Chronic Myelomonocytic Leukemia : A Report of 7 cases from
Pramongkutklao Hospital and Literature Riview.
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Abstract Chronic Myelomonocytic Leukemia : A Report of 7 cases from Pramongkutklao

Hospital and Literature Riview.
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Pianvit Pholvicha, M.D., Tanomsri Srichaikul, M.D., M.Sc.
Division of Hematology, Department of Medicine
Pramongkutklao Hospital, Bangkok 10400

Thai J Hematol Transf Med 1993 : 3(2) : 113-122.

A retrospective clinical review of 7 patients who had chronic myelomonocytic leukemia revealed
a mean age of 69 years old (rang 52-83), and a male : female ratio of 4:3. Most of the patients presented with
weight loss, fatique, shortness of breath and pallor. Three patients had skin bleeding and one patient had gastro-
intestinal bleeding. Hepatomegaly, splenomegaly and lymphadenopathy were present in 4, 2 and 1 patients
respectively. All patients had anemia (Hct 21-32% ; median 21%) and leukocytosis with monocytosis, range
2.912-18,360/mm3. Basophil count was less than 3% in all patients. Three patients had thrombocytopenia
(28,000/mm’, 38,000/mm’, 88,000/mm’) and one patient had thrombocytosis (565,000/mm°). Blast cell count in
bone marrow was less than 5% in 4 patients. All patient had relatively high leukocyte alkaline phosphatase
score, range 60-230 scores (normal 20-120). Chromosomal abnomalities were found in one of five patients studied.
The disease was transformed into acute leukemia in 3 patients. Two patients died during chronic phase from
sepsis. One patient was loss to follow up and one patient is still in chronic phase. The survival of these patients
were 3, 6, 10, 11, 16 and 60+ months. The patient who survives has thrombocytosis at initial presentation.
During the clinical course his platelet count increased to 1,010,000/mm3 and developed right popliteal
artery occlusion. He was successfully treated with heparin, coumadin and aspirin. The
platelet count was controlled within normal range by interferon treatment.
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v Hect WBC Monocyte Platelet  Blast in BM  LAP

(%) (/mm’) (/mm’) (/mm’) (%) (score)

1 31 16,850 5,055 565,000 5-10 97

2 27 16,400 6,888 180,000 2.5 230

3 21 150,000 28,500 28,000 20 200

4 21 28,700 10,906 38,000 20 230

5 25 50,000 16,000 325,000 <5 60

6 21 22,400 2,912 255,000 <5 100

7 32 76,500 18,360 88,000 <5 62
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aeu Clinical course Treatment Survival (month)
1 anemia, thrombocytosis Hydroxyurea 60 +
Erythropoietin
2 Pulmonary tuberculosis Antituberculosis 16
Sepsis, death VP-16, Prednisolone
3 Blastic transformation, AML MS$ Adrianmycin 10
sepsis Ara-C
4 Blastic transformation, AML M4 Ara-C, 6TG 3
sepsis Prednisolone
5 Blastic crisis, AML M5 Adriamycin 11
Ara-C
6 GI bleeding Prednisolone Loss to follow up
7 Sepsis, Fungal infection Fluconazole 6
Ara-C, 6TG

FAtia : AML : acute myelogenous leukemia, Ara-C : Cytosine arabinoside
6TG 6 Thioguanine

MITNN 4 dnvaznirdinuacdis CMML

Percentage of Patients

Clinical features Literature''? Pramongkutklac Mayo Clinic™
Age > 60 years 60-70 86

Male sex 70-75 57 70
Poor performance, weight loss 25-30 100

Fatique, shortness of breath, pallor 40-50 86

Bleeding 40-50 57

Febrile episodes 10-20 43

Splenomegaly 20-50 29 54
Hepatomegaly 10-40 57 34
Lymphadenopathy 10-15 14

Blastic transformation 20-40 43

Death in chronic or accelerated phase 60-80 43
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§Uh CMML wuiinenganinuasaiene
Ao <) TalasewzgAiis o monocytes §o
WNU gingival hyperplasia, hepatosplenomegaly,
lymphadenopathy, pleuropericardial effusions
uar skin w38 subcutaneous lesions®'4 a1y
fifirnuunwinoeaela wia hypokalemia wusia
ussznuanntudlaTlsalivannin Anadinundna
stuumadumele Wy imilapdne, hypoxemia
wiasinmSednsandaund  arawulaluseni
977U monocytes g4

g CMML Jawar 50-80 \duiimein
ardndauazidonaanlusses  chronic w3a
accelerated phase Lﬁanmnﬁ dysplasia uae
pancytopenia N4 gledszane 1 w3
9vdl acute blastic transformation pjﬂ'mmni'm

