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DEAR COLLEAGUES, DEAR FRIENDS,

We are delighted to greet you on the 13th International Congress of the Serbian Society of Toxicology
& 1. TOXSEE Regional Conference - Present and Future of toxicology: challenges and opportunities,
organized in Belgrade from 10-12 May 2023.

[V V)

Five years after our last international Congress we gathered in Belgrade, to further promote contempo-
rary toxicology, in the broadest sense of meaning, as a response to the new challenges requiring innova-
tive approaches and solutions, as it is understood in the third decade of the XXI century.

Initial concept, to blend the top scientific level in toxicology with the potentials of its’ use in broad array
of clinical and other domains, proved to be right. Line-up of more than 70 first class international and
regional faculties as well as best Serbian scientists and toxicology professionals in all related domains fully
justify the approach. Moreover, interest and presence of more than 250 colleagues from Serbia and region
witness that our professional community has recognized the approach taken and shown vast interest.

The Serbian Society of Toxicology is committed to innovation and creativity in research and education,
in cooperation with collegial associations and institutions in Serbia and abroad. As a regional leader, we
developed and inaugurated the regional brand TOXSEE, with the idea to gather as much as possible
expertise and know-how from the region and Europe, to capture knowledge, share experience and
exchange practical skills with colleagues who deal with toxicology problems daily.

Time imposes on us the need to integrate science, top knowledge and daily practice in a quality and
efficient way, to contribute to the better health of the society as a whole in the most purposeful manner.
Therefore, a thematic and functional connections with domains of emergency medicine, general
medicine, paediatrics, ecology, in addition to already standard toxicological disciplines i.e. clinical,
forensic, occupational, and experimental toxicology have been enhanced.

We are glad to host you in a pleasant atmosphere of Belgrade in mid-May, to benefit from the attractive
and dynamic program, exchange knowledge, and, equally important, to refresh existing and establish
new contacts with colleagues and friends, while enjoying our hospitality and cherish the moment in one
of the best partying cities of Europe.

YOU ARE MOST WELCOME!!!

Prof. dr Petar Bulat Prof. dr Biljana Antonijevic Prof. dr Predrag Vukomanovi¢
* President of the STC * President of the CSC * President of the COC
o President of the 13th STC Congress of the 13th STC Congress of the 13th STC Congress
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POSTOJI LI VEZA IZMEBU HEMATOLOSKE TOKSICNOSTI

| 0DGOVORA NA NEOADJUVANTNU HEMORADIOTERAPLIU
KOD PACIJENATA SA LOKALNO

UZNAPREDOVALIM KARCINOMOM REKTUMA?

Mladen Marinkovi¢’, Suzana Stojanovié-Rundié¢'?>, Ana Buri¢?, Aleksandra Stanojevi¢?,
Dusica Gavrilovi¢’, Radmila Jankovié?®, Jerome Zoidakis®, Sergi Castellvi-Bel°,
Remond Fijneman’, Milena Cavi¢®

1 Institut za onkologiju i radiologiju Srbije, Klinika za radijacionu onkologiju i dijagnostiku,
Odeljenje za radijacionu onkologiju, Beograd, Srbija

2 Univerzitet u Beogradu - Medicinski fakultet, Beograd, Srbija

3 Institut za onkologiju i radiologiju Srbije, Odeljenje za eksperimentalnu onkologiju,
Beograd, Srbija

4 Institut za onkologiju i radiologiju Srbije, Data centar, Beograd, Srbija

5 Akademija u Atini, Fondacija za biomedicinska istraZivanja,

Departmant za biotehnologiju, Atina, Grcka

6 Univerzitet u Barseloni - Fondacija za klinicka istrazivanja Barselone-

Institut za biomedicinska istrazivanja August Pi i Sunier (FRCB-IDIBAPS),

Centar za biomedicinska istrazZivanja u mrezi hepatickih i digestivnih bolesti (CIBERehd),
Bolnicka klinika, Odeljenje za gastroenterologiju, Barselona, Spanija

7 Holandski institut za istrazivanje karcinoma, Odeljenje za patofiziologiju,

Amsterdam, Holandija

Standardni tretman lokalno uznapredovalog karcinoma rektuma (LARC) je neoadjuvantna hemiora-
dioterapija (nCRT), nakon Cega sledi operacija. Cilj ove studije bio je da se proceni povezanost izmedu
hematoloske toksicnosti i odgovora tumora na terapiju (TR). U periodu od juna 2020. do januara 2022.
godine, u studije je prospektivno ukljueno 75 pacijenata sa LARC-om koji su leCeni dugotrajnim rezi-
mom CRT-a. RT je isporucena koris¢enjem volumnog rotacionog planiranja zracne terapije i simulta-
nog integrisanog boost-a. Istovremena hemioterapija (5-FU, leukovorin) je primenjivana tokom prve i
pete nedelje RT. TR je procenjen u 8. nedelji, nakon zavrsetka nCRT. Za pacijente sa potpunim klinickim

g

odgovorom (cCR) nije predloZena neposredna radikalna operacija.
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Grupa pacijenata koja je dobro odgovorila na sprovedeno lecenje (eng. responders, R) je definisana sa
cCR i TRG1 i TRG2 postoperativnim kategorijama, prema Mandardovoj klasifikaciji. Grupa koja je loSije
odgovorila (eng. non-responders, NR) definisana je kao TRG3-5. Akutna toksicnost je procenjivana
nedeljno u skladu sa zajedni¢kim terminoloskim kriterijumima za neZeljene dogadaje (CTCAE) v.5.0. R
su obuhvatali 46,6% pacijenata.

