1232 CHEMOTHERAPY

NOV.19983

IR SRR 12 88 1) B clindamycin DEFFKZHR DM
—Clindamycin @ 8-lactamase B &40 VER % L iz —

WOl Y .HEF ORE - EAN B
HARALM—PAIR

IR ME? - & OAVe-ZKk BA-MO BZ
I IR B AR S0P A% A P

o e=-fE —M-FBH RR-AF X
WK B RMENERE

HEREBAR
LM S RRIRBE B
® & 2
FALAF IR PR SCAROER 8 A E
woE — H
ABRISRBERBEIE

7 )N IE BE-f B X —
FRAFEBE_AH

7 # ¥
EREMK KRR

5 H &
B3~ N AR

 H % — B
B D PR BE P 28 PRt

W om FE R
HRAMEAER € >~ 5 —BREEF
X F B X
LM AT SR RUR B R 3R B

#® ®
FER I R ARBTIE

7l R X
1 pahvalllre et St

/N Y%
)| FEBRBIPR BB 5 —IER AR
R K X
BR= 5 RSP R R R

* R IR BB IRET F LR 207



voL: 41:NO . 11 PR SRMEHE 1= B 1 3 clindamycin OZROMN 1233

e

o M B
NTT m¥RARRAR

(1T -
C Gl B L

=8 E— K BUF-RE OEX
FWRRILERAFE PR

£ R IE
WL BiRBE R =R

S E ) o
(L ORI R RIRBE AR
R E K
R R RFBEARY

i H O M
HEREMAFNR

#w A s
AABEMKEE AR

" Ex B R-® K =
BT E MR FF AR

B #¥Y-48 RE-WHF XK
RIBEAFEFME_AR

VRS
Y BARZRHERR
YERMRHEER; B, PRER

(EEL5 4 6 A 23 AR - ¥R 5 8 A 10 HRH)

£ 25 iRz BT, HSHA clindamycin-2-phosphate (CLDM) & g-lactam # DO H
BEOYER L 4t % CLDM @ 8-lactamase Z £ MFIFERA 2 F0 I BRET L 7o INERTER] 31
Bith g-lactam FIHMCHEY TH > 72 4FlL XA 7 04 FHRESR 1 G2 R L 72 26 EEFIDOA
RiZBUSEXE 106, [EXRESH, UEAMAMKERL 16, Mk 6H, MR
E1RITH - Tz BHIOREHkIHHEREL LT S-lactam FIE Ak S5® % 1 H2 B2
ARBIEL, 3HEZCEHESB o> BEC4HEH» S CLDM % 1,200~2,400
mg 5 2 T B-lactam KI*EE 3 % Z & & LBk 5 L7z, CLDM 05k BEAlE LT
HE»> 7HEHE L LTRETCHIIT 10 BE £ CHEA LR EUEL fz. BEERZIR 28
HEREXLT90.0% (9/10), [EXIRET 71.4% (5/7), Uk AMMASEIRIE 100%
1/1), W% Ti3100% (5/5) WEHTH - 7248, FLBETRHAIRBEShE ol
W B-lactamase EMOEB & 4 2 £, $EE - B f-lactamase EM (<500 xU/ml) ¥
T3 f-lactamase &M IXPHH 4 HE TR 2B LT, %7, & B-lactamase it (>
500 xU/ml) T CLDM#tA1BH TIgH SHBNETHEEEZRL 2o BBERZIE L B-
lactamase FE 1 D HEBIRE % i/ B-lactamase FEM B T r=0.665 (p<0.01), FEE - £ 8-
lactamase JEMBET r=0.666 (p<0.01) TH D HEKESED Shl, BIERE31HIF 26
D S-SV bBECREMETEETH > oo MEMRE X S-GOT OBE EFH 1
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E4E, B-lactam HOMRBBH K E L L, EHICBITS
HERAKRAERDO 0%ULELED I CBE>TWEY, Ly
LEDRET, BKSMEHD S D B-lactamase & 4 #
12, FELMIMUMFRBBREDCRAEL LTIHMENSE
L WM TIE, Enterobacter cloacae 80%LA L, Serratia sp.
80%, Pseudomonas aeruginosa 65%LA L, Staphylococcus
aureus 60%, Moraxella (B.) catarrhalis 90%, Klebsiella
pneumoniae 30%, Haemophilus influenzae 15% & WET
b, BEH SISO WL LD -lactamase
WEEEKRTHZY, Z0XS 2BR» S, f-lactam #H
TS ORI TR BB RIE DR EEE MBI R > T
w3,

