Tuberculosis and Respiratory Diseases 28 2 &7438 Vol. 52, No. 6, Jun, 2002
O8 X[

slgkol 95 obd FAIEA0IA OK -432%} Doxycycline
Fuhgaee) va

SR LR LR A PN
BK21 SlmshAlieh:, qhdoldAlE ¢ st shn ol zh o} v zfetmals

NS, weA, YA, AEsr, B £
AT, TS, LT, LMF

= Abstract =
Comparison of OK -432 and Doxycycline Pleurodesis for
Malignant Pleural Effusions Caused by Lung Cancer
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Background : Lung cancer is the leading cause of malignant pleural effusions, which is currently most com-
monly treated using pleurodesis via bedside thoracostomy. Several agents had been used for the treatment of
pleural sclerosis, but with differing efficacies and associated side effects. Our purpose with this study was to
compare the efficacy, side effects and disease free survival times of patients being treated with OK-432 and
doxycycline sclerotherapy in lung cancer induced malignant pleural effusions.

Patients and Methods : 79 patients who underwent pleurodesis with OK-432 and doxycycline, between Jan.
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1994 and Aug. 2001, were retrospectively reviewed. Responses 30 days following pleurodesis were determined
from chest radiographs, with the disease free survival time being evaluated according to the response.

Results : The success rates, 30 day followint pleurodesis, with OK-432 and doxycycline 83 and 87%,
respectively (p=0.677). With regard to the side effects, fever was more common when OK -432 was used (59
9%, p=0.001), and pain was more common with doxycycline use (73%, p=0.008). There was no significant
difference in disease free survival times between OK-432 (13.6 Months) and doxycycline (11.6 Months) (p=
0.532).

Conclusions : with the use of OK-432, for pleurodesis, was as effective as doxycycline, can be considered as
an alternative treatment for malignant effusion in patients with lung cancer. (Tuberculosis and Respiratory Dis-

eases 2002, 52 : 590-596)

Key words : OK -432, Doxycycline, Pleurodesis.
M B

ke A Furde] g £ 94U oE A 34
olm] 15% A o Fhfo] WA= ALY, He] 713
A Aol 50% A Fukdc) O]Eﬁi} Also
Bdd FdeEe Iz iFE 67l
o AgsiAl Hm? A UJ‘%}%B.‘%MQ WA
27 W3R Ge BAPIA FEEE Al
= Aol A 71§73 A} R\ elrh

FuEsd AMEEE oHldle tale, tetracy-
cline ¥ 1 fXZAlE, bleomycinZ2 YA 5]
ARgEo] ko, HIZo|= Streptococcus pyoge-
nes®] SU strainsellA] £2]3 OK-4327} 97338}
Az AHE Hi o o)g A3 FF ¢ Tt
Hell e} &3 9§38 z10]7} QU

olo] AxEL H3A F tHEA doxycycline}
N2e Q] 0K-4329t9) Fy} ¥ Rahgo] xjo
e golrr] 913 & A& APt

oHak 8l 2

19943 14956 20013 8¥7HX JAd &L o)y
B} A 2 E A et SR 2 Foy A2
AAL 38 F9 23 AR 9 FHge] FRlE
F948 & doxycyclineoltd OK-4322 F9-H/&
&2 AT 7998 oz FARALE A3

oh Bz Wi 124]730 4] 24 X)7F ool Ho] &
A Aol dojuiar, o4 e BEZe} 1719
o] ol #AE tAo= 3}919_“1 o= ??l&"ﬂ
T F, ool FHHA F& FHAEHES Al
3319 A4} doxycycline 28 OK-432A18-9) -.——}
fo AAF Frk= A &t

Fore-Aeo] WBHE HMAX 2 meperidine HCl
26mgS 2538k, 1% lidocaine HCl 10mlE &%
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A3 BAxe]= PC-SAS version 6.12(SAS Insti-

tute Inc, Cary, NC}& o|&3l93, Chi square

test, student t test, Fisher exact test 2 HAs}H 0.
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Table 1. Patient characteristics

doxycycline & FH43AI = AMg-slEt}. F 319
JF A= (ZAd 64114, 64+124]), A,
performanace status, 7], 2238 3, 43«
o|du} o] gAY Tl ol Aolvt 9N
t}(Table 1.). ¥ 9 %4 424 pH 217
7.23+0.20, 7.19+0.32, glucose Zt7t 115mg/dl,
100mg/dlejl e, F&# AX7|ZFE 0K-4327F
A 14.947.09, doxycyclineA] 149+6.7Y
ol A, FHFEEolF FRAAVE 2 42+

Characteristics OK 432(n=53) Doxycycline(n=26) p*-Value
Age (yr) 64+11 64+12 0.831
Sex (M/F) 30/23 15/11 0.927
Performance status 0.848

ECOG 1 29(55%) 14(54%)
2 18(34%) 10(38%)
3 6(11%) 2(8%)
Stage 0.601
b 21(39%) 10(39%)
v 23(43%) 12(46%)
Extensive 9(18%) 4(15%)
Cell Type 10521
A denocarcinoma 41 18
Squamous cell Ca 5 4
BAC! 0 1
NSCLC*? 1 0
SCLC? 6 3
Prior treatment
Chemotherapy 21 5 0.070
Radiation 12 2 0.102
Operation 3 0.354
Post treatment
Chemotherapy 19 10 0.821
Radiotherapy 3 2 0.727

'BAC : bronchioloalveolar cell carcinoma. 2NSCLC : non-small cell carcinoma.

