OPYTMX METOAOB B MOJIEKYJISIPHO-TEHETHYECKOM OHAIHO-
CTHKE HacJaeacTeeHHBIX ¢opm RB u Ha 310d ocHOBE mpo-
TFHO3MPOBAHHUE NMPERPACHOIOKEHHOCTH K OIYXOJH B CEMbE
OyayT paccmorpedsl B caeayromiem coobmenmu. PaBora
BHIIIOJIHEHA B paMKax nporpaMmsl "I'eHoM uesoBeka”.
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OIIEHKA AKTUBHOCTHU
TJIYTATHOH-S-TPAHC®EPA3 B KJIETKAX
YIAJIEHHOM OIYXO0JIX BOJIbHBIX
HEMEJIKOKJIETOYHBIM PAKOM JIETKOI'Q

HHH xaunuveckol OHKOROCUU

B nacrodimee BpeMs mupoko o0CyKAAETCS BOIPOC O po-
Ju rayratuoH-S-tpancdepas (GST) B obecneucHun pesu-
CTEHTHOCTH OIYXOJIEBBIX KJIETOK K LUTOCTAaTHKaM. IToka-
3aHO, YTO AKTMBHOCTb 3THX (DEPMEHTOB BO3PacTAET IPH
Pa3BUTHHM YCTOMUMBOCTH K HOKCOPYOMUMHY KJETOK JeH-
ko3a Mbuuei P-388 B cucreme in vivo [1]. Asanoruunste
JaHHEE NOJIYUYEHH! B CUCTEME in vitro: B kaetkax MCF-7

deletion without restoration of the gene functioning.
Occurrence of a more extensive deletion in the segment
13q14.1—13q22 including the site 9D11 that "dis-
guised” the loss of a gene "dose" was excluded by the
cytogenetical analysis.

In one child with bilateral RB the cytogenetical dele-
tion was confirmed by blot hydridization.

The deletion variants detected by cytogenetical and
molecular genetical study in families of RB patients are
presented in the table. The rate of familial deletion in
the 19 families studied is rather high: 6/19 or 319%.
Basing on results of our investigation we could make
prognosis of the disease in some of the families. In all
cases of deletion detection we made differential diag-
nosis of hereditary RB forms, distinguished persons
with hereditary proneness to RB, evaluated the risk of
disease repetition in members of every family, gave
recommendations both for prenatal and early (includ-
ing preclinical) tumor diagnosis, made up a register of
persons with hereditary proneness to the disease.

RB occurrence in one of the parents and detection of
a microdeletion in a child with RB determined a risk of
45—50%, for further sibs because in this case the
microdeletion is present in 509 of germ cells of the
parent with RB. In cases of hereditary mutation
(involvement of two or more sibs with both parents
being normal) the risk for sequent sibs is also 45—
50%. In cases of de novo mutations the risk for
sequent sibs is similar to the populational risk,
i.e. 5% [11.

By B. Horsthemke et al. [3], the rate of deletion in
parents with hereditary disease is 20—30% (31% by
our data). Employment of a larger set of probes may
increase the portion of RB deletion variants, but the
complex of mutations in the RB gene is hardly
confined to deletions only.

Thus, detection of RB gene deletions should be a
part of complex diagnosis of hereditary proneness to
RB. Application of other methods of molecular
genetical diagnosis of RB hereditary forms and
prognosis of familial predisposition to the malignancy
will be considered in the next report. The investigation
is performed within the Human Genome program.

B.E. Polotsky, S.M. Sitdikova, F.V. Donenko,
Z.0. Machaladze, L.V. Moroz

EVALUATION OF GLUTATHIONE
S-TRANSFERASE ACTIVITY IN CELLS

OF OPERATIVE SPECIMENS OF NON-SMALL
CELL LUNG CARCINOMA

Research Institute of Clinical Oncology

The role of glutathione S-transferases (GST) in
tumor cell resistance to cytostatics is currently under
wide discussion. It is shown in vivo [1] that doxo-
rubicin-resistant cells of murine leukemia P-388 dem-
onstrate increased GST activity. Similarly, MCF-7
cells with multidrug resistance (MDR) show in vitro a
45-fold higher GST activity than their parental sensi-




Tabnuua 1 Table 1

Pacupeaenenne OOJBHBIX ¢ TOUKH 3PEHUA PACNIPOCTPAHEHHOCTH M TH-
CTOJIOTHYECKONH MPHUHAMIEIKHOCTH OMYXOJH
Distribution of cases with respect to cancer advance and histology

PacnpocTpaHeH- Iwcronoruyeckas ¢opma Bcero
HOCTb ONyX0NK

AK nK
T1—4NOMO 6 8 14
T1—3N1—2M0 5 " 16
Mrtoro.. " 19 30
Overall
Disease advance AC SCC Total

Histology

Mpumeuanwue. 3aeck u B 1abn. 2, 3: AK — aneHokapumHoma,
ITK — na0CKOKJIETOUHBIN PaK.

