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Ce nu este cunoscut, deocamdata, la subiectul abordat What is not known yet, about the topic

Pacientele cu cancer mamar avansat loco-regional si cu
factori de pronostic negativ referitor la cresterea tumorala,
sunt tratate complex, prin metode chirurgicale, polichimio-
terapie si radioterapie. In cadrul acestui tratament, nu este
cunoscuta, deocamdatd, eficienta polichimioterapiei in ad-
ministrare intra-arteriald regionala (prin a. mamara internad),
asociata cu administrarea sistemica (intravenoasa), compara-
tiv cu polichimioterapia, administrata numai intravenos.

Ipoteza de cercetare

Administrarea intra-arteriald regionalda (prin a. mamara
internd) si intravenoasa a chimioterapeuticelor este mai efi-
cienta in termeni de durata de supravietuire a pacientelor cu
cancer mamar avansat loco-regional si cu factori de pronostic
negativ referitor la cresterea tumorald, decat doar adminis-
trarea lor intravenoasa.

Noutatea adusa literaturii stiintifice din domeniu

Sunt prezentate rezultatele polichimioterapiei selective,
administrate prin a. mamara interna la pacientele cu cancer
mamar avansat loco-regional si cu factori de pronostic nega-
tiv referitor la cresterea tumorala, care par sa fie superioare
tratamentului conventional, intravenos.

Rezumat
Introducere. In ultimii 20 de ani, incidenta cancerului ma-

Patients with advanced regional breast cancer and with a
negative prognosis regarding the tumor growth are treated in
complex, using surgical methods, poly chemotherapy and ra-
diotherapy. We do not know yet the efficiency of poly chemo-
therapy administered intra-arterially (via internal mammary
artery), in association with systemic (intavenous) poly chemo-
therapy, comparing to intravenous poly chemotherapy alone.

Research hypothesis

Intra-arterial and intravenous administration (through in-
tern mammary artery) of chemotherapy is more efficient from
the survival point of view of patients with advanced regional
breast cancer and negative prognostic factors regarding tumo-
ral growth, compared with intravenous administration only.

Article’s added novelty on this scientific topic

We present data of selective poly-chemotherapy, admi-
nistered through intern mammary artery in patients with ad-
vanced regional breast cancer and negative prognostic factors
regarding tumoral growth, that seem to be superior to conven-
tional treatment administered intravenously.

Abstract

Introduction. In the past 20 years, the incidence of breast

mar este In continuad crestere. Elaborarea unor noi programe cancer is in continuous growth. Elaboration of new programs
de tratament complex, mai eficiente, reprezinta o problema de of more efficient complex treatment represents a stringent
actualitate stringenta. problem.

Material si metode. Studiate 279 de paciente cu cancer Material and methods. The basis for this research was
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avansat loco-regional, cu factori nefavorabili de prognostic,
aflat in stadiile T N, ,M,, care au fost tratate in Centrul Onco-
logic Regional din Donetk in perioada anilor 2000-2013. Lotul
a fost impartit in doua grupuri: primul, grupul de baza, a in-
clus 221 de paciente, dintre care — 168 de paciente cu subtip
HER/2-neu pozitiv si 53 de paciente - cu subtipuri biologice
basal-like, diagnosticate prin metode imunocitochimice. Pro-
gramul de tratament complex pentru grupul de baza a inclus:
cateterizarea arterei mamare interne (prin artera epigastrica
superioarad), prin care s-au realizat 2-3 cure de polichimiotera-
pie (PCT) intra-arteriala si intravenoasa, cu intervale de 21 de
zile, urmata de evaluarea efectului; in continuare - radiotera-
pia (XRT) glandei mamare si zonelor de drenaj limfatic regio-
nal, cu doze unice de 2-2,5 Gy, doze totale de 40 Gy, urmata de
evaluarea efectului. Mastectomia a fost efectuata pacientelor
din grupul de baza doar daca tumoarea a raspuns complet sau
partial la tratament (in total, 136 de operatii radicale). Cur-
sul de tratament intra-arterial a fost administrat in perfuzii
de durata (4-6 ore), conform schemelor CMF, CAF sau CAME.
Grupul de control a inclus 58 de paciente, dintre care 45 - di-
agnosticate cu subtip HER/2-neu si 13 paciente - cu subtip
basal-like. La prima etapad a tratamentului, pacientele din acest
grup au urmat 4-6 cure de PCT (conform schemelor CMF, CAF
sau CAMF), cure preoperatorii de XRT cu fractii mici asupra
glandei mamare si zonelor de drenaj limfatic (doza unica - de
2-2,5 Gy, doza totala - de 40 Gy), urmate de mastectomie.

Rezultate. Supravietuirea la 3 ani in grupul de baza a con-
stituit 59,9%, la 5 ani - 43,1%. Supravietuirea la 3 si la 5 ani
in grupul de control a fost semnificativ mai joasa, constituind
58,0% si, respectiv, 17,9%.

