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The use of cyclin-dependent
kinase 4/6 inhibitors in selected
patients beyond clinical trials —
did we meet selection criteria
after approval?

Keywords: CDK-4/6 inhibitor, endocrine sensitivity, endocrine resistance,
palbociclib, ribociclib.

Background: No specific subgroup of patients with hormone
receptor positive, HER2 negative metastatic breast cancer has
been identified to benefit most from the combination of cyclin-
dependent kinase (CDK) 4/6 inhibitors and endocrine therapy
(ET). In Croatia, CDK-4/6 inhibitors were reimbursed in August
2018. The aim of this review was to analyze patients’ character-
istics and proportion of endocrine sensitive and resistant sub-
group.

Methods: Retrospective review of the medical record database
was done. It included patients treated by combination therapy
(CDK-4/6 inhibitors and ET) between August 2018 and January
2019 at the University Hospital Center Zagreb. They were divided
to endocrine sensitive or naive and endocrine resistant. Compari-
son of the initial disease presentation, visceral spread and pa-
tients’ characteristics (menopausal status, age) was done.
Results: Of 44 patients, 36% were endocrine sensitive and 64%
endocrine resistant.

Endocrine sensitive subgroup (n=16), median age of 59 years,
received CDK-4/6 inhibitor with aromatase inhibitor as the first
line therapy (69% were sensitive to prior ET and 31% were ini-
tially metastatic). Visceral spread was observed in 50% (50%
had liver metastasis).

Endocrine resistant subgroup (n=28), median age of 55 years,
received palbociclib in combination with fulvestrant - 25% re-
ceived combination therapy as first line treatment, 68% as sec-
ond line and 7% as third line. 57% of patients had visceral spread
(93% had liver metastasis).

Conclusion: Our first post approval experiences show more
heterogeneous patients’ population than studied, but of similar
characteristics to the registrational studies Monaleesa-2, Palo-
ma-2 and Paloma-3. Patients’ subgroup that will benefit the most
is yet to be seen.

Sladjana PRODANOVIC-JANJIC

DEPARTMENT OF ONCOLOGY, GENERAL HOSPITAL ZVORNIK,
REPUBLIC OF SRPSKA

Epidemiological characteristics
of breast cancer in the Birac
region, Republic of Srpska

Key words: Breast cancer (BC), screening, survival

Background: Review of the basic epidemiological and clinical
characteristics of BC in the Birac region, analysis of survival of
patients with BC, occurrence and frequency of different relapse
localizations, and examination of predictive effects of various
factors on the occurrence of fatal outcome and disease relapse.
Methods: Descriptive and analytical statistics, Kaplan-Meyer
survival curves, Cox regression analysis.

Results: The analysis involved 129 women. Radical mastectomy
was the most common of all surgical interventions. Adjuvant ra-
diotherapy was used in almost half of patients and palliative in
12.4% of patients. Relapses of the disease occurred in 1/3 of pa-
tients. Statistically significant differences in the benefit of long-
term survival were obtained for lower tumor grade, screening
mammography prior to diagnosis, radiotherapy, absence of re-
lapse, and highly statistically significant differences in hormone
therapy use, and in relation to lower stage of the disease at the
time of diagnosis. As significant variables for the occurrence of
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fatal outcome, the grade Il and grade lll, the time to diagnosis,
the use of radiotherapy, hormone therapy and screening, and the
recurrence of the relapse disease - time to diagnosis, application
and duration of hormone therapy, were distinguished.
Conclusions: There is no organized screening in our country.
The most important conclusions are related to the importance of
raising the awareness of all members of society in primary and
secondary prevention of BC, and as soon as possible the intro-
duction of organized screening as the most important preventive
measures for this disease.
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Disease outcome in patients
(pts) with HER2-positive (pos)
metastatic breast cancer (MBC)
treated with trastuzumab (T)
and taxanes in Serbia: UMOS
real world data study

Key words: metastatic breast cancer, HER2 positive, trastuzumab

Introduction: We analyzed disease outcome in all HER2-pos
MBC in Serbia, who started T for MBC between 01/Jan/2010 and
31/Dec/2014.

Patients and methods: This was an observational, multicenter,
retrospective cohort study.

Results: Three hundred and fifty six pts, median age of 57.5 yrs
(range 27-80), followed for a median of 23.2 mo (range 0.9-
82.5); 152 (42.7%) pts were diagnosed in stage 4 BC; among
204 pts initially diagnosed in stage 1-3, 92 (25.8%) pts received
(neojadjuvant T and median treatment-free interval (TFI) was
17.3 mo (95%Cl 0.5-63.2). Previous anthracyclines for MBC
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received 161 (45.2%) pts and 287 (80.6%) and 69 (19.4%) pts
received T as first-line and second-line therapy, respectively. T
was combined with docetaxel in 73 (20.5%), 3-weekly paclitaxel
in 67 (18.8%) and weekly paclitaxel in 214 (60.1%) pts. Luminal
and non-luminal BCs had 199 (55.9%) and 126 (35.4%) pts, re-
spectively. Visceral, brain and bone/soft tissue metastases were
found in 189 (53.1%), 14 (3.9%) and 153 (43%) pts, respectively.
Overall survival (OS)and progression free survival were as fol-
lows [median mo (95%Cl)]: 28.5 (25.7-33.5) and 10.8 (9.4-12),
respectively. Significantly shorter OS was recorded in pts with
TFl < 12 mo compared to pts with TFl >12 mo (Log rank test,
p<0.01) and pts without previous T (Log rank test, p<0.001).
Adding of endocrine therapy to T after cessation of taxanes sig-
nificantly prolonged 0S (Log rank test, p<0.001).

Conclusion: Real world data showed that patients with HER2-
pos MBC pts in Serbia treated with T resembled the data ob-
tained in pivotal clinical trials.

Marina CALAMAC', Kristina SEROVIC', Vera JOKIC', Jelena
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Takotsubo cardiomyopathy
during chemotherapy in patient
with metastatic breast cancer -
a case report

Key words: breast cancer, chemotherapy, Takotsubo
cardiomyopathy

Background: Takotsubo cardiomyopathy (TC) is transient cardi-
ac syndrome that occurs more often in postmenopausal elderly
women. It is associated with emotional or physical stress and
characterized by a transient hypokinesis of the left ventricular
(LV) apex imitating acute coronary syndrome (AGS).

Initial presentation and diagnosis: A 69-year—old female patient
presented 5 hours after administration of first cycle of vinorelbine
chemotherapy regimen in dose of 25mg/m2 with dyspnea, short-
ness of breath and cough. Electrocardiography (ECG) showed ST
segment elevation in D1, aVL and ST segment depression in D2,
D3 and aVF. Levels of cardiac biomarkers and D dimer were in
normal range. Patient was sent to cardiologist.

Treatment and follow-up: Patient was admitted at the Cardiol-
ogy Coronary Unit. Echocardiography showed hypokinesis of the
LV apex and distal 2/3 of the LV anterior wall. Ejection fraction
(EF) was 55%. The patient underwent emergency cardiac cath-
eterization, which disclosed no substantial epicardial coronary
artery stenosis. The patient was treated with antiplatelet therapy,
an angiotensin-converting enzyme inhibitor and anticoagulant
therapy with symptom improvements. Two weeks later, the ECG
showed complete resolution of the ST-segment elevation and no
Q-wave formation. Echocardiography revealed improvement of
the apical wall motion abnormality and normalization of the EF.
Conclusion: The reported incidence of TC in cancer patients
is approximately 10%. Nevertheless, patients under significant
stress like uncontrolled malignant disease, ongoing oncology
treatment, and those with cardiovascular risk factors complain-
ing of cardiac symptoms should be carefully examined for signs
of TC.
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Residual tumor after
neoadjuvant chemotherapy for
breast cancer: do we know how
to treat the changed surrogate
subtype
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disease

Background: Determination of hormone receptor (HR) and Her2/
neu receptor status by immunohistochemistry and fluorescence
in situ hybridization (FISH) when indicated is crucial in optimizing
breast cancer therapy. The purpose of this study was to evaluate
the concordance in breast cancer surrogate subtype between
core needle biopsy of primary tumor and residual tumor after
neoadjuvant chemotherapy (NACT) and to see if the difference
affected therapeutic management.

Methods: We conducted a retrospective review of all breast
cancer patients in University Hospital Center Zagreb who re-
ceived NACT between January 2012 and December 2016. We
included only patients who had their primary and residual cancer
tested in our institution. Pre and post NACT breast cancer sub-
type were cross-tabulated to asses change.

Results: We identified 71 patient with residual disease after
NACT. Fifty-seven had both IHC and FISH where indicated analy-
sis of primary and residual tumor. Seven (12%) had a change
in tumor subtype. HR status changed from positive to negative
in two cases, HER 2 status changed from positive to negative

in four cases and both HR and HER2 changed from positive to
negative status in one patient. In one case there was a conver-
sion from HR negative to positive status. Subtype change led to
adjustment in therapy only when the change was from negative
to positive status.

Conclusion: Alterations in breast cancer types occur after neo-
adjuvant chemotherapy. It led to change in treatment only when
the conversion was from negative to positive status. There is a
need for prospective trial evaluating this problem. We recom-
mend always retesting residual tumor when there is a negative
component in primary tumor.

Kristina SEROVIC', Marko JEVRIC?, Snezana SUSNJAR®, Ivana
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Breast cancer in men

Key words: breast cancer, men, subtypes

Background: Male breast cancer (MBC) is a relatively rare dis-
gase accounting for <1% of all breast cancers (1).

Material and methods: This is a retrospective-prospective study
which presents descriptive data related to MBC cases.

Results: From 1991 to 2017, 162 patients were treated at the
Institute for Oncology and Radiology of Serbia. Median age at
diagnosis was 65 years (range 29-90). Most patients were diag-
nosed in clinical stage Il and Ill (76,5%). Modified radical mas-
tectomy was performed in 75%. The most common histological
type was invasive ductal carcinoma (72,2%), grade 2 in 74%.
Most tumours were less than 5 cm in diameter (69,7%). About
36% of patients had negative axillary lymph nodes involvement,
20,4% up to 3 positives, 19,1% more than 3 positive axillary
lymph nodes. Most tumours were oestrogen and progesterone
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receptor positive (62,3%), one patient had human epidermal
growth factor receptor 2, Her 2 positive breast cancer. Distribu-
tion of the subtypes for patients with known receptor status and
Ki67<13% were as follows: Lum Ain 22, Lum B in 16, Her 2 like
in one patient. Adjuvant chemotherapy was performed in 37,6%,
64,8% had adjuvant hormonetherapy. During period of follow-up
(range 1,2- 11 years) 36,4% of patients had relapse of disease
(59/162), 56 patients died due to disease progression (34,6%).
Conclusion: Like postmenopausal women majority of the tu-
mours were hormone receptor positive, dominantly Lum A like.
Ongoing analysis will compare survival in females with breast
cancer matched with known prognostic factors.

REFERENCES

1. Martynowicz H, Medras M, Andrzejak R. Occupational risk factors and male
breast cancer. Med Pr. 2005;56:405-410.
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Disease outcome of early breast
cancer patients with subsequent
pregnancy

Background: The safety of pregnancy after early breast cancer
(EBC) treatment is an important issue for large number of young
women. We analyzed patients who became pregnant after com-
pletion of treatment for EBC.

