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A humoral factor controls platelet production.

1967:Mesure de la production plaquettait@dell)

Methode isotopique
LA PRODUCTION DES PLAQUETTES
EST CONTROLEE
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Morphometry of Megakaryocytes
Mean volume of megakaryocyte

Biopsy

a = largest diameter of MK
b = largest perpendicular diameter of a

(@2 + b?)

2

1.  Elliptic mean™* =

* For a minimun of 50 Megakaryocytes

ESCCA 2009 3



1968: Le Nombre, la Tallle et la Ploidie des
megacaryocytes sont sous controle (Harker)
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1968: Le Nombre, la Tallle et la Ploidie des
megacaryocytes sont sous controle (Harker)
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HYPERPLAQUETTOSE
REACTIONNELLE vs PRIMITIVE
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Effort, stress, adréenaline SMP
Infection, inflamation
Carence en fer
Cancer

Vincristine

Asplénie LMC vaquez
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Hiérarchie cellulaire
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Lithium Enhancement of Megakaryocytopoiesis in Culture:
Mediation via Accessory Marrow Cells

By Christian Chatelain, Samuel A. Burstein, and Laurence A. Harker

Blood, Vol. 62, No. 1 {(July), 1983: pp. 172-176
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Table 1. The Influence of CyA on Lithium-Stimulated
Colony Growth

CFU-M CFU-C
Control 24 + 1% 80 + 11
CvA (3 ug/ml) 24 + 1 78 + 10
Lit (Z mM LICI) 32 + 1 117 + 13

Li + CyA 24 + 1 82 + 13




LITHIUM ACETYLCHOLINE
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Identification of a Light Density Murine Megakaryocyte
Progenitor (LD-CFU-M)

By Christian Chatelain, Marc De Bast, and Michel Symann

Blood, Vol 72, No 4 {October), 1988: pp 1187-1192
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1.050 <d <1.060

oD

L

5

|

Q

O

—

o

5 1.070 <d <1.080

|

w a0 - 30

O

® 20 - 20
10 | 10
0 0

2 4 6 8

1.060 <d <1070

d > 1.080

B < 1050 No. OF DOUBLINGS / COLONY



LD-CFU-MK

1.050 <d < 1.060 1.060 <d <1.070
40 L 40
30 L 30 -
@ 20 20 F
& 10} 10 |
o
Q 0 S B g
é 2 4 6
= 1.070 <d < 1.080 d >1.080
-
L | -
L 40 40
£ 30 |- 30 -
20 |- 20 |
10 | 10k
0 | L | 0 | ] |
2 4 & 5 4 5

AVEBAGE No. OF ENDOMITOSES PER MEGAKARYQCYTE WITHIN A COLONY

. < 1.050



LD-CFU-MK

TPO




CHRONOLOGIE

1881.: Identification des plaguettd3iZzozerq

1910: Mégacaryocyte (Wright)

1958: ThrombopoietinéKelemer)

1967: Mesure de la production plaguetta®el¢ll)

1968:Morphometriedesmeégakaryocyte@arken

197/5:. CFUMK (Metcal

1984 Cytokines (I3 , elhle, Quesenberry
mpret TNTombopOoIetine

2016: rupturenégacaryocytair@L -1Y)



IL-6 IL-11 LIF
Oncostatlin M é.

o-»o-»O

PSC CFU-MK

Megakaryocytes Platelets

1983: Cytokines (Metcal






MEGAKARYOCYTE PLOIDY DISTREBUTION
CML. versus CONTROL
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ANTICANCER RESEARCH I8: 3347-3354 (1998)

Endomitotic Index of Megakaryocytes Measured by Flow Cytometry
Helps to Diagnose Hematological Disorders with Abnormal Platelet
Counts

SARAH BAATOUT, BERNARD CHATELAIN, PHILIPPE STAQUET, MICHEL SYMANN
and CHRISTIAN CHATELAIN
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1994: THROMBOPOIETINE (mpl ligand)

THROMBOPOIETINE
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THROMBOPOIETINE

1. mpl oncogene
2. Production constante

3. Stimulates

oroliferation

4. Controle POLYPLOIDISATION
5. LD-CFU-MK
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THROMBOPOIETINE




THROMBOPOIETIN
REGULATION
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CONTROL OF PLATELET

LITHIUM ACH PRODUCTION
vy ¥
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APPLICATION
CLINIQUE DE LA
THROMBOPOIETINE

1.rh-TPO: déception
2. Dosage | TP, &

3. Analogues TPONplate® (Romiplostin)
et Revolad® (Eltrombopag PTI

4. Productionn vitro de plaquettes



Platelet production In vitro
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RUPTURE MEGACARYOCYTAIRE

IL -1Uinducesthrombopoiesisthrough megakaryocyterupture in responseto
acuteplatelet needs
1 2 3 4 5 6
5 ’ 7 ’ 8 , 9 : 10 , 2 ’
’ 2’ 11: 5_ ’ ’ ’ ,

2015 May 11;209(3):4586.
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En guise de conclusion

DI AGNOSTI C D
HYPERPLAQUETTOSE



MEGAKARYOCYTE SIZE AND
PLOIDY
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POLYPLOIDISATION
MECHANISM

Role of cytoskeletton



Inhibition of ACTIN polymerization
== Polyploidization of MK cell lines

TUBULIN spindiesssp plane of ACTIN constriction ring

. »POLYPLOIDIZATION
Inhibition of TUBULIN spindle

CTIN content




European Journal of Clinical Investigation (1998) 28, 845-855

Induction and enhancement of normal human
megakaryocyte polyploidization are concomitant with
perturbation in the actin metabolism

S. Baatout, B. Chatelain, P. Staquet, M. Symann and C. Chatelain
UCL, Brussels and Mont-Godinne, Belgium







