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% 3P4 B8 (253 5 vincristine, cyclophosphamide, prednisolone
(% interferon- a ) fif HI#&E D HBHRHT
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% %Y EBE (Multiple Myeloma=MM) (& B Miflao 3
SELRALBEAMBOY 7 o - oM % I5MET S
MBS THDH. MM OFEBREEIE, TOMERZR
UCHRKERDOEMRD 5 IdBR%EI2H Y, melphalan
(Mel) & prednisolone (P) (24X % MP'~% #iihiA3) 30 4
Mg EXhTE/, bhbhidstk, MP (2 vin-
cristine (V) %Mz 7z, MVP #iL&irvy, #0% (PR %)
50 %% A137:H, £ ORI, BAOHENEL X/ LEL
L7:ve 20 BRI BRI ASH AT A B~ O it % 4t
BTsZLilEnT,
Mel OIS TR 5 UBBHRE LS b - 7 ThE
o EEINh/, £ZT, HEHEDH EEZHBIC Mel 12
f 2 T cyclophosphamide (CPM) #* & f#iRMgiIcHS L, =
SIZHEFEOH S NAERIZH L TIE interferon-a (IFN-a )
%MA7: VCP (IFN) #ik#%, Stagell-I, BX O %KM
HEIRPIYE & 7% o 7o AT S PR B VDA A, FOMKE R
af L7z

L ¥&&HE
1. B
H B FE 1988 5F 1 H XD 1997 % 9 J] F TIZYF

GBI E 5 2L EE X N,

ABED MM JEBIT, #12KkD Durie-Salmon O
stage B 2B} 5 Stage I B LM, F7-idniE#
B E o 70 (EP RIS TR R AR OB #
ZRDTTHHOHIRDET & LD IHEF B L OB
LA 7R MM 36 HITH %,

2. VCP (IFN) ##ik

MM I3 2MAEMICHRE, HoLHEBEL ORI
L BMEEG#%, Table 1 [RTHEG Ay Va2 =il
> T VCP (IFN) ##:% i1 L 72,

3. BERZ R DG

YU R R O H & 1x, Chroic Leukemia-Myeloma
Task Force DS (25 -7z, ThbH 50% Lo
Hd b VdRbP O M-&HAORAR 50% U EOREM
Halfi DN % B ed 7-H54 % Partial response (PR) &
B, M dH 2V IdRB O M-&1D 25% LLED R,
EHAMBM D 25% LLEDOB KR D & 72k EH O M3,
WO BHHEDOHELEDYH % Progression
(PD) &L, #hbist% No change (NC) & E®H7,
X5, ARTRMEINLSHOIE 28Z(12 PR O
I E Aoz RAs 4 HU ERBRT 22 L2200

W5 S X VY BT A 3-25-8
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Table 1. Treatment schedule of VCP (IFN)

Induction:
vincristine 1 mg Iov. D1
cyclophosphamide 350 mg/m* i.v. D1
prednisolone 40 mg/m* p.o. D 1-5

Repeat every 2-3 weeks
IFN-a (when it is applicable)

HLBI 6x10°U . L. D 1-14
3x10°U s c D 15-28
Maintenance:
VCP Repeat every 3-4 weeks

(IFN-a 3x10° U x 3/week D 1-28)

AT2. ABHEOHBBIZELE (Response rate =
RR) L Afi#IM (Survival time) THETL 72

4. FHNFOB

HIET DR, M7 L7 F= /i (s-Cr), Ii% B2
<4 z7uzua7Yy >y (f2-m) 18, Y Durie-Salmon
? stage 77E), DHEBEHRICRIEFTREEZRIS L
Hat PR e OBE (chi-square test), B
U4 vary VIR MBE (Wilcoxon signed-
ranks test) % Hv7z,

II. # R

1. FEGIDOFFE

B s hi: 36 P, MHTRES TOHBHMEA 2 B
Ko 2 FEBI % B 34 FIASFHEWRETH VD, £OHR
\¥ Table 2 /R L7z Bl 22: 12, o RAl

