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Abstract

Combining cyclin-dependent kinases 4 and 6 (CDK 4/6) inhibitors with endocrine therapies in hormone receptor (HR)-positive, human
epidermal growth factor receptor 2 (HER2)-negative advanced breast cancer in the first and second lines has emerged as optimal trea-
tment strategy and has implications related to clinical efficacy, rapid clinical response and manageable tolerability. However, approxima-
tely one in five women has progression during the first year, we have to make efforts to choose the treatments for hormone receptor-po-
sitive breast cancer. Potential treatment options include prospective chemotherapy drug eribulin, its efficacy has been demonstrated in
various biological subtypes of metastatic breast cancer in patients pretreated with anthracyclines and taxanes.

Data from EMPOWER study evaluating the use of eribulin in female patients with hormone positive HER2-negative metastatic breast
cancer who received CDK 4/6 inhibitor therapy showed promising results. In the cohort eribulin was prescribed according to the FDA in-
dications in the USA after at least three prior regimens with a prior anthracycline and a taxane overall response rate was 26.7%, clinical
benefit rate was 54.1%, median progressive-free survival was not reached and 6-month progressive-free survival rates was 70.4%. Eri-
bulin demonstrated a manageable tolerability profile, adverse event rates were similar to those in clinical trials and other observational
studies. In this paper we present the analysis from Russia of five cases of luminal HER2-negative breast cancer who had progression
after CDK 4/6 inhibitor therapy. All patients had visceral metastases, one of them had brain metastases. Eribulin was used according to
prescribing information in Russia, in metastatic settings in patients pretreated with anthracyclines and taxanes in the second chemothe-
rapy line (3 patients) and in the third line (2 patients). Four patients achieved stable disease, one patient had partial response. Duration
of eribulin treatment response was from 8 to 22 months. Eribulin appeared to be well-tolerated, dose reduction was not noted.

Data from EMPOWER (USA) and the first treatment results from Russia demonstrated eribulin may be a potential treatment option in
hormone-positive breast cancer following prior CDK 4/6i therapy for disease control and to preserve quality of life.
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AHHOTaumA

