EBEAROCE B12%F H2R
The Keimyung Univ Med ]
Vol12, No,2, June, 1993

B FZ A 71X F=

ofN

ol COPBLAM-V £33}8te o] Xgad)

Agehsta oot st

SBM - Al - M

MNB

v ZA7IN G TF A WHO working formula-
tione] £-FVe| w2 “intermediate-grade”= “low-
grade” @ ZF o) v FAYAHFZFo] FHHshg 3
o] F&3te Bt ¢ o+ HQ A FH3pew?,
AP 719 A9 1960ddle A S E(disease
free survival: ©13 DFSE <gh)o] 3} 5% &
Hate] Al AHF9 shigor), o]F EH§
getade) Aoz 1980dtd]l EojA DFSo]
30-60% 9 =@} 7MY FA7} AP oA
g shtE wtAA HAG. EFEE eyl 3
Age] v 4 agE F43%) B e ARE
7EA, 584 830 44 8HEY Hus AL
ol 2= FElEtA] o o) ofFm =99 gl
Ha ok, 2L o T B3 o8] RaleA
H9 BAAFE dose-intensity (o] 5 DIZ ¢F5H) o)
B3 Abael).

HZ AAEL 1P 79 intermediate-grade ¥
TE UAE AR gy os a5 F
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18670 €0l AEE HF 54778 1 Y4
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18 2 60 o) do] 17% & AA s o, X e
A7k 208 A7) 9El o, 2 HogE =
2 73o] 1982 71 B WV E2E stage 17}
731(24.1% ), stage 117} 10%)(34.5%), stage IV7}
123 (414%) Q1 stage B 217 0, 2, 53| & & 7
#(24.1%) A BWEgion, vgTzydze &
37 198 WaldeyerH =8 43 vt 338 7t 28
4 9§ Fo| 7] 282 wdaiqch

2) nElE

COPBLAM-V 313} 8} g 9] & B8] A &]-& % 207
2 2 1821(62.1%) A R B, 118 (37.9%)
A FEANZ A EL 100% J1, BAAA

2pol) wbe} B4 sle] BAH 604 o] sl 3} 604 o] T
ZAFYY v R TFY, stage I/} stage IV,
stage A9} stage B= 42 9880 66.7% :40.0%,
684%:50.0%, 58.8%:66.7% 54.5%:85.7% & & =}
ol7} oy A9} A= #7) 500%, 88.9% £
ozo| A §218 A (p<0.05) =L g2 JERY
TH(Table 2).

Table 1. Characteristics of patients

Enrolled patient 3
Evaluable 29
early loss 5
Age: 45.7+146 (17-73)
60—69 4
70—79 1
Sex: Male/Female 2079
Histology: Histiocytic 19
PDL 8
Mixed 2
Stage: I 7(0)*
111 10(2)
v 12(5)
Extranodal: GIT 19
Waldeyer’s ring 4
Pleura 3
Liver, Testis, BM, Skin 2

558days
mean 54 cycles

Mean follow-up
Chemotherapy:

*: Numbers of stage B

3) Y4E8

3§ Ae] WEEL Table 304 B upo) 7
L, AA R FEALe] FHYEL 3687091
18, 24, 34, 49 ASEL 247) 680%, 68.0%,
54.4%, 408% Q2™ (Fig. 1), X &% 37 1)
3} Aol (p<0.01), EAFeF 7H(p<0.01, Fig. 2),
60 of s 604 01 ¢ (p<0.025, Fig. 3), stage
11, 101, IVA}el(p<0.01, Fig. 4), stage A9} stage B
(p<0.001, Fig 5)AtolE #A& Ho]& YEIRL
v, 2T MR THA0lY AEEL BAT
Hoz FA3tA] et

4) MRz

ol# HAAd2s RDI 2Eln BE7)71e) 47
#AE B FYPZF54 AE ) 7hA}old £-23
A#AA7E QAL H(p<0.001), THE AT &
RDIS} BE 71ALeldl & A2 483847 9T,
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¥3 BUN3} 224H(p<0.001) lactic dehydrogenase
(LDH) $} ferritin(p<0.001) Ato]dl& EA Moz
Fo3 AAAAE Y on, LDH UnteEd
{(p<0.001) 28}l ferritin® vincristine, dexame-
thasone, bleomycin, adriamycin 2 procarbazine2]
RDI(p<00D) S+ 8¢ 432 AA 7 AATH Ta-
ble 4).