Methods: This is an observational retrospective-prospective co-
hort study. Radical surgery was performed in all patients, follow-
ing adjuvant systemic therapy with or without irradiation.
Results: We identified a group od 32 patients of median age of
31.5 years (range 19-38) at the time of BC diagnosis The majority
of patients were diagnosed in clinical stages I/1l [29/31 (91%)] and

19/32 (61%) had breast conserving surgery followed by postop-
erative radiotherapy. Ductal invasive BC was noted in 16/32 (50%),
tumour grade 2 in 20/32 (62.5%), luminal BC in 20/32 (62.5%), and
HER2 positive BC in 4/32 (12.5%). Majority of patients received
adjuvant systemic therapy: 21/32 (66%) chemotherapy, one re-
ceived adjuvant trastuzumab, and 17/32 (53%) received adjuvant
endocrine therapy with a median duration of 2 years (range 2-5).
The average time from BC diagnosis to pregnancy was 5.5 years
(0.7-10.8); 45 pregnancies were achieved with 42 healthy children
born. 11/32 (34%) women initiated breastfeeding. There have been
no developmental abnormalities reported in children. After a me-
dian follow-up of 11.4 years (4.4 to 40.5), 13/32 (34%) of patients
experienced disease relapse, 3/32 (9%) died, two patients from BC
and one from lung cancer.

Conclusion: It seemed that pregnancy does not affect survival in
EBC patients which is in accordance with literature data.

KARAFERIC Andjela’, MILOVIC-KOVACEVIC Marijana’,
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Efficacy of trastuzumab-
emtansine in heavily pretreated
HER2-positive metastatic breast
cancer patient

Key words: HER2-positive metastatic breast cancer, T-DM1

A 45 year-old woman was presented to our hospital in June 2014
with tumor in the right breast, clinically staged as T4bN2MO. A
breast biopsy reported an invasive ductal carcinoma grade I,
HER2-positive, hormone-receptor negative and Ki-67 40%. The
initial treatment consisted of 4 cycles of neoadjuvant anthracy-
cline chemotherapy followed by weekly paclitaxel plus trastu-
zumab for 4 cycles. The patient underwent a radical mastectomy
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in September 2014 (non pCR), and she received postoperative
radiotherapy and adjuvant trastuzumab for one year.

In December 2015, after only 6 months from the last adjuvant
trastuzumab application, abdominal CT scan showed liver me-
tastases. She received 8 cycles of docetaxel plus trastuzumab
and continued with trastuzumab until September 2016, when
disease progression in liver and lung was verified. Therapy with
capecitabine plus lapatinib was introduced and after 8 cycles,
progression of liver metastases was confirmed and treatment
with navelbine was advised. After only two cycles, disease ex-
tensively progressed in lung, mediastinum and liver associated
with elevated transaminases grade 2 and performance status 2.
The patient received trastuzumab emtansine and after only three
cycles of T-DM1, significant clinical and objective improvement
was registered: ECOG 0 and CT scan confirmed complete re-
sponse. Overall, the patient received 17 cycles of T-DM1, when
CNS progression occurred with clinical deterioration, and she
died three months later.

This is the case reporting rapid, powerful and durable antitumor
activity of T-DM1, with a favorable safety profile in the heavily
pretreated HER2-positive metastatic BC patient, the finding con-
sistent with reports from real-world experience.
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First-line treatment of the
metastatic HER-2 positive breast
cancer at the University Hospital
Centre (UHC) Zagreb versus
Cleopatra study population:

Do real world patients reflect
clinical study population?

Keywords: breast cancer, dual anti-HER2 blockade, HER2-positive,
metastasis, pertuzumab

Background: Dual anti-HER2 blockade with trastuzumab and
pertuzumab combined with chemotherapy has become standard
of care in the first-line treatment of metastatic HER-2 positive
breast cancer after publishing results of Cleopatra trial.

Patients and methods: Retrospective analysis of clinical and
pathological characteristics of Cleopatra cohort (n=402) and
RL (real life) cohort treated with trastuzumab, pertuzumab and
chemotherapy (n=69) at UHC Zagreb was done.

Results: There was no significant difference in median age
(55.5yrs vs. d4yrs) and visceral involvement (72.5% vs. 78%).
In RL cohort, 7.2% (n=>5) patients had brain metastases, while it
was one of exclusion criteria in Cleopatra trial. RL patients were
more often hormone receptor positive (69.5% vs. 47%) and had
more prior exposure to adjuvant trastuzumab than Cleopatra pa-
tients (30% vs 12%). The major difference between study groups
was lower percentage of de novo metastatic disease in RL co-
hort (26% vs. 54%).

Conclusion: Specificity of our cohort was inclusion of patients with
brain metastases and use of endocrine therapy (ET) in combination
with dual anti-Her2 blockade after completion of chemotherapy.
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At the moment, 62% of RL patients still receive dual anti-HER2
therapy, and the median PFS is yet to be seen. The influence of
the previous trastuzumab exposure and combination of ET and
dual anti-HER2 blockade on PFS has to be tested.
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The influence of PTEN protein
expression on disease outcome
in premenopausal hormone
receptor-positive early breast
cancer patients treated with
adjuvant ovarian ablation: long
term follow-up

Keywords: early breast cancer, hormone receptors, PTEN

Background: All breast cancer (BC) patients with detectable
hormone receptors (HR) expression should be offered endo-
crine therapy (ET). For premenopausal patients, tamoxifen and/
or ovarian suppression (OvS)/ablation (OA) may improve disease
outcome. Alteration of phosphatase and tensin homolog (PTEN)
signaling pathways could be one of possible mechanisms of re-
sistance to antiestrogen therapy. The aim of this study was to in-

vestigate the association of PTEN protein expression with prog-
nostic factors [tumor histology and grade, estrogen receptor
(ER) and progesterone receptor (PgR) status, human epidermal
growth factor receptor 2 (HER2) status] and disease outcome in
premenopausal patients with HR-positive early BCs treated with
adjuvant OA.

Methods: We analyzed a group of premenopausal early (stages
I/Il) HR-pos BC patients who had undergone radical mastectomy
followed with adjuvant OA by irradiation only. ER and PgR con-
tents were determined by classical biochemical dextrane-coated
charcoal (DGC) method, HER2 status by chromogen in situ hy-
bridization (CISH) analysis and PTEN status by immunohisto-
chemistry (IHC).

Results: Sixty-six premenopausal patients included into analysis
were followed for a median of 17 years (range 1-29). Compared
to PTEN-pos BCs, PTEN-neg BCs were significantly more fre-
quently associated with lobular tumor histology (p<0.05) and
a higher ER content (p<0.05). Patients with PTEN-neg BC had
significantly decreased disease-free survival (DFS) and overall
survival (0S) (p<0.01 for both) compared to patients with PTEN-
nos BCs.

Conclusions: It seems PTEN status determined by protein ex-
pression may discriminate between subgroups with poor and
good prognosis in premenopausal HR-pos BC patients receiving
adjuvant OA.
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The role of neoadjuvant
chemotherapy in treatment
protocol for invasive lobular
breast cancer- a case report

Keywords: lobular breast cancer, neoadjuvant chemotherapy, treatment

Invasive lobular breast cancer (ILC) accounts for up to 15 % of all
breast cancers and it ranks second among invasive breast can-
cers. A bulk of evidence suggests that there are significant dif-
ferences between invasive ductal cancer and other breast cancer
forms, in terms of response to treatment. In spite of accumulated
evidence, current guidelines don't make the distinction between
ILC and other invasive breast cancer forms in terms of recom-
mendation for treatment. Even though there are over 10 histo-
logical subtypes, most ILC are hormone receptor- positive and
HER?2 receptor negative, which makes them amenable to endo-
crine therapy. On the other hand, neoadjuvant chemotherapy is
established standard treatment for patients presenting with locally
advanced breast cancer, with its use expanding to less advanced
stages of the disease. Historically, ILC are thought to respond
relatively poorly to neoadjuvant chemotherapy and response rates
are lower than that of invasive ductal cancer (with roughly 30%
lower response rates to neoadjuvant therapy for ILC). We present
arare case of a systemically advanced, with complete response to
neoadjuvant chemotherapy. A 60-year old female presented with
hormonally positive and HER negative ILC in her left breast, with
distant metastases present form the onset of the disease (includ-
ing pleural and peritoneal disease dissemination). Upon adminis-
tration of neoadjuvant therapy a complete regression of distant
metastases was noted, which prompted subsequent mastectomy.
We conclude that, even in relatively chemo-resistant breast can-

cers, such as ILG, neoadjuvant chemotherapy often proves more
effective than expected.
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First Line Treatment of
HR+/HER- Metastatic Breast
Cancer

Keywords: breast cancer, metastatic, chemotherapy, endocrine therapy,
progression-free survival

Background: Metastatic breast cancer is an incurable disease
with only 25% patients surviving 5 years from diagnosis. Two
thirds of these patients have HER2 negative (HER2-), endocrine
dependent (HR+) disease where according to guidelines main-
stay of treatment is hormonal therapy.

Patients and Methods: This was retrospective observational
study conducted in order to assess the first line treatment choice
for 141 metastatic HER2-/HR+ breast cancer patients diagnosed
during 2014 and 2015 at Oncology Institute of Vojvodina. Poten-
tial parameters that had influenced the treatment choice have
been assessed. Progression free survival (PFS) for first ling treat-
ment was calculated using Kaplan —Meier method.

Results: Patients’ median age was 61 (28-85), 122/141 (86,5%)
were postmenopausal, 43/141 (30,5%) patients had de novo met-
astatic disease. 91/141 (64,5%) of the patients were treated with
chemotherapy in the first line. These patients were significantly
younger, had less comorbidities, had more metastatic sites, vis-
ceral disease and were less likely to have bone only metastases
in comparison to patients treated with endocrine therapy in the
firstline. Median PFS for initial chemotherapy was 5 months ver-
sus 11 months for initial endocrine therapy p<0.0001 HR 0.44
(0.28-0.68), and 7 months when calculated for patients who were
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treated with chemotherapy and maintenance endocrine therapy
p=0.27 HR 0.81 (0.56-1.18).

Conclusion: According to our data which is in consistency with
other real world data, high percentage of patients are treated
with first line chemotherapy which is not associated with better
outcome.
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Neoadjuvant Dual Anti-HER2
Treatment in Breast Cancer
in University Hospital Center
Zagreb

Key words: early breast cancer, HER2, neoadjuvant, pertuzumab,
trastuzumab

Background: NeoSphere and TRYPHAENA studies proved ef-
ficacy of pertuzumab and trastuzumab in combination with
chemotherapy in neoadjuvant setting in patients with localized,
locally advanced and inflammatory HER2 positive breast cancer.
Dual anti-HER2 based protocols have been used in our depart-
ment since August 2017. The aim of this report is to compare
outcomes observed in our patients with the ones reported in the
registration studies.

Methods: This is an observational retrospective study that in-
cluded 43 patients with early HER2 positive breast cancer pre-
senting in our center since August 2017. They have received
or are receiving treatment with neoadjuvant pertuzumab and
trastuzumab in combination with chemotherapy: anthracycline
and taxane (93%, n=40), mono-taxane (5%, n=2) or taxane
and platin (2%, n=1). The primary outcome was comparison of

pathological complete response (pCR) rate with the data from
the registration studies. We also reviewed demographic data,
clinicopathological characteristics of tumors, and concordance
of magnetic resonance imaging findings after therapy with path-
ological findings after surgery. It should be mentioned that the
number of tumors analyzed was 44, as one patient had bilateral
tumors.

Results: So far, out of 43 patients (44 tumors), 29 (67%) have
completed the neoadjuvant treatment and surgery was per-
formed, so pCR could be analyzed and it has been obtained in
48% (n=14). Complete remission was correctly described on
MRI in only 17% (n=5) patients which grossly underestimates
the actual pCR rate.

Conclusion: Our patients had similar outcomes as the patients
from the registration studies. These results support the neoadju-
vant approach, but they should be reviewed on a larger popula-
tion.

