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PR - BBERzx3 5 HAPA-B BRiE O EBERY - ERRAIBTSE
A F.MAGPARREH KX-=L TR
RAEABEIHt

FR %&—
R AR

A ESR-AE A%
LFEERFE AR

BLOHEHEBECBNEESBELTA2FMRBRO7 3 /EWMERN4EKN HAPA-B % 18 200mg1 B 2
EfE T4~7 BM, BE2EMH#T2EEL 45, RBRCLIIREMBEALL L FAREMMLE 3
B, H10PDOHBICHERAL, FHIU~T2R, BRESPTHo e, BRBEREFL D RHESIES
., 10%cells/ml T ® MIC0.39 ug/ml (18D & 6.25 ug/ml) D E.coli 8k, MICO0.78 ug/ml @ K.
preumoniae 2 ¥, MIC 6.25 1 & U 12.5 ug/ml @ S. faecalis 2 %187, KRR IZ X 46, B2 65
T, BEAB LU HAPA-BIX L 3 LBRONIBERREMEDORN IBH S o 72, 10 FILFOFMic
PR L CHTATAA 200 mg 2L, MhIREL /A8, AOZEE, RMEBIAK, HEFAOBITE B subtilis
ATCC 6633 ¥k #MREMH & T % agar well bioassay &iZ THRFE L 7z, HAPA-B 0REEEHTREIIF
#71.55+0.58 ug/ml, AEBEAEIchiMBEIZ 4 0.59+0.43 ug/m], AEBERPNMAT I ¥4 4.83+1.07 ug/g
Thote, BHBADREIIFT 7.87+5.09 xg/ml, HEFENMEII T 2.35£1.75 ug/g, £OMHD
HERNEE XV 2.85+1.92 ug/g, BEABRHPREIZIFY 1.63£1.56 ug/ml THo%e ZhH60D
HAPA-B i ME DA IR AED HAPA-B 132 MICE:2 LE->TH D, BERMR, L2t

NOV. 1985

RS T, ARDOEERBRE, SUBER T 2 HAESEMT Ot LS,

73 EARTIERZ, 7o Bt EroRUEICS LR
BLOABHLECR/NREEHILAE (MIC) *8¥ 3 REL
(ERENTWARERTH 25, BEMES L UE 8 AEEIC
M rEMSHD, B INSOBWERRMPMED LRIC &
DREFESEL LB, B THECI 28504
IHohTui, B, O+PREBSREEOERICLD, —
BOEACBL TARBERGESBITIND LI TR >TXR
7z LoL, 7 % /EEBSRRAEROBERC L > T, HHEED
hok < i Gentamicin (GM) ftE&# B %<2 D, GM L DX
Xttt E T 5 EH TR, TELBEROFEESMBL L >TXK
fro LIcOSoTRED 7 2/ EBMERTEROHRI, KL
DEXTED 2>, BWFROL 2 L EFORRICENSBEA
T 312,

HAPA-B R, BLWHENL, BuBMEIRELL, ik
ZEXMEHBH THROFHRREDT &/ EBRERAERTH
39, EESRFKEETORZECEKNICHAAL, &850
BEOFMEFCEEEES L CHBANBRE COLTREL, &
FORKDHZFMREBLOTHRET 2,

[. AIRFEELUHR

1. FEREFB I UREHE

HAPA-B i3, XE = Y > 7#iZ 8> T Gentamicin B
EDAIMEh, REREKRRSHLE Ty v 7 ABEERS
M THABE AN T 2 VEBERNER (AGs) TH
39, AZF DL EMER R Fig. 112 Lo 31<, Gentamicin
B @ 1{iZ® NH, # iZ hydroxyaminopropionyl ¥ % # A

Fig. 1 Chemical structure of HAPA-B
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TazEtinBond,
ftE&i

1-N-[(2 S)-3- Amino-2-hydroxypropionyl]-4-0- (6-
amino-6-deoxy-a-D-glucopyranosyl) -6-O-[3-deoxy-4
-C-methyl-3- (methylamino) - 8-L-arabinopyranosyl]-2
-deoxystreptamine,

AFR CoaHNsOa GERESEX), 5> F1 569.61 (GRS
¥) TH3,

AE~HERBOKBEKRT, B, BREMNTRC2LDT
BIFeTL, AP /=N, ¥ /-0, P}V, Zun
wVA, T—TNEIFLAEETRZY,

KEBO pH 12 5.5~7.5 (100mg/ml) TH 3,

HAPA-B i, 77 LBMEEB LU J LlMEHIcL
TRBLEWHEERA%ELH L, FOERRKENTS 2,

AGs FELBRD > b AAC(6)-4 It X W FRELEN S
#», AAC (6)-1,3, APH (3), AAD (2") Hic X h FiE
LRIz, FRBARR &Nz Amikacin (AMK) ©
6O NH, B2 BT 2 7 ¢ F LV EBERCHLTLE
ETHb, choDAL D HAPA-B i, AGs BREFID >
LitEEsR OO OLEBEOER L Eh T3,