5) Relative dose intensity

Z+ kA 9] RDI¥ cyclophosphamide 0.722, vinc-
rositine 0.773, dexamethasone 0.785, bleomycin
0.763, adriamycin 0.720, procarbazine 0.7762 ‘g1

23 ¥/ BEAETG ALRE 2 Am
| o2 7t eAle) RDIS) Fole fIKITHTa-

6) 2&2

COPBLAM-V E§ 318 a¥e] mE grade 111 &
grade Ve R385 B o] 136%, WIF
HaFo] 449%, TEY) 228 @RF0| 345%, 1
21 715 A 3 g o] 47) 34% A, TRl
SutE F6dle ¥ S 19, xR 39, Ao gE
2813, o] F ¥R 187t AE 9 th(Table 6).

Table 2. Clinical response rate to COPBLAM-V chemotherapy according to characteristics of patients

Total 29
Complete response 18(62.1% )
Partial response 11(37.9%)
Number of CR(%) P Value
Male 20 10(50.0)
Female 9 8(88.9) p<0.05
Age >60 5 2(40.0) NS*
Histiocytic 19 13(68.4)
Non-Histiocytic 10 5(50.4) NS
Stage IL71II 17 10(58.8)
% 12 8(66.7) NS
Stage A 22 12(54.5)
B 7 6(85.7) NS
*: Not significant
% of patient
100 7
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40
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o ¥ L L] T T L3 LJ L] LJ T T L Al L) L] T 1 T T L L]
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Months

Fig. 1. Kaplan-Meier survival curve in overall patients from start of therapy.
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Table 3. Survival rate according to characteristics of patients

No. 1 year 2 year 3 year 4 year P value

All patient 29 68.0% 68.0% '54.4% 408%
CR 18 71.5% 71.5% 53.7% 53.7%
PR 11 61.0% 61.0% 61.0% 0% p<0.01
Male 20 74.2% 74.2% 74.2% 55.6 %
Female 9 53.3% 533% 533% 0% p<0.01
Age <60 24 65.1% 65.1% 489% 489%
Age >60 5 80.0% 80.0% 80.0% 0% p<0.025
Histiocytic 19 66.9% 66.9% 446% 446%
Non-Histiocytic 10 714 % 71.4% 714% 35.7% NS*
Stage 11 7 83.3% 83.3% 83.3% 83.3%
Stage III 10 729% 729% 486% 24.3% p<0.01
Stage IV 12 53.5% 535% 535%
Stage A 22 825% 825% 61.9% 41.3%
Stage B 7 214% 214% 214% p<0.001
*. Not significant
Table 4. Correlation coefficiency between various parameters

Hb Lym Alb BUN LDH Urate Ferrit PS CTX VCR DET BLEO ADR PCZ TS*
Hb 100 .19 20 -20 .03 09 28 07 27 15 (06 00 19 10 25
Lymphocyte 19 100 26 -20 -23 -13 07 25 26 16 .18 04 18 20 56™
Albumin 20 26 100 -06 -14 08 -13 25 28 .38 28 28 25 31 -19
BUN -20 -20 -06 100 .05 75** .18 -23 -15 -12 -14 -12° 214 -12 -16
LDH 03 -23 -14 05 100 --02 H8** -68** -36 -37 -42 -33 -37 -33 -22
Urate 09 -13 08 .75** .02 100 -05 -07 -10 -13 -18 -24 -13 -18 09
Ferritin 28 07 -13 -18 .58 -05 100 -41 -35 -49* -59* -52% -49* -54** 11
pS** 07 .25 25 -23 -68%* -07 -41  1.00 .35 38 46 36 34 40 16
CTX* 27 26 .28 -15 -36 -10 -35 .35 1.00 .86™ .89** .82** 97+ 91 10
VCR* A5 .16 38 -12 -37  -13  -49* 38 86" 1.00 .95** 91 89+ 93* _(5
DET+ 06 18 28 -14 -42 -18  -59* 46* 89" .95 1.00 95%¢ - gaw ggv+ _ (5
BLEO* 00 04 28 -12 -33 -24  -52* 36 .82* 91% 95% 100 .86 92 -24
ADR* 19 18 25 -14 -37  -13 0 -49* 34 97 89 92%  86** 1.00  .94** 07
PCZ* d0 0 20 31 -12 -33  -18  -54* 40 91 93" 9B 02%*F o94** 100 -02
Survival 25 56* -19 -16 -22 .09 d1 .16 10 -05 -05 -24 07 -02 100