N o te. Here and in tables 2,3: AC, adenocarcinoma; SCC, squamous
cell carcinoma.

¢ peHOTHUIIOM MHOXECTBEHHOM JICKAPCTBEHHOH PE3UCTEHT-
Hoctu (MJIP) aktuBHocTs GST B 45 pas BhIIE, YEM B
KJIETKaX UCXOOHOM YYBCTBUTENbHOM auHud [12]. YBenn-
yenne aktTuBHOCcTH GST OTMEUEHO HE TOJIBKO B KJIETKAX C
¢denorunom MJIP, HO m B OmyXOJEBBIX KJETKAX, pE3u-
CTeHTHHX K ankuiagropam [6]. Ha Bosmoxnoe yuacrue
IJyTATHOHA M CJAYTATHOH3ABUCHMMBIX (DEPMEHTOB B obec-
MEYEHUH PE3UCTCHTHOCTH OIMYyXOJaed K LHUTOCTATUKAM
YKa3bIBAKOT SKCIIEPUMEHTH € CY/Ib(hOKCHMIHOM OyTHOHU-
Ha (BSO, unruburop 310# (pepMEHTHOM CHUCTEMBI), TIPH-
MCHECHHE KOTOPOTO MPHUBOAUT K YMCHBUICHUIO U AAXE OT-
MEHE YCTOMUYMBOCTH KJETOK K IIPOTHBOOITY XOJIEBBIM IIpE-
napatam (9, 111].

Ilo Muenwuio HEKOTOPBIX ABTOPOB, BBIIBJCHHUC I10BBI-
menHoro yposus aktusHocT GST B kJeTkax omyxosei
OHKOJIOTHUYCCKHUX 6OJIthIX MOXET 6bITb OOHUM U3 TECTOB,
MPOTHO3UPYIOIUX YCTOMYMBOCTL AAHHOM ONYXOJM K XH-
muorepanuu [3, 10, 12].

B macrosmeM uccaenoBaHuy OblIa MpoBENeHA OLEHKA
ypoeus aktusHocT GST B kyeTkax yjgaJieHHOH ONyXOJH
OGO0JLHBIX C PA3JHMYHBIMH TMCTOJIOTHUCCKUMM BAPHAHTaAMH
HEMEJIKOKJISTOUHOI0 paKa Jierkoro. Mi3aBecTHo, yro HeEMen-
KOKJETOYHBIM PaK JETKOro MaJj0 4YyBCTBUTEJ/ICH K XHUMHO-
TEpAan¥y ¥ OCHOBHBLIM METOAOM €TI0 JICUCHUS SIBIIETCI XU~
PYPruyeckuu.

Marepuansi u Merogsl. Onepuposano 30 GonbHbIX afeHOreH-
ubim (11) 1 mwockokaerounsiM (19) pakoMm Jerkoro ¢ pacnpocTpaHEHHO-
CTBIO ONyX0JH, cooreercTayromein T1—4NO—2MO (tabn. 1).

