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VM-26 SALVAGE THERAPY FOR REFRACTORY OR
RECURRENT GERMINAL TESTICULAR CANCERS

Tsuneharu Mixki, Hideaki Opa, Shigeru Saxi,
Toshiaki KinoucHi, Masao Kuropa, Hisakazu KivoHara,
Michiyuki Usam1i and Toshihiko KoTAkE
From the Department of Urology, the Center for Adult Diseases, Osaka
(Director: Dr. T. Kotake)

Four patients with refractory or recurrent germinal testicular cancers were treated with
the combination of VM-26 and cis-platinum, and two of them also in combination with radia-
tion therapy. Two complete responses and two partial responses were observed. One partial
response was rendered no evidence of disease by sequential radiation therapy. Three of the
patients remained to have no evidence of disease from 16, 21 and 22 months. Toxicity was

tolerable. VM-26 is an active drug in germinal testicular cancers and plays an important role

in salvage therapy, for refractory or recurrent cases.
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Clinical features of patients with refractory
testicular cancers

No. Age Histology Stage Prior therapy

1 271 E+C I«
2 28 E+C I
3 29 s+c 1
4 24 Tca I

E : embryonal carcinoma

C : choriocarcinoma
S ! seminoma
Tca : teratocarcinoma

Response
PVB CR—Relapse
PVB PR

PVB+RLN-X CR—Relapse

RT CR—Relapse

PVB : CODP+VBL+BLM
RLN-X : retroperitoneal

lymphadenectomy
RT : radiation therapy

Table 2.
Regimen
Salvage VM-26 50mg/m?/day
chemotherapy twice a week
6-7 courses
cDDP 20mg/m?/dayX5
every 3 weeks
3-4 courses

+BLM, RT

RT : radiation therapy

L, %P EoER oM NSRS (PR), Th
DAFidEsspis Lic.
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Table 3 = Table | TRLZ: EFAD P-VM-26
BEOKRER L. 4BFHER1, 3024028 CR
THY, 2L PR Thotort, BEEEEo
T CR &igste. fEBI41X PR #9HATHE
ZL7-h VP-16 & CDDP 3 LO8 Bt |k X

Table 3. Response and results of patients treated with P-VM-26 therapy
N rF:;I:t?:Ies(thre Salvage therapy  Response Dura(thilzr; Present status
1 Relapse, lung VM-26+CDDP CR 16 Alive, NED
2 PR, lung VM-26+CDDP, RT PR—CR 22 Alive, NED
3 Relapse, RLN VM-26+CDDP CR 21 Alive, NED
4 Relapse, lung VM-26+CDDP+BLM, PR 9  Relapse,
RT VP-16+CDDP+RT,

RLN : retroperitoneal lymphnode
RT : radiation therapy
NED : no evidence of disease

Alive with tumor
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Fig. 2. Chest X-ray of case 1

multiple pulmonary metastases.

B

A: Chest X-ray before treatment reveals

B: Chest X-ray after P-VM-26

therapy reveals no evidence of disease.
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fEHI 1 (Fig. 1)
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EHIE Ut BRI T %165 BoBER R ARL
T3,
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Fig. 4. Chest X-ray of case 2

multiple pulmonary metastases.
year of P-VM-26 therapy reveals no metastatic lesion and pulmo-
nary fibrosis caused by radiation therapy.

fEGI 2 (Fig. 3)
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A: Chest X-ray before treatment reveals

B: Chest X-ray after almost 1
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Structural formulae of the podophyllotoxin derivatives

etoposide (VP16) and teniposide (VM26)

CDDP 3 =—2, & 525mg #45icT B-HCG o
#{t&, gynecomastia DHKFHDHI. HIEHD

/J\L?-& Bt s, CROEHEL, 147

BHBOBAFBRILEFL TS,

fEfl4 (Tig. 6)

2455 D BN IEE, teratocarcinoma OFEF T, K
B TlEific 4,000 rad o EHREEE Y 5 HREBEE
LTufzhy, 1982¢E125 s AFP, B-HCG o L&
EEBI e BREYR». CDDP, VM-26,
BLM %zt =% prf #ik% Fig. 6 oXoicks
Tk, ERMOBREOI YL THUIZHE LD
PR gl &£ %, REBHc 4,000 rad o ksiastis
#EML follow LT\t #4 »BHCERCH B
T BREYTD I CDDP, VP-16, Mt
BEoMHBK CHEE PR &b, 9128 HoBE &
i {AEFL TS,

Bt & LTk, BHIH,S 58 R EFTH
b, 4fIEFeRDdoh, EREREE 800/mm® H b
1,900/mm; CE ¥ 1,280/mm?® ThHo7z. MK
Wb 3 Plic b b 1.6X 104/ mm? in b, 4.4X 104/
mm? T - fe /iGN e £ & - CEfE L. &
ML 2B FED b 23775 /mm? s & 2717 /mm3, 5B
WE 262 5 CTh - fen’, i L hEE L. %
DT, HALTER, &S BERL & Elniori—
WYECTH DTS Db -t F R R
Leflich b, RIS X5 Thoh, Wl
PETH T, IHRVM-26 WhOERMT = , 2
OWTIET®, S T30 FLULMTTD < b
FE LT, Rdbhich 7.

