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MET is a transmembrane tyrosine kinase that has been
clinically validated as a targetable oncogenic driver.
Approved MET inhibitors have shown significant clinical
benefit in the subset (¥3%) of NSCLC patients having the
oncogenic MET exon 14 skipping mutation that increases
expression of wild type MET.

Adverse events, including peripheral edema, the most
frequently seen adverse event considered to be an ‘on
target’ class effect, results in frequent dose interruptions,
dose reductions and in some cases complete withdrawal

medical need.

Deuteration reduced metabolism and improved plasma
exposure of DO-2 compared to the non-deuterated parent
DO-0 enabling efficacious exposures being reached.
Reversible serum creatinine increase (sCR) was the main
biomarker change seen at dose levels that reached the
preclinically defined Time over Threshold’s. sCR increase
has been shown to be mediated by drugs that inhibit
Organic Cation Transporter 2 (OCT-2) and has been seen
with many other TKl’s including the main competitors.
DO-2 treatment of MET exon 14 skip mutation positive

24% tumor shrinkages.
2 of the patients had pleural effusion (no RECIST target

Deuteration Increases Plasma Exposure of DO-2: Extending Time over Threshold

DO-2 exposures from Protocol DO-2.02.001

DO-0 exposures from Protocol 38877605-EDI-1001
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(Day 1)

AUC,.,,=1905ng.h/ml
Crax  =254ng/ml
AUC,,,=2253ng.h/ml
Coax  =473ng/ml

Pre-clinically predicted

DO-2 AUC (ng.h/ml)

efficacious plasma
exposure threshold

AUC = 5X

ToT=3.5vs0 hrs
AUC = 2.5X

ToT=4.5vs2.5hrs

ToT =Time over Threshold 7hrs
@60mg (160ng/ml=12.8nM free
fraction)
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* Deuterium incorporation resulted in
significantly higher C_., and AUC,,, and
importantly ToT seen when DO-2 was
dosed once a day under fasting
conditions.

* No drug accumulation after 21 days of
daily dosing at any of the dose levels
tested.

* Switching to BID dosing 4hrs apart led to
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