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COMBINATION CHEMOTHERAPY WITH BLEOMYCIN,
VINCRISTINE AND METHOTREXATE FOR STAGE 1
NON-SEMINOMATOUS GERM CELL TESTICULAR TUMORS

Iwao Fukul, Masayuki Yokokawa, Mamoru Wakui, Makoto Wasuizuga,
Mikio Katon, Kazumasa Icarasui, Shinichi TaAkzucai,
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From the Department of Urology, Tokyo Medical and Dental University School of Medicine
( Director: Prof. M. Yokokawa)

Shigeru Ixkecami, Takumi Yamapa and Tetsuo Suiral
From the Department of Urology, Tokyo Metropolitan Ebara Hospital

Ten patients with Stage I non-seminomatous germ cell testicular tumors underwent orchiectomy
and combination chemotherapy with bleomycin, vincristine and methotrexate with CF rescue (BOM)
as an induction therapy followed by cyclophosphamide, vincristine and methotrexate as a maintenance
therapy (COM). The results were as follows:

1. BOM seemed to be effective as a further treatment for Stage I non-seminomatous germ cell testicular
tumor patients. All 10 patients are alive and disease-free for a period from 1 year and 6 months
to 5 years and 3 months (mean: 3 years and 9 months).

2. The chemotherapy should be continued at least for a year, since relapse occurred in 2 of 4 patients
who received only induction therapy. However, they completely responded to other chemotherapy
regimens (BVP and BOAM).

3. BOM and COM therapy were scarcely toxic and no serious side effects were recognized.

4. From the above results, it was considered that combination chemotherapy (BOM and COM) can
be an alternative treatment to the conventional retroperitoneal node dissection and radiation

therapy for Stage I non-seminomatous germ cell tumors.

Key words: Stage I non-seminomatous germ cell tumor, Combination chemotherapy, Bleomycin,

Vincristine, Methotrexate
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_Table 1).

CfEfT U7 1 bleomiycin (BLM), vincristine
(VCR, Oncovin®), methotrexate (MTX) @ 3 F[ %3
&L BOM #kTdh 5. #53E Table 2 TR
F X5, BLM 5mg % 7 AMEBHANES CH

LB, 8 HAK-VCR & MTX 28RS L.

¥k, MTX & %@@%Pﬂ net-uptake H3E5L 725 &
31T, VCR‘I mg/m? % ‘one push 5L 7220974
D54 REORBHET HE Lz, -MTX o5

B3 200~300 mgm? T, CF resoue® (Table 3) 7z

5 NCRIRA (frusemide 40 mg/H) L HE (6g/H )D

 EOBRBTE a7 VI B3 HBMBE LY. o

Table 1. Patient characteristics and clinical courses

Case Age Histology AFP HCG  Clinical course

1. sM 35 E+S + + BOM--*BOAM--OAM—~—————— —>
2. TT 20 T+E+S + - BOM:

3. SN 29 E + Ch -  +  BOM

4. SF 33 E + + BOM-/CAM-BVP - Q0P ~——>>
5. 8if 38 E+T+S + - BOM——-—-OM-—— - — -3
6. M 48 E - - BOAM———-OM-———~——>>

7. ES 26 S+STGC - + BOM-COM-—————————>>

8. 55 24 E+T - + BOM-OOM-—————>>

9. KM 24 E+T - - BOM-QOM-—————- >

10.MF 27 E / / BOM~-OM-—>

O-m—-]-——2———-3————f==—5-———6 yrs

B: Bleomycin, A: adriamycin, O: vincristine, V: vinblastine,
M: methotrexate, P: cis-diamminedichloroplatinum, C: cyclo-
phosphamide,

*: elevation of serum AFP. #: bone metastasis.
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Table 2. BOM therapy

BLM 5 mg

VCR Img/sq.m

MTX * 200-300mg/sq.m
with CF rescue
il L
Day 1,2,3,—---7 8

¥: 4-6 hour infusion, 20 minutes after

VCR IV one push.

