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Item 2.02. Results of Operations and Financial Condition.

On March 9, 2021, Trevena, Inc. (the “Company”) issued a press release announcing its financial results for the quarter and year ended December 31, 2020 and provided an
overview of its 2020 and 2021 year-to-date operational highlights. A copy of the press release is furnished hereto as Exhibit 99.1 and incorporated herein by reference.

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, or the Exchange Act whether made before or after the date of this Current Report,
except as shall be expressly set forth by specific reference in such a filing.

Item 7.01 Regulation FD Disclosure

On March 9, 2021, the Company updated its website to include an updated corporate presentation deck. A copy of the updated corporate presentation deck is attached hereto as
Exhibit 99.2.

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 or 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 of this Current Report, except as shall be
expressly set forth by specific reference in such a filing.

Item 9.01. Financial Statements and Exhibits.

) Exhibits

Number Description

99.1 Press Release dated March 9, 2021

99.2 Updated Corporate Presentation Deck dated March 9, 2021

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: March 9, 2021 By: /s/Barry Shin

Barry Shin
Senior Vice President & Chief Financial Officer




Exhibit 99.1

Trevena, Inc. Reports Fourth Quarter and Full Year 2020 Results

OLINVYK™ approved in U.S.; customer-facing teams now fully deployed
Primary study completion for TRV027 in COVID-19 patients expected in 1H 2021

IND for TRV045 (S1P receptor modulator) on track for 1H 2021, focus in epilepsy and neuropathic pain

Year-end cash of $109.4M funds operations through YE 2022

Company to host conference call today, March dh 2021, at 8:00 a.m. ET

CHESTERBROOK, PA., Mar. 9, 2021 (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 reported its financial results for the fourth quarter and full year ended
December 31, 2020, and provided an overview of its 2020 and 2021 year-to-date operational highlights.

“2020 was a year of unprecedented achievement for Trevena. We secured U.S. approval of OLINVYK, laid the groundwork for a successful field launch, and partnered with
leading institutions to significantly advance our pipeline — all while navigating the challenges that COVID-19 posed to our industry and our communities,” said Carrie
Bourdow, President and Chief Executive Officer of Trevena, Inc. “We enter 2021 with focus and resilience, as we look to deliver a successful first year of launch for OLINVYK
and achieve multiple milestone events across our pipeline.”

2020 and 2021 YTD Corporate Highlights:

OLINVYK™ (oliceridine) injection Milestones
Obtained FDA approval and DEA scheduling. In August 2020, the U.S. FDA 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. In October 2020 the U.S. DEA classified oliceridine as a Schedule II

controlled substance.

The Company is reiterating its commitment to the ethical promotion of OLINVYK. OLINVYK is a novel and differentiated alternative to existing IV analgesics. In
those patients for whom an I'V opioid is necessary to manage their acute pain, the Company’s goal is to replace conventional IV opioids, not to increase opioid usage.

Launched commercial and field medical teams in February. The Company today announced it has recently completed full deployment of its customer-facing team,
including Medical Science Liaisons, Regional Sales Managers, Key Account Managers, and sales representatives. Multiple institutions and ambulatory surgery centers
are in the process of reviewing OLINVYK for formulary inclusion. The Company has set a target of 100 formulary acceptances by year-end.

Completed foundational launch activities. Following DEA scheduling, the Company made OLINVYK commercially available across all three vial presentations (1
mg/1 mL and 2 mg/2 mL single-dose vials; 30 mg/30 mL single-patient-use vials for patient-controlled analgesia) and announced contracts in place with the three major
wholesalers covering the majority of the acute care business.

In January 2021, the Company completed a comprehensive product dossier for OLINVYK, including head-to-head data versus IV morphine and health economic
models, for use by hospital formulary committees. The Company also finalized all J- and C-code submissions with the Centers for Medicare and Medicaid (CMS) and
completed market access resources for customers to facilitate reimbursement of OLINVYK.

Continued to expand body of published peer-reviewed literature.In 2020, the Company announced four new publications of OLINVYK data, with the number of
publications from the development program now totaling 24. These findings provide additional insight into the differentiated safety and tolerability profile of OLINVYK
and are available to healthcare providers as they consider the use of OLINVYK in their patients.

Supported development progress made by ex-U.S. partner. In June 2020, the Company announced that Jiangsu Nhwa Pharmaceutical Co., its partner in China, was
approved by the Chinese National Medical Products Administration (NMPA) to initiate clinical trials for OLINVYK. Jiangsu Nhwa holds an exclusive license agreement
for the development and commercialization of OLINVYK in China.

