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Mission

The center’'s mission is to provide industry, regulatory agencies and the public
with credible information, assessments, expert opinions and risk communication,
as well as professional and educational services relating to the efficacy and

safety of dietary supplements.
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Trial of Cannabidiol for Drug-Resistant Seizures
in the Dravet Syndrome

Orrin Devinsky, M.D., J. Helen Cross, Ph.D., F.R.C.P.C.H., Linda Laux, M.D., Eric Marsh, M.D., lan Miller, M.D.,
Rima Nabbout, M.D., Ingrid E. Scheffer, M.B., B.S., Ph.D., Elizabeth A. Thiele, M.D., Ph.D.,
and Stephen Wright, M.D., for the Cannabidiol in Dravet Syndrome Study Group*
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——-————-WARNINGS AND PRECAUTIONS -«

. Hepatocellular Injury: EPIDIOLEX cancause transaminase elevations.
Conconutant use of valproate and higher doses of EPIDIOLEX increase
the nisk of transammase elevations. See Full Prescribing Information for
serum transammase and bilmubm monitormg recommendations. (3.1)
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Studies on Cannabidiol-Rich
Cannabis Extract (CRCE)
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CRCE-induced hepatotoxicity
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Administration of CRCE either in a single dose of 200 mg/kg or
chronically at doses of 50 mg/kg results in hepatotoxicity, exhibite
spiking levels of total bilirubin, increased plasma levels of liver g
(ALT, AST) and pan-hepatic cytoplasmic swelling.
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Potential for CRCE/drug interaction
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CRCE is a potent activator of a number of low dose(s) vs high
cytochromes, including those involved in dose(s).
metabolism of anesthetics (Cyp2b10) as well as
acetaminophen and ethanol (Cyple2 and Cyp2el).
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CRCE/Acetaminophen-induced liver
Injury

 Concomitant administration of CRCE and APAP resulted In
sinusoidal obstruction syndrome-like liver injury;

* Mortality (3 out of 8 mice) was observed in female CD-1 mice
administered lower dose - 116 mg/kg (MED10 mg/kg) of CRC
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Hepatotoxicity of a Cannabidiol-Rich Cannabis
Extract in the Mouse Model
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..what do we know Is just a tip
of an iceberg...

CRCE poses significant potential
for hepatotoxicity

CRCE holds significant potential
for CBD/drug interaction

CRCE may exacerbate other
agents-induced hepatotoxicity

Further research is clearly needed to
understand safety and drug interaction
potential of CBD and CBD-containing produc
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