Table 2. Patient Characteristics

Characteristics

No. of patients 36
No. of assessable patients 34
Age

Median 58

Range 32-74

No. 260 y. o. 18
Sex (M: F) 22:12
PS (ECOG)

Median

Range 0-3
Type of Paraprotein

IgG 24

IgA

IgD

BJP
Stage

1l 6

m 28
Previous Therapy

(=) 20

(+) 14

MVP/MP or C 13

XRT 1

12 58 T, 60 kIl EOREBIA 53% i Tw/zo M
HITOWNRTIE 1gG 2% < (T1%), GHGHIZEN
P& e o 72dEBI DS stagell I ERRISNIz20,
stagelll | 28 ] & 1A 82% % Yoz, piihiM e AT
DIEBIE 14 JEBIT, FDH B 13 fEFIA MVP X MP
7% X0 Mel (1 )13 CPM D%l 1Hk5) % &L b @itk
T, WFNOREBLHEMILY, HEWNICHENE, 5%
DORWIGRLMERIZ M KITOBD 4 & - ReM 23R DL
G2 BOTNHOREIRO ST E LD IHEFITH Y, 1 6l
WEEIREIIN T A ES IT S hTwiz.

2. VCP (IFN) ##ik

Table 1 27”9 & 912 VCP (3HulE# s £A8n 5 £
T#YEL, PR H5HI1E NC IZHEASNBIZHNEL
T IFN ##%4 L72, maintenance ¥ T IFN %5 L
1B7-9EBIZ 10 BITH - 720 IFN 2 EH L7 20 4
Bz VCP 2 247 ¥ 2 — MIZhEWH S5 L7z (Table 3).

3. EHRZE (Table 3, Fig. 1)

SEAI T BB % 34 JEBIOH AR L, PR 24 #), NC 3
%, PD 7 BT, £HFX 70.6% THH, ZHHEO
iz 15 A H (1.3 4F), PR BIOAAF I o gl
13269 H (2.2 ) THH, EEFOEFBIMOH
Pffiix 20.3 2»H (1.7 %) TH-72, (Fig. 1) IFN &

Table 3. Clnical results of VCP (IFN) therapy

No. of Pts.

PR NC PD RR (%) pvalue

Overall 34 24 3 7 70.6
Paraprotein
IgG 24 17 3 4 70.8
IgA 3 0 2 60.0
IgD 2 1 0 1 50.0
BJP 3 0 0 100.0
Age
<60 16 11 1 4 68.8 0.869
260 18 13 2 3 722
Stage
] 6 5 1 0 83.3 0.457
Il 28 19 2 7 67.8
Previous therapy
(+) 14 10 0 4 71.4 0.929
(=) 20 14 3 3 70
IFN-a
10 9 1 0 90.0 0.114
24 15 2 7 62.5
Serum Cr (mg/dl)
220 14 8 2 4 57.1 0.156
<2.0 20 16 1 3 80.0
f2-m (evaluable) 21 17 3 1 81.0
<25 10 9 1 0 90.0 0.326
=225 11 8 2 1 72.7

PR: partial response, NC: no change, PD: progressive disease,

RR%: % response rate
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Fig. 1. Overall survival of the patients according to

responder vs non-responder for VCP (IFN) therapy.
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B, IFN &x512L 0 NC &) PR & 7% - 7=9Ef2 1 61,
NC (2 - 74EfIA 1 BIT, ZRFIE 90%, MM
otz 17 »H (14 %) THho7

M &ANDOERFEIL 1gG 70.8%, FhEIIEREIE
vl IgA L Bence-Jones protein (BJP) #°
100%, IgD X 50% T& 72, Table 3 IZ/kFT L H (2
##, Stage, HIAHEO A HE, IFN 5O 47 ¥, 1Mk
Cr fii (2.0 mg/dl VL L& ki) (2K 2880 %% B
L72A%, ZBRhFICl L Cidfat 7w A B EED L h -
T2o WBERTO B2-m FIE LIF72 21 FEFIT, 2.5 mg/ml
VLR E R TRIF LR L2 B ATRD 5
oz

