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> 20% Blasti

Sange normal Leucemie

Eritrocite Neutrofile Limfocite Monocite Trombocite

http://www.romedic.ro/leucemia-mieloida-cronica-lmc
http://www.med-health.net/Acute-Myeloid-Leukemia.html



Diagnostic: CLINIC |I
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Diagnostic: PARAclinic

1. Citologie, imunologie - sange periferic - hemograma

- tablou sanguin

- reticulocite

- * citochimie — Perox, PAS

- imunofenotipizare - citometrie in flux

- tipaj HLA - la pacient si la posibilii donatori de celule stem (frati, surori)

2. Citologie, imunologie - maduva osoasa

- aspirat medular * citometrie de flux
- biopsie osteo-medulara in caz de punctie alba sau neconcludenta

3. Citogenetica - cariotip — preferabil din aspirat medular
4. Biologie moleculara — se indica in general in caz de cariotip normal:

- de rutina:
NPM1 si FLT3 in LAM cu cariotip normal
BCR-ABL in cazul LAL Philadelphia pozitiva



Diagnostic: PARAclinic

5. Biochimie si Hemostaza

- uzuale — ASAT/ALAT, Bilirubina, Azot, Creatinina, Glicemie - acid uric
- LDH
- ionograma (Na, K, Ca, P)

- Procalcitonina in caz de febra cu culturi negative
- TQ, APTT, Fibrinogen, PDF
6. Imagistica

- Rx/xgr torace - CT, RMN - la indicatie
- Ecocardiografie (fractie de ejectie)

6. Examen lichid cefalorahidian (in caz de LAL sau LAM4,5)

1. Bacteriologie
-hemoculturi in caz de febra

- exudat faringian, examen sputa, urocultura, coprocultura (in caz de simptomatologie
sugestiva * febra)
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Leucemia acuta limfoblastica

Clasificarea LAL.

LAL se clasifica dupa criterii imunofenotipice

1. LAL de linie B (70-80% din
cazuri)

o proB - HLA-DR+, TdT+, CD19+,
uneori CD34+

o comuna — HLA-DR+, TdT+,
CD19+,CDI10+

o preB - HLA-DR+, TdT+, CD19+,
CD10+/-,IgM citoplasmatice
(clgM) +

( B “matur” (Burkitt) - HLA-DR+,
CD19+,CD20+/-,CD10+/-,IgM
de suprafata (sIgM) +)

2.LAL de linie T (20-30% din
cazuri)

o PreT - TdT+, CD3+, CD7+
oT “matur” - TdT+, CD3+,
CDla/2/3+,CD5+ (11% din
copii, 17% din adulti)




Clasificare WHO revizuita 2016

=  Precursorlymphoid neoplasms

= B lymphoblastic leukaemia/lymphoma, NOS

= B lymphoblastic leukaemia/lymphoma with recurrent genetic abnormalities

= B lymphoblastic leukaemia/lymphoma with t(9:22)(q34;ql11.2); BCR-ABL1

= B lymphoblastic leukaemia/lymphoma with t(v;11q23); MLL rearranged

= B lymphoblastic leukaemia/lymphoma with t(12;21)(p13;q22); TEL-AMLI1 (ETV6-RUNX1)
= B lymphoblastic leukaemia/lymphoma with hyperdiploidy

= B lymphoblastic leukaemia/lymphoma with hypodiploidy (Hypodiploid ALL)

= B lymphoblastic leukaemia/lymphoma with t(5;14)(q31;q32); IL3-IGH

= B lymphoblastic leukaemia/lymphoma with t(1;19) (q23;p13.3); E2A-PBX1(TCF3-PBX1)

= T lymphoblastic leukaemia/lymphoma




Caracteristici

LALB LALT
= Modificari citogenetice: Lf T — Timus — Tineri
T (9;22) — cromozom
Philadelphia - CD 10 — negativ, asociaza un
T (4,11) prognostic gegativ

prognostic nefavorabil Se poate prezenta ca o masa

mediastinala (timus);
T (12;21)

