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HAPA-B B8 7 2 BiKHY « MIEFHRET
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HAPA-B i2B¥ 2 BRER8Y, MIEPMMNORER, UTORMsESs N1,

1) PUKMBEERIX HAPA-B R ENTE D, AMK, GM, SISO BE IR VTV, P. ger-
uginosa 80 Bki2Xf 95 HAPA-B @ 90 %RHHE - ME X 3.13 4g/ml TH o 72,

2) BUESEIHMAEXROBEZICHAPA-B200mg £ HANERL OB MMTMEIX9.17ug/

ml, PEEFMEIL 1.85 ug/g THoT2,

3) 4POMMIBEHMIE XL HAPA-B 285 L, A. calcoaceticus D 1 B TER), P. aeruginosa
D 28, P. maltophilia D 1 Pl TIXEPDOBRRTH > 72,

HAPA-B——HAPA-GM-B[1-N-(S-3-amino-2-hydroxy-
propionyl) gentamicin B}—iz GM #8hic <4 > — K4S
t LTEEE NS Gentamicin B # HBFEE L L TER S hY,
77 LBt BUBECHENEETAHT I/ 7YV av AT
5.

HRBREOBIEHBRETH 5 MUEREMAETZ LI
THORKMRE, XKBL VIS NI P. aeruginosa X3 3
in vitro BN DL TR T 2MEHH DT, TORMK%E
§ S o

I.% &

1) #&Eh

BUIEIHKEIR LD SEEL - P. aeruginosa 80 ¥k
IZ2nT, GM, SISO, AMK, HAPA-B®D100~0.054¢/ ml
D 2 EFERIEIZ10° cells/mlic #E L, MHB T 18 BRfsz:
%%, titerteche BWILE CLHLBRIEL /2,

2) BEGRBITIRE

BUSEZHREXROEBE (26K, B) < HAPA-
B200 mg ¥ FiANKES L -BOMEFRE L R PBE
% Bacillus subtilis ATCC 6633 ¥k &M EM £ L 7 bioas-
say Ik CHIE L 720

3) ERRZIR oM

WU EIHMREXE 4 i HAPA-B 200 mg % 12 B
BEHANKES L 7 BOBRKRIC DL TR 28472,

¥EEMIEROER (RRE#O ML, BEEROK
&, BORA L Y), BRREMBORE (ML, CRP, B
KEOERRY), M X R LEONE, BEPEREDOHK
Hd B iR PR B LRANCHELL. Thb
b, MREERE GEY LEMMUA) ERBERL, %

EHDOERBHIMK, RELHEE - L BEITFY", B
REER, RET—5 L bUBBIRR T, BREOMEET
9D, BECI-oTRERBRIBECHE S L
ECRAY, EROUEBSDHEVHLNT, BEFORL
REOTREOBE I EWE", 215 2BEXRA LR
BB o7 L BDONIFHITIZ “POHRY LHEL,

In. & R

1) HEH

BUIEXMAE XL L DML/ P. aeruginosa 80 £
iIZ2WwT, GM, SISO, AMK #xifB & L, HAPA-B 0
BHEHE&L 7, Fig. 11X GM & @ box titration TH 3,
HAPA-B Ti& 80 ¥k 51 75 Bk % 6.25 ug/ml LA F & MBC
#R~UL7, £7: HAPA-B #%6.25 ug/ml AT @ MIC R U
MBC #7~3H T, GM & MIC &k U* MBC %8 12.5 ug/ml
UEDbDH, ThEPN BHERFISKEEL -, X,
HAPA-B O MIC 350 ug/ml L EOBERME LR L7-D
X 3IKDATH o1,

Fig. 2 i3 SISO & @ box titration TH %, SISO DIFE
i3, HAPA-B 36.25 ug/ml AT @ MIC R U* MBC %R
39T, SISO ® MIC KU MBC #512.5 ug/ml LA ED
DRENTH UHBRFISKETH > 12,

Fig. 312 AMK L& L7 b D TH S, AMK OHBEI,
HAPA-B #36.25 ug/ml AT D MIC R U MBC %77 &
T,12.5 ug/ml LA LD MIC RU* MBC 2577 b Dit, #h
FRLIUIOKEUS 4 TH -7,

