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INTRODUCTION RESULTS

*Thrombopoietin (TPO) is the physiological regulator of megakaryocyte differentiation and Figure 2. Macrophage depletion attenuates platelet-mediated TPO levels Figure 5. Kupffer cells orchestrate TPO generation in concert with hepatocyte luminal sinusoid protrusions
therefore platelet production.!2

*Our lab has shown that platelet glycoprotein (GP) Iba is required for hepatocellular TPO generation A om PLTs — Kupffer coll depleted B-m C. 200 B.

(BlOOd, 2018).6 -~ PLTs— control —=- dPLTs — Kupffer cell depleted -- Kupffer cell depleted y

However, based on liver architecture, platelets (2-3 um) are separated from hepatocytes by ol . e e - - Vildtype "

fenestrated (~¥100nm) endothelium, challenging the notion that platelets directly interact with transfused "1 o T - T *

hepatocytes for TPO generation. 2 1 3 2 2 10 =

*Kupffer cells reside along and within the sinusoidal endothelium, and have recently been g 100 § 100 S &

implicated in senescent platelet clearance. However, their role in TPO generation independently or = E E %

in concert with hepatocyte luminal protrusions has nev Gaa R R S 3 | 50 . 100 G s

Figure 1. Schematic representation that platelets
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fenestrated endothelium. ... PG Kupffer cells Figure 2: A. Serum TPO levels normalized to wild-type platelet transfusion (3x108) in clodronate liposome treated mice (n=5-7). B. Serum TPO -o- Arsenite treated ~¢= Arsenite tre_‘ated
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significance. *, P < 0.05; **, P <0.01; ***, P < 0.001, n=5.
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