BEACB VT HAPA-B i3S ss®» i RIN & f, 200
mgHETOMP BE D Tmax 12 0.81 hr, Cmax i 11.11
xg/ml THY, Tuz i 1.75hr, AUC iz 38.57 g+ hr/ml
o Tw3, KFRRMERIT S Z L2 KREWSRPIC
Hedt <, 8 FEME & T HEM T 200 mg BE T 77.2+
98%ThH 3, t PIFEEANDKEAEEIZ50ug/ml T
6.30+2.35% ThH 3,

BEM, EREMHRIGM IR, AMK XD & 518
{, BE—HEREDHERA L AGs REHDOPTHL- L b H
WHBICRT 5, TOMMOBNSR, —KEBERLVE
UBEHSNTVEEATH B,

HAPA-Bix 2ml F200mg D7 > 7 LEl & LT
#HahTERLL,

BE5HEIZ1E200mg, 1 B2BOHEE L, EHE
fRAlO=AF - 3BHTH 2,

2. NMREF

1) ERREIBRET

BRMS9ELALD THETD 7 » BRI, RIERBENFL
BIUNBHCARE2BEDI B, B, HAMHEER4
Bl, BtRBELICAHE 5 MRS 6 81, 5 10 Al 2R
&L, EERZLPOEEEBLG2EH LT D, HAPA-B
BEC L D ERBERECFR2RTL A, BMBEELT2
PIBBYIRM 2 REITL, W HAPA-B I X 2585 1
L,

EEEBETIE, +1BY V7 g+ _1EREE
BRECEBLTRRLU L+ EBROE%EICL ) HAPA-B
BEfoBL#HEREL, HAPA-B 5%, FMELT

A HESEAEM DI & D NIMEPREHEL 2o HE

ESHOMMSE BE TIE, TR CMIEDK 70 3 HEN
MM ORI LD EABKEMR L, HAPA-B R EHROM
WEHYRIZ, FLF—VHEITORHE TIIMO BB L >
THIEL I,

2) fEMAMEOME

RN 25 22 o BB LFIOFMcHRL T, WM
2 HAPA-B 200 mg % 5 L, FMichic R L e B MAEH
B X UHEMA O HAPA-B X % bioassay ikiC & D &R
L, MEEBILoT, LIt T, AMMMEDOBET
12, MRTIRS L7 HAPA-B i3, REME L, HMEXRL
A

3. ERERBIROHUE

HRSROHE R ERERE EEHICLT, ¥, MY,
PREY, MYDOLI4RSEL, FRNEFRORDERIZL >
A

% (Excellent) : #5 3 BURCHHERS L UK
FERDOMBELI:bD, BREC TEABEOHERLILD,

B%) (Good) : 4~5 BLAPIZTERD H A EAsieR & 7o
HERLALD, EREBCTEABOME, 3B E
BD b D,

2B (Fair) | 6~7 BURNICERD—EBH B £ 2
BERLI: LD, BREBEDLIZHD,

&% (Poor) | THULRAL THERSKBELZLOE
Lz b D, BEHNBELYLZVLHD,

EBREOREIR, WHRIVIMESNIEDI b, KEE
tEzZoh, »DOBROVRHLDEBRNAL TEREFEL,
BAEMEESEREY 12X D HAPA-B © MIC % #l
EL 7

—EOFE L D DFKHT, WRR—F —ITEEWL, KH
{L¥FEREFCEMT L, BOSMEE, MIC DR %8
Tz,

4. HEBNMERE ORI L BEREE

1) BEHEERE

HAPA-B 0¥, BYEMAK, B, Hi%E, BEL B
2 WERIEREHIRD & 5 ICERIRL 72,

FMyATc HAPA-B 200 mg %853 L, FM i KMBMm %
FERL ChhREMERE L L, BELCBWTIR, BE
EWERH (A [BH), EEMNEH L, BIFRICEZZ L %
OENT 72, IBMEREAK b RIBRICRRES IR L, B, RE
AR S, HEABH 2RI, RECTE LI,
i, BHEE2ASWED, SBRIERICTEGERL,
—200C C THAEREL 7o BER V3B, 20030
CHEILTBEANEEB IR >, BERELRLN,
FERED X 2, REBREHRRSH VY —F oy —ick
LT, fiEHL,