SCLC : small cell carcinoma.
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Table 2. Malignant pleural effusion characteristics

Effusion OK-432 Doxycycline p*Value
pH 7.23+0.20 7.19+0.32 0.550
Glucose, mg/dl 115 100 0.990
Drainage time, day 14.9£7.0 14.9£6.7 0.991
" Time after Tx, day 42+27 47+18 0.339

Drainage fluid

After day 1, ml 108 £108 11385 0.836

After day 2, ml 87 +84 69+32 0.625
Table 3. Efficacy of pleurodesis after 30 days
Response 0K -432(n=>53) Doxycycline(n =26) p*Value
Success 44(83%) 21(87%) 0.677

CR? 7(13%) 4(16%)

PR?® 37(70%) 17(71%)

pPD* 9(17%) 3(13%)

'Success | CR+PR. *CR : complete response, *PR : partial response, ‘PD ! progressive disease.

Table 4. Complications after pleurodesis

Complications OK-432(n=53) Doxycycline(n=26) p*-Value
Fever(>387C) 31(59%) 2(8%) 0.001
Chills 5(9%) 1(4%) 0.378
Pain 22(41%) 19(73%) 0.008
Dyspnea 1(2%) 1(4%) 0.602
Leukopenia 1(2%) 000%) 0.481

2.7Y, 47+£18%% {olF 2ol HolA| ugirt
Ffareol & midE Fetde FEHEEF 1494
Z}Zt 108 £108ml, 113 +=85mlejlen, 24x 87
+84ml, 69+32ml2 F T3kl zto] & HolA] 9k
t}(Table 2.). FH-E&F 30UAe] 4FEL OK
-43279 A 83%(44/53), doxycyclinewollAl 87
%(21/24) 2 F e Felg Aol Holx] &
Sfch. OK-4327ll ¢hd whgat RE -2 7}7}
13%(7/53), 70%(37/53)°lNx, A& AdlEe 17
%(9/53)0)120tt. DoxycyclineTol| A= ¢+d wh3-2}
FE kg A7b 16%(4/24), T1%(17/24) 1

i1, X8 A 13%(3/24) 01 (Table 3.). Al&
T F28-2 oAl 2 38°C olide] wgol OK-432
2|4 314)(59%), doxycyclineoA 24 (8%)
2 0K-4327lA fel8tA Bkem (p=0.001),
Z5% ool 35L& 0OK-43279A 2291(41%),
doxycyclineTol 4 194 (73%) & doxycycline
A EAHegE fosAl BdtH(p=0.008)(Table
4). BE B8-S HEH ARE sHEGeH, F
g ol AP gllth. FHAE 7] OK-
4327 A 13.6704Y, doxycyclinedllA 11.6784
2 0K-4323dA Zdglov fofsixe gttt (p=
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Fig. 1. Kaplan-Meier effusion-free period of patients after pleurodesis with OK-432 and

doxycycline.

0.532) (Fig. 1).
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% & v el a3y ol9} vl 2 Heffner

— 594 -



— Comparison of OK-432 and doxycycline pleurodesis for malignant pleural —

S0l 93P pH 7.00)318Ate} 40%NM = FoHr
zol AFE B pHYE F6e A3 ddy
¢l &A= ozt Yl £ doiAe= pH
o} F9 TR OK-432T0A4 Z2t 7.23,
115 mg/dlelg e, doxycycline 2ol A ¥ 2tz
7.19, 100 mg/dle| it}

OK-432+ S. pyogenes ] SU straing #HUA=
I AN I & 52 A2 Aog, oHEY W
IX8A 9 2 AMREE okFeltit . dzd T
o 1 mg 2 26,900 units®} Penicillin G potasium
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clineol| A& 29 (8% )olA JEelg e} acetamin-
ophenFd ¥ B5F AAEHUTH 559 4 doxy-
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F0) BuE doxycycline® AMEE F9 F3&S
88% = ¥ AT} v ot FH AU ¥
T 384, AHAIFAE F2 AAANY 7173 1.7
dz 747} 14.993 4799 £ A7} vas] & o
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7 2 d7ee g Aggez A&HH Fe& 3§t

7] WEo g AT AMEE oFrle] ¢rite A
AP doxycycline® 9759 /500mg, OK-432+
260,54091 /10KE 2.2 doxycyclineo] X © 7]
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B d7e 2 ARHI e 0K-432¢9) tE3
Q1 FUA3A1¢ doxycyclineel FEH-fratEe ot
HE A2 HYgoz Q18 oA FAg x5k
OK-432+ doxycycline®} H|%23 FoaIexg
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A ZrE),
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Hojgth. FHAEMAE odH FFU g=A lev
I a¥hg BZ8-2 ofnjtt xlo)7t ot

offl AzEE HEA FuE3AIR] doxyceycline
B AFZE oA OK-4329] a3, 2218 2 FH7)
7] zlelE Lotry] &) ¥ A8 Al
A
19943 19RE 20013 8Y7HX) FoHdA Al x4
AP &8 FERAZAAME O FHe] ElE HE#
2} & 0K -4324 doxycycline. g Fo3a48 A
g3k 7999 BxPIAAN FE e F 30UAY
AFEE MM o, o] Halgy) Ba AEY]
7He FgH o g AT
& o}
OK -4329%} doxycyclineg o]&% F2i3& ¥ 30
dxje] ATE-L 47 83% S 87% 0.2 Feldt Ao]
7} 919l (p=0.677), ¥3IF}goz AFLE OK-
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(p=0.532).
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