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of VAC alternating with Ifosfamide/Etopozid in 3-week-cycles for a total of 12
weeks, which resulted in complete clinical and imaging regression of disease in
axilla and partial regression (60%) of primary tumor site, followed by repeated
surgical procedure. Pathology report came back with no signs of tumor cells.
He then continued to receive additional 4 cycles of previously mentioned che-
motherapy regimens. Treatment ended with locoregional radiotherapy. Up-to-date
the patient is still without evidence of the disease almost one year later.

Conclusion: NCCN guidelines recommended various combinations of surgery
followed by adjuvant chemotherapy or radiotherapy or preoperative chemo-,
radio- od chemoradiotherapy. Given the rarity of the clinical situation, there
are very limited data on the management of adult RMS. Studies suggested
that VAC regimen alternating with ifosfamide and etoposide was effective for
patients with intermediate risk RMS (RR of 82% and CR of 45%).

Based on the data, our patient has been treated according to the guidelines
and is at this moment disease free.

Keywords: Rhabdomyosarcoma in adults, Sarcoma, Alveolar Rhabdomyosar-
coma

MNocToju nu rpaHnua n3mMeny UMTOTOKCUYHOT U
aHTUMeTacTaTCcKor eqpekTa cenekTUBHUX NHXMBUTOpa
XUCTOH AeaueTtunase 6 Koa conuaHux Tymopa?

KaTapuHa Hukonuhi, Qywad Pyxuh!, MunaH berbkaw?, Munow
NetkoBuh?, Sheraz Gul3, Juan F. Santibanez? TaTjaHa Cpanh-Pajuh3
1 KaTenpa 3a papmaueyTcky Xemujy, PapmaueyTcki pakynTeT, YHUBEP3UTET
y beorpany, beorpag, Cpbuja; 2 Kateapa 3a opraHcky XeMujy, apmaleyTcku
thakynTet, YHuBep3uTeT y beorpaay, Cpbwja; 3 Fraunhofer Institute for Molecular
Biology and Applied Ecology Screening Port, Hamburg, Germany; * lpyna 3a
MONeKynapHy OHKOAOrujy, MHCTUTYT 33 MeAUUMHCKA UCTPAXNBAHA,
YHuBep3uTeTa y beorpaay, Cpbuja; ° Onerberbe eKCrepriMeHTanHe 0HKoNoruje,
NHCTUTYT 33 oHKOMormnjy n paguonornjy Cpbuje, beorpag, Cpbuja

NcTpaxmBayn TPEHYTHO yNaxy Benuke Hanope y UCNUTUBArE CenekTUBHUX
MHXNBUTOPA XMCTOH aeaueTunase 6 (HDAC6I) koju 61 mornn aa Hahy KNMHWUYKY
npumeHy3. 0Ba NCTPaXnBaha Cy AENUMUYHO OTEXAHA YCNea HEKOH3UCTEHTHUX
NPeKANHNYKNX pe3ynTaTta o henunjckum 1 BMOXeMUjckuM NpoMeHama HakoH
TpeTMaHa ConuAHUX Tymopa HDACGI 42,
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Hawa ctyanja obyxsaTa KOMNjyTepcky An3ajH 1 cuHTe3y Tpu HoBa HDACE
NHXxNBUTOPa, 33jefHOo Ca in vitro eH3UMCKUM UCNUTUBAHEM aKTUBHOCTU Ha
CpoaHuM n3opopmama HDAC eH3UMUMA. AHTUHEONACTUYaH eddekaT CUHTe-
TUCAHUX jeAVNHEeHa je UCNUTAH in vitro Ha YeTupu Tna hennja KapumHoma,
XyMaHUM henvjama kapuuHoma gojke (MDA-MB-231 u MCF-7) n xymaHum he-
nnjama menaHoma (A-375 n 518A2). YTBpHEHO je Oa CUHTeTUCAHA jeAnHbeHa
MHAYKYjy anonTo3y Npu BUCOKUM KoHLEHTpaukjama (IC,, >30 pM). UcToBpeme-
HO je yo4YeHo fa OBa jeAuHeHa 40BOAE Y A0 MOPOIONOLWKNX MPOMEHa Ha Tpe-
TUpaHum hennjama ToKom n3Bofera Tecta BMabunHoCTy WTO HAC je yCMepu-
N0 Ka NCNUTWBAHY HUXOBUX AHTUMETACTATCKMX 0CObMHa. Jegnrserse MBDR-4
CHaXHO MHXNBupa murpaunjy n nHBasnsHoct MDA-MB-231 n A375 henwvja KaH-
Lepa Ha cyBanonToTCckoj KOHUEeHTpauuju (5 uM), LuTo oTBapa HoBe MoryhHoCTH
33 UCTPaXmnBakoe cenekTuBHUX HDACE MHXMBUTOPA Ka0 afjyBaHTHUX XeMOTe-
paneyTnka ca aHTUMeTacTaTCKUM edoeKkToM.

