NH, % hydroxyaminopropionyl X% 8 A+ 2 Z L THoh
ZAERMERTH 5,
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MR RRIE I3 % HAPA-B DR « BEARAIBRET
AX #WE-vE EBH-EH MM-kEF £85I ERE-KHF LZ
M LI KR R SR PR 4 R M E
AW 508 - K¥ FH - HY BHR
JIESER R K F Ul R BRI E
i T !

R L 7+ 9 B i PR 38 Rt
W "

i) L 77 R AR B o R 8 Bk
A %A
KT RIBbr bR 3B £
mA
T/ Rk R R
B KEER
1L R U R 3 R
#OBEE
MAREMRRRILRER

FLWLT 3/ ECHERFER HAPA-B (DL THRY « BIRMIRT£21T- .

1. FREGRBBSETBERRIC X T 2 KK D MIC %8I L, Gentamicin (GM), Amikacin (AMK) O
BT, 77 LGMEKE, K. pneumoniae, S. marcescens, Proteus sp.Tii GM » b Eh, &XH
12 AMK & ZIZEBROMEBN %2R L, E coli TREROMENHKRLEN, P. aeruginosa T 3 &L
LREIFOEETH -1,

2. EERA3HE BHREEZBEOORLACARFESL, MTBES L URDHHT 2RETL 72, B
BFCELVIPTRBEISHEREL, RPEUNERET T 2@RANED 51, Cer.k T %, AUC, Kel &
Oz 2 hZ U BEBFRSED s i,

3. BEHEMEPRBERRULAE 56 B, HAMEREERERSE 16, T OM 1 I3 58 BlicAF 200mg * 1 H 2[5
BREGE L THRNKES Lo, UTI EYFMEELH T R2ATOREERMRIER IR, ER16
B, EE1THITHEIESIS B ThHo1:, BIEAREPCE Dot o, BHRREBERERIZ 6 HICE
donNeT—A%DEBHTH- 1,

HAPA-BE XE Y = V> /#HTHMEI O FLLT I /K 1. EEESIRe
BERER T, Fig 11377 Ik < Gentamicin B 1 fiid 1) MEH

SEKL AR F EEEREBRECERT IR 2BLD BHIE#E (MIC) 28EL,

T, HiEH, ARBREE & b ICFDBEKRFICOVLTHRE T 3,

1. ﬁ'}EfI 50‘:*‘“ MIC i’?ﬁqfébs tt&&ﬁ%{?’)to
2) fERERE

REEBIEBE L D DBES 27 7 LBHEEE 3 B,
284k, 77 ARRMIZETEHE, 198tk T 2 XA DR

WE A B LR R iV PRARE
%MV 10° CFU/ml #5& THIE L /-, EfFIC GM, AMK O
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Fig.1 Chemical structure of HAPA-B

NH:
HO 0
HO
NH:
OH |
HO NH-CO-CHOH-CH; NH;
HO CH,s

H;CHN

BERAZALMROBEORBERELHE T 28K 6
4 (Ccr.18.3 ml/min~65.0 ml/min) =, Z#) 200 mg %
BELODESS L URFREOHS & Cor.OMFE KRN
L,

Mm% MEE i A# 200mg % BHEH* 154, 304, 1,
2, 4, 6, 128XV 24 BRI ICRML, RPMEFIZAHF
BE5E%0~2, 2~4, 4~6, 6~12 8 XU 12~24 B
DEFMRIZ DV TR L 72, MERNTE X HPLC 3 CH M
L, ¥ HIMITIZ one compartment open model i
HVfTo 7,

3) EERMES

BAS8ES AL VB8 &E 12 A CiMILKEESE
HwRERS & U2 OBERBTiRBENC AR R OBHMEM
RESRRIE 56 B, BLRUPEIRBEMERAE 1 61, £ Dfth 1 Blick
FEg5L7. #5H31E200mg &t L, 1H2E5HM
e L THARNERES L 12,

