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HAPA-B 1287 2 ZREHIERRATAR S
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HAPA-B DWW THEN %2 & CICHKRMB 2 R LUT ORR 28/,

1) & BRM K S 28 7o S. aureus, E.coli, K.pneumoniae, P.mirabilis, P.vuigaris, M.
morganii, S.marcescens, P.aeruginosa’s ¥ DEMEAHE 1825k TEMOREN2PMEL, RRD
GM, AMK, TOB, DKB Ett# L7z, &#F|id S. aureus =3t L T AMK L F¥0OH#E 1T GM, DKB,
TOB itttk ic b BRIF MBI ER U E. coli WXL T 4K LD 2 BRPEEEEN, K. pneumoniae iZx1L
TAREAZEOHEN 2T LTo P. mirabilis 8 & U P.vulgaris \=xtL T AMK LREZDHEN T, TOB
IDABCEOT1IRESD, BECB LT 2REEEENT: MIC 2R L%, M. morganii iZx3L AMK
&, S marcescens L GM & REZDHREH T, @WHD TOB, DKBtitkic b REFLHEN 2R LI,
P. aeruginosa =3t L T AMK r EE0OHE T TOB & » 2EkR, DKB X h 1 ERFERBE 42 MIC Th o
720

2) ERRERRE (RSB (vA 375 XAMR 1B EEL), HEAM 16, SHSERRESIIHNE2
B, BEBENREL 16, AHFEABRSL1F0H 0P CEFREERLL. BEHRIEMIHN, BLHS5
B, RLEH1F, WERELIFATHVEHRIZB.I%TH-7, HMBEFHNHBRIFAFTHBS L
Haemophilus sp., BMBENREI TS NI P.aeruginosa BBRE S L1208, U AMAMKEXZLHT
DBt &Iz P aeruginosa i3FEFEL 12, AEIREIC L 2BIERAS L UBEEREBREIBIO 2>,
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HAPA-B i, KB = ) v 7Hic & > TRIM & h, REFEEGE
Wexy s ABFRTHRAFE SN T &/ EBERALEH
Thd, TORBENRZ 7 sBMEB L U7 7 LBMEEIIRL
BLEOCHREFRAERL, »ORENTH S, 7 3/ EBERRA
ERTFELCLEREORD AAC (6)-4 XX D TELE N5,
AAC (6)-1,3, APH (3), AAD (2”) B & h FiE(bid 23
TV, 7z, FlKERENT AMK O 6 {0 NH, % % 154f
TETFNVEBERCHLTOEETHS, 2O Lns,
FREFOPTRAMEESB LV L LEEOEKITH S, &F|
i, BANKEEE, ELeoicBIX, SHL, AREBIZI L
mAREMSRPCHM S0 5, BEM, BRENIIGM E7%H
AMK & D & 510854, /- R-BHZEMEER L RRER
DFTRHFOHBICET 5,

DL RBHEBE T LAKI BRIV LS, &
ROBB R T 2ARENNE I L £ b, BEKMRN%1T-
LOTINGDOPMIODVTERET 5,

I. WRFH*

1. FBRENREN

BE K 5 B O S. aureus 27 %, E. coli 27 ¥, K. pneu-
moniae 27 ¥k, P. mirabilis 28 ¥, P. vulgaris 17%, M.
morganii 9 ¥k, S. marcescens 23 ¥k, P.aeruginosa 24 ¥kiZ
DU THFRLEREZSENRED i & ) XF D MIC 2§
E L, [ % @ Gentamicin (GM), Amikacin (AMK),
Tobramycin (TOB), Dibekacin (DKB) DA & &L
7eo BREEHRIZ 10°cells/ml ThH 3,

2. ERERAOBREE

a) NRER

RSB (74377 XMk 1BlEEt), ELAMI]
B, BHESERRMEAMENE 26, SEERL 16, A%
FEMBHL 1O 10 PlicExFIEFER L, B4,
6 BITERIE 16~72 &% (FH352.8/K) KB LATY
%,
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b) BEAHE

