
BACKGROUND
THB001 is a highly selective KIT inhibitor that depletes mast 
cells in tissues and therefore potentially effective in mast 
cell driven diseases. The PK features of THB001, both after 
dosing of a free base or as a HCl salt are presented.

METHODS
 Three Phase 1 studies in healthy volunteers

 Single and multiple ascending dose study (study 1) 
with single doses of 10-600 mg and multiple doses of 
200 and 500 mg QD and 200 and 400 mg BID

 Bio-comparison and food effect study (study 2) with 
single doses of 200/400 mg (free base and HCl salt) 

 Drug interaction study (study 3) with 10 days of 400 
mg QD with and without single doses of caffeine, 
omeprazole and midazolam

RESULTS and CONCLUSIONS:
 At single doses of 10-600 mg: exposure increased 

approx. dose proportionally. The half-life in this study 
ranged from approx. 16-26h and at single doses in study 
2, the half-life ranged from approx. 15-20h 

 Upon BID dosing for 14 days, accumulation was 3 to 7 
fold, whereas at QD dosing, there was no accumulation

 HCL salt resulted in higher Cmax and AUC as compared to 
free base and food further increased the Cmax and AUC 
following the HCL dosing

 Multiple doses of THB001 slightly induced CYP1A2 
activity but not CYP3A4 and CYP2C19 activities

 PK features of THB001 justify the start of Phase 2 studies
 In all studies, THB001 was safe and well tolerated

Favorable 
pharmacokinetic and 

CYP450 inducing  
properties of orally 
dosed free base or 

HCl salt of THB001 in 
healthy volunteers

Pharmacokinetics of THB001, an orally available, potent and highly selective small
 molecule inhibitor of wild type KIT receptor tyrosine kinase, in healthy volunteers

Peter Dogterom1, Steven P Sweeney2, Christine Voors-Pette1, Jerome Oude Nijhuis1, Hans Maarse1, Gregg Keaney2, Graham Parry2, 
Edward Conner2, Darrel Nix3, Nathalie Rioux3, Amy DiRico2, Stepen Yoo2

xx

1 QPS Netherlands, Groningen, The Netherlands; 2 Third Harmonic Bio, Cambridge, MA, USA ; 3 Certara, Princeton, NJ, USA

Arithmetic mean THB001 plasma concentrations after single doses (left) 
and as trough concentrations after multiple doses (right), in both studies as 
free base 
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Summary of PK parameters of THB001

Arithmetic mean THB001 plasma concentrations after single doses of the 
free base and HCl salt (left) and the HCl salt under fed and fasted 
conditions (right) 

Arithmetic mean caffeine (left), midazolam (middle) and omeprazole (right) 
plasma concentration prior to and after multiple THB001 dosings
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