HRHER FHREHEDIE» W UTI EYFMERE (B
2152 2 & CiC[FIHER) (CHEAL U 7B b 1T o 72,

1) HlAH
Table 1 iz AHKD> & MMM o135 MIC %R L 72,
S. aureus 10 Bk TIZ 28K, S. epidermidis 9Tz 7 ¥
(78 %) 13 12.5 ug/ml AT IC 345 L T V> 7z, E. faecalis 9
K T2 MIC 22100 ug/ml DX 8 # (89%) BB o
Tco E. coli 30 BE Tt 29 #k (97 %), K. pneumoniae 30 ¥k
TREKE1.56ug/mIUTIEHHL T P ger
uginosa 40 ¥k, S. marcescens 30 ¥k, P. mirabilis 38 #ki
EN¥N0.78 ug/ml~2100 ug/ml i[5 AL TV a7z,
P. vulgaris 16 B T2 14 ¥k (88 %) »3, P. morganii 14 ¥
TIR LB 3. 13 ug/ml LT L Tho 7,
RIRFCHEL:GM% & I AMKOH & H 2 &% &
LT 2L 75 LAMMIRE (S. aureus, S. epidermidis,
E. faecalis) K. pneumoniae3 & U Proteus sp.(P. mirabilis,
P. vulgaris, P. morganii) Tii GM 2t b & h, Z&#it
AMK t BREKOGE 2R L (Fig.2, 3, 4, 6, 9,
10, 11). E. coli TixAHFlosB b EN-MEH 2 =L (Fig.
5), P. aeruginosa 213 3K L bEIBEOHE I ERLI:
(Fig. 7)o S. marcescens iz L Tiz 3.13 ug/ml LLIFO M
BTk AMK L AROREH 2R L 8, 6.25 ug/ml LA
ETREAI AMK L) 1 BEEBEEN TV (Fig.8),
2) BERAL L URBERERIC BT 5 ERHE
A K] 200 mg FHIEEFO M MEH B % Fig.12, Table 2
IRL7:, BEBERAKC ST 2 MPMEZRS® 1 RHTR
F{E (P39 10.76 ug/ml) 2R L, LAWK L T 12 BR9%
W24 0.19 ug/ml, 24 B¥EITIZ 0.11 pg/ml 2R/ L 72,
—7, BHREERERIC B> Tid Cer.60~70 ml/min D&
EREHTIR, &5 16M% T 12.51 4g/ml, 12B5M% T
1.86 ug/ml D f1hMEE %7~ L, Ccr.30~60 ml/min D hZ
BREHTEZNTN 11.55 ug/ml, 2.43 ug/ml, Ccr.<30

. FEER ml/min OEEREER T2, 16.08 ug/ml, 4.22 ug/ml L 2
D, WREETCHOWBRELDRESLAL, oMbl
1. ERAm: BEHBETIEREED,
Table 1 MIC of HAPA-B
No. of MIC (gg/ml) 10° CFU/ml
Organism .
strains [<0.1| 0.2 | 0.39(0.78|1.56 |3.12{6.25|12.5| 25 | 50 |=100
S. aureus 10 5 2 3
S. epidermidis 9 1 1 2 1 2 1 1
E. faecalis 9 1 8
E. coli 30 2 12 12 3 1
K. pneumoniae 30 12 15 3
P, aeruginosa 40 3 1 2 13 7 8 3
S. marcescens 30 3 6 9 5 1 1
P. mirabilis 38 3 5 11 8 5 2 4
P, vulgaris 16 1 1 3 7 2 1 1
P. morganii 14 1 4 6 2 1
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Fig. 2 Sensitivity distribution of clinical isolates
S.aureus 10 strains 106CFU/ml
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Fig. 3 Sensitivity distribution of clinical isolates
S.epidermidis 9 strains 10CFU/ml

s 2 2

Cumulative percent of MIC (%)