1HE5 R 300mg 16, 400mg9@ATHY, 1H2H
KANLBECTRE L, B58#E9~15 8 (7Y 12
H) TR&ES5RI3.4~6.0g (F4.6g) TH3,

c) MRHERER

PR EGEERIR & EFRNRICH T TR L2,

EEERZDR I3k, mw, wEEE X UEOMR, ML
#%, BmR, CRP, KM, RFARBLUEDOHOMN
BT IBRERZ EORBEEREL T, RO LI KM
KEDBEBRELHEL &,

#3% (Excellent) : &X|#&5% 7 HUR I Bitb MR R
DELVLHBERASAL LD

2 (Good) : AFIEK 58 7 AN BitbRAATE DB
ShuWBNRASNL LD

LA (Fair) | FHEE5E 7 BRI B¥FR RO
BEOUBENAONIHOD

#£%) (Poor) : AFIE 5% 7 AL BHUMMAT RDOXK
Ensohzhol-bD

HETREE (Unknown) : BEFRZIE X HETEZL LD

HEXN DRI AMEOBH@ I L D % (Era-
dicated), # 4 (Decreased), B % f{ (Replaced),
F% (Unchanged), 88 (Unknown) Z¥E L 7z,

II. HEAK

1. ABREAIEN

a) S.aureus

Fig 1R ¥ & 5 & &&H D MIC iz 0.39~12.5 ug/ml
WAL, EOE—27i3 1.56 ug/mliZH 5, AMK LRE
DOH#E %7~ L, GM, DKB, TOB fitt££kic & BT 7 BRAR
Thotz,

b) E.coli

Fig. 212" ¥ & 5 A #| @ MIC i 0.39~1.56 ug/ml
CAML, £OE—2120.78 ug/ml i H 3, GM, DKB,
TOB, AMK it L T 2 REREEEN B TH - 12,

c) K. pneumoniae

Fig. 3" ¥ & 5 & # o MIC i3 0.78~6.25 ug/ml
2L, Z2OE—7131.56 ug/ml 2% %, GM, DKB,
TOB, AMK t[AEDEMTH - 120

d) P mirabilis

Fig 4 iR T & 5 FA D MIC i3 1.56~12.5 ug/ml
WAL, ZOE—2136.25 ug/mlilH 5, AMK & [FIF2
BEORNENTHS, TOBLD 1 BEBEELIRMTH
27,

e) P vulgaris

Fig. 5 R & 5 A HF @ MIC iZ 0.78~12.5 xg/ml
CHAFL, FDOE— 21t 3.13~6.25 ug/ml 2% 5, AMK

ERREOTM %L, TOB,DKB & b 2 kG 1N
LRRTH -1,

f) M. morganii

Fig. 6 CRT & 3 IS & #| D MIC i 0.39~12.5 yg/ml
KAEL, FDE— 212 1.56 ug/ml icd 5, AMK LR
RO/ %7 L, GM, TOB, DKB fitt#kic b REF2 AL
RThHo1,

g) S. marcescens

Fig. 7icR 4 & D W& & MIC 12 0.39~12.5 ug/ml
WAL, FDOE—21326.25ug/ml iCH 3 ,GM L [RBRE
DfiEN %R L, AMK, TOB, DKB fitt#kic  REF2% K
RTH- 1,

h) P aeruginosa

Fig. 8 X R T & 3 12 A # D MIC i3 1.56~25 ug/ml i
AL, FTOE—7136.25 ug/ml i2H %, AMK & R
DHRENTH S, TOB £ h 2ERE, DKB L b 1 BPsi2
BHOBRTH- 1,

