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ENHANCED RESPONSE TO TANOXIFEN (THX) OF ADVANCED BREAST 

CANCER (EC) BY BETA INTERFERON (E-IFN) AND RETINOI6S. 

A PHASE II STUDY. 

F.Recchia, C.Ercole. A.Margante, E.Capaldi. F.Marchionni. 

G.Rabitti. Division of Internal Medicine. Civil Hospital. 

67051 Avezzana. Italy. 

B-IFN and retinoids, exerting a differentiating action 

on EC cells. nay increase the expression of estrogen 

receptors (ER) and may enhance the response to TMX. 

From 3/88 to l/g0 we treated 22 stage IV BC patients 

(PTS) with B-IFN 1 MU/M2 3X/W. TNX 10 mg TIO, Retinol 

Palaitate 15000 IU BID. PTS characteristics: median 

age 64 years. 21 PTS postmenopausal, 1 PT premenopausal. 

Median P.S. was 70%. Median disease free interval 

30 months (MOS) (7-360). Histology: 18 infiltrating 

ductal carcinomas,2 lobular infiltrating and 2 inflam- 

matory. ERt 4 PTS. ER- 3 PTS, ER unknown 15 PTS. Dominant 

site of disease: bone 8 PTS. soft tissue g PTS and 

viscera 5 PTS. Previous treatments: mastectomy 19 
PTS, OUART 1 PT. XRT 17 PTS, chemotherapy 19 PTS (median 

7 courses, range 6-24). 12 PTS had been pretreated 

with TMX and had progressed. Median follow up is 25 
UOS (4-94). Toxicity: grade 1 GI toxicity in 20% of 
PTS, lou grade fever in 25% of PTS. Objective responses 

(WHO); CR 8 PTS (36%), PR 6 PTS (27X), SO 3 PTS (14%), 

PO 5 PTS (23%). Median response duration is 8+ MOS 

(range 3-20+ MOS). 12 PTS pretreated with TMX and 

progressing, are responding to TMX + B-IFN, shaving 
the transition from TMX unresponsive to TMX responsive 

state. 

96 

EFFECTS 
ALPHA 

CELLS 
G.DambMkr,LMnyermdCh.M&b 

Department of Obstetrh and Gywology, ImubrndcU~ 

The biological rcsponsc mod&s rethoic acid (Rh), aynthctic 
rethi& interferon gamma (IPNgamma) and TNFalpha either 
aloneorblamsMtionweretestcdfortheirabilitytoinfluenee 
growth, expression of various a 0rnithbJe dxadxqkc 
(ODC) and 2’5’oligoadenylatc synthetase (2’5’OASE) activity in 
mammary (ZR7S.I, 734-B, BT20, MUT) and ovarian (OVCAR- 
3,HTB-77#27&qcRLl572)canccrc&slufaccalltigawwc 
determined by a living cell radioii unoassay, polyandnes were 
anaIyizd by IWLC and Z’SOASE by Northern blot hybridktk 
Proliferation was inhibited by IFNgamma iu all but one (CRL 
l572)ceUline,byRAinallcxeptBT2OandHl’B-?7&,by 
TNFalpha in all cell lines tested. Synergism with regard to growth 
reduction was okwved for IPNgamma and RA in the breast 
caucer c-As but only in the 2780ovarian ear&omaffiusandwas 
found for TNFfalpha and IPNgamma iu BT20 and ZR75.1 e& 
andinallcellsofovarian eareiaomaorigbl. 
l3pressionofHLADRantigenswasindueedbyIFJNgammainall 
cells tested exept CRLlS72. In BT20 eelIs neither RA nor 
TNFalpha induced HLADR but TNPalpha euhanced the effeet of 
IPNgamma SynergisticaUy. In this cell line 2’5’OASE was induced 
by FNgamma. TNPalpha and RA had no effect per se but 
enhanced the WNganuna action. ODC activity was reduced by 
FNgamma. R4 which was itself inactivq enhanced the 
fFNgamma effect. The tumor marker CAl25 was augmented ha 
2/4ovariancarci.uomaeelllinesunder~gamma. 
These results and others not de&bed here demonstrate the 
direct andtumoral effectz. of biological response modifks and 
their interrelationship. 
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INTERFERON ALPHA RECEPTOR EXPRESSION BY HUNAN 
BREAST CANCER CELLS. J.Hartin, B.HcKibben* and 
H.W. van den Berg. Depts.of Therapeutics and 
Pharmacology and Medicine* ,The Queen's 
University of Belfast. 

Recombinant interferon alpha Zb (IW) increases 
oeetrogen receptor (ER) expression in 5R-75-1 
human breast cancer cells (van den Berg et al 
Br.J.Cancer 55,255 1987) but we have been unable 
to demonstrate induction of ER in a tamoxifen 
resiatant, ER negative, variant line (ZR-75- 
gal). In this study we have investigated the 
relationship between IFN receptor expreaeion and 
steroid hormone receptor content in 5R-75-1 
cells, the tamoxifen resistant variant and an 
oestrogen independent subline (ZR-PR-LT). The 
latter line lacks binding aitea characterisic of 
the Type 1 ER but expresses elevated levels of 
progesterone receptor (PGR). Binding of 125-I 
IFN to whole cell8 wae determined at 4OC. ZR-75- 
1 cells contained 1498i541 IFN receptors/cell 
which fell to 0DZf447 receptors/cell during a 5 
day exposure to lo-9H oestradiol (EZ). IFN and 
E2 therefore appear to have opposite effects on 
expression of each other's receptor in this cell 
line. This E2 induced reduction in IFN receDtor 
expression is accompanied by a B-fold increise 
in PGR concentration in 5R-75-1 Cells. UoweVer, 
there was no significant reduction in IFN 
receptor expreslrion in ZR-PR-LT cells associated 
with their elevated baaal PGR content. An 
inverse relationship between IFN and PGR 
receptor expression is apparent in the ZR-75-9al 
line which lacks PGR and expresses the highest 
concentration of IFN receptors (3443f389 
sites/cell). This observation suggests that the 
apparent inability of IFN to induce ER in this 
cell line is not a consequence of failure to 
exprese IFN receptors. 


