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Item 2.02. Results of Operations and Financial Condition.

On August 10, 2020, Trevena, Inc. (the "Company") issued a press release announcing that the U.S. Food and Drug Administration has approved its lead drug candidate,
OLINVYK (oliceridine) injection, that is indicated in adults for the management of acute pain severe enough to require an intravenous opioid analgesic and for whom alternate
treatments are inadequate. The press release also announced certain financial information for the quarter ended June 30, 2020. A copy of the press release is furnished hereto as
Exhibit 99.1.

The information under this caption and contained in the press release attached hereto as Exhibit 99.1 is furnished by the Company in accordance with Securities Exchange
Commission Release No. 33-8216. This information shall not be deemed "filed" for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the "Exchange
Act"), or incorporated by reference in any filing under the Securities Act of 1933, as amended (the "Securities Act"), or the Exchange Act whether made before or after the date
of this Current Report on Form 8-K, except as shall be expressly set forth by specific reference in such a filing.

Item 7.01 Regulation FD Disclosure

On August 10, 2020, the Company updated its website to include an updated corporate presentation deck. A copy of the updated corporate deck is attached hereto as Exhibit
99.2.

Additionally, on August 10, 2020, the Company filed its Quarterly Report on Form 10-Q for the quarter ended June 30, 2020 with the Securities and Exchange Commission.
The information set forth on this Item 7.01 and furnished hereto as Exhibit 99.2 shall not be deemed “filed” for purposes of Section 18 of the Exchange Act, and is not
incorporated by reference into any of the Company’s filings under the Securities Act or the Exchange Act, whether made before or after the date hereof, except as shall be
expressly set forth by specific reference in any such filing.

Item 8.01 Other Events

The information contained in Item 2.02 is incorporated in its entirety into this Item 8.01.

Item 9.01 Financial Statements and Exhibits.
(d) Exhibits.
Exhibit
No. Description
99.1 Press Release dated August 10, 2020
99.2 Updated Corporate Presentation Deck dated August 10, 2020

104 The cover page from this Current Report on Form 8-K, formatted in Inline XBRL.




SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned hereunto
duly authorized.

TREVENA, INC.

Date: August 10, 2020 By: /s/ Barry Shin

Barry Shin
Senior Vice President & Chief Financial Officer




Exhibit 99.1

Trevena Announces FDA Approval of OLINVYK™ (oliceridine) injection

OLINVYK is a new chemical entity approved in adults for the management of acute pain severe enough to require an 1V opioid analgesic
OLINVYK product availability expected in fourth quarter of 2020

Company funded through year-end 2021, including OLINVYK commercialization

_C_'ompany to host conference call at 8:30 a.m., today, August 10, 2020

CHESTERBROOK, Pa., August 10, 2020 (GLOBE NEWSWIRE) --Trevena, Inc. (Nasdaq: TRVN), a biopharmaceutical company focused on the development and
commercialization of novel medicines for patients with central nervous system (CNS) disorders, today announced that the U.S. Food and Drug Administration (FDA) has
approved OLINVYK in adults for the management of acute pain severe enough to require an intravenous opioid analgesic and for whom alternative treatments are inadequate.
OLINVYK will be commercially available when the U.S. Drug Enforcement Administration (DEA) issues its controlled substance schedule in approximately 90 days.

“The approval of OLINVYK marks an exciting step forward in Trevena’s mission of translating cutting-edge scientific discovery into therapeutic benefit for patients in need. I
would like to thank all of the patients, investigators, and our employees who helped us achieve this important milestone,” said Carrie L. Bourdow, President and Chief
Executive Officer. “We will work quickly to bring this novel IV analgesic to patients and healthcare providers in need of alternative treatment options.”

Each year, approximately 45 million hospital patients in the United States receive an IV opioid to treat their acute pain. Many of these patients are complex and difficult to treat,
such as the elderly, obese, or renally-impaired. Current hospital trends suggest that the number of these complex patients is growing, representing an increasing burden on the
healthcare system.

OLINVYK is an opioid agonist that is the first new chemical entity in this IV drug class in decades and offers a differentiated profile that addresses a significant unmet need in
the acute pain management landscape. OLINVYK delivers IV opioid efficacy with a rapid 2-5 minute onset of action. In addition, OLINVYK requires no dosage adjustments in
patients with renal impairment, a large patient population with significant medical complications.




The FDA approval of OLINVYK was based on results from the Phase 3 development program, which evaluated OLINVYK in over 1,500 patients with moderate to severe
acute pain. In two pivotal efficacy studies in hard- and soft-tissue surgical models, OLINVYK demonstrated rapid analgesic efficacy statistically significant vs. placebo. In a
large, open-label, “real world” safety study, OLINVYK was safe and well-tolerated in a medically complex patient population, including the elderly, obese, and patients with
comorbid conditions such as diabetes and sleep apnea.

“Complex patients present unique challenges in the management of their postoperative acute pain, due to the presence of medical comorbidities that can complicate dosing,”
said Gregory Hammer, M.D., Professor of Anesthesiology, Perioperative and Pain Medicine, and of Pediatrics at Stanford University. “OLINVYK represents a new alternative
for clinicians, due to its rapid onset of action, effective pain relief, and unique profile.”

The Company expects to make OLINVYK available in the fourth quarter of 2020 following scheduling by the DEA, which may take up to 90 days. The Company is committed
to an ethical and responsible marketing campaign for OLINVYK and will have safeguards in place to monitor for and mitigate the risk of non-medical uses of OLINVYK.

The Company also today announced $54.8 million in cash and cash equivalents as of June 30, 2020, which the Company expects will be sufficient to fund operating expenses,
including the commercialization of OLINVYK, through year-end 2021.

Conference Call and Webcast Information

The Company will host a conference call and webcast with the investment community on August 10, 2020, at 8:30 a.m. Eastern Time featuring remarks by Carrie Bourdow,
President and Chief Executive Officer, Mark Demitrack, M.D., Chief Medical Officer, Robert Yoder, Chief Business Officer, and Barry Shin, Chief Financial Officer.

Title: Conference Call to Provide Update Following Recent FDA Approval of OLINVYK
Date: Monday, August 10, 2020
Time: 8:30 am. ET

Toll-Free: 855-465-0180
Conference Call Details: International: 484-756-4313
Conference ID: 4976734

Webcast: https://www.trevena.com/investors/events-presentations/ir-calendar

OLINVYK Efficacy and Safety Data

The efficacy of OLINVYK was established in two randomized, double-blind, placebo- and morphine-controlled studies which enrolled 790 patients with moderate to severe
acute pain (pain intensity of >4 on a 0-10 numeric rating scale) after orthopedic surgery-bunionectomy or plastic surgery-abdominoplasty.




In each study, patients were randomized to one of three OLINVYK treatment regimens, a placebo-control regimen, or a morphine-control regimen. The loading dose for all
OLINVYK treatment regimens was 1.5 mg; demand doses were 0.1, 0.35, or 0.5 mg, according to the assigned treatment group; supplemental doses were 0.75 mg. A lockout
interval of 6 minutes was used for all PCA regimens. Etodolac 200 mg was available as rescue medication. Patients using the approved OLINVYK doses of 0.35 and 0.5 mg had
a statistically significantly greater SPID-48/24 than patients using placebo.

