora-
tum, A. lwoffi 3% | BRGHEZI R, £ > P. rett-
geri, F. odoratum TR Licd Do, BT T
WLtz Lichs-> T, AF34EETOBREE LIEAR
85.3% TH - * (Table 7). #EHRMBMERIT 115

188kC, S. faecalis 7\ 38k, P. putida, F. odoratum
H3%& 2 ¥k, P. aeruginosa, P. mallophilia, Pseudomo-
nas sp., S. marcescens, Alcaligenes sp., S. epidermidis,
Micrococcus sp., GNF-B, Candida albicans, Candida
sp., YLO 2 FNnFh 1 Bk TH -7 (Table 8).

LM DT EEOBRET RGBT I bk o Tc
9 fl% &% TEE29B D\ TRES Le. KA
PRE TR B ENBEOEFREBEOLEY, EFH,L
BEVRLELO, HEVBEELLRELRL, »
SBALLTEESle o W TEFIORE I L . &
DR 16l (Bl 11) & s-creatinine DRE EF
(12 » 1.6mg/dl) L fir@pskii% (07 %) %D
foo FREERRCEIA GEFIS) w5 2HET
REEORBEREDIANE A% 3 vHOREFK XD
1 BECRBEHER LK (Table 2),
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Table 7. Bacteriological response to HAPA-B

Isolates L_‘g,‘_a‘i’gs Eradicated Persisted
S.faecalis 6 5( 83.3%) 1
S.marcescens 4 4(100.0%)
P.aeruginosa 3 3(100.0%)
P.putida 3 3(100.0%)
E.coli 3 3(100.0%)
S.epidermidis 3 2( 66.7%) 1
P.mirabilis 2 2(100.0%)
Flavobacterium sp. 2 2(100.0%)
Micrococcus sp. 2 1( 50.0%) 1
C.freundii 1 1(100.0%)
K.pneumoniae 1 1(100,0%)
F.meningocepticum 1 1(100.0%)
A.Iwoffi 1 1(100.0%)
P.rettgeri 1 o 0%) 1
F.odoratum 1 o 0%) 1

Total 34 29( 85.3%) 5

Table 8. Strains appearing after admin-
Z Z istration of HAPA-B

FHAFBRT 3 ) BHEERPIAR HAPA-B (30
WEZFTCELHRPCEREX R, BEVCHEA
_7 M EBRCHEEEEEL, FCBEk, BEE
LS VERA TV, TIAYVIDENT EHA
LRTWB*P. X ORKSEERC T 2 e >
WTREBOAMED 7 § 2 BEGARITER & o iy
TleoTWBN, 7FABHETCR 7 v v EES%E
THrvE=AY v I hRREB300 75 AEEET
7 e 7 ABO—MOBEERYRE Y vE=f vV E
BIERZETHD, By vE <A v oithEc S9H
RTZELBHEIR 5.

YES, BHEHEERBRBRIECHRE EMBEL - T
WABEBC AT A REREC DLW TABIIC R TR %
L, SHEOBEC Y E. coli L TiL 0.78~
1.56 mcg/ml, S. marcescens .%f1LT% 0.78~1,56
mcg/ml ¥ — 7 %KL, P. aeruginosa =X L Tik
EFENLODE— 711 3.13~6.25 meg/ml & M
HENLBRETHoTe. Fho, ¥V <A v Vo
E. coli @i LT% 0.78~1.56 mcg/ml i & — 7%
RLAZ EXHEI R CRD, Bralogsc X
HES v 2 =4 fitED 8. marcescens kLT
1.56 mcg/ml, ¥ v 2=<A v Viiftkd P. aeruginosa
LT 12.5meg/ml LW ¥—27%RL, WThol
T 3\ T H R DT - 7e?.