Concluzii. Polichimioterapia regionald, administrata com-
binat, intra-arterial si intravenos, in cadrul tratamentului
complex (XRT, PCT, hormonoterapie, la indicatii - mastecto-
mie) al cancerului mamar avansat loco-regional, cu factori de
pronostic negativ referitor la cresterea tumoralg, a avut o rata
de supravietuire semnificativ mai naltd la 3 sila 5 ani, compa-
rativ cu programele traditionale de tratament (polichimiote-
rapie sistemica si mastectomie).

Cuvinte cheie: cancer mamar, avansare loco-regionala, po-
lichimioterapie regionald, administrare intra-arteriald, artera
mamard interna.

Introducere

Necesitatea dezvoltdrii noilor metode de tratament a paci-
entelor cu cancer mamar nu trezeste indoieli la momentul de
fata. Datele statistice releva o crestere a ratei imbolnavirii de
cancer mamar in ultimii 20 de ani, fara tendinta de stabilizare
[1, 2]. Astfel, aceasta patologie ocupa locul intai in populatia
feminina. Incidenta cancerului mamar in Ucraina este de 69,8
de cazurila 100.000 de femei pe an (date din 2011), cu o cota-
parte In morbiditatea oncologica feminina de 32,0% - indica-
tor similar cu cel din Uniunea Europeana.

Metoda de administrare intra-arteriala a preparatelor chi-
mioterapice, elaborata in cadrul Centrului Oncologic Regional
din Donetk, a demonstrat contributia sa indiscutabila la onco-
logia moderna, prin micsorarea locus-ului tumoral primar si
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the data collected from 279 patients with regional forms of BC
and unfavorable predictive factors, with stages T N, .M, who
were treated at Donetsk Regional Antitumoral Center in 2000-
2013. Two groups of patients were formed during this resear-
ch for adequate analysis of results of treatment, according to
considered methodologies. The first test group consisted of
221 patients, among which 168 patients with HER/2-neu po-
sitive subtype and 53 patients with basal like biological sub-
types, diagnosed through immunocytochemical tests. The pro-
gram for complex treatment of patients in this group included:
catheterization of internal mammary artery through upper
epigastric artery, performed in two-three cycles for selective
intra-arterial and intravenous polychemotherapy (PCT) with
interval of 21 days; evaluation of effect; X-ray therapy (XRT)
of mammary gland and zones of regional lymphatic outflow in
static mode with single boost dose - 2-2.5 Gy, total boost dose
- 40 Gy; monitoring of intervals. Mastectomy was performed
to patients from test group only if complete or partial respon-
se from tumor was received (136 radical surgeries). The cour-
ses of intra-arterial PCT were administered in continuous long
infusion (4-6 hours) according to CMF, CAF or CAMF scheme.
The control group consisted of 58 patients, among them 45
patients with HER/2-neu positive subtype and 13 patients
with basal like subtype. At the first stage of treatment the pa-
tients in this group underwent to 4-6 cycles of systemic PCT
due to CMF, CAF or CAMF schemes, preoperative course of XRT
in small fractions on mammary gland and zones of regional
lymphatic outflow in static mode, were performed with single
boost doses - 2-2.5 Gy, total boost doses - 40 Gy, followed by
mastectomy:.

Results. The indices for total 3 years survival rate of pa-
tients in test group were 59.9% and 5 years survival rate -
43.1%. The indices for total 3 years and 5 years survival rate
of patients in control group were significantly lower - 58.0%
and 17.9%, accordingly.

Conclusions. The results after complex treatment of re-
gional breast cancer, with unfavorable factors of prognosis of
tumor growth, using the method of combined introduction of
selective intra-arterial and intravenous poly-chemotherapy in
internal mammary artery, in addition with radiological and
hormonal therapy, exceed the results from standard programs
of treatment of patients with regional forms of breast cancer
with mastectomy and systemic chemotherapy:.

Key words: breast cancer, regional advancement, regional
poly-chemotherapy, intra-arterial introduction, internal mam-
mary artery.

Introduction

The development of new methods of treatment of patients
with breast cancer (BC) causes no doubts to anyone. Statistical
data shows steady growth of BC sickness rate during recent
20 years without tendency of stabilization [1, 2]. Thus this
pathology is on the first place among female population, with
a proportion of 32%. The incidence of BC in Ukraine is 69.8
cases per 100,000 females (data from 2011), that is similar to
countries in the European Union.



tranzitia de la statutul inoperabil la starea, in care este posibil
de efectuat interventia chirurgicald radicala [4, 8]. O atentie
sporita este acordata dezvoltarii noilor metode de tratament a
cancerului mamar avansat loco-regional, la paciente cu factori
de prognostic nefavorabili [2, 7].