2. BEPRALK

a) HERKZHR

Mgk 5 FITIIER LB, ARG, WA 1FITHE
TEE, BUSERPEIMNBE2HATIREN LA, ©PE
H1BITH>7:, BUBKARD 18 L UVRALFEHRS
ROLPIEENETNENTH o1, LURTERIB, BR
58, RLEWIH, HETHELHITH D HLE 88.9% T
Hot,

b) HMBEFHIHE

B %8 (Case 4) T/ S ii: Haemophilus sp.8 & U
BB AR B (Case 9) THMEX LIz P. aeruginosa HSBRE
ants, U AMRMIEIRIMNES (Case8) TH
@ s 7: P.aeruginosa \Z¥EEEL 72,

c) EIfEA

AEIREEEZ 55 BMENEIERS & VERRE
EREIED LT,

d) JEFIOELEE

Case 1. 728K, &M, %

BERTL DR, ZHDH DEERZ L, AMPC 750 mg %
3SHMRE SN TR ERWEE KR, WHRLEHE
W THEPTIEFCREEA S Nk L2 LAR2B5T,
Fi, BEM4kg) 2ERL, 2H 1 EHS5R% 150 mg &
L, 1H2ME, 15 B%E2{To%, &5 1:B8MECIZFE
#, %, CRP, MELRAIROEL »XENAHSNEY
EHELI,

Case 2. 62/, &M, Mk

2EMETE D RBD VEETEREL R T SREE
KB, MIELVARIC TETIEICRMEED Dtk s 286 L
AZKIEE5T, 1E200mg, 1H2[E, 9 BKRE 21T F
#, CRP, MMV RAIROBENASNWEREKEL 72,
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Fig. 1 Sensitivity distribution of clinical isolates

Fig. 2 Sensitivity distribution of clinical isolates

S. aureus 108 cells/ml 10¢ cells/ml
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MIChrg/mi) [<0.05]0.10]0.20]0.38]0.78]1.56]3.13]6.25] 12.5] 25 | 50 | 100]> 00| Total MIC(ug/mi) [50050.10[0.20]0.39]0.78]1.56]3.13[6.25[12.5[ 25 | 50 [100] . 100] Total
HAPA-B 3|7 2 (42 27 HAPA-B 3[16] 8 27
AMK RERE 53 27 AMK 7[15] 4] 1 7
GM 1543 1[4 1[3]s ]2 GM 17] 8 11 7
DKB 2|74 1 5 2627 DKB 1{21] 3] 1 27
TOB 1454 32 1|7 27 TOB 1] 5]19 11 27

Fig. 3 Sensitivity distribution of clinical isolates

Fig. 4 Sensitivity distribution of clinical isolates

K. pneumoniae 106 cells/ml P. mirabilis 106 cells/ml
100 HAPA-B | 4 100 R _
—— AMK 175 p— :;PA
90 90 - —- DKB
------ TOB
80 80
S S
- 70 et 70
[} Q
© 60 2 60
& &
;'>f 50 g 50
- -
84 = 40
E E
3% 3 %
20 20
10 10
MIC(ug/ml) [50050.10]0.20]0.39[0.78[1.56[3.13[6.25[12.5] 25 | 50 [100[>10] Total MIC(g/mi) [5005]0.10]0.20]0.39]0.78[1.56[3.13]6.25]12.5] 25 [ 50 [100]>100] Total
HAPA-B 21| 1] 1 27 HAPA-B 2] 2]14{10 28
AMK 3[19] 5 27 AMK 2 s|iz] 7] 2 28
GM 1] 1] 27 GM 2[13] 8] 4] 1 28
DKB 2|116] 9 27 DKB 111 {1nnf 3| 2 28
TOB 1 8117 1 27 TOB 1 1 16| 8 2 28
Case 3. 62K, B, MR EROEWEHEL 2,

2:BRAT L Y R, TWD VIR TREERT T
BEME IRBE. BER L ARIC TAATITEICRBME £ DM
REEHLAKEHRET, 1H200mg, 1H 2E, 15 B
#5217, BH, ZR, %K, CRP, ML RE&ONE