2) BERAEE
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BEiz® o D Mgk, mMixeo R, Hit, WY,
B, MEARL 2%, 3,000 rpm 10 2MOR.04
R LRI G L AR R SR, 2 OXRO 4 F
& ® 0.1 M Phosphate buffer solution (PBS, pH 8.0) %
B T, Bio-mixer (HZ##) =T homogenate % M
L, 3,000 rpm 10 SRR .LOKESR, 2D EMEREL 20

MERE BB & U T Bacillus subtilis ATCC 6633
k% B> 3 agar well bioassay T8 272 o7, #RHEHAR
I eEE ik b bk, AEM, Bk, AEERPIIMEEICIX
0.1M PBS (pHB8.0) # ¥ h¥hnBuigkimE/ERL
T, WEMERDR,

ZOREEIC L HHERAIZ 0.08 ug/ml TH o7z,

II. RN

Table 1 W EERBREOHKE 2, %£7: Table2 i
HELEZFEREE > AMBEROBMKRELD LIz, B
R EL 48, BR6HT, LER, BYHITr
272,

REBFOHBAL e b DX 8FTH o7, 5524k 2
B 1R 3EOEKERETHY, BHRBRIE 12K TH

27z,

Table 3 i it 1EM R BRED FMIIOEH, HEAD
HAPA-BiE% L » L, Tabled izik, MIEMME DM
W, Mk, RES, HEAMITO HAPA-BREELOL
120

1. [EEALICHT 2N

MEIEEA 25, EAMEEREE2ACHL TLAEHL
DR E 187, SPNERIBRBICFEREL 2>/,
8 HAPA-B 200 mg 2% L THEH 8 £ VIEREAR
EEAEL . REXEH FREE 0.67~2.27 ug/ml L
FEBHEME TH o 7 0t, EREANME X 3.45~6.05
ug/g LREEEHICHEL TRREDOBITEA LD,

LTF&EMCOWTHMET 5,

fEH 1, T0M, %, &K 54kg,

RS9 1 B VA LINBMAD D, BERLKRC
IVERERBRASNS, 1A 128, tBMNEKZIA
Bz, MRS ICH D, HAPA-B200mg, 182
OBEEET, 3SHICTERIBRL, BYLHUESN),
ABZRT, 1 B 10 BO+ =/~ 72 X 5+ _ iDL
®IZTHRD E. coli B &, HAPA-B iz 8+ 5 MIC
i 10%ells/ml T 0.39 ug/ml % L ® L 7z, 1A 19 BFEWH
RHITL-%, EREOKEMEEIEHT, NEAOHEA
DSIEZEPR I & WHEFLE L T2 #iRT. HAPA-B 200 mg % Wik

Table 1 Clinical effect of HAPA-B after intramuscular administration
on biliary tract infectious diseases

Clinical

Case no., HAPA-B Isolated organisms,

age (yr), Diagnosis, remarks, MIC 108cells/m] and

sex and Daily dose, Total (ug/ml) adverse

body weight Duration, dosis Bacteriological effect effect

1 Acute cholecystitis with 200mg X 2 2.4g E coli 0.39 Good
70, F, cholelithiasis, 6 days +) = () None
54 kg preoperative use )

2 Subacute cholecystitis with 200mg X 2 2.8g E.coli 0.39 Good
33, M, cholelithiasis and subacute 7 days +) = (=) None
70 kg hepatitis, preoperative use, ‘

effect of before HAPA-B treatment,
CEZ 4.0g i.v.d. for 12 days was
suspended to increase GOT, GPT and
y-GTP(GOT 77, GPT 221, r-GTP 593)

3 Subacute cholecystitis with 200mg X 2. 2.4g No growth before Good
72, F, cholelithiasis, diabetes mellitus, 6 days HAPA-B treatment, None
55. 5kg arrhythmia and heart insufficiency, no growth in gall i

effect of before HAPA-B treatment, bladder bile,
CTX 2.0g i.v.d. for 25 days was Unknown
recurred, preoperative use

4 Acute cholecystitis with 200mg X 2 2.8¢g Not tested before Good
60, F, cholelithiasis, effect of before 7 days HAPA-B treatment, None
49 kg HAPA-B treatment, CEZ 2. 0g i.v. d. no growth in gall

for 7 days was recurred,
preoperative use

bladder bile,
Unknown
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Table 2 Clinical effect of HAPA-B after intramuscular administration on acute peritonitis

