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BACKGROUND
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JNJ-26366821, a PEGylated thrombopoietin mimetic (TPOm)

4h post-TBI 24h post-TBI

CD2F1 male mice, TBI (gamma)

Pre-TBI

In the following studies TPOm was administered as 
prophylactic at 6h to 12h pre-TBI in both gamma and 
mixed field radiation exposure models

CD2F1 male mice, TBI (gamma)



1. SURVIVAL
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30-days

Co-60 (Gamma) 

TRIGA (Mixed field*) 

*65% neutron and 35% gamma

Day 0
TPOm 

at 6h or 
12h Pre-TBI
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Co-60 (Gamma) 
Statistics For -6h For -12h -6h Vs -12h

Log-rank test 
(Mantel Cox)

p< 0.0001 p< 0.0001 p= 0.0002

Fisher’s exact 
test

p= 0.0069 p< 0.0001 p= 0.0003

n= 10 for saline, n=25 for TPOm

Pre-treatment with TPOm improves survival in low LET scenario
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Dose Reduction Factor in low LET
(Survival data)

Group LD50/30 
(Gy)

95% CI

Vehicle 7.99 Gy 7.69 – 8.33

TPOm 11.55 Gy 11.27 – 12.04

LD50/30 Summary Table

Co-60 (Gamma) 

n=25 for vehicle and TPOm at lower doses. 
At higher doses n=15 was used for vehicle and n=20 for TPOm
Data fitted using parallel slopes probit model (Pearson-goodness of fit), p=0.063

➢ Dose reduction factor was found to be 1.45 in male mice exposed to TBI in Co-60 (gamma).
➢ To be validated in female mice.
➢ Previous studies in CD2F1 mice showed DRF of 1.36 when TPOm was given 24h pre-TBI

DRF = LD50 (Countermeasure) / LD50 (Vehicle)
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TRIGA (Mixed field*) Statistics For -6h For -12h -6h Vs -12h

Log-rank test 
(Mantel Cox)

p< 0.0001 p< 0.0001 p= 0.2452 (ns)

Fisher’s exact 
test

p< 0.0001 p< 0.0001 p= 0.4614 (ns)

*65% neutron and 35% gamma

n= 24 for saline, n=24 for TPOm

Pre-treatment with TPOm improves survival in high LET scenario



2. RECOVERY
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TRIGA (Mixed field) 
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TPOm accelerated peripheral blood cell recovery 
(Complete blood cell count) TRIGA (Mixed field) 

Myeloid (PLT, NEU) and Lymphoid (LYM) Lineages increased.
Erythroid (RBC): No change (not shown)



IMMEDIATE IMMUNE MOBILIZATION
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Restoration of Chemotactic and Mucosal Cytokine Signaling
(Bio plex assay)

GRANULOPOIESIS AND TRAFFICKING SIGNALS

TRIGA (Mixed field) 

Increased early response signal (MIP-1b) as well as late recovery signals (IL-17A 
and RANTES) seen in response to TPOm treatment
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TPOm induces megakaryocyte prodcution 
and accelerates  recovery of bone marrow 
cellularity

TPOm Accelerates Recovery of Sternum BM
(H&E staining) TRIGA (Mixed field) 

Naive

1 7 14 30

TPOm
0 Gy

Saline
4.8 Gy

TPOm
4.8 Gy

Days
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A B C

TPOm Drives Neutrophil Differentiation in Femur BM
(Flow Cytometry) TRIGA (Mixed field) 

TPOm treatment drives neutrophil differentiation 
in the femur bone marrow
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TPOm preserved the colony forming ability of Femur bone marrow progenitors

TPOm Preserves Colony Forming Ability of Progenitors in Femur
(CFU assay) TRIGA (Mixed field) 

Naive
0 Gy

Saline
4.8 Gy

TPOm
4.8 Gy

Day 14
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Promotes Vascular Adhesion and Extracellular remodeling
(ELISA assay) TRIGA (Mixed field) 

TPOm promotes a pro-retention vascular phenotype 

(Selectins) and late-stage matrix remodeling (MMP-9) 

while mitigating hypoxic stress (EPO)
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