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Summary. The particularities of SARS-CoV-2 infection on onco-hematological diseases in children.

Introduction: Cancer in childrenis a rare disease among the pediatric population, representing approximately 0.5%
- 1% of the total number of cancers. In the Republic of Moldova, anually, approximately 90 children are diagnosed
with malignant tumors. The survival rate of children with cancer has improved considerably over time, but it remains
a significant cause of morbidity and mortality among children. In oncological pathology, viral and bacterial infections
acquired in the community can lead to a delay in chemotherapy treatment, which increases the risk of disease recurrence
and resistance, thus increasing mortality. Children with hematologic malignancies generally have a more favorable
prognosis for COVID-19 infection than adults with the same pathologies, but their risks of hospitalization, and death are
much higher compared to the general pediatric population

The purpose of the study: Determination of the infection rate of children with hemoblastosis with SARS Cov 2
infection, evolution and survival rate.

Materials and methods: Thisis a retrospective study carried out in the Oncological Institute, hematology section for
children, carried out during the SARS-CoV-2 pandemic March 2020-March 2022.

Results: Among all patients hospitalized and treated in theOncological Institute, the children’s hematology section
(125 patients) - 33 (26.4%) patients suffered SARS COV 2 infection, of which 3 had endured covid 2 times. The majority
of patients - 26 patients (78.78%) had acute lymphoblastic leukemia, 1 (3.03%) Hodgkin’s lymphoma and 2 (6.06%)
with Burkitt’s lymphomas, and non-Hodgkin’s lymphoma. Among the clinical symptoms, most children presented with
11 patients (30.5%), and fever> 38-10 patients (27.7%), 12 children (33.3%) did not present any symptoms, only the
positive COVID-19 test. Among children diagnosed with COVID-19 infection, 10 (27%) cases of COVID were registered
in children before or simultancously with the basic hematological diagnosis, 25% (9 patients) were in the period of
intermediate maintenance and we had one case ( 2.7%) in reinduction therapy and refractory therapy respectively.
Analyzing the paraclinical data, a slight prevalence of the absolute number of lymphocytes compared to that of neutrophils
was observed in patients who presented radiological signs of viral pneumonia. According to the imaging data, we had
7 confirmed cases of bilateral viral pneumonia, Rx1, 1 case of severe bilateral viral pneumonia-Rx4, which resulted in
death, and one case of bilateral viral pneumonia due to leukemoid infiltration which also led to death, the child being
decompensated approximately 2 months before the diagnosis of COVID-19.

Conclusions: For most pediatric patients with hematologic malignancies, infection with COVID-19 does not result
in severe progression. But this infection leads to the discontinuation of specific therapy, but the long-term consequences
are notyet sufficiently studied.
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Pesome. Ocodennoctn nudexnun SARS-CoV-2 npu 0HKO reMaTo10rH4ecKiX 3200J1eBAHUSX Y AeTe.

BBenenne: Pak y nereil siBisieTcs: penkuM 3a00JIEBaHUEM CPEIH MEAUATPUYCCKON TOMYISIUU H COCTABIISIET IPH-
MepHOo 0,5-1% ot obmiero ymncna oHKoJIIOTHYECKHX 3aboneBanuil. B PecmybOnuke MommoBa exeromnno okono 90 nereit
JIUArHOCTUPYIOT 3JI0KaUe€CTBEHHbIE OMYXOJIH. BEDKMBaeMOCTh JI€TE€l C pakOM CO BPEMEHEM 3HAYUTEIbHO YIYYIIMJIACh,
HO OH CTaeTCsI BAXKHOW MPUYMNHOMN 3200JI€BAEMOCTH M CMEPTHOCTH cpeu AeTeil. [Ipu OHKOIOTHYeCKOM MaTOIOTHH BUPYC-
HBIC U OaKTepUaIbHbIC HHPEKINH, IPUOOPETCHHEIC B 00NIECTBE, MOTYT IIPHBECTH K 33I€PIKKE XUMUOTEPATICBTUIECKOTO
JICUCHHS, YTO TOBBIIIACT PHCK PEIHNBA U PE3UCTCHTHOCTH 3a00JICBaHUS, TEM CaMBIM IOBBIIIAs CMEPTHOCTb. JleTu ¢
reMaTOJIOTUIECKUMU 3JI0KAY€CTBEHHBIMI HOBOOOPA30BAHUSAMHU OOBIYHO MMEIOT OOJiee ONaroNpHsITHBIA IPOTHO3 HA MH-
¢dexuro COVID-19, yeM B3pocCiibie ¢ TEMU K€ MATOJIOTUSIME, HO UX PUCKH TOCIUTAINA3AUN U CMEPTH HAMHOTO BBIIIC
10 CPaBHEHHIO C OOIIEH e naTpuieckoi MomyIsuen.