#: Total survival, # #: Performance score
+: Relative dose intensity of chemotherapeutic agents
*: p<0.01, **: p<0.001(1-tailed significance)

&

Intermediate-grade Y= £ 2 AP 7)o 4¢3 &
Aslsta oz 92 5% 9 gall &3 67 Ln) vt
B2 7)7kE JMA e whdo), 3R e gegEE 30
%9 &8&H 6-14% /942 HTAENDE d&

F ey AVAES A sAAAE EI4
o, o] F gslg 2 MEES I HEo
Bo g Egstgtayie] site] 343 33
= en 341833882 < cyclophosphamide, vi-
ncrisitne, prednisolone(CVP)¢ll adriamycin, bleo-
mycin, procarbazine, methotrexate, Ara-C 59| ¢
A LE e 44X E Y S 40-75% 9
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Table 5. Relative dose intensity according to characteristics of patients
No CTX VCR DET BLEO ADR PCZ

Total 29 0.722 0.773 0.785 0.763 0.720 0.776
CR 18 0.759 0.814 0.835 0.803 0.766 0.820
PR 11 0.661 0.706 0.704 0.698 0.645 0.703
Male 20 0.718 0.754 0.770 0.744 0.715 0.763
Female 9 0.730 0.816 0.818 0.805 0.730 0.805
Age <60 24 0.748 0.797 0.803 0.777 0.744 0.791
Age >60 5 0.598 0,656 0.700 0.696 0.604 0.702
Histiocytic 19 0.722 0.771 0.790 0.764 0.730 0.788
Non-Histiocytic 10 0.722 0.777 0.776 0.761 0.701 0.752
Stage II 7 0.755 0.795 0.802 0.741 0.757 0.799
Stage III 10 0.705 0.732 0.775 0.760 0.694 0.759
Stage IV 12 0.716 0.794 0.784 0.779 0.719 0.776
Stage A 22 0.750 0.795 0.814 0.785 0.742 0.800
Stage B 7 0.634 0.705 0.694 0.694 0.650 0.701
Relapse(+) 7 0.778 0.803 0.829 0.822 0.791 0.811
Relapse(—) 11 0.747 0.820 0.838 0.790 0.750 0.826
Table 6. Toxicity of COPBLAM-V chemotherapy

Grade No I II I v
Anemia 154* 62(40.3%) 43(27.9%) 14( 91%) 7C 45%)
Neutropenia 118* 10( 85%) 34(28.8%) 41(34.7%) 12(102%)
Granulocytopenia 112% 11( 98%) 14(125%) 29(25.9% ) 34(304%)
Thromobocytopenia 138* 7( 51%) 2( 14%) 0 1 07%)
Vomiting 149* 49(32.9%) 56(37.6%) 34(22.8%)

Oral 29 4(13.8%) 3(103%) 1( 34%)

Diarrhea 29 2( 6.9%) 3(103%) 2( 69%)

Liver 29 3(10.3%) 2( 69%) 1( 34%)

Neuropathy 29 9(31.0%) 4(138%)

Alopecia 29 4(13.8%) 12(414%) 10(34.5%)

Infection** 29 3(203%) 2( 6.9%) 0 1( 34%)
Fever 29 0 4(138%)

Bleeding 29 1( 34%) 1( 34%)

Constipation 29 0 1( 34%) 1( 34%)

Cutaneous 29 0 1( 34%) 1( 34%)

Pulmonary 29 0 1( 34%)

*: Total evaluable number of cycles,
**. Sepsis 1, Herpes zoster 3, Candidiasis 2

d & 20-50% o F7IBES 7HA9 3 8Y
o v&) FAs Ve AWE AT agln o
AFE ST AV B E W3S = atA g9
o]2o] 29190l F£YA7F fLAY non-cross re-
sistant 9FA)|E B} WIHEA Agsle) 2o BHu