The most common adverse reactions (>10%) in these controlled trials were nausea, vomiting, dizziness, headache, constipation, pruritus, and hypoxia. When stratified by the 27
mg daily dosing limit, discontinuation of OLINVYK due to adverse reactions occurred in 4% of patients who received a daily dose < 27 mg, and less than 1% of patients who
received a daily dose >27 mg.

In an open-label safety study of patients with moderate to severe acute pain following a surgical procedure or due to a medical condition, a total of 768 patients received at least
one dose of OLINVYK. OLINVYK was administered via clinician-administered bolus dosing, PCA, or a combination of the two. Bolus dosing was initiated at 1 to 2 mg, with
supplemental doses of 1 to 3 mg every 1 to 3 hours, as needed, based on individual patient need and previous response to OLINVYK. If OLINVYK was administered via PCA,
the loading dose was 1.5 mg, the demand dose was 0.5 mg, and the lockout interval was 6 minutes. Supplemental doses of 1 mg were given as needed, taking into account the
patient's utilization of PCA demand doses, individual patient need, and previous response to OLINVYK.

The most frequent condition treated in the open-label safety study was postsurgical acute pain, and included (in order of decreasing frequency): orthopedic, gynecologic,
colorectal, general, plastic, urologic, neurologic (including spinal), bariatric, and cardiothoracic surgical procedures. Of the 768 patients treated with OLINVYK, 32% were age
65 years or older and 78% had a Body Mass Index > 25 kg/mz. OLINVYK was administered as needed; 55% of patients received OLINVYK via clinician bolus administration
only, and 45% of patients received OLINVYK via PCA self-administration or a combination of clinician bolus- and PCA self-administration. Discontinuation of OLINVYK in
this study due to adverse drug reactions occurred in 3% of patients who received a daily dose <27 mg and 1% of patients who received a daily dose >27 mg.

Full Prescribing Information, including the Boxed Warning, is available atwww.OLINVYK.com.

IMPORTANT SAFETY INFORMATION

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING RESPIRATORY DEPRESSION; NEONATAL OPIOID WITHDRAWAL
SYNDROME; and RISKS FROM CONCOMITANT USE WITH BENZODIAZEPINES OR OTHER CENTRAL NERVOUS SYSTEM (CNS) DEPRESSANTS
Addiction, Abuse, and Misuse

OLINVYK exposes patients and other users to the risks of opioid addiction, abuse, and misuse, which can lead to overdose and death. Assess each patient’s risk before
prescribing OLINVYK, and monitor all patients regularly for the development of behaviors or conditions.

Life-Threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression may occur with use of OLINVYK. Monitor for respiratory depression, especially during initiation of OLINVYK or
following a dose increase.




Neonatal Opioid Withdrawal Syndrome

Prolonged use of OLINVYK during pregnancy can result in neonatal opioid withdrawal syndrome, which may be life-threatening if not recognized and treated, and requires
management according to protocols developed by neonatology experts. If opioid use is required for a prolonged period in a pregnant woman, advise the patient of the risk of
neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available.

Risk From Concomitant Use With Benzodiazepines or Other CNS Depressants

Concomitant use of opioids with benzodiazepines or other CNS depressants, including alcohol, may result in profound sedation, respiratory depression, coma, and death.
Reserve concomitant prescribing for use in patients for whom alternative treatment options are inadequate; limit dosages and durations to the minimum required; and follow
patients for signs and symptoms of respiratory depression and sedation.

INDICATIONS AND USAGE

OLINVYK is a new chemical entity indicated in adults for the management of acute pain severe enough to require an intravenous opioid analgesic and for whom alternative
treatments are inadequate.

Limitations of Use

Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, reserve OLINVYK for use in patients for whom alternative treatment options
[e.g., non-opioid analgesics or opioid combination products]:

Have not been tolerated, or are not expected to be tolerated
Have not provided adequate analgesia, or are not expected to provide adequate analgesia.

The cumulative total daily dose should not exceed 27 mg, as total daily doses greater than 27 mg may increase the risk for QTc interval prolongation.
CONTRAINDICATIONS
OLINVYK is contraindicated in patients with:

Significant respiratory depression

Acute or severe bronchial asthma in an unmonitored setting or in the absence of resuscitative equipment

Known or suspected gastrointestinal obstruction, including paralytic ileus

Known hypersensitivity to oliceridine (e.g., anaphylaxis)

WARNINGS AND PRECAUTIONS

OLINVYK contains oliceridine, a Schedule [controlled substance schedule pending], that exposes users to the risks of addiction, abuse, and misuse. Although the risk of
addiction in any individual is unknown, it can occur in patients appropriately prescribed OLINVYK. Assess risk, counsel, and monitor all patients receiving opioids.




Serious, life-threatening respiratory depression has been reported with the use of opioids, even when used as recommended, especially in patients with chronic
pulmonary disease, or in elderly, cachectic and debilitated patients. The risk is greatest during initiation of OLINVYK therapy, following a dose increase, or when used
with other drugs that depress respiration. Proper dosing of OLINVYK is essential, especially when converting patients from another opioid product to avoid overdose.
Management of respiratory depression may include close observation, supportive measures, and use of opioid antagonists, depending on the patient’s clinical status.
Opioids can cause sleep-related breathing disorders including central sleep apnea (CSA) and sleep-related hypoxemia with risk increasing in a dose-dependent fashion. In
patients who present with CSA, consider decreasing the dose of opioid using best practices for opioid taper.

Prolonged use of opioids during pregnancy can result in withdrawal in the neonate that can be life-threatening. Observe newborns for signs of neonatal opioid
withdrawal syndrome and manage accordingly. Advise pregnant women using OLINVYK for a prolonged period of the risk of neonatal opioid withdrawal syndrome
and ensure that appropriate treatment will be available.

Profound sedation, respiratory depression, coma, and death may result from the concomitant use of OLINVYK with benzodiazepines or other CNS depressants (e.g.,
non-benzodiazepine sedatives/hypnotics, anxiolytics, tranquilizers, muscle relaxants, general anesthetics, antipsychotics, other opioids, or alcohol). Because of these
risks, reserve concomitant prescribing of these drugs for use in patients for whom alternative treatment options are inadequate, prescribe the lowest effective dose, and
minimize the duration.

OLINVYK was shown to have mild QTc interval prolongation in thorough QT studies where patients were dosed up to 27 mg. Total cumulative daily doses exceeding
27 mg per day were not studied and may increase the risk for QTc interval prolongation. Therefore, the cumulative total daily dose of OLINVYK should not exceed 27
mg.

Increased plasma concentrations of OLINVYK may occur in patients with decreased Cytochrome P450 (CYP) 2D6 function or normal metabolizers taking moderate or
strong CYP2D6 inhibitors; also in patients taking a moderate or strong CYP3A4 inhibitor, in patients with decreased CYP2D6 function who are also receiving a
moderate or strong CYP3A4 inhibitor, or with discontinuation of a CYP3A4 inducer. These patients may require less frequent dosing and should be closely monitored
for respiratory depression and sedation at frequent intervals. Concomitant use of OLINVYK with CYP3A4 inducers or discontinuation of a moderate or strong CYP3A4
inhibitor can lower the expected concentration, which may decrease efficacy, and may require supplemental doses.