PAVLOVIC Lidija', MILOVIC-KOVACEVIC Marijana’, GAVRILOVIC
Dusica’, KARAFERIC Andjela’, VASOVIC Suzana', STAMATOVIC
Ljiljana’

TINSTITUTE FOR ONCOLOGY AND RADIOLOGY OF SERBIA,
BELGRADE, SERBIA

Tolerability of bevacizumab

in newly diagnosed advanced
epithelial ovarian cancer: single
institution experience

Key words: advanced epithelial ovarian carcinoma, bevacizumab, toxicity

Background: The aim of our study was to investigate the toxic-
ity profile of bevacizumab used in daily clinical practice among
patients with advanced OC.

Patients and Methods: At our Medical Oncology Department,
patients with advanced OC (FIGO stage Ill C and IV) were treated
with paclitaxel-carboplatin (TP) chemotherapy regimen plus

36

www.onk.ns.ac.rs/Archive « Volume 25 ¢ Supplement 1 « May 2019


http://www.onk.ns.ac.rs/Archive

@}

REKONIO Abstracts

bevacizumab. Adverse events (AE) were recorded at each cycle
and graded according to CTCAE v.5.0.

Results: Seventy patients were included in the study, median
age 56.5 (28-78 age). Patients were well stratified according to
ECOG performance status: 33 pts (47.1%) were ECOG 0 and 37
pts (52.86%) were ECOG 1. Majority of the patients were less
than 70 years (91.43%) old. Registered toxicity was as follows:
37 pts (52.86%) had hypertension gr 1, 14 pts (20%) had hyper-
tension grade 2 and only 4 pts (5.71%) experienced hypertension
grade 3 adequately controlled with antihypertensive therapy.
Thromboembolic events were observed in 3 pts (4.26%), two of
them confirmed as noncomplicated superficial thrombophlebitis
and one was manifested as serious AE, pulmonary thrombosis.
Conclusion: The most frequent AE in our analysis was hyperten-
sion, which was easily and successfully managed with appropri-
ate monitoring and antihypertensive therapy.

Petra LEPETIC, Mirjana PAVLOVIC, Robert SEPAROVIC

DEPARTMENT OF RADIOTHERAPY AND MEDICAL ONCOLOGY,
UNIVERSITY HOSPITAL FOR TUMORS ZAGREB, UNIVERSITY
HOSPITAL CENTER SESTRE MILOSRDNICE, ZAGREB, CROATIA

Treatment of patients with
ovarian cancer at the university
hospital for tumors Zagreb

Keywords: FIGO, ovarian cancer, primary cytoreduction, systemic
treatment

Background: Ovarian cancer is the 7th most common malig-
nancy in Croatia according to National Cancer Registry 2015. (it
accounts for 4% of all cancers in women).

Patients and Methods: In our study we retrospectively analyzed
data collected from 57 ovarian cancer patients who were treated
with systemic antineoplastic therapy at the Department of Medi-
cal Oncology in period from 01/2017 to 01/2019. Included pa-
tients’ median age was 63 years, they had good performance
status (ECOG 0-1) and generally were without heavy comorbidity.

Results: According to FIGO classification, specified by operator
gynecologist, most women had stage Ill disease (40%), while
stage IV had 25% patients. For 20 patients (35%), stage of the
disease was not specified. Majority of patients, around 75%, had
primary cytoreduction and 38% of them had no macroscopic
residual disease. In the observed period, 90% of patients postop-
eratively recieved chemotherapy with paclitaxel and carboplatin
and 54% have not recieved bevacizumab in first line therapy. In
patient who did recieve bevacizumab, median duration of bevaci-
zumab therapy was seven months.

Conclusion: Decision making in treatment of ovarian cancer in-
volves more than one specialist and individual approach has to
be used when defining each patients diagnostic and therapeutic
plan.

Fedja DJORDJEVIC', Ana ZILIC", Snezana BOSNJAK",
Jelena SPASIC!

TINSTITUTE FOR ONCOLOGY AND RADIOLOGY OF SERBIA,
BELGRADE, SERBIA

Assessment of symptom burden
of patients with metastatic
NSCLC before the start of
immunotherapy - single centre
experience

Key words: Edmonton Symptom Assessment System (ESAS),
Immunotherapy, Patients reported outcomes (PROs)

Background: Patients with advanced cancer experience high
rates of both physical and psychological symptoms. Symptom
management guided by patients’ self-report of symptoms (PROS)
leads to better symptom management, improvement in quaility
of life and prolongs overall survival. The Edmonton Symptom
Assessment System (ESAS) has been proposed as a screening
tool in cancer patients. The objective of this investigation is to
assess the symptom burden using ESAS in patients with NSCLC
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with PD-L1 expression =50% and no driver mutations, that were
scheduled to receive first cycle of immunotherapy as part of an
expanded access program at the Institute for oncology and radi-
ology of Serbia (IORS).

Patients and methods: ESAS was used to assess symptoms in
patients with NSCLC at the time of admission, before immuno-
therapy. Descriptive statistical methods were used to analyze the
collected data.

Results: ESAS records were collected from 10 patients, 5 male
and 5 female with the median age of 57. All ning ESAS symptoms
were reported as mild (less than 4/10) with mean scores of 2.46,
1.71, 2.80, 2.59, 3.03, 2.02, 1.04, 2.19, 3.06 for pain, nausea,
lack of appetite, shortness of breath, fatigue, depression, drows-
iness, anxiety and well-being, respectively.

Conclusion: Although high symptom burden is expected in this
type of patients, it was not the case in this analyzed group. Even
s0, ESAS is a useful, easy and not time-consuming screening
tool for symptom burden. We are conducting further research to
examine the impact of ESAS in the treatment decision-making
Process.

KRPINA K', SAMARZIJA M', JAKOPOVIC M

UNIVERSITY HOSPITAL CENTRE ZAGREB, CLINIS FOR
RESPIRATORY DISEASES JORDANOVAC, CROATIA

Myocarditis in Patient Treated
With Immune Checkpoint
Inhibitor

Background: Immune checkpoint inhibitors (ICls) have trans-
formed the treatment landscape for cancer and became a
“standard of care” for multiple cancers. Due to the mechanism
of action of ICIs, inflammatory reactions against normal tissue
were an anticipated side effect of these agents; fortunatly these
immune-related adverse events are typically low grade and man-
ageable. But cardiotoxicity has emerged as an uncommon (less
than 1%) and potentially life-threatening adverse reaction in pa-
tients treated with ICls.

Case report : A 75-year-old male patient without a history of
cardiovascular disease, was admitted for chest pain after re-
cently completing the third cycles of ICI therapy with durvalum-
ab for unresectable stage Illb NSCLC. Initial ECG scan revealed
complete heart block with bradyarrhythmia, NT-proBNP and Tnt
levels were elevated at 17000 ng/L and 3500 ng/L, so perma-
nent pacemaker was implanted. He also had coronary angiogra-
phy, which did not show evidence of obstructive coronary artery
disease, echocardiography without ejection fraction abnormali-
ties. Treatment started with high doses of steroids with slow ta-
pering, and careful monitoring. After 9 weeks patient withdrawal
steriods due to clinical improvement and no signs of myocarditis.
Conclusion: ICls hold tremendous promise for extending the
lives of patients with cancer. As IGI use increases rapidly in clini-
cal trial and real-world settings, it is critical to undertake efforts
to mitigate the risk of uncommon but life-threatening adverse
reactions, including myocarditis.

Vera JOKIC", Jelena SPASIC', Ana KRIVOKUCA?, Ivana
BOLJEVIC?, Marijana PAVLOVIC?, Jelena RAKOBRADOVIC?,
Davorin RADOSAVLJEVIC', Sinisa RADULOVIC?, Emina
MALISIC?, Radmila JANKOVIC?, Milena CAVIC?

'CLINIC FOR MEDICAL ONCOLOGY, “DEPARTMENT OF
EXPERIMENTAL ONCOLOGY

INSTITUTE FOR ONCOLOGY AND RADIOLOGY OF SERBIA,
BELGRADE, SERBIA

Tracking resistance to tyrosine
kinase inhibitors (TKIs) by
EGFR mutation testing from
liquid biopsy of advanced lung
adenocarcinoma patients

Keywords: EGFR, liquid biopsy, lung adenocarcinoma.

Background: In lung adenocarcinoma, EGFR gene mutations
confer sensitivity to targeted therapy with TKIs and their de-
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tection has become a companion diagnostic in Serbia in 2011.
Resistance to TKIs eventualy occurs, so mutation testing from
liquid biopsy is the method of choice as it is minimally invasive
and quickly provides information for additional therapeutic ap-
proaches.

Patients and Methods: £GFR mutation testing was performed
from FFPE tumor samples/glass slides of advanced lung adeno-
carcinoma patients (stage llIB/IV, ECOG performance status 0,
1 0r 2) by real-time gPCR. Patients with sensitizing EGFR muta-
tions were treated with first generation TKIs until progression.
EGFR mutation testing from liquid biopsy samples (plasma) of
patients who progressed on first generation TKls was introduced
in 2016.

Results: In the period from 2011-2018, 4750 analyses were
performed, and 11% of EGFR mutated samples were detected,
which is in good accordance with literature data for the Cau-
casian population. Since 2016, 104 liquid biopsy samples of
Serbian patients who progressed on TKIs were tested, and the
T790M mutation was detected in 34 patients (33% of total),
which rendered them as candidates for third-line TKIs. Additional
2 patients who tested EGFR wt from plasma and were rebiopsied
proved to have the T790M mutation as well.

Conclusion: Routine EGFR mutation testing from circulating tu-
mor DNA for detecting molecular resistance mechanisms has
been successfully implemented in Serbia. Liquid biopsies have
also proved invaluable as an alternative sample source for pa-
tients with scarce biopsy material or without any at all.
Acknowledgements: This study was supported by a grant from
the Ministry of Education and Science of the Republic of Serbia
(Grant number 41026).

UNK M', DEVJAK R', BAJT M', TURNSEK N'

" DEPARTMENT OF MEDICAL ONCOLOGY, INSTITUTE OF
ONCOLOGY, LJUBLJANA, SLOVENIA

Clinical efficacy of osimertinib
(Osi) in patients (pts) with EGFR
mutated lung adenocarcinoma:
every-day clinical practice data

Background: Osi has a proven activity in EGFR mutated ad-
vanced NSCLC with a good penetration through blood-brain
barrier and efficacy in central nervous system (CNS). In this,
single-center, retrospective study we analyzed clinical efficacy
of Osi in advanced T790M positive NSCLC pts after progression
on previous EGFR tyrosine kinase inhibitor (TKI).

Methods: Pts with advanced EGFR T790M positive NSCLC who
received Osi following progression on prior EGFR TKI (n=15)
from Dec 2015 until March 2018 were analyzed. Pts with clini-
cal suspicion to have CNS metastases (mets) performed CT/MRI
before Osi treatment,

Results: 6/15 (40%) pts had CNS mets before Osi treatment,
with 5/6 (83%) receiving local CNS treatment with radiotherapy
and/or surgery prior Osi initiation. Overall response rate (ORR)
in the whole cohort was 87%, with disease control rate (DCR)
of 100%, respectively, and median time to progression of 11.9
months. In pts with CNS mets, 83% DCR was observed, with one
isolated CNS progression during Osi treatment observed among
all analyzed pts; histologically small-cell carcinoma, EGFR exon
19 deletion. Maximum Osi treatment duration in pts with/without
CNS mets was 25/28 weeks, respectively. Median duration of
treatment at the time of analysis was 54 weeks with 8/15 (53%)
of pts still ongoing treatment. 6/15 (40%) of pts received Osi as
>3"line of treatment.