KombuHunpoBaHHaa aHaokpuHoTepanuA ¢ CDK4/6-uHrméutopamm B 1-2- NMMHUN NeYeHnsa pacnpoCTPaHEeHHOro JIIOMUHANbHOrO
HER2-HeraTtuBHOro metactaTtM4eckoro paka mMosioyHown >xenesbl (MPMXK) ABnAeTcA onTyManbHOM nevyebHon cTpaTerven, obecneym-
Baf BbICOKME nokasaTenu ah(PeKTUBHOCTU, BbICTPOTbI peannsauumn oTBeTa 1 ynpasiAeMoro Npoduna TokenyHocTn. OgHako yxxe B
nepBbIi rof AanbHerlee nporpeccupoBaHne 3aboneBaHnA NMeeT Kaxkaana 5-A nauveHTKa; BONpoc Bblbopa AanbHENLEro pexmiMa
Jle4eHnA ropMmoHopeancTeHTHoro PMDK ctaHoBUTCA BecbMa akTyanbHbIM. Cpean noTeHumanbHbIX Jie4ebHbIX ONumMin BecbMa nepenex-
TVBHbIM MPEeACTaBNAETCA 9pUBYIVH, KakK XMMUOTEepaneBTUYECKUI areHT, MoKasasLUnii CBOIO 3heKTUBHOCTb NpY pasHbix buonoruye-
ckux nogTunax MPMXK, npeaneyeHHbIX aHTpaumMkaMHaMu u TakcaHamu. MNepsble pesynbtatsl nccneposaHma EMPOWER no oueHke
3hheKTUBHOCTM 1 6€30MacHOCTV NPUMEHEHNA 3pUBYIMHA Yy NaumMeHToK nocne nporpeccvpoBaHna Ha CDK4/6-uHrnbutopax B pyTuH-
HoM npakTuke oHkosnoroB CLUA nokasanu obHagexusarowme pesynbtatbl. B rpynne nauveHTok, NonyyYnBLIMX JiedeHne apnbynmHOM
no 3apeructpupoarHbiM B CLUA nokasanuam (3-A nMHMA xummnoTepanun MPMXK nocne aHTpauuKiMHOB U TaKCaHOB), 0O BEKTUBHbIV
OTBET UMenn 26,7%, a KIIMHUYECKY0 3PEKTUBHOCTb — 54,1% 60MbHbIX, MeAnaHa BbDKMBAEMOCTM 6€3 NporpeccrMpoBaHna He bbina
LOCTUrHYTa, a nokasaTenun 6-MecAYHON BbDKMBAEMOCTU 6e3 nporpeccupoBaHuA coctaBunm 70,4%. MNpodunb 6e3onacHOCTV Tepanuun
6b11 61aronpUATHBIM 1 COOTBETCTBOBAJT PaHee NPOBOAUMbBIM UCCNefoBaHMAM. Hamu 6bi1 npoaHanu3vpoBaH onbIT MPUMEHEHMA 3pn-
6ynnHa y 5 poccumncKmx NaumeHToK ¢ niommHanbHbim HER2-HeratuBHeiM MPMMK nocne nporpeccupoBaHvA Ha KOMOGUHVMPOBaHHOW 3H-
nokpuHotepanun ¢ CDK4/6-nHrnbutopamn. Bce naumeHTKM uMenu BUcLEpasibHOe MeTacTasnpoBaHme, B OOHOM Crlyyae — MopakeHne
LleHTPanbHOV HEPBHOWM CUCTEMbI. OPUOYIUH NPUMEHANCA B COOTBETCTBUM C PEKOMEHAAUMAMN, 3aperncTpMpoBaHHbIMU Ha TEPPUTO-
pumn Poccurickon ®epepaumn, Ha aTane MetactatMyeckor 60ne3HV Nocne NonyYeHHbIX paHee aHTPaUUKIMHOB 1 TakCaHOB B Kaye-
CTBE 2-1 NMMHWUK (Y 3 NaumeHToK) 1 3-1 NUHUKM XxnuMroTepanum (y 2 60bHbIX). CTabunuaauma onyxoneBoro npoiecca [OCTUrHyTa y
4 NauMeHTOoK, YaCTUYHbBIN OTBET — B 1 cnyyae; NPoAO/MKUTENBHOCTL OTBETA Ha Tepanuio apmbynnHom coctasuna 8—22 mec. OTmeyeH
6naronpuATHLIN NPpodKIb 6€30NacHOCTN Tepanuuy, peaykumA Ao3bl He npoBogunack. OnbiT konner CLUA 1 nepeble pesynbtarthl Neve-
HWA POCCUNCKNX BOMbHBIX MOKa3blBAOT, YTO XMMMOTEpPaNuA 3pMbyNMHOM MOXXET OKasaTbCA BECbMa YCMeLHOW Npy ropMoHOpesn-
cTeHTHOM PMK, 4TO NO3BONUT MMETb AIMTENbHbIN KOHTPOSb HaA NPOABNEHMAMN 3a60NeBaHNA 1 XOPOLLee Ka4eCTBO XMU3HW.
KntoyeBble cnoBa: pacnpoCcTPaHEeHHbIV pak MOIOYHON Xenesbl, KOMOUHMPOBaHHaA dHAoKpuHoTepanua ¢ CDK4/6-nHrnbrutopamu,
rOPMOHOPE3NCTEHTHOCTb, XMMUOTEpanua apubyIMHOM.