Fig. 4 3 MICORREIETH %, HAPA-BD 90 %
REMIL WX 3.13 xg/ml 2R L7,

Fig. SOMBC iz 2WTH MICL iZIZEIRDE %2R LT,
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Fig.1 Correlogram of MICs and MBCs between HAPA-B and GM against 80 strains of P. aeruginosa
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Fig.2 Correlogram of MICs and MBCs between HAPA-B and SISO against 80 strains of P. aeruginosa
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2) BEDBITAE
BUKETHR[EXRORHE (265, B) «w HAPA-B
200mg 285 L7, MEPREIR 30 %I 9.17 ug/ml
DE—7 %KL, REMECRIESEBE CE >, —H%
HPMEE, 0~0.5 0.5~1, 1~2, 2~ 3, 3~5, 5~7,
7~12, 12~24BRMCEHEL, Z20HEDS 7 L% D OiE

=0.05 0.20 0.78 3.13 12.5 50 >100
0.10 0.39 1.56 6.25 25 100
SISO (ug/ml)

BN LT BRI 1 BRI 1.85 ug/g ORERE
BRL, 5~THRT1.33ug/g, Z0% 7~128BMT0.79
ug/g # L7z, (Fig.6, Tablel)

3) KR

BHEAEIHAEXR 4 61ic HAPA-B200 mg % 128
BEBCBRELILEEOREDNRRUCEERHRCOWVT,
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Fig.3 Correlogram of MICs and MBCs between HAPA-B and AMK against 80 strains of P. aeruginosa
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Fig.4 MICs of aminoglycosides against 80 strains of P aeruginosa
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Table 2 iZ/RL 7o

EFI 1, 2D P. aeruginosa TIEMICHlHIZE L £ 1.56,
0.78ug/mITH > 75, REYR, BMERREHCEDS
Rhrotz, FEFI3 D A. calcoaceticus T X MICO. 20ug/ml

THREZR, BERDRLICED Shiz, EF 4D P maito-

philia Tix MIC 1.56 ug/ml TH - 708, HEEHC LE
KR bR IIBONLELH T,
BE5RiBOBKREM% Table3 WRT, ER 1BV
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Fig5 MBCs of aminoglycosides against 80 strains of P. aeruginosa
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Table 1 Serum and sputum concentration after intramuscular injection of

HAPA-B with dose 200mg

i) Serum Concentration

Time after injection (hr) 0.5 1 2 3 5 7 12 24

Serum Concentration (x«g/ml) 9.17 8.84 5.99 3.45 1.66 0.86 0.18 0.26
ii) Sputum Concentration

Time after injection (hr) 0~0.5 | 0.5~1 | 1~2 2~3 3~5 5~7 | 7~12 | 12~24

Sputum Concentration(ug/g) 1.43 1.85 1.55 1.40 — 1.33 0.79 0.97

Sputum Weight (g) 2.49 1.20 6.26 3.23 0 14.42 8.70 2.61

TGPTOBELRENAONLIELRE[BI L o, &
BER 2 IPPHEERBETHL0, &5 14 BERCES
—BHicEBE L L R F R e, BRBFRICOV TR
LBk ot,

m. #* =

HAPA-BirE e LT/ 7 retBE I LENIIE
ER %RL, D GM & iIc L AMK L ERDARZ
M, RUBREC L > Tk AMK LRIZE2H 20 IZP0HE

NLEEER LTRSS T VLB, Lkl
P. aeruginosa XL Tk AMK & IiZIZRIU & T 3 R
E,AMK X093 £ T35 b s, SEIRZ KR
2L 7z P. aeruginosa 21X mucoid type b & 225,
HAPA-B i GM, SISO, AMK ri2i2R%Eb2W0izzh
SOFEFLD LEVLMICRUMBC 2RLTHD, GM,
SISO, AMK &ZiitED P. aeruginosa =33 2 ZhE b
aha,