Material si metode
In studiu au fost inrolate 279 de paciente cu cancer mamar
avansat loco-regional, cu factori nefavorabili de prognostic,
aflat in stadiile T,N M. Pacientele au fost tratate in Centrul
Oncologic Regional din Donetk in perioada anilor 2000-2013.
Toate pacientele au fost informate detaliat despre scopul stu-
diului, despre programul de diagnostic si tratament si au sem-
nat consimtamantul informat. Grupurile de paciente au fost
omogene din punctul de vedere al varstei si al comorbiditatilor.
In cadrul examinarii pacientelor din ambele grupuri la vizita
primard, metastaze nu au fost depistate.
Cohorta a fost Impartita in doud grupuri. Primul, grupul de
baza, ainclus 221 de paciente, dintre care - 168 de paciente cu
subtip HER/2-neu pozitiv si 53 de paciente - cu subtipuri bi-
ologice basal-like, diagnosticate prin metode imunocitochimi-
ce. Programul de tratament complex pentru aceste paciente a
inclus: cateterizarea arterei mamare interne (prin artera epi-
gastrica superioard) - metoda brevetata in Ucraina (brevet nr.
2938 din 01.07.2000) si Federatia Rusa (brevet nr. 2169014
din 20.06.2001), prin care s-au realizat 2-3 cure de polichimi-
oterapie (PCT) intra-arteriala si intravenoasa, cu intervale de
21 de zile, urmata de evaluarea efectului; in continuare - radi-
oterapia (XRT) glandei mamare si zonelor de drenaj limfatic
regional, cu doze unice de 2-2,5 Gy, doze totale de 40 Gy, urma-
ta de evaluarea efectului. Mastectomia a fost efectuata pacien-
telor din grupul de baza doar daca tumoarea a raspuns com-
plet sau partial la tratament (in total, efectuate 136 de operatii
radicale). Cursul de tratament intra-arterial a fost administrat
in perfuzii de durata (4-6 ore), conform schemelor CMF, CAF
sau CAMF. Luand in consideratie probabilitatea dezvoltarii
complicatiilor locale la locul administrarii a unor preparate
chimioterapice (de ex., doxorubicina), jumatate din doza a fost
administrata sistemic (intravenos).
Chimioterapia intra-arteriala selectiva conform schemei
CMF, a constat din:
= ciclofosfan: prima zi - 200 mg; zilele a patra si a saptea
- cate 150 mg;

= methotrexat: zilele a doua si a cincea - intra-arterial, cite
10 mg; ziua a opta - intravenos, 40 mg;

= fluoruracil: ziua a treia - 250 mg; zilele a sasea si a noua
- 180 mg/zi.

Chimioterapia intra-arteriala selectiva, conform schemei
CAF, a constat din:

= ciclofosfan: prima zi - 200 mg; zilele a patra si a saptea

- cate 150 mg;

= doxorubicina: zilele a doua si a cincea - intra-arterial,

cate 5 mg; ziua a opta - intravenos, 40 mg;

= fluoruracil: ziua a treia - 250 mg; zilele a sasea si a noua

- 180 mg/zi.

Chimioterapia intra-arteriala selectiva, conform schemei

CAMEF, a constat din:

Tratamentul cancerului mamar avansat loco-regional

The methodology on intra-arterial introduction of chemo-
therapeutic agents, developed at Donetsk Regional Antitu-
moral Center, showed its undisputable contribution into de-
velopment of modern oncology, through decrease of primary
tumoral locus, transition from inoperable state into the state,
in which it is possible to perform radical surgery to patients
[4, 8]. Special attention is paid to development of new me-
thods of treatment of BC patients (regional forms of disease)
with unfavorable factors of prediction of tumor growth [2, 7].

Material and methods

The basis for this research was the data collected from 279
patients with regional forms of BC and unfavorable predicti-
ve factors, with stages T No,M,, who were treated at Donetsk
Regional Antitumoral Center and University clinic of Odessa
in 2000-2013. All patients were informed about the details of
the study, diagnostics and treatment program and signed the
written informed consent. The groups of women were homo-
genous regarding age and comorbidities. During primary exa-
minations of patients metastases were not found.

Two groups of patients were formed during this research.
The first test group consisted of 221 patients, among which
168 patients with HER/2-neu positive subtype and 53 pati-
ents with basal like biological subtypes, diagnosed through im-
munocytochemical tests. The program for complex treatment
of patients in this group included: catheterization of internal
mammary artery through upper epigastric artery (method pa-
tented in Ukraine, patent certificate no. 2938 from 01.07.2000,
and in Russian Federation patent certificate no. 2169014 from
20.06.2001), performed in two-three cycles for selective in-
tra-arterial and intravenous polychemotherapy (PCT) with
interval of 21 days; evaluation of effect; X-ray therapy (XRT)
of mammary gland and zones of regional lymphatic outflow in
static mode with single boost dose - 2-2.5 Gy, total boost dose
- 40 Gy; monitoring of results. Mastectomy was performed to
patients from test group only if complete or partial response
from tumor was received (a total number of 136 radical surge-
ries were performed). The courses of intra-arterial PCT were
administered in continuous long infusion (4-6 hours) accor-
ding to CMF, CAF or CAMF scheme. Taking into consideration
the probability of development of local complications at the
site of administration of some chemotherapeutic agents (mos-
tly often - doxorubicin), a half dose of the drug was introduced
systematically.