Case 4, 34, &, MR

10 HAl & 0 S8, HWb DEERZ, ML RCTHEF
THEFCSBELBOERBNMAR L 25, A# 1H 200
mg, 1H26E, UAMBESE 2TV, K FK
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Fig. 5 Sensitivity distribution of clinical isolates Fig. 6 Sensitivity distribution of clinical isolates
P. vuigaris 10¢ cells/ml M. morganii 108 cells/ml
100 1001 ——— HAPA-B
— K 17
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MiClug/mi) |<005{0.10]0.20]0.39]0.78]1.56[3.13]6.25[12.5] 25 | 50 [100]>100] Total MIC(ug/ml) |<005[0.10[0.20]0.39]0.78]1.56]3.13]6.25[12.5] 25 | 50 [100]>100[ Total
HAPA-B 2[3[s5[s5]2 17 HAPA-B 116 1 9
AMK 22643 17 AMK 1142 1 9
GM 1l2]s]3]2]3]1 17 GM 32 4 9
DKB a2]2]2]2]4 1 17 DKB 1[1]1 141 9
TOB 1[4]2]3]2]3]2 17 TOB 2 |2 3 ]2 9

Fig. 7 Sensitivity distribution of clinical isolates

S. marcescens 106 cells/ml
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£ E
3 % S
20 20
10 10
MIC(ug/ml) [<0.05/0.10{0.20(0.39]0.78|1.56{3.13|6.25|12.5| 25 | 50 | 100 | >100| Total MIC(ug/ml) |<0.050.10{0.20/0.39]0.78/1.56|3.13(6.25/12.5| 25 | 50 | 100 |>100| Total
HAPA-B 1] 4] 3] 4(10[ 1 23 HAPA-B 41 1| 9} 6| 4 24
AMK 1 3] 3| 2| 3]6|3|1 23 AMK 1] 3] 4] 7|9 24
GM 21 11 7] 6| 4 111 123 DKB 1| 511 7 24
DKB 111 3] 2 1 15| 23 TOB 11 4 910 24
TOB 1 1] 3] 2 1] 3| 8( 4] 23

CRP, WEVBRROUEBL2ADEYEHEL 120

% J- ABRREE S X D Hoemophilus sp. 3B & hic 34
A5k vBRES N,

Case 5. 65/, B, KM

AIEPIERETRE 8 & U/NBEB I TRENEE 2fT> Tw

o3, 2:8MAT L D, TWORE, £ LREE LD
FE 2853, 18 200mg, 1 H2[E, 10 HMKEE%1T-
TevsEBE T, WEBVRRLELSAShn o7, BO
RETELMOBEE BT C & 2 A, RBIEER
BmrEZSN, FEOHRIIHETEL Lz,
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Table 2 Laboratory findings in patient before and after administration of HAPA-B

ESR| RBC Platelet | Eosino. | GOT | GPT | Al-P. | BUN |Creatinine
Case | CRP| 1y [ x109 | WBC | 109 | @) | avy | auy | (B8 | e/ | g/
L B 5+ | 12| 313 | 7700] 495 10 36 | 56 531 12 0.8
Al + 40 | 423 | 5800 405 1 21 | 16 349 17 0.8
o Bl 2+ | 82| 431 | 8000 3 24 | 28 106 20 0.7
Al - 30 | 403 | 4,600 1 16 | 14 185 21 0.8
g B[ 3+ [ 118 483 | 8200| 493 3 48 | 59 359 14 0.8
Al + 95 | 377 | 5800 314 2 35 | 46 144 15 0.8
(B + 98 | 403 | 4,800 | 32.2 4 20 | 15 42 10
Al — 26 | 441 | 4,100 9 20 | 17 55 17
g B| 2+ [ 71| 402 |10000 387 3 40 | 59 115 14 1.2
Al 3+ | 140 | 347 |10300| 56.6 2 46 | 35 152 22 14
g B| 3+ | 55| 592 | 590/ 198 0 27 | 45 556 18 0.9
Al + 51 | 527 | 4,200| 392 2 17 | 36 450 15 0.8
;B * [ 110 ] 355 |10800| 325 5 16 | 21 59 10
Al — 11| 357 | 6600| 40.9 0 28 | 31 55 13
g B 2+ | 25| 454 | 8900( 262 2 18 | 20 89 11 0.8
Al + 23 | 456 | 4,300 | 266 0 24 | 19 79 12 0.8
g B[ 4+ [ 114 | 380 | 9400 294 1 42 | 38 226 18 0.7
Al + 79 | 339 | 5100| 232 1 40 | 41 191 17 0.8
0B 6+ | 63| 427 |13900] 242 0 18 5 77 12 0.9
Al — 410 | 5300| 307 7 20 | 13 65 12 0.8