MeTacTrasbl BO BHYTPUrpYAHbIE JTuMQOY3IbI MM UX OTCYTCTBHE B 00e-
KX IPYINax OTMEYAJHCh ¢ PABHOM 4acTOTOM. Y 11 GOMBHBIX BbISBICHA
ageHokapumHoMa (y 6 xeHwmH M3 7) u y 19 IUIOCKOKNETOUHBIM pak
(y 3 nuskoauddepeHunpoBatubii). B 16 HAGMOAEHMIX OTMEUEH MEPU-
deprueckmii u B 14 — uenTpanbHbI pak serkoro. Ofbem onepauum —
pesexuus jgerkoro (12) wm nuesmonsktomus (18) ompenensica pac-
NPOCTPAHEHHOCTBIO [IPOUECCa. Y 3 MALMEHTOB ONEpalns HOCUIA NaJUIU-
aTUBHBIA xapaktep. OnepauMOHHLINA MaTepHas HENOCPEACTBEHHO MOCIe
YAAJCHHA 3aMOPaXHUBAJIM B )KMIKOM a30TC M XPAHWJIU TIPU TEMNIEPATYPE
—70°C. B kauecTBe KOHTPONS MCTIOJIb3OBAJIM HOPMajbHYIO GaManesxa-
YK TKAHb JIETKOTO. I/ICCJ'Ie,llyeMble 06pa3ubl TOMOTCHM3UPOBAJIN B TPEX
obwemax 0,IM Na, K-docdarnoro 6ydepa (pH 7,0) u uenrpudyrupo-
sasu nipy 10 000 g B teuenmne 20 mun. Onpenenenve akrtusHoctu GST

TIPOBOAMJIN B MOJYUCHHOM CYNIEPHATAHTE C MCMOJb30BAHUEM B KA4E€CTBE

Tabauua 2 Table 2

YposeHb aktMeHOCTH GST B KJIETKAX OIYXOJH M HOPMAJbLHOH TKa-
HY Y OOJbHBIX PAKOM JIETKOTO

GST activity in the tumor and in the normal tissue of cancer
patients

Ipynna YpoBeHb Yposetb p lucro-
BonbHbIX | aKTUBHOCTH aKTUBHOCTH norwve-
GST GST ckas
B ONyxonm B HOpManbHOM ¢popma
TKaHW

HMONb/MUH Ha 1 Mr benka

1-q 98,6+6.8 24115 <0,001 |NK/SCC
(n=13) 103,6+1,3 77.1x8,6 <0,05 |NK/SCC
115,1+£15 88,271 <0,05 |MNK/SCC
147,1=10,1 72,7+2,3 <0,002 |NK/SCC

190,9+9,1 349+19 <0,001 |NK/SCC
267,7+15,3 77,0+5,6 <0,001 [NK/SCC
406,8+18,2 78,8+6,9 <0,001 {MK/SCC
1127,5+108,5 447+2.8 <0,001 |nNK/Scc

55.3+4,8 33,1=56.1 <0,05 AK/AC

94,3+6,5 216+19 <0,001 | AK/AC

102,5+21.,8 245422 <0,05 AK/AC

120,9+4,1 42417 <0,001 | AK/AC
219,1+18,2 86,3+24,1 <0,05 AK/AC

2-5 12,8409 103,8+2,1 <0,001 |NK/SCC
(n=8) 39,0+3,0 51,6+2,1 <0,05 |NK/ScC
39,2+3,6 70,9+6,9 <0,02 [MK/SCC

57,054 104,0+114 <0,05 |[MNK/SCC

58,0+4,5 1745+4,5 <0,001 |NK/SCC

136,1+4,9 174,6+10,5 <0,05 |NK/SCC

68,7+6,6 140,0+£3,3 <0,001 | AK/AC

166,2+9,3 236,1+16,3 <0,05 AK/AC

32 242+49 16,517 >0,1 nK/scc
(n=9) 81,3+10.8 80,6+3,7 >05 nK/scc
86,5+115 117,3+10,3 >0.1 MnK/scc

98,2+4,7 148,2+19,6 >0,05 |NK/SCC

102,3+34,9 33,6+2,6 >0,1 NnK/scc

233+24 258+1,1 >0,5 AK/AC

163,8+7,9 145,0+9,5 >05 AK/AC

182,3+18,6 133,0+10,8 >0,05 AK/AC
487,8+519 544,0+54,0 >0,5 AK/AC

Patient nmol/min per mg protein p Histo-

rou lo
grotp GST activity GST activity 9y

in the tumor | in the normal
tissue

tive lines [12]. Besides MDR cells GST activity is elev-
ated in alkylator-refractory tumors [6]. The potential
contribution of glutathione and glutathione-dependent
enzymes to development of tumor resistance to cytos-
tatics is also supported by experiments with butionine
sulfoximine (BSO, an inhibitor of this enzyme system)
which reduces or removes completely cellular resist-
ance to antitumor drugs [9, 11].

There is an opinion than determination of GST ac-
tivity in cancer patients may be a test for prognosis of
response to chemotherapy [3, 10, 121].