The infusion of chemotherapeutic agents of selective intra-
arterial administration according to CMF scheme was made
the following way:

= cyclophosphan: first day - 200 mg/day; fourth, seventh

day - 150 mg/day;

= methotrexate: second, fifth day - intra-arterial adminis-

tration - 10 mg/day; eighth day intravenously - 40 mg;

= fluorouracil: third day - 250 mg/day; sixth, ninth day -

180 mg/day.

Selective intra-arterial poly-chemotherapy according to
the CAF scheme was the following:

= cyclophosphan: first day - 200 mg/day; fourth, seventh

day - 150 mg/day;
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= ciclofosfan: prima zi - 200 mg; zilele a patra si a saptea
- cate 150 mg;

= methotrexat: zilele a doua si a cincea - intra-arterial, cate
10 mg;

= doxorubicina: ziua a noua - intravenos, 80 mg;

= fluoruracil: ziua a treia - 250 mg; zilele a sasea si a noua
- 180 mg/zi.

Dozele totale per cura au corespuns criteriilor BSA (1. engl.
Breast Screen Aotearoaq).

Numarul curelor de PCT a fost stabilit in baza evaluarii
eficacitatii tratamentului, statutului de performanta a paci-
entei, rata manifestirilor complicatiilor locale si sistemice. In
medie, pacientele au beneficiat de 2-3 cure pentru a atinge un
efect in mod neo-adjuvant. in absenta efectului, 1-2 cure de
antracicline au fost incluse in schema PCT [3, 4, 5].

Grupul de control a inclus 58 de paciente, dintre care 45
- diagnosticate cu subtip HER/2-neu si 13 - cu subtip basal-
like. La prima etapa a tratamentului, pacientele din acest grup
au urmat 4-6 cure de PCT (conform schemelor CMF, CAF sau
CAMF), cursuri preoperatorii de XRT, cu fractii mici asupra
glandei mamare si zonelor de drenaj limfatic, 1n mod static, cu
doza unica de 2-2,5 Gy, doza totala 40 Gy, urmate de mastec-
tomie. Ulterior, pacientele au fost examinate n consiliu pentru
deciderea tacticii speciale de tratament.

La pacientele din grupul de baza (PCT intra-arteriald), au
prevalat urmatoarele forme histologice (constatate din mate-
rial morfologic, prelevat in timpul interventiei):

= carcinom infiltrativ de grad 3 - 32/136 (23,5%);

= carcinom infiltrativ de grad 2 - 23/136 (16,9%);

= cancer invaziv hematogen - 18/136 (13,2%) din cazurile

observate.

Pacientelor cu tumori hormon-dependente, de varsta
premenopauzald, le-a fost efectuatd si salpingo-ovarectomie
bilaterald, iar postoperatoriu li s-a administrat agonisti de
liberine. O terapie hormonald conservativa, corespunzatoare
rezultatelor examindrii imunohistochimice, a fost prescrisa
pacientelor in varsta postmenopauzala.

in grupul de control (PCT sistemici), au prevalat urmatoa-
rele forme histologice:

= carcinom infiltrativ de grad 3 - 10 (27,0%);

= carcinom infiltrativ de grad 2 - 15 (40,5%);

= cancer invaziv prin flux sanguin - 5 (13,5%) din cazurile

observate.

Intre grupurile de paciente, nu au fost identificate diferen-
te statistic semnificative referitor la formele histologice ale
tumorilor (p=0,87).

Toate pacientele au beneficiat de radioterapie, care a fost
efectuata cu instalatiile ,Rokus” (JSC, Rawenstvo”, Sankt Peter-
burg, Russia) si ,Agat” (JSK,NIITFA”, Saransk, Russia) in doze
fractionate, clasice.

Ablatia chirurgicald sau medicamentoasa a fost efectuata
pacientelor cu functie menstruala pastrata si cu tumori recep-
tive la hormoni steroizi, dupa care, li s-a prescris tratament
cu antiestrogeni pentru o perioada de 2-3 ani, urmat de trata-
ment cu inhibitori de aromataza, pentru o perioada de 5 ani.
Antiestrogenii si inhibitorii de aromataza au fost prescrisi tu-
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= doxorubicin: second, fifth day - intra-arterial adminis-

tration - 5 mg/day; eighth day intravenously - 40 mg;

= fluorouracil: third day - 250 mg/day; sixth, ninth day -

180 mg/day.

Selective intra-arterial poly-chemotherapy according to
the CAMF scheme was the following:

= cyclophosphan: first day - 200 mg/day; fourth, seventh

day - 150 mg/day - intra-arterial administration;

= methotrexate: second, fifth, eighth day - intra-arterial

administration - 10 mg/day;

= doxorubicin: ninth day intravenously - 80 mg;

= fluorouracil: third day - 250 mg/day; sixth, ninth day -

intra-arterial administration - 180 mg/day.

The total course doses of chemotherapeutic agents match
BSA (Breast Screen Aotearoa) criteria.

The number of PCT cycles was defined, based on evaluati-
on of efficiency of treatment, performance status of patients,
presence and manifestation rate of local and systemic compli-
cations. In average, the patients received 2-3 cycles to reach
effect in neoadjuvant mode. Anthracyclines (1-2 cycles) were
included into PCT scheme in absence of effect [3, 4, 5].

