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CHEMOTHERAPY OF RENAL CELL CARCINOMA
2. COMBINATION OF CHEMOTHERAPY USING ACNU AND VBL

Mikio KoBavasui, Kyoichi Ima1, Katsuyuki Nakar,
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and Hidetoshi Yamanaka
From the Department of Urology, Gunma University School of Medicine
(Director : Prof. H. Yamanaka)

Shiro SUGIHARA
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(Chief: Dr. S. Sugihara)

Nineteen patients with renal cell carcinoma who had undergone radical nephrectomy
have been treated with a combination of chemotherapy and partly hormonal therapy using
ACNU, vinblastine and chloromadinone acetate. The efficacy of the combination therapy in
advanced renal cell carcinoma was studied and only one out of nineteen cases having lung
and pleural metastasis shows no change lasting from one to eighteen months. The prophylactic
efficacy was studied in eighteen patients with stage I to IVa renal cell carcinoma (contained
one patient with stage IVa renal cell carcinoma who had undergone radical nephrectomy
and coecum resection for coecum invasion). Tumor recurrence occurred in 5 cases, that is
5 cases within 1 year and | cases within 2 years. The combination of chemotherapy using

ACNU & vinblastine must be used carefully for severe side effects.

Key words: Renal cell carcinoma, Combination of chemotherapy ACNU & vinblastine, Pro-

phylactic treatment
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Tl L R R RO BEE O 5 b TTFHO
FECEREDO L OTHB Y,

EROE—FIRIEFMPETH B 25, &R
BRFEM LT L COBRRRE Y. (LR,
BHRIRER, R b 1T X T B 2 FATERER
L IR T E B b D TH RN

T T TRLE LIRIRERBUE & A b3~ IR TR RO R
WRALFRER L LTHRHTH B LEL DR TS
nitrosourea % ® alkyl {LHID 5 LA TERE I
7= nimustine hydrochloride (LI F, ACNU &)
& plant-alkaloids ##| © % % vinblastine sulfate
(LUF, VBU &9 o 2 FIGFBREY EfiL 0
TEFTOXMPELE L EDRET 5.

SHERIT19804E 2 A L D 19844E8 HE TD4ET H A

DI FEE KM BAREE TINE L 7 B #2661 0 5
LD THB. LONCBRRIERRM I ETINRT

h, 196105 %6k ACNU & VBL ffREE
DF, o360 5 b11FIc ik LEREFC L, ges-
tagen #W#F|TH B chloromadinone acetate” (LLF,
CMA l#gT) wftf, E&D 240k ACNU & VBL
Z, XHiI CMA L RGHRER R gk UIc I8 & 1T
-7,

BEHEIr Fig. | CRTEECRL,
course &L, ¥F-RIEMEIL 8EE L. #EFRE
PG 3t LCik 3 course ¥ THifTL7. ACNU
i 3mg/kg(i.v) 8B & 1 B 4 D 2 @S TH
h, WMEHETEWERAORVWEE, 2EIHEMMEL 2
mg/kg WIRE L C#kEE L. VBL % 0.1 mg/kg (i

o

8% 1

19864F

v) 22 L 1EE 2 0FH 5 EE L L. CMA 2§
EpEaciy, CMA 3gmX b 100 mg/day #H
Ol e L BER TR CMA 2k s5 &
L7:. stage ¥ Robson ofEcftv,, TNM
S¥E, ERBEERIE S X CERER A EELELBE
I\ EK (1983) ISV TIT - 7e®.

¥ g

ACNU & VBL %#& L 19EGOFMY ¥ &
C Table 1 3 X0t Table 2 RLA. FE#MSAMIT
B CIE 508N, ot TR S0REA 60K B2 -
fo. R EMESS OB, KPS 4T, AT
57. 18 TH -1 (Table 3). BEAZTLHAL IR
BIBEBRRA BT IR TR D, BBl T4
FIDREER T - T, Fie, Vv EERHEXI9FO
126 I Rl ds, B/NBCBWCBABEY v
HEE X HEIT X T\ 5 (Table 4).

19EFID 5 bEETEBREAIE 2B TH 505, Hifi, Kl
~DEEBIEY T 5 stage IVe o 1 FEFIZERT
X, BBRES bV EBTBRMEIT > stage IVa
DETHEED, EFAICBBNFRIATE TS - <.
¥ o R ORI I REEREC LT LRSI L0
T, 2FRBR IOHBOEMBERALERL T,
i 1B D 28RO 5 b BT hicd 0 &
A Thot. BEBRIOCEEEFTEC X b X
FXFCAIRAOCERENT. TD5H 3 course F
TEEFRET B - B stage IVe DT 1 41
EEDIS5HATH 1.