Prognostic favorabil



Tratament

» Tratament suportiv si
masuri generale
TRANSFUZII

- masa eritrocitara : indicate
la Hgb<8g/dl

- masa trambocitara :
indicate la
Tr<10.000/mmc

ANTIBIOTERAPIE

FACTORI DE CRESTERE

» Chimioterapie

® prima linie
Protocol Hoelzer adaptat
Protocol HyperCVAD

» LAL recidive
Protocoale “de salvare’:

= asocieri cu Metotrexat “high-
dose”

= High dose Ara-C +
mitoxantrona

= LAI-Philadelphia (BCR-ABL)
pozitive — se asociaza TKI
(Inhibitor de tirozin kinaza):
imatinib, nilotinib etc.

» Transplant allogen de
celule stem




LAL - Criterii de remisiune
completa

- Pacient asimptomatic
- Fara adenopatii/organomegalii

- Neutrofile > 1500/mmc

Trombocite >100.000/mmc
Hgb>10g/dl

- Fara blasti in sangele periferic

- Blasti medulari <5%; daca intre acesti 5% exista blasti c

caractere morfologice sau citochimice de limfoblasti, nu este
remisiune completa

- Fara anomalii citogenetice



Hematopoieza
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Date epidemiologice
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Leucemia acuta mieloblastica

http://www.med-health.net/Acute-Myeloid-
Leukemia.html

http://cursoenarm.net/UPTODATE/contents/ mobi
ew.htm?17/25/17819 .



1.

Diagnostic:
Teste obligatorii la diagnostic :

Hemoleucograma cu frotiu de sange -
periteric

Aspirat medular :
BOM .

Imunofenotipare

2. Analiza genetica

citogenetica - cariotip

Mutatii genetice: NPM1, CEBPA, RUNXI1, -
FLT3, TP53, ASXL1

Rearanjamente genetice: PML-RARA, CBFB-
MYH11, RUNXI1-RUNXIT1, BCR-ABLI, alte
gene de fuziune -

Istoric medical/APP/Comorbiditati
Antecedente familiale

Antecedente de sangerare

Status de performantda ECOG/WHO score

Biochimie, teste de coagulare, sumar urina,
testare virala (hepatita A,B,C, HIV)

test de sarcina cu informare despre
crioprezervarea ovocitelor sau a
spermatozoizilor

Rx-grafie pulmonara, EKG, ECHOcardiac

Tipizare HLA — cautarea unui donator
eligibil

Punctie lombara- examen lichid
cefalorahidian

Doéhner H. Et al. Blood. 2017 Jan 26; 129(4): 424—-441. (European LeukemiaNet (ELN)
recommendations for diagnosis and management of acute myeloid leukemia (AML)

inkhdasie/Proceduri aditionale




I MO = citologic neidentificabili; monocitara >80%

aparteneta de linia mieloida poate fi Mb5a = monoblastica fara diferentiere:
stabilita doar la analiza monoblasti >80% din componenta
imunofenotipica monocitara

IM5b = monoblastic cu diferentiere:
monoblasti <80% din componenta

1 M1 = mieloblastica fara :
monociltara

diferentiere
LV A

1 M2 = mieloblastica cu
diferentiere

| M3 = promielocitara

'] M4 = mielomonoblastica:
componenta monocitara (monoblasti
monocite) >20% in maduva.