Table 3. CF (Folinic acid) rescue

9 mg IM or PO 12 hours after
MIX infusion
thereafter
3 mg PO g 6-8 hours
for 2-3 days

BOM gk % BrEgifith, MMEMIEL 3 —v L8
LIZoTE 21708 LBEBL, 3B LI hELK
BEBI 1 ~4 D 4B 3 70—~ 2 TR B - 7205,
BRITACEL D) B 2FICESEZEDIZIZD 5/
HLIFiZ BOM iz8| &% COM 1 (Table 4) %
MRS L TA~8 T LT 1ERMS L LI 2 4B
BELUIL. BHROF =2 & LT, BYO1EER
BURFTR & & T, Ml B~ —» —
BIWA T LITHREL, ME X-P 229 H 2 LBl
Utz. 2EHDREE2~3H A2 L OERB#E E U,

¥ 2

1. BEK#Z@ (Table 1)
198248 6 HER1E, 10602 Fi03 M PRI ICE 2 7D 34
FELTO S, BEARIZ BN 146 A5 5 4F
SHAT, WEIEINATHS. 112U, EHIL &
402 P RERBEATHEREDIED 5NN, 0T
MU BT AL R & ) REBRABED T 5. &

D 2 PUT 2N THIBICE R B 2 R T,

AEFI L D 19774E5 B, MREBMIET. E8EIatEEE
WERI ) —vDREWTH -72. BOM % 3 o
—2ADHMITL, BBBEERZB L > TN EL 3,
181 7 AEFIRENCEEETH - 10l AFP 23|
FR{E (800 mg/ml) ZER L7z, L L, IVP, fFo
7, FOWBLESEEOHBRETH X L0 TiER
BB 2> 1200 C micrometastasis &%, MTX
D1 EEESR%Z 800 mg ITHERLT & & It hoioic
adriamycin (ADM) %21z 72 4 Flick 5 BOAM %
HRMET U, 32— 27 AFP BB UIERE
Ligote, ZOBB1IWACEP L2 AT ERRT T
U o#GEBEZEIILSMNS 2BBICb -1,
BLM %ZBxinic OAM D 3 #)T #isiE» 90—
MUz, AFP Bin 4 ER@E U HRE, FROM
PRV, BEHURERO &3, BLM 210 mg,
VCR 15.5 mg, ADM 330 mg, MTX 5,500 mg &
5.

REGI 4 (Fig. 1) 19784E7 ARR®BIE % B8 -70.
AARREUE pure ZRAERIE TH - 12h3, Rep HCG i
2,000 TU/1 ¢ &fE%RL, AFP §BEWTH-7. B
2% 2 7 I BOM % 30— 25 Ul
BAHTNIZET S, 5 7 AR HCG 3 320 IUJ1
ERDPEEPE U, ZCT BOM B2 HEL
B, 23— AWEITRIEE = 58 5 IE KBRS RIETERA~
DEWEEEBYED bNA N1, By rvsFs

Table 4. COM therapy

CPM 300mg/sq.m IV one push
VCR 1mg/sq.m IV one push
MTX *  200-300mg/sq.m

2-4 hour infusion with CF rescue

*: 20 minutes after VCR IV push.
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Orchigctomy

MFRACE 29% 2% 19834

Total doses of

oL.DH l | BLM 275mg
800) i VCR 15.5
VBL 70
| f Bone ADM 200
600] I metastases MTX 3300
| ' CPM 2700
400| | I DDP 825
|
200} ‘‘‘‘  Sulndab: R il N
|————- oo g S
! 1 |
— i
# u—Heg | [
2000, # |
l ! !
1280| p
] £d
640 28
} | . 8
o —— —_— —\—\ —————————————————————————————————
- | T / R beta—HCG
|[ } LY #—t—# 0.8 0.2 0.3 0.2  0.2ng/ml
AFP } + :- - - -~ 10 1.2 1.3 1.0 1.0ng/ml
Treatment] TSV S VS S S S S
] | BOM CAM  BVP  COP
A 1.79 1.780 1.81 182
Fig. 1. Case 4: 33 year-old, embryonal carcinoma

Fig. 2. Bone scintigram (Dec. 1978), showing
the accumulation of 99 m technetium
at the left greater trochanter

T 2TINT B TS B2 9mTe DEEERGH
otz (Fig. 2). 1z, IVP TIZERERY v %
HEBOID BN EKBEVBESHLED S
Tz (Fig. 3a). KEFEOERE MBTLIC EZBH
FEEE UL REEOHBELE LN, BB THS
CEWHEELUT (Fig. 4). 2 T, cyclophosphamide
(CPM), ADM 5k 8 MTX D3 #lick 3 (Lg%
(CAM) ZEFE Lz &L 5% [Fi HCG X9 S IER
LU, 53— 2BITiIRBEHOER & (3ITMHR LI
EE T 3,000 rad o =<0 R BHEEML, FO
#12 cis-platinum % fii 7z BVP~COP gE» » 1
ERH ALz -T 9 a—xMET LI Z0DREE,
BESEHEZ?ELCWIZME LDH § ik i FRELL
to. F it VEBENCE REETEITH & b BHAER
RS & EHICOKBIES WEL (Fig. 3b), T2
R EHIME L T2, 19824F 6 ABI7E, BROMIZ L TRIC
HEBERLUTHVA.