AnA umtuposanua: KonaguHa U.B., MaxbwmHa W.M., Kysbmuyesa C.B. n ap. MNMepcnekTvBbl NpyMeHeHnA apnmbynmnHa y naumeHToK ¢
HR+HER2-HeraTuBHbIM MeTacTaTMYeCKM pPakoM MOJIOYHOW XXenesbl nocne nporpeccupoBaHvA Ha CDK4/6-nHrubutopax: Teopetu-

YecKue Npeanockikn 1 nepebi onbiT. CoBpemeHHaa OHkonorua. 2020; 22 (2): 98—103. DOI: 10.26442/18151434.2020.2.200212

reast cancer is the most common oncopathology in the
B incidence of disease and mortality in women around the

world [1]. Despite the available modern treatment based
on biological characteristics of the tumor, about 25-30% of pati-
ents with early stages have further progression of the disease. In
addition to that, 8% of Russian patients are diagnosed with pri-
mary metastatic cancer, which creates a high urgency for searc-
hing for effective therapy regiments for advanced stages of the
disease [2, 3]. At the same time the majority of patients have a
hormone positive (HR-positive) HER2-negative metastatic bre-
ast cancer where estrogen/progesterone receptors (the biologi-
cally justified targets for the current antitumor action) are ex-
pressed in the tumor [4, 5].

Current HR-positive HER2-negative
metastatic breast cancer treatment principles
Studies of the last decade have shown that the survival rate of
patients with luminal HER2-negative metastatic breast cancer
receiving endocrine therapy is comparable to that of primary
chemotherapy [0]. Specifically, the median progression-free sur-
vival rate (PFS) is 6 months for endocrine therapy with tamoxi-
fen, 9—14 months for the therapy with aromatase inhibitors (Al),
and almost 17 months for the therapy with fulvestrant [4]. The
maximum efficacy has been witnessed in patients with nonvis-
ceral metastases whose PFS median for the therapy with fulve-
strant reached 23.3 months [7]. In addition to the above, the
risk-benefit profile and the quality of life in patients receiving
endocrine therapy remain very high throughout the treatment.
The emergence of a new class of CDK4 /6 inhibitors drugs
(palbociclib, ribociclib, abemaciclib) has revolutionized the tre-
atment of advanced hormone positive HER2-negative breast
cancer demonstrating the perfect combination of high trea-
tment effect, speed of response, and controlled toxicity profile.
The efficacy of CDK4/6 inhibitors as the first-line treatment of
HR-positive HER2-negative metastatic breast cancer was con-
vincingly demonstrated in five randomized Phase II-III studies

(PALOMA-1/2, MONALEESA-2/3/7). There was a significant in-
crease in the PFS median in the groups with CDK4/6 inhibitors
of up to 20-37 months, which means an additional
9-14 months of life without disease progression in comparison
with the control group . It is extremely important that these re-
sults have been confirmed in visceral metastases as well as in
premenopausal patients [8—13]. A significant increase in the
overall survival rate (OS) for ribociclib and abemaciclib was con-
firmed in 2019. So, in Phase III of the MONALEESA-7 study,
70.2% of premenopausal patients remained alive throughout the
42-month follow-up median in the ribociclib group versus 42%
of patients in the group without ribociclib, the risk of death dec-
reased by 29% (HR 0.712, p=0.009) [14].

The use of CDK4/6 inhibitor combinations with fulvestrant as
a second line therapy after progression on Al therapy was analy-
zed in three major randomized Phase III studies (PALOMA-3,
MONALEESA-3, MONARCH-2). The differences in the PFS medi-
an compared to the monotherapy with fulvestrant are quite sig-
nificant: 9.5 vs 4.6 months, A 4.9 months — for the combination
with palbociclib (95% CI 0.40-0.62); 14.6 vs 9.1 months,
A 5.5 months — for the combination with ribociclib (95% CI,
0.443-0.737); 164 vs 9.3 months, A 7.1 months — for the combi-
nation with abemaciclib (95% CI, 0.449—-0.681) [15]. Just like for
ribociclib, the combination of abemaciclib with fulvestrant as the
second line therapy confirmed its advantage in OS in 2019: 46.7
vs 37.3 months compared with fulvestrant, HR 0.757, p=0.01 [16].

The results of these studies formed the basis for HR-positive
HER2-negative metastatic breast cancer treatment guidelines,
which emphasize that endocrinotherapy is the leading trea-
tment option in the absence of visceral crisis and signs of hor-
mone resistance, and the combinations with CDK4/6 inhibitors
(palbociclib, ribociclib or abemaciclib) are given priority as a
first and second line therapy [17, 18].