Hens uccaenoBanus: OnpenencHue HHOUIMPOBAHHOCTHU NeTel remoonacrozamu SARS Cov 2, IMHAMUKY U BbI-
JKUBAEMOCTH.

Marepuajibl 4 MeTOIbI: DTO PETPOCIIEKTUBHOE UCCIIEI0BAaHUE, IPOBEACHHOE B OTJEICHUU JETCKOM reMaToa0ruu
Wucturyra onkonoruu B nepuon nangemun SARS-CoV-2 ¢ mapra 2020 no mapr 2022 roza.

CoOctBenHbIe pe3ynbraThl: Cpeind BCEX MAIMCHTOB, TOCIUTAIM3UPOBAHHBIX U IMIPOJICYCHHBIX B OHKOJIOTHYCCKOM
WHCTHTYTE JETCKOTO reMaToiiorndeckoro otnenenus (125 mamuentos) - 33 (26,4%) manueHTOB MepeHec THHH(EKIIUIO
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SARS COV 2, u3 nux 3 nepenecinu COVID-19. 2 paza. Y 6onbinHcTBa O0JIBHBIX - Y 26 60bHBIX (78,78%) ObLT OCTpHIiA
mumMdoOnacTHbIil neiiko3, y 1 (3,03%) — numdpoma XomkkrHa n'y 2 (6,06%) — numdombl bepkuTra N HEXOUKKUHCKHE
muMdombl. Cpenn KIIMHUYECKUX CUMIITOMOB Y OonbIIMHCTBA Aeter obuto 11 manwmenrtos (30,5%), a nmuxopaaka > 38-10
nanuenToB (27,7%), y 12 nereii (33,3%) He ObUIO HMKAKUX CHMITOMOB, TOJIBKO MOJOKHUTENbHBIN TectHa COVID-19.
Cpemu nereit ¢ muarnozomu Hpeknuu COVID-19 10 (27%) cinydaes COVID 3apeructpupoBaHo y IETEH 0 UIH OHO-
BPEMEHHO C OCHOBHBIM I'€MaTOJIOTHYECKUM JHarHo3oM, 25%(9 nmanmeHToB) HaXOAWINCH B MEPHOJE MPOMEKYTOYHOTO
TIO/I/ICP KU BAIOIIETO JICYCHHSI U Yy HAC ObUT OJMH cityyaid (2,7). %) npu penHIyKIMOHHOM Tepanuu U pedpakTepHOn Te-
paruy COOTBETCTBEHHO. Y OOJBHBIX C PEHTICHOJIOTHYECKHMH MPH 3HAKaMHU BHPYCHOW IMHEBMOHMH HAOMNIONANIO Ch He-
3HAYUTENFHOE Tpeodajganie adbCoMIOTHOTO YHcia JMM(OINUTOB HaATakoBRIMHEWTpodmioB. [TogaHHBIMBH3Yann3aum
y HacOBIIO 7 MOATBEPKACHHBIX CIy4aeB JIByCTOPOHHEH BUpYyCHOM MHeBMOHMU Rx 1, 1 ciryuail Tsxkenoi [ByCTOpOHHENH
BUpPYCHOW NMHeBMOHUM RX 4, mpuBeneil kK JieTaabHOMY MCXOAY, M OAMH CIIydail ABYCTOPOHHEH BHUPYCHOHM ITHEBMOHHHU
BCJIE/ICTBHE JICHKEMOMIHOW MHPUIBTPAIMU, KOTOPAsl TAKKe TPUBETA K CMEPTU. Y peOeHKa JICKOMIIEHCAIHS IPOU30IILIa
MIPUMEPHO 3a 2 Mecsla 10 MocTaHoBKH nquarHo3a COVID-19.

