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NEW INSIGHTS INTO THE TAMOXIFEN PHARMACOKINETICSj 
CONSTITUTE A BASIS FOR A LOADING DOSE SCHEME. 
G. Mouldl, D. Stevenson’, R.J. Brims’, P.J.M. Guelen2. P.H.Th.J. Slee3 
and D. de VW’ 
1 The Robens Institute. University of Surrey. Guildford. UK 
2 Farma Research, Ravenstein. The Netherlands 
JSintJozef Ziekenhuis. Gouda. The Netherlands 
4 Medical Department, Pharmachemie BV, Haarlem. The Netherlands 
The aim of the present study was to obtain more data on the single dose 
pharmacokinetics of tamoxifen and to evaluate the results in view of the’ 
clinical tamoxifen posology. 
A dose of 40 mg of Tamoplex@ tamoxifen has been administered to 12 
healthy male volunteers. Plasma samples have been drawn up to 360 hours 
after dosing. Tamoxifen (T) and its main metabolite N-desmethyltamoxifen 
(N-desMeT) have been determined by HPLC of the irradiated samples with 
fluorimetric detection. 
The maximal concentration of T of 63.8 ng/ml was found 5.1 hn after 
dosing, that of N-desMeT of 29.2 ng/ml 12.8 hrs after dosing. The 24 hr 
concentrations of T and N-desMeT were 20.7 and 20.3 ng/ml. The con- 
centration of T resp. N-desMeT decayed to 4.6 and 9.6 ng/ml respectively 
after 360 hrs. The average plasma concentrations have been analyzed by the 
Nonlin program: a three compartment open model with first order absorp- 

I tion gave an excellent fit. The absorption rate constant of T was 0.11 hrl. 
the distribution half-life of T was 14.0 hrs. the elimination half.life of both T 

; and NdesMeT was 208 hrs. 
: Contrary to known data lo T has a long half-life already after the first single 
~ dose and not only after repeated dosing, 20 the half-life of NdesMeT equals 

that of T. whereas it was reported to be twice as long. On the basis of this 
study the use of a single loading dose of T has bean justified. 

A PLEA FOR PRROPRRATIVB TAMoXlFRN WITB A LOADING DOSE FOR 
TRB TRFATMBNT OF BBXAST CAtiCRR 

I E.A. de Bruijn and T. Th. Stout 
'University of Leiden, Dept. of Clinical Oncology, Sylvius LP 
borstories, Wsseenssrseweg 72, 2333 AL Leiden.The Netherlsndi 
The anti-oestrogenic drug Tlie now used extensively in the ma 
;-“sgement of metsstatic breast cancer. In controlled trials 
,of T se sdjuvsnt agent in treatment of early breast cancer a 
;significsntly delayed recurrence in early breast cancer with- 
lout causing toxicity wsa demonstrated. The pharmacological se 
i-pects of T have been studied extensively in order to reveal 
:its mode of action and behsviour in patients. The data showed 
,the importance of ER levels for the outcome of therapeutic ef 
,-ficscy while it wss clearly demonstrated that with convent- 
'ions1 T therapy, C(ss) of the parent drug and metsbolites 
‘were not achieved until after 4-0 weeks. 
:We simulated T kinetics and matsbolism using data published 
Ipreviously to determine MRT of T as starting-point for a load 
‘-ing dose concept. It wsa assumed that a (minim&) residence 
ltime of T at the site of the receptor and a C(ss) of 150 ng/ 
!ml is correlated with clinical response. Evaluation of plasma 
concentration-time data showed that mas” MRT of T upon oral 
administrations was 41.9 f 17 hr. From the data of moment ma 
-lysis(MRT; C(ss)), t(h,z) of oral T together with the mini- 
mal toxicity and compliance it could be concluded that losd- 
‘ing doses before oral maintenance T can be ret-nded. 
Tskinn a eoseible growth stimulus uoon tumour resection into 
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A PILOT STUDY ON A LOADING DOSE TAMDXIFBN: TOLXRANCB 
AND EFFICACY 
P.H.Th.J. Elee= a”d D. de Voa= 
x StJozaf Ziekenhuis, Gouds, The Netherla”aa 
xxMedicelDepertlent, Phsrmachemie B.V. lisarlam, 

the Netherllllaa. 