Despite the high efficacy of this class of drugs, already in the
first year of combined therapy with CDK4/6 inhibitors every
fifth patient has a further progression of the disease. The que-
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stion of choosing the further strategy (to maintain endocrinot-
herapy or to start chemotherapy) becomes a difficult one. Lack
of results of studies with randomized assignment on maintai-
ning of endocrinotherapy after disease progression (including
maintaining/change of the CDK4 /6 inhibitors), as well as lack of
understanding of the biological mechanisms of hormone resi-
stance development leads to the fact that oncologists often pre-
fer a subsequent chemotherapy. So, according to N. Princic et al.,
in 35.6% of patients in the USA with HR-positive HER2-negative
metastatic breast cancer with progression on CDK4/6 inhibitors
oncologists prescribed a subsequent chemotherapy [19]. The
choice of a cytostatic agent for a subsequent therapy is determi-
ned not only by its potential efficacy in pretreated patients, but
also by the safety profile of the therapy. Eribulin as a chemothe-
rapeutic agent, which has shown its effectiveness in various bio-
logical subtypes of metastatic breast cancer in patients pretrea-
ted with anthracyclines and taxane, may be promising as possib-
le subsequent treatment options.

Eribulin in the metastatic breast cancer
treatment: antitumor activity mechanism
and results of efficiency against
HER2-negative breast cancer

Eribulin is a microtubule polymerization inhibitor, a synthetic
analogue of Halichondrin B, which possesses multiple mecha-
nisms of antitumor activity realization. The drug blocks tumor-
cell division by forming functionally inactive tubulin units, redu-
cing the rate and degree of polymerization of the tubulin, dis-
rupting the formation of mitotic spindle, causing an arrest of
tumor cells in the G2-M cell cycle phase, and stimulation of
apoptosis [21]. The non-mitotic mechanisms of the eribulin ac-
tion (tumor vascular bed remodeling, reversion of epithelial-me-
senchymal transition, and decrease in the ability of tumor cells
to migrate and invade) are unique [20, 21]. The efficacy of eribu-
lin in patients with metastatic breast cancer with the progres-
sion under a therapy with anthracyclines and taxanes was
shown in Phase III EMBRACE study with randomized assign-
ment. The drug demonstrated a significant increase of the OS
median (13.2 vs 10.5 months, p=0.014) in patients who received
at least two lines of treatment, compared to the therapy chosen
by a doctor [22]. According to the published in 2018 results of
subset analysis of the randomized 301 study an increase in the
OS median in the eribulin group was indicated in comparison
with capecitabine in patients with HER2-negative metastatic
breast cancer in the 2nd line of the therapy (16.1 vs 13.5 months,
p=0.020) [23, 24]. Therefore, to date, eribulin is a drug that has
shown efficacy against HER2-negative breast cancer starting
from the second line therapy of the advanced disease, which ex-
plains the interest in studying the potential of its use in patients
with the progression under CDK4/6 inhibitors.

Prospects of eribulin use for patients with
HR-positive HER2-negative metastatic breast
cancer after CDK4/6 inhibitors progression
(EMPOWER study results)

In 2019, the results of a major American observational study
EMPOWER were presented, which analyzed the efficacy and sa-
fety of the eribulin use in patients with the progression under a
treatment with CDK4/6 inhibitors [25]. The data for the study
were collected from a U.S. national database that included pati-
ents treated between February 2015 and December 2017. The
analysis included 395 patients with HR-positive HER2-negative
metastatic breast cancer, 63.5% of whom had a primary metasta-
tic breast cancer, and CDK4/6 inhibitors were prescribed as the
first— and second-line treatment in 71.7 and 18.0% of the pati-
ents, respectively. Most patients received palbociclib (88.4%) in
combination with letrozole (47.9%), fulvestrant (29.4%) or other
endocrine partners (11.1%); ribociclib (6.8%) or abemaciclib
(3.5%) was significantly less frequently used. The median dura-
tion of response to a therapy with CDK4/6 inhibitors was
9.7 months, the median of follow-up from the beginning of the
first line therapy was 12.4 months.