—%, WRBBREC BT 5 MEEBRREDOS < 3%
PAZEM PR BICH L S BUTERRETH Y Ch s OKRE
Tid B-lactamase BEEELROSREBE 12 L D < 80%
EHBLATWVEY,

SEERFE I N TV 3 B-lactam A i3 8-lactamase IZ%&
SELIXS X, periplasmic space iz 8\>T S-lactam #| &
B-lactamase 234 L trapping ¥ 2 BRI X D, HEH
BRATELHLILBEREINTBY, BKLETHHER
CEBRT 2ERAEZERT 2 I LMBBE>TETVS,

L& B -lactamase i 3 3 3 X &£ L T, clavulanic
acid (CVA) ® sulbactam (SBT) o X 5 %z 8-lactamase
inhibitor & g-lactam #| X DEH|HBAR I N T 35 43,
1983 4EiZ Sanders 57 iz X D, clindamycin (CLDM) i
B-lactamase EEMEWERDH 5 Z L 3RE S Wiz, K
KBWTH in vitro B> T CLDM 0 B-lactamase B4
WEIZER L & iz B-lactam #| & OB R R 42, Enter-
obacter cloacae, Serratia marcescens, P. aeruginosa, H.
influenzae x EDBEMIZED SN TV 220, 252,
KB bR & 2 BB ORKME 208 L 7 SE X IRE
DBF BT, BHEP f-lactamase iEHE % BT L 7ok
R, BEEBLUERBOLTRE S CLDM 1% L5
BB/ ONTWEY,

UL ORERRTHR & VBB OBREE» S, HLDB-
lactam #| & CLDM OHtBARIR % BRI T 2 2 L i
FEBLRIETHLLER, SHRCB T2 LBEARRS
2B L 72,

I. MRELTICHE
PR S RRIE 2 N R TR 3 10 A» S5FRK 4 &£

5HETO8nADM, £E 25 RIZBWLTREL
2.

1. SRER

WAEPAMIERER B I > R BERE (MEREX
# o MEHRE - UEARAMAERL) B UK
RTHENEEROZ BEENRE LT,

2. Boxm

1) Penicillin %, cephalosporin %, cephamycin
T EH O BREEDBREDD 2 BE,

2) ABXWE, B2, BESLIVOTVAY—§
REEZLPTOLREEET 8%,

3) HMEOH, WEEOHSRBE,

4) EMRE RS AEREROH 3 BHE,

5) EOff, FHESTHY L HIML I-EH,

3. FRENLBS5HE

1) Clindamycin phosphate (CLDM): %3¢ > P
;55 SEMH) & B-lactam M [piperacillin
(PIPC), ceftazidime (CAZ), aztreonam (AZT) %
¥ DL f-lactam #l] L DHA%TT- 10

BEFEIZFig leRLIZ L, VHBRLEL
T B-lactam FEHBRESR BT 1 A2 EEA4TA
RMEL 7, SHEZ TRMRBEShZLHEIY
HE» 5 g-lactam HOES B L VRS RXEET S
Zei{, CLDM1H1,200mg~2,400mg 22T
ARAMEOUEE 2Kk L 12,

4. Br5HR

Rl LT, CLDM#4HH»57HHET (4
B #5L, HHAMREBRL 2, BKER, BE
A E*WEL, TETHhiIFI~108H (CLDM
BtH 6~7 BHRD, iR B L) ECHAL, BE
HERZIREHE L Tz

