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Summary. Acute myelomonoblastic leukemia in children, the particularities of extramedullary infiltration
based on a clinical case.

Introduction: Childhood acute myeloidleukemia (AML) represents approximately 5% of childhood malignancies
and 15% to 25% of pediatric acute leukemia. The extramedullary manifestation of infiltrating clonal blast populations in a
variety of organs and tissues in acute myeloid leukemia (AML) is defined as a distinct entity in the 2016 WHO classifica-
tion of myeloid neoplasms, myeloid sarcoma The rate of complete remission after induction chemotherapy was lower in
patients with extramedullary infiltration, overall survival and event-free survival were not different between patients with
and without extramedullary infiltration.

Purpose of the study: Presentation of a clinical case of ALM type M4 with the presence of an extramedullary infil-
trate in the tissue of the central nervous system in children.

Materials and methods: The clinical, paraclinical, imaging data of the patient were studied in parallel with the spe-
cialized literature on similar cases.

Results: Boy, 5 years old, goes to the doctor with accusations of bilateral palpebral edema, bilateral temporal region
edema and bilateral exophthalmos , more pronounced on the left. In the general analysis of the blood: - Hemoglobin - 89
g/l , Leukocytes - 7.2 x 10"9/1; unsegmented neutrophil - 1%; segmented - 18%; lymphocytes - 44%; monocytes - 20%;
blast cells - 16%; Platelets - 70 x 10"9/1;VSH - 44 mm/h. During the physical examination: the peripheral lymph nodes are
palpable. No signs of central nervous system damage. It is supposed the diagnosis: Acute myeloid leukemia, sarcoma, or
neuroblastoma. A medullary puncture: moderately cellular marrow was determined, with blastcells 15.2%. Morphologi-
cally, it is more similar to acute myelo-monoblastic leukemia FAB-M4. Computerized Tomography-multiple, hyperdense
pathological foci, with localization with inand bilateral extraorbital, associated with exophthalmos. The formation from
the sphenoid sinus extends to the nasopharynx , through the pterygopalatine fossa, with narrowing of the lumen and mass
effect on the palatine tonsils. Immunophenotyping: CD45-/+ SS low 8% population, CD36+ 6%CD64+ monoblasts 8%,
Promonocytes /monocytes — (CD64+/CD14+) 25%.He underwent treatment according to the AML BFM 2004 program
with numerous complications, andcranial radiotherapy. At the moment, the child is in morphological remission.

Conclusions. The differential diagnosis of hyperdense intracranial masses may include neuroblastoma, meningioma,
lymphoma, metastases, or sarcomas. Correct and early diagnosis and initiation of specific treatment are essential to in-
crease the survival rate in cases of acute leukemia in children.

Key words: extramedullary infiltration, acute myelomonoblastic leukemia.

Pe3ome. OcTpblii MHe10MOHOOIACTHBIN JIeliKko3 y AeTel, 0CO0eHHOCTH IKCTPaAMEAYIISPHOI HHPUIBTPALUH
Ha npuMepe KJIUHNYECKOro cay4das.

Beenenne: Ha nerckuit octpsrii muenoneiiko3 (OMJI) npuxoanutcs npuMepHo 5% IETCKUX 37T0Ka4eCTBEHHBIX HO-
BOOOpa3zoBanuii u ot 15% 10 25% nerckoro ocTporo Jieiiko3a. DKCTpaMenyIuIIpHOe MPOsIBICHHE HHOUIBTPUPYIOIINX
TOMYJISIIIMNA KJIOHATBHBIX O71aCTOB B pa3IUYHbIE OPTaHbl U TKaHU MPHU oCTpoM muenoneiikose (OMJI) onpenensieTcs: kKak
OTJeNbHBIN 00bekT B Ki1accudukanmu BO3 2016 roga MuenonIHbIX HOBOOOpa30BaHMA, MUEIOUIHON capkoMbl. YacTtoTa
JOCTHKEHUS TIONHOM pEMHCCHH TIOCTIe HHIYKIIMOHHON XUMHOTEepanuu OblIa HIKE Yy TAllMEeHTOB € AKCTPaMETyIUISIpHON
nHmIbTpauel bobImas BEDKIBaEMOCTb M 0eCCOOBITUIHAS BEDKUBAEMOCTh HE PA3IMUaINCh MEXKAY MAIHEeHTaMH C IKC-
TpameqyJUIsipHON HHpUIBTpanneil u 6e3 Hee.