Cases of adrenal insufficiency have been reported with opioid use (usually greater than one month). Presentation and symptoms may be nonspecific and include nausea,
vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. If confirmed, treat with physiologic replacement doses of corticosteroids and wean patient
from the opioid.

OLINVYK may cause severe hypotension, including orthostatic hypotension and syncope in ambulatory patients. There is increased risk in patients whose ability to
maintain blood pressure has already been compromised by a reduced blood volume or concurrent administration of certain CNS depressant drugs (e.g., phenothiazines or
general anesthetics). Monitor these patients for signs of hypotension. In patients with circulatory shock, avoid the use of OLINVYK as it may cause vasodilation that can
further reduce cardiac output and blood pressure.

Avoid the use of OLINVYK in patients with impaired consciousness or coma. OLINVYK should be used with caution in patients who may be susceptible to the
intracranial effects of CO, retention, such as those with evidence of increased intracranial pressure or brain tumors, as a reduction in respiratory drive and the resultant

CO;, retention can further increase intracranial pressure.




Monitor such patients for signs of sedation and respiratory depression, particularly when initiating therapy.

As with all opioids, OLINVYK may cause spasm of the sphincter of Oddi, and may cause increases in serum amylase. Monitor patients with biliary tract disease,
including acute pancreatitis, for worsening symptoms.

OLINVYK may increase the frequency of seizures in patients with seizure disorders and may increase the risk of seizures in vulnerable patients. Monitor patients with a
history of seizure disorders for worsened seizure control.

Do not abruptly discontinue OLINVYK in a patient physically dependent on opioids. Gradually taper the dosage to avoid a withdrawal syndrome and return of pain.
Avoid the use of mixed agonist/antagonist (e.g., pentazocine, nalbuphine, and butorphanol) or partial agonist (e.g., buprenorphine) analgesics in patients who are
receiving OLINVYK, as they may reduce the analgesic effect and/or precipitate withdrawal symptoms.

OLINVYK may impair the mental or physical abilities needed to perform potentially hazardous activities such as driving a car or operating machinery.

Although self-administration of opioids by patient-controlled analgesia (PCA) may allow each patient to individually titrate to an acceptable level of analgesia, PCA
administration has resulted in adverse outcomes and episodes of respiratory depression. Health care providers and family members monitoring patients receiving PCA
analgesia should be instructed in the need for appropriate monitoring for excessive sedation, respiratory depression, or other adverse effects of opioid medications.

ADVERSE REACTIONS

Adverse reactions are described in greater detail in the Prescribing Information.
The most common (incidence >10%) adverse reactions in Phase 3 controlled clinical trials were nausea, vomiting, dizziness, headache, constipation, pruritus, and hypoxia.

About OLINVYK™ (oliceridine) injection

OLINVYK is a new chemical entity approved by the FDA in August 2020. It is indicated in adults for the management of acute pain severe enough to require an intravenous
opioid analgesic and for whom alternative treatments are inadequate. OLINVYK will not be available for distribution until the United States Drug Enforcement Administration
assigns it to its schedule of controlled substances. For more information, please visit www.OLINVYK.com.

About Trevena

Trevena, Inc. is a biopharmaceutical company focused on the development and commercialization of novel medicines for patients with CNS disorders. The Company has one
approved product in the U.S., OLINVYK™ (oliceridine) injection, indicated in adults for the management of acute pain severe enough to require an intravenous opioid
analgesic and for whom alternative treatments are inadequate. The Company also has four novel and differentiated investigational drug candidates: TRV250 for the acute
treatment of migraine, TRV734 for maintenance treatment of opioid use disorder, and TRV027 for acute lung injury / abnormal blood clotting in COVID-19 patients. The
Company has also identified TRV045, a novel S1P receptor modulator that may offer a new, non-opioid approach to treating a variety of CNS disorders.




Forward-Looking Statements

Any statements in this press release about future expectations, plans and prospects for the Company, including statements about the Company’s strategy, future operations,
clinical development and trials of its therapeutic candidates, plans for potential future product candidates, commercialization of approved drug products and other statements
containing the words “anticipate,” “believe,” “estimate,” “expect,” “intend,” “may,” “might,” “plan,” “objective,” “predict,” “project,” “suggest,” “target,” “potential,” “will,”
“would,” “could,” “should,” “continue,” “ongoing,” or the negative of these terms or similar expressions, constitute forward-looking statements within the meaning of The
Private Securities Litigation Reform Act of 1995. Actual results may differ materially from those indicated by such forward-looking statements as a result of various important
factors, including: the commercialization of any approved drug product, the status, timing, costs, results and interpretation of the Company’s clinical trials or any future trials of
any of the Company’s investigational drug candidates; the uncertainties inherent in conducting clinical trials; expectations for regulatory interactions, submissions and
approvals, including the Company’s assessment of the discussions with the FDA or other regulatory agencies about any and all of its programs; uncertainties related to the
commercialization of OLINVYK; available funding; uncertainties related to the Company’s intellectual property; uncertainties related to the ongoing COVID-19 pandemic,
other matters that could affect the availability or commercial potential of the Company’s therapeutic candidates; and other factors discussed in the Risk Factors set forth in the
Company’s Annual Report on Form 10-K and Quarterly Reports on Form 10-Q filed with the Securities and Exchange Commission (SEC) and in other filings the Company
makes with the SEC from time to time. In addition, the forward-looking statements included in this press release represent the Company’s views only as of the date hereof. The
Company anticipates that subsequent events and developments may cause the Company’s views to change. However, while the Company may elect to update these forward-
looking statements at some point in the future, it specifically disclaims any obligation to do so, except as may be required by law.

” ” 2 2 2 2 2 ” ”

For more information, please contact:

Investor Contact:

Dan Ferry

Managing Director

LifeSci Advisors, LLC
daniel@lifesciadvisors.com
(617) 430-7576

Company Contact:

Bob Yoder

SVP and Chief Business Officer
Trevena, Inc.

(610) 354-8840
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Forward-Looking Statements

To the extent that statemenis contained in this presentation are not descriptions of historical facts regarding Trevena, Inc. {the "Company” or "we”), they are forward-looking statements reflecting
management's current beliefs and expectations. Forward-looking statements are subject to known and unknown risks, uncertainties, and other faclors that may CAuse our of our industry’s actual
resulis, levals of activity, performance, or achievemanis to be materially different from those anticipated by such statemants. You can identify forward-looking statemants by terminology such as
“anticipate,” “balieve,” "astimate,” “expact,” “intand,” “may,” “might.” "plan,” “objective,” "predic.” "praject,” “suggest,” “targat,” “potential,” “will.” "would.” "could.” "should.” “continue,” "ongaing,” or
the negative of these lerms or similar expressions. Forward-looking stalements contained in this presentation include, but are not limited to. (i) statements regarding the timing of anticipated
clinical trials for our product candidates; (i) the timing of receipt of clinical data for our product candidates; (s) our expectations regarding the patential safety, efficacy, or clinscal ulilty of our
product candidates; (iv) the size of patient populations targeted by our product candidates and market adoption of cur potential drugs by physicians and patients; (v} tha timing or likelihood of

reguiatory Mings and approvals: and (vi) our cash needs.