"] M5 = monoblastica: componenta



Prezenta t (15;17)

Caracteristici

proces de hiperfibrinoliza
si/sau un sindrom de
coagulare intravasculara
diseminata (CID)

Inceperea prompta a
tratamentului cu ATRA

Sindromul de diferentiere
(SD) cunoscut si sub numele
de sindrom ATRA

detresa respiratorie acuta,
cu dispnee, tuse, infiltrate
pulmonare micronodulare,
pleurezie




Clasificare din punct de vedere a
citogeneticil/biologiel moleculare

m Mutatii ale genelor NPM1 - prognostic favorabil

» Mutatii ale genelor FLT3 — prognostic nefaforabil

FLT3 Mutations in AML

Immunaglobulin-like

loops

Transmembrane

domain /_

* Confer a poor prognosis

* FLT3 ITD mutations

= Found in ~30% of

uwpdm cytogenetically normal
Catlons AML

— Leads to constitutive
activation of FLT3
receptor

* Multiple agents

\targetlng FLT3 mutati-::-nsi

terminus

Pemmaraju N, et al. Concer 2011;117:3293-3304,



Clasificare WHO revizuita 2016

Acute myeloid leukemia (AML) and related neoplasms Therapy-related myeloid neoplasms
AML with recurrent genetic abnormalities AML, NOS

AML with t(8;21)(922;922.1); RUNX1-RUNX1T1 AML with minimal differentiation
AML with inv(16)(p13.1922) or t(16;16)(p13.1;q22); CBFB-MYH11 AML without maturation
APL with PML-RARA AML with maturation
AML with t(9;11)(p21.3;923.3);MLLT3-KMT2A Acute myelomonocytic leukemia
AML with 1(6;9)(p23;934.1); DEK-NUP214 Acute monoblastic/monocytic leukemia
AML with inv(3)(q21.3926.2) or 1(3;3)(q21.3;q26.2); GATA2, MECOM Pure erythroid leukemia
AML (megakaryoblastic) with t(1;22)(p13.3;q13.3);RBM15-MKL 1 Acute megakaryoblastic leukemia
Provisional entity: AML with BCR-ABL1 Acute basophilic leukemia
AML with mutated NPM1 Acute panmyelosis with myelofibrosis

AML with biallelic mutations of CEBPA

Provisional entity: AML with mutated RUNX1

AML with myelodysplasia-related changes

Arber DA, et al. Blood. 2016; 127:2391-2405



Mutatiile FLT3

= Mutatiile FLT3 de sine statatoare
induc mieloproliferare

m Mutatiile FLT3 impreuna cu alte
modificari paralele induc LAM

FLT3-ITD + fuziunea PML-RARA
FLT3-ITD + MLL-PTD
FLT3-ITD + mutatia CEBPA

Patel JP et al, N Engl ] Med 2012; 366:1079-1089
Gilliland DG et al, Curr Opin Hematol. 2002 Jul;9(4):274-81.
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Mutatia FLT3

B

. Immunoglobulin-like
loops

Transmembrane
domain

— Juxtamembrane
domain

Tandem
duplications

Kinase 1 domain

Kinase 2 domain

Point
mutation

C-terminus

Pemmaraju N, et al. Concer 2011;117:3293-3304.

tipuri de mutatii FLT3

ITD - 20%-30%

Blocheaza functia autoinhibitorie a
regiunii juxtamembranare

TKD — mutatii punctiforme 5%-
10%

Activeaza direct domeniul TK si
receptorul FLT3

Rezulta in ACTIVAREA
NECONTROLATA A
RECEPTORULUI prin

Dimerizarea receprorului in
absenta ligandului

Semnalizare directa



FLT3 Enzyme
(Receptor Tyrosine Kinase)

receptor Iigand{,_,,.;.—_.__
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Figarre 1. Schematic representation of the FMS-like tyrosine kinase 3 (FLT3) engyme and dorenstreane signaling pathivays.
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Receptorul FLT3

* Receptor tirozin-kinazic
cls III

« Alti reprezentanti: c-
KIT, PDGF-bR

* iIn general in celula
stem hematopoietica
din MO, insa NU in
celulele diferentiate

* Inactiv- LIGAND-
Activ

* 3 cai de semnalizare

* Joacad un rol cheie in
controlul
hematopoiezei



* Se prezinta adesea cu numar  Nu se asociaza cu leucocitoza

mare de blasti si cariotip

normal * Nu impacteaza in aceeasi

masura raspunsul la tratament

* Réaspuns initial la tratament dar

cu rata de recidiva mare si cu

rata mica de supravietuire

Poate fi datorata diferentelor de
* Instabilitate genomica activare a cailor de
semnalizare.