5. WMBHEE (Fig.1)

BREORI: LMEAKHT, 4HH, 8XURKH
HEFIB SO FHREE 2N L, @EZRREE
ot

B b g-lactamase ¥E it D W 5E: % #BAL: 1 B H,
4 HE, 7 HBB X CHEREH O ER A%k,
2~6 FFRIC K ETEE L, BIE1.0ml U EHERL
2o BEHH B-lactamase IO WE 3K B ED
L HPLC BBl & » cehaloridine (CER) #¥HL
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Days [1 2 3|4 5 6|7 8 9] Final|
[ LT T T T T I
f-lactam drug Pretretrrrerresttss 11 |
Clindamycin [trerrttrrttt 1t |
Early-morning sputum * t t 1
B-lactamase activity t t 1 t
. in sputum®
Chest X—P t t t t
WBC t t t 1
ESR t t t 1
CRP t t t 1

* Sputum: Sputum collected and placed on ice within 2~6 hours

after IVD of antibiotics

Fig. 1.

LUViRTRE LY, BIERAMIZ5uU/mlTH-
2o

MEXR, BERRE (HR, HKik, CRP) B8 X
UERIREEIR (MR, i l, &BLXY): 2hos0D
BRAREZERNCEREL, TOERY, FHEZCE
WL,

BifeR, KERKREEEY: CLDM 8541, $, Bk
VkicBEL, ToRE, UE, EFoRS#E0R
XU CLDM L 0RRMEFZLZ E2BREL I,

6. ZNRHE

TRHEBE DLW TFHRESHEMKB4HE, 7H
H, 3IUBRKHIHEL, BBRKTHEREE L g5
XBER2ER LHENENEARCBVLTEARY
E2ITo 712,

HEPZIR: BHE, BP, I, BER, TH
D5 BB THEL 120

BERZNER: Mip X 48, HIMERE, Kk, BHERERD
WEL L CHIE 2SR ZHIEL, EX, B%, PP
H%, XD, HIETHED 5 BERE I THIE L 1o

(Quantity of Sputum & 1 ml)

Study schedule.

II. & |

FEHREDORYE L BRYEERESOERIMNTIZE
CTholDT, ERIR L MEZNRRLE IZR
¥YI/NBRSOEREFINL, BIfEAZ 0o R
DWTIREHREDHERFMAL 2,

1. MRS RES

IREER 31 DS B 3 B TIZ B-lactam H B
THEH 5 VIBBKERBRELOOH B LYESL
7245 (R 36, BUEREXL1IF) &, FFHEHE
Mk (MEMMR) c2Mashni 1F2BRA4L %26
FEFIZ DT, CLDM & g-lactam &l & O #fF%HE
BLUREMEERI LT (Tablel),

2. HRAET

26 FEBDHNRIZEMEISH (57.7%), =¥ 1145
(42.3%) THH, BESEHL, FHIFERK65.0+17.8
TR LEDOEERE X208 (76.9%) 2 &5
(Table 2),

¥/, RBRHTIRBMESEXK 1081 (38.5%), K
ERUIRAE 8 B (30.8%), Uk AMAMKEXL 1
Bl (3.8%), Hi% 6% (23.1%), HifuiesE 161 (3.8

Table 1. Cases evaluated

Safety evaluated
(n=31)

Total
(n=31)

Effect of combination therapy with CLDM and a g-lactam drug

(n=26)"*

*excluding one case in which a steroid was administrated for D. P. B.
~ *excluding 4 cases of active response to the #-lactam drug alone
CLDM: clindamycin
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Table 2, General characteristics of the patients

Cases studied Effect of CLDM in combination
(n=30) (n=26)
male 17 15
S female 13 11
Mean age+SD (years) 65.8+16.8 65.0+£17.8
(4~88) (4~88)
Diseases
Bronchiectasis 11 10
Chronic bronchitis 8 8
Diffuse panbronchiolitis 1 1
Pneumonia 9 6
Lung abscess 1 1
Severity
mild 5 4
moderate 20 17
severe 5 5
Underlying respiratory disease
+ 16 15
- 14 11
Antibiotic premedication
+ 24 22
- 6 4
B-lactam drug
piperacillin 5 5
cefmetazole 1 1
cefmenoxime 1 1
cefsulodin 3 2
ceftizoxime 1 1
cefodizime 1 1
cefotiam 3 2
ceftazidime 11 9
aztreonam 4 4