Actual results may differ materially from those indicated by such ferward-looking slatements as a resull of various imporiant factors, including: the commercialization of any approved drug
product, the stalus, timing, costs, results and interpretation of our clinical trials or any futune trials of any of our investigational dreg candidates; the uncerainties inherent in conducting clinical
trials; expectations for regulatory interactions, submissions and approvals, incleding our assessmant of the discussions with the FDA or othar regulatory agencies about any and all of our
programs; uncartainties related to the commarcialization of OLINVYE; available funding; uncertaintias relatad to our intallectual property; uncenaintias ralated 1o tha ongoing COVID-19
pandermic, ether matters that could alfect the availability or commercial patential of our therapeutic candidatas; and other factors discussed in the Risk Factors set forth in cur Annual Report on
Form 10-K and Quarerly Reports on Form 10-Q filed with the Securities and Exchange Commission (SEC) and in other filings we make with the SEC from time 1o time, In addition, the ferward-
looking statemenits included in this presantation represant our views only as of the date hareod. We anticipata that subsequant events and developments may cause our views to changa.

Heowaver, while we may alect to update thase forward-looking stalements a1 some point in the fulure, wa specifically disclaim any obligation 1o do 80, axcepl 8 may be required by 1aw.
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Trevena’s Experienced Leadership Team

SENIOR MANAGEMENT

Carrie L. Bourdow President & Chief Executive Officer 3 MERCK
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Trevena: Innovative CNS Company

OLINVYK™ NCE approved for the management of acute pain in adults
approved by FDA DEA scheduling pending; product availability in Q4 2020

Large market, 45M+ US hospital patients; 9M procedures is initial core focus
targeted launch $1.5B+ market opportunity for core focus

Novel CNS New mechanisms for acute migraine, opioid use disorder, epilepsy, pain
pipeline MNCEs targeting significant unmet needs

TRV027 for Novel MOA to treat COVID-19 acute lung injury / abnormal clotting
COVID-19 PoC study in collaboration with Imperial College London; topline data expected in ~6 months

$54.8M in cash as of 6/30/2020
Funds operations through year-end 2021

Solid financial position

OLINVYK is indicated in adults for the management of acule pain severe enough to reqguire an intravenous opioid analgesic and for whom alternative treatments are inadeqguate.
T Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infosmation at www. OLINVY K. com,
%. reven
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Multiple Expected Catalysts

PRE-CLINICAL PHASE 1 PHASE 2 PHASE 3 NDA EXPECTED CATALYSTS
OLINVYK™
New chemical entity Acute pain [\ APPROVED B/0T7/2020 Q4 2020: Product available
(mu-opioid receptor)
TRVO2T S
Novel AT, receptor ARDS [ abnormal clotting Collaboration with Aug 2020: Study initiation
! (COVID-19) v Imperial College London Q1 2021: Topline data (ICL)

selective agonist

TRV250
(R GICIECIEWITERE IS Acute migraine oral/subcutaneous 2H 21: Clinical study initiation
(delta receptor)

TRVT34
G-protein selective agonist el s RTETR: (100 ¢ oral ﬁ:g:::ﬁ:;‘;:f"on Drug Abuse PoC study data (NIDA)
{mu-opioid receptor)

TRV045

CNS Collaboration with
Novel S1P disordors oral National Institutes of 1H 21: IND filing
Health

receptor modulator

Please sea Important Safety Information including BOXED WARMING at the end of presentation. Full Prascribing Information at waw. OLINVY K. com.
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OLINVYK™ (oliceridine) injection: Now Approved
P =

)
DI v k- HOME  STAYINFORMED  MIDICAL INFORMATION (3  PRESCRIISNG INFORMATION

(oliceridine) injection

OLINVYK™ IS
NOW APPROVED

OLINVYK (oliceridine injection) is a new chemical entity indicated in
adults for the management of acute pain severe enough to require an
intravencus oplold analgesic and for whom alternative treatments are
inadequate.

OLINVYK is not cumrnerr_lnlry available. Its controlled substance schedule
is pending US Drug Enforcement Administration action.

%TI’EVEHG' Please see Important Safety Information induding BOXED WARNING at the end of presentation. Full Prescribing Information at www, OLINYYK com. 6




OLINVYK: Differentiated Profile for Acute Pain

OLINVYK is indicated in adults for the management of acute pain
severe enough to require an intravenous opioid analgesic and for whom alternative treatments are inadequate

Ease of use in clinical practice
Bolus / PCA; no active metabolites

New chemical entity
Distinct from IV morphine

—_—
Olinvyk:

(oliceridine) injection

Data in complex patients
Elderly, obese, renal impaired

IV opioid efficacy
Hard- and soft-tissue surgeries

Well-characterized safety / tolerability
IV morphine data included in label

Rapid analgesia
2-5 min onset of pain relief

%T i Please see Imporiant Safety Information including BOXED WARMNING at the end of presentation. Full Preseribing Information at wew OLINVYEK com.
Llrevena OLINVYK is not commercially avallable and its controlled substance schedule is pending U.S. DEA action,




OLINVYK: Broad Indication for Acute Pain 1 ‘,

Large acute market opportunity

f

US injectable analgesic

i i 1
IGEpISL EaTies UNiEvo Nme 45M patients receive IV opioids

annually to treat acute pain’

IV opioids : .
L1 * Unrivalled analgesic efﬁca%_
. Local anesthetics .

B v NSAIDS / acetaminophen - Top surgeries: Total knee ;
arthroplasty, colectomy, herpia™
repair, spine fusion, C-sectic

45%

IV Opicids

OLINVYK is indicated in adulls for the man
severe enough 1o requine an intravenous oplold analgesic and for whi
Please sea Important Safety Information including BOXED WARNING at the end of p
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-
OLINVYK: Distinct From IV Morphine / Hydromorphone

Studied in >1,900

H.co individuals

SN g

IV morphine included
as active comparator

L HO NCE With
Merphine Hydromorphone
;% @. 2032+ COM patent’
o Nc, . ~CHy

T Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information ai s CLINYY K com.
%ig revena i ot . E ol doag & for podavatial oadand adey




OLINVYK: IV Opioid Efficacy and Rapid Onset 2

+ Efficacy achieved in hard tissue

Hard Tissue Soft Tissue & soft tissue models
(SPID-48) (SPID-24)

Superior pain relief vs. Superior pain relief vs. * Rapid onset: perceptible pain
ptacabo (p=0.04) placebo (p=0.02} relief within 2-5 minutes
reviewed journals

The Journal of Pain Research? and

Rapid onset (2-5 min) Pain Practice?
& ~3 hour duration 2 B

* OLINVYK efficacy data in peer-

T Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infarmation at www, OLINWYYK com,




OLINVYK: Well-Characterized Safety / Tolerability

Adverse drug reactions reported in 25% of OLINVYK-treated
patients stratified by daily dose (Phase 3 pivotal trials pooled)®

Patients with any TEAE (%)
Mg
Vomiting
Headache
Dizzimess
Conslipation
Hypaxia
Pruritus
Sedation
Somnolence
Back pain
Hot Aush

Pritizs gan.

