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Morbiditatea prin LMC creste cu virsta, cu incidenta maxima cuprin
intre 25 — 50 ani, ce denota afectarea preponderent a persoanelor apte d
munca. Morbiditatea prin LMC variaza intre 0,6 — 2,0 cazuri la 100000 de
populatie. Aproximativ 4600 cazuri noi de LMC au fost diagnosticate in anul
2004 in SUA, si in 1570 cazuri a survenit decesul din cauza progresarii
procesului leucemic.

— Patologia se caracterizeaza in special prin multiplicarea necontrolata a
celulelor seriei mieloide, cu cresterea masei granulocitare totale si a celei/
____circulante.



CROMOZOMUL PHILADELPHIA -
MARCHERUL CITOGENETIC SPECIFIC
AL LEUCEMIEI MIELOIDE CRONICE

The Philadelphia Chromesome and Chronic Myelogenous Leukemia (CML)
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—Translocatia t(9; 22), sau cromozomul Philadelphia se evidentiaza in

asigurind un diagnostic cert si contribuind la evaluarea rezultatelor

celulele medulare in diviziune si constituie marcherul citogenetic al bolii,
—tratamentului. /
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Cauza LMC nu este bine cunoscuta, ce induce dificultati

screening in aceasta oncopatologie. Iradierea (in special in doze mari) se

——considera un factor etiologic favorizant. Argumentele sunt de ord
statistic: incidenta crescuta la personalul medical din radioterapie
....... radiologie care au activat fara protectie adecvata, la pacientii tratati c

radioterapie si in populatia din Hiroshima si Nagasaki dupa explozia

bombei atomice .

Sunt identificate 3 stadii clinico-evolutive ale LMC: cronica, de
accelerare si acutid. in faza cronica oncopatologia respectiva este
asimptomatica in 15 — 40% de cazuri, fiind depistata ocazional prin
analiza generala a singelui (leucocitoza, devierea leucogramei in stanga)

——si ultrasonografia abdominala (splenomegalie), ce explica diagnosticarea
ei preponderent tardiva. /
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SPLENOMEGALIA IN LEUCEM IELOIDA CRONICA:

Examenul clinic

Computer-tomografia abdomenului




'A N /% 7 |

i



o
aY»Ya

' - / \}

A LEUCEMIEI MIELOIDE CRONIC

L

__———-——edof——”— """" atia May-Giemsa, x 200




o
aY»Ya

' - / \}

A LEUCEMIEI MIELOIDE CRONIC

L

__———-——edof——”— """" atia May-Giemsa, x 300




CPRDTILI SANGYIN:- PEAC

L

T —— -
—_ Reactialeucemoidd de tip mieloid L eucemnia mieloi




e
. Fy 7Y
\|

\J | J = \ =

A LEUCEMIEI MIELOIDE CRONIC

L

__———-——edof——”— """" atia May-Giemsa, x 300




A LEUCEMIEI MIELOIDE CRONICE

L




A LEUCEMIEI MIELOIDE CRONI

CE

L




:__________4_______



specializat de hematologie, fapt care depinde de faza clinico-evolutiva a bolii si de prezenta complicatiilor.

o LCuind in consideratie conceptia clonala de patogenie a hemoblastozelor, ca tratament de electiune a LMC se
——=—considera chimio- sau / si imunoterapia, urmate de transplant medular alogeneic in cazurile de ineficacitateallor.

e Scopurile principale ale tratamentului LMC inroleaza reducerea proliferarii celulelor mieloide si micsorarea
dimensiunilor splinei, obtinerea remisiunii clinico-hematologice complete, remisiunii citogenetice majore Sau
complete, remisiunii moleculare majore sau complete, prevenirea recidivelor, reabilitarea fizica a bolnavilori si
reincadrarea lor in viata sociala.

o La-1 etapa, in scopul reducerii proliferarii mieloide si al micsorarii dimensiunilor splinei, se utilizeaza urmatoarel
optiuni curative, in functie de faza LMC:

- Faza cronica precoce: MChT cu Busulfanum — 2 mg de 1-3 ori in saptamina; MChT ,,de {inta”’ cu Imatinibum- 400
mg/zi, Nilotinibum — 600 mg/zi, Dasatinibum — 100 mg/zi, Bosutinibum — 500 mg/zi sau Ponatinibum- 45 mg/zi
(dupa posibilitati). Faza cronica tardiva: MChT cu Busulfanum — 4—-6 mg/zi; MChT cu Hydroxicarbamidum — 2—4
g/zi; MChT ,,de {inta” cu Imatinibum 400 mg/zi ; MChT ,,de tintda” cu Nilotinibum — 600 mg/zi (in calitate de
tratament de 1-ma linie) sau 800 mg/zi, Dasatinibum — 100 mg/zi, Bosutinibum — 500 mg/zi sau Ponatinibum- 45
mg/zi (dupa posibilitati).