The patients were divided into 4 cohorts according to the eri-
bulin administration:

1) eribulin was used as the second line therapy, 121 (30.6%) pa-
tients (directly following discontinuation of CDK 4/6 inhibitors);

2) eribulin was prescribed as the third line, 111 (28.1%) pati-
ents after at least three prior regimens but with a prior anthra-
cycline and a taxane;

3) eribulin was prescribed according to the FDA indications in
the USA, 135 (34.2%) cases;

4) eribulin was used in the fourth line therapy, but without a
prior therapy with anthracyclines and taxanes, 28 (7.1%) patients.

There were 135 patients in cohort with patients received eri-
bulin according to the established indications for use in the USA
(3L after at least two chemotherapeutic regimens with a prior
therapy with anthracyclines and taxanes for the metastatic sta-
ge). The median age of patients was 64.3 years, 92.6% of the pa-
tients had visceral metastases (including 51.9% with liver meta-
stases and 56.3% with lung metastases) and 6.7% were diagno-
sed with brain metastases [25]. Efficacy on the tumour
shrinkage was observed in 87 (64.4%) patients, the rate of obj-
ective (partial) response was in 36 (26.7%) patients. The clinical
efficacy (partial response + stabilization of disease) was in 73
(54,1%) patients and a progression was in 14 (10.4%) patients.
At the beginning of the analysis clinical response was not esti-
mated in 48 (35,6%) patients. The PFS median was not reached,
6-month PFS was 70.4%,

The safety profile of the eribulin therapy was well tolerated,
neutropenia was observed in 23% of the cases (febrile neutro-
penia was observed in 0.7% of the patients only), peripheral ne-
uropathy was noted in 11.1% of the cases and diarrhea — in
12.6% of the cases. CSF support was in 11.9% patients during eri-
bulin treatment.

Therefore, the first first experience of eribulin therapy in pa-
tients with HR-positive HER2-negative metastatic breast can-
cer after the progression on combined endocrine therapy with
CDK4/6 inhibitors in the USA showed good efficacy and favo-
rable safety profile of the therapy. Of course, the final conclu-
sions of this study are still to be drawn in the future when it
will be possible to evaluatethe efficacy of the treatment in all
the patients included in the study and when follow-up time
will be enough for a correct analysis. However, it is already evi-
dent that the combination of the unique spectrum of antitu-
mor activity and the safety of the therapy makes eribulin a
promising potential treatment option for patients with hor-
mone-resistant metastasis breast cancer after CDK4/6 inhibi-
tors progression.

The greatest interest is the clinical experience of eribulin ad-
ministration to Russian patients with HR-positive HER2-negati-
ve metastatic breast cancer after its progression on combined
therapy with CDK4/6 inhibitors; the experience is still limited,
but quite revealing.

Initial results of eribulin use for Russian
patients with HR-positive HER2-negative
metastatic breast cancer after CDK4/6
inhibitors progression.

Clinical case 1

Clinical information and anamnesis: A 41-year-old female pa-
tient, treatment for a right breast cancer stage T2N1MO (invasive
lobular carcinoma, luminal HER2-negative subtype) in 2001 in-
cluded: radical mastectomy, adjuvant chemotherapy (4xCAF, pa-
clitaxel), adjuvant radiation therapy on the chest wall and the
lymph nodes, X-ray ovarian suppression, adjuvant endocrine
therapy with tamoxifen for 5 years.

The therapy after progression: since 2012 (lung metastases): the
1st line of chemotherapy (6xCAF), partial response, the 1st line of
endocrinotherapy (anastrozole, from April 2013 to June 2014).