4

MIC | s0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25

L
MIC £0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 2100(ug/ml)

50 Z100(ug/m)
HAPA-B 5 2 3 HAPA-B 1 1 2 1 2 1 1
GM 2 3 2 1 1 1 GM 4 1 1 2 1
AMK 2 5 2 1 AMK 2 2 3 1 1

Fig. 4 Sensitivity distribution of clinical isolates
E.faecalis 9 strains 106¢CFU/ml

1004 HAPA-B

Fig. 5 Sensitivity distribution of clinical isolates
E.coli 30 strains 10CFU/ml

100
GM o—-—0 "
AMK o -—-e
804 )
& 2
o Q
j :
w60 ! S 604
: j :
] g
g d £
g0 f £ w0
i / H
g / 3
204 ) 20
/ HAPA-B
| GM 0—-—0
/ AMK o---®
MIC | s0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 1000ug/m) MIC | s0.1 0.2 0.39 078 1.5 3.13 6.25 12.5 25 50 2100Ge/ml)
HAPA-B 1 8 HAPA-B 2 12 12 3 1
GM 4 3 1 1 GM 2 6 1 19 1 1
AMK 1 8 AMK 5 15 2 7 1

A #| 200 mg BERFORPBE 5 L SIRPEINE % Fig.
131R LT, BEMATIZREH 2 B CRPEINE 47.
0% L aFIcHM & h, B5% 12 BRI T 90.9 %, 5% 24
B % T 93.7 %S RFICEIR X T,

—7, BREREETIX, 5% 12 K % TORPER
#3 Ccr.60~70 ml/min DEEBEEH TIX 71.3%, Ccr.
30~60 ml/min O P EFEREEHF T 64.9 %, Cer.<30ml/
min DEEEERTIZ61.0 %L, BREAD 9.9 %2kt
LTEZECET T 2EASA SN, L LG 24 BER
¥ T2 79.5 %~89.2 %SRBI EI & iz,

3)  EBSIFERERN

Table 3 12 Z#| 200 mg FHIEEFO M & O L& 1 FH
NF A —F—%RLTI, Cmax 3B EEEHTFY15.83
pg/ml EROBEEERLH, HOBETIZFY 11.04 ug/
ml~12.39 yg/ml ¥ FXEETH o7, L L, TH,
AUC, Kel L BH#6E (Ccr) :DORMICIZEE S » 2 BRI
BEHHN, Figld WRT L5 CEhEFN, T %=-0.049
Ccr.+6.424(r=0.898), AUC=—1.23 Ccr.+151.833(r=
0.907), Kel=0.0038 Ccr.—0.0116 (r=0.913) DEMRER
AvBoh, wIFhd P01 0BFEEZEETH -,

2. ERPRRAR

fEFIZ—E L T Tabled i2R L7z, BEDOHNRIXES
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Fig. 6 Sensitivity distribution of clinical isolates
K.pneumoniae 30 strains 10CFU/ml

Fig. 7 Sensitivity distribution of clinical isolates
P.aeruginosa 40 strains 10°CFU/ml

P 100
_ 8
8 8
9 Q
s =
s s 60
H é )
3
5
2
HAPA-B HAPA-B
GM 0—-—0 GM 0—-—0
! AMK o---o ) > AMK e---9
MIC | 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 Z100Gg/mD MIC | 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 Z100Ga/mb
HAPA-B 12 15 3 HAPA-B 3 1 2 13 7 8 3 3
GM 5 10 8 4 1 2 GM 1 1 1 8 12 3 6 3 5
AMK 23 6 1 AMK 6 1 12 11 7 2 1

Fig. 8 Sensitivity distribution of clinical isolates
S.marcescens 30 strains 105CFU/ml

Fig. 9 Sensitivity distribution of clinical isolates
P.mirabilis 38 strains 105CFU/ml