%Trevend

OLINVYK = 27 mg Morphine
(M = 316) [UERE:]

73 a6 95

H] 52 70

10 26 52

30 26 30

11 18 25

9 14 14

3 12 17

] 2 19

5 T 13

4 & 10

4 & B

4 4 B

1 2 10

Key cost-drivers associated
with IV opioids:

» Vomiting
- Can result in significant health
risks and compromise recovery

» Somnolence
- Significant patient safety concern,
can lead to respiratory depression

* O, saturation < 90%
- Independent predictor of early
post-op respiratory complications

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at swwa OLINWY K com,

Bafwosn e OLINVYK reatment group and the monp




Data in “Real World Use”: Complex Surgeries & Patients =2

Broad range of surgeries / medical procedures

Medical " Complex patients were included

« 32% =z 65 years, 46% BMI = 30

+ Co-morbidities: diabetes, obstructive sleep apnea, COPD,
chronic / cancer pain

+ Concomitant medications: antiemetics, antibiotics

Multiple inpatient and outpatient settings

* Hospital recovery » Emergency department
+ Critical care + Ambulatory surgical centers

| : : : : : Low discontinuation for AEs [ lack of efficacy

] 50 100 150 200 250 = 2% for adverse events
Mumber of patients = 4% for lack of efficacy

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infesmation at s OLINVYE com,

‘QfTrevencr
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OLINVYK: Ease of Dosing and Administration N
3 vials to allow for flexible dose adjustment tailored to patient needs B

Bolus Dosing: 1 mg and 2 mg vials

[T
+ Initial 1.5 mg dose | Olinyyk-
+ Single doses over 3 mg have not been evaluated i i E ; ; !‘&ﬁ“"‘“’ c-X
- |
PCA Dosing: 30 mg vial gl oy i%"EE':"'::
« Initial 1.5 mg dose g [Eeag ':m"f-"f
ar use only
+ 0.35 mg /0.5 mg demand doses with 6-minute lock-out S S -
+ 0.75 mg supplemental doses at 1 hour and hourly as needed Vials ars illustrative only
3 presentations:
1 mgfmL single-dose vial
+ OLINVYK 1 mg = morphine 5 mg 2 mg/2mL (1mg/ml} single-dose vial
30 mg/30mL (1mag/ml) single-pt-use vial
« 27 mg cumulative daily dose limit For IV administration only
No refrigeration / reconstitution

Pleasa see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www. OLINVYK.com.
i OLINVYK is not commercially availabde and its controlled substance schadule is pending LS. DEA action.
“Trevena




Customer Engagement
Strategy




Comprehensive Data Available at Launch

Will support future commercialization and hospital formulary uptake

Health Care Practitioners (HCPs)
+ New chemical entity
« Fast, effective I\ opioid pain relief

+ Clinical data in complex patients / targeted surgeries

Hospital Formulary Committees

« Published head-to-head trials vs. IV morphine

+ Published health economic / cost offset data®

Please see Imponant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www, OLINVYE com.
%T OLINVYEK is not commercially available and its controlled substance schedule is pending U.S. DEA action.
. lrevena




Robust Set of Peer-Reviewed Publications

Comprehensive overview of OLINVYK development program

OLINVYK nonclinical /
Phase 1/ Phase 2 data * 4 head-to-head studies vs. IV morphine

- IV opioid efficacy
- Well-characterized safety and tolerability
« Data in complex patients / surgery types

« Respiratory safety data in elderly / ocbese
OLINVYK Phase 3 trials & . L .
secondary analyses + Respiratory safety profile measured by dosing interruptions

« Clinical utility vs. IV morphine - benefit-risk analysis

15 publications

T publications

Please see Imporant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www. OLINVYK. com.

N Trevena I

manuscripds and abstracts. These pubWcations will be used in @ maaner congisient wilh FOAMA sections 714 and 401 and the FOA Gwdances thevaunder,




Positive Feedback from Formulary Stakeholders’

Majority of stakeholders view IV morphine
as likely to be replaced by OLINVYK:

Likely to Replace in Practice
(n=100; multiple responses permitted)

T74% of formulary stakeholders find OLINVYK's

published data clinically meaningful:2 I¥ morphine
Key Endpoint (vs. IV IV hydromor phone
morphine) Pharmacist (n=50) | Physician (n=50)
W
Respiratory Safety 0 J IV fentanyt
Events and Gl
Tolerability 720, 76% Ofirmes

Exparel

Other

0 20 40 B0 80
MNumber of Mentions

Flease see Imponant Safety Information including BOXED WARNING at the and of prasentation. Full Prescribing Information at waww QLINVYK com.

%Trevena' 1) Qualitative Pricing rassarch, Charles River Associates, Api 2020. 2) “A




Hospital Pharmacy Considerations

Improve clinical outcomes

and reduce costs OLINVYK
$8,826 in hospital costs per patient v Differentiated acute pain profile
for nausea / vomiting? Y T ——
$28,000 per critical respiratory event ¥ Head-to-head peer-reviewed clinical
evidence?

/ sequelae?
v" Compelling health economic model

Increased hospital length of stay: 7 Formularyistakehaider fasdbadk

~T7 additional days? supports ~$100/day*




Targeted Account Launch

Initial focus: complex patients in 3 key surgical areas

Inpatient &
hospital outpatient

~5,800 hospitals in the US

Physician specialties

~12 specialties across settings

o ~550 hospitals
~4 specialties

Anesthesiology ~300 AS.CS
Orthopedic L Cm-]murlw
Colorectal rge regional systems

; Hospital outpatient
Gynecologic

Ambulatory surgical centers

N Trevena St « ooy sicseal o

30-40 customer-facing roles

+ Medical Science Liaisons
+ Hospital Account Managers

Includes virtual HCP engagement

Medical Education programs




Launch Timeline

Planning underway for an efficient and effective commercial launch

1Q 2021

4Q 2020 .

Launch
Aug 7 DEA + Deployment of
Scheduling customer-facing
. teams

» Product available
Approval in trade channel

= Manufacturing
3 vial presentations

%T . Please see Imponant Safety Information including BOXED WARNING at the end of presentation, Full Prescribing Information at www, OLINVYE, com.
. lrevena OLINWVYE is not commercially available and its controlled substance schedule is panding U.S. DEA acton.




OLINVYK Approval Strategy Allows for Growth

~45m Initial core focus (9m)
patients
+ Broad indication & dosing / admin

+ IV opioid efficacy & fast onset $1.5B+ market

Expanded areas of focus + Complex patients: elderly, obese, renal -

(28m)

Expanded areas of focus (28m)

Initial core focus

(9m)

Specialty Targets

+ Leverage respiratory and Gl safety vs. IV morphine to expand
surgical procedures

+ Cognitive function & additional HECON

Patient & Procedure Risk

%T Please see Important Safety Infarmation including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYE com,
. lrevena = ,
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TRVO027

NCE targeting the AT, receptor in COVID-19

N Trevena

22




Multi-Organ Damage From Coronavirus

Elimination of ACEZ2 protein leads to critical hormonal imbalances

Coronavirus hinds to and eliminates ACE2!
+ Leads to accumulation of angiotensin II:

- Acute lung injury and abnormal blood clots

SARS-CoV-2 - Can lead to ARDS / pulmonary embolism / stroke

|:> » 66% - 94% mortality rate for COVID-19 related ARDSZ'

« ~1/3 of hospitalized COVID-19 patients develop
clotting complications?