Course(8w)
Vinblastine : O.1mg/kg(i-v) Stimes every 2weeks
(VBL)
ACNU . 3mg/kg(i-v) 2times every 8weeks
Having severe side effect in first injection
reduced by 2mg/kg(i-v) after second injection
CMA : 100mg/day (P.0) every day.
Discharge
Exercise in out department
CMA
ACNU ACNU
4 3
) VBL VBLJ VBL VBL VBL .
Ope1w23456789 a4
1 8““51 J Buks [
rest
st course 2nd course 3rd course

Fig. 1.

Chemotherapy schedule
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Table 1. Details in all patients treated with ACNU & VBL

Case

No. Name Age Sex Stage TVNM

PTPVPNM

Path-«Classification Grading INF

TOYNS 30 ML TNaMo PTPVOPNGMo el e GG, 8
2 GN. 43 M T ToNoMo PTaPVoPNoMo Jvectal e G A
3 ST 65 F 1 TNoMo PTaPVoPNoMo mioar cell subtype 61<Gz 4
4 KS. 34 F Il TsNoMo PTsPVisNoMo  2ee020) ¢iptype G a
5 MH. 50 M Il ToNoMo PTsPVisNoMo  sienr cel subtype G1>G2 4
6 Y.N. 71 M Il TiNoMe PTsPVoNoM, 2fveolar subtype G1<Gz 5
7 SK. 65 F Il TiNoMo PT,PVoPNoMo aemi?ltiubular 6,>6, 4
8 T.5. 50 M Na ToNoMo PTPVieNoMo 390t coif type G2<Gs 7
9 AN 60 F 1 TNoMo PTaPVoPNeMo PPN\ 6,<G; @
10 ST. 76 M 1 TiNeMo PToPVoNaM, el dtubular g <g, 4
11 TM 59 M Na TaNeMy PTaPVoNoMy DM (iie GG, a
12 KA. 52 M 1 TiNoMe PT,PVGPNoM, PEPLETY W <G, 4
13 SA. 59 F 1 TiNoMo PTzPVoPNoMo St i cuptype G1<G2 4
14 TK 60 M 1 TiNoMo PToPVoPNoMo ieec'@ly ¢iptype G2>Gs @
15 S.H. 51 F  Illa TsNoMo PTsPViuPNoM Zucclal o e G1<G2 4
16 NM. 59 F [ TiNeMo PTaPVePNoMo asecial)  itpe G1<C2 4
17 EH. 58 M llla TsNxMo PTsPVioPNoMe Lhomartalvedial  6,>6, 4
18 SM. 70 F 11 TiNyMo PTsPVePNoMo Zfuel@l i ipe G1>C2 8
19 NU. 72 F I TiNeMo PTsPVoNAMo  ve0lr G, >G;s A

clear cell subtype

B OE K ®E

fiti, M~ ERIERY FT 5 stage IVe DESI
11 BHAES RT3 C NC Th v iBHRINEH
B 16 » BB L CTUWAHED BB O AR
IUMBEB~OEROHRE A Ty . BRTFHZ
RELTHEITIBHIT, 5 LIEFRFANLIS T2%)
TEREGNLS I (28%) THotz. BECHVTLH]
ELEDE, o 1A 2 EURCERERDIC.

¥, 18BI0FHBEMMNL22.37 A Th o, F
B0 ML stage | THE, BEBEZREL 1M
(FE] 9), stage [ TH~x, MEBEREL 24
(FEGI 6,19), stage IIIA CHilEB R L 16 GE
FI15) I+ X0 stage IVA Thf, BEBEHEELC 16
(FEBI8) D35 HITH ~7c (Table 2). XD 5%H2
B GEBI1S, 19) A ACNU & VBL FEEMEITHIC
FR¥ELTEH, ACNU & VBL o5&
L, BREFELTHELDCS V& -7 = r VIREE

CYIDEepte. A v —7 - r vREBEORENEC
BT, 1 H GEG 19) B % LT PD T
HY, TOBLMEBERRIIBEL, 1 vx—T=2mV
Bebtk, #9937 BT L. o 16 GGEGILS)
LIHEROEATH D, 1984EBRINS vr—7 =
r VSRR LUBRES IR TH S (Table 1, 2).