CEDO B PITETIIEI R EDY 5 X 5 BT
EomBFRIZT 12 B 5t - 1z,

2. BOM #EEOEITER (Tabel 5)

FWEAICBIU CIXEE S L DA 68D b ish
STz, ARR (LED, ER (46D, B (28D 72
FOMLBEERIE MTX #5% 1 fiHED i
BLM 2k % L EbNABEDRECHEOEENRE
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Fig. 3a Fig. 3b

Fig. 3a (Dec. 1978), 3b (Mar. 1982). Intravenous pyelogram shows improvement of the
left hydronephrosis and ureteral shift at the level of P-U junction following the che-
motherapy of 2-year duration.

Table 5. Toxicity

Stomatitis
Nausea & Vomiting
Alopecia
Peripheral neuropathy
Hepatic dysfunction®
Leucopenia ( < 3,000)
Anemia ( Hb <12 g/dl)
*: GOT, GPT = 50 - 150 U/1

= =N N e

6 HliT, VCOR itk 5 & BbNiELOLFNIL2
FlicERD T, BEEHIREIGERE T, KMo meR
b 3,000/mme LI gLz g Dkt Hld s, Hb
Hi—EEIT L2g/dl ITFICA L7cd @ § 1 BIOAT
bH-tz. GOT, GPT ORE®D r&H (50~150 U/l
PEFUCED SN, 25 240 T 2hucE 25T
LDH otR T D NIz, MIX itk 26D EED
N5HS, BEEOMEAEE 3ATE—R/ET, 24
TRENFNI HHE 64, LFEEERMRELT
WIZIT S b & T ERICERR LT

Fig. 4. Biopsy from the left femur shows me-
tastatic embryonal carcinoma
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Table 6. Stage I non-seminomatous testicular tumors: 2-3 year
survival following irradiation alone

Smithers 1971
Tyrrell 1976
Maier 1977
Peckham 1981

24/28 (86 %)
72/85 (84 %)
25/29 (86 %)
37/39 (95 %)

Table 7. Stage I non-seminomatous testicular tumors: 2—-3 year

survival following lymphadenectomy alone

Walsh ™~ . 1971 - 24/25 (96 %)
Staubitz 1974 42/45 (93 %)
Skinner 1976 39/43 (91 %)
Donchue 1978 30/30 (100 %)
" . ETEE O R TId LSRR 3 2 BB DS b - & 3

HFr i —vBAEEOTHILE T — 2Tl b
UL RETH%. 19604FD> 5 19T0EROIDICEB T 72
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— < D5 EAEFRII BRI RT5% B A TV % DICH
L, Et 3/ —vDFENIRZL~48%TH B, LN
i3 stage I 5 I FTCOTNTDIELT 2 —<fE
CDOWTORBETH 50, SHLNbIIIR E LI
stage T [T HTH 35~63% CHRUTERWVWH DT
BN, Fisb b, COMED staging TiE sta-
ge I EVWAE BB L Z 40~60% 1ITIE T TIRERDS
FETAHEND T EITEA. LIzhi- T stage I T
UTHBRERCO 2 D35FEBY v BT A58
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stage I 3F% T/ — v DEFERIIHRL KHES oo
Hh, BFTIE disease free D 2 ~ 3 FEEHEIIT
NBOBLLEIGET AIRE L L > T 5 (Table 6, 7).
UL, BSEHEEIZE TRt 2 — it U RS
BEDPZORDEHEERHRBRLEDOIETE
OEPHEDBY 5N, T2, HBEEY v ERERcE
DTSRG (emission loss) PERICED LN,
BFHESFICFRTARETOME VVHESE 2> T
(,\51,2).

oIS, EEFH UL HERO BERSES, &<
1T cis-platinum OHIRIZ #ITUTZJE+€ T 7 — < EH]
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