N Trevena




TRVO027: New MOA for COVID-19

Mechanism targeted to improve lung function and prevent abnormal clotting

Angiotensin | <****

AT, receptor Cell surface
»0OQO0000ReReeeRRRE P20 0R00RR000000e
Lo00 OOOoOQOODDODOD - { - OOOOOOOOOOOOOQOOD

Cell interior

Lung damage Lung repair
Abnormal blood clots Anti-inflammatory

TRV027 is the only selective AT, receptor agonist
Safety / tolerability established in ~700 patients

N Trevena 24




TRV027 COVID-19 Study - Imperial College London

Investigate effect of TRV027 on blood clotting, lung function, and other clinical outcomes

+ Randomized, double-blind, placebo-controlled proof-of-concept study

*+ N =-~860 (30 per arm) COVID-19 patients
- Hospitalized, non-ventilated
- 218 years old

« |V infusion of placebo or TRV027 for 7 days (12 mg/hr)

Primary endpoint:

Imperial College
London

Reduction of abnormal clotting
associated with COVID-19*

Indicater of TRV027's effect on health outcomes
associated with increased mortality in COVID-19

N Trevena

25




Multiple Expected Catalysts

PRE-CLINICAL PHASE 1 PHASE 2 PHASE 3 NDA EXPECTED CATALYSTS

New chemical entity Acute pain [\ Ll el =Pl 2L Q4 2020: Product available
(mu-opioid receptor)

ARDS | abnormal clotting Collaboration with Aug 2020: Study initiation

el e (COVID-19) imperial College London Q1 2021: Topline data (ICL)

I

selective agonist

TRV250

G-protein selective agonist XTI R T T 1) TR e e ety e T 2H 21: Clinical study initiation
(delta receptor)

TRVT34

G-protein selective agonist el RN L Calshorstion with PoC study data (NIDA)

National Institute on Drug Abuse

{mu-opioid receptor)

TRV045 CHS

- Collaboration with . )
Novel S1P disordon oral National Institutes of 1H 21: IND filing
receptor modulator Health

Please sea Important Safety Information including BOXED WARMING at the end of presentation. Full Prascribing Information at waw. OLINVY K. com.

N Trevena
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TRV250: New MOA for Acute Treatment of Migraine

Delta receptor: Untapped potential in CNS space
Migraine represents a large market opportunity; total migraine drug market = ~$3.5B

Delta receptors have

unique distribution Play important role in regulation of pain, mood, and anxiety
throughout the brain

Every year in the US":

+ 20-30% of migraine sufferers do not respond to /
cannot tolerate the market-leading triptan drug class

650M migraines 1.2M ER visits
treated each year due to migraines «  Approx. 50% of migraineurs also suffer from anxiety®

N Trevena
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TRV250: Well-Tolerated in Ph1 Healthy Volunteer PK Study

Subcutaneous doses up to 30 mg studied; no SAEs observed

Single dose pharmacokinetics
of TRV250 given by SC injection

Well tolerated, with no SAEs across broad
range of doses

g

-

Predictable PK: dose-proportional between
0.1 mg to 30 mg SC

Concentration (ngimL)

Half-life consistent across all doses

-

Tirme Paint
P PR + No EEG findings observed in any subject
Treaimeni == TANISIOImg == TAVISOdmg  ~= TRVISH 135 mg
= TRVISO0Omg “= TRVES0Emg === TRVIS 20mg

N Trevena




TRV734: Maintenance Therapy for Opioid Use Disorder

Selective agonism at i receptor: Potential for improved tolerability

Ongoing collaboration with National Institute
on Drug Abuse (NIDA)

+  Nonclinical evidence of improved tolerability with TRV734

>2.5M
le i +  NIDA study demonstrated reduced drug-seeking behavior
el in animal model of relapse?

U.S. suffer from

opioid use disorder’ +  Current therapies not well tolerated, can hinder patient
adherence

NIDA-funded proof-of-concept

patient study initiated

N Trevena e AR G I i




TRV045: Next-Generation S1P Modulator for CNS Disorders

Reverses Pain Response

ok

New MOA at S1P, without associated lymphopenia

* S1P receptors in the CNS play unigue role in modulating
neurotransmission / membrane excitability

* In animals, TRV045 reversed paclitaxel-induced hyperalgesia
without immune-suppressing activity

- Fingolimod reduced lymphocytes by 78%
- TRV045 had no effect on lymphocytes

* Non-opioid MOA with broad potential for CNS indications

- Chronic pain, CIPN, diabetic neuropathy

- Epilepsy, acute / chronic pain evaluations underway

N Trevena

% With Non-Response
to Pain Stimulus

(10* cells / pL)

Peripheral Lymphocytes

o B & 2 8

O == N W A 3

Paclinanal- imduced
hyparalgasia

Fingelimod TRV045
0,03 mpiky pe 1.0 mghg as

Avoids Lymphopenia

Wehicle
algne

No

Fingolim od TRVD4S
0.03 mpikg po 17 mghy ae




Trevena: Innovative CNS Company

OLINVYK™ NCE approved for the management of acute pain in adults
approved by FDA DEA scheduling pending; product availability in Q4 2020

Large market, 45M+ US hospital patients; 9M procedures is initial core focus
targeted launch $1.5B+ market opportunity for core focus

Novel CNS New mechanisms for acute migraine, opioid use disorder, epilepsy, pain
pipeline MNCEs targeting significant unmet needs

TRV027 for Novel MOA to treat COVID-19 acute lung injury / abnormal clotting
COVID-19 PoC study in collaboration with Imperial College London; topline data expected in ~6 months

$54.8M in cash as of 6/30/2020
Funds operations through year-end 2021

Solid financial position

OLINVYK is indicated in adults for the management of acule pain severe enough to reqguire an intravenous opioid analgesic and for whom alternative treatments are inadeqguate.

T Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infosmation at www. OLINVY K. com,
%. revena
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Robust Clinical Development Program

OLINVYK studied in > 1,900 individuals

+ No dosage adjustments for 4 head-to-head trials vs. IV morphine:
elderly / renally impaired - IV opioid efficacy
+ No known active metabolites + Rapid onset of action

* Well-characterized respiratory safety / Gl tolerability
* Low rates of vomiting and rescue antiemetic use

Large safety study:
+ Real-world use in complex patients and target surgeries

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Preseribing Information al www OLINWYK com,

LINVYE i Ph = 316 @ patients treated with OLINVYH in B
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Primary Efficacy Endpoint Achieved in Two Pivotal Studies
OLINVYK achieved IV opioid efficacy

0% P < 0.0001 P = 00004

- [ | P < 0.0001
N | 1 | 0% | Peooz |
F60% | o 0% |
2 som Zeon
£ 2 oo
£ 40% - gm%
b |
gw% E
= 2 apeg o
£ 200
< §2ﬂ%

Placebo 0.img 0,35 mg 0.5mg Flaceho 01mg 0.35 mg 0.5mg
oliceridine oliceridine
Hard tissue Soft tissue

Please see Important Safely Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.
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OLINVYK: IV Opioid Efficacy in 2 Phase 3 RCTs

@ Flacebo (n=79)

e OLINVYE 0.1mg (n=T8)
- OLINVYEK 0.35mg (n=79)
e OLINVYK 0.5mg (n=73)

0 4 & 1216 20 24 28 32 36 40 44 48

Study 1 (Orthopedic — Hard Tissue)

3 PCA regimens studied (0.1, 0.35, 0.5 mg) vs. placebo;
all doses P<0.01 vs. placebo

Qutcome 01mg 035mg 05mg Placebo
% Completed  83% BT % B4% 60%
% DICLOE 9% 4% 5% 34%
% Rescue Meds  41% 20% 17% 7%

- Placebo (n=81)

- OLINVYEK 0.1mg (n=77)
e OLINWYK 0.35mg (n=80)
e OLINVYE 0.5mg (n=80)

10
9
]
Fd
- !
9 5
w 4
: 3
= 2
- 1
) [1]
1
=
W 10
o 9
© 8
g T
1
d 5
4
3
2
1
1]
0
N Trevena
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8 12 16
Time (hours)

20

24

Study 2 (Plastic Surgery — Soft Tissue)

3 PCA regimens studied (0.1, 0.35, 0.5 mg) vs. placebo;
0.35 /0.5 mg doses P<0.02 vs. placebo

Outcome 01mg 035mg 05mg Placebo
% Completed  86% 90% 87% T4%
%BOICLOE 1% 3% 5% 22%
% Rescue Meds  31% 21% 18% 49%

Please see Imporant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYHK com.
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No Accumulation Despite Repeated Dosing

Multi-Dose tQT Study

Oliceridine Moxifloxacin
W= 200 avery 2hrs == 400mg (positive
7 mm} control) * No accumulation through 24 hrs

Mean QTcl <10ms at 22 of 24 points

* No categorical QTc outliers
A »60 ms; >500 ms absolute

* Well tolerated, no SAEs*

92% reached max daily dose
N = 68 healthy volunteers
-10 *The effect on QT prolongation at total cumulative daily doses >27 mg
15 has not been studied in a thorough QT study. Total cumulative daily
& T A S e L e L doses exceading 27 mg per day may increase the risk for QTc interval
0 2 4 6 8 10 12 14 16 18 20 22 4 tion. Therefors, the lative total daily dose of OLINVYK
Time (houre) should not exceed 27 mg.

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www. OLINVYK.com.

A€ Trevenar




Interaction Between the AT, Receptor and ACE2 in COVID-19

Downregulation of ACE2 by coronavirus indirectly promotes activation of the AT, receptor

= Coronavirus binds to and downregulates
angiotensin converting enzyme 2 (ACE2)’

« Decrease in ACE2 elevates angiotensin |l levels
- Angiotensin Il activates AT, receptor
- No breakdown of angiotensin Il into Ang(1-7)

o Normally, Ang(1-7) acts as a B-arrestin-biased
ligand at the AT, receptor?

o Protective therapeutic benefits in the lungs?

%Trevenﬂ 1) Kuba K of ol Naf Moed, 2005, 2) Tednmirn

Sandos RAE ef ai., Physkol Rev, 2018
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Delta Receptor Agonists Have Unique Benefits
Potential utility for a variety of CNS indications
Triptans / Ditans

- Target: serotonin receptors - mediate vascular excitability (associated CV risk)’

= Migraine-specific treatment

CGRPs

= Target: CGRP receptors = regulate neuronal structures involved in pain signaling?

* Migraine-specific treatment

Delta receptor agonists

= Target: delta receptors - located in pain pathways; also distributed throughout brain regions
associated with sensory information, emotional processing, and reward / impulsivity®

» Potential for broad therapeutic application

N Trevena




IMPORTANT SAFETY
INFORMATION

N Trevena




WARNING: ADIMCTION, ABUSE, AND MISUSE: LIFE-THREATENING RESFIRATORY
DEPRESSION; NEONATAL OPIOID WITHDRAWAL SYNDROME; and RISKS FROM
CONCOMITANT USE WITH BENZODIAZEPINES OR OTHER CENTRAL NERVOUS

STEM (CNS) DEPRESSANTS

5 5
DLINVYK exposes patienis and other users to the risks of oplodd sddiction, abuse, and
misuse, which can lead io overdose and death, Assess cach patient's risk before
preseribing OLINYYEK, and meniter all patienis regularly for the development of
Behaviors or condilions,

Life-Threstcning Respiratory ressbom
Serious, life-thr img, or fatal respi ry deg jon may secur with use of OLINVYE,
Maoniter for respiratory depression, especially during initintion of OLINVYK or following a dose

imerease.

Nesnatal Opioid Withdrawal Svnidrome

Frolenged use of OLINYYK during pregna ean result im neon) oqrinid withdrawal
syndrome, which may be life-threatening if not recognized and treated, and requires
management accarding lo protocoks deveboped by neomatology experts, 1§ apioid wse is required
Tor a prolonged period in a pregnant woman, advise the paticat of the risk of neonatal opiodad
withdrawal syndrome and easure that appropriate treatment will be avallable,

Risk From Concomilant Use With Benzodiarcpings or Qiher CNS Dhepressanis

Coneomitant use of opiaids with beneslineepines or sther CNS depressants, including aleohsl,
may resull in profound sedation, respiratary depression, coma, and death, Reserve coneomitant
preseribing for msc in patients for whom alicrnative treatment options are inadequate; limit
dosages and durafions to the minimum required; and follow patienis for signs and sympioms of

resp

atory depression and sedation.

INDICATIONS AND USAGE

OLINVYK is anew chomical entity indicated in sdults for e managenenl of soule pain severs enough 1o
require an Entravenous oplodd analgesic and for whom aliernative trestments are inadequate.

N Trevena

Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, reserve OLINVYE
o e i patients for whem aliemative treatmeont oplions [e.g., nen-opioid analgesics or apioid combimation
prodisces]:

* Have pot been wlerated, of are mot expecied io be iolermied

= Have pot provided adequate analgesia, or are not expected to provide adequate analgesia.
The cumubative total daily dose should not exeeed 27 g, as total daily doses greater than 27 s may increase the
risk for QT interval proloagation.

CONTRAINDICATIONS

OLINYYK is contraindicaled in palients with:
« Significant respiratony depression
« Acutc or severe bronchial asihma in an unmonitared setiing or in the absence of resuscitative cquipmend
+ Known or suspected gastrointestinal ohstraction, inclading paralytic ileus:
« Known hypersensativity 1o eliceridine (e.g., anaphykaxisy

WARNINGS AND PRECAUTIONS

« OLINVYEK contains oliceridine, a Schedule foantrolled sibsiance schedule pending [ controlled substance, that
enperses users W the risks of addiction, abuse, and misuse, Although the risk of addiction in any individual is
unknowm, it can oeeur in patients nppropeiately preseribed OLINYYEK., Assess risk, counsel, and manitor all
paticnts receiving opiaids.