B:Before A:After

Case 6. 16 %%, B, v1 377 X<MmR

LEMAT & D R, WK, BR D DEETHREERITI T
rORERT, Kb, MELVRICTETHEFCRBEE2E
HEFEKET, 1E200mg, 1 8 2E, 11 BREE %17
WV, BB}, K, %K, CRP, MELVERMROKELED
BRHEHELI, BBEBERI A 375 X~Hik, S
BERGOLAE»S~4 375 X<k L2ZH LT,

Case 7, 481K, &tf, BUTERREIMYE

1AMAT & O R, BHK, KD DIEE THREERIT T
TeSeER TR, MR LRI TAET B IC tram line %
S RREOEMH A ShEF 2 K59 ,1H200mg, 1 B
2[E, 14 BESC LY, F#H, ZHK, BE, CRPOHE
BHLNERE Lic. MBUVRFR RIS REDOBRY 154 5
hi:, REXERCTREXLREL 28 L 72,

Case 8, 52K, &tt, MHIERREIMEE

U AMAMSE R TEREP, B, BREBMMNC
HOrERESEE L AK 2% 57, 16 200mg, 18 2ME,
B AMKS LD, BE, BEROHY, FREHOER
2RO, L LERIZBMELFREGE L, CRP ORESDZ
NI ELSDRPEREHEL, BRIV ABENT P
aeruginosa IEFIRE L VREE AR 15T,

Case 9. 72k, B, 2MEBEBER

WERS, SE, BMRIIRRIC TARPTH -2,

R, BR*EELURE%3E» CED 1000 mg, 6 HREES
To Lo LR, BIRFHE L, RS P. aeruginosa 10°cells/
ml BB NEFNCEE, 1E200mg, 1 H2[E, 10 3RS
BE5 %2170, B#54BECRIES, RFRORELA SN,
10 HE DR & i P. aeruginosa BIRE X N EZ - HFE L
120

Case 10. 451, &M, AUFEMEBEL

10 HAT& » s, MDD /FFEL T BRROT
R sE, BB, BLEELLARE RS, ABFAME
# 13,900, CRP 6+ T o 7z, M2 t Blumberg AF R
PERUTHIFLY, RENCEFFRETERALBEL T,
1E200mg, 1H2MH, IBM&ESL, 53 A%ICIIM
#, BROMK, B 5,100, CRP2+ &7 E¥+ ¥
ELT, REMERBEHMELE, RERXEEHEL S
REMRZL, FEMSBEmsERT I 1EZDsNT 2
L DBUFEMNRBRLZHL I,

m. #* F 3

WE, 73/ EEMERTERICHT 2REBOMMsE
HanhTws, ChomdicnsasgesLe, 73/
R TEICRETRIC & 2 Tt sems = REH L, S|H RSk
ENBEUEH S UOEMITSE 2 Lk D TRBEICES
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ZHEREERT 2 AN onhTVv35Y, HAPA-Bi
Gentamicin B @ 12 NH,; % y-amino-a-hydroxy-
propionic acid (HAPA) 2®& & ¥ HFHAMRBO7 2 /
CMERTERTHE, 73/ ERETELMEORD
AAC(6)-4 ik D FELd s Ht, AAC(6)-1,3, APH

(3), AAD2") B LD TELERI T, £LHLICR
REanZAMKO 6 (DO NH, X%+ 57+ 1K
BERIHLTOLERETHL, ENTHLOMMEMCHT
SAUMSHREN T BY, FL3E & MK SN D & M 4%
KDOWTHAPA-BOHi® O 28ZEL, A%DOGM,
AMK, TOB, DKBD ®#h &t L 7, HAPA-B i} S.
aureus X3 L T AMK A& DH % T, GM, DKB,
TOB fittEskRic b BEF 2N 2R LI E coli IXL T 4
HkD2ERREIRERN, K pneumoniae XL T 4K LR
ZOREN %R L, P.mirabilis 8 & U P. vulgaris «= %t
LTAMK LEEDOHE N T, TOBLVAIHEICBL T
BREED, REBECBLT2EREEEEN: MIC 2R L1,
M. moganii \= X3 L T AMK &, S. marcescens i ¥t L T
GM L AFDOHEN T, WA D TOB, DKB fittE#kic b B
Wi LB %R L1z, P. aeruginosa \= 5t L T AMK L R%
OHENT, TOB & h 2ERE, DKB &0 1 RREIBE % 2
MIC THho1:,