- Faza de accelerare: PChT cu Mercaptopurinum - 50-100 mg/zi + Hydroxicarbamidum - 2 g/zi sau
Mercaptopurinum — 50-100 mg/zi + Busulfanum — 4-6 mg/zi; MChT cu Cytarabinum — 20 mg/m?/zi 14-21 zile;
MChT ,,de {intd” cu Imatinibum — 600 mg/zi, Nilotinibum — 800 mg/zi, Dasatinibum — 140 mg/zi, Bosutinibum -
500-600 mg/zi sau Ponatinibum- 45 mg/zi.

- Faza acuta: PChT conform protocolului de tratament al leucemiilor acute in functie de tipul morfologic al crizei
blastice; MChT ,,de tinta” cu Imatinibum—- 800 mg/zi, Dasatinibum — 140 mg/zi, Bosutinibum — 500-600 mglzi_saﬁ

Ponatinibum— 45 mg/zi. hematologic, citogenetic si molecular, respectiv peste 3, 12 si peste 18 luni .




PRINCIPIILE DE TRATAMENT MEDICAMENTOS IiN LEUCIMLOIDA C ICA

o La a 2-a etapa de tratament, pentru obtinerea remisiunii clinico-hematologice complete si a remisiunii
majore sau complete, se recurge la:
=—Fazacronica, inclusiv obtinuta in rezultatul transformarii dupa tratament din faza de accelerare si acuta:

itogenetice

Dasatinibum - 100 mg/zi, Bosutinibum - 500 mg/zi sau Ponatinibum — 45 mg/zi (in cazurile de refracteritate la
Imatinibum, Nilotinibum sau Dasatinibum).

Ponatinibum- 45 mg/zi.

- .Faza acuta: PChT conform protocolului de tratament al leucemiilor acute in functie de tipul morfologic al crizei bl
MChT ,,de tinta” cu Imatinibum — 800 mg/zi, Dasatinibum — 140 mg/zi, Bosutinibum — 500-600 mg/zi sau Ponatini
45 mg/zi.

o La a 3-a etapa, in scopul profilaxiei recidivarii procesului leucemic, se aplica:

- Terapia de intretinere cu IFN a-2b — 5 000 000 Ul/m2 zilnic.

- MChT de intretinere cu Busulfanum — 2 mg de 1-3 ori in saptamina sau Hydroxicarbamidum — 0,5-1 g zilnic / peste o zi
faza cronica a LMC in cazurile de medicatie axata numai pe obtinerea raspunsului clinico-hematologic.

- PChT de reinductie cu Hydroxicarbamidum - 0,5-1 g/zi + Cytarabinum — 10—-20 mg/m?2/zi pentru o perioada de 10 zile al
fiecarei luni, in fazele cronica si de accelerare ale LMC.

- MCRT ,,de tinta” cu Imatinibum- 400-800 mg/zi in functie de faza LMC.

=—=MChT-,,de tinta” cu Nilotinibum — 600-800 mg/zi, Dasatinibum — 100-140 mg/zi, Bosutinibum - 500-600 mg/zi sau
Ponatinibum- 45 mg/zi in functie de faza LMC.

- PChHT de reinductie conform protocolului de tratament al leucemiilor acute in faza acuta a LMC.

e Transplantul medular alogeneic poate fi efectuat in toate fazele LMC in cazurile de ineficacitate a_chimio- si a
—imunoterapiei si in prezenta donatorului HLA-compatibil (la moment nu este accesibil in Republica Moldova). Dupa

medicatia cu Imatinibum, transplantul medular alogeneic trebuie sa fie considerat ca optiune curativa de electiune in lipsa
—raspunsului complet hematologic, citogenetic si molecular, respectiv peste 3, 12 si peste 18 luni.
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CRITERIILE DE EVALUARE A RASPUNSULUI LA TRATAMENT

Remisiunea clinico-hematologica completa: Regresia splenomegaliei, absenta
granulocitelor imature, numarul leucocitar < 10 x 10%L, bazofile < 5%, numarul
trombocitar < 450 x 10%/L in AGS.