BoiBoabl: Y GonbIIMHCTBA MEIUATPUUECKUX MALMEHTOB C TeMaToJIOTHYEeCKUMH 3JI0Ka4eCTBEHHBIMU HOBOOOpa30-
BanusiMu 3apakenne COVID-19 He npuBOIUT K TSDKEIOMY NporpeccupoBanuto. Ho aTa HH(EKIus TPUBOIUT K OTMEHE

crielpUIecKoi Teparnu, a OTJaJIeHHbIE [T0CIIe ACTBUSICIICHE JOCTATOUHO H3yUCHBI.
Kuarouesnbie ciioBa: nHpexnms SARS-COV-2, oHkoremaronornieckue 3a00eBanusi, reMo01acTo3bl.

Introducere.

Cancerul la copii este 0 maladie rard in rindul po-
pulatiei pediatrice, reprezintind aproximativ 0, 5%-
1% din numarul total de cancere [7]. In R. Moldova
aproximativ 90 copii sunt diagnosticati anual cu tu-
mori maligne. Rata de supravietuire a copiilor bol-
navi de cancer s-a Tmbunatatit considerabil in timp,
insd ramane o cauza semnificativd a morbiditatii si
mortalitatii Tn randul copiilor.

In patologia oncologica infectiile constituie o
problema majord atit in evolutia maladiei cit si in
efectuarea tratamentului [1-5]. Atat infectiile virale
cat si cele bacteriene dobandite in comunitate, pot
duce la intirzierea tratamentului chimioterapic, ceea
ce reprezinta cresterea riscului de recidiva si rezisten-
ta a maladiei, astfel crescand mortalitatea [2, 6].

Incepind cu sfarsitul lunii decembrie 2019, o
data cu aparitia si raspandirea fulminantd a virusu-
lui SARS-CoV-2 s-a dovedit a fi o perioada plina de
provocari pentru intreaga lume, dar in special pen-
tru populatia oncologica. Acesti pacienti constituie o
populatie vulnerabila ca rezultat atit a bolii primare
si a imunosupresiei asociate chimioterapiei. Potrivit
studiului de cohorta globala de copii si adolescenti cu
cancer $i boald severd COVID-19 a fost raportat in
1-6% din cazurile pediatrice [2, 4].

De asemenea, in perioada datd, s-au determinat
probleme vizavi de intarzierea adresarii la medic,
stabilirea diagnosticului, lipsa unor medicamente ne-
cesare, infectarea acestor copii in perioada tratamen-
tului chimioterapic. Pentru copiii sanatosi, riscul de
a dezvolta simptome severe si complicatii in urma
infectiei COVID-19 este mult mai scazut in compa-
ratie cu pacietii imunocompromisi, in special cei ce
sufera de hemoblastoze, cauza fiind tratamentul sever
chimioterapic si afectarea [3, 6]

Copiii cu afectiuni maligne hematologice au, in
general, un prognostic mai favorabil pentru infectia
cu COVID-19 decat adultii cu aceleasi patologii, dar
riscurile lor de spitalizare, spitalizare si deces sunt
mult mai mari In comparatie cu populatia pediatrica
generala. Conform Registrului Global al COVID-19
in Cancerul Copilariei de catre Spitalul de Cercetare
pentru Copii St. Jude si Societatea Internationald de
Oncologie Pediatrica (SIOP). COVID-19 au aparut
infectii severe la aproximativ 20% dintre copiii cu
cancer 65% dintre pacientii cu cancer pediatric au fost
internati in spital si 17% au necesitat internare sau
transfer la un nivel superior de ingrijire. De asemenea,
a aratat ca 4% dintre pacienti au murit din cauza CO-
VID-19. Terapia cancerului a fost modificata la 56%
dintre pacienti, iar la 45% dintre pacienti li sa intreti-
nut chimioterapia in timp ce infectia a fost tratata [5].