A 80%o]de] el 50% o] LAY

E& MR-, H2 MR SV vHeE ot A
#o shtR uHH A, 5-8A 8ol 44
B gohe HE ofAx =99 tide] Hial 9l
2.m9, South West Oncology Group3} Eastern Coo-
perative Oncology GroupolA 34l AP=n Y&
CHOP, m-BACOD ProMACE-CytaBOM, MACOP-B
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HE At SXrksde] w2 Wi A7)t
A&HQ ANEgw BHAsH FFH NBRE 5
Aol & Hog dEAHTHS, HAEe| AME CO-
PBLAM-V E-§38}8 Q& New York Hospital-Co-
rnell Medical Centero]l Al 7i2tE X 82 cyclopho-
sphamide, oncovin, prednisone, bleomycin, adria-
mycin, procarbazine] 6¢A & 35 1A 2 13

#242l WA= M maximal dose intensityoll
ol&@7|7tA) v F7jultt cyclophosphamide$} ad-
riamycin® & %273 oncovin®} bleomycing] Al

&Rz o a xgsted ASAFHEL oA
A Tl He FHol U,
HugHgol g& Aol& Hole olfe &F

S5 AEAAES BAEAS Hol7h Yy B
4% Aoz 4AFed, FAAEe) W Bu
¢ uv Uz AFel ge B9E FYR AR S
A A £T B ohia Sl go] R Aurgo]
R ) e a9
GHAE AR JFE W, Vose FHE 41

BAE HAgHF HANFT Foz A¥ Ao

\—-O
"‘LE\_

% of patient
100 + L_I
80 L Male (n=20)
60+ _’ Female (n=9) |
40 1
log rank = 7.61
p < 0.01
20 4
0 L} Lo L T L4 L L T L R L LI ¥ T 1 L] T L] L
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Months

Fig. 2. Kaplan-Meier survival curves according to sex from start of therapy.
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Fig. 3. Kaplan-Meier survival curves according to age from start of therapy.
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100 |
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804 =
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Fig. 4. Kaplan-Meier survival curves according to stage from start of therapy.
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Fig. 5. Kaplan-Meier survival curves of stage A and B from start of therapy.



- 216 —

HOIB RIS 1255 5 25% 1993

ERE A2 YRR GE o FA4ER T
o] =19 X5 AR n|A T FTFE A F U=
Aol ogtp?. ols ALY dvht g &
2o oFA)(mg/m?/week) 7} FAEYETt e Al
Léii(‘ Be HIEE relative dose intensityE
Hryniuk®{® 0.2 AAbgch, 3 iy digsd
HUE Lo FFHRAA FAFEH ) NS 2
AETe FHgol wERomw, YxFo A¢
H9 o8 BRugd|A DIV} o ol 333] F8.3
fo g L3 edsnn® Epelbaum 59L& cyc
lophosphamide$} adriamycing] RDIZ} &3] A
v k3 7ol vl B ¥ ¢o ™ cyclophosphamide2)
RDIZ} 4 &3} 714 & 483AE BAd ggoH,
Kwak $3%-2 adriamycin®] RDIZ} A && 714 &
v 3le A xSk 53 = dnte] A B
Ao A5E & AvA 23t 3 255
DIZ 1A=t & 899 Atghg Ao sheiw A e
e Ao 2L AEA AL Ho|E B9 Fisher
S8 A% d¥kEF5E BEAdo] 47 RDIS o
ABBA 7 JNL TS RDIY A+ YEV|Ite)
Ao, A8 T dALE T 2L 3 RDI
gE53 Ae2gds ME FEBAC Q0 AT
a2 m A8 F ged Bghe A7)7 Fa.gunm
ol XEY FrEet FYME] AFof g He
gol wtgElE Ao, gl =g |7t meE Fee
Adgo] HA o} FUAEE HE & dF3e
Ak} & § Aupsd, AAE] B FANA
aaf-&o] %, AEWE 4 9% W) BFE 2
i FPZTFFE] AE7|NT ME FEBAA

AsiEH, A2kt WP % BT A £
57} fo8A dston, AW BEAT
HEAl o] RA-&F 5 Fo] f28HA Rol FHZ 1471
- FastA vebstth 2 4 oFA ¢ RDIS
HEANDTAE W o] QA Yehod, 44 <
g ¥/ BEYRE 98F ALRFd wE
RDIY ol gigith

ol AFF I UAEL HAE A53We-9 2
F4e WG ALE dq&3ride WA
gt 2y 71 88 AL JA N 8GFA ol
227t S8F AUt YES e olfe A&
54, o Ul og A, Aol AgsAY
B kA Ert g&Ese AL-EAdY, A
2o tumor burden® A HEF o] BEEE= A
717y FFH, I el F 2do|F o A
Aro] 20—40% & AAZE AoE RIiEHSH,
AAES A 4 DFSe) 552% 2 74 A o7}
1delel Agstg e, 4 9% 238 7] BSA
Y74 9 RDIv Adf 5ol e FATAU
Aol 7h Atk