g % B

BIfEFC B L Cik ACNU, VBL 0% h % b )l
BT b LAY e, BRE 2 Mo PSR IR
UoEIERSTFRINIS, HLBER & L TCEL
TEH: (63%), RETIR (83%), BHiEEEME & L T
3,000/mm?® LT o Bk H4 (68 %), 105/mm? L)
Ty (42%), Hb 10g/dl UTFoRm (42
%), THot. Tk, BE (4% LEABRCHR
L, IFaEREE (10%) dRd bR,
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Table 2. Details in all patients treated with ACNU & VBL

Case

i . inati Thi for  Survival
s MU oosa(mgxtmes)  Coperatn Tunel [y iy Reseorse
ACNU 150mgXx1, VBL4mgx9 . -
1 (=) VBL em§>5<1,3 mgXlgO C+R 73 Alive
ACNU 90mgx4. 60mgx 15 Ali -
2 (=) VBL 4.5mgx2l a Alve
3 (=) A&:Br‘JLU gtvlnn;z;xx2 2 ¢ 35 Alive -
ACNU 160mgx2.120mgx4 i -
4 (=) VeL 5mg,§15 32 Alive
5 (=) A\;:é‘lLU érBﬂOGngJS c 31 Alive -
6 (+) 18 wmg AR 2meXz c PN 22 Dead  —
ACNU 100mgx1.110mgx4 ; -
7 (=) VBL 4mgx2.35mgx10 ¢ 27 Alive
8 (+) 6 Lung & Bone A\?BNIEJ %30;;5: ! c C+R 9 Dead =
9 (+) 8 Lung & Bone A\gﬂJ ;393'")(3‘)( ! C+R 13 Dead -
ACNU 150mg x 3 i -
10 (=) VBL 5mgx7 VCR Imgx3 [4 18 Alive
n o) tmg  AQY 35,5“03’“}%5 c 18 Aive  N.C
ACNU 165mg %2 i -
12 (=) VBL 5.5mgx2 VCR3Imgx3 ¢ 17 Alive
13 (=) o Jsma e c 15 Aive  —
14 (=) Aol 130me Xz 13 Alive  —
ACNU 150mgXx 1 i -
15 (+) 10 Lung VBL 5mgx0, 5.3mgx2 IFN 12 Alive
6 (=) ACNU gios'“,fg‘z c 6 Alive  —
17 (=) oL dome C+R 6 Aive  —
ACNU 100mgx1,ACR 60mgx?2 i —
18 (=) VBL Smgx8 25 Aive
19 (+) 5 Lug  AQWU [S0mex3 c IFN 10 Dead  —
C : Chlormadinone acetate. R @ Radiation. VCR: Vincristine. ACR . Acracinomycin

Table 3
Decades Number of Patients
Male Female
30-39 1 1
40-49 1 0
50-59 5 3
60-69 1 3
70-79 2 2
Total 10 9
fE i

Iifi, Halbi~ OREFREE 4T 5 stage IV OFEf]
& TR S B A X 7- U ke stage 1T @ 24

BT 5.

FEFILLTM., 59%%, Htk. HRERZIC TR ©

R iams i, BEOKE, W4l ot
B X O WIEIRRS & W7 L 7720198345 2 H22H, &5
R R B IWRAT 2 1T L 7o (Fig. 2). SSHELL

Table 4. Operative methods to 19 patients

Treatment Number of Cases
Transabdominal approach
& 12
Lymphadenectomy
Transabdominal approach
only 7
Total 19

ML papillary type, common type (clear cell
G 1>2, INF a 048 %43 % renal
cell carcioma TH -7 (Fig. 3).

F7z TNM ¥ XU stage 5834 4 pTs pVo No
M,, stage IVs ThHo7z. HEHEL LT 198343 5
4B XY 11 A7H% Cofffic, ACNU 150mgX 5
&, VBL 5 mgX I5E###EAsD>, CMA 100 mg #H
EOFL% To%. ACNU & VBL #5&THD
Fl&fEE CMA 100 mg #AENRE 2R 1T hiest
IEBROMAEARRDONE 00, I, Kk

subtype),
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Table 5. Side effect of ACNU & VBL

Side effect Number of cases(%)
Nausea & Vomitting 12/19 (63)
Anorexia 16/19 (84)
Leukocytopenia (<<3000) 13/19 (68)
Thrombocytopenia (<10%) 8/19 (42)
Anemia (Hb<10g/d¢) 7/19 (37)

Hair loss 14/19 (74)
Dysfunction of liver 2/19 (10)

Fig. 2. Chest plain X-P of case 11. Note marked
left pulmonary and pleural metastasis
before radical nephrectomy.