Scopul studiului: Determinarea ratei infectarii
copiilor cu hemoblastoze cu infectia SARS Cov 2,
evolutia si rata de supravietuire.

Materiale si metode.

Acesta este un studiu retrospectiv efectuat in In-
stitutul Oncologic, sectia hematologie pentru copii ,
realizat in perioada pandemiei SARS-CoV-2 martie
2020- martie 2022.

In studiu au fost inclusi copii intre 0 si 18 ani,
care au fost tratati de o maladie hematologica malig-
na (leucemie acuta, Limfomul Hodgkin, Limfomul
non Hodgkin), cu pozitivitate confirmata pentru CO-
VID-19 (antigen SARS-CoV2/COVID PCR), in pe-
rioada de tratament atit intensiv in stationar cit si la
terapia de mentinere la domicilu.

Rezultate proprii.
In urma studiului efectuat, in perioara 03.2020-
03.2022, dintre toti pacientii internati si tratati in In-



76

Buletinul ASM

stitutul Oncologic, sectia hematologie pentru copii
(125 pacienti) — 33 (26,4%) pacienti au suportatinfec-
tia SARS COV 2, dintre care 3 au suportat covid de 2
ori. Pacientii care au suportat covid au avutvirsteintre
1 si 16 ani, copii de la 1 la 3 ani constituind 27,27%
(fig.1). Baietii predomina cu o pondere de 63,6% (21
baieti), 36,3% (11 fete).

Majoritatea pacientilor - 26 pacienti (78,78%) au
avut diagnosticul onco-hematologic de leucemie acu-
ta limfoblastica, 1 (3,03%) din ei erau diagnosticati
cu limfom Hodgkin si cate 2(6,06%) cu limfoame
Burkitt, si limfom non-Hodgkin (fig.2).

Majoritatea copiilor aveau forme usoare sau
asimptomatice de boald, doar 2 dintre ei au avut ne-
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Figura 1. Virsta copiilor la momentul diagnosticarii infectiei SARS COV 2.
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Figura 2. Diagnozele hematologice concomitente infectiei SARS COV2
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Figura 3. Simptomele pacientilor diagnosticati cu infectia COVID 19
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Figura 4. Tratamentul specific aplicat copiilor oncohematologici in perioada infectiei cu COVID-19
voie de ingrijiri speciale in sectia de terapie intensiva. Tabelul 2.

Dintre simptomele clinice, cei mai multi copii s-au
prezentat cu 11 pacienti (30,5%), iar febra> 38-10 pa-