Tokom nCRT, javili su se ukupni hematoloski nezeljeni efekti: anemija 40,0%, leukopenija 32,0% i
neutropenija 21,3%. Anemija 3. stepena, leukopenija i neutropenija su se javile kod 6,7%, 2,7% i 4%
pacijenata, respektivno. Nije prijavljena toksicnost 4. stepena. Limfopenija je primecena kod 94,7%
pacijenata; 50,7% njih imalo je stepen toksicnosti 3/4. Znacajna povezanost izmedu hematoloske
toksiCnostii TR nije dokazana. Negativan trend je primecen kod anemije; pacijenti bez anemije tokom
nCRT bolje su reagovali na le¢enje (p=0,05). Ova povezanost moze biti dovedena u vezu sa hipoksijom
tumora i posledi¢cnom radiorezistentnos$c¢u. Limfopenija izazvana zracenjem i njena potencijalna
povezanost sa TR bice ispitana u nastavku ove studije. Dalje analize ¢e biti usmerene na ispitivanje
subpopulacija zahvacenih limfocita koris¢enjem CyTOF metodologije masene citometrije.

KLJUCNE RECI: lokalno uznapredovali karcinom rektuma, neoadjuvantna hemioradioterapija,

hematoloska toksicnost.

ZAHVALNICA: Ovu studiju finansirali su: Horizon Europe Twinning projekat STEPUPIORS (br. 101079217
i Ministarstvo prosvete i nauke Republike Srbije (br. 451-03-68/2022-14/200043).
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IS THERE A RELATION BETWEEN HEMATOLOGICAL
TOXICITY AND RESPONSE TO NEOADJUVANT
CHEMORADIOTHERAPY IN PATIENTS

WITH LOCALLY ADVANGED RECTAL CANCER?

Mladen Marinkovi¢’, Suzana Stojanovié-Rundié¢'?>, Ana Buri¢?, Aleksandra Stanojevi¢?,
Dusica Gavrilovi¢’, Radmila Jankovié?®, Jerome Zoidakis®, Sergi Castellvi-Bel°,
Remond Fijneman’, Milena Cavi¢®

1 Institute for oncology and radiology of Serbia, Clinic for radiation oncology and diagnostics,
Department of radiation oncology, Belgrade, Serbia

2 University of Belgrade - Faculty of medicine, Belgrade, Serbia

3 Institute for oncology and radiology of Serbia,

Department of experimental oncology, Belgrade, Serbia

4 Institute for oncology and radiology of Serbia, Data Center, Belgrade, Serbia

5 Academy of Athens, Biomedical research foundation,

Department of biotechnology, Athens, Greece

6 University of Barcelona, Fundacio de recerca clinic Barcelona - Institut d'investigacions
biomédiques August Pi i Sunyer (FRCB-IDIBAPS),

Centro de investigacion biomédica en red de enfermedades hepaticas y digestivas
(CIBERehd), Hospital clinic, Gastroenterology department, Barcelona, Spain

7 The Netherlands cancer institute, Department of pathology, Amsterdam, Netherlands

The standard treatment for locally advanced rectal cancer (LARC) is neoadjuvant chemoradiotherapy
(nCRT) followed by surgery. The aim of this study was to evaluate the association between different
hematological toxicity and tumor response (TR). We prospectively included 75 LARC patients treated
with long-course CRT between June 2020 and January 2022. RT was delivered using volumetric modulated
arc therapy-simultaneous integrated boost. Concomitant chemotherapy (5FU, Leucovorine) was given
during the first and fifth week of RT. TR was assessed in week 8, after nCRT completion. No immediate
radical surgery was suggested for patients with complete clinical response (cCR). Responders were de-
fined as patients with cCR and TRG1 and TRG2 postoperative categories, according to the classification
by Mandard. Non-responders were classified as TRG3-5. Acute toxicity was evaluated weekly according

g

to common terminology criteria for adverse events (CTCAE) v.5.0.
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Responders group comprised 46.6% of patients. During nCRT, all-grade hematological adverse effects
occurred: anemia 40.0%, leukopenia 32% and neutropenia 21.3%. Grade 3 anemia, leukopenia and
neutropenia occurred in 6.7%, 2.7% and 4% of patients, respectively. No grade 4 toxicity was reported.
Lymphopenia was observed in 94.7% of patients; 50.7% of them had grade 3/4 toxicity. No significant
association was found between hematological toxicities and TR.

A negative trend was observed for anemia; patients without anemia during nCRT responded better to
treatment (p=0.05). This association might be connected to tumor hypoxia and consequent radioresistance.
Radiation-induced lymphopenia and its potential association with TR remain to be understood.
Further analyses will be directed to the investigation of the affected lymphocytes subpopulations using
a CyTOF mass cytometry methodology.

KEY WORDS: locally advanced rectal cancer, neoadjuvant chemoradiotherapy, hematological toxicities.
ACKNOWLEDGMENTS: This study was funded by the Horizon Europe Twinning Project STEPUPIORS

(Agreement No. 101079217) and the Ministry of Education and Science of the Republic of Serbia
(Agreement No. 451-03-68/2022-14/200043).