% J oo B e < SR~ iR 3R T e
v+ (Fig. 4).

X LI EIRATHR I B W TR,
DT &L iRD B hig o i,

ay, @y a7y v

RIfEA BRI L Tk

ACNU & VBL #5% 1 HE X 0/EBL, MEks
B, 2HBEE AMETS HFof HRHEhcH

UCiEmER A (<108 /mm?) /i > (<5 x
104/mm?®) #WL7ch ACNU XU VBL s
HIEHNTHZ b LIELIXS - T

FEGI9 : NU., 72%%, otk SEEREMMR A EIRE
LT%%2, BEOKR ABMigEs 2HL iy
198344 § 1 A, #IE0 TRIGRBRBIRMT & KT L
7. BB AL alveolar type, common type
(clear cell subtype), G 2>3, INFB oH#xHT
% renal cell carcinoma T & -7 (Fig. 5). #%#
1319834 4 A 140 X b ACNU, VBL % X 0' CMA
o 3 EO AL T L. ACNU & VBL (34 %
ACNU 150 mgx 3, VBL 5mgx 8 B# &% 1T-
7-. 9 f 16 A oS CHilEE B L - 7o (Fig.
6), LiwExHhIEL, 11B7HEWMIvE—7 2R
VR BIA L 7o ANR S IR B DK s X OV~
OEFFRESHB LA v2— 7= r vEBEH3 AT
- L7 (Fig. 7). ACNU & VBL A1, 15
ok, R XOMEBHR COREBOEF & LT
FRIL DR Tl & CRP DEBHEALI RS b h .
BB L it ACNU & VBL #5%, KHBRM
WO &, FoBBE & L CAmBkED (<2,000/
mm?®) & #if (<Hb 10g/dD) %R,

% z=

ACNUD 37 L % L{LH|T nitrosourea ZRDH

Fig. 3. The formation of branching papillary projections is seen

in clear cell carcinoma.

HE stain (x650).
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BYEITEHIC Fig, 8 WiRd X 5 /eiirse BT 5. W
la DNA o7 A% {uc X 5 DNA DESTtE
LU DNA ARBEENEAEREFEEEL SR T
5. (RS TR BAIIE 0 IEHIC % L T nitrosourea
FPUEHic CCNU %7213 Me-CCNU il s h
T30, bhbhiA CHAEI i ACNU %
JAV 7. nitrosourea SRYUEFI O BB A3 5 B RIM:
1B L T Mittelmann'® %319734Eic CCNU % {5
LIcODREITH Y, Tohk, L OrhoBERL X
n, BIETRBD VB LER OV Lo EL bR

Fig. 4. Chest plain X-P of case 11. After about

5 months since ACNU & VBL therapy
ended.
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T\ 5.

VBL™ |3 plant-alkaloids %] T7 3 7 B
BE, ThbbIArI VNI VEBEYS L
B X OCRFRT D &M FHEHERVB O Bk
VBL 234 L CHilasZBRILER 2R3, £ 7,
DNA #kf M RNA SR /EA LT RNA S50% R
EFTHEIERBFELLTEL DR T3, VBL
BT B\ THERORE L 5 & BB T
BLBRVEETHY, FREFIMREETHHKHR
Hﬁ:’ﬁﬁu~ls,zl~23) %ﬁfh \ Z) )

AR O CEEE TR R EEL DR T3
Lo LTI 7 L Ao 5B CCONU,
Me-CCNU, hydroxyurea TH H, plant-alkaroids
Ti¥ VBL, iz R@HEHAIL LT 5-Fu 7 EhER
LEZBRTWA. D 5 5 VBL MREMER TR
L EZENE L, Hrushesky 59 D#fzt¥RETD
R T 135 Gl BRI TR OB R HEL
Twb. SFFARECEDROB VS DMEL,
/T3 Merrin'®, Davis HP0HELTWB X5
CCNU & VBL offFIfREN MO b O N THED
RiiFE . Fi- De-Kernion'™® 2L - ER T
5B 1261 B RN T13% DEHEREHE L T 5.