Pipeline Milestones

Announced new pipeline asset: TRV027 for COVID-19 patients. In June 2020, the Company entered into a collaboration with Imperial College London (ICL) to
investigate TRV027, a novel AT | receptor selective agonist, as a potential treatment for acute lung damage / abnormal clotting associated with COVID-19. TRV027’s
mechanism of action received significant scientific interest, including a publication in Circulation, highlighting its hypothesized reparative effects in the lungs and other
major organs.

ICL initiated a 60-person study with a primary objective of assessing the effect of TRV027 on abnormal clotting in COVID-19 patients. ICL expects the primary
completion date to be in 1H 2021.



Commenced partnership with NIH to evaluate TRV045 for epilepsy and chronic neuropathic pain; IND filing on track for 1H 2021.In March 2020, the
Company announced that the National Institutes of Health (NIH) had begun evaluating TRV045, a novel SIP receptor modulator in nonclinical animal models, as a
potential treatment for epilepsy. In May 2020, NIH also began evaluating TRV045 in nonclinical animal models as a treatment for various pain conditions, including
inflammatory and neuropathic pain. Data demonstrating efficacy in animal models of neuropathic pain and epilepsy were presented in December 2020 at the 59th
Annual Meeting for the American College of Neuropsychopharmacology (ACNP).

Identified novel oral dose formulation for delta receptor selective agonist, TRV250.The Company today announced that following the pause of clinical activity in
2020 due to COVID-19, it advanced formulation work for TRV250 that has yielded a novel oral dose form. This differentiated formulation could extend the Company’s
market exclusivity an additional five years to 2041. The Company has initiated IND-enabling activities with this oral dosage form, which it believes offers significant
advantages for exploring multiple CNS disease states.

Financial Milestones
Strengthened balance sheet. The Company significantly bolstered its financial position in 2020, including a successful $57.5 million public offering of common stock
following approval of OLINVYK, and receipt of a $3 million milestone payment from its partner in China in connection with this approval. The Company today
reported $109.4 million in cash and cash equivalents as of December 31, 2021.

Financial Results for Fourth Quarter and Full Year 2020

For the fourth quarter of 2020, the Company reported a net loss attributable to common stockholders of $11.9 million, or $0.08 per share, compared to $6.4 million, or $0.07 per

share, for the fourth quarter of 2019. For the full year ended December 31, 2020, net loss attributable to common stockholders was $29.4 million, or $0.23 per share, compared

to $24.9 million, or $0.27 per share, for the year ended December 31, 2019. This increase is primarily due to activities in preparation for commercial launch of OLINVYK.

Cash and cash equivalents were $109.4 million as of December 31, 2020, which the Company believes will be sufficient to fund the Company’s operating expenses and capital
expenditure requirements through the fourth quarter of 2022.

Conference Call and Webcast Information
The Company will host a conference call and webcast with the investment community on March 9, 2021, at 8:00 a.m. Eastern Time featuring remarks by Carrie Bourdow,

President and Chief Executive Officer, Bob Yoder, Senior Vice President and Chief Commercial Officer, Mark Demitrack, M.D., Senior Vice President and Chief Medical
Officer, Barry Shin, Senior Vice President and Chief Financial Officer, and Gregory Hammer, M.D., Professor of Anesthesiology, Stanford University Medical Center.

Title: Trevena Fourth Quarter 2020 & Full Year 2019 Financial Results Conference Call and Webcast
Date: Tuesday, March 9, 2021
Time: 8:00 a.m. ET
Toll-Free: (855) 465-0180
Conference Call Details: International: (484) 756-4313
Conference ID: 7276985
Webcast: https://www.trevena.com/investors/events-presentations/ir-calendar

About OLINVYK™ (oliceridine) injection

OLINVYK is a new chemical entity approved by the FDA in August 2020. OLINVYK contains oliceridine, a Schedule II controlled substance with a high potential for abuse
similar to other opioids. 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 is available in 1 mg/1 mL and 2 mg/2 mL single-dose vials, and a 30 mg/30 mL single-patient-use vial for patient-controlled analgesia (PCA).
Approved PCA doses are 0.35 mg and 0.5 mg and doses greater than 3 mg should not be administered. The cumulative daily dose should not exceed 27 mg. Please see
Important Safety Information, including the BOXED WARNING, and full prescribing information at 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 United States, 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 approach to treating a variety of CNS disorders.

For more information, please visit www.Trevena.com
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

2 < ” ” ” < ” 2 < ” 2



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.

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 Commercial Officer
Trevena, Inc.

