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Forward-Looking Statements
This presentation contains “forward-looking statements” within the meaning of Section 27A of the Securities Act of 1933, as amended, and
Section 21E of the Securities Exchange Act of 1934, as amended. These forward-looking statements relate to future events or our future
financial performance and involve known and unknown risks, uncertainties and other factors that may cause our or our industry’s actual results,
levels of activity, performance or achievements to be materially different from any future results, levels of activity, performance or achievements
expressed, implied or inferred by these forward-looking statements. In some cases, you can identify forward-looking statements by terminology
such as “may,” “will,” “should,” “could,” “would,” “expects,” “plans,” “intends,” “anticipates,” “believes,” “estimates,” “predicts,”
“projects,” “potential,” or “continue” or the negative of such terms and other comparable terminology. These forward-looking statements are only
predictions based on our current expectations and projections about future events. You should not place undue reliance on these forwardlooking statements. Actual events or results may differ materially. In evaluating these forward-looking statements, you should specifically
consider various factors. These and other factors may cause our actual results to differ materially from any forward-looking statement. We
undertake no obligation to update any of the forward-looking statements after the date of this presentation to conform those statements to reflect
the occurrence of unanticipated events, except as required by applicable law.
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Roger Crystal, M.D.
President and CEO

Phil Skolnick, Ph.D., D.Sc. (hon.)
Chief Scientific Officer

Understanding the heightened risks of synthetic opioids
The ‘triple threat’ of synthetic opioids

Fast

Synthetic opioids like fentanyl
are more lipophilic than
heroin and penetrate the
brain more rapidly.

Potent

50x more potent than heroin
which leads to respiratory
depression at far lower doses.

Long-lasting

Fentanyl has a plasma halflife of 7-8 h, compared to
plasma half life of naloxone of
1-2 h, leaving patients at risk
of ‘renarcotization’.

Synthetic opioids can out last and overpower currently available reversal medicines.
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Pharmacokinetic characteristics of OPNT003, nasal nalmefene
Review of Opiant PK data compared with NARCAN® Nasal Spray data contained in its approved
prescribing information
OPNT003
(3mg)

Naloxone
(4mg)

Affinity at μ opioid receptors

1.01

5.41

Plasma concentrations at 5 minutes (ng/ml)

4.433

1.52

Tmax (minutes)

153

304

Cmax (ng/ml)

103

4.834

Half-life / T1/2 (hours)

113

2.084

OPNT003 compared with 4mg nasal naloxone – data
compiled in separate studies on normal healthy volunteers

1. Ki values were estimated using [3H]alvimopan binding to cloned human m opioid receptors (Cassel, et al., 2005). The ~5-fold higher affinity of nalmefene compared to naloxone is consistent with both Ki values obtained (0.13 and 0.62 nM,
respectively) using [3H]DAMGO as a radioligand in monkey brain membranes (Emmerson, et al., 1994) and pA2 values of 9.38 and 8.51, respectively, in functional assays using guinea pig ileum and mouse vas deferens (Toll, et al., 1998).
2. Krieter, et al. ,2016
3. Data on file: NCT04759768
4. Data from FDA, 2015 (https://www.accessdata.fda.gov/drugsatfda_docs/label/2015/208411lbl.pdf)
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Design and Primary Objective: Demonstrate NI of Onset
Pharmacodynamic Study Design compares Study
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Positive Primary Endpoint
Study showed a mean difference in minute ventilation that clearly favors OPNT003
Reversal of remifentanil induced

Primary Endpoint: Reversal of Remifentantil
respiratory depression at 5 minutes
Induced Respiratory Depression At 5 Min.

Nalmefene meets the primary (noninferiority) endpoint

Nalmefene restores minute ventilation to within the
95%
Confidence
Interval
of pre-remifentanil
valuesvat
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5 Naloxone
minutes andInlonger;
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Completes clinical study study program
OPNT003-OOD-001
50* healthy subjects
OPNT003, compared with nasal naloxone 4mg
*Evaluated for primary end point

OPNT003-PK-001
68 healthy subjects
OPNT003, compared with intramuscular
nalmefene injection, 1 mg

OPNT003-PK-002
23 healthy subjects
OPNT003 given as a single 3mg dose in one
nostril, as a single dose in each nostril, and as
two doses in one nostril.

•

OPNT003 met the primary endpoint of non-inferiority, which was designed to assess
whether nasal nalmefene performed as well or better than nasal naloxone

•

Nasal nalmefene produced a mean increase in minute ventilation at five minutes that
was almost double that produced by nasal naloxone

•

Rapid absorption (Tmax 15 min)

•

high plasma concentrations (Cmax 12.2 ng/ml) that surpassed intramuscular nalmefene

•

long plasma half-life (t1/2 ~ 11 h)

•

Rapid absorption (Tmax 15 min) in all three study arms

•

Dose proportional plasma concentrations to single dose whether administered as a single
dose in each nostril or as two doses in a single nostril

•

Confirmed long plasma half-life (t1/2 ~ 11 h)

•

Safe and well tolerated
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David O’Toole
Chief Financial Officer

Q&A

Contact us:
Ben Atkins
Vice President Investor Relations
batkins@opiant.com
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