K/byyHe peyn: enureHeTcky NekoBwn, MHXMBUTOPKU XUCTOH aeauetwnnase 6, aH-
TUMETACTaTCKN areHcu, afjyBaHTHN XeMoTepaneyTuun

Is there a borderline between cytotoxic and
antimetastatic effects of selective Histone deacetylase 6
inhibitors in solid malignancies?

Katarina Nikolic, Dusan Ruzic?, Milan Beljkas?, Milos Petkovic?,
Sheraz Gul3, Juan F. Santibanez?* Tatjana Srdic-Rajic®

! Department of Pharmaceutical Chemistry, Faculty of Pharmacy, University
of Belgrade, Belgrade, Serbia; 2 Department of Organic Chemistry, Faculty of
Pharmacy, University of Belgrade, Belgrade, Serbia; 3 Fraunhofer Institute for
Molecular Biology and Applied Ecology Screening Port, Hamburg, Germany; *
Group for Molecular Oncology, Institute for Medical Research, University of
Belgrade, Belgrade, Serbia; ®> Department of Experimental Oncology, Institute
for Oncology and Radiology of Serbia, Belgrade, Serbia

Researchers make an extensive effort to discover selective histone deacety-
lase 6 inhibitors (HDAC6i)*? which could be delivered to the patients3. These
attempts are partially obscured by inconsistency in preclinical data regard-
ing the cellular and biochemical changes upon treatment of solid tumours
with HDAC6i #°. In this study, we present computational design, synthesis of
three novel HDACG inhibitors along with their in vitro pharmacological profile
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against zinc-dependent HDACs. The in vitro anticancer effects of the synthe-
sized compounds were examined on four types of cancer cell lines, human
breast cancer cell lines (MDA-MB-231 and MCF-7) as well as human melanoma
cells (A-375 and 518A2). It was found that the synthesized compounds induce
apoptosis in high concentrations (IC,, >30 pM) nonetheless, the observed
morphological changes of studied cell lines during cell viability assay prompt-
ed us to examine their antimetastatic properties. Novel compound MBDR-4
significantly reduces migration and invasiveness of the MDA-MB-231 and
A375 cancer cell lines at subapoptotic concentration (5 pM), which open new
avenues for redirecting drug discovery of selective HDAC6 inhibitors as adju-
vant chemotherapeutics, with antimetastatic effects.

Keywords: epigenetic drugs, histone deacetylase 6 inhibitors, antimetastastic
agents, adjuvant chemotherapy

References:

1. Ruzic, D, Petkovic, M., Agbaba, D., Ganesan, A, Nikolic, K. Combined Ligand and
Fragment-based Drug Design of Selective Histone Deacetylase-6 Inhibitors. Mol
Inform. 2019 May; 38(5):e1800083.

2. Alves Avelar, L.A, Ruzic, D, Djokovic, N., Kurz, T., Nikalic, K. Structure-based design of
selective histone deacetylase 6 zinc binding groups. J Biomol Struct Dyn. 2019 Aug
14:1-12.

3. Mazitschek R. and John H. Van Duzer. Pyrimidine hydroxy amide compounds as HDAC6
selective inhibitors. U.S. Patent No. 9,464,073. 11 Oct. 2016.

4. Depetter, Yves, et al. Selective pharmacological inhibitors of HDAC6 reveal biochemical
activity but functional tolerance in cancer models. Int J Cancer. 2019 Aug 1;145(3): 735-747.

5. Lee Y-S, Lim K-H, Guo X, et al. The cytoplasmic Deacetylase HDACG is required for
efficient oncogenic tumorigenesis. Cancer Res 2008; 68: 7561-9.

Coexistence of TERT promoter and BRAF mutations in
metastatic melanoma
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Introduction: Despite of breakthrough in treatment with targeted therapy
and immunotherapy with 5-year survival rate of 35-40 % that is encouraging,
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