» Serious, life-ah i pi v depression has been reported with the use of opicids, even when used &
recommensded, especially in patients with chronic pulmensry disease, or in elderly, cachectic and debilitsted
patients, The risk is grealest daring iniliation of OLINVYK therapy, following a dose incnease, or when wsed
with other drugs that depress respiration. Proper dosing ol OLINVYK is essential, especially when converting
paiients from ancther opiold product to avold overdose, Management of respiratory depressbon may inglade
close observation, suppostive measares, ansd use of epioid amagonisis, depending on the patient’s elinical
status.

Opioids can canse sleep-related breathing disorders including central sheep apnea (CSA) and shep-relmed
hypoxemia with risk incressing in a dose-dependent fashion. In patients whe present with CSA, consider
decreasing the dose of opioid using best practices For opioid taper.

a0




WARNINGS AND PRECAUTIONS

&

-

Prolonged use of opioids during pregnancy can resull in sithadrawal in the neonate that may be
life-threstentng. Observe newboms for signs of neonatsl eplodd withdrawal sysdrome and mansge
sccondingly, Advise pregrant women using OLINVYK for o prolonged peried of the risk of necnaal
apivid withdrawal syndrome amd ensure thal appropriate ereatment will be available.

Profound sedation, respiralory depression, coma, and death may resalt from the concomitant use of
OLINVYE with beneodiazepines or other CNS depressants {g nem- benzodiazepine sodstivesbyproties,
smkolytics, teanguilizers, muscle rel general by pevchotics, ather opioids, or aloolol k.
Because of these risks, reserve concomitam prescribing of these drugs for use in patients. for whom
allernative treatment oplions arc inadoquate, preseribe the lowest effective dose, and minimize the dusation,

OLINVYE was shown 1o have mild QT¢ interval profongation in therough QT shudics where patients wene
dosed up 10 27 mg. Total camalative daily doses exeeeding 27 mg per day were not studied and
increase the risk for Te interval prolongation. Therefore, the cumulative total daily dose of OLINVYE
should nod exceed 27 mg.-

Increased plasma concentrations of OLINVYK may oocur in patients with deoreased Cytochrome P50
(CY ) 2046 function or normal metabolizers taking moderate or stromg CYP2IM inhibitors; also in paticsts
taking a mesderate or strong CYP3AS nhibicor, in patienmts with decreased CY 206 fanction who ane also
receiving a moderate or strong CYP3A4 inhibitor, or with discomtinuation of a CYP3A4 inducer. These
patients may require less Frequent dosing and should be closely menitored fior nespiratory depression and
sedation a1 froquent intervals. Concomitant use ol OLINVYEK with CYP3A4 inducers or discomtinuation aff
amaderate or strong CYPIAS inhibitor can lower the expected jicn, which may d

eficacy, and may require supplemental doses.

Cases of adrenal insafTiciency have been reporied with opiodd use (usually greater than ane monih).
Preserilation and symploms may be noaspecilic and include nausea, vomiting, anofexia, faligee, weakness,
dizziness, and low blood pressare, 17 confirmed, treat with physiologie replacemsent doses of conicesterodds
i wean patient from the apioid,

OLINVYK may cause severe hypoiension, including orthostaiic bvpoiension and syncope in ambulatory
|patients.

There is increased risk in patients whese ability 1o mainksin blood pressure has already been compromised
by a reduced blood vilume or comourrent admimistralion of certain CNS depressant drugs (e.g.,
phenothiazines o general ancsthetics). _Maonitor these paticnts For siges of bypotension, In patients with
circulatory shock, avoid the e of LINVYK os it may cause vasodilation that can further reduce cardine
output and blood pressure.

Avoid the wse of OLINVYEK in patients wilh impaired conscsousness or coma. OLINVYE should be used
with caution in patbents who may be susceptible to the intracranial effects of 00, retention, such as thase

with ¢vidence of increased intracrandal pressure or brain mnsors, asa reduction in respiraiony drive and the

resuliant C0h; retention can furiher increase intracranial pressaare. Monitor such patients for sigrs of

sodation and respiratory depression, panticularly when initiating therapy.

= As with all opicids, OLINY YK may cause spasm of the sphincter of Oddi, and may cause incroases in

serem amylase, Moniior paiienis with hiliary tract discase, i acuie pa for ng
symploms.

» There is increxsed risk in patients whose ability to maintain blood pressuse has already been compromised

by a reduced Blood volume or concurrent administration of certain CNS depressant drags (e.g.,

phenathiazines of peneral ancsibetica). Monitor these patients for sigas of hypolersion_In patients with

circulmory shoek, avoid the wse of OLINVYE a5 it may cawse vasodilation that cam furither reduce candiac

wuntpant and blood pressare.

Avoid the use of DLINVYEK in patients with impaired conscicusmess or coma. OLINYYK should be used

with caution in patients whe may be susceptible 1o the intracranial effects o COy retention, such as those

with evidence of increased intracranial pressuse of brain tumors, 38 8 redusction s respiratory drive and the

resulinng CO: retention can further increase intrcranial pressure, Monftor such patients for signs of’

sedation and respiratory depression, particularky when initiating therapy.

As with all epicids, OLINYYK may cause spasm of the sphincter of Oddi, and may cause increases in

serum amylase. Monilor patients with biliary tract disease, including acule pancreatitis, for worsening

SYmploms,

o DLINVYK may ncresse the frequency of selnsmes in patbents with seimure disorders and may inerease the
risk of seizures in vulnerable patients. Monitor patients with a history of seizure disorders for worsened
seioune conlnal.

K

« Do ot abrupily discontinue DLINVYK in a paticnt physically dependent on opicids. Gradually taper the
demage to avoid a withdrawal syndrome and retism of pain. Avoid the wse of mied agonisyantagonist (e.g.,
pemtazocing. nalbuphine, and butorphasol) or partial agonisi (e.g., buprenorphine) analgesics im patients
who are receiving OLINVYEK, as they may reduce the analgesic offect andior precipitaie withdrawal
SyYmplons.

= OLINVYK may impair the mental or physical abilities needed to perform potentially harandous sctivities
susch s driving a car or operating machimeny,

= Although seli-adminisiration of epioids by patiest-controlled analgesia (PCAY may allow each patice 1o
iedividually thirate to an scceptable level of analgesia, PCA administration has resulied in adverse
outcomes and episodes of nespiratory depression. Health care providers and family members monitoring
patients receiving PCA analgesia should be instructed in the need for appropriale monitoring for excessive
sedation, respirntony depression, or ather adverse effects of apiold medications,

AIWVERSE REACTIONS
Adverse reactions are deseribed in preater detail in the Preseribing Information,

Tha mast conman tmudtm*—lwh:dr:rs:mm in Phase 3 controlled clinical trials wore nausca,
g dizziness, head: pruritus, and hyposia.
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