Conclusions: In our real world analysis Osi showed comparable
extra- and intra-CNS efficacy to clinical trial results also in heav-
ily pretreated pts.
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TONCOMED-SYSTEM, BELGRADE, SERBIA
Precision medicine in treatment
of lung cancer: Case report

Key words: molecular testing, NSCLG, TK inhibitors

Background: Molecular testing to identify non-small-cell lung
cancer /NSCLC patients likely to respond to targeted therapy has
become a global standard of care.

In our case, we present a female patient, 64 years old, non-
smoker. Presented in Jan 2017 with a dry cough and enlarged
neck lymph nodes. CT revealed tumor in the upper left lung lobe,
34x24 mm, with micronodules in both lungs and deposits in left
adrenal gland (T2aN3M1b). Cervical lymph node was extirpated
and histopathology was of lung adenocarcinoma. EGFR wild
type. ALK negative. PDL -1 expression was 5 %

Patient was included in clinical trial of paclitaxel/carboplatine +
bevacizumab/FKB 238 2017, partial response. Continued main-
tenance bevacizumab/FKB 238 with stable disease. In August
2018 progression in bones was noted. Bisphosphonates com-
menced. Due to vertigo MRI of brain was done and revealed 2
small focal changes. Treated with Gamma knife.

Furthermore, FoundationOneCDx (NGS) was done: EGFR E709
T710 >D mutation, with therapeutic implications TKI: Afatinib,
Erlotinib, Gefitinib, Osimertinib. Afatinib after 2 months gave
very good PR. Due to financial reasons switched to erlotinib.
PD. Liquid biopsy: T 790 mutation not found. Afatinib re-com-
menced with very good PR after 2 months.

Conclusions: Mutations on exon 18 rare, about 4.1%, from which
EGFR E709 T710> D is extremely rare. The importance of
whole exon testing extremely relevant for targeted therapy for
NSCLC.

Gordan ADZIC', Borislav BELEVZ, Marin GOLCIC?

"UNIVERSITY HOSPITAL CENTRE ZAGREB, CROATIA

* DEPARTMENT OF ONCOLOGY, UNIVERSITY HOSPITAL CENTRE
ZAGREB, CROATIA

* DEPARTMENT OF RADIOTHERAPY AND ONCOLOGY,
UNIVERSITY HOSPITAL CENTRE RIJEKA, CROATIA

A single-centre experience
with octreotide in the
treatment of patients with
gastroenteropancreatic
neuroendocrine tumors

Background: Neuroendocrine tumors (NETS) are a heterogenous
group of neoplasms whose incidence has increased steadily over
the past decades. Octreotide is a somatostatin analogue which
has traditionally been used for the relief of symptoms that re-
sult from release of peptides and amines (carcinoid syndrome),
although a substantial amount of evidence suggest that it has
anti-proliferative effects and lengthens time to progression of
disease. We've aimed to evaluate the relationship between oc-
treotide use and progression free survival (PFS).

Methods: Medical records of 44 patients with gastroenteropan-
creatic NETs treated with long acting octreotide in the Univer-
sity Hospital Centre Zagreb were collected and retrospectively
analyzed by Kaplan Meier method using the PFS as a primary
endpoint.

Results: Median PFS for all patients was estimated at 11 + 2,6
months (95% Cl 5,95-16,05). Median PFS for patients with pan-
creatic NETs was estimated at 6 + 0,5 months (95% CI 5,09-
6,90), patients with NETs of unknown primary at 9 = 1,7 months
(95% Cl 5,68-12,32) and for patients with NETs of small intes-
tine at 30 + 19,2 months (95% CI 2,57-67,557). Patients with
NETs of small intestine had significantly higher PFS than those
with pancreatic NETs (p=0.007), however, PFS of patients with
NETs of small bowel and NETs of unknown primary did not differ
(p=0.18).

40

www.onk.ns.ac.rs/Archive « Volume 25 ¢ Supplement 1 « May 2019


http://www.onk.ns.ac.rs/Archive

@}

REKONIO Abstracts

Conclusion: Long acting octreotide seems to be an effective
treatment option with acceptable tolerability, especially for pa-
tients with small intestine NETS.

Juraj PREJAC'?, Domina KEKEZ'%, Borislav BELEV'?, Irma
GORSIC', Niksa LIBRENJAK', Hilda GOLEM', Josip KUHARIC!,
Martina PERKOVIC', Stjepko PLESTINA'®

"UNIVERSITY HOSPITAL CENTRE ZAGREB, DEPARTMENT OF
ONCOLOGY, ZAGREB, CROATIA,

UNIVERSITY OF ZAGREB, SCHOOL OF DENTAL MEDICINE,
ZAGREB, CROATIA,

*UNIVERSITY OF ZAGREB, SCHOOL OF MEDICINE, ZAGREB,
CROATIA,

*UNIVERSITY HOSPITAL CENTRE ZAGREB, DEPARTMENT OF
GYNECOLOGY, ZAGREB, CROATIA

Metastatic colorectal cancer
treatment modalities and patient
characteristics in University
Hospital Centre Zagreb

Keywords: Metastatic colorectal cancer; Treatment options; RAS and
BRAF testing

Introduction: Colorectal cancer is the most common gastroin-
testinal cancer in Croatia. According to the National Registry,
25% of patients are diagnosed with stage IV disease. The intro-
duction molecular testing had a significant impact on the choice
of systemic therapy.

Methods: Here we report the data on treatment modalities and
sequencing, and tumor characteristics in patients treated for
metastatic colorectal cancer (mCRC) in the University Hospital
Centre Zagreb. This retrospective, observational, single-centre
study included 234 patients (142 men, 92 women) who began
treatment between January 1st, 2016 and December 31st, 2017.
Included patients were aged at least 18 years, had metastatic
disease, were in good general condition (ECOG performance sta-

tus <1), and able to receive doublet chemotherapy = biological
agent in the first line. Patients who received monofluoropyrimi-
dines were excluded.

Results: The common age median was 64 years. Seventy-five
percent had primary tumor in distal colon and rectum of which
41.2% harboured RAS mutation and 55.4% were wild-type. The
RAS mutation in proximal colon primary tumor was present in
47.2%, and in 35.8% no mutation was detected. RAS mutation
was not determined in 14 patients. As the first line chemotherapy
66.2% received irinotecan and 33.8% oxaliplatin based chemo-
therapy. The majority, 193 patients, received biological agent
(bevacizumab or anti-EGFR therapy) in this setting. Second line
treatment followed after disease progression in 54.3% and pa-
tients who maintained adequate performance status were con-
sidered for third-line therapy, options being anti-EGFR therapy,
trifluridine-tipiracil, or regorafenib.

Conclusion: Our data support a greater understanding of CRC
biology and identification of different molecular subtypes leading
to improvement in the treatment and overall prognosis.

NIKOLIC Neda', STANIC Nemanja', NIKOLIC Viadimir',
SPASIC Jelena', DJORDJEVIC Fedja', GAVRILOVIC Dusica,
RADOSAVLJEVIC Davorin'

"INSTITUTE FOR ONCOLOGY AND RADIOLOGY OF SERBIA,
BELGRADE, SERBIA

Risk factors affecting survival in
early colon cancer

Key words: cancer specific survival, early colon cancer, survival

Background: Colon cancer is one of the most common malignan-
cies and one of the most common causes of cancer-related death
worldwide. Clinicopathologic staging remains the standard for as-
sessing patient risk and supporting treatment decisions.

Material and Methods: In the 2 years period (2008-2010) we
enrolled 273 patients with Duces C and high risk Duces B colon
cancer. All of them had undergone curative resection and started
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fluorouracil-based adjuvant chemotherapy at the Institute for
Oncology and Radiology of Serbia. Patients were prospectively
monitored for recurrence of the disease and death from any
cause through the adjuvant treatment and in further follow up.
Clinicopathological data influencing survival and cancer specific
survival was investigated.

Results: In the 60 months of follow up 100 patients developed
recurrence of the disease (36.6%). Disease free survival for the
whole group was 51.5 months. In the follow up 115 patients died,
86 (31.5%) from primary disease. The survival rate was 77% at
3 years and 63% at 5 years.

The results of univariate analysis suggested tumor perforation
at diagnosis, tumor node metastasis, lymphovascular invasion,
nodal status, Duces stadium, baseline anemia and leukocytosis,
elevated baseline serum CEA and CA19-9 and recurrent disease
in the first year of follow up, were negative prognostic factors for
overall and cancer specific survival (p< 0.0).

Conclusion: In this group of patients, primary clinical and patho-
logical factors largely influence overall survival.

Miljana DZUNIC', Mirjana STANIC', Sasa DINIC', Svetislav
VRBIC"2, Ivica PEJCIC"2, Marija ANDELKOVIC-APOSTOLOVIC?

"CLINIC OF ONCOLOGY, CLINICAL CENTER NIS, SERBIA
? MEDICAL FACULTY, UNIVERSITY OF NIS, SERBIA
“PUBLIC HEALTH INSTITUTE IN NIS, SERBIA

The impact of bevacizumab plus
FOLFOX4 therapy on survival

of patients with colorectal liver
metastases

Key words: bevacizumab, colorectal cancer, FOLFOX4, hepatectomy,
liver metastases

Background: In patients with colorectal liver metastases (CLM)
a long term survival might be achieved when preoperative sys-
temic therapy is combined with the liver surgery. The efficacy of

aplied regimen is related to liver ressection rates. The purpose of
the study was to explore if the efficacy of applied bevacizumab
and FOLFOX4 regimen is related to survival of patients with ini-
tially unresectable CLM.

Patients and methods: The research included 110 patients with
initially unresectable CLM, treated with bevacizumab and FOL-
FOX4. Response to treatment was assessed every 3 months ac-
cording to RECIST 1.1. criteria as well as resectability. Patients
in which metastases become resectable were operated on, and
closely followed up. Overall survival (0S) was estimated using
Kaplan Meier method. Comparisson of OS according to hepa-
tectomy and response to therapy was made using log-rank test.
Results: Response rate was 63,88% and resectability was
61,1%. Treatment response was significantly more frequent in
patients with hepatectomy (63,63% vs 16,66%, p<0,001). One-
and three-year survival rate for the whole patient population
was 87,3% and 36,1%, respectively; median 0S was 23 months
[95%ClI 19,63-28,26]. One- and three-year survival for patients
with hepatectomy was 98,48%, and 54,76%, respectively;
median 0S was 35 months [95%Cl 28,83-41,17]. Three-year
survival was significantly better for patients with hepatectomy
(HR=3,775 [95%CI 2,150-6,627], p<0,001) and patients with
objective response to treatment (p=0,005).

Conclusion: Bevacizumab and FOLFOX4 is effective regimen re-
sulting in high resectability of molecularly unselected patients
with unresectable CLM. Patients with hepatectomy and objective
response to treatment have significantly better survival.
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Efficacy of cetuximab as third
line treatment in metastatic
colorectal cancer

Introduction: Cetuximab is an IgG1 chimeric monoclonal anti-
body directed against extracellular domain of epidermal growth
factor receptor (EGFR). It has antitumor activity in patients with-
out mutations of RAS genes. Its combination with irinotecan is
widely accepted in heavily pretreated patients progressed on at
least two lines of systemic therapy. It has been reimbursed in by
the Serbian Health Insurance Fund from 2009.

Methods: This is a retrospective-prospective study of Cetuxi-
mab use in patients with KRAS wild type gen who previously
progressed on oxaliplatin and irinotecan-based regimens. Ce-
tuximab was used in combination with irinotecan or as mono-
therapy, in 14-day cycles, in dose 500mg/m?