Case no., HAPA-B Isolated organisms, Clinical
age (yr), Diagnosis, remarks, MIC 10%cells/ml and
sex and Daily dose, Total (ug/ml) adverse
body weight Duration,  dosis Bacteriological effect  effect
5 Acute localized peritonitis due to 200mg X 2 1.6g E. coli(#)0. 39 Good
10, M, phlegmonous empyemic appendicitis, 4 days Not tested after None
30. S5kg appendectomy, postoperative use HAPA-B treatment,
Unknown
6 Acute localized peritonitis due to 200mg X 2 2.0g E.coli 0.39 Excellent
31, M, phlegmonous empyemic appendicitis, 5 days #) — (=) None
59 kg appendectomy with drainage,
postoperative use
7 Acute localized peritonitis due to 200mg X 2 1.6g E. coli 6.25 Excellent
13, M, phlegmonous appendicitis, 4 days (#) — (=) None
55 kg appendectomy with drainage, S.faecalis  12.5
postoperative use #) - (=)
8 Acute diffuse peritonitis due to 200mg X 2 2.8g E. coli 0.39 Excellent
20, F, gangrenous perforative 7 days (#) — (=) None
51 kg appendicitis, appendectomy with
drainage, postoperative use
9 Acute diffuse peritonitis due to 200mg X 2 2.8g E.coli 0.39 Excellent
36, M, gangrenous empyemic perforative 7 days (#) — (-) None
70 kg appendicitis, appendectomy with K. pneumoniae 0.78
drainage, postoperative use, #) — (=)
effect of before HAPA-B treatment,
CEX 1. 5g p. o. for 2 days was poor
10 Acute diffuse peritonitis due to 200mg X 2 2.4g E.coli 0.39 Good
19, F, gangrenous empyemic perforative 6 days (#) — (=) None
48 kg appendicitis, postoperative use, K. pneumoniae 0. 78
appendectomy with drainage, (#) — (-)
effect of before HAPA-B treatment, S. faecalis  6.25
ABPC 1g i. v. for 2 days was poor #) — (=)

97, 98 B X 1f 100 HEDORIBEIEH PRI X 2.27, 1.51,
1.38 ug/ml % L o U7z, f5dES 108 FOLHi &L B/ 8
FIEHFREE I, 0.35 xg/ml 2 Lo L, Btk 118 FDF
HIBZE T EAEH M 1.22 ng/ml, AEPEEEPYMMES it
6.05 ug/g # L L7, ERERMAELTH Y, EREHD
ERIERETCELABERIMELI-bOLBED SR, itk
it Cefotiam (CTM) 2g 1 B 2 Bl AFM##EIC & 516 %
HfFL 7z HAPA-B 852 X 2BIfERi &2 &, BRRRE(E
DRELEDShzh o1z,

fEH) 2, Bk, B, 4E70kg,

BRI594E 1A 6 B, A LEMHED HRFHC AL, IBA
PRRSHh, ERMEELL LT, Cefazolin (CEZ) 2g1
H2E0AMES 12 HMZ T 7008, FFBESETL,
GOT 77U,GPT 221 U,A1-P20.8 U,7-GTP 593
mU/ml &% 9,CEZ 2t L, @A Oks5 2211 5,1 A
20 B, #&hcEERL, GOT 56 U, GPT 190 U, Al-P12.9
U, 7-GTP 218 mU/ml & ® K& L 7- 45, Ff, Bitpyae

H$ERL, 182381 ) HAPA-B 200 mg 1 A 2 B
KHEMEB IR, 4 ARERZER LA LHE S
hizo 1A 14 BEfTO+HEBY v 7 & 3+ 21EWED
1%z TYRD E. coli %187:55, HAPA-B izt 3 MIC
120.39 ug/ml 2L L1, BREERKIZBRL, FMgEL
HAPA-B #it% GOT 34U, GPT59U, Al-P10.2U,
¥-GTP 162 mU/ml £ &tk L7 DT, 2 B 38 F# £ ME{T L
2o BEEBOERFEET, ERFIEACIVERL
Tz, F#i81 HAPA-B 200 mg % Btk 92 3 & UF 94 4
DORIBERH HME X 0.67, 1.03 ug/ml 2L oL, FHixsk
120 2D REZAEH P MEE 0.51 ug/ml, IBFEEEPIMEF 3.45
ug/g %1872, HAPA-B#51C X 2 BIfER T & ¥,
2HAMBEEMLAERCL2EIRETCLRE A0
»ofe, FHRECHBLIEEREHOBMRBIIPZRETH -
fo08, BOBRIBY THEENRIEE LD SN,

B 3. 2%, K, ¥KE55.5kg,

ERT L D LAE, TEHR, BERE I T, 594 1 8
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Table 3 HAPA-B concentration in common duct bile, gall bladder bile and gall bladder wall
after intramuscular administration of 200mg of HAPA-B

Case no., HAPA-B concentration at indicated time after intramuscular administration
age, sex and Bile in Bile in Wall of Severity
body weight common duct gall bladder gall bladder of
(kg) (ug/ml) (ug/ml) (ug/g) inflammation

1 70 F, 2.27 at 97 min 0. 35 at 108 min 6. 05 at 118 min (#)

54 kg 1.51 at 98 min (punctured bile)

1. 38 at 100 min 1. 22 at 118 min

2. 33M, 0.67 at 92 min 0. 51 at 120 min 3. 45 at 120 min (#)

70 kg 1.03 at 94 min
3. 72 F, 4,75 at 100 min (4)

55. 5kg
4. 60 F, 2.13 at 97 min 0.29 at 110 min 5.05 at 110 min (W)

49 kg 1.88 at 102 min

In cases 2 and 4, the cystic duct was obstructed by gall stone.
Cases 1 and 4 were diagnosed as having acute cholecystitis with cholelithiasis.