In our investigation we evaluated GST activity in
operative specimens of non-small cell lung cancer of
various histologies. As known non-small cell lung
cancer is poorly responsive to chemotherapy, and




cybcrpata | MkM pactsopa 1-xaop-2, 4-nunurpobenzona [5]. B kax-
aom o6pa3ne NPOBOAWIIM HE MEHEE TPEX M3MEDPEHMH, MCIIONb3YS Pa3IHy-
Hble KOHIEHTpaluu Genka ofpasua B mpobe. Konuentpaumio Genxa on-
penensii meronoM Bpemdoppa [4]. Cratuctuueckyio ofpaGotky naw-
HBIX BbIMOJHsIM Merogom (Pumepa—Croionenta. Pasznuums cuutasm
nocrosepHbiMM nipy p<0,05. dansHeitiuee cpaBHeHUe nabopaToOpHbIX U
KJIMHUYECKHUX JAHHBIX TIPOBORMIIM C YUETOM THCTOJOTMUECKOM (HOPMBI M
PacnpoCTPAHEHHOCTH OIYXOJH.

Pesyabrathl M 00Ccyxjaenue. CpaBHHMTENIbHAS OUEHKA
ypoBHS akTHBHOCTM GST B Onyxo/id ¥ HOPMAJIBHOM Jie-
FOYHOM TKAHU TIO3BOJIMJIA BHIACIUTH B LEJOM TPH I'PYMIBI
OOMBHEIX:1-1 — ¢ IOBBIIIEHHBIM YPOBHEM AKTUBHOCTH
31010 (hepMEHTA B OMYXOJM; 2-9 ~— ¢ NOHMXEHHBIM, 3-d—
rpynma, B kotopoii akrusuocte GST onyxosu u konTpons
6buta omuHakosa (tab. 2).

IlonyuyeHHbIE pe3yabTaThl MOKA3BIBAKOT, UTO HOCTOBEP-
HOe yBesmueHue yposHa aktusHOCTH GST B onmyxonm mo
CPaBHEHHIO C HOPMAJIbHOM TKAHBIO JIETKOrO Habaogaercs
y 13 (43,3%) u3 30 uccrenoBauubix. IToHMXEHHBIA ypO-
BeHb akTHBHOCTH GST B ONyX0/1M MO CPaBHEHHIO C KOHT-
poneM ormeueH y 8 (26,6%), 06e3 wusMeHeHHS —
vy 9 (30,0%) GonbHBIX.

Pacnpenenenue mosyueHHBIX HaHHBIX B 3aBUCHMMOCTH
OT PaCIPOCTPAHEHHOCTH U THCTOIOMMUYECKOM (POpMBI Oy~
XO0JIM MpUBeReHo B Tabu. 3.

N3 11 apenokapuusom y § (45,4%) u n3 19 nnocko-
KJIETOUHBIX HOBOOOpasoBaHwmii y 8 (42,19%,), T.e. oauHaKo-
BO YAaCTO, OTMEUYACTCS MOBBIUEHHE YPOBHS AKTUBHOCTH
GST B onyxoneBoit Tkauu. CHMXXEHME AKTUBHOCTH 3TOTO
epmenTa sosisaeno y 2 (18,2%) n 6 (31,6%,) GosnbHbx,
a orcyrcrtBue usmeHenust akrusHoctn GST mo ortHome-
HHUIO K HOPMAaJbHOU JierouHoi Tkauu — y 4 (36,49,) u
5 (26,3%) GonbHBIX COOTBETCTBEHHO. 3aBHCHMOCTH aK-
tuBHOCTM GST B OMyxoau oT ee pacnpoCTPAaHEHHOCTH HE
MOJYYEHO.