Results: 198 patients were treated with cetuximab, after disease
progression on at least two lines of systemic treatment. 127 pa-
tients were male (64,1%) and 71 female (35,9%), with median
age at diagnosis 61 years, range 24 to 81. Median number of
cycles of cetuximab was 9, (range 1 to 50). Best response to
therapy was partial response in 37 patients (18%), stable disease
in 112 patients (56%), and progression in 39 patients (26%). Me-
dian progression-free survival (PFS) was 6.8 months (5,65-7.95,
C1 95%). There was no statistically significant difference in PFS
between men and women, patients with primary colon or rectal
tumors, nor depending on localization of metastatic site(s).
Conclusion: In our experience, cetuximab was shown to be a
good treatment choice in chemotherapy pretreated patients with
wild type RAS genes. It showed a good response rate (18%) with
PFS about 6,5 months and was well tolerated. Survival analysis
will follow.

Zdenka GOJKOVIC', Sasa JUNGIC', lvanka RAKITA', Dejan
DOKANOVIC', Jelena BERENDIKA', Sanja SAVIC', Milka
VJESTICA', Zeljka CVIJETIC?

T UNIVERSITY CLINICAL CENTER OF THE REPUBLIKASRPSKA -
ONCOLOGY CLINIC

2 PAN-EUROPEAN UNIVERSITY APEIRON — FACULTY OF HEALTH
CARE, BANJA LUKA

Personalized approach to the
treatment of highly aggressive
tumors using next generation of
sequencing method (NGS)

Key words: Cholangiocellular carcinoma, microsatellite status, molecular

profiling, mutation tumor load, next generation sequencing

Introduction: Cholangiocarcinoma is an aggressive malignant
tumor of the billiary tract. Aim of this case is to correlate the de-
tected mutations in the tissue sample in relation to the potential
therapeutic goals.

Materials and Methods: Immunohistochemistry analysis is per-
formed for CK7, CK8, CK18, CK19, CA19-9, CDX2, PD-L1. After
the performed micro-dissection of tumor cells and DNA isola-
tion, molecular profiling is performed using the Foundation One
CDx test. In vitro test detects substitutions, insertions, deletions,
amplifications and rearrangements in 324 gene, as well as mi-
crosatellite instability and tumor mutation burden.

Results: The tumor cells were positive for cytokeratins: CK7,
CK8, CK18 and CK19, and negative on markers CA19-9 and
CDX2. Low expression of PD-L1 of 1% was identified. NGS of
tumor genomic DNA showed the pathogenic mutations in the
following genes: amplification of C11orf30 (EMSY) gene, loss
of CDKN2A/B homozygous, and the TERT gene promoter muta-
tion. The tumors with pronounced G11orf30 gene amplification
are not chemo-sensitive. There are still no drugs that directly
affect the TERT gene. The preclinical studies have shown that
mutation in the CDKN2A/B gene present in other types of solid
tumors may be sensitive to the effects of cytotoxic drugs from
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the CDK4/6 inhibitor group. Low level of tumor mutational burden
is in value of 4 mutations per mega base. The status of microsat-
ellite instability is stable.

Conclusion: Described molecular profile does not contain a posi-
tive prediction marker for the application of a particular cytotoxic
or targeted therapy.

Emina MALISIC", Ana KRIVOKUCA!, Milena CAVIC!, Jelena
RAKOBRADOVIC, Ivana BOLJEVIC', Marijana PAVLOVIC®,
Miljana TANIC', Ksenija BROTTO', Radmila JANKOVIC!

" LABORATORY FOR MOLECULAR GENETICS, DEPARTMENT OF
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RADIOLOGY OF SERBIA, BELGRADE, SERBIA

Eleven years of ras testing in
colorectal cancer in Serbia: an
institutional experience

Keywords: BRAF, colorectal cancer, EGFR-targeted monoclonal
antibodies, RAS, real-time PCR

Background: In the era of personalized medicine, treatment
options for patients with metastatic colorectal cancer (mCRC)
include blocking epidermal growth factor receptor (EGFR) with
EGFR-targeted monoclonal antibodies (MAb), cetuximab and
panitumumab, in RAS wild-type mCRC. Thus, mutation testing
of hot-spot codons in exons 2, 3 and 4 of KRAS and NRAS gene
is required. Mutations in KRAS and NRAS gene occur in 30-50%
and less than 5% of mCRC, respectively.

Material and Methods: From April 2008 to March 2019, 3109
mCRC were tested for exon 2; 1786 and 808 of them for exons 2,
3and 2, 3, 4 KRAS mutations, respectively. From January 2017,
765 mCRC were tested for NRAS mutations. Formalin-fixed par-
afin-embedded samples from various centers were referred to
Laboratory for molecular genetics. The various diagnostic tests,
based on real-time PCR, were used for detection RAS hot-spot
mutations. For RAS testing, the laboratory passed external qual-
ity control.

Results: The investigated group comprised of 62.7% men and
37.3% women. The percentage of unsuccessfully analysis was
0.3%. KRAS and NRAS mutations were identified in 46.6% and
5.2% of CRC, respectively. Among KRAS mutated samples 95.0%
had mutations in exon 2, 5.6% in exon 3 and 6.7% in exon 4. RAS
mutations were present in 60.4% of men and 39.6% of women.
Conclusion: Our experience showed that diagnostic real-time
PCR based tests are highly sensitive in detection of RAS mu-
tations. Implementation of other biomarkers for prognosis and
treatment choice in mCRC, such as BRAF V600E mutation, is
necessary.

RISTIC M.!, STANIC N.', NIKOLIC V.", SPASIC J.!, NIKOLIC N.,
RADOSAVLJEVIC D. 1
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Safety and efficacy of sorafenib
in the treatment of advanced
hepatocellular carcinoma: a
single center experience

Objective: Sorafenib, the standard treatment for patients with
advanced hepatocellular carcinoma (HCC) with demonstrated
outcome benefits in randomized clinical trials, became available
to patients in Serbia in January 2016. With the aim to estab-
lish its efficacy and safety in daily clinical practice we present a
single-center experience.

Methods: Twenty-eight patients with advanced HCC treated in
our center from March 2016 to February 2019 with Sorafenib in
daily regime of 400-800 mg/day. OS was the primary endpoint
and tumor response was evaluated using the RECIST Criteria.
The efficacy and adverse effects of sorafenib were analyzed.
The side-effects were summarized, and published data were
reviewed.

Results: Twenty patients were male (71%) and 8 female (29%),
with median age of 66 years. In TNM classification T3 stage had

44

www.onk.ns.ac.rs/Archive « Volume 25 ¢ Supplement 1 « May 2019


http://www.onk.ns.ac.rs/Archive

@}

REKONIO Abstracts

12 patients, T4 15 Pts.Twenty two initially had metastatic dis-
gase. Performance status was mostly PS 1in 21 Pts (75%). The
median 0S was 8.57 months (2.68-14.46, Cl95%). A partial re-
sponse was achieved in two patients and stable disease in 15 pa-
tients as best therapeutic response. Eleven patients progressed
on first control. Median progression-free survival (PFS) was 3
months (0.04-5.96, Cl95%). Diarrhea, hypertension, hand—foot
syndrome and fatigue were common adverse effects.
Conclusion: Sorafenib demonstrated good efficacy and accept-
able tolerability in treating an advanced HCC patient popula-
tion. Safety profile in our patients is consistent with profile of
sorafenib.
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Renal cell carcinoma with
pulmonary and ocular
metastases: a case report

Key words: ocular metastases, renal cell carcinoma, sunitinib

Renal cell carcinoma is the third most common urological malig-
nant tumor after prostate and urothelial carcinoma. The progno-
sis of patients with renal cell carcinoma strongly depends on the
time of diagnosis. Early detection of localized disease offers the
opportunity of curative e.g. surgical treatment. In case of meta-
static renal cell carcinoma, there is usually no curative treatment
available. Only for a small number of patients, surgical resection
of metastases is reasonable. The use of targeted therapies has
significantly improved the outcome of these patients, regarding
progression-free survival and overall survival. However, most of
the patients achieve partial response or stable disease. The com-

plete response rate is much lower and has been reported to be
about 3% during treatment with tyrosine kinase inhibitors, such
as sunitinib. The most common site of renal cell carcinoma me-
tastases is usually lungs or bones, but it can also spread to the
brain, liver, ovaries and testicles. Metastases of renal cell carci-
noma into the eye are unusual and are more likely to infiltrate the
choroids, iris and ciliary body, although eyelid, lacrimal sac and
orbital metastases have also been reported. Due to high coroidal
blood flow, the posterior pole of the oculus is the most com-
mon localization of ocular metastases. Here, we report a case
of a 51-year old patient who presented with renal cell carcinoma
of the left kidney with pulmonary and ocular metastases. The
patient initiated therapy with sunitinib and after five months of
treatment, the patient achieved radiographic complete response.

Milena GNJIDIC", Marija GAMULIN', Deni RKMAN?, Eric NHAM,
Kristian DOMINIK RUDEZ2, Igor RADANOVIC?, Robert LIKIC?®
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Nivolumab for metastatic renal
cell carcinoma: results of the
name patient program at the
University Hospital Gentre
Zagreb

Key words: long survivors, metastatic renal cell carcinoma, name patient
program, nivolumab, second ling

Background: Nivolumab, a fully human programmed death (PD-
1) immune checkpoint inhibitor, improves survival and has a
more favourable safety profile compared with Everolimus in pa-
tients with metastatic renal cell carcinoma (mRCC) according to
CheckMate 025 trial.
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Materials and methods: Patients with mRCC previously treated
with agents targeting the vascular endothelial growth factor path-
way ( VEGF) received Nivolumab 3mg/kg once every 2 weeks
under the name patient program at the University Hospital Centre
Zagreb from 2016 to 2019. They were followed up regarding their
response time and adverse events.

Results: A total of 30 patients (22 male and 8 female) with mRCC
after anti-angiogenic therapy were enrolled with a mean age at
diagnosis of 60.2 = 9.79 years. Most of them were evaluated as
having an intermediate risk and most (23/30) received Sunitinib
as the first line therapy, following nephrectomy. Seven (23%) pa-
tients had survived more than 30 months (31 = 0.95 months)
after the start of Nivolumab therapy. All of them received Sunitin-
ib as the first line therapy and Nivolumab in the second ling. The
most common adverse event in this group was grade 2 fatigue.
Conclusion: Our analysis has demonstrated an overall long term sur-
vival rate of 23% (7/30). The longest observed Nivolumab treatment
response time was 35+ months. Further follow up of the long term
survival cohort is required to more precisely establish the efficacy
and safety of Nivolumab as the second ling treatment for mRCC.

Suzana MATKOVIC', Nada BABOVIC, Kristina JUSKIC
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Whether changes in D-dimer
values during docetaxel therapy
in metastatic castration-
resistant prostate cancer can
indicate progression of the
disease?

Keywords: D-dimer; Hypercoagulability; Prostate cancer

Background: Increased D-dimer value is indirect indicator of
hypercoagulability often associated with the progression of ma-

lignant disease . The aim of this study was to assess whether
D-dimer could be a marker in confirming disease evolution in a
metastatic castration-resistant prostate cancer (nGRPC) during
chemotherapy, mostly when there is discrepancy in clinical and
biochemical course of the disease.

Material and methods:This prospective study included patients
with mCRPC treated with systemic chemotherapy at the Institute
of Oncology and Radiology of Serbia between January 2011 and
October 2013. The PSA and D-dimer values were determined
before starting and after four cycles of chemotherapy with doc-
etaxel. Therapeutic response was assessed in both progressive
and non-progressive disease.