Cases 2 and 3 were diagnosed as having subacute cholecystitis with cholelithiasis.

Table 4 HAPA-B concentration in serum, purulent ascites, appendix wall and pus in appendix

after intramuscular administration of 200mg of HAPA-B

Case no.,

age, sex and

body weight
(kg)

HAPA-B concentration at indicated time after intramuscular administration

Serum

(ug/ml)

Purulent
ascites

(ug/ml)

Wall of
appendix
(ug/2)

Pus in
appendix
(ug/ml)

5. 10 M,
30. 5kg

6. 31 M,
59 kg

7. 13 M,
55 kg

8. 20 F,
51 kg

70 kg

10. 19 F,

48 kg

7.03 at 26 min

9.62 at 30 min

4.76 at 220 min

2.44 at 10 min
4.29 at 15 min
5.27 at 20 min

3. 88 at 55 min

13. 67 at 208 min
14. 89 at 209 min
10. 66 at 215 min

1.12 at 10 min
(Mucous membrane)
1. 45 at 10 min
(Other part)

3.31 at 16 min
(Mucous membrane)
2.76 at 16 min
(Other part)

1. 49 at 30 min
(Mucous membrane)
1.78 at 30 min
(Other part)

1.19 at 20 min
(Mucous membrane)
2.60 at 20 min
(Other part)

1. 48 at 75 min
(Mucous membrane)
1.86 at 75 min
(Other part)

5.52 at 210 min
(Mucous membrane)
6. 64 at 210 min
(Other part)

0.71 at 10 min

0. 83 at 16 min

1.01 at 75 min

3.96 at 210 min
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108, ELEMERN, 1A 14 B, ABMAR, B3
Rah, BRI £ L T Cefotaxime (CTX) 2g DK
WAMEE 25 BMRG, —RBRLLUER LD, 28
68, ARHCKER, EM, HHEHR2HY, 2A8RLEY
HAPA-B200 mg, 1 H 2 EIOfFEEHITL 72, 3 BRER
RERL, EMEHEES N2 B 1 BERL 7+ 1%
DEEIHERETEAEITHTHo N, 2B 14 8, LK
0P OBEKERC TFHERITLA. BEEOX(IR
hEETH - b8, HAPA-B 200 mg #iiE#k 100 20 E %
BRME L 4.75 ug/g 2L O LI, IBEEH OIS
THo ke, BHABMRIITER*WH 7, HAPA-B i
SAEERIRZ L, RIEMAMOEHICL2 tBbhAR
RLB/dzholz,

=5 4, 60, %, {AE 49kg,

BM594 1A 25 H, £LEMTAMAR, BE%
RExh, AHEREL L LT, CEZ2g 0ARMMEL 7™
21, —HERLILERL, 281849 HAPA-B200
mgl B2EIOMHEIC L 2HMEB 2>k, HAPA-B
HRIOELRBOMIE I HRK L - 708, HAPA-B ¥k 3
A TERZEBRL, B HEE N2 A 9 BERBSL
WrBolkds, EREOKM, BEIHET, KA
L2 EWMEDRAER B 12, AT HAPA-B 200 mg itk
MBLIVI220RBEBENFRMEIZ2.136 X 1F1.88
ug/ml, B 110 S OIEREASH HME 0.29 ug/ml, HE
BN 5.05 ug/g 287, BEBEHOERIIBMTH-
7o 8, EHHEMRISRTH >, HAPA-BREIC L
BifERR RS, AR L2 L EDNABRREBORE Y
EHizhotz,