CLDM: clindamycin

%) ThHolz,

EEEIIEEAR, PEELTH, BEESHTHY,
PEFEL EOERL 22FIT8L.6%BLIZLA Y EED
1z

B-lactamF| OB ZCAZR b > L % < 9f
(34.6%), PIPC5#] (19.2%), AZT 48 (15.4%)
THY, ZOIHTI% LD,

ER k513 CLDM 1,200mg/BEA s b

D 5238 (88.5%), 2,400mg/B 228 (7.7%),
BOO 1S 4RBIRT 1 BE5EH 600 mg DEF
ThHote,

—%, B-lactam #ix 2g/B D ERAH 185 (69.2
%) EbokbHL, dg/EBTH (26.9%) TH
D, 6g/BH15ERMSH -7z, CLDM 1,200mg/H, £
-lactam ¥ 2 g/ H O AR S 24D 73.9% % i
72o
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3. ERZR

MERSHEIT & 2 26 50 IRTRIENG T E 5 B F B
R L MIHERIERR IR % Tables 3,4 ITR L 7,

1) KRBIEEERR

PHEAREXR 10 TIXCLDM $##tR4 BB T9/10
(90.0%), CLDM 6+t A & B ¥ E T b 9/10 (90.0
%) DENETHoN, ABRKLRESHTCIIELE
h1/8 (12.5%), 5/7 (711.4%) OEYHETH - %,
Ui AMAMAESR 1 I8 4 BE  OHR2L
shiholcd, HA 7 BE TCREREROTE T
HonBERH LML, Mgk 66Tz CLDM $tH ¢
AET5/6 (83.3%), CLDM#t I R#& H T 25/5
(100.0%) E2BIERITH- o, FH{LIREE 1 B TI3HE
AMRBBONZ oI,

2) WHBERIEREKRR

BHEF PRI EHEIREN S 7 LABME I 26Kk
(83.9%), 77 LIRS Bk (16.1%) ThHhot, B
HEBEREIIRR 79.2%B LV 100%TH - 72,

75 ABRUREOARIZ P. aeruginosa 13 ¥ (50.0
%), E.coli 3k (11.5%), K. pneumoniae, H. infl-
uenzae 3k (11.5%) B L U M. (B.) catarrhalis 2 ¥
(1.7%) ORWETHY, ThPhDOBEKRRIZ 76.9
%, 33.3%, 100%, 100% 8 & UF100% TdH > 720 —
B, 77 hBUETROSEKRE BT RTENTH-
720

4. WEHEPN g-lactamase IEME L M B & OBIR

26 Bk g-lactam #|#DEI Ry 5.1 o M b 8-lacta-
mase FEERZ LB 23 FIc oW TS & OB
%% Table5 2R L 7z, 500 #U/ml LA OB A 8-
lactamase JEM 2D 72 10 D 5 5 9 F SR BB
CLEBRTHD 1B T K IBRBEBABTH - 72,

500~100 «U/ml @ h & B D §-lactamase 15 & %
BOR8HF 4B (50.0%) b IRIRETH - 7z, —
B, WEBRRMUT G4U/mlIUAT) OFE®EZRL
ABIDD 5 1 FIZRME M & h7- 52 H infl-
uenzae 2 B, Streptococcus pyogenes 1 B TH - 1z,

5. ERKZHR L HEA f-lactamase IEMEDOER

B-lactam A#EI& 5% DMK+ F-lactamase Eit
%2500 2U/ml LA £ (% BE 8 - lactamase 15t B¥) %
Fig. 20 Efl i, 500 xU/mIL F (h-1ES-
lactamase E12E) % Fig. 2 OAfICTRL 72,