100 100
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Q Q
2 » .
/ HAPA-B e /f / HAPA-B
/ / GM O—-—0 ‘ GM O—-—0
_.L - AMK eo----¢ [ o AMK eo---o
MIC | 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 Z1000g/ml) MIC | =01 0.2 0.3 0.78 1.5 3.13 625 12.5 25 50 2100(ug/mD
HAPA-B 3 6 5 9 5 1 1 HAPA-B 3 5 11 8 5 2 4
GM 1 6 5 3 6 3 2 1 2 1 GM 7 2 9 15 1 2 1 1
AMK 1 10 4 3 7 2 2 1 AMK 1 4 4 13 6 2 4 2 2

B, K134, EWRIIE 18~95 R TFHEMRIL 64 K TH
o, £fEH 58 FIhEREREDHETDH > 1 FEHIL 55
BT, 2 DHRBHIARIZEMIERED X 41 7, EEHRLT
K130, AMAEMUEETRLIATH >, THEHET
DBAHKE I EL 9B, BR26H, LPHEIE6 G, &K
214 BITERE 63.6 %6 TH o7

LER S8 HIP UTI EHFMEEDOBERGEEML
RERIL 42 BT, £ DOERBRIFRIZEMEIEBEM % 33 4,
HUENBEBL IR TH o1, MRRUHERICHT %)
RrAHEKR % Table5 ITRL 1

RRICH T 2R IZERL 106, XETH, FE255

T, BRI L Tt 21 B, B 2B, BERR6
Bl, TE13PTH -1, REBRHRIIEY B, AR16
B, #2017 BIT, BYWE59.5% Th o1, UTIKBHE
BRI L7 &R % Table 6 i2R U7z HIMRRREE 30
BTIzEZ6 B, BRI 145, EH 10 FITEHE66.7% T
bHol, BARRE 2P TRERIG, BR26, M7
PTHHE41.6 % ThHoTee #7—TVEBEH19FITO
E5%EI336.8%, T —FNVIGBEHBFTOEFNIR
18.3% TH -1z,

FHIOMEZHZIE % Table 7 iR L7z, AFIBRESHNIC
R Mgsn-EHZS > 2BHEE %K, 77 L8H%
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Fig. 10 Sensitivity distribution of clinical isolates
P.vulgaris 16 strains 10.CFU/ml

3 2 2
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3

Fig. 11 Sensitivity distribution of clinical isolates
P.morganii 14 strains 10°CFU/m!

2

-
S

Cumulative percent of MIC (%)

»
S

HAPA- B e
GM O—-—0
AMK o -—--9

MIC | =0.1 0.2 039 0.78 1.5 3.13 6.25 12.5 25 50 Z100(ug/mD MIC | 0.1 0.2 039 0.78 1.8 3.13 6.25 12.5 25 50 2 100Gg/mb
HAPA-B 1 1 1 3 7 2 1 1 HAPA-B 1 4 6 2 1
GM 2 3 6 2 2 1 GM 1 1 9 2 1
AMK 3 3 5 4 1 AMK 4 4 5 1 o
207 Fig. 12 Serum levels of HAPA-B after 200mg i.m.
16
Grade | Cer.(ml/min) | n
% 1 100 3
£ [ 8070 | 2
3 12 m 30~60 2
2
§ 14 ~30 2
©
5
g
g
S 8
&
. K\
\,(? ~o '\
i S T

20 40

T T
02505 1.0

12.0

Time after injection (hr)

BASKRDE 54 Bk ThH - 1co REFIX 7 7 ARMUE T 55.6
%, 77 LRHETIZ66.7%, £ETIZ64.8%THo1,
HHERICATRLBREDROEL > - EEIZSE 54 Bk
158 & DEMERE OB b B 5 72 P. aeruginosa THYH, B
HEIXISH/PSHK.33.3I%THT,