2. ML 3REH

PEEORURBERICH I REEBEL 36, PAEHE
SEfFEOAMBRERICESHT 2 AREBBL 3 M0 651
EOWTRHA L7, 26, ARGENRFH 2T 15
RARETRRE AR ZPAK L 208, 5 Pl REYIRE
Ryu—X e« Fr—>ic&sFvF—o2RiTLE, BX
BIRMBA R 2 REAE L D SR LE 8,380 1
B, 20z 2%, 1Bk IMOBRE M LB, 261,
F1laiic HAPA-B 200 mg 2 #53 L, #MPERERL 7o M,
Bk, e, hEAMMNIcE5 175 HAPA-BRESREL
2o BRMEBEAKIZ 2 BliC B W TRERRICRE L 72, TSI
BRES L 2o ML THEL 2, RIERAD
RERHFEE02LD 2152 THEL, 2.44~14.89
ug/ml ORER % B7c, BEKBENME X 1.12~5.52
ug/ g, F DD B BEENMEI 1.45~6.64 ug/g 2 LOL,
BENRHPEEI 48 T0.71~3.96 ug/ml 2 L L7z,
Fifitk, WA OB#E HAPA-B 200 mg, 1 B 2 BIfiE%
I~THMEDERAL, EX40), B 2HOREEE
o

UT&EFICOWTHET S,

FE 5. 10m, M, &K 30.5kg,

BEFI594E 1 A 19 B L D M), RIMITHHKEL,
W% T 18 21 AR, FHEMITL . AEOKI(L
RPSETREREEL, ETWHNORDm, FHEOMK
B0 BMEMMA EEHL T, BADOHRIZED
E.coli %#87:0t HAPA-B iz 7 % MIC 12 0.39 ug/ml T
® o7, HiiAT HAPA-B 200 mg 285 L, 10 30 RER
APV 1.12 ug/g, € DHED RERPIMAE 1.45 ug/g, R
EAMM M 0.71 ug/ml £ 187, HEVIRE NV F—
R MEITE F— RIS R R AL 1. Mtk HAPA-B 200
mg, 1 B 2 BEIRFHEC & D NS O B E T L 2.3 BHRIE
RizM%E LT, BYEHEL 2. MikOMRRITHRT,
HEEWHRITHTH 22, MEKERLIDAHT, HIZH
KLi-bnEELSND, BIFAEED ST, HRRE
HORMOEDOh LTz,

fEB 6. 1M, B, AES59kg,

&L DR H D, BR, EH > THMS9ETA
3AAR, FMEHETL, HEOELRHET, WHER,
MmREEL, RRMEMMEEEHL T, MEBXRD
SEMIZ X D E coli 218708, MICIX0.39 ug/ml TH»
fzo i1 HAPA-B 200 mg ¥ B 16 50 REREA R
B 3.31 ug/g, ¥ DD BEENME 2.76 ug/g, BERM
HHMEO0.83 ug/ml, HEH263OMFRMEIX 7.03
pg/ml % Lo LT, BETERE, FLvF—Y 2HETL L, #itk
HAPA-B200mg1 B 2 BT & h BEER O a8 % KT
L, 2 B%THL, ESRLERM L2V EHLHEL L, Bl
ERIERL, BRREEORELED b o1,

FER 7. 13, B, KE55kg,

BEE D EESH D, BAS9%E 1A 238, Ak, FiF
2REITLI, REOEMIIPEET, PEROMMEMADS
Hh, HEYRE, Rvo—X« Fv—YiZTFr+—¥
RREITLT. IRMEBEADOEREC LD MIC6.25 ug/ml % L
w1 E. coli D% L, MIC 12.5 ug/ml @ S. faecalis O th
= %187, #7AT HAPA-B 200 mg %L, 30 3% 0H
ERRENMAE]. 49 ug/g, FTOMOBERNNME 1.78
ug/g, MH .62 ug/ml 2B Iz, itk HAPA- B 200
mg, 1 B 2 @B & D BEEROERE RT3 BEICRE
RS E, MOBEERLRE L 2D EREHELL, BIfE
A8 L UVERREBEORKIED SN ST,

fEB 8. 20, %, FHE51ke,

2HAIX DEMENH D, RECHHL THEMS9E3IR3
A%, AR, FMERTLL, HEITREBCRAL,
KEBOBRMBALD Y, ARMUBBEREEHL T, &
BYIRE, RVO0—X - FU—=YiZE 3 PV F—YERKT
Lize IBMBADEECEID MICO0.39 ug/ml 2 Lb¥
E.coli DK R %187 . MiA1 HAPA-B 200 mg 253 L, 10,
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158 & U 20 2ROMMEMKFMEIZ2.44, 4.29 8 LU
5.27 ug/ml 28, HFHER 2090 HERHMAMNE1.19
ng/g, OO REEAME 2.60 ug/g £ L LT, itk
HAPA-B200mg, 1 H 2 BEOMEC & D HRED RN E
BIuofred, 1 Bio TR L 2D, 3 BRERI
HELEDEHELL. BIERIRZ L, BMEREMORY
YREDLEh oI,

fEH 9, 6, B, 4K 70kg.