Heobxonqumo oTMETHTD, uTO ypoBenb akTusnoctr GST
KAaK B OMYXOJH, TAK M B HOPMAJBHOM TKAHM JIEFKOTO KO-
nebaerca B wUpoknx mpenenax. [0 HalleMy MHEHHIO,
pasiuyud B aktmBHoctn GST B HOpMasnbHO# TKaHU Jjier-
KOO MOTYT OOBSICHATHCA TEM, YTO 3TO (PEPMEHT JAETOKCH-
KAy ¥ [TOITOMY pa3/IMUHBIE KCEHOTCHHBbIE BO3NEWCTBUS
(KypeHue, JcKapcTBa, ynorpebaeHMe aaKoroas M T.O.)
MU3MEHSIOT €r0 aKTHBHOCTh. Henb3s TakXke MCKAIOUUTH U

Ta6bnuua 3 Table 3

YposeHb akTUBHOCTH GST B ONyX0JM B 3aBHCHMOCTH OT PaclpocTpa-
HEHHOCTH ¥ THCTOJOrn4eckoi ¢opmsl
GST activity with respect to cancer advance and histology

Ipynna PacnpocTtpaHeHHOCTb onyxonu
bonbHLIX
T1—4NOMO T1—4N1—2M0 Bcero
AK MK AK nK
1-a 3 4 2 4 13
2-9 2 3 — 3 8
3-a 1 2 3 3 9
Ntoro: 6 9 5 10 30
Overall
Patient AC ScC AC ScC Total
group
T1—4ANOMO T1—4N1—2MO
Disease advance

surgery is the main treatment modality.

Materials and Methods. Surgery was performed in
30 patients with adenogenic (11) and squamous
cell (19) lung carcinoma (table 1).

The two groups were well balanced with respect to
the presence of intrathoracal lymph node metastases.
There were 11 adenocarcinomas (6/7 women)
and 19 squamous cell carcinomas (3 poorly differen-
tiated) with peripheral (16) and central (14) lesion lo-
calization. The surgery consisted of lung resection (12)
or pneumonectomy (18) depending upon disease ad-
vance. In 3 cases the surgery was palliative. Operative
specimens were frozen in liquid nitrogen immediately
after removal and stored at -70°C. Normal adjacent
lung tissue specimens were used as control. The speci-
mens were homogenized in three volumes of 0.1 M Na,
K-phosphate buffer (pH 7.0) and centrifuged at
10,000 g for 20 min. GST activity was assessed in the
supernatant using 1 uM 1-chloro-2,4-dinitrobenzol
solution as a substrate [5]. Three or more measure-
ments were performed for each specimen at different
concentrations of protein in the samples. The protein
concentration was determined by Bradford’s tech-
nique. The statistical analysis of the data was per-
formed using the Fisher-Student ¢-test. The differen-
ces were considered statistically significant at p<0.03.
Further comparison of the laboratory and clinical data
was performed with respect to cancer histology and ad-
vance.

Results and Discussion. By GST activity in the
tumor and normal lung tissue the cases were stratified
into groups with increased (group 1), decreased
(group 2) GST activity in the tumor and with equal
activity of the enzyme in the tumor and control
(group 3) (table 2).

A statistically significant GST elevation in the tumor
as compared to normal lung tissue was detected
in 13 (43.3%) patients. A decrease in GST activity in
the tumor was found in 8 (26.6%) and no difference
from the control in 9 (30.09%) cases.

These data are presented in table 3 with respect to
cancer histology and advance.

Elevation of GST activity was detected in 5 (45.4%,)
of the 11 adenocarcinomas and in 8 (42.1%) of
the 19 squamous cell carcinomas, i.e. at an equal rate.
Reduced GST activity was found in 2 (18.2%)
and 6 (31.6%), and no difference in 4 (36.4%)
and 5 (26.3%) cases, respectively. There was no
correlation between GST activity in the tumor and
disease advance.

Of note is a wide variability of GST activity both in
the tumor and normal lung tissue. In our opinion the
difference in GST activity in the normal lung tissue
may be accounted for by the fact that the enzyme
detoxifies many xenogens, therefore smoking, drug
therapy, alcohol drinking, etc. may change its activity.
There can also be some individual peculiarities in the
enzyme activity which may influence initial sensitivity
of the tumor and normal tissue to chemotherapy.

Thus, in spite of the common poor response of non-
small cell lung carcinoma to chemotherapy elevation in




VMHIVMBMAYA/IbHBIE OCOOEHHOCTM B aKTHBHOCTH 3TOro hep-
MEHTA, YTO MOXET MrpaTh 3HAUUTEIBHYIO POJb B MCXOA-
HOW YYBCTBHTEJBHOCTH ONYXOJM M HOPMAaJbHOH TKaHM K
XUMHUOTEPATIHH.