 HSCT este de preferat la

pacientii in remisiune

Maria Larrosa-Garcia et al.Mol Cancer Ther. 2017 Jun; 16(6): 991-1001.



Detectia mutatiel

Patient A Patient B Control
ITD/+ ITD/- ITD/-
Marker TKD/- TKD/+ TKD/-
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Este practic o varianta de a analiza subclonalitatea probei
de ADN pe care o analizam

I NU este un procent %

Raportul dintre forma mutanta ITD/wild-type (non-mutanta)

Exemplu
WT - 0,55
ITD-0,45

AR=0,45/0,55=0,8
Consens: AR scazut <0.5 respectiv AR inalt 20.5
IMPORTANT — nu este o metoda standardizata

Gale RE et al.Blood. 2008;111(5):2776-2784.
Pratcorona M et al.Blood. 2013;121(14):2734-2738.
Schlenk RF et al.Blood. 2014;124(23):3441-3449.



Wild type allele

45
Primer 330 bp Primer
Mutant allele 45 45 bp
—— bp | —
Primer 873bp

Primer

O
o@ 0 cycles PCR
O

Size (bp

Courtesy of Mark Levis; Murphy KM, et al. J Mol Diagn. 2003;5:96-102.

WT
) = 330 375



Wild type allele

Primer 330 bp Primer
Mutant allele 45 45 bp
— bp ] _

Primer

ORI
Oo o cycles PCR
O —

Size (bp)

Courtesy of Mark Levis; Murphy KM, et al. J Mol Diagn. 2003;5:96-102.

WT
ITD
=P 330 375



£(8:21)(q22;922.1); RUNX1-
RUNX1T1

inv(16)(p13.1922) or
1(16;16)(p13.1;922); CBFB-
MYH11

Mutated NPM1 without FLT3-

ITD or with FLT3-ITDIowAR

Biallelic mutated CEBPA

Mutated NPM1 and FLT3-ITDhigh
AR

Wild-type NPM1 without FLT3-ITD
or with FLT3-ITDlow AR (without

adverse-risk genetic lesions)
1(9;11)(p21.3;923.3); MLLT3-KMT2A%

Cytogenetic abnormalities not
classified as favorable or adverse

2017 ELN risk stratification by genetics

1(6;9)(p23;q34.1); DEK-NUP214
t(v;11923.3); KMT2A rearranged

1(9;22)(q34.1;911.2); BCR-ABL1
inv(3)(q21.3926.2) or
4(3;3)(021.3;026.2);
GATA2,MECOM(EVI1)

-5 or del(5q); =7; -17/abn(17p)
Complex karyotype, monosomal
karyotype

Wild-type NPM1 and FLT3-ITDhigh
AR

Mutated RUNX1
Mutated ASXL1
Mutated TP53



Inhibitori FL'T3

TIP I Se leaga de situsul de legare ATP Sunitinib . -
cand receptorul este ACTIV .. Gilteritinib
Lestaurtinib :
Mid ) Crenolanib
Celule ITD si TKD pozitive ldostaurin
TIP II Interactioneaza cu regiunea
adiacenta situsului de legare ATP,
accesebila doar in cazul in care
receptorul este INACTIV; previne
activare RECEPTORULUI Sorafenib
Tandutinib Quizartinib
Celule ITD pozitive Ponatinib

*(Mutatiile TKD favorizeaza
conformatia ACTIVA a
receptorului)

Nguyen Bet al.Oncotarget 2017;8:10931-44; Clark JJ et al.Blood. 2004;104:2867-72. Lee LY et al. Blood.
2007;129:257-60; Maria Larrosa-Garcia et al.Mol Cancer Ther. 2017 Jun; 16(6): 991-1001