BRMSOET A2 BAL Y HM0H D, HAMBEIC TR
¥WEB# & L T Cephalexin (CEX) 1.5g DR G %%
3 VBRe Y, B E#E-T7TA 25 B%8, AR, FHi
ERITU 20, RBIIREMNMERE 2D, SLMEC TR
L, PoARRORMEMAsD D, REYRE, FLi—Y
EREIT U7z MEBADOKERIC L > TXKEDMICO0.39
ug/ml D E. coli £ MIC0.78 ug/ml @ K. pneumoniae %
187, A1 HAPA-B 200 mg ff3E 55 530 MAER K il
3.88 ug/ml, FHEH 75 FOREXEMAIME 1.48 ug/g, £
D OB EENME 1.86 ug/g, REAMHPRE1.01
ug/ml 21, #% HAPA-B200mg, 1 B 2 EO#HE
I & D BBR S DR RETT, 3 BT THEMES I, B
RO DELHEL 2. BUER B X VEBKRER
DRERED -T2,

fEB 10, 19%&, X, % 48kg.

3L VB H D, BR e, BEEBL LS
#, Ampicillin (ABPC) 1g #iE% 2 HM2I7 % b ERE
¥, BS54 1A 31 HRZ, AR, FHE2HITLE, &
EFRBCTRIAL, SROMUEBIAIEDH D, REGIRE,
Ryo—X e« FVv—YiZE3 FvF—Y¥iTL. B
BADEEC LY AKAED MIC0.39 ug/ml D E. coli &,
MIC0.78 ug/ml @ K. pneumonige ¥ & U th % &
MIC 6.25 ug/ml @ S. faecalis %187z, #iA1 HAPA-B 200
mg % BhE% 208, 209 B X U215 5D MBI A RES 1T
13.67, 14.89 33 X 1F 10.66 ug/ml 2B 72, BTk 210 9
DREMBABEX5.52ug/g, TOMOHBERERNAK
6.64 ug/g, HENBH FMETIZ 3.96 ug/ml 2L HL,
B 220 S DM MAEIE 4.76 ug/ml 2 B 7z, KL,
HAPA-B200mgl H2BIHEC LV BHERDEEE B
Il 3R TERRBRLER L YWEL 72, BWER
BLUBRREEORBEIZBDshizh o7z,

3. EFDFLD

BEE R RAAE 4 ), REREFRE L ¥ 2 3MHWEE 6 51,
10 8icxt LT HAPA-B DRI 28 22 572, B
Bk 58, TELRED S FITH o7, EMIZ 10 LD 72
B (F#336.4+£23.1:K), hE 30.5~70kg (F#54.2+
11.4kg) Th o7z, HAPA-B 324200 mg 1 B 2 Bl
KTHRE L, BEHMIZ 4~78 (¥495.9+1.28) T
Ho7z,

BEMISFLD RHEBIMENT, ZD DB E ooli
12 8 Bk %18, 0D HAPA-B izxf¥ 5 MIC i& 10°celis/ml
12T LRIt 6.25 ug/ml TH o728, filid 0.39 ug/ml £ L
W L7, K. pneumoniae v 2 %1%, MIC % 0.78 ug/mi
THo7:, 2¥D S. faecalis 1% 6.25 B X U 12.5 ug/ml 0
MIC#L® L7z, ERMHHEEL /c 8 BYiC 517 5 MR
MR, 1PITHEROMRSKEITTE T THTH -,
fhiz 2BkM% & BB 72,

RS RIZER 4B, BT, HYHE100.0%TH
D, HENRBRETEHYIR LTz,

FHEF 0 AL BV THERS L CERNREERR
L 7:. il HAPA-B 200 mg % #it tk DR EH b R%
12922&0 1023%TT,0.67~2.27 ug/mi(¥#5 1.55+
0.58 ug/ml), FEEMEHPREIZ 108 3L D 12022 TT
0.29~1.22 ug/ml (¥4 0.59+0.43 ug/ml), ERESNER
Ei210023 & D120 % T T3.45~6.05ug/g (F89
4.83+1.07 ug/g) #B7/: (Fig.2), BEMMLICBTS
MR R 103 LD 21543 % TT 2.4~
14.89 ug/ml (¥4 7.87+5.09 ug/ml) 2L L, HEH
BEMAEIE 10438 D 210 3% TT1.12~5.52 ug/g (¥4
2.35+1.75 ug/g), EFDHDHEREPIMAEIL 1.45~6.64
ug/g (F#92.85+1.92 ug/g), REAMMHTRMBEL0.71
~3.96 ug/ml (¥191.63+1.56 gg/ml) T » - 7z (Fig.
3o

2P BLTT7 VAL ¥—, HLE, ERBROBEMAI
%<, WHEE, AESOELMLBD Lk o1, BEKKR
EHEOAFICL IR b 2L, FREIIMOREICTR
WER % T 22 12 (Table 5),