AR 5o Aste olfE Ao oy
A A2 A7 AS 1223 A8 BEH
E4¢) oJstdl, Ao AsA He 71AH o
FAA 18I NEEAE B} ojsstez A x|
AHgEHE FAEY FEE HEPYTG Foae X
B Aol F Aotk dA| NEAYL F
it o WEE FA4 s dEE AL
dose-intensity & Z7HA 7)1 AU, & FX 59}
F40) 2 &L gensitive relapsed] B¢ #L ##
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Fig. 6. Relapse-free survival in CR patients.



F34 - @A® - ARG 1w EAUH FZF A COPBLAM-V Bgaietawie) Agist

- 217 —

2] 40—60% oA BV ABEE B0, nRHT
Fxpoll Al 12} @sfo] o] ARG ArhFSo] 49
724 39 FHAELC65% 2 St ay s vl
Hoh e FHAES Iz gsjolFo At
Toldeg Moz AP ¢ giv} shga,
Haioun 5272 Ade] A5 4ue] F8 ¢lojnz
Age] 7o) ANSHojAL AxdE Aol ¥
#F ot} 4t AREY S AVFAE 53y
Ar1AE 2 A nAE RS o3 B
FAR AL ol Fo] AR g Ashe vielt),

2 o

19891 39 K-E] 199241 6¥ Aol AF i m ¢
gt Nt m oA stage II, ML VY inter-
mediate-grade YZZ AL 209 E tiAd e B COP-
BLAM-V £#3lstayoz 88 2% 943 2
< dRE I

% 208 ¥ F 182(62.1% )0l @A/, 11
#(37.9%) A REFNZ FHEE&-L 100% T,
o] 25 §7] BEAFTol HE Aol glon}
P2 438 500%, HAE 889% = <fAlelA]
o138 A (p<0.05) E2 32L& BT,

AA Gz FAAE7|7HE 368MDE 19, 2,
33, 493 YEELS 47 68.0%, 680%, 544%, 40.8
%A1, 2A P BB YEEY Aol glov
AeF o] 2H(p<0.01), 604 o) 8}ET} 604 0] 3F (p<
0.025), stage 11 1 IV (p<0.001), Stage A%} B(p<
0.001) Aol &= 218 xpolE vpElf ], o] ALt
Hol7t AV IYPWYr] e BFAe] FWE
S AEEC) BULh

2} ¢FAl) ¢} RDI= cyclophosphamide 0.722, oncovin
0.773, dexamethasone 0.785, bleomycin 0.763, ad-
riamycin 0.720, procarbazine 0.7762 YW |% =
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= Abstract=

COPBLAM-V Combination Chemotherapy in Advanced,
Intermediate Non-Hodgkin’s Lymphomas

Hong Suck Song, MD; Gai Yoon Nam, MD; Hwa Young Jung, MD

Department of Internal Medicine, Keimyung University,
School of Medicine, Taegu, Kovea

Between March 1989 and June 1992, 29 patients with advanced stage, intermdiate-grade non-Hodgkin's
lymphoma were treated with a COPBLAM-V regimen including cyclophosphamide, oncovin, prednisolone,
bleomycin, adriamycin, procarbazine. Median age was 45.7 years and 5 patients were 60 years or old. 18
patients(62.1% ) achieved a complete response(CR) and 11 patients(37.9%) had a partial response. Of
the 18 CRs, 7 patients(38.9%) suffered a relapse. The median survival time was 36.8 months, and 4-year
survival rate was 40.8% and disease free survival for CRs was 55.2% with a median follow-up of 18.6
months. Male gender was negatively associated with response rate and age greater than 60 years, female
sex, stage III and IV, B symptoms, decreased lymphocyte count significantly decreased survival rate. But
relative dose intensity of drugs did not influence the outcome. Overall toxicity was acceptible with 1
treatment-related death due to sepsis. The incidence of nonfatal infection was 17.2%.

Key words: Combination chemotherapy, Dose-intensity, Non-Hodgkin’s lymphoma