AHanu3 NONMYUYEHHBIX JAHHBIX IO3BOJIET TOBOPHTH O
TOM, 4T0, HECMOTpPS HA MCXOAHYIO HU3KYK UYBCTBHUTE/b-
HOCTh K XMMHOTEDAIIUN HEMEJKOKJICTOUHHIX (opM paxa
JIETKOTO, moBhiieHue ypoBHa aktueroctd GST B omyxonn
N0 CPABHEHMIO C HOPMAJILHON TKAHBIO JIETKOTO OTMEYEHO
TOJIbKO IpuMEpPHO y 50%, obcnexyeMsix OOMBHBIX HE3aBH-
CMMO OT TMCTOJIOTMYECKOTO BAPMAHTA M craaumu 3a0oseBa-
ang. Kpome Toro, panee GbuIO MOKA33HO OTCYTCTBHE IKC-
npeccun mdrl- reHa B XJI€TKaX ONyXOJIEH JIETKOTO, YCTOH-
umBhIX K uurocrarukam [7, 8 ]. ITosromy MoxHO npexnno-
JIOXKHTh CYIICCTBOBAHMUEC M APYTIAX MCXAHU3MOB PE3UCTCH-
THOCTH OIIYXOJIEH JIETKOTr0 K XxuMmuorepamuu [2 ].

Ipencrapagerca HeoOXOAMMBIM IPOBOAUTH WHIMBHIY-
anabHYKO oueHKy yposHs aktusHoctH GST y GonbHEIX pa-
KOM JIETKOTO, TaK KaK MOBBILIEHHME ITONO IOKA3aTeEns B
OIyXOJIM [0 CPABHEHHIO C HOPMAJIBHOH TKAHBIO SBJISETCS
TIPOrHOCTHYECKHM MPU3HAKOM yCTOMYMBOCTH OIYXOJIEBBIX
KJETOK K LHUTOCTaTHKaM. BepodaTHo, mociepyomee Je-
KapCTBEHHOE JICUEHME TAKUX OOJbHBIX LEnecoobpasHo
KOMOMHMpPOBATh € MpPENapaTaMH, MHTMOMPYIOIMMH akK-
THBHOCTh 9TOH (PEPMEHTHOM CHCTEMBI, uTO TpebyeT masb-
HEHIIEro U3y4YeHusd.
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PA3PABOTKA IIOKA3AHHUA K PA3JIMYHBIM
METOJAM JIEYEHHUA IVIOCKOKJIETOYHOT'O
PAKA CJIM3UCTON OBOJIOYKH MOJOCTHU PTA
C UCTNIOJIb30BAHUEM JUJIUTEJIbHON
UHOY3MOHHON XUMMHOTEPAITUN
IJIATUJNUAMOM H 5-OTOPYPAIIMJIOM

HHH xaunuueckoii oHKoNIo2uu

3a nocJsegHUE rogbl HAKOMJICH OMBIT JCYECHHS ILIOCKO-
KJIETOYHOTO PaKa C/IM3UCTOH OOOMIOUKH MOJOCTH PTa KOM-
OMHAIMEd NpenaparoB IUIATHHB (IIATHAMAMOM) M 5-
¢Topypanuna B BuAE ANMTENBbHON BHYTPHUBEHHOM WHQY-
3MOHHOM XMMHMOTEpanuum 1o cxeme: maatuguam 100 mr/ M2

GST activity in cancer cells as compared to normal
lung tissue was detected in 509, of the patients only ir-
respective of cancer histology and advance. Besides, it
was discovered previously that cytostatic-refractory
lung cancer cells do not show expression of the gene
mdrl {7, 8]. Therefore, there can be a variety of
mechanisms of lung cancer resistance to chemother-
apy 2]

It seems reasonable to test lung cancer patients for
GST activity, because elevation of the enzyme in the
tumor as compared to the normal tissue is a prognostic
factor of tumor cell resistance to cytostatics. Che-
motherapy of such patients may be combined with in-
hibitors of this enzyme system. This problem requires
further study.
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CELL CANCER OF ORAL MUCOSA USING
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PLATIDIAM AND 5-FLUOROURACIL

Research Institute of Clinical Oncology

Over the last years there is experience in treatment
for squamous cell cancer of oral mucosa with a combi-
nation of platinum complexes (platidiam) and S-fluor-
ouracil as continuous intravenous infusion of platidiam
100 mg/m?/d over 5 h on day 1 and S-fluorouracil