In June 2014 was found lung and mediastinal lymph node
metastases, pleurisy. Biopsy of the mediastinal lymph nodes was
made breast cancer metastases was verified, ER Immunohistoc-
hemical (IHC) Allred score — 8, PR — 8, HER2-0 Ki67—-80%. Pati-
ent received endocrine therapy under the framework of the PA-
LOMA-3 protocol: 35 courses of 500 mg fulvestrant: once per
28 days + 125 mg palbociclib/placebo — once per 21 days. The
effect was estimated as partial response. Treatment was until
March 2017.

Since September 2017 (mediastinal lymph nodes metastases
growth) — the 2nd line of chemotherapy: paclitaxel + carbopla-
tin, 6 cycles, partial response.
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Since April 2018 (bone metastases) — 4th line of endocrine
therapy with fulvestrant and bisphosphonates infusion with sta-
bilization.

In September 2018 was found new progression (metastases in
the supraclavicular lymph nodes, liver, bones, omentum, lungs,
pleura), patient received eribulin therapy (3rd line of chemothe-
rapy) in dose 1.4 mg/m? on days 1, 8 of the 21-day cycle + admi-
nistration of bisphosphonates. Disease stabilization achieved,
duration of response — 12 month. Fig. 1. The treatment is on-
going, the tolerability is favorable, no adverse events have been
observed, without the dose reduction.

Clinical case 2

Clinical information and anamnesis: a 27-year-old female pa-
tient, in 2017 received a treatment of a left breast cancer stage
T2N1MO (invasive ductal carcinoma, luminal HER2— negative
subtype, Ki67-45%, BRCA-negative status): neoadjuvant
chemotherapy 4AC-12 x weekly paclitaxel 80 mg/m? followed
by a radical mastectomy. According to morphological data:
residual breast carcinioma ypT2(m) ypN1c G3,, metastases in
3 lymph nodes. The THC of the residual tumor: ER — IHC Allred
score 8, PR — 6, HER2— 1+, Ki-67— 65%. Adjuvant radiation ther-
apy was carried out. Since December 2017, Al were started with
ovarian suppression (goserelin)

The therapy after progression: since July 2018 (multiple bone
metastases ) patient received the 1st line of endocrine therapy
(fulvestrant + palbociclib and a concurrent goserelin adminis-
tration), L3 vertebroplasty and bisphosphonate infusion. It re-
sulted in stabilization.

Since December 2018 (lung and mediastinal lymph node
metastases, reinforcement of the lytic component in the
bones) — the 1st line of chemotherapy with capecitabine, radia-
tion therapy for areas of lytic bone metastases

In February 2019, the MRI revealed the frontal bone affection,
with subcutaneous permeation to the depth of 1.1 cm and in-
tracranial permeation to 2.1 cm — the mass lesion with signs of
diffusion restriction, with the dimension of up to 3.5x3.8x3.8 cm.
A similar formation was identified in the left frontal pole with
the dimension of 2.2x2.0x2.15 cm and in the right frontal bone
of up to 1.1x1.5 cm, as well as the inhomogeneous MR signal lo-
cus in the right parietal bone up to 0.8 cm in diameter. The le-
sion of cerebral membranes of up to 6.2 cm long and 1.4 cm
thick was noted (Fig. 2).

Eribulin therapy (2nd L of chemotherapy) started since Febru-
ary 2019 in dose — 1.4 mg/m? on days 1, 8 days of the 21-day cycle
+ bisphosphonates infusion, 10 cycles in total. The effect was par-
tial respone (decrease in the intracranial lesions) and stabilization
in the bone lesions and mediastinal lymph nodes; Fig. 2. The dura-
tion of the response was 8 months, a significant improvement in
the quality of life was noted. The tolerance of chemotherapy with
eribulin was satisfactory, neutropenia grade 1-2 and anemia
grade 1 were noted. No dose reduction was required.

Clinical case 3

Clinical information and anamnesis: in 2016, a 54-year-old fe-
male patient in menopause underwent a treatment for a right
breast cancer stage T1cNOMO (luminal HER2-negative subtype)
which included breast— conserving surgery, adjuvant
chemotherapy (4 x AC cycles), adjuvant radiation therapy for the
breast, adjuvant endocrinotherapy with anastrozole (December
2016 — October 2017).