T D h 8-lactamase DEBIIZ 1 HEH» 5 4
HE % CIEKZRBED Szt 72 9 Fid 8 fHs
BETHEREZRL, 1EMML TV, 20%&D
CLDM o#tFic & 0 5Bk & 5B THE™ %=L, 3
Bl MR 2R L 7248, 1 BIIMML Tz,

IhsDBEDERXIZCLDM $##A 4 BE T I Ft
28 (22.2%), CLDM$t HBBKR B T R5H 44
(80.0%) ThHo7zo —F, T%EK « € f-lactamase
EMRETIZ CLDM $£H 1 B B 0% %+ S-lactamase

Table 3. Clinical efficacy of concomitant therapy with clindamycin and
a g-lactam drug (26 cases unresponsive to #-lactam drug)

Efficacy rate (excellent+good)
Disease
Day 4 Day 7 Final
Acute respiratory infection
Pneumonia 0/6 5/6 5/5
(0.0%) (83.3%) (100%)
Lung abscess 0/1 0/1 0/1
(0.0%) (0.0%) (0.0%)
Chronic respiratory infection
Chronic bronchitis 0/10 9/10 9/10
(0.0%) (90.0%) (90.0%)
Bronchiectasis 0/8 1/8 5/7
(0.0%) (12.5%) (71.4%)
Diffuse panbronchiolitis 0/1 0/1 1/1
0.0%) (0.0%) (100%)
0/26 15/26 20/24
Total
(0.0%) (57.7%) (83.3%)
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Table 5, Relationship between quantity of 8-lactamase in sputum and organisma lsolated

(23 cases)

No. of
cases

B-lactamase in sputum*
(xU/ml)

Organisms isolated

1,000 1

+ P. aeruginosa (4)

+ Pseudomonas sp. + X. maltophilia (1)
+ Pseudomonas +E. coli (1)

+ S. aureus (1)

500 3

* P. aeruginosa + K. pneumoniae (1)
+ P. aeruginosa + Micrococcus sp. (1)
+ P. stutzeri (1)

100s 8

- P. aeruginosa (3)

- P. aeruginosa + E. coli + K. pneumonize (1)
- E. coli (1)

- H. influenzae (1)

- a-Streptococcus (1)

* Unknown (1)

100> 5

- a-Streptococcus (1)
« P. aeruginosa (1)

« H. influenzae (2)

- S. pyogenes (1)

* B-lactamase found on Day 1
* Number countable: 2 5 4 U/ml

(High B-lactamase activity group)

3,500
o : excellent
3,000} o: good
- a: fair
E 2,500} e : poor
>
2,000
a
2 1,500
1,000
500
0

(Medium and low B-lactamase activity groups)

unit/ml)

(u

Day1 Day 4 Dag‘rz Da);hgs 710
Da
(m ) (Haa::lcdmu) (Hxv’zmm.w $-lactam+ CLDM

CLDM: clindamycin

600
o : excellent
s00k o: good
a : fair
a0k e : poor
3001
200}
100
Ol—om
Day1 Day 4 Day 7 Day 9—10
(Fmdmeof) Day | of ( Day{ of D-yHo( :
(a lacum+CLDM) I Inmm*CUJM i Tactam + CLOM

Fig.2. Changes in clinical effect and sputum g-lactamase activity.

EE I 13 B 10 AHsEA L 3 BlZEmL TV 7248,
EHXRICLDMtHAEE T4 106 (71.2
%), CLDM ¢tHE& BTz 8t 64l (75.0%) T
Hol, BE B-lactamase IFHUBH L HEE - B 8-
lactamase JEMBE L OFERE R Y RETCHEK T2 &
CLDM #tH 4 HE Tz %K - {8 8-lactamase &