8198 organ involvement A28 mature-looking
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Walsaduanntu sewusiannisuasladae
1iutle, WimAant1IAMIage, monocytosis, IN3A
\FonAn uasfis o blasts gotiurioluAaauas
Tonszgn lawu blasts>30% lulunszan - wia
Twdan 158037 blastic transformation Hawu
Iadonas 3040 Tamdineznanuiiu M, ia M,
AN FAB classification Tefferi uazmey'S
wuiiitis CMML fAnwn 41 78 nanediu
acute leukemia 10 578 Amilluianar 24 svey
198174l blastic transformation atjstning 3-68
Fau 19an 18 Aaundtnnlaiunsifiedy He
dawnainaneiin M,

o
19NN 5 Laboratory characteristics of CMML

Percentage of Patients

Laboratory CMML  Pramongkutklao Mayo Clinic
Hemoglobin >10 g/dl 40-50 29 54
WBC count > 50,000/mm’ 25-35 43 :
Platelet count

<100,000/mm’ 40-60 43 29

>450,000/mm’ <5 14 -
Marrow blasts >5% 30 43 41
High LDH, AP 40-50 71 -
High blood and/or urine lysozyme 75-90 - -
Basophils > 3% 10 0 -
Low LAP scores 40 0 67
Vitamin B12 >1600 mg/dl 45 - -
Cytogenetics abnormality 30-50 25 34
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§Ulndauar 40-50 33U hemoglobin
1N 10 g/d1' sanamelumnsned 5 Wadan
110NN 50.0x10%/1 (50,000/mm®)  wuld
Jawar 2535 n1nSmdamsniatar 4060
lactic dehydrogenase Waz alkaline phosphatase
gouszanaiasar  40-50 wawgiie  leukocyte
alkaline phosphatase a7agen3asm3auna ls
Tidelunsifiadelsa dmduionan swws-
NINQINAT 7 78 WUIT 4 38dA1 LAP atlu
sTAuUng uazdn 3 s1egendnung gihediulng
109 CMML & lysozyme lwi@asuasifdany
gotu AnwauzasTunszgniliuléno proliferative
dysplasia %38 monocytosis Wu hypercellular
$i myeloid precursors 1A% M : E ratio Ejn't’;u
3 blasts Twlunszgniinazsnindana: 10
97 blasts awNTwiansainzas Ay
1nntiu uanNTifiawudneaictas macroblastosis,
megaloblastosis, sideroblastosis ij\fli!ru basophilic
stippling ®3a hypersegmentation Zuiudnwou

uad dysplastic hemopoeisis

Cytogenetics
nmsAnTasIulanzasgias MDS wuAy

naUNAsasar 30-50'¢ TasTulaunwuiinundiuin

ngArAa  trisomy 8, del(11)(q23), del(3)(q21),
-5, -7, 5q—, 79— waansueneUas Y
chromosome #3573 (siwu Ph chromosome g1t
CMML fi swwszuangindr 7 318 1#dnwn
TAslalan 4 578 wulnd 3 578 uasfieung
1 998 Fodimnufauninanenfinldun trisomy 8,
trisomy 19, monosomy 20 UWa¥ chromosome X
1ane (U

n1sAns IuszauTaanasaefiud lugion
CMML wupuiaUnstias RAS mutations
nnfiga Hewulslszanaiasas 3050'3 RAS

gene U1 proto-oncogenes uianily Fodad
mutation sdsuaadunfidu  preleukemic
state finanuiupaw Fiaon1s genetic lesion 1
AraNTmIMNINREIWa i TaAumIuANEN B MY
phenotype taNdaaNAAUNAIMAAAINTTUARINTG
patnuaglsm e '’

NNNMIANINMIINEEBIEAE WuT1 CMML
dnssquiAuTaa colony 9MMIUNIN UANGNY
9N MDS - Folirasaiabiula'*'® way
N5tR3eyuan colony # lsiiufugmuIu monocytes
uazAINIULSINaY A 'S

NMSWEINI0 L5A

Nsuts MDS @y FAB classification
drnudfnlunisnensellsasod RARS uas
CMML # median survival>60 #au RA
50 \fa1 RAEB 9 lAau uay RAEB-t 6 fau'®
Bartt uazAnuz?® Telldanseuzuan lunszananus
MDS iy 7 uiin Aa sideroblastic, megalo-
blastoid, proliferative, blastic, hypoplastic,
fibrotic WA inflammatory anwedsno 7 uilad

dmanennsed lsAuanstety  atelsAdnIsuLs
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szuu 85 umnafisaannfign Aa Bourne-
mouth uazAnz '8 FalK 1 Azunusia 1 fia Gl
dnwaussiosia [UH Aa 1. hemoglobin < 10 gl/dl
2. neutrophils count <2.5x 10°%/L 3. platelet
count < 100x 10%/L 4. bone marrow blast >
5% 6106 0-1 ATUNE median survival 62 lHaw
2-3 ATUUN 22 AN, 4 AZUWM 8.5 LA

gt RAEB waz CMML dinnsnszany
vavAININLItIae lsALANANN AT 1E  score
waniidedivse Tenlumsdinduleines Snendian
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@151 6 Prognostic factors in the most used scoring systems