Results: The present study includes 73 patients of which 62
evaluable. Initially, in 76% patients, the D-dimer was above the
cut-off value and in 61% patients the decrease of value after four
cycles of chemotherapy was observed. Statistically significant
difference was confirmed after docetaxel for the D-dimer values
regarding the therapeutic response. High statistical significance
was observed in the change of PSA before and after the fourth
cycle of chemotherapy compared to the therapeutic response.
For change in D-dimer before and after chemotherapy, statistical
significance was more pronounced . In monitoring the value of
D-dimer in relation to the therapeutic effect, the statistically high
significance is maintained.

Conclusion: The association of D-dimer and therapeutic re-
sponses in mCRPC, can be significant in patients with discrep-
ancy between clinical and biochemical response. Further re-
search would provide more reliable results.
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F-FDG PET/CT response after
pembrolizumab therapy for
metastatic melanoma

Immunotherapy has raised the issue of appropriate treatment
response evaluation.

Aim: to explore the utility of the F-FDG-PET/CT for treatment
monitoring in patients with metastatic melanoma receiving pem-
brolizumab.

Patients and methods: 36 subjects with metastatic melanoma
receiving pembrolizumab were enrolled in this prospective study.
Fifteen patients had previously received BRAF+MEK inhibitors.
A baseline "“F-FDG PET/CT was performed before pembroli-
zumab administration (PET-0). Three months later, PET/CT was
performed to evaluate the therapy response (PET-1). In order to
confirm or exclude a progression of metastatic melanoma, PET/
CT was performed six months after the baseline (PET-2). The
therapy response was assessed at PET-1 and PET-2 according
to the PET response criteria for solid tumors (PERCIST) and the
immune RECIST (iRECIST).

Results: Four patterns of response to pembrolizumab were ob-
served: 11 patients had a response in baseling lesions, among
them 7 had a complete response. Stable disease was recorded
in 5 patients. Responses after an initial increase in total tumor
burden (pseudoprogression) were notified in 4 patients. In one
patient, a reduction in total tumor burden during the appearance
of new lesions was observed. Fifteen patients had progressive
metabolic disease, and ten patients among them died. Out of 7
(33%) patients with negative FDG PET scans no one progressed
within the 6-12 months follow-up period.

Conclusion: Immunotherapy can have delayed response and it
can cause temporary increase in tumor size or even appearance
of new lesions. This does not mean necessarily progression of
the disease. This analysis confirmed that the use of successive
PET/CT studies was needed to discriminate a pseudoprogression
from a real progression.

BROCIC Jovana', IVKOVIC Nemanja', JOVANDIC Stevo',
PETKOVIC CURCIN Aleksandra', KANDOLF SEKULOVIC Lidija?,
CIKOTA-ALEKSIC Bojana'

"INSTITUTE FOR MEDICAL RESEARCH, DEPARTMENT OF
MOLECULAR MEDICINE, SECTION FOR MOLECULAR GENETICS,
MILITARY MEDICAL ACADEMY, BELGRADE, SERBIA;

2CLINICS FOR DERMATOLOGY, MELANOMA OUTPATIENT CLINIC,
MILITARY MEDICAL ACADEMY, BELGRADE, SERBIA.

CDK4 gene mutation in Familial
Melanoma - single center study

Key words: CDK4, familial melanoma, mutation.

Background: Familial melanoma constitutes 5-12% of all mela-
noma. Candidate genes for increase familial melanoma risk are
CDKN2A and CDK4. CDK4 gene, located on 12q14.1, codes for
cyclin-dependent kinase, a protein which is a member of Ser/Thr
kinases family. Protein kinases participate in cell cycle regula-
tion. Changes in their function cause abnormalities in cell cycle
regulation, resulting in neoplastic transformation.

Patients and Methods: Our study included 49 patients - 24 male
(48,9%) and 25 (51.1%) female patients from Melanoma outpa-
tient clinic, Military Medical Academy, Belgrade, Serbia who had
been surveyed in order to gather information about the existence
of melanoma and/or other malignancies within their families.
Hotspot mutation in CDK4 gene (R24H and R24C) were analyzed
on 7500 Real Time PCR System (Applied Biosystems, USA) us-
ing TagMan assays (rs104894340 and rs11547328).

Results: All of 49 patients had wild type genotype for rs11547328
(GG) and rs104894340 (TT).
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Conclusion: Our results indicate the absence of CDK4 mutations
in our patients with melanoma in family. The possible explana-
tion for definite conclusion may be small sample size (previously
published studies had much larger sample size).
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Long Range Effect of
Immunotherapy in Mucosal
Melanoma - Case Report

Keywords: AE, CR, mucosal melanoma, pembrolizumab

Female patient, ECOG PS 1, with no risk factors for mucosal mela-
noma, with pacemaker implanted and arterial hypertension, pre-
sented in 2014 with a nasal cavity tumor. The tumor was removed
with histopathological confirmation of mucosal melanoma. In 2015
another operation was performed due to melanoma recurrence.

In December 2016. disease relapsed in both suprarenal glands,
retroperitoneal lymph nodes and peritoneum. Tumor was BRAF
negative, staged as IV-M1c0, patient had normal laboratory re-
sults. Tumor board for melanoma decided to start systemic treat-
ment with pembrolizumab. Effect PR after 4,8 and 12 cycles. Ad-
verse events after 12 cycles fatigue grade 1, dermatological AE
(rash, pruritus, vitiligo- grade 1) treated with local and systemic
dermatological, treatment with pembrolizumab was continued.
After 16, up to 32 cycles, the result was CR and dermatological
AE regressed to mild.

Currently she has received 32 cycles with effect of CR with mild
dermatological AE (vitiligo, rash grade 1) and no dermatological
treatment. Patient is ECOG PS 1, normal laboratory results and
excellent life quality along with continuation of pembrolizumab.
Dilemma/Discussion — Best treatment solution without restric-
tions — continue Keytruda OR treatment interruption OR change
of therapy?
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Frequency of familial melanoma
in population of Serbia

Keywords: familial melanoma, hereditary disease, pancreatic cancer

Background: Melanoma represents one of the rapidly growing
diseases among Caucasoid population. According to the litera-
ture, 5-12% of the patients have a genetic predisposition for mel-
anoma and/or pancreatic cancer, and about 45% of these cases
are associated with the mutations in high-penetrability genes
(CDKN2A, CDK4 and BAP1).

Patients and Methods: From September 2018 to December
2018 564 patients with previously diagnosed melanoma in Mela-
noma outpatient clinic, Military Medical Academy, Belgrade, Ser-
bia completed questionnaire on occurrence of malign diseases in
families. Selected patients were interviewed for family history of
disease and demographic characteristics. The criteria of selec-
tion were the occurrence of melanoma, pancreatic cancer and
non-melanoma skin cancer among first- and second-degree
relatives.

Results: 299 of 564 patients (53%) were male and 265 (47%)
were female, with average 50 years old at the time of diagnosis.
28 patients (4,96%) had family history of melanoma, 37 patients
(6,56%) had family history of melanoma and pancreatic cancer,
and 41 patient (7,27%) had family history of melanoma, pancre-
atic cancer and non-melanoma skin cancer. Sex distribution of
familial melanoma is identical in all the defined groups (~50%).
Average age of patients diagnosed with sporadic and familial
melanoma is of no statistical significance.
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Conclusion: Our results confirmed literature founding regarding
frequency of familial melanoma. On the other hand, difference in
gender and age distribution was not found.
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Coexistence of TERT promoter
and BRAF mutations in
metastatic melanoma

Keywords: BRAF, melanoma, outcome, prognosis, TERT

Background: Despite of breakthrough in the field of molecular
oncology, metastatic melanoma remains difficult to treat. Al-
though 5-year survival rate of 35 - 40% is encouraging, still there
is a room for improvement. The most common molecular altera-
tion in metastatic melanoma is mutation in BRAF gene (approxi-
mately 60% of melanoma). According to the literature several
highly recurrent somatic sequence variations in the promoter re-
gion of the telomerase reverse transcriptase (TERT) gene where
reported. The aim of this study was to determinate is there a cor-
relation between BRAF and TERT mutational status and clinico-
pathological features (Breslow thickness, sentinel lymph node
metastasis, number of mitotic cells, ulceration)

Patients and Methods: We investigated coexistence of TERT
and BRAF mutation in 140 patients with metastatic melanoma.
All patients were tested for the BRAF V60OE mutations using a
BRAF Mutation Analysis Kit for Real-Time PCR (Estrogen, USA)
while mutation in TERT promoter gene where determined by
Sanger sequencing.

Results: TERT promoter mutations occurred more frequently in
BRAF mutation-positive cases (p=0,001). 31 patient (22,14%)
where double wild type (DW), 22 patient harbor only BRAF gene
mutation (BM) (15,71%), 31 harbor only TERT gene mutation
(TM) (22,14%) while 56 patients where BRAF and TERT mu-
tated (DM) (40%). DM cases were significantly thicker (Breslow,
p=0.041) and were more often sentinel lymph node metastatic
(p=0.007) than DW melanomas.

Conclusion: Coexistence of TERT and BRAF mutations is asso-
ciated with unfavorable prognostic parameters, suggesting that
these molecular alterations could be related with worse outcome
and poor prognosis.
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Differences in BRAF mutations
status between primary and
metastatic melanoma lesions

Keywords: BRAF, metastatic melanoma, primary melanoma, treatment

Background: The incidence of melanoma in past few years has
tendency to rise. According to the available data, approximately
2% of all individuals born in USA today will develop melanoma.
Systemic targeted molecular therapy, with selective BRAF in-
hibitor, is a standard treatment for patients with BRAF V600
mutation-positive melanoma with unresectable stage Ill and [V
melanoma. Individuals with BRAF negative primary tumors may
show BRAF positive metastatic disease and vice versa. It is
still unclear are the all metastatic lesions carry the same BRAF
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mutation found in the primary tumor and if it is so, in what fre-
quency it occurs. The aim of this study was to investigate this
frequency.

Patients and methods: Primary and corresponding metastatic
lesions in 30 melanoma patients were tested for the BRAF V60OE
mutations using a BRAF Mutation Analysis Kit for Real-Time PCR
(VBOOE) (Entrogen, USA).

Results: Five patients (16,6%) had different mutation status in
their primary and metastatic melanoma. Of these patients, 2
(6,67%) had BRAF positive primary melanomas with BRAF nega-
tive metastatic lesions and 3 (10%) patients had BRAF negative
melanoma with a BRAF positive metastatic lesion. In summary,
difference in BRAF mutation status in primary and metastatic
melanoma is not an infrequent event.

Conclusion: Our results implies that determination of BRAF mu-
tation of new metastatic tumors in previously negative patients
might be useful for proper treatment of patients with BRAF in-
hibitors therapy.
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Vemurafenib induced toxic
epidermal necrolysis - a case
report

Keywords: allergic reaction, BRAF inhibitor, dabrafenib vemurafenib
switch, toxic epidermal necrolysis.

Vemurafenib is @ commonly used selective BRAF inhibitor for

uneresectable or advanced melanoma patients with BRAF muta-
tions. It is associated with the risk of developing life-threatening
mucocutaneous reaction including Stevens—Johnson syndrome

(SJS) and toxic epidermal necrolysis (TEN) 4 to 30 days after the
onset of drug exposure.