%

VM-26 (teniposide) % X0 VP-16 (etoposide)
t%, podophyllotoxin D¥& HMAET H b, gluco-
pyranosyl 225t LT, VM-26 (X thenylidene #
PEAL, VP-16 (1 ethylidene EAHFEAL T W5
(Fig.7)y4v, = h 5 podophyllotoxin {%, v
7 eA ¥R SRE ERT H5H, micro-
tuble DEGHBEEL LW S ETThS L3RI
STAER%ERLY, S $1& G TR L Bl ErE
WEZIRTBD,

Podophyllotoxin ¢ phase 1l study ¥ X I8 phase
Ul DR, BOHEERA7 + 7 a0 EREIhTE
b, VP-16 11, /Nliflateits, v v B StEm
J%5, neuroblastoma, /i, ZBREBELLCERE X
hTwapDE~ VM-26 (3 VP-16 1z HX phase
1l phase lll @ study BRI T B X5 THBH,
Y VA TIRIERROERETH b /Nl e i
LT VP-16 ) e~ R RIS E 21 ISR
HLUTHDTHD IR TWBDD. BRI L
Tk Issel Hifzhc Lhig?, VM-26 oFZFIL
31%T VP-16 0 3% &N, VM-26 sl 7c%)
RO TEELH TH 5.

SRR LTk, Fitzharris 529 232680
TS AR L VP-16 oBFIc & 3 By
BIIERRI6 L RIFARBYBREL TW3.
-1E 5 VM-26 Hif|o SRR & 5 RO %
iz el Issel D FITAD, 6 FIPHHHANLEE
wigmoted LTW30% TORHNL B & S Tl
o BHROTHIBREISBESL LT3,
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X bHIZ podophyllotoxin 1XHE3E DA X i
HHDINE LB E IR TR Y, (LEERBOH
aZ%6 (PR #) *, T£ZEHF (CR §l) oF
Ric & ORBRBEIEOERBIN L TCHEYTHE LEH
h T3 H1220, Williams 59 b Cavalli 523,
OB EAL, BABEOERS PR filc VP-
16 i\ 1o salvage therapy ¥k 7s-k. VP-
16 BihgRs: L LCit Cavalli 522 1330414 6 fC
PR WO TH - o, Williams 59§k VP-
16 = CDDP, X iz BLM % adriamycin(ADM)
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1161 (24.4%), salvage surgery 7 & Btz X b 18
B (40%) %, no evidence of disease (NED) i
Teote b BMEL TW5., ¥/ Lederman 5293 [
® regimen TI2HF 9FC CR %%, Mortimer
5343 VP-16, CDDP,ADM o ftFHE 114 1 T
CR, salvage surgery & oftHic X b 54/ NED
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seah BN EE T W+ 5 VP-16, O\ Tk podophyl-
lotoxin & CDDP oF#hits EETLL0L X
bh3.
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{2 Lz P-VM-26 salvage chemotherapy % 4 #i
DERF IV PR fiickz ey Table 3 RL
X3k 26T CR, 261T PR, 5% 1HLBEHR
BicC NED &7ch, fho 1 fIBHEEAL A
FEWSERY 2. EARLALL, BoEh ik
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T\ 7eB®, fo2 L one shot DOEETIY, BT X
heELLhAEMEY 2y 7 DREVRDELDT, K
B TG BT - K b 5T B RN
BHLEZL TR

bhbhOEGITL, FHMNEHIRSERFET T
Boteh’, TR LT T, Ramnksic vk
ELEBLRBCII I bich ot BHREELTT
T PVB BEARER BITLCWRERTHY, =
DBREOCEHIMHERLE LV EEL TS, 0
OBIEAS WThETHEHTHIERL> B DT
Dok,

SHBELK EAY e L, EHEBO salvage
chemotherapy & L To» VM-26 . CDDP offH
BRICOLWTRAY R 2528 D ThHS.

& E3

EAEBD PR Gk IUOBFRAKKH L VM-26 &
CDDP oftBHic 15 P-VM-26 k% salvage
chemotherapy & LT #fTL, 26T CR, 24T
PR %2z, XLRMEBREZML PR 01463
NED ktigofc. P-VM-26 ikl BHHIHs &5
BHRARFCH54, Zofo EELE EBIXED
T, SHBHEAMENEE D salvage chemotherapy
EBIBEN I EHOOEDE Ieh 2B = L% Wi
L.

ARXOERI, FNHRBRESEETTSEXUHEI2E
A ALy S Ra BLTRE L.