Heas uccaenoanusi: Mznoxenune knuHYeckoro caydas OM Jltnuna M4 ¢ HanmuueM 3KCTpaMenyUIIpHOTO HH-
¢unsrpara B Tkanu LTHC y pebenka.

Marepuanasl U MeToAbl. KilmHnueckne, napakInHIYECKUE, BU3YaIH3UPYIONINe JaHHBIC MallieHTa U3y4Jalnuch Ia-
paNIensHo CO CIeNHAIN3UPOBAHHON TUTEPaTyPO O aHAJIOTHYHBIM CITyYasiM.
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Co6cTBeHHBIE pe3yJbTaTbl: Manbunk, 5 jeT, o0parmics K Bpady ¢ jkanodamMH Ha JABYCTOPOHHHUH OTEK BEK, JIBY-
CTOPOHHMH OTEK BUCOYHOH 0OJNIACTH M JBYCTOPOHHUI dK30(TanbM, Ooee BhIpaKeHHBIH cieBa. B o0mem ananuse kpo-
Bu: - ['emornobusn - 89 /1, Jledxouutsr - 7,2 x 10"9/n; HeliTpodmil HecerMeHTUPOBaHHBIH - 1%); CerMeHTHpPOBaHHBIC
- 18%; nmumdonutsl — 44%; monouuThl — 20%); OmactHbICKICTKH — 16%; TpombouuTs! - 70 x 1079/m; BUI - 44 mwm/u.
[Tpu dpuzukambHOM OCMOTpe: NanbnupyoTes nepudepndeckue tumdarndeckne ysisl. [Ipuznaxos nopaxenns LIHC Her.
[pearnonaraercs AnarHo3 OCTPOro MUEIIONEHKO3a. CApKOMBIMIIMHEHPOOIacTOMBI,CapKOMarIHeiipodaacToma BeimonHe-
Ha MeyJUISIpHas ITyHKIMS, T/I€ OIPE/IEIIsUICs KOCTHBIM MO3TI yMEPEHHO KJIETOUHBIN, OJacTHBIX KieTok 15,2%, Mopdoio-
THYCCKU OH OOJIBIIIE TIOXO0XK Ha OCTPBI MUCIIOMOHOOIACTHBIH Jiciiko3 ®AB-M4. KommbroTepHy 0 TOMOTpaduo-HaInIHe
MHOYKCCTBEHHBIX THIICPJICHCUBHBIX MMATOJIOTHYCCKUX OUaroB, BHYTPH U JIBYCTOPOHHHIA SKCTPAOPOUTANILHBIN, CBSI3aHHBIN
¢ 9k30(TabEMOM. AHAJOTHYHO 00pa30BaHKE M3 KIMHOBHUIHOW Ma3yXu pacnpoCTpaHsIeTCsi Ha HOCOINIOTKY, Yepe3 KpbLIo-
HEOHYIO SIMKY, C CY’)KEHHEM IIPOCBETa U MAaCCOBBIM BO3EHCTBHEM Ha HEOHbIE MUHIAIMHBL. IMMyHO(EHOTHITHpOBaHME:!
CD45-/+ SS uuskuii 8% Hacenenus , CD36+ 6% CD64+ monoOmactel 8% , [IpomonoruTel /MoHOIUTEL — (CD64+/
CD14+) 25%. [Ipoxoaun ieuenue nmonporpamme OMJI BOM 2004, kparuaibHOE TydeBoe Tepanus. Ha JaHHbI MOMEHT

y peOeHKa HabIrOIaeTCss MOP(OIOTUICCKast PSMUCCHSL.

BruiBoasl. [luddepeHnmnanbHblii Anardo3 THIEPIIOTHRIX BHYTPUYEPETHBIX 00pa30BaHUl MOXKET BKIIOYATh HEWPOO-
JIaCTOMY, MEHHHTHOMY, TMM(OMY, MeTacTa3bl Wi capkoMmbl. [IpaBruiibHas U paHHSS TMarHOCTHKA M Havajo crienuduye-
CKOTr0 JICUCHHs UMEIOT Ba)KHOE 3HAUEHHE JJIs TIOBBIILICHHUS BEKUBAEMOCTH MIPU OCTPOM JieiiKko3e y aAeTeil.