(610) 354-8840

TREVEMNA, INC.
Condensed Statements of Operations
(Unaudited, in thousands except share and per share data)

Three Months Ended December 31 Year Ended December 31,

2020 2019 2020 2019
Product revenue 3 e s - ] L 3 -
Licanse revenue - 3 2.000 31
Total revenue a0 R 2080 3
Operating expenses:
Cost of goods sold 182 - 182 -
General and administrative 8,227 3.840 19,248 13,212
Research and development 3.674 2861 13.124 13201
Impairment of property and equipment = = - 108
Total operating expenses 12.083 8.501 32.554 28.811
Loss from operations (12.014) (8.470) (29.485) (26.580)
Other income 143 28 418 1708
Less before income tax expense (11.871) (8.445) (20.080) (24.871)
Foreign income tax expense - - {300} -
Net loss 5 (11.871) 3 (8.448) 3 (20.380) 5 (24.871)

Per share information:
Mat loss par share of common stock, basie and diluted (50 08) ($0.07) ($0.23) ($0.27)

Weighted average shares cutstanding. basic and diluted 158,012 854 892 777 480 127 623,850 21,677,663




TREVENA, INC.

Condensed Balance Sheets
(Unaudited, in thousands)

Assets

Current assets:
Cash and cash equivalents
Accounts receivable, net
Marketable securities
Insurance recovery
Prepaid expenses and other current assels

Total current assets

Restricted cash

Property and equipment, net

Right-of-use lease assets

Other assets

Total assets

Liabilities and stockholders’ equity
Current liabilities:
Accounts payable, net
Accrued expenses and other current liabilities
Estimated settiement liability
Current poriion of loans payable, net
Current portion of lease liabilities
Total current liabilities
Leases, net of current portion
Warrant liability
Total liabilities

Common stock
Additional paid-in capital
Accumulated deficit
Total stockholders’ equity
Total liabilities and stockholders’ ECIUTIY

December 31, 2020

December 31, 2019

$ 109,403  § 32,305
71 .

& 3,500
9,000 8

570 1,683

119,044 37,488

1,310 1,309

2,253 2,705

5,119 5,472

13 20

5 127,739 § 46,994

$ 1693 § 1,047

5,168 2,403
9,000 =

= 5,037

703 620

16,564 9,107

7,101 7.804

6 5

23,671 16,916

160 94

546,422 443,129

(442,514) (413,145)
104,068 30,078
$ 127,739  § 46,994




Nasdaq TRVN March 2021

Exhibit 99.2

Forward-Looking Statements

Tothe extent that statements 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 expeciations. Forward-lopking statements are subject to known and unknown risks. unceriainties, and oiher factors that may cause our or our indusiry’s actual
resuis, levels of activity, performance, or achievements to be materially different from those anticipated Dy Such Stalements. You can identity forward-looking statements by lerminclogy Such as
“anticipate,” “believe,” “estimale.” “expect,” “intend,” ‘may.” “might,” “plan,” “olyective.” “predict,” “project” "suggest” “targel” “poteniial,” “will, ™ “would,” “could,” “should,” “continue,” “ongaoing.” or
the: negalive of INESE teMs oF Simikar expressions. Forward-looking statements contained in this presentation include, but ane not limited to. (1) statements regarding the timing of anticipated
clinical trials for our product candidates; (i) the timing of receipt of clinical data for our product candidates. (iil) our expectations regarding the potential safety, efficacy, or clinical utility of our
product candidates; (v) the size of patient populations targeted by our product candsdates and market adoption of our potential drugs by physicians and patients: (v) the timing or likelinood of
requlatory filings and approvals; and (vi) our cash needs.

Actual results may differ materialty from those indicated by such forward-looking statements as a result of various important factors, inciuding: the commercialization of any approved drug
product, the siatus, iming, costs. resuits and interpretation of cur clinical trials or any future tnals of any of our Invesbgational drug candidates, the uncertainties inherent in conducting clinical
trials; expectations for regulatory interactions, submissions and approvals, including our assessment of the discussions with the FDA or other reguiatory agencies about any and all of our
programs; uncerfainties related to the commercialization of GLINVYK, available funding: uncertainties refated to our intellectual property. uncertainties related to the angoing COVID-19
pandemic, other matters that could affect the availability or commercial potential of our therapeutic candidates; and other factors discussed in the Risk Factors set forth in our Annual Report on
Form 10-K and Cuarterty 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 forward-
Iogking statements included in this presentation represent our views only as of the date hereof. We anficipate that subsequent events and developments may cause our views to change
However, while we may elect 1o upaate these forvard-looking statements al some point in the fulure, we specifically disclaim any obligation to do 50, xcepl as may be reguired by law.
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Trevena’s Experienced Leadership Team

SENIOR MANAGEMENT

Carrie L. Bourdow President & Chief Executive Officer 3 MERCK

Scott Applebaum SVP, Chief Legal & Regulatory Officer <Shire h Bristal Myers Squibb’
Mark A. Demitrack, M.D. SVP, Chief Medical Officer MEURONETICS Z@y ROIVANT
Barry Shin SVP, Chief Financial Officer MIZLHO GUGGENHEIM Piperfaffray

Robert T. Yoder

SVP, Chief Commercial Officer

Cmmx 9

BOARD OF DIRECTORS

Leon O. Moulder, Jr. - - MG
Chairman ' WwTESARS O

Julie H. McHugh L contocor  frlmemdobuen @ eniclo

Carrie L. Bourdow A Trevena

MARINUS ARG PACIRA Jake R. Nunn NEA.

oo

5 MERCK

Scott Braunstein, M.D.