—7, BRBRICOVWTAZ L, B5&hI4HD5
180 (A. calcoaceticus) D& L OFHRHEB SN TR,
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Fig.6 Sputum and serum concentration of HAPA-B
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Table 2 Cases of HAPA-B treatment
Case | Name Infectious Underlying Causative HAPA-B Bacteriological | Clinical
No. | Age Sex disease disease pathogen dose X time X days effect effect
K. I. Chronic broncho- L P. aeruginosa 200X 2 X14
1 P t
26 M | bronchiolitis anSIUSIHS | (MIC: 1,56 ug/m1) (mg) Unchanged | None
T. S. Chronic broncho- | C P. aeruginosa 200x 2 %9
hr. t
2|l s F bronchiolitis | C7 SMUSIS | (M1C:0.78ug/mi) (mg) Unchanged | None
3 H. K Chronic broncho- Diabetes A. calcoaceticus 200x 2 X15 Eradicated Excell
90 M bronchiolitis mellitus | (MIC:0.20xg/ml) (mg) adicate xcellent
. C. M. Chronic broncho- P. maltophilia 200X 2 X16 Unch 4 N
74 M bronchiolitis (MIC: 1.561/ml) (mg) fichange one

FEFMLIZODVWTRELETH 3 P. aeruginosa X1 % microabscess {t, % % L IZREELIC X D PIERISBRE LB
HAPA-B OB R UBRZETBE LRI L TV 24, & Zh®, FRBPOEE S in vitroRITE K (10° cells/ml)
BREPBED S TUTERDRESEONTLOETH S, LDRBBIEFLHY, THEEO2BIRKICEAE L h o2
EHORAL LTI, FERBOREE L (HEERAD BEZONDE, FLEMEEICOWTIZ HAPA-B 24t
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Table 3 Laboratory data before and after HAPA-B treajment
Case| B Peripheral blood count Liver function Renal function Urine
RBC Hb WBC | GOT | GPT | Al-P | LAP | CRNN | BUN | p ioin RBC
No. | A 1, 10/mm?®) | (g/dl) | (/mm?®) | (U) W | au) | W | (mg/d) | (mg/dD) (/GF)
1 B 540 16.4 9,200 12 14 85 66 1.2 11 NT NT
A 522 15.5 6,900 24 51 77 66 1.3 13 - 0-1
9 B 402 10.8 8,300 20 17 92 NT 1.0 7 + 0-1
A 418 11.8 10,900 18 12 92 NT 0.9 8 + 0-2
B 333 115 6,000 16 28 97 NT 1.0 17 NT NT
3 14 NT NT
A 334 11.7 9,000 20 34 108 NT 1.2
. | B 451 145 6,300 | 19 17 97 72 1.1 15 - -
A 456 14.8 14,900 22 24 76 NT 1.1 15 - -

B:Before A:After NT:Not tested

7703 FRIR—RCEERCREIDET A5
naZrvs, FREBRPE TIEROMER, BRRERN
DOREEEMEZ L3 MEEREOETLEL OGNS,

WTFHIC LT b REBTOEIT L L TOBKIITEDS D,
REBOEBETHD, REFRBORAT -V OBEEMEL ST
3r, EROH—SHEIHVBRLILBBHCHEZ L
3, ZOZERMMOEMEF 2HFICOVLTHERTH D,

EF 1, 2, 43 HAPA-B ERARIKICAV A0
KlicowT L BEMERBOAT LI,

4EHD HAPA-B Ot 200 mg, 12 RMEHRED »
TH55, ZFIR7 /773y FOhTbEBEMNSED
TELD, 20 &5 2 BEMPREBBIEICOVLTIE, &
EBLHET 2, t0H L OB, RAREZEOREEHEDT
Rk, BEBERBESHRFTE 2AEESKRENTL
2rEzZ2H6nB,
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CLINICAL AND BACTERIOLOGICAL STUDY ON HAPA-B

ICHIYO HONDA and TAMOTSU TAKISHIMA
The First Department of Internal Medicine,
Tohoku University, School of Medicine

Clinical and bacteriological studies were carried on HAPA-B and the following results were
obtained ;

1. Antipseudomonas effect was most excellent in HAPA-B, following by AMK, GM and SISO by
the standard broth method. Ninety percent inhibition-concentration of HAPA-B was 3.13 ug/ml
against 80 strains of P. aeruginosa.

2. Maximum serum level of HAPA-B (9.17 zg/ml) and maximum sputum level (1.85 ug/g) were
obtained by the intramuscular administration of HAPA-B 200 mg for a patient with chronic
bronchobronchiolitis.

3. The clinical effects for four cases of chronic bronchobronchiolitis showed excellent in one case
with A. calcoaceticus, poor in two cases with P. aeruginosa and one case with P. maltophilia.