X Bk

1) Einhorn LH and Donohue ] P : Cis-diam-
minedichloroplatinum, vinblastine, and ble-
omycin combination chemotherapy in dis-
seminated testicular cancer. Ann Intern
Med 87:293~298, 1977

2) Einhorn LH, Furnas BE and Powell N:
Combination chemotherapy of disseminated
testicular carcinoma with  cis-platinum
diammine dichloride (CDDP), vinblastine
(VBL) and bleomycin (Bleo).
Soc Clin Oncol 17 : 240, 1976

3) Drasage ER, Einhorn LH and Williams
SD: The chemotherapy of testicular cancer.
CA 32:66~77, 1982

4) Ostrow SS:The management of nonsemi-

Proc Am

nomatous testicular cancer : current therapy

and future directions. Amer J Med Sci
285 : 24~-37, 1983

5) Bredael JJ, Vugrin D and Whitmore WF :

Selected experience with surgery and com-



1656 WIRICE 31% 9% 19854

bination chemotherapy in the treatment of

nonseminomatous testis tumors. ] TUrol
129 : 985~-988, 1983

6) Williams SD, Einhorn LH, Greco FA,
Oldham R and Eletcher R VP-16-213
salvage therapy for refractory germinal

Cancer 46 :2154~2158, 1980

Issel BF - The podophyllotoxin derivatives

VP-16-213 and VM-26. Cancer Chemoth

Pharmacol 7 : 73~80, 1982

8) Macbeth FR : VM-26 : phase 1 and phasell

studies. Cancer Chemoth Pharmacol 7 : 87~

91, 1982

HRIEE « SAER : SABE—ROBRR, BER

65 : 1830~1840, 1983

10) HR HE - =R ER : BHLIEFOLERE B
i 38 : 481~489, 1984

11) Rozencweig M, Von Hoff DD, Henney JN
and Muggia FM : VM-26 and VP-16-213: A
comparative analysis. Cancer 40 :334~342,
1977

12) /NI—#K : Vinka alkaroid, Podophyllotoxin,
BEEY: 36 : 1075~1078, 1981

13) Loike JD and Horwitz SB: Effect of VP

16-213 on microtubule assembly in vitro

neoplasms.

7

~

9

~—

and nucleoside transport in HeLa cells.
Biochem 15 : 5435~5442, 1976

14) Krishan A,Paika K and Frei E:Cytofluoro
metric studies on the action of podophyl-
lotoxin and epipodophyllotoxins (VM-26,
VP-16-2 13) on the cell cycle traverse of
human lymphoblasts. J Cell Biol 66 : 521~
530, 1975 ;

15) Drewinko B and Barlogie B : Survival and
cycle-progressive delay of human lymphoma
cells in vitro exposed to VP-16-213. Cancer
Treat Rep 60 : 1295~1306, 1976

16) European Organization for Research on the

clinical screening

VP-16-213 in

haemato-

Treatment of Cancer,
group : Epipodophyllotoxin
treatment of acute leukaemias,
sarcomas, and solid tumors. Br Med J 3:
199~202, 1973

17) Radice PA, Bunn PA Jr and Ihde DC:
Therapeutic trials with VP-16-213 and VM-
26 : agtive agents in small cell lung cancer,
non-Hodgkin’s lymphomas, and other mali-
gnancies. Cancer Treat Rep 63 : 1231~1239,
1979 .
Cavalli F: VP-16-213 (ctoposide) a critical
review of its activity. Cancer Chemoth Pharm
acol 7:73~80, 1982 s
Chiuten DF, Bennett JM, Creach RH, Glick
J, Falkson G, Brodovsky HS, Begg CB,
Muggia FM and Carboné PP : VM-26,. a

new anticancer drug with effectiveness in

18

~—

19

~—

malignant lymphoma : an Eastern Cooper-
ative Oncology Group Study (EST 1474).
Cancer Treat Rep 63 :7~11, 1979
Fitzharris BM, Kaye SB, Saverymuttu S,
Newlands ES, Barrett A, Peckham MJ and

McEewain TJ: VP-16-213 as a single agent

20

N~

in advansetd testicular tumors.
Cancer 16 : 1193~1197, 1980

21) Ignoff RJ: Does etoposide have curative
potential? Clin Pharm 2 : 167, 1983

22) Cavalli F, Klepp O, Renard J, Rohrt M,
and Alberto, P.: A phase II study of oral
VP-16-213 in non-seminomatous tessicular.
cancer. Europ J Cancer 17 : 245~249, 1981

23) Williams SD and Einhorn LH : Etoposide

salvage therapy for refractory germ cell

Europ J

tumors : an update. Cancer Treat Rev. 9:
67~71, 1982 ,
24) Lederman GS, Garnick MB, Cancll(;s GP
and Richie JP : Chemotherapy of refractory
germ cell cancer with etoposide. J Clin
Oncol 1:706~709, 1983
Mortimer J, Bukowski RM, Montié J, Hewlett
JS and Livingston RB: VP-16-213, cispla-

tinum, and adriamycin salvage therapy of

25

~—

refractory and/or recurrent nonseminoma-
tous germ cell neoplasms. Cancer Chemoth
Pharm 7 :215~218, 1982

(198548 1 A31 B“xfh‘)