The therapy after progression: since October 2017 (liver and
bone metastase) patient received the 1st line of chemotherapy
(8 cycles of docetaxel + carboplatin), bisphosphonates infusion
with a partial response, the 1st line of endocrinotherapy (ex-
emestane , from April 2018 to August 2018).

Since August 2018 to December 2018 (growth of lesions in
the liver) recieved the 2nd line of endocrinotherapy with
CDK4/6 inhibitors (palbociclib + letrozole), with a negative dy-
namics in liver.

Eribulin (2nd L of chemotherapy): since December 2018 re-
ceived eribulin in dose 1.4 mg/m2 on days 1, 8 days of the
21-day cycle, 13 cycles in total, with stabilization of the disease.
Duration of the response — 10 months, tolerance of therapy
with eribulin was favorable, no adverse events were noted, with-
out the dose reduction.

Fig. 1. The efficacy of eribulin as the 3rd line of chemotherapy in a patient
with HR-positive HER2-negative metastatic breast cancer, before the start

of an eribulin therapy and after 11 months of the therapy.

Puc. 1. AdhcheKTMBHOCTL 9pnbYnuHa B kayecTBe 3-il NIUHUM XUMUOTEpanUK

y naumnenTku ¢ HR*HER2-HeraTMBHbIM pacnpocTpaHeHHbIM PaKOM MONOYHON
xene3bl. CTpenkamu ykasaHbl KOHTPONbHbIE O4arv Ao Havyana Tepanuu
3pnbynuHom u cnycts 11 mec neyerus.

Séptember 2018 ‘ August 2019

Fig. 2. Metastases in the frontal bone, cerebral membranes with intracranial
component (a - before the eribulin therapy, b - after 10 cycles of eribulin).
Puc. 2. MeTactatnyeckoe nopaxeHue NoGHOI KOCTU, MO3roBbIX 06onoYek
C MUHTPaKpaHUanbHbIM KOMNOHEHTOM: @ — 10 NleYeHUs IPUBYNNHOM;

6 - nocne 10 BBeAeHWN 3pubynmuHa.

Clinical case 4

Clinical information and anamnesis: a 57-year-old female pa-
tient, in 2011 was found right breast cancer stage T4AN2M1 (liver
metastases, luminal HER2-negative subtype), patient received
sanitary mastectomy, 15 cycles of chemotherapy (docetaxel, cy-
clophosphamide) and 5 cycles of chemoembolization of the liv-
er metastases with doxorubicin, with a partial response. From
2011 to 2016, the 1st line of endocrinotherapy (letrozole) was
administered; the effect of stabilization was obtained.

In January 2017, a resection of right lung was performed due
to solitary breast cancer metastases, followed by endocrinother-
apy with AL

In August 2018 was found a progression (liver metastases;
biopsy was made and confirmed of the breast cancer metastasis,
ER — ITHC Allred score 4, PR — 0, HER2-0 Ki67 — 15%). From Au-
gust 2018 to December 2018 received the 2nd line of en-
docrinotherapy (palbociclib + fulvestrant). In December 2018, a
negative dynamics of liver metastases was noted.

Eribulin therapy (2nd L of chemotherapy): was started in
dosel4 mg/m2 on days 1, 8 of the 21-day cycle, the effect of the
treatment — stabilization. The duration of the response was
12 months, a neutropenia grade 2 was observed after the 2nd cy-
cle (administration was suspended), no further adverse events
were observed, without the dose reduction.