D& RELVLENTIENE b OERFOBIKE TD

HRMEMN TS0, RSP A 377 XIMA LA
AL, M1 G, Mt LHBRE B NE 2 5, A
Rt 2 14, Mk FE(TMIBR 1 FIDOR 10 Fiz A8 % FH
Lo BREKZIRIZHR 3B, AXSH, LLAEYIH, Y
ETHLATHD 88.9% DHMOFH R 2181, MBEELNY
Rz RBID Haemophilus sp., MEBLERD P. aerugi.
nosa REENT, ChOEDFHMICHT 2HVIBHOR
BmeBbhz, LoLUEAERBREZLAD P aeru.
ginosa I3 L, BIKAICPORMICL Y E o1, AHIR
itk sBEAS L VEKREMRYIBED L1,

PE, ZFIIERBRELMED» ORLEHEOE VD
DLELOLND,

X ™

1) B EAXLCEMEFEROEXRRS, H¥: o+
v A, HAPA-B, 1984

2) BRLCEREES RIREHLRE (MIC) MEE
BRETIT DT (1968 &FH#TE, 1974 F£HET), Chemo-
therapy 29 : 76~79, 1981

3) = #, BFFRERT, BMAT—, LEHD: &N
HEYMEDOSHDORRI 7 I/ 7Y a3y F., HEXE
#K 42 © 540~546, 1984
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LABORATORY AND CLINICAL STUDIES ON HAPA-B

MaAsAHITO KATO, JoicHl KAaTO, Mizuo TSuzukl,
YosHIMITSU HAYASHI, TOMONORI TASHIRO,
TosHIYUK! YAMAMOTO and TOSHIHIKO TAKEUCHI
The First Department of Internal Medicine, Nagoya City University, School of Medicine

HipEkAzU HANAKI, IKuJl Usami and HIDEAKI KUROKI
Department of Internal Medicine, Nagoya City Higashi General Hospital

HIROHIKO NAGASAKA and OsaMu ITo
Department of Internal Medicine, Owari Prefectural Hospital

The antibacterial activity and clinical efficacy of HAPA-B were investigated. The results
obtained were as follows.

1) Antibacterial activity

The antibacterial activity of HAPA-B was compared to those of Gentamicin (GM), Amikacin

(AMK), Tobramycin (TOB), and Dibekacin (DKB) in a total of 182 clinical isolates of S. aureus,
E. coli, K. pneumoniae, P. mirabilis, P.vulgaris, M. morganii, S. marcescens and P.aeruginosa. The
MICs of HAPA-B was quite similar to that of AMK and the antibiotic showed the strongest activity
against E. coli. Particularly almost all of GM, DKB and TOB-resistant strains of S. aureus and S.
marcescens were susceptible to HAPA-B. Against P. aeruginosa it exhibited a little higher MICs
than those of TOB and DKB.

2) Clinical results

HAPA-B was administered to 10 patients, 5 with pneumonia (included 1 with mycoplasmal
pneumonia), 1 with atelectasis, 2 with acute exacerbation of chronic respiratory tract infection, 1
with acute cystitis and 1 with adnexitis. The clinical response was excellent in 3 cases, good in 5
cases, fair in 1 case and unknown in 1 case. The efficacy rate was 88.9%. As the bacteriological
effects, Haemophilus sp. isolated from Case 4 and P. aeruginosa isolated from Case 9 were eradicat-
ed, but P. aeruginosa isolated from Case 8 was persisted. Neither side effects nor abnormal labora-
tory findings were found.