KuaroueBble ciioBa: skcTpamenyusipHast ”HQHUIBTPAIKs, OCTPBIl MUEIIOMOHOOIACTHBIN JICHKO3.

Introducere.

Leucemia mieloida acuta la copii(AML) reprezin-
td aproximativ 5% din afectiunile maligne la copii si
15% pana la 25% din leucemia acuta pediatrica. Rate-
le de vindecare raportate variaza de la 60% la 70% in
tarile dezvoltatesi boala cauzeaza mai mult de juma-
tate din decesele leucemice la copii [1]. Unul dintre
potentialii factori de prognostic la acesti copii este in-
filtrarea extramedulara, o maiputemgasi sub denumi-
rea de sarcommieloid, tumora mieloidaextramedulara
si sarcom granulocitar. Toti acesti termini definesc o
acumulare de blasti de origine mieloida, care formea-
za 0 masd tumorald cu stergerea arhitecturii tesutului
nativ la nivelul orice situs anatomic extramedular [1].
Manifestarea extramedulard a populatii lor blastice
clonale infiltrate intr-o varietate de organe si tesuturi
in leucemi amieloida acuta (AML) este definitd ca o
entitate distinct in clasificarea OMS din 2016 a ne-
oplasmelor mieloide, sarcom myeloid [2]. Se poate
dezvolta de novo izolat sau ca parte a prezenta riiini-
tialea AML la fel poate fi intilnitdla copii cu recidiva.
Locurile comune ale infiltrarii extra medulare sunt
osul si periostul, orbita, ganglionii limfatici, pielea si
tesuturile moi, testicule, tract gastrointestinal siperi-
toneu. Conform datelor literaturii rata de remisiune
completd dupd chimioterapia de inductie a fost mai
mica la pacientii cu infiltatie extramedulara. Cu toate
acestea, supravietuirea global si supravietuirea fara
evenimente nu au fost diferite Intre pacientii cu si fara
infiltratie extramedulara.

Scopul studiului.

Prezentarea unui caz clinic de LAM tip M4 cu
prezenta unui infiltrat extramedular in tesutul siste-
mului nervos central la copii.

Materiale si metode.

Au fost studiate datele clinice, paraclinice, ima-
gistice ale pacientului in paralel cu literature de spe-
cialitate privind cazurile similare.

Rezultate proprii.

Baiat, 5 ani se adreseaza la medic cu acuze de
edem palpebral bilateral, edem al regiunilor tempo-
rale bilateral si exoftalm bilateral, mai pronuntat de
stanga (fig. 2). In analiza generala a singelui la adre-
sare se depisteaza: - Hemoglobina - 89 g/I, Leucocite
- 7.2 x 10"9/1; Neutrofile nesegmentate- 1%; segmen-
tate - 18%; limfocite - 44%; monocite - 20%; cellule
blastice- 16%; Trombocite - 70 x 10°"9/I;VSH - 44
mm/h. Este transferat catre o institutie tertiara de on-
cologie pediatrica, pentru investigatii si tratament.

La examenul fizic: ganglionii limfatici periferici
se palpeaza: bilateral laterocervical -0.5 ¢cm-2 cm;
axilari pe stinga pina la 2 cm; submandibular medi-
an -2,5 cm in diametru. Ficatul se palpeaza 2,5 cm
sub rebordul costal drept, splina nu se palpeaza. Fara
semne de afectare a sistemului nervos central. Se pre-
supune diagnsoticul de Leucemie acuta mieloida, sar-
com sau neuroblasom.

In tabelul de maijosavemdatele de laborator a pa-
cientului la momentulinternari (tab. 1).