A 50 year-old male patient was treated with vemurafenib for IV
stage melanoma. On day 23, the patient presented with fever, ma-
laise and maculopapular rash on the trunk. The rash progressed
after two days to the extremities and covered >30% of body sur-
face area. We also observed facial erythema and edema, painful
buccal erosions and hemorrhagic crusts of the lips. There was
no prior history of an allergies, hypersensitive drug reactions
and the patient denied consumption of any other medications.
Laboratory investigation included the following: complete blood
count, liver and kidney function tests, electrolytes were within
normal limits. Blood culture was sterile and serology for hepati-
tis and HIV infection were negative. Histopathologic examination
of the skin demonstrated necrotic keratinocytes in suprabasal
layers and moderate dense inflammatory infiltrates in papillary
dermis of lymphocytes, neutrophils and eosinophils that support
the diagnosis of TEN. Direct immunofluorescence microscopy
did not reveal any deposits of immunoglobulin or complement.
Vemurafenib was discontinued immediately and initial treatment
with methylprednisolone was introduced at a dose of 1 mg/kg/
day. Complete remission was achieved and patient after few
weeks successfully switch to dabrafenib and trametinib therapy.
This case highlights the importance of awareness of the risk of
severe cutaneous adverse events associated with target therapy
for patients with metastatic melanoma.
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Primary central nervous system
lymphoma (PCNSL) - Case
report

Key words: primary central nervous system lymphoma,
immunochemotherapy, rituximab

Primary central nervous system lymphoma (PCNSL) is an ag-
gressive form of lymphoma (1). PCNSL in is rare and represents
4% of all intracranial neoplasms and 4% to 6% of all extranodal
lymphomas (2). Majority of PCNSLs are diffuse large B-cell
lymphoma (DLBCL) (3). PCNSL is a diagnostic and therapeutic
challenge for clinicians and scientists(4). PCNSLs are potentially
curable tumors and are sensitive to chemotherapy and radio-
therapy. There is no uniform consensus on the optimal treatment
of PCNSL, currently. High-dose methotrexate (HD-MTX) is the
backbone of multimodal therapy that includes other chemothera-
peutic agents with and without radiation, according to experts.
(3)

Forty nine year old patient presents with headaches and unsta-
ble walking. MRI scan of the endocranium was performed and
a tumor (41x25mm) in the frontal right subcortical region was
detected. Surgical extirpation of the tumor was performed and
histopathology report showed a diffuse large B cell lymphoma.
Postoperative endocranial MRI showed a large encephalic cavity
dimension of 35mm with an edema.

Patient was treated in the CSIEA with immunochemotherapy R-
MAD, combination of rituximab, high-dose methotrexate, cytara-
bine, dexamethasone every 3 weeks, with G-CSF support. PET/
CT examination has shown a complete remission of disease after
six cycles. After the immunochemotherapy, endocranial radio-
therapy was performed with TD 40 Gy by July 2016. Complete
remission has been maintained for 30 months, and is ongoing.

In conclusion, R-MAD has a good effect on PCNSL patients and
is well-tolerated, including elderly patients. Further research is re-
quired for optimization of combination based on high-dose MTX (5).
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The use of trabectedin and
pazopanib in soft tissue
sarcoma: a single center
experience

Key words: pazopanib, soft tissue sarcoma, trabectedin

Introduction: Treatment of advanced soft tissue sarcomas (STS)
is very challenging. Anthracyclines are the backbone of first-line
treatment, while there is no gold standard for the second-line
setting or beyond. Several options include treatment with tra-
bectedin, a DNA disruptor which is indicated regardless of the
STS histology or pazopanib, a tyrosine-kinase inhibitor used in
the treatment of non-adipogenic STS.

Patients and methods: We performed an analysis of progres-
sion-free survival (PFS) as a primary endpoint in a cohort of pa-
tients with advanced STS who were treated in Clinical Hospital
Center Zagreb with pazopanib and trabectedin in the second-line
setting or beyond. A total of 39 patients were treated with tra-
bectedin and 51 patients with pazopanib in a period from Janu-
ary 2014. until February 2019.
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Results: The mean PFS on trabectedin was 5.95 months, al-
though there was a significant difference in PFS of liposarcoma
(13.9 = 15.27 months) compared to other STS (3.21 = 2.56
months) (p=0.01). A total of 7 patients have ongoing treatment.
The mean PFS of pazopanib was 7.29 months, with 15 patients
having ongoing treatment. There was no statistically significant
difference in PFS based on pathohistological diagnosis.
Conclusion: The use of trabectedin in the treatment of STS is
promising, especially for liposarcoma. On the other side, pazo-
panib remains an option in the second line treatment for non-
adipogenic STS.
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Clear-cell sarcoma responded
on pazopanib after triple
chemotherapy failure

Introduction: Clear-cell sarcoma (CCS) is a rare soft-tissue sar-
coma, mostly reported in young adults, characterized by a trans-
location t(12;22) (q13;q12) and fusion of EWS (22q12) with ATF1
genes (12q13).

Case presentation: A 28-year old male was diagnosed with sar-
coma in December 2015, after surgical excision of a soft tissue
tumor mass in right hand. Due to local recurrence, a right-hand
disarticulation was performed in March 2016, followed by six
cycles of adjuvant chemotherapy with adriamycin/ifosfamide. In
July 2017, CT scan revealed lung metastases which were treated
with radiosurgery due to patient preferences. In February 2018,
a right infraclavicular tumor mass was fully extirpated. In April
2018, a systemic progression was registered on PET/CT, and
the patient received four cycles of trabectedin, followed by three
cycles of docetaxel and gemcitabine; both regimens with no re-
sponse. In November 2018, the patient started targeted therapy:
pazopanib 800 mg a day, for three months. In February 2019,
PET/CT showed significant regression of metastatic disease.

Discussion and conclusion: The data about CCS medical treat-
ment are rare. The largest study until now included 24 patients
with various cytostatics and limited responses. Medical litera-
ture reported just one CCS case who responded on pazopanib
therapy. In PALETTE study, one CCS patient was treated with
pazopanib, but there was no data about the therapy response.
We presented a patient with CCS, who showed significant re-
gression of metastatic disease after three failed chemotherapy
attempts and this is a second patient with pazopanib therapy
response reported in the literature.
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Early evaluation and therapy
adjustment in advanced stage
Hodgkin lymphoma- the role of
PET/CT
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Background: Escalated BEACOPP as a standard of treatment for
advanced stage Hodgkin lymphoma has been associated with
longer PFS, but also with increased toxicity.

Aim: Our aim was to determine if advanced stage Hodgkin lym-
phoma patients, who are candidates for escalated BEACOPP can
be switched to less toxic treatment if they have good response
on interim PET/CT.

Materials and methods: 10 patients with advanced stage of
Hodgkin lymphoma (I1B-IVB, according to GHSG), were diag-
nosed in Institute for radiology and oncology of Serbia in period
from 2015y to 2018y. PET/CT was performed at baseline, after
Il cycles of escalated BEACOPP (interim PET/CT) and at the end
of the treatment.
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Results: Median age of patients was 25 years (range, 19-45).
The median follow up was 24 months (range, 9-50). All patients
received Il cycles of escalated BEACOPP and 4 cycles of ABVD.
Interim PET/CT was negative (defined as Deauville score < 2)
in all patients. PET/CT at the end of treatment revealed CR in
all patients. 1 patient (10%) relapsed during follow-up period.
Progression free survival and overall survival at 2 years are 90%
and 100%, respectively. No major permanent toxicities were reg-
istered by now.

Conclusion: In this pilot project, in spite of small number of pa-
tients, we showed that escalated BEACOPP followed by ABVD is
acceptable option for reducing acute and long term toxicities in
young patients. Early PET driven switch to less aggressive regi-
men can be safely applied. This finding requires further follow up
and involvement of more patients.
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Mantle cell lymphoma - clinical
case report

Keywords: mantle cell Lymphoma, treatment

71 years old man, presented with enlarged lymph nodes in left
axilla and bilateral on neck (September 2010). He had B symp-
toms: sweating, dry cough.

We made CT scan of thorax and abdomen: enlarged mediastinal,
paratracheal, subcarinal, axillary lymph nodes, enlarged epigas-
tric, retroperitoneal, pelvic and inguinal lymph nodes, hepatos-
plenomegaly and ascites. Histology confirmed mantle cell lym-
phoma (MCL), stage IVB.E.

First line of chemotherapy R-CHOP started January 2011. Evalu-
ation on July 2011: partial response. We continued with mainte-
nance Rituximab and radiotherapy of the largest residual mass in
the abdomen (7,7cm x 3,5¢m) till October 2011(TD 30,6Gy). On
June 2012: complete response in the abdomen.

December 2014 we had progress of disease. CT scans: enlarged
cervical, axillar, mediastinal, retroperitoneal, para hepatic and
inguinal lymph nodes, hepatosplenomegaly and lymphomatous
involvement of pleura. Cytology of lymph nodes confirmed MCL,
CD 20+.

We started second line chemotherapy R-FC. He had persistence
of pleural effusion after one cycle. We decided to change chemo-
therapy for R- Bendamustin. Evaluation with CT scan of thorax
and abdomen showed partial response. PET CT January 2016:
progression - right neck, retro clavicular and right axilla with
symptoms: swelling of the right upper extremity in total.

We started with InBrutinib 560mg January 2016. On Jun 2016:
complete response. Patient continued with Ibrutinib (420mg) till
October 2016. Patient passed away due to neutropenia and com-
plication in November 2016
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Metastatic Soft Tissue Sarcoma
Outcomes - Single Institution
Experience

Key words: Connective And Soft Tissue, Neoplasms

Background: In this retrospective observational study, we ana-
lysed characteristics and outcomes of patients with metastatic
soft tissue sarcoma (mSTS), treated at our institution during the
period of 2017 and 2018.

Patients and Methods:18 patients’ records from databases of
two Institutes were analysed. They were all patients with newly
diagnosed mSTS and systemic treatment-naive.
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Results: 18 (54.5%) of all newly diagnosed STS patients (n=33)
were initially metastatic, 11 males and 7 females. Liposarcoma
accounted for 3 cases, while all other types for less (pleomor-
phic sarcoma, leiomyosarcoma, epithelioid sarcoma, angiosar-
coma and stromal gynecologic sarcoma: n=2, undifferentiated
sarcoma, synovial sarcoma, rhabdomyosarcoma, extraosseal
Ewing sarcoma, unclassified sarcoma: n=1). The most frequent
metatstatic site was lungs (72%). 11 patients (54.5%) received
first-line systemic treatment, second and further lines 6, 4 and 2
patients, respectively. Median time-to-progression (TTP) interval
with first-line treatment was 4 months, 4 months with second
and 3 months.with third-line. Median overall survival (OS) for the
6 treated patients was 6 months and it is still not reached for 5
patients, with their median treatment duration and follow-up of
14 months.

Conclusion: Treatment choice depended on sarcoma type, pa-
tient age and co-morbidities, while supportive and palliative ap-
proach was reserved for those with poor performance status.
This patient group is too small for any general conclusions on the
outcomes, and it might be rational to compare these results with
the ones from the larger patient group studies.
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Salivary Duct Carcinoma of the
parotid gland - case report

Key words : adjuvant treatment, salivary duct carcinoma , trastuzumab

Salivary Duct Carcinoma (SDC) is a rare and agressive malignan-
cy that histologically resembles ductal carcinoma of the breast
with both intraductal (or in situ) and invasive component.

Here we present a case of Salivary Duct Carcinoma of parotid
gland in 55 year old female. She presented with a swelling be-
hind her right ear. Biopsy was done and pathology report came
as adenocarcinoma.

Surgery was performed and total right parotidectomy was done
along with selective neck dissection (levels LIl \VA). Pathology
report concluded to G3 (Poorly differentiated) Salivary Duct
Carcinoma (micropapillary variant) with lymphovascular and
perineural invasion . Three intraparotid lymph nodes were infil-
trated with tumor tissue along with cutis , subcutis and muscle .
Number of mitosis was 8-10/HPF, Ki 67 positivity 65% and it was
not possible to determine resection margins.