Datele de laborator si imagistic ale copiilor
diagnosticati cu infectia COVID-19

cienti (27,7%), 12 copii (33,3%) nu au prezentat ni- | Numairulabsolut | Numarulabsolut Rx
ciun simptom, doar testul COVID-19 pozitiv (fig. 3). | de limfocite de neutrofile
Dintre copii diagnosticati cu infectia COVID-19, 1121 1298 1
10 (27%) cazuri de COVID au fost inregistrate la copii 1224 2376 1
inainte sau concomitent cu diagnosticul hematologic 1764 1260 1
de baza, 25% (9 pacienti) au fost in perioada deeintre- 2176 1184 1
tinere intermediard si am avut un caz (2,7%) in terapie 984 316 1
de reinductie si respectiv terapie refractara (tab. 1). 2778 3444 |
. A Tabelul 1. Pneumonie virala
Perioada de tratament hematologic in momentul 858 416 asociati cu infiltrare
diagnosticarii COVID-19 leucemoidi
Tratament Abs. % 452 432 1
Terapia de inductie 3 8,3% 350 100 4
Terapia de consolidare 4 11,1% . . . . -
T — 5 Conform indexului de severitate a infectiei CO-
Intretinereintermediara 5 13,8% . . K
. - - VID-19 avem 5 nivele de sevritate [4]
Terapia de intensificare 9 25% . . . .
. e Asimptomatic - fara simptome- test covid po-
Terapiarefractara 1 2,7% "
: : . ZIt1v
Terap%a de mf:ngmere 3 8,3% e Usor - simptome de infectie respiratorie superi-
Terapia de reinducere 1 2,7% oara, febra, oboseala, mialgi, tuse Pieptul curat la aus-

Analizand datele paraclinice, s-a observat o ugoa-
ra prevalentd a numarului absolut de limfocite fata de
cel al neutrofilelor la pacientii care prezentau semne
radiologice de pneumonie virald (tab. 2). Conform
datelor imagistice am avut 7 cazuri confirmate de
pneumonie virala bilaterala, Rx1, 1 caz de pneumo-
nie virala bilaterala severa-Rx4, care s-a soldat cu de-
ces, si un caz de pneumonie virala bilaterala datorata
infiltratiei leucemoide care a dus si la deces, copilul
fiind decompensat cu aproximativ 2 luni inainte de
diagnosticarea COVID-19.

cultare. Unele cazuri pot sd nu aiba febra sau sa aiba
doar simptome digestive, cum ar fi greata, varsaturi,
dureri abdominale si diaree.

e Moderat - Semne de pneumonie, inclusive fe-
bra, tuse si crepitatii. Fard munca sporita de respira-
tie. Unele cazuri pot sd nu aiba semne si simptome
clinice, dar CT thoracic arata leziuni pulmonare, care
sunt subclinice.

e Sever — Detresa respiratorie — frecventa respi-
ratorie >70 respiratii pe minut pentru sugarii cu var-
sta<l an, >50 respiratii pe minut pentru copiii> 1 an.
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Saturatie Tn oxygen mai mica de 92%. Deshidratare
care necesita support lichid intravenos.

e Critic - Sindromul de detresa respiratorie acuta
(ARDS) sau insuficienta respiratorie care necesita su-
port ventilator. Semne de soc, encefalopatie, leziuni
miocardice sau insuficientd cardiaca, disfunctie de
coagulare sau leziune renalad acutd. Nevoie de suport
de UTI din alte motive.

Conform standartelor nationale si internationale
tratament specific cu antivirale este utilizat in cazu-
rile cu index de severitate sever si critic. Nici unul
din pacientii onco-hematologici nu a avut nevoie de
tratament cu antivirale. Tratamentul specific aplicat
copiilor oncohematologici in perioada infectiei cu
COVID-19 (fig. 4) a constat din antipiretice, terapie
cu oxigen, antibiotice, sorticosteroizi si factor de sti-
mulare granulocitar. Avind in vedere ca pacientii on-
co-hematologici sunt susceptibili la asocierea infec-
tiilor, in caz de neutropenie sau neutropenie febrila
se asociazad neaparat un antibiotic, 13 pacienti au fost
in aceasta perioada si au avut nevoie de terapie anti-
bacteriana, si 5 dintre ei pe fon de neutropenie febrila
prelungitd, si infectia confirmata de COVID-19 au
avut nevoie de factor de stimulare granulocitar. Nici
un copil nu a avut nevoie de terapie cu anticoagulante.

Concluzii.

Pentru majoritatea pacientilor pediatrici cu afecti-
uni hematologice maligne, infectia cu COVID-19 nu
are ca rezultat o progresie severa. Dar aceasta infectie
duce la intreruperea terapiei specifice, dar consecinte-
le pe termen lung nu sunt inca suficient studiate.
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