BB IHEEBCENESBVLERE (P<0.05) TH
STd, BRETIRTEEL L 80.0%, 75.0%DE%
®ERL, BEZERRO W o7,

6. BRIRZNE L WEHE N f-lactamase M L DAHME
BEfR

B-lactam F|FIEKr 5% 1K f-lactamase % #ll
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Table 6, Correlation between clinical effects and sputum A#-lactamase activity
Correlati i
orrelation Probability (p) Regru.non
coefficient (r) equation
i - ivit

High g-lactamase activity group 0.66521 p<0.01 y=1.84%—0.13
(n=9)

Medium/low 8-lactamase activity group 0.6658 p<0.01 y=1.35x-0.38
(n=14)

All cases 0.68256 p<0.001 y=1.79x-0.80
(n=23)

ELR2ERACBVWT4HE, THEB X UREKA
DORRYE & K g-lactamase FEME D XHN & D
FHBABAMR 2 MRAT L 7z (Table 6),

SER D 23 BT iz ERFRE# r=0.683, p<0.001 T
FERCHEVEBEMBFRESEB SN, ¥ 7% F-lacta-
mase FEMRETIXHEBAK r=0.665, P<0.01 8L U
HZERF - (€ S-lactamase IEHH T2 r=0.666, P<
0.01 T&%H, 500£U/ml LA EDOEE B-lactamase %
H# L 500 xU/ml AT D « B B-lactamase iEMEEE
b HVWEEESE S,

7. BEAB L UREMERY

BIER R FIF 2R TCTHBLURZOE 14
(6.5%) DRBEETHY, WIFNLBETHH REH
HBORETH - I,

REMERY S-GOTEE LF (17-48) 14 (3.2
%) FHS5NBFRTRICERBECEL 72,

II1. =% - ]

CLDM & g - lactamase 2 & #1) & 1€ F i3 1983 4
Sanders 5 &L DFRE SN ZDHBREFICBE VTR
FIEE 53 53 in vitro I BT BEMLRH ETL, X5
CEERFAIC OV THLEFS 22U EFDMDWLL
DL DMEMNL SR TV 51213,

IS DEEDSEIREYIC E DREDHRRRE b 1
STHERNT 57:0, SELE 2L BHRICBLTE
SR EIA 12,0

Z DF5HE, CLDM & g-lactam H|ft A E DK R
BT ISR E X% 90.0%, JEXHLRE 71.4
%, Bk 100% TAF 83.3% L EbdH THVWELEN
Bonl,

TR B RRE T B 1) 2RO RRE B 26X
¥ % # 5 Lk, latamoxef (LMOX) & tobramycin
(TOB) DHFBIZB T 67.7%', 83.8%'%, Mk
B\ Tt ticarcillin (TIPC) & ceftizoxime (CTZ)
DYFAREE T 80%'®, cefmenoxime (CMX) & cef-

sulodin (CFS) T 48.5%'", cephem #| & minocy-
cline (MINO) T60.9%' Lt D®MENRZEIhTW
3, INHGORWRIWREAFBENPTh RS 1:0H
MICHBIRTE 20, KRKRKCBIT 550X
X, RPN RIS TR BBEE PR L
L, &5iC f-lactam H|&M (3 AMKSE) TRHE
DEDLN R EFRMCREL Iz bbb S T,
DI RBOBVDEBBONTIZ L IITHET &R
RTHrLBbht,

%7, MEEREKZDR TRRE I L T 76.9%
EHOENELRLIEI LRI DHRARESENTY
Z3ZrERfTIARRLEFALNT,

% Z T B-lactam #| & CLDM * BRI BV
T CLDM o UAN DBEFTH 5 B-lactamase &
EHMFEBOEEBCODWIRNT 20T, 8-
lactam F|FIEH 5% DE&H b f-lactamase HiE % 5
EL23MicBVT, Kt g-lactamase IEHHEHH
ERFMELLT (52U/ml LIF) orggEth f-lactamase
M 2R U 7RER & B Pk i kb3 CLDM o3
HThHLEF LR SOHRAZR EMT T 5 LBBH 5,
Tabb, WERAAUT (GxU/mlLLT) O%HE
1 8-lactamase i % 7R U 7 4 § L —# 9z CLDM
CPEERZMBIVBRIMEEKRTDH 2 H influe
nzae, S. aureus, S. pyogenes, a-Streptococcus 72 ¥H
REShERATHOEEHSH GROEESHY),
SHRHETHO 12D G IFERVE
14 PITHRZIRERB L TH T,