Tabelul 1.
Datele de laborator la internare
Datele Valoarea
pacientului de referinta

Leucocite 12,8 x10%1 4-9 x10°/1
Mielocite 3% 0%
Segmentate 16% 47-72%
Eozinofile 1% 0-1%
Limfocite 40% 19-737%
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Monocite 23% 3-11%
Celule blastice 15% 0-5%

VSH 56 mm/h 2-15 mm/h
Hemoglobina 76 g/l 120-140 g/1
Eritrocite 2,1 x10/1 3,7-4,7 10'%/1
Trombocite 53 x10°/1 150-450 x10°/1
Acid homovanilic 6,37 mg/g 1,4-6,5 mg/g
Acidul vanilmandelic | 3,7 mg/g 1-11 mg/g
NSE 8,39 ng/ml 0-17 ng/ml
Creatinina 57,7 pmol/l | 52,2-119,3 umol/l
Acid uric 295 umol/l | 89,2-475,8 umol/l
Feritina 221 ng/ml 7-84 ng/ml
Hemoglobina A 95,3%

Hemoglobina A2 2,6%

Hemoglobina F 2,1%

ALT 11,4 U/L <45U/L
Fosfataza alcalina 385,4 U/l 82-331 U/
LDH 646 U/l 135-225 U/

o \

A fost efectuatd punctie medulard unde se de-
termind maduva moderat celulara, cu celule blastice
15,2 %, monocite 26%, megacariocite nu se determi-
na, numarul de trombocite este redus. Dupa morfo-
logie mai mult se aseamand cu leucemie acua mie-
lo-monoblastici FAB-M4.

Avind 1n vedere edem palpebral bilateral, edem
al regiunilor temporale bilateral si exoftalm bilate-
ral, mai pronuntat de stanga se efectuiaza Tomogra-
fia Computerizata (fig. 1) (nu s-a putut efectua IRM)
unde se determina prezenta focarelor patologice mul-
tiple, hiperdense, cu localizare intra si extraorbitara
bilaterald, asociate cu exoftalmie. In mod similar,
formarea din sinusul sfenoidal se extinde pana la
nazofaringe, prin fosa pterigopalatind, cu ingustarea
lumenului si efect de masa asupra amigdalelor pala-
tine. Focare de tesut patologic hiperdens, pe partea
inferioara stanga a osului parietal. Reactii periostale
agresive. Otita medie si mastoidita bilaterala.

Imunofenotipare: CD45-/+ SS low 8% populati-
on, CD36+ 6%CD64+ monoblasts 8%, Promonocite/
monocyte — (CD64+/CD14+) 25%.

A efectuat tratament conform programului AML
BFM 2004, I bloc de inducere a remisiunii, AdxE (Ci-

w

Figura 1. Imagini CT ale pacientului la momentul internarii.
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Figura 2. Pacientul la internare (prima imagine), pacientul in timpul tratamentului (imaginea a 2-a)

tarabin Caelix, Etoposid, Punctii lombare cu adminis-
trarea intratecala a tripluterapiei: Metotrexat, Cytara-
bin, Prednisolon. A suportat cu neutropenie febrila,
pancitopenie, pneumonie polisegmentara bilaterala.
Sepsis. Se repeat medulograma in vederea stabilirii
evolutiei maladiei: Celuleblastice 0%. Maduva osoa-
sa este bogat celulara, polimorfa. Megacariocite si
trombocite sunt in limitele normei.

Urmatoarele blocuri de inducer a remisiunii con-
form programului AML BFM 2004, haM (Citara-
bin, Mitoxantron, Intratecal: Metotrexat, Cytarabin,
Prednisolon), Al - (Citarabin, Idarubicin), Intratecal:
Metotrexat, Cytarabin, Prednisolon), haM (Citarabin,
Mitoxantron, Intratecal: Metotrexat, Cytarabin, Pred-
nisolon), HAE (Citarabina, Etopozid PL: Intratecal:
Metotrexat, Cytarabin, Prednisolon). a suportat cu
neutropenie febrila, trombocitopenie, pneumonie lob
inferior pe dreapta, pneumonie bilaterala.

Dupacurele de chimioterapie s-a efectuat cure de
radioterapie craniana la accelerator linear doza suma-
ra 18 Gy, fractionate in 12 sedinte.

La moment la copil se constatare misiune morfo-
logica.

Concluzii.

Diagnosticul diferential al maselor intracraniene
hyperdense poate include neuroblastomul, menin-
giomul, limfomul, metastazele sausarcoamele. Dia-
gnosticul corect si timpuriu si initierea tratamentului

specific sunt esentiale pentru a creste rata de supra-
vietuire in cazurile de leucemie acuta la copii.
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