Following the reaulte of the study in volunteera s”d the 
steady state level atuay in breut caacar patients .a in- 
vestigated s loading dose scheme tamoxife” in breaat cs”a.1 
pstiente. Baaed on the 34 hour level in the volu”teer stud3 
a loading dose of 160 ng tam”xife” ( a” day one ) “.. chomc 
to achieve the asme 34 ho”r level .a in the ateady atste 
study. This loading dose w.e followad by 30 mg 011.x dsily. 
The firat sim w.e to saaaaa the tolars”ce of . losding doac 
of 160 mg. Besides that, the response rats a”d side affectI 
“era compsred to literature dats. 
36 patients with inoperable or metaatstic bresat ca”csr “a, 
entered in the study. The mea” .ge wa. 66.5 ys.ra ( 43-85 I 
27 had oeatroge” receptor poeitive, 2 OR-“egative tuaoura 
s”d the receptor-status of 7 waa unknown. 
The first 24 houra “o side effect “ecs registered. During 
the daily dose regimen 1 patient had transient tanour pain 
in the bones, 3 had . heavy feeling i” the epigaatric re- 
gion, 3 hsd hot flushes s”d ““0 had a calf vein thromboaia 
Three patients .ars not evslusble for the re.ponae; 5/33 
had progreaaive disease, 4/33 had “0 cha”ge, 24/33 had a” 
objective rsap”“aa ( 8 COmplOtS SSd 16 pSrFiS1 re‘PC.SSS J. 

Tae msa” response duration w.e 13.3 months ( ra”ge 3-33 
months 1. Bleve” patienta ara still i” remioaio”. The aide 
effects and response rstaa sra comparable to literature 
dsts. 3i”ce the StSSdy-State level is resahed within 24 
houre, it ney become clesr more rapidly whether temolifen 
ie of benexit to e pstient. The above-deecribed regimen ie 
recommended for routine clinics1 uee. 

iTAl4OXIFRN AS SOLE TRERAF'Y FOR LOCALISRD BRRAST CAWCER 
‘K. Horgan. R.E. Mansel. D.J.T. Webster 
Dept. of Surgery. University Hospital of Wales, Csrdiff, U.1 
Primary breast cancer is conventionally managed by surgery 
or radiotherapy.. However, there is a subgroup of patients 
in whom these treatment options may not ba suitable due.for 
example. to general infirmity, intercurrent illness or 
patient refusal. We have reviewed “UT exparience with the 
use of tsmoxife” as sole therapy for such patients. 
The series comprises 33 woman who first presented between 
1979 and 1985. Patients with systemic matastases were 
excluded. Mean age is 79 years (range 61-92 years). The 
dimensions of the cancer were measured with calipers at each 
exami”stio”. At first presentation 3 were < 2 cme in . . ._ maximum diameter, 19 were 2-5 ems and 11 ware > 5 cme. 7 had: 
palpable ipoilstersl axlllsry nodes. 4 patients have died 
during the follow up period, two of breast cancer and two of 
unrelated csusaa. 
Of 15 ““me” who have been followed for more than 2 yearn, 8 
have show” a complete response and remain alive and well 
(mean follow up 37 months, range 24-49 months). A sustained 
partial response occurred in one patient. Three demonstrated 
a” initisl partial response of mea” duration 25 months but 
subsequently relapsed and were managed by msstectomv (n-1). 
radiotherapy (n-1) and medroxy progesterone acetate (n-l). 
No response to tamoxifen occurred in the remeinir- ’ 
patlenia, 2 of whom have had mastectomies and o”;er;fused 
any further treatment. Side effects were limited to one 
complaint of transient vaginal bleeding. 
In summary, tamoxifen appears to have a definite place ac a 
sole treatment for breast cancer in selected patients with 
more than half achieving a useful response and side effects 
are mlnimsl. Conventional therapy should be proceeded with 
rapidly if complete response is not obtained. 