1 19

Mufti’ Sanz* Morra
Hemoglobin < 10 g/dl 1 0 1
Platelet <100x 10” | 1 1 1
Bone marrow blasts > 5% 1 1 1
Peripheral blood neutrophils <2.5 x 10°/1 1 0 0
Platelets < 50.0 x 10°/1 - 2 -
Bone marrow blasts < 10% - 2 -
Age > 60 years 0 1 1
Median survival in months 0-1 = 62 0-1 = 34 0-1 = 87
-3 = 22 2-3 =14 2 =26
4 =8 4-5 = 4 3=14
4 =10
als  waneniimnuianginag cytogenetics  NN3INWI

sl udrAny lunanennsallsaraagiaa MDS
wuiu fdmnuian@AnInng 2 tiaeedl median
survival 7 1fau 6and 2 ufinesdl median
survival 24 1Aia} 61A399WY abnormal locali-
zation of immature precursor ¢ median
survival 16 1fiau 61A929 [iwueziilu 33 1Hau'®

nnMsAnefiay CMML 41 Aw'® (ke
Anwfadusing 4 Aezuanniawennseilsals wu
818, cytogenetic findings, initial blood cell
counts, blast cell percentage 11&1!!(1‘5::@(1 modi-
fied Bournemouth score uar splenomegaly
wua1 61Anw11ABA8 univariate analysis U938
AiudAynieadalunswennsallsalaun blasts
'lulunizqn (<5%), modified Bournemount score
(< 2) uar hemoglobin >10 g/dl usicn 1 multi-
variate analysis giedtm 3 wiiadl wuindius
9 blasts WuTonszgniriniuiiiud fonia
Ghlg

Taamalun1ssnenlsm CMML  thlsna
Tidufimals ihearestuniadiiinduediv
usi [3isnn?? Tulfagliugi lifinsuinmsaiadivnia
#lifner CMML Tamawre ifiasanidulsad
wurlasannuazsindideyni Tusunsinets

dannglymidrAgnassooud e Aa
alafinane, Wiadaanage, e uazinie
\Foasn'S

amTavanuthiloymndnueegine CMML
2191 pyridoxine, folic acid, cis- retinoic acid,
prednisolone #3a vitamin B,, #Horionun liray
Towa m3¥ prednisolone twiagnlustefly
n3eANdl erythroid hypoplasia 819 lAnating n3a
N5 danazol anelanau lua1zTakmene 6 lu
gUheuesie low dose cytosine arabinoside
anarinWigihesiaansianiatan atinelsagUe
maniitiofian 1% packed red cell 1Hundnlunas
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dm3un1e leukocytosis %38 splenomegaly
Hosinwusanin e ldnsinendenisiusenm
#1 (W hydroxyurea ®3a busulfan U3utuim
rnetnAmNsNtanAEaAt ANSTaNA LT ETnen
e CGL szansnansmauiiaidantniuas
msensiw (s Tasawizluseiddnwasa
dysplasia lsian umsianwestan proliferation
3N waf etiedl objective response A1 uaztae
Wi survival wutiuinadninn?224

Tufihefifidnwznan dysplasia uas cyto-
penia 3ine 1%N133n#1A28 low-dose cytarabine
(Ara-C) tW1m 15 mg/m? Taeddnsmdinig
(\dWidam (continuous infusion) n3afminig
Tamdntunan 2.3 flavataduania
8191% daunorubicin 30 mg/m? Wi 1 uae
8 #3wulANa complete remission 3pEAT
10-25'3

\ila091n  etoposide (VP-16) dignasin
M4 uaz M5 1o udighnanld5nsneioe
CMML nwafild 200500 mg/m2/day  iilu
A1 35 W niealAAu VP-16 tw1msn e
50-75 mg/m?/day a1 3 S desany

Interferon a‘iqn‘é antiproliferative Uas
differentiating effects Hol85n%1 hairy cell
leukemia, CGL, lymphoma uWa multiple
myeloma 303igM" alpha- interferon 31145nw1
CMML%>2® gyau 12 578 [#wa complete
response 1 978 (8%) WaY partial response
2 378 (17%) M3 gamma-interferon 13 Ana

Allogeneic bone marrow transplantation
Hudnmoniiensighinanlisnedin CMML'327
fisnweunsugnaelunseanlugias  CMML
3 99 9w 1 Huncjoary 20 T 1 preparative

regimen A2t piperazinedione Was total body

irradiation (TBI) Hatimadi leukemia agluiuf
a7 wandu@inluiun 140 9w 2 Jureay
26 1 1 cyclophosphamide, VP-16 uar TBI
\UN preparative regiemen fUe1A complete
remission iy 2 Indansugnanalonszgn
swft 3 Wudnge a1y 2 ¥ 16 busulfan uay
cyclophosphamide k1) preparative regimen
§i relapse Wiuf 235 Ju3nuAan VP-16 5 1A
Wd2 regrafted Mnuiufn 224 §Uanls complete
remission uaridIMOLNINNTY 100 IWNAINTTT
graft A3 2
nsinduleinengionseislatuaiunis
wennsailsproagiasusazsne  drdinswensed
TsAflNA & survival Wapnin 1 1 anaRensen
¥ intensive chemotherapy n3avgneintlunszan
n3al# new biologic treatment 511'] WA

ﬂ’liﬂﬂ’]ﬂiﬂj‘[iﬂﬂ‘ 279R9130 IRN3INE LU

conventional treatment'3
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