BERISMED S b MICRIZSAIRETH - 7 38 BRI
DV TEF DB FZHZE &£ MIC DA% % Table 8 2R
L1z, % 72[ERFIC GM, AMK © MIC b §ilg L1810 T&
Fl & O RZHMM % Fig.15 (R L7, MIC 83,13 ug/ml
AT T3 23 #eh 18 45 78.3 %65 E & 1L, 42 0.78 ug/
ml BLFD MIC 2RIz ekBRE sz, BERERICAH S

& P. aeruginosa Tk MIC & BE¥89% R D BAH# 3 84
MBETMIC251.56 ug/ml D 5 kb 4 S FELL, Wi
MIC #2100 g/m] O RS EERPER 2 BRIZRE S h T L7z,
%7z P. cepacia, E. faecalis b £#»52100 pzg/ml O MIC
2RL 7T, P cepacia Tid 3 ¥k 2 ¥%kA3, E. faecalis T
328k 1 RO S Nz, BFIE AMK & 02 MM
T, 2RMCEFIR 1~ 2 BB TE VAR ERY

(MIC=12.5 ug/ml) T AMK ZfittE (MIC=25 ug/ml)
ThHHEEMNED SN, £72 GM L DT}, GMOF
01 EREEN T, GM cittt, FFICERRELR
THE GM 2%, R TH B EREFR 4K
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Table 2 Serum levels of HAPA-B after 200mg i. m.

Time after injection (hr)

Grade | Cer. | 0.25 0.5 1.0 2.0 4.0 6.0 12.0 | 24.0
A | 100 - 10.06 | 11.23| 8.20| 3.87 1.61 0.21 0.08
I|B | 100 - 11.75| 10.52| 7.52| 3.54 1.32| 0.17| 0.12
C | 100 — 8.91 [ 10.54 7.35]| 4.08 1.97( 0.18| 0.12
Mean - 10.24 | 10.76 | 7.69| 3.83 1.63| 0.19( 0.11
+ SD — +1.43( +£0.40 [ £0.45( +£0.27 | £0.33 | £0.02 | +0.02
I D [65.0 - 9.72| 11.93| 10.60 | 5.54 2.98 1.28 -
E | 61.7 — 11.52 | 13.09| 10.44| 8.34 5.15| 2.44| 0.90
Mean 10.62 | 12.51 | 10.52 | 6.94 4.07 1.86| 0.90
+ SD +1.27 | £0.82 ] £0.11 | +1.99| £1.53 | £0.82 | —
m F | 52.6 - 9.40 | 11.88| 10.87| 6.67| 4.63 1.90 | 0.61
G |37.5 — 8.95| 11.21| 10.74| 8.06| 5.01 2.96 1.01
Mean - 9.18| 11.55| 10.81 7.37 4.82| 2.43| 0.81
+ SD - +0.32| £0.47 ) £0.09 | +0.98 | £0.27 | +£0.75 | £0.28
v H [30.0| 8.26 13.71 | 16.84 - 10.71 8.22| 4.91 1.86
I ]18.3 - 14.04 | 15.32| 14.66| 10.47] 7.01| 3.52 1.33
Mean 8.26 13.88| 16.08 | 14.66 | 10.59 | 7.62| 4.22 1.60
+ SD — +0.23 | £1.07 — +0.17 | £0.86 | £0.98 | £0.37

Fig. 13 Urinary excretion of HAPA-B after 200mg i.m

Grade

Cer.(ml/min) [ n
1 100 3
1000 11 60~70 2 r100
1 m 0~60 | 2 937
F N ~30 2 90.9 Lx89.2

Urinary concentration (ug/ml)

Time (hr)