Ffac 35 A v VB0 B BT B
X 19644E D Bloom!9:20 LI iAE b, Fok,
EROBRC L DI10BANDELERN DB & LB
bh T\ %2, Hahn 529 3 Me-CCNU, MPA
(medroxyprogesteroneacetate) OfFHIZ X b 38
4 GIHER Cl1% DEHEYRD, —F, VBL &
MPA OfFF T386IF 3 BINERTI % DEHRYH
HL7. B Amiei 522 3 CCNU & VP26 =

Fig. 5. Sheets of polygonal and oval clear cells form a alveolar
pattern of renal cell carcinoma interrupted only by occa-
sional thin walled fibro-vascular septas. HE stain (x650),
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4 ¢

Fig. 6. Chest plain X-P of case 19. Recognize
remarkable pulmonary metastasis

Fig. 7. Chest plain X-P after 3 months of in-
terferone therapy of case 19. Recognize
increased pulmonary metastasis and new
nests.

#-4%, vincristine (LIF VCR ¢ WE3) & FWTI12
% DFH % R%, Katakkar 52 (3 hydroxyurea,
adriamycin, VBL % X% MPA o 4 FIft Flic T 50
BENEHREFERL T B, —7, Bl okE
X, FTEC TR b FMRIEA T T RETH
b, ik, BEND B A TFHIRCALFRE, ~re

NH,

N)j/CHzNHCONCHz(:Hzc' <HCI
|
He s | NO

N

Biochemical name :
1= (4 —amino —2 —methy! —5pyrimidinyl) methyl —3 —
(2 —chloroethyl) — 3 —nitrosourea hydrochloride

Popular name : Nimustine hydrochloride

Short name : ACNU
Fig. 8

VR, HREBHRERIE, BB\ TSR SRR L
TUWBOMRFRTH 5. FERBEBRITERIEBE DN
RTBH0HB L5 |EN, FLFMC L VERT
BRATIRTTREL B DM CABERAVH S = Lidb
RN RBRRTHEZATHBD, TehiCE0END
SOFERICER, H5VEFERY X6 Fh Tl
WS L EoBEEMS, bhbiudSE, §f, K
Br AT 5 EMN CRIEWBRHRMNT L BT L R ETED

1 Bl & FRiR R 580 18 FloFt19Fic %L T, VBL
LA THAFE I T nifrosourea o ACNU #in
ZIPERBRE R ITL 7. —EROREBIC L gesteron
WHITHD CMAZ 2R L % 3 B RRELTT
S 7.

ACNU & VBL ofif ARE TS ORIfEAHH
P ns o L 3 FRIhic®», ACNU 1O
VBL oG & LBEEHEY TS BB LI 2H H T
HoTch, 3 course ¥ TERFEETH - fo FEBILHE
TTHED 1 Bl 8l 1c5PITH 7. Fie, EIER
ZBIL Tix, ACNU = X384 2mg/kg ~DOFHE
BBEFIEE L, VBL BEEREE LEAD B -
7c. VBL oFIfFAC X528 AbREBEORWE ¥ ik
VBL % VCR? @ x THEY H1T L ER L 3K
BBt WPz LTd ACNU & VBL oftf
BEOBRIERR, FBC Ik BAIThrrEWHH
KTHYH, BERH% § CCNU %#i3 VBL B
REOHRE TLRIEMT e DML, i QIR
HIThs EBXTVB. Lich->T4SED ACNU &
VBL #tREED 7 = b = — A OBl TIE, %
DEDLS - EEZFTREThH-TcEEXS.

] B

BRI T B B L L CTRBRIEERTS, 1t
HHHITHSH ACNU & VBL % EfhE LEFXM
BRET- 1.
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1) Bilago 19 flic BB EREERFTH®, ACNU
& VBL JELXBITLE. W, KE~0OEBYET
DETZED 1 I BHEFEC T NC Tho7. Fb
FIRERET 1801 T, 5 LERIT 56 (P8R
22.3% B) Thot.

2) ACNU & VBL of#t B EIER 278 b
ML 7 e b3 - ER, B R L0 SRS
W XLSRETRNETH Y, EITRER & FRIAE
SOIDWEERRA 7 & 2 — VX MKREI B b DR PERET
X Thoite.

3 ) Nitrosourea %%l (CCNU, Me-CCNU
7£&) & VBL Of ABERIRCK TIXEA TH B D5,
A TAEINE LA ERY BT Tod, TR
DOWTEHL ORE D e B,
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