% »
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LTsIbhTwa, fikMick-T, SDEBELE2
Sh3DRREMBRNDBITRE S X UiHGERMOBET
H35), LrLAKICEWT, COREEBNOBEOR
ERHEACBIobATWE LiREnEY, L7/
ERMERIERL, BLVWARI PS54, ELWMIC2F
LTwaRE, BEMYS L UEBEMO-HI, g-lactam
FRALERCHL T, REENHRINTV3, MP/ED
ERE S OIHE R 7R AR SEITES R TWAER
RTH2, Lictd> TEFOBEOREI L D LELEH
Thd i3,

FH 512 1975 FLR, ZEHEF IOV TAREE
%k, HBRNBEORELES 2o THREH, 73 /KK
BRAEFICDOWTH, ETFOERIC DL T, ks
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Fig. 2 HAPA-B concentration in common duct bile, gall bladder
bile and gall bladder wall after 200mg i. m.
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HAPA-B OEH 8 L VEEABTIC DLW IEFTOEER
EMz23Z kT 5. @EABIT2 HAPA-B 200 mg %
FROMTBEOC — 7 HEIHEEHIRMICH D
(Tmax=0.81hr), #110.0 ug/mILALICET 2 (Crax=
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MmFREDOE— 7 ECET HREL D VBNE EEX S
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Fig. 3 HAPA-B concentration in serum, purulent ascites, appendix
wall and pus in appendix after 200mg i. m.
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CLINICAL STUDIES ON HAPA-B FOLLOWING INTRAMUSCULAR
ADMINISTRATION ON BILIARY TRACT INFECTION AND ACUTE
PERITONITIS
(TISSUE CONCENTRATION AND CLINICAL EFFICACY)

TAKASHI NAKAMURA, IKUO HASHIMOTO, YASUO SAWADA and JIROH MIKAMI
Department of Surgery, Tenshi General Hospital
(Franciscan Missionaries of Mary)

ElncHI BEKKI
Department of Internal Medicine, Tenshi General Hospital
(Franciscan Missionaries of Mary)

MASANORI YOSHIMOTO and YOSHIMI NAKANISHI
First Surgical Department, School of Medicine, Hokkaido University

A new aminoglycoside antibiotic, HAPA-B for parenteral use, was administered intramuscularly
to 10 patients ; 4 with acute or subacute cholecystitis with cholelithiasis, 3 with acute localized
peritonitis due to phlegmonous appendicitis and 3 with acute diffuse peritonitis due to gangrenous
perforative appendicitis. HAPA-B in a dose of 200 mg was administered twice a day for 4 to 7 days
preoperative patients with biliary tract infection and postoperative patients with acute peritonitis.
Clinical response was excellent in 4 cases, good in 6 cases, fair and poor in none. No adverse effect
was observed. The organisms were isolated in 8 cases (12 strains), 8 were E.coli, 2 were K.
pneumoniae and 2 were S. faecalis. The MICs of HAPA-B against E. coli were 0.39 to 6.25 ug/ml
in 10%cells/ml. The MIC of HAPA-B against K. pneumoniae was 0.78 ug/ml and those against S.
faecalis were 6.25 and 12.5 ug/ml.

Before the operation of above cases (4 with biliary tract infection and 6 with acute peritonitis),
HAPA-B in a dose of 200 mg was administered intramuscularly, the materials of common duct bile,
gall bladder wall, the appendix, ascites and serum samples were taken durig the operation. HAPA-
B concentration was determined by agar well bioassay method with Bacillus subtilis ATCC 6633 as
a test organism. HAPA-B concentrations in common duct bile were 0.67 to 2.27 gug/ml (mean
1.55+0.58 xg/ml) at 92 to 102 minutes after intramuscular administration. HAPA-B concentra-
tions in gall bladder bile were 0.29 to 1.22 ug/ml (mean 0.59+0.43 ug/ml), those in gall bladder
wall were 3.45 to 6.05 ug/g (mean 4.83+% 1.07 ug/g). HAPA-B concentrations in purulent ascites
ranged from 2.44 to 14.89 xg/ml (mean 7.87+5.09 xg/ml) at 10 to 215 minutes after intramuscular
administration. HAPA-B concentrations in mucous membrane of appendix were 1.12 to 5.52 ug/
g (mean2.35+1.75 ug/g), those in other part of appendix were 1.45to 6.64 ug/g (mean2.85+1.92
u1g/g), and those in pus in the appendix were 0.71 to 3.96 ug/ml (mean1.63+1.56 xg/ml). HAPA
-B concentrations in infected tissues, purulent ascites and other body fluids were almost higher than
MICs of HAPA-B against isolated organisms.

Therefore, it was supported that HAPA-B could be used safely and usefully by intramuscular
administration to biliary tract infection and acute peritonitis.