CLDM /i 4 HE OHE%¥ 3 35.7% (5/14) TH
SRR E T 84.6% (11/13) DHFRZIRY
Boht, —F, HHES g-lactamase E & KR
ReDHBc>WT IO UWERATHRILTASL,
r=0.55951, p<0.01 THEBM2sH 1 23 HIOMBIR
Wr=0.683 LHET 3 L EDEVERTHo . C
D& 3z, CLDM OHEHDOEX L -lactamase &
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BRBRORVWHELEEFERV I UFITBLTY
ERYR L B h g-lactamase iEH & OB
phadce» s, CLDM O8tRIc & b gt 8-lac-
tamase EHHHPE X h, £ OER f-lactam HA kK
OFEOBREER L bOTHI L HL SN,

AR T2 8-lactamase FHERE D = 3 O O
FEMERBCT23XS 1 HAE, 4HE, BREL
LEEARRTRICIToA®D, 4 BEOKE (BXE)
RCLDM pptREhEHBO LD L 25k, B-lac-
tam MK 5 B-lactamase FEMELMET %R L fE
Il (% B-lactamase FEER: 9P 8P, 1B 0-
lactamase ¥EEEE: 9 Fich 6 B) i3 CLDM O ¥ WL 5K
ATERLRREFL TS,

¥ CLDMES®1FM L W > GRMBIcS-
lactamase EEMFERABBO SN TWB L OH
£ RINTWVE, SEIOEBEHBE TR DOR
ORRBERFI TR bDEBDLAN,

BRI LT U EORR D 5, CLDM i R#E
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The efficacy and safety of injectable clindamycin-2-phosphate (CLDM) and a 8-lactam antibiotic
in combination were assessed at 25 institutions in Japan, focusing especially on CLDM'’s inhibitory
effect on the production of #-lactamase. A total of 31 cases were included in the study. There were
4 cases the responded well to the 8-lactam antibiotic alone and the one case also treated with a
steroid. The other 26 cases consisted of 10 cases of chronic bronchitis, 8 of bronchiectasis, 1 of
diffuse panbronchiolitis, 6 of pneumonia, and 1 of lung abscess. The medication was started with
intravenous drip infusion of a recommended dose of 8-lactam antibiotic divided in two doses, and
when the drug did not show efficacy by treatment day 3, 1,200—2,400 mg/day of CLDM in two equal
doses was added starting on day 4. CLDM was given generally up to day 7, but up to day 10 in some
cases, to assess the efficacy of combination therapy. Final clinical efficacy was good in 90.0% (9/
10) of the cases of chronic bronchitis, 71.4% (5/7) of the cases of bronchiectasis, 100% (1/1) of
the cases of diffuse panbronchiolitis, and 100% (5/5) of the cases of pneumonia, but poor in the
single case of lung abscess. Sputum g-lactamase activity had decreased by day 4 of combination
therapy in all cases which had shown low or moderate (<500 2U/ml) g-lactamase activity before
the addition of CLDM. In 8 of the 9 patients with high g-lactamase activity (>500 xU/ml), it
started to tend to decline on day 1 of combination therapy. Clinical efficacy and 8-lactamase activity
were correlated: r=0.665 (p<0.01) in the high §-lactamase activity group and r=0.666 (p<0.01)
in the low/moderate activity group. Side effects wer noted in 2 of the 31 cases, but both were mild
and allowed continued treatment. A slight rise in S-GOT was detected in one case, but it returned
to normal after the completion of therapy. These findings suggest the clinical usefulness of combina-
tion therapy with CLDM and a g-lactam antibiotic, partly due to CLDM’s inhibitory effect on the
-production of S-lactamase.