B,

AKEBE L7 58 FI2BIc W CEIHER ORI £1F-
1o Bt EABEHWER 2 LFICED Sk 57z, Table 9 i
BERGOERREBEOLER %R L7z, 58 F4 681 (10.3
%) ICRELTE % B, TO—%% Table 10 iZRL7z, W
Thy —BROEBTHRRERICHBEE 22 bDid R0 -
e

m. #* E 3

% %1 Gentamicin B @ 1 {if NH, 2 hydroxyamino-

Urinary recovery rate (%)

propionyl % BA L - ¥ 8K 7 & / EBERREX TS
3, TOHESIZ, WENICERIL 7 AMK L D& TIE
AEAOBRMERICXL T AMK & H BN, * -t
BUBLVZWEEOER LEZONATVSY, 71 /K
WERIERIIZ, BOEET2BLXONFELBRRICLIIF
BRI 20FFOFRELRREEF T 2ABFBAN
7 b7 ik AMK LRIBRT, 6 i NH, X% acethyl 1t
T28RD—FE, AAC(6')-4 KTELERIIBLENTY
35, LU AAC(6)-4 LS AMK 2R iELT 2 8%RDS
Serratia TRR &N, FHRZIOBRCBIFELER TR
WEDEELDH B,

SEHELBERLLER» S DBRERI BB O T,
AMK icfittE (MIC=25 ug/ml) #RL, EE I BE2H
(MIC=12.5ug/ml) %R ¥ Serratialk U'S. marcescens
b5 3Bk SN tz, %72 AMK (BB (MICZ 100 g/
ml) TH 355, FHD MIC 2525 ug/ml TH 3 S. marces-
cens b 1kA ol Ths 4D b 2k ERRSES T
FEEREEN, Lo 2 iS5 EROFHEL 10° CFU/mI
KWGCHLYLTED, sLBEBROCO TR bERE 213
BMTHo, IH6DEKEISERICHEOTIE LR %
BEET20B0RTHETDH 205, EF O AMK ftEE it
THEEREOEARERT I bDO L RSN S,

7 3/ ERARNERO X BEHMERIR TH I 0,
Mo MEEHER, ROEUNRIZ, BREOKELRITS, &
A (BHEEER#E) & Ccr.18.3 ml/min~65.0 ml/min
DEMEEREES AKX 200mg 2 HEL, FOARAME:
ML 2, BREBEECRERS KL Tlhe
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AUC (ug-hr/ml)

Table 3 Pharmacokinetic parameter (One compartment open model)

S Parameter

Grade | Ccr. |Cmax (u#g/ml) | Tmax (hr) TY% (hr) |AUC(ug-hr/ml)| Kel (hr™!)
A | 100 11.22 0.86 1.72 39.37 0.40

1 (B 100 11.77 0.56 1.82 38.17 0.38
C | 100 10.14 0.88 1.96 39.17 0.35
Mean 11.04 0.77 1.83 38.90 0.38
+SD +0.83 +0.18 +0.12 +0.64 +0.02

1 D | 65.0 12.01 1.11 2.22 54.43 0.31
E | 61.7 12.61 0.88 4.25 87.30 0.16
Mean 12.31 1.00 3.24 70.87 0.24
+ SD +0.42 +0.16 +1.44 +23.24 10.11

1 F | 52.6 11.75 1.16 3.33 71.23 0.21
G |37.5 11.22 1.23 4.67 87.94 0.15
Mean 11.49 1.20 4.00 79.59 0.18
+ SD +0.37 +£0.05 +0.95 +11.82 +0.04

v H | 30.0 16.00 1.16 5.28 135.62 0.13
1(18.3 15.66 0.99 4.64 117.93 0.15
Mean 15.83 1.08 4.96 126.78 0.14
+ SD 1+0.24 +0.12 +0.45 +12.51 +0.01

150+

1204

90

604

30~

Fig. 14 Correlation between Ccr. and Parameters
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Table 5 Overall clinical efficacy of HAPA-B in complicated U. T. 1.
(200mg X 2/day, i.m., 5 days treatment)

M Cleared Decreased Unchanged Ebﬁi:;ir?:
Eliminated [ 9 ] 2 10 21 (50.0%)
Decreased 2 2 ( 4.8%)
Replaced 2 4 6 (14.3%)
Unchanged 1 3 9 13 (30.9%)