Clinical case 5
Clinical information and anamnesis: a 47-year-old female patient.
In 2004-2005, a treatment for a right breast cancer stage TINOMO
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Efficacy and safety of the eribulin therapy in Russian patients with HR-positive HER2-negative metastatic breast cancer after CDK4/6 inhibitors
progression

A heKTMBHOCTL M 6e30NacHOCTb Tepanuu 3puGyIMHOM y poccuiickux 60/bHbix ¢ HR+HER2-HeraTuBHbIM MeTacTaTU4ECKUM Pakom
Moso4How xene3sbl (MPMXX) nocne nporpeccupoBaHna Ha CDK4/6-uHru6utopax
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was performed (breast-conserving surgery, adjuvant chemotherapy
(6 x FAC), adjuvant radiation therapy, endocrine therapy with ta-
moxifen and Al According to the morphological examination — in-
vasive lobular G3 carcinoma of the luminal HER2-negative subtype.

The therapy after progression: in 2013, a tumor mass was de-
tected in the iliac region, a panhysterectomy with iliac lymph
node dissection, omentectomy, appendectomy, nephrostomy on
the right, at the morphological examination — metastases of lob-
ular breast cancer, ER — IHC Allred score 8, PR — 8 HER2 — 0. The
1st line of endocrinotherapy (anastrozole) from February 2014
to May 2015 was carried out.

Since March 2015 (intraperitoneal dissemination) the 1st line
of chemotherapy was carried out (paclitaxel + carboplatin, 3 cy-
cles), with progression.

From June 2015 to March 2016 — the 2nd line of en-
docrinotherapy (fulvestrant), resulted in a stabilization effect.

Since March 2016 (intra-abdominal dissemination) — the
2nd line of chemotherapy with docetaxel + cyclophosphamide,
with progression.

From May 2016 to June 2017 — the 3rd line of endocrinother-
apy with palbociclib + fulvestrant (under the accessibility pro-
gram), with a partial effect. The therapy was discontinued due to
social reasons.

From September 2017 to December 2017 the 4th line of en-
docrinotherapy (exemestane + everolimus), progression (intra-
abdominal permeation, intestinal obstruction).

On December 2017 — transverse colostomy, at the morpho-
logical examination — metastasis of lobular breast carcinoma,
ER — THC Allred score 4, PR — 5, HER2 — 1+. At the additional ex-
amination — the appearance of metastases in the lungs, infiltra-
tion into the small pelvis with compression of the left ureter,
performed nephrostomy on the left.

Eribulin therapy (3rd L of chemotherapy) since February 2018
was started eribulin in dose 1.4 mg/m2 on days 1, 8 of the 21-day
cycle, 29 cycles of chemotherapy in total. The effect was a partial
regression. Duration of the response — 22 months, tolerability of

the therapy was satisfactory, no adverse events were observed,
without reduction of the dose.

Consideration of the eribulin therapy
responses and conclusions

The treatment response of Russian female patients are sum-
marized in Table. As can be seen from the data presented, all the
patients received endocrine therapy for the metastatic stage
(one to four lines of therapy), including combinations with
CDK4/6 inhibitors (palbociclib), before the beginning of the
eribulin therapy. Patients had different areas of metastases, , in-
cluding liver, lungs, mediastinal lymph nodes, bones, intra-ab-
dominal metastases and even central nervous system affliction.

Eribulin was used according to recommendations registered in
the Russian Federation at the metastatic disease stage after previ-
ously administered anthracyclines and taxanes as the second line
(in three patients) and the third line of chemotherapy (in two
patients). Despite the pre-treatment of the patients, the efficacy
of eribulin was high, the stabilization of the disease (in four cas-
es) and a partial response (in one patient) were achieved, the du-
ration of response to the therapy with eribulin was 8—22 months.
At the same time, a favorable therapy safety profile was wit-
nessed, adverse events were observed in two cases only (in one
patient — neutropenia grade 1/2 and anemia grade 1, in one an-
other patient — neutropenia grade 2, after a break treatment was
restored). There was no dose reduction.

Thus, the problem of the choice of further therapy in patients
with HR+HER2- negative breast cancer after progression on
CDK4/6 inhibitors becomes a difficult task in clinical practice.
The first results of eribulin chemotherapy in Russian patients
with hormone-resistant breast cancer demonstrate the potential
for long-term control of the manifestations of the disease and a
good quality of life, further experience is needed.
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