The control group consisted of 58 patients, among them
45 patients with HER/2-neu positive subtype and 13 patients
with basal like subtype. At the first stage of treatment the pa-
tients in this group underwent to 4-6 cycles of systemic PCT
according to CMF, CAF or CAMF schemes, preoperative cour-
se of XRT in small fractions on mammary gland and zones of
regional lymphatic outflow in static mode, were performed
with single boost doses - 2-2.5 Gy, total boost doses - 40 Gy,
followed by mastectomy. Later the council of physicians exa-
mined the patients in order to solve the question about further
special treatment.

The tumors of the following morphological structure pre-
vailed after histological examination of surgical tissue in test
group of patients:

= infiltrative carcinoma of the 3" tumor grade - 32/136

(23.5%);
= infiltrative carcinoma of the 2" tumor grade - 23/136
(16.9%);

= flow invasive cancer - 18/136 (13.2%) of observations.

Bilateral salpingo-oophorectomy was performed in pati-
ents in pre-menopause with hormone-dependent tumors, la-
ter agonists of releasing-hormones were prescribed. Adequa-
te conservative hormonal therapy was prescribed to patients
in post-menopause according to immunohistochemical data.

The tumors in control group had the following morpholo-
gical forms:

= infiltrative carcinoma of the 3" tumor grade - 10 (27.0%);

= infiltrative carcinoma of the 2" tumor grade - 15

(40.5%);

= flow invasive cancer - 5 (13.5%) of observations.

No statistically significant differences in the frequency of
occurrence of different morphological variants between pati-
ents in control and test group were found (p=0.87).

All patients benefited of X-ray therapy, which was held at
units of radiological division in Donetsk Regional Antitumoral
Center. The X-ray treatment of primary site and regional areas



turor pacientelor in perioada post-menopauza, la care statutul
hormonal al tumorii era pozitiv sau nu era cunoscut. Terapia
hormonala nu a fost indicata in cazul in care tumoarea nu avea
receptori pentru steroizi.

Evaluarea rezultatelor tratamentului aplicat a fost moni-
torizat la fiecare 6 luni dupa finalizarea polichimioterapiei
neo-adjuvante. Pentru evaluarea obiectiva a efectului polichi-
mioterapiei, au fost utilizate criterii stabilite de Comitetul de
Experti al OMS. Dimensiunile liniare ale tumorii si metastaze-
lor au fost masurate cu ajutorul elipsografului, cu o precizie
de 0,1 mm. Au fost utilizate derivate a 2 dimensiuni maximale
perpendiculare. In toate observatiile, tumorile au fost aprecia-
te ca fiind masurabile. Au fost apreciate cele mai mari dimen-
siuni tumorale, suma dimensiunilor pana la tratament a fost
luata drept referinta.

Investigatiile instrumentale au fost efectuate in acelasi
centru medical (Centrul Oncologic Regional din Donetk),
respectand principiile de succesiune (acelasi utilaj, aceeasi
specialisti implicati).

Pentru evaluarea eficientei terapiei tumorilor solide, a fost
utilizat scorul RECIST (Criteriile de Evaluare a Raspunsului la
Tumorile Solide; 1. engl. Response Evaluation Criteria in Solid
Tumors). Criteriile de eficienta a tratamentului, conform sco-
rului RECIST, sunt:

= raspuns complet - disparitia a tuturor focarelor in cel

putin 4 saptamani;

= efect partial - micsorarea focarelor cu 30% sau mai mult;

= progresie - cresterea dimensiunilor cu 20%, comparativ

cu ultima masurare sau aparitia noilor focare;

= stabilizare - fara dinamica suficientd pentru a putea eva-

lua un efect de regresie sau de progresie.

Evolutia clinica a bolii si rezultatele la distanta ale trata-
mentului au fost evaluate dupa urmatorii parametri:

= durata de viata fara recurente si faira metastaze noi;

= frecventa metastazelor limfogene si hematogene;

= rata corectatd a supravietuirii la 5 ani.

Indicatorii sus-numiti au fost calculati cumulativ, pentru
intreg lotul de paciente si pentru fiecare grup in parte, in func-
tie de protocolul de tratament efectuat.

Toate pacientele, la care s-a constatat progresarea maladi-
ei, au beneficiat, ulterior, de tratament paliativ.

Rezultate

Din totalul celor 136 de paciente operate, la cele investi-
gate, frecventa gradului de patomorfism al tumorilor a fost
urmatoarea: in lotul de baza (PCT intra-arteriald + intrave-
noasd): gradul 1 - 4 (5,9%); gradul 2 - 9 (13,2%), gradul 3
- 24 (35,2%) si gradul 4 - 28 (41,2%) de paciente. In lotul de
control (doar PCT intravenoasa), au fost operate 37 de paci-
ente. Respectiv, gradul 1 de patomorfism s-a Inregistrat la 1
(16,7%); gradul 2 - 1 (16,7%), gradul 3 - 3 (49,9%) si gradul
4 -1 (16,7%) de paciente (Figura 1).