Potenta s1 selectivitate |I

mm
Tip/ Ge:t‘:: Tipl,gen]  Tipll,genl TipIll,genll  Tipl genl

ITD + TKD ITD ITD ITD + TKD

st PKC, Syk, Flk-1,
Akt, PKA, KIT, RAF,

Fgr, Src, VEGFRI1,2,3, KIEEPTDGFRB LTK. ALK, AXL
PDGFRS, PDGFRS, ’ ’
VEGFRI1, KIT, RET

VEGFR2

Maria Larrosa-Garcia et al.Mol Cancer Ther. 2017 Jun; 16(6): 991-1001



Important

FLT3 este cea mai des intalnita mutatie in LAM

Are un impact asupra prognosticului si a deciziei
terapeutice prin introducerea unui inhibitor FLT3

Se impune necesitatea unei testari genetice cat mai
rapida




Terapiile noi
Inhibitorii FLT3

Tratament suportiv si
masuri generale
TRANSFUZII

masa eritrocitara : indicate
la Hgb<8g/dl

masa trambocitara :
indicate la
Tr<10.000/mmc

ANTIBIOTERAPIE

FACTORI DE CRESTERE

Chimioterapie

Inductie
(13 3+ 'Z 33

Consolidare
HDAC X 4

Pacienti LAM refractari sau in
resuta

FLAG, FLAG-IDA, MEC, S-
HAM

Transplant
allogen de celule
stem



LAM - Criterii de remisiune
completa

- Pacient asimptomatic
- Fara adenopatii/organomegalii

- Neutrofile > 1500/mmc

Trombocite >100.000/mmc
Hgb>10g/dl

- Fara blasti in sangele periferic
- Blasti medulari <5%;

- Fara anomalii citogenetice



Prezentare de caz




NUME: C.V.
VARSTA: 12 ANI
SEX: masculin
APP: Comorbiditati
.cardiovasculare

Prima prezentare

26.10.2017 - UPU SCMUT

» fatigabilitate marcata, transpiratii
nocturne, astenie marcata ,paloare
sclero-tegumentara.

* Leucocitoza 50 330 /mmc

- Hb-10.4 g/dl

* Frotiu periferic — 86% blasti, numerosi
cu bastonase Auer

« AM -96% blasti
« IMUNOFENOTIP - LAM M1 (fara
maturatie)



Teste de hemostaza

alizele validate de:Dr. Elena Doina Nicola

HEMATOLOGIE

Formula Leucocitara Manuala

wnalizele validate de:Dr. Rodica Pacurar

\ Test

Analizele validate de:Dr. Rodica Pacurar g'?s(tsec) Relzlt.'tlztat lmer;.'ztb-lolllzie/r:eﬂc/um
Test Rezultat |interv. biol. de ref./uni TPR(%) ;602 /’I T‘;"R
Leucocite (WBC) 5033 | 4-10/*107aL APTT (s20) I
Eritrocite (RBC) 3.13 45-5.5/*100uL - R L T
Hemoglobina (HGB) 10.4 13-17/g/dL
Hematocrit (HCT) 32.1 40-50/%

VEM (MCV) 102.6 80- 100/ fL
HEM (MCH) Yo 332 o 27-32/pg
CHEM (MCHC) 324 31.5-34.5/ g/dL.
l;DD\s’v-SCD 69.1 39-46/1L
-CV 18.6 - .& 11.6 - 14/
Trombocite (PLT) 287 | 150-4107 *lg;/pL 26.20.2017 - UPU SCMUT

fatigabilitate marcata,

transpiratii nocturne

Astenie marcata

Rezultat |Interv. biol. de ref./uni
40 - 80 / %
| SxmEntalosipie o 4 paloare sclero-tegumentara.
| Limfocite mici 7 20-40/%
Blasti 86 0-0/%
L BIOCHIMIE S
[\N/llﬂfzﬁ%i:‘mmm wnalizele validate de:Velimir Erdelean
anizomacrocitoza 'no\:rll:ic?:;n;ile Test Rezultat Interv. biol. de ref./uni
Morfologie leucocitara flormocromie ALAT 19 2-41/U/L
[ prezenti numerosi blasti cu bastonase Auer Yalorl normale ASAT 24 2-40/U/L
Morfologie trombocitara Valori normale GLICEMIE 128 82-115/ mg/d]
ranizocitpza, macrotrow?ocite CREATININA . 132 0.70 - 1.20 / mg/dl
UREE 43 17- 49/ mg/dl