Efficacy on pyuria | 10 (23.8%) | 7 (16.7%) | 25 (59.5%) Case total 42
[E Excellent 9 (21.4%) Overall effectiveness rate
1 Moderate 16 (38.1%)

/1 Poor (or Failed) | 17 (40.8%) 2/ 42 (59.5%)

Table 6 Overall clinical efficacy of HAPA-B classified by type of infection

Group No. of cases Excellent Moderate | Poor | O.ER.*
1st group 9 (21.4%) 0 4 5 44.4%
) 2nd group | 10 (23.8%) 0 6 4 60.0%
insf:::gt:zn 3rd group | 0 ( 0%) 0 0 0 %
4th group 11 (26.2%) 6 4 1 90.9%
Sub total 30 (71.4%) 6 14 10 66.7%
) Sth group 10 (23.8%) 1 2 7 30.0%
inl\f’i‘;f:n 6th group | 2 ( 4.8%) 2 0 0 | 100 %
Sub total 12 (28.6%) 3 2 7 41.6%
Total 42 (100 %) 9 16 17 59.5%

BRECHBL, Cor.k T%, AUC, Kel DMiciz2h
WEEOHEMBBFRSED S t:, - RPEIE b Bilee
BEECHHRESE 1205M 2 TORINESER B ICHL T
ERET T 2EASA SN, > THBIEREE A
HeRE7 2488, tho7 2/ EEERALEFRRE, 85
ESIURSHBIRIAMERE LI LESH B LBbh
%,

BRI UTI BXFHEEE TCOREUETIX, 425
HEZ B, HXh16 B, EX 17T HITHEBEIL59.5%TH
D, SEEHDST.0%Y L VEL, WETEIERMTH -
2o

MEZRZR T3, BH5RTOBER 54 #5355k, 64.8%
vREsNT, BERICIRLDBEEOE» > P. aer-
uginosa Tix 15k SR 33.3% L REEIZIE S, KIS
DA DB b o 7 S. marcescens T T ¥ 4 BE57.1
BORERTH oI, ZOTMBROEHICHNT 5 E2HIZ
P. aeruginosa Tix MIC SIEATRET & - 7= 11 Bkeh 9 # (90
%) H312.5 ug/ml AT ORBRMERL, S. marcescens T
b 68k 5 bk (83.3%) #512.5 ug/ml AT D MIC %=L

*» Overall effectiveness rate

TEH, MIC L HEFEMNERICIZAS L BRIEED SN
oz,

BIERIAA 25 L -8 PIeplic B EM 2 REIL
ZoHonghot, BEFEOBERREMBOREN TIZ 6 6
K—BMOREE#H 2B, BREBCHEELD L
Dixiepote,