Rezultatele precoce
Rezultatele la termen scurt al tratamentelor, cuantificate
prin prisma criteriilor RECIST, sunt prezentate In Tabelul 1.

Tratamentul cancerului mamar avansat loco-regional

was made with gamma-beam teletherapy units “Rokus” (JSC
“Rawenstvo’, St. Petersburg, Russia) and “Agat” (JSK “NIITFA”
Saransk, Russia) in modes of classical fractioned doses.

Surgical or chemical ablation was made to patients with
preserved menstrual function and available steroid receptors
in tumors, later, antiestrogenic agents were prescribed during
2-3 years with further intake of aromatase inhibitors up to 5
years. Antiestrogens or aromatase inhibitors were prescribed
to all patients in post-menopause, in which hormonal status of
tumor has not been studied, or the hormonal status of tumor
was positive. The hormonal therapy was not held if the recep-
tors of steroid hormones were absent.

The effect evaluation of the performed treatment was car-
ried out during each 6 months after the completing the neoad-
juvant polychemotherapy. Well-known criteria established by
WHO Committee of Experts were traditionally used to assess
the objective effect of chemotherapy. The linear sizes of the
tumor and metastases were measured with an ellipsograph,
with an accuracy of 0.1mm. We used the evaluation of tumor
sizes and metastases as a derivative from two largest perpen-
dicular sizes. In all observations, the tumors were measurable.
The largest size for tumors was defined, the sum of sizes befo-
re treatment was considered reference size.

Instrumental examinations were held in one medical esta-
blishment (DRAC), following succession principles (using the
same equipment and involving the same specialists).

The methodology of evaluation of therapy efficiency in so-
lid tumors according the RECIST scale (Response Evaluation
Criteria in Solid Tumors) was applied during work. Efficiency
criteria by RECIST scale:

= complete response - disappearance of all damage cen-

ters in not less than 4 weeks;

= partial effect - decrease of damage centers by 30% and

more;

= progression - increase in the last sum of damage centers

by 20%, registered during observation, or appearance of
new damage centers;

= stabilization - no decrease, sufficient to evaluate the

partial effect, or increase, which can be evaluated as pro-
gression.

The clinical progression of the disease and long-term re-
sults from treatment were evaluated by the following parame-
ters:

= life duration without recurrences and new metastases;

= frequency of lymphogenic and hematogenic metastasing;

= corrected five-year survival rate.

The above mentioned indices were cumulatively calculated
both within all studied contingent of patients and individually,
in control and test groups, depending on performed type of
specialized treatment.

All patients that were diagnosed with progression of the
disease benefited from palliative treatment.

Results

Out of 136 patients that underwent surgery, the frequen-
cy of different levels of pathomorphism was the following: in
the study group (PCT intra-arterial and intravenous): 1% de-
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Concluziile referitoare la ras- 60-
punsul la tratament au fost
efectuate prin masurarea 504

dimensiunii tumorii prima-
re in axul frontal si lateral, in
baza mamografiei.

Rezultatele tardive

Dupa tratamentul efec-
tuat, urmatoarele forme de
evolutie ale bolii au fost ob-
servate la pacientele din gru-
pul de baza: progresia bolii la
35 de paciente (15,8%), din-
tre carela 10 (4,5%) paciente
s-au depistat leziuni metas-
tatice ale oaselor. Metastaze
pulmonare au fost depistate

paciente (patients), %
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gradul de patomorfism (degree of pathomorphism)

ale ficatului au fost depista- "%

te la 4 (1,8%) paciente dupa
13 luni. Pleurita metastatica

paciente dupa 12 luni, le- poly-chemotherapy.

Tabelul 1
Raspunsul la tratament (rezultate la termen scurt), cuantificat
prin prisma criteriilor RECIST

Grupul de baza Grupul de control
(n=136) (n=37)
Complet 11 (8,1%) 2 (5,4%)
Partial 107 (78,7%) 18 (48,7%)
Stabilizare 17 (12,5%) 15 (40,5)
Progresie 1(0,7%) 2 (5,4%)

Notd: p=0,02 intre grupuri.

ziuni metastatice ale creierului au fost depistate la 2 (0,9%)
paciente, in medie, peste 8 luni. Metastaze intradermale au fost
depistate la 2 (0,9%) paciente peste 7 luni, in medie. Continu-
area cresterii tumorale a fost depistata la 1 pacienta (0,5%)
peste 20 de luni. Leziuni metastatice ale ganglionilor limfatici
supraclaviculari au fost depistate la 1 pacienta (0,5%2) dupa
3 luni. Metastaze in zona axilara au fost depistate la 3 paciente
(1,4%) dupa 15 luni de la finalizarea tratamentului. Metasta-
ze Tn muschiul pectoral mare au fost depistate la 1 pacienta
(0,5%), peste 12 luni de la finalizarea chimioterapiei si trata-
mentului chirurgical.