T, SEEE Uc20Bih Hid 153N SRt S h
TWBY, ERECIEBEBETH -1 E. coli 3T
3BT, e S. faecalis, S. marcescens, P. aeru-
ginosa T ENERE It o T D, HEEFRL LM

Isolates No. of strains
S.faecalis 3(16.7%)
P.putida 2(11.1%)
F.odoratum 2(11.1%)
P.aeruginosa 1( 5.6%)
P.maltophilia 1( 5.6%)
Pseudomonas sp. 1{ 5.6%)
S.marcescens 1( 5.6%)
Alcaligenes sp. 1( 5.6%)
S.epidermidis 1( 5.6%)
Micrococcus sp. 1( 5,6%)
GNF-B 1( 5.6%)
Candida albicans 1{ 5.6%)
Candida sp. 1{ 5.6%)
YLO 1( 5.6%)

Total 18(100.0%)

otz S. faecalis % 68 5 BEAE 4 L (4K 83.3
%), Wik L7 E. coli, P. aeruginosa, S. marcescens
CBLThoREI NI IORT X THAEEL, =B5
D7 — ZHEANCBLT DL kot 20
i, 8 x OEHEBID b o0 T ¥y EIERBEER
LEVCREEYRL, SBELE L L ColEsRR
85.3% LD THRWEEIE S hi.
RATRKZIRIL65. 0% THRERD Y 7— 7L BE
AR S el bbb TRIFAER TCH o1
BRSO L R R CE R RERL, » T
—FVEBEREERBERCLABE TS > k. —HE
T T AEEAE > AR A U L EEETH
H WRBPER ZONFC ERL T\ 50, SEOE
DR AFID BN IR R 0 Yt L2 T
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BHEOF VIR ChH D ERR LWL XS,
AFIOME L, BEERco\WTIE, e EEER
FRECEE), HIBERSCIERLERLL:
5, BEWC | flchEEORBY DI, #ER
FETHETH iRz 3 vAIOHAI X Y 18
MCHELE., i, BEREERATIL L FC s-cre-
atinine OBRE bF L IFEERL 25D T s EsR
TREEFERBDOhich ofe. LEEH TR
TR, BB, THRE, fhoitaH Ak alfeBs
BHONTWAHAHBEENEL, BEREEREDL
BB BRI MES 5 7P, MEDz & bEH

BEEEOBVEHTHEH L ELORE.

= B

Btk R RRYWE20Flic HAPA-B ## 51
UTI EHFpMEtEc £S5 T, BelBKDE, HA
FRREBEISIE, MEENHREROEERC oW TR
L, UToBREE .

1. BERRME L2006+, FE450, H%8
B, 57 BIT, FRFEIX65.0% Th o7
C 2. EARBREIIGE BRI 1200, 8
44, BHE4P, &34 PICEYRILG. TS ThH-
. BHRED S b 7 —FAEBHD 6 GliLES 3
B, B%h26l, 4L 1 FICERESS. 3%, HiLIRME
BYIED 4 AR 1 B, %) 3 BITHRR25. 0%,
LR REBRYER O THREBREOE | Sl thZ
NER, EHTHote. b7, EHEREL 8 AT,
510l A% 406 &% 3 HAITEYEL 5% ThH-
Fo. BRERLED 5 by 7 — 7 LVEEO 6 FILED
461, & 20 THEREE.7%, FEFEBEHO 24X
Z5 1, %) 1 BICRERIES0.0% Th -

3. MEENHRAR L Y SHShIcI5EMMED S b
2N EE LINERIL85.3% ThH T BRI, S
marcescens |3 4 £, P. aeruginosa, P. putidu, E. coli
134 3 ¥k, P. mirabilis, Flavobacterium sp. 135 2 #k,
-C. freundii, K. pneumoniae, F. meningocepticum, A.
lwoffi 1345 1 BRCTRTHR LEARE 100, S. fae-
calis X 6¥EFSERAIHRLIE K EKB3.3%, S. epi-

dermidis 13 3 Bk 2 BEDNE A LIEER66.7%, Micro-
coccus sp. |3 28R4 1 BRASHE LIEARS0.0%4TH -
feDXKEL, P. rettgeri, F. odoratum 4 1 BRI\
ThiFLi.

4. BIfETW 1Bl s-creatinine QDR LR X
FEHELS RO BRERTE | flchEE0R
ErRdreh, BEPIETHEThialfierz v
Flofebe £ b | BETHL LK.
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