Neck lymph nodes: 11 out of 13 were positive for tumor cells with
invasion of perinodal tissue and lymphovascular and perineural in-
vasion. [HC was positive for Her 2/neu 3+, EMA , CK (HMW), CEA
, AR and GCDFP-15 . IHC was negative for : S100, ER/PR, TTF1 .
Adjuvant therapy consisted of concurrent radiation (TD 66 /
Gy) and chemotherapy with weekly paclitaxel , carboplatin and
trastuzumb (THC) for 6 six weeks followed by THC every three
weeks (for 12 weeks) and trastuzumab alone for one year .

Six years after the initial diagnosis patient is still in Follow Up and
without evidence of the disease .
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Immunotherapy related

side effects: a single center
experience

Key words: adverse events, immunotherapy, melanoma

Introduction: Immunotherapy with monoclonal antibodies tar-
geting CTLA-4, PD-1 and PD-LI molecules has become a stand-
ard therapy for different solid and haematological malignancies.
Immune related adverse events (irAEs) are rare but potentially
life treatening complications of immunotherapy that we have to
manage on time and properly.
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Patients and methods: We performed an analysis of irAES in
patients with advanced melanoma (+ 1 patient with advanced
Merkel cell carcinoma) who were treated in University Hospi-
tal Center Zagreb with immunotherapy agents: pembrolizumab,
nivolumab and avelumab. Combined immunotherapy (pembroli-
zumab with ipilimumab) was applied in one patient with colitis.
A total of 65 patients were treated in a period from February
2017. until February 2019. Different types of irAE were observed:
skin toxicities -vitiligo, ocular events —episcleritis, neurological
syndromes -bilateral ophtalmoparesis and cranial neuropathies,
autoimmune hepatitis, colitis, pneumonitis, sarcoidosis like in-
flammation of mediastinal lymph nodes and endocrinopathies -
diabetes and thyroiditis.

Results: Vitiligo was observed in more than 10 patients. A to-
tal of 10 patients had different non-skin toxicities: 3 hepatitis,
1 pneumonitis, 1 colitis, 1 episcleritis, 2 neurological events, 1
thyroiditis and one newly diagnosed diabetes which occurred in
patient with pseudoprogression. No fatal irAE occurred.
Conclusion: Immunotherapy related adverse events are unpre-
dictive and heterogenous. A majority of analysed irAE correlate
with positive response to immunotherapy. Early treatment with
corticosteroids is mandatory.
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Psycho-oncology

Key words: mental health, psycho-oncology, psychological reactions

Psycho-oncology is multidisciplinary specialty concerned with
the emotional, social, behavioral, ethical and spiritual aspects of
cancer patients and their caregivers. It addresses the two major
psychological dimensions of cancer: First, the psychological re-
sponses of patients and their caregivers to cancer at all stages of
the disease and second the psychological, behavioral and social
factors that may influence the disease process.

Cancer is a serious disease which can affect many areas of pa-
tients’ life. Psychosocial distress should be considered a treat-
able complication of cancer and its treatment. Receiving a po-
tentially fatal diagnosis, going through treatment protocols, and
learning to live with limitations can cause different psychological
reactions and feelings in many patients. The most usual are anxi-
ety, depression, denial, anger, fear, sadness, guilt and loneliness.
Today, psychosocial distress is considered as 6™ vital sign and
should be assessed and managed according to available clinical
practice guidelines.

Although one in three people with cancer will experience psy-
chosocial distress, the symptoms are too often sidelined. Quality
cancer care must integrate psycho-oncology in routine cancer
care. Managing mental health needs is a crucial part of the treat-
ment process.
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Body mass index (BMI) as a
prognostic factor of overall
survival (0S) in locally advanced
head and neck (H/N) cancer
patients

Keywords: head and neck cancer, malnutrition, overall survival, weight
loss

Background: Locally advanced H/N cancer patients represent
heterogeneous group of patients with prognostic factors that
are not clearly defined. Malnutrition is recognised as a factor of
worse outcome in these patients.

Patients and methods: One hundred patients with locally ad-
vanced squamous H/H cancer, treated with neoadjuvant Cht and
after that RT at the Institute for Oncology and Radiology of Serbia
from July 2002 until January 2007 were included in this prospec-
tive study. Patients were categorised in 4 groups according to
BMI: underweight (BMI<18,5); healthy weight (BMI 18,5-24,9);
overweight (BMI 25-29,9); obese (BMI=30). All patients were
treated with chemotherapy and than underwent through follow-
up period. Primary endpoint of this study was 0S.

Results: Among patients, 23 were underweight, 53 patients
were with healthy weight, 18 were overweight and 6 were obese.
Clinical response to therapy (CR+PR) was observed in 56 pa-
tients, while progression or stabilisation of disease shorter than
6 months was observed in 44 patients. For all patients median
0S was 12 months (95%Cl, 11 to 13). BMI categories median
0S was: 10 months (95%Cl, 6 to 13), 12 months (95%Cl, 10 to
16), 13.5 months (95%Cl, 10 to 16), 16 months (95%Cl, 7 to 13)
respectively. There was a statistically significant difference in

median OS (Log rank, p 0,048) with most prominent difference
among underweight and patients with healthy weight (0.012).
Conclusion: In our patients malnutrition is a negative prognostic
factor of OS in locally advanced H/N cancer patients treated with
chemotherapy.
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Should we use antibiotics in
a predominantly oncological
hospice care?

Key Words: Antibiotics, Cancer, Hospice care, Survival

Background: A majority of experts in palliative care agree that
opioids, anxiolytics, antipsychotics, and anti-muscarinic drugs
are essential in the quality care of the dying. However, the use of
other drugs such as antibiotics is a controversial issue. Authors
such as Oh et al. have shown that only around 15% of hospice
patients show any kind of positive clinical reaction to antibiotic
treatment, while others have shown a longer survival when us-
ing antibiotics. We aimed to evaluate the relationship between
antibiotic use and survival in hospice patients.

Methods: Our study was a retrospective analysis of 765 patients
(91% cancer patients), treated in a hospice from March 2013 to
March 2017. The data were collected from the charts and later
analyzed using the Kaplan Meier method and Cox proportional
hazards.
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Results: Antibiotics were used by 195 (26%) patients and were
the 8th most prescribed medication in our hospice. Survival
analysis showed that patients who used antibiotics had, on aver-
age, 9 days longer survival (14 vs.5 days, HR 0.56) (p<0.001).
The results still favored antibiotics even in a multivariate analysis
(HR 0.48).

Conclusion: Infections are present in up to 80% of hospice pa-
tients and are responsible for the death of up to 50% of the pa-
tients. Although several authors discussed the futility and the
lack of clinical response to antibiotics in hospice care, our re-
search shows that using antibiotics, regardless of the type, was
associated with statistically and clinically significant longer sur-
vival. Hence, we should consider antibiotics as the fifth essential
drug in hospice.
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Sentinel lymph node tumor
burden and immunophenotype
and its correlation with non-
sentinel lymph node positivity

Key words: antibodies, immunophenotype, sentinel, tumor burden

Introduction: According the MSLT-Il trial overall survival was not
improved with complete lymph node dissection (CLND) but re-
gional control of disease was improved.

Goal: goal is to find parameters that could be used for selec-
tion of patients that could still benefit from CLND. In this study,
sentinel tumor burden and expression of FOXP3, CD4, CD8 and
their correlation with non-sentinel lymph node (NSLN) involve-
ment were analyzed.

Methods: SLN biopsy was performed from 2011-2016 in 337
patients. In 63 (19.5%) SLN involvement was diagnosed and in
23/63 (36.5%) further involvement in NSLN was found. In 46 pa-
tients SLN tumor burden was evaluated by Rotterdam (maximum
diameter of metastasis in SLN), Dewar (localization) criteria and
Starz (depth of invasion) classification, as well as expression of
FoxP3, CD4 and CD8. These parameters were correlated with the
outcome of CLND. Fisher’s exact test was done for categorical
data, t-test for continuous data, (p<0.05 was considered sig-
nificant).

Results: NSLN involvement was in correlation with localization
of metastasis in SLN (Dewar) and depth of invasion (Starz). Sub-
capsular localization (p=0.007) and depth of invasion >3 um
(p=0.08) found more frequently in NSLN negative patients. In-
tratumoral and peritumoral FoxP3 expression was found in 75%
of involved NSLN. The presence of intratumoral CD4 and CD8
lymphocytes was found in 60%, while there was no correlation
found for peritumoral CD4 and CD8 expression.

Conclusion: NSLN involvement is more frequent in patients with
higher SLN tumor burden. Also, peritumoral and intratumoral ex-
pression of FoxP3 and intratumoral CD4 and CD8 expression is
more frequently found in involved NSLN.
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Comparison of MASSC and
CISNE index for identifying
patients with febrile
neutropenia and low risk for
developing complications —
monoinstitutional data

Key words: febrile neutropenia, risk, outcome

Introduction: Treatment of febrile neutropenia is gaining in im-
portance, especially with development of clinical and laboratory
parameters contained in MASSC and CISNE index to determine
which of the patient will be hospitalized in order to decrease
intrahospital infections. MASSC index applies to patients on
chemotherapy for hematologic and solid malignancies, while the
CISNE is more suitable for patients with solid tumors. Combining
these two models provides more opportunities to clinician.
Material and methods: This retrospective cohort included 155
patients with febrile neutropenia who were treated in period from
January 2016. until January 2018. in Clinical Centre Kragujevac.
They were all treated with cytotoxic therapy in the previous pe-
riod of 20 days. Primary outcome was the severity of any serious
complications during treatment. Hospitalization in intensive care
unit and lethal outcome for a period of 30 days from the start of
treatment were secondary outcomes.

Results: There were 72 (46,5% of total number of 155) patients
with febrile neutropenia with low MASSC risk index for devel-
opment of febrile neutropenia compared to 20 (12,9%) patients
with CISNE index with low risk for development of febrile neutro-
penia. GINSE index in our clinical practice was more significant in

detecting patients in low risk for developing complications than
MASSC —-p< 0,001.

Conclusion: MASSC and CISNE results have a reasonable prog-
nostic value for patients with low risk febrile neutropenia for devel-
oping complications. Risk assessment should be used with clini-
cal assessments for the identification of patients who developed
febrile neutropenia and witch of those will be hospitalized.
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SCC in patient with inherited
epidermolysis bullosa

Key words: exon 94 (G2413E), Inherited epidermolysis bullosa,
squamous cell carcinoma

Epidermolysis bullosa (EB) represents an inherited rare skin dis-
order (1). The most common and severe complication in these
patients is cutaneous squamous cell carcinoma (SCC). Re-
searches show that 90.1% of EB patients develop SCC before the
age of 55, and 80% of them die within 5 years (2).

We present two cases. First patient is 46 years old male Cauca-
sian patient with SCC of the left lower leg, treated with tumor ex-
cision, skin grafting and left inguinal dissection. In 2007, biopsy
was performed and were consistent with dystrophic EB, further
confirmed with genetic analysis, that revealed the presence of
paternal missense mutation in exon 94 (G2413E) and maternal
in exon 3 of the COL7A1 gene coding for collagen VII. The patient
was diagnosed with recessive dystrophic EB and aplasia cutis
congenita known as Bart syndrome. In 2015 complete excision
with a skin graft was done with complete healing. At the last
follow-up in November 2018 there were no signs of disease.
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The second patient is 45 years old male Caucasian who was
diagnosed SCC of the right elbow, at the age of 43. The primary
tumor was excised, but during follow-up relapse at primary site
and lymphonodopathy occurred, treated with brachial amputa-
tion and right axillar dissection. During 21 months of follow-up,
patient is without signs of relapse of the disease.

SCC in patients with inherited EB is the most common complica-
tion, but with adequate diagnostic and treatment procedures, it
is possible to have good control over the disease.
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