In grupul de control, au fost obtinute urmitoarele rezul-
tate In urma observatiilor dinamice: la 13 (22,4%) paciente
s-a constatat progresarea bolii; la 2 (3,5%) - s-au depistat
metastaze pleuritice peste 15 luni, in medie. Metastaze osoa-

@ “pPCT (art. + iv) group
@B SpCT (iv only) group

Fig. 1 Repartizarea pacientelor pe loturi in functie de gradul

de patomorfism al tumorii.
la 7 (3,2%) paciente peste Nota: *— paciente care au beneficiat de polichimioterapie intra-arteriald, combinata cu
14 luni. Leziuni metastatice Polichimioterapie intravenoasd; - paciente care au beneficiat de polichimioterapie intra-

Fig. 1 Patients repartition in groups according to tumor
pathomorphism degree.
) 8 P ) . . ) .
a fost depistats la 4 (1,8%) N(.)te.. patients that benefited from intra .arterlal poly: ch.emotheral.)y, combined
with intravenous poly-cemotherapy; S~ patients that benefited from intravenous
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gree - 4 (5.9%); 2" degree
-9 (13.2%); 3" degree - 24
(35.2%) and 4" degree - 28
(41.2%) patients. In the con-
trol group (only intravenous
PCT), 37 patients underwent
surgery. Respectively, the fol-
lowing degrees of pathomor-
phism were registered: 1**de-
gree - 1 (16.7%); 2™ degree
-1 (16.7%); 3™ degree - 3
(49.9%); and 4™ degree - 1
(16.7%) patients (Figure 1).
3 4 Short term results

Short term results, quan-
tified through RECIST crite-
ria, are presented in Tablel.
Conclusions regarding the
response to the treatment
have been made by measur-
ing the tumor in its frontal
and lateral axis, based on
mammography.

Tabelul 1
Treatment response (short term results), quantified through
RECIST criteria

Study group Control group

(n=136) (n=37)
Complete 11 (8.1%) 2 (5.4%)
Partial 107 (78.7%) 18 (48.7%)
Stabilization 17 (12.5%) 15 (40.5)
Progression 1 (0.7%) 2 (5.4%)

Note: p=0.02 between groups.

Long term results

The following forms of evolution of the disease after the
performed treatment were found during observation of the pa-
tients from test group: progress of the disease — in 35 (15.8%)
observations, among them metastatic lesions of bones were
found in 10 (4.5%) patients. Metastases in the lungs were
found in 7 patients (3.2%) in 14 months. Metastatic lesions of
the liver were diagnosed in 4 patients (1.8%) after 13 months.
Metastatic pleuritis - in 4 patients (1.8%) after 12 months;
lesion of the brain - in 2 patients (0.9%) in average after 7
months. Intradermal metastases were found in 2 patients
(0.9%), the average time interval was 7 months. Continued
tumor growth was found in 1 patient (0.5%) after 20 months.
Metastatic lesion of supraclavicular lymph nodes was found
in 1 patient (0.9%) after 3 months. Metastases in the axillar
area were found in 3 patients (1.4%) after 15 months after



se au fost depistate la 4 (6,9%) paciente dupa 20 de luni de
supraveghere; metastaze in ficat au fost depistate la 1 (1,7%)
pacientd, in medie, peste 2 ani; metastaze intradermale au
fost depistate la 3 paciente (5,2%), in medie peste 14 luni.
Continuarea cresterii tumorale a fost depistata la 2 (3,5%)
paciente, in medie, peste 12 luni; metastaze in creier - de-
pistate la 1 (1,7%) pacientd, dupa 16 luni de la finalizarea
tratamentului.

Dupa evaluarea tuturor cazurilor de progresare a bolii la
nivelul tumorii primare (inciziei) s-au obtinut urmatoarele re-
zultate: durata medie de metastazare in grupul de control a
constituit 12 luni, iar In grupul de baza - 20 de luni.

Durata medie de supravietuire a pacientelor in grupul de
baza a fost de 3,4+0,2 ani vs.
1,8+0,4 ani, in lotul de refe-

Tratamentul cancerului mamar avansat loco-regional

completing the treatment. Metastasis in the greater pectoral
muscle - in 1 patient (0.5%) in 12 months after completing
the treatment.

The following results were received from patients in control
group during dynamic observation: 13 patients (22.4%) had
progress of the diseases. Two patients (3.5%) had metastatic
pleuritis, hereby the average time interval was 15 months. Me-
tastases in the bones were found in 4 patients (6.9%) after 20
months. Metastases in the liver were found in 1 patient (1.7%)
in average after 2 years, intradermal metastases - in 3 patients
(5.2%) with average time interval of 14 months. Continued tu-
mor growth was found in 2 patients (3.5%) in average after
12 months, metastases to the brain - in 1 patient (1.7%) after

16 months since completing
the treatment.