VCP (IFN) #EORIfEHI1E Table 4 (28 L7243,
VCP (2 & 24T B, KAimEERidr &, IFN £'-614
Pl Mo et kL Bdl, &b,
73 i IgG WAEBIT Grade 4 OPIMERR D % D,
T R%EDEE L, MEERS 2R G-CSF 0¥ ') %
FrLid, ZoMo% ZERKMIZEMIIETDH -
726

4. T#HINroBE (Fig. 1~5)

KM D factor EAAEWIMIIZOWTEFRZENREN L,

Table 4. Side effects of VCP (IFN) therapy

Toxicity No. of Pts %,
Hematologic
Leukopenia (WBC = 2,000/ ul) 6 17.6
Thrombocytopenia 7 20.6
(PLT = 50x10Y ul)
Anemia (AHb = 2 g/dl) 4 11.8

Non-Hematologic

Paresthesia 20 58.8
GI toxicity 10 29.4
Pyrexia 10 29.4

Hyperglycemia 3 8.8

PLT: number of platelet, GI: gastrointestinal

VCP #iEADO KIS0 47 1 & E{F IR 2 a5 5 &, PR
4% NC+PD B~ A A B A RV In & 4
L7: (Fig. 1). MBkLZ, Stage H (Fig.2) TiZ A
2l i Cr 18 (Fig. 3) i 2.0 mg/d RiiAsLL ki
e, ILiE g 2-m (Fig. 4) & 2.5 mg/ml KA LA L2k
AT RAEfA AR I 2R L7z, — i, IFN @
i HI i DA% S h - 7225, AfFHIRIE IFN o
GO K EIHEA EE RO L h -7 (Fig. 5),
ZoAh, Ewh (60 AW E L. L), M AV Y A,
PEEIZOOLTHRE LA, FEAZRDLN G-

%
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Fig. 2. Overall survival of patients according to the clini-
cal stages.
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Fig. 3. Overall survival of patients according to serum
creatinine level.
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Fig. 4. Overall survival of patients according to serum
S 2-microglobulin.
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Fig. 5. Overall survival of patients according to treat-

ment with or without interferon- a .
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Combination chemotherapy with vincristine, cyclophosphamide, prednisolone
(with or without interferon- a) against multiple myeloma

Noriko Usui, Toshio Unozawa, Shinji Uno,
Hiroshi Osawa, Mamoru Nagamine, Yukio Inamoto,
Tadashi Kobayashi and Yasunobu Kuraishi

Division of Hematology/Oncology, Department of Internal Medicine (llI) Jikei University School of
Medicine, 3-25-8, Nishi-Shinbashi, Minato-ku, Tokyo 105-8461, Japan

In order to investigate an effective treatment for multiple myeloma (MM), patients with
advanced MM (stageslandlll, and/or resistant to previous treatment) were treated using vin-
cristine, cyclophosphamide, prednisolone, with or without interferon-a, or VCP (INF) protocol.
Among 36 patients admitted to our hospital between January 1988 and September 1997, 34
patients (males, median age: 58 years, 53% =60 years) were evaluated for response and thera-
peutic outcome. In out of 34 evaluable patients, we obtained 24 partial response (PR), 3 no
change (NC), 7 progressive disease (PD) resulting in 70.6% of response. The median duration of
response was 15 months (1.3 yr) and the median survival time for the PR patients was 26.5
months (2.2 yr) and that of the overall patients was 20.3 months (1.7 yr), respectively.
Prognostic factors for the patients treated with this therapy were response to therapy, stage,
serum creatinine, and serum [ 2 microglobulin, and these factors were significantly related to sur-
vival time. The therapeutic benefit of adding IFN- « to this therapy was unclear since survival
time was not significantly prolonged, compared with VCP therapy alone. Although VCP (IFN)
therapy proved to be as effective as conventional combination chemotherapy against MM, more
aggressive therapy such as high-dose chemotherapy with hematopoietic stem cell transplantation
should be considered for younger patients with advanced MM and poor prognostic factors.