Aspirat medular coxal
Medulograma

-—

Diagnostic de trimitere: LA
Date clinice / paraclinice semnificative: neprecizate

Hemoleucograma din data de: 26.10.2017

Leucocite: 50.33*10%uL Trombocite: 287*10%/uL Eritrocite: 3.13*10°6/pL
Hb: 10.4g/dL VEM: 102.6fL CHEM: 32.4g/dL. HEM: 33.2pg

Formula leucocitara: ne 6, li 7, blasti 86 unii cu bastonase Auer

Aspirat efectuat din os de consistenta normala
Probe examinate: frotiuri medulare cu celularitate marcat crescuta; grunji striviti

absenti

Celule numarate: 100

Seria eritroida: 1/1000

Seria granulocitara: 3%

Seria megacariocitara: nu se observa elemente
Limfocite: 1%

Hemoblasti: 96%, unii cu bastonase Auer

Coloratie Perls: neinterpretabil

CONCLUZIE: Aspect de LA mieloida; se recomanda imunofenotipare




Imunofenotip si Citogenetica

= LOUIS TURCANU
CITOMETRIE IN FLUX L = TIMISOARA
Spitalul Clinic de Urgenta pentru Copii “Louis Turcanu”
Nr 6799 Data 10/31/2017 Shkn e Oy bedeLle
Nume pacient !
Varsta ]
Proba ¢
Provenienta ‘Smtalul Municipal Timisoara - Prof, Ionita

Diagnostic trimitere Leucemie acuta
Numar leucocite (WBC / mm3)
Limfocite (% din toate celulele)

Granulocite (% dtc)
CNP:1450401354767

M(')nocite (% dtc) ! Motivul trimiterii: LA
Eozinofile (% dtc) ‘ Material biologic: maduva hematogena
— Trimis de: Conf.Dr.lonita
Bazofile (% dtc)
Limfocite B (% din !y) S-a efectuat metoda indirecta de studiu a cromozomilor umani.
Limfocite T (% din ly) Materialul biologic a fost prelucrat corespunzator iar pentru  evidentierca
o/ di [ . . cromozomilor s-a folosit tehnica de bandare GTG(450 benzi). Nu au fost obtinuti
Celule NK (% din ly) cromozomi metafazici.
Diagnostic
achizitie = 100.000 evenimente. SS¢/CD45: Blasti = 61%dtc cu
urmatorulimunofenotip: CD45dim+ CD34+ ¢cyMPO+ CD117+ HLA/DR+ CD33+
CD15+ CD7+; markeri neexprimati de populatia blastica: ‘
cyCD3,cyCD79a,CD19,CD7,smCD3,CD16,CD13,CD16,CD10,CD64,IREM2,
CD14,NG2,CD4. Leucemie acuta mieloida fara maturatie. \ Data SL. Dr. Popa Cristina
13.11.2017 Medic Primar Genetica Medicala
A
.fdta:":?:;.i?;i“" s
Durlo" in Sh\n(

oy

Soitalul Clinic de Copii "Louis Turcanu" Timisoara parafa 4dic



71.11.2017 inductie “3+1”

medicatie adjuvanta: antibioterapie,
antimicotic (Fluconazol), bicarbonat de sodiu,
protectoare hepatice, antiemetice, analgezice si
substitutie cu masa eritrocitara si trombocitara.