Db &0 AR MR BREVE ICHERAMO R IR L
Zzro6h3,

X L

1) BELCFEREFSMICAIBEREZES  BIE
BIHEBE (MIC) BIEEREICDVT,
Chemotherapy 29 : 76~79, 1981

2) UTIAES (RF . KBIERK) | UTIRR M1
(% 2 kX), Chemotherapy 28 : 321~341, 1980

3) Pauline, K. W. & J. A. WASHINGTON 1I : In vitro
evaluation of a semisynthetic derivative of
gentamicin B (Sch 21420). Antimicrob. Agents
Chemother. 13 : 891~892, 1978
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Table 7 Bacteriological response to HAPA-B in complicated U. T. L
Isolates No. of strains Era::l;/:?ted Persisted :;tr::ntsr;p;e:;:n%%)
S. aureus 2 1 (50.0) 1
S. epidermidis 1 1 (100) 2(15.4)
Staphylococcus sp. 1(7.7)
E. faecalis 4 2 (50.0) 2 2(15.4)
Streptococcus sp. 2 1 (50.0) 1
Other GPC 1(7.7)
Sub total 9 5 (55.6) 4 6 (46.2)
P. aeruginosa 15 5 (33.3) 10 3(23.1)
P. cepacia 4 3 (75.0) 1 1(7.7)
P. fluorescens 1 1 (100) 1(7.7)
S. marcescens 7 4 (57.1) 3 1(7.7
Serratia sp. 2 2 (100)
S. liquefaciens 1 1 (100)
E. coli 5 5 (100)
K. pneumoniae 1 1 (100)
E. cloacae 2 2 (100)
Enterobacter sp. 2 2 (100)
P. morganii 2 2 (100)
Acinetobacter sp. 1 1 (100)
Achromobacter sp. 1(7.7
Flavobacterium sp. 1 1 (100)
NF-GNR 1 1
Sub total 45 30 (66.7) 15 7 (53.8)
Total 54 35 (64.8) 19 13 (100)
Table 8 Ralation between MIC and bacteriological response
Isolates MIC (ug/ml) Total
=0.39/ 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 2100
S. aureus 01 01
S. epidermidis 1.1 171
E. faecalis 172 | 1.2
E. coli 2/2|3/3 5/5
E. cloacae 1.1 1/1 2/2
Enterobacter sp. 2/2 2/2
K. pneumoniae 1/1 1/1
P. morganii 171 | 1.1 2/2
S. marcescens 1.1 |11 0/110/1]0/1]|1/1 3/6
Serratia sp. 1/1 1/1
P. aeruginosa 111 1/5 | 1/1{0/10/1 22 | 5/11
P, cepacia 2/3| 2/3
Acinetobacter sp. 1/1 1/1
Total 272 |8/816,1002/3 |02 |1/74|1/1|1/15/7 |26/38
(%) (100) | (100) | (60) | (67) (25) |(100) | (100) | (71) | (68)
4) FEIEHXCEREFSHBEXIRE, iy >~ amino group of amikacin by a new enzyme
R4, HAPA-B, 1984 prepared from Serratia sp.. J. Antibiotics
5) MoroHosHIl, T. ; M. Toria, S. Yokoivama, K. 37 : 1687~1691, 1984

FujyiMoto & K. HamaNo : The acetylation of 6'-
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Fig. 15 Sensitivity correlogram and bacteriological response
in HAPA-B treatment
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Table 10 Cases with aggravation in laboratory test results

No. ‘LS\:: Diagnosis Abnormal laboratory findings
2 ;2 C.C.P. S—Cr. (1.09—1.38)

12 58 C.C.P GOT (11—30), GPT (14—50), Al-P(64—85)
M T Eos. (0—11), Mon. (6—16)
26 RBC (407—370), Hb (12.2—11.2),

43 F C.C.P. Ht (35.8—33.0)

45 ;Z C.C.C. WBC (7800—14300), S-Cr.(0.94—1.44)
53

53 M C.C.C. A1-P(17.4—26.8)

54 i; C.C.C. | Neu(81-35), Ly.(18-58)
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FUNDAMENTAL AND CLINICAL STUDIES ON HAPA-B
IN COMPLICATED URINARY TRACT INFECTIONS
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The antibacterial activity, pharmacokinetics and clinical usefulness of HAPA-B, a new semisynth-
etic aminoglycoside, were evaluated.

1) The antibacterial activity of HAPA-B was superior to that of AMK and GM against E. coli.
Against P. aeruginosa these three drugs showed equal activities.

2) In patients with impaired renal function, the peak serum levels of HAPA-B showed higher and
the serum clearance tended to prolong parallel with the decreased value of creatinine clearance.
Similarly, urinary recovery rates were decreased parallel with the degree of renal dysfunction.

3) Forty-two cases with complicated urinary tract infections were treated with 400mg of HAPA
-B daily for 5 days and the overall rate of clinical efficacy was59.5%. As for side effects, no
subjective and objective symptoms were observed in all cases except for six cases with transient
abnormal changes of laboratory data.