After the evaluation of all
cases of disease progression
at the site of primary tumor
(incision site), the follow-
ing data was obtained: the
average metastasing period
in control group was 12

p<0.001 months; while the average
period in the test group was
20 months.
The average survival rate
. . . for patients in test group

17.9%

rint3, iar rata de supravietui- 100+
re la 5 ani a fost semnificativ 90
mai mare la pacientele din .g o 804
grupul de baza (Figura 2). % . 70-
3% 60-

Discutii E} (\: 50

Cancerul de san se afla o § 40+
pe primul loc in morbidi- '; 3 304
tatea oncologicd feminina. w204 #pcT (art. + iv) group
Incidenta cancerului mamar 109 soct v onl
in Ucraina este de 69,8 de 0- (iv. only) group
cazuri la 100.000 de femei T T
pe an (date din 2011), ceea 1 2

ce este, practic, de doua ori
mai mica decat cea raporta-
td de Marea Britanie (125 de

supravietuire este de aproa-
pe 100% in cazul depistarii

stadiul III-1V rata supravie-
tuirii scade dramatic. Per-
fectionarea metodelor vechi
de tratament si inventarea altor noi este intotdeauna o actua-
litate stringenta.

in aceastd ordine de idei, studiul nostru a demonstrat ci
pacientele care sunt responsive la tratament conform crite-
riillor RECIST, supravietuiesc mai mult dupa efectuarea po-
lichimioterapiei selective intra-arteriale. Metoda propusa de
noi, de polichimioterapie selectiva intra-arteriala (a. mamara
internd), asociata la polichimioterapia intravenoasa, ofera o
sansd de supravietuire la 5 ani semnificativ mai inalta pen-
tru pacientele cu cancer mamar regional avansat, cu factori
de risc negativi pentru cresterea tumorala. Astfel, rezultatele
obtinute la acest contingent de paciente (ratd de supravietu-
ire la 3 ani - de 59,9% si la 5 ani - de 43,1%), tratate intra-
arterial, depaseste datele statistice ale autorilor nationali si
internationali.

3 4

ani de monitorizare(years of observation)

Fig. 2 Rata de supravietuire in functie de tratamentul aplicat.
Nota: *~ paciente care au beneficiat de polichimioterapie intra-arteriald, combinata
cazuri la 100.000 de femei polichimioterapie intravenoasa; - paciente care au beneficiat de polichimioterapie
pe an). Cu toate cd rata de intravenoass. Statistica: Log rank test cu corectia Yates.

Fig. 2 Survival rate depending on the applied treatment.
cancerului in stadiul I, citre Note: #~ patients that benefited of intra-arterial poly-chemotherapy, combined with
intravenous poly-chemotherapy; 8- patients that benefited of intravanous poly-che-
motherapy. Statistics: Log-rank test with Yates correction.

5 was 3.4+0.2 years and for
patients in control group -
1.8+£0.4 years; 5 years sur-
vival rate was significantly
higher in patients from the
test group (Figure 2).

Discussion

Breast cancer is situ-
ated on the first place of
female oncological morbid-
ity. The incidence of breast
cancer in Ukraine is 69.8
cases per 100.000 of female population per year (data from
2011), which is almost twice as data from Great Britain (125
cases per 100.000 females per year). Although survival rate
is almost 100% in its detection in stages I, stages III-IV has
a dramatic decrease in survival rates. Updating old treatment
options and inventing new ones is always a stringent matter.

It was determined that the patients, who have complete
or partial effect of treatment according the RECIST scale, live
longer after performance of selective intra-arterial polyche-
motherapy. The method proposed by us, consists of intra-ar-
terial poly-chemotherapy (internal mammary artery), associ-
ated with intravenous poly-chemotherapy, and offers a 5 year
survival rate significantly higher for patients with advanced
regional breast cancer with negative risk factors for tumor
growth. Thus, data obtained from this type of patients (3 years
survival rate - 59.9%, 5 years survival rate - 43.1%), treated
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Concluzii

Polichimioterapia regionald, administrata combinat, intra-
arterial si intravenos, in cadrul tratamentului complex (XRT,
PCT, hormonoterapie, la indicatii - mastectomie) al cancerului
mamar avansat loco-regional, cu factori de pronostic negativ
referitor la cresterea tumorala, a avut o rata de supravietuire
semnificativ mai inalta la 3 si la 5 ani, comparativ cu progra-
mele traditionale de tratament (polichimioterapie sistemica si
mastectomie).

Tinand cont de rezultatele obtinute, autorii recomanda in
cazul pacientelor cu cancer mamar regional avansat, cu factori
de pronostic negativ referitor la cresterea tumorala, si admi-
nistrarea intra-arteriala (prin a. mamara internd) a prepara-
telor chimioterapeutice, pe langa administrarea lor intrave-
noasa.
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by intra-arterial administration, exceed statistical data of na-
tional and international authors.

Conclusions

The results after complex treatment of regional breast can-
cer, with unfavorable factors of prognosis of tumor growth,
using the method of combined introduction of selective in-
tra-arterial and intravenous poly-chemotherapy in internal
mammary artery, in addition with radiological and hormonal
therapy, exceed the results of 3 and 5 years survival rates from
standard programs of treatment (mastectomy and systemic
chemotherapy).

Taking in considerations the obtained results, the authors
recommend intra-arterial administration (through internal
mammary artery) of poly-chemotherapy besides intravenous
administration in patients with advanced regional breast can-
cer with negative prognostic factors for tumor growth.
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