Post chimioterapie

- neutropenie febrila pentru care se initiaza
tratament cu factor de stimulare a cresterii
coloniilor granulocitare,

epistaxis nara stanga pe fond de
trombocitopenie severa

12.11.2017 s-a decelat proces inflamator
supurativ la nivelul locului de implantare a unui
cateter central

14.11.17 :Leucocite (WBC)=*
0.35 *¥103/uL , Eritrocite (RBC)=%*
2.66 *1003/uL , Hemoglobina
(HGB)=* 8.4 g/dL Trombocite
(PLT)=* 10 *103/uL , Neutrofile
#=%0.10 *103/pL

21.11.17 :Leucocite (WBC)=% 0.41
*103/uL , Eritrocite (RBC)=* 2.80
*1003/uLs , Hemoglobina (HGB)=*
8.4 g/dL , Trombocite (PLT)=* 5
*103/uLs, Neutrofile #=* 0.01
*103/pL



06.12.17 : Leucocite (WBC)=%* 0.41
*103/uL, Eritrocite (RBC)=* 2.96
*1003/uL , Hemoglobina (HGB)=* 8.8
g/dL , Trombocite (PLT)=* 5 *103/uL,
Neutrofile #=* 0.19 *103/uL

15.12.17 : Leucocite (WBC)=* 2.00
*103/uL , Eritrocite (RBC)=* 2.97
*1003/uL , Hemoglobina (HGB)=* 8.6
g/dL ,Trombocite (PLT)=* 33 *103/uL,
Neutrofile #=* 1.15 *103/uL

18.12.2017 Leucocite (WBC)=* 1.54
*103/uL , Eritrocite (RBC)=* 2.89
*1003/uL , Hemoglobina (HGB)=* 8.5
g/dL ,, Trombocite (PLT)=* 47 *103/uL ,
Neutrofile#=* 0.90 *103/pL

20.12.2017, Aspirat Medular Coxal=
CONCLUZIE: Hemoblasti 14.5% din
celularitatea medulara (post
chimioterapie).
Dismegacariopoieza.

Incepand cu data de 06.12.2017 tabloul
hematologic al pacientului incepe sa se
amelioreze treptat. Din data de 09.12.2017 se
opreste administrarea de factori de crestere care
insa se reia din data de 18.12.2017 pana in
21.12.2017 cand pacientul este externat .

21.12.17 : Leucocite (WBC)=*
3.66 *103/uL , Eritrocite (RBC)=%*
3.35 ¥1003/uL , Hemoglobina
(HGB)=* 9.7 g/dL Trombocite
(PLT)=* 51 *103/nL Neutrofile
#=2.93 *103/pnL ,

APTT (sec)=29.2 sec , D-D=%
1115 ng/ml , PT (sec)=* 13.9 sec,
INR=1.28 INR , AP (%)=74.0 %

ACID URIC=4.4 mg/dl,
Blasti=1/100 % , GLICEMIE=88
mg/dl , UREE=* 51 mg/dl,
CREATININA=1.07 mg/dl,
ALAT=35 U/L , ASAT=12 U/L,
BILIRUBINA DIRECTA="* 0.64
mg/dl , BILIRUBINA TOTALA=0.91
mg/dl , POTASIU=4.4 mmol/1,
SODIU=139 mmol/I
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+
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Testare genetica:
Mutatiile FLT3 ITD - pozitiv;

RATIO FLT3 MUTANT/WILD-
TYPE = 0.66

Mutatiile NPM1 - NEGATIV
Fuziunile genice - NEGATIV

AM 28.01.2018 - 80%

Din data de 29.01.2018 incepe
terapia cu Inhibitorul de FLT3
(Gilteritinib)

AM 19.02.2018 - 25% blasti

22.02.2018 Pneumonie fungica —
Voriconazol

15.03.2018 — hemoragie retineana
dreapta

Se decide intreruperea
tratamentului

AM 18.03.2018 - 5%

1.04.2018 — starea se agraveaza
Hiperleucocitoza
Insuficienta multipla de organ

07.04.2018 — Pacientului decedeaza

Posibil datorata hematopoiezei
extramedulare excesive
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