Raspunsul citogenetic minimal: 66 — 95% de metafaze ale maduvei osoase pozitive la
Ph-cromozom.

Raspunsul citogenetic minor: 36 — 65% de metafaze ale maduvei osoase pozitive la
Ph-cromozom.

Raspunsul citogenetic major (partial): 1 — 35% de metafaze ale maduvei osoase
pozitive la Ph-cromozom.

Raspunsul citogenetic complet: absenta metafazelor pozitive la Ph-cromozom in
maduva osoasa.

Raspunsul molecular major (optim): transcriptele genei de fuziune BCR/ABL = 0,1%
(IS).

Raspunsul molecular complet: transcriptele nedectabile ale genei de fuziune

BCR/ABL in 2 probe consecutive ale singelui.
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CRITERIILE DIAGNOSTICE iN MIELOFIBROZA IDIOPATICA
(VARDIMAN et al., BLOOD, 30 JULY 2009 VOLUME 114, NUMBER 5)

—___Diagnosis requires meeting all 3 major criteria and 2 minor criteria

——Criteriile majore:
1. Presence of megakaryocyte proliferation and atypia,* usually accompanied b
either reticulin or collagen fibrosis,

or,
in the absence of significant reticulin fibrosis, the megakaryocyte changes must
be accompanied by an increased bone marrow cellularity characterized by

r——— granulocytic proliferation and often decreased erythropoiesis (ie, prefibrotic
cellular-phase disease)
2. Not meeting WHO criteria for polycythemia vera,t BCR-ABL1-positive chronic
myelogenous leukemia,} myelodysplastic syndrome,§ or other myeloid
disorders
3. Demonstration of JAK2 V617F or other clonal marker (eg, MPLW515K/L),
or,
in the absence of the above clonal markers, no evidence that bone marrow
fibrosis is secondary to infection, autoimmune disorder or other chronic
inflammatory condition, hairy cell leukemia or other lymphoid neoplasm,
metastatic malignancy, or toxic (chronic) myelopathies

Criteriile minore:

1. Leukoerythroblastosis |
2. Increase in serum lactate dehydrogenase level q|

S 3. Anemia q
4. Palpable splenomegaly

*Small to large megakaryocytes with an aberrant nuclear/cytoplasmic ratio and hyperchromatic, bulbous, or irregularly folded nuc

and-dense clustering. TRequires the failure of iron replacement therapy to increase hemoglobin level to the polycythemia vera range
“in the presence of decreased serum ferritin. Exclusion of polycythemia vera is based on hemoglobin and hematocrit levels..Red cell
—mass—measurement-is-—not required. tRequires the absence of BCR-ABL1. §Requires the absence of dyserythropoiesis and

dysgranulopoiesis. It should be noted that patients with conditions associated with reactive myelofibrosis are not immune to primary

myelofibrosis, and the diagnosis should be considered in such cases if other criteria are met. YjDegree of abnormality could be
~borderline-or marked.



Cytokines and
growth factors

Hyperproliferation of
hematopoietic stem cells

Splenomegaly
Abnormally elevated hematocrit

Proinflammatory
cytokines

Long-term complications

JAK - Janus-associated kinase; STAT - signal transducer and activator of transcri
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COMPLICATIILE TROMBOTICO-VASCULARE
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2016 WORLD HEALTH ORGANIZATION DI TIC CRITERIA

FOR POLYCYTHEMIA VERA

Major criteria:

1. Hemoglobin > 16.5 g/dL(men), Hemoglobin > 16.0 g/dL (women)
or

Hematocrit > 49% (men), Hematocrit > 48% (women)

or

ncreased red cell mass (RCM)

2. BM biopsy showing hypercellularity for age with trilineage
growth

(panmyelosis) including prominent erythroid, granulocytic and
megakaryocytic proliferation with pleomorphic, mature
megakaryocytes (differences in size)

3. Presence of JAK2 or JAK2 exon 12 mutation

Minor criteria:
Subnormal serum erythropoietin level

Diagnosis of PV requires meeting either all 3 major criteria, or the
first 2 major criteria and the minor criterion
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