Michael R. Dougherty Adolor @ centocor Anne M. Phillips, M.D.

Maxine Gowen, Ph.D. oo W Treveno Barbara Yanni

%Treveno

Trevena: Innovative CNS Company

NCE approved for the management of acute pain in adults

IV OLINVYK:
Differentiated profile

Commercial launch in Q1 2021; targeting 100 formulary wins by year-end

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 NCEs targeting significant unmet needs

TRV027 for Novel MOA to treat COVID-19 acute lung injury / abnormal clotting

CoviD-19 PoC study in collab with Imperial College London; primary completion date expected in 1H 2021

$109.4M cash and cash equivalents as of YE 2020
Funds operations through Q4 2022

Strong financial
position

OLINVYK isindicated in adults for the management of acute pain severe enough to require an intravenous opioid analgesic and for whom altemnative treatments are inadeguate.
Please see Important Safety Information incleding BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.
t?i‘tf.Tre\.fencl —— S S——————




Multiple

OLINVYK™

New chemical entity
(mu-opioid receptor)
TRVO2Z7

Movel AT, receptor
selective agonist

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

Q121:

. N APPROVED
Acute pain Commercial launch

ARDS | abnormalclotting Collaboration with 1H21
(COVID-19) Imperial College London Primary completion date (ICL)

TRV250 —
! i i i Acute migraine oralsubcutanecus :

Em:::::;m S e IND-enabling activiies (oral)

TRVT34

G-protein selective agonist [e]s e[ ITETRs (1 gs [ oral Gollabandon wiih PoC study data (NIDA)

(mu-opioid recepter)

TRV045
Noval S1P
receptor modulator

%Treveno

Mational Institute on Drug Abuse

CNS ORI Collaboration with 1H 21:
G ELTG CY  National Institutes of Health IND filing

Please see Important Safety Information ncluding BOXED WARNING at the end of presentation. Full Prescribang Information at wwww OLINVY K com.

o

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

D

Elderly / obese, multiple comorbidities

ata in complex patients New chemical entity
Distinct from IV morphine

simplified, predictable dosing P IV oploid efficacy
No adjustment in renal impaired DlanYk © Hard- and soft-tissue surgeries
No active metabolites (oliceridine) injection

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

%Trevena

.-;«"/ Rapid analgesia
1-3 min median onset of pain relief

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at wwaw OLINVY K com




OLINVYK: Broad Indication for Acute Pain

Large acute market opportunity e

—
—
Al
]

US injectable analgesic
hospital market unit volume?

45M patients receive IV opioids
annually to treat acute pain®

-

IV opicids : : .
H & » Unrivalled analgesic efficacy

45%

ks Bl Local anesthetics
IV Opiocids

i IV NSAIDS ! acetaminophen & Top surgeries: Total knee d
EHHFODHSW, colectomy, hernia

repair, spine fusion, C-section?

OLINVYK 15 indicated in adults for the management of acute pam
severe enough to require an intravenous opsoid analgesic and for wi
Please see Important Safety Information including BOXED WARNING at the end of pre
A€ Trevena

OLINVYK: Well-Characterized Safety / Tolerability

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

Placebo OLINVYK £27 mg Morphine
(N = 162) (N = 316) (N = 158)
Patients with ' " i
pler L 73 | 86 % Key cost-drivers associated
Nausea 35 j 52 70 with IV opioids:
Vomiting 10 [ 2% 52
Headache 30 26 30 . Vomiung
Dizziness 1 [ 18 25 | - Can result in significant health
Constipation a9 14 [ 14 l risks and compromise recovery
Hypaxia 3 [ 12 17
Exilis = 9 1 + Somnolence
Sadation 5 [ - T T - Significant patiept safety concern,
can lead to respiratory depression
Somnolence 4 [i] 10 |
Efdipale 4 | s g + 0, saturation < 90%
Hot flush 4 | 4 8 _ - Independent predictor of early
Pruritus gen 1 2 10 _ post-op respiratory complications
Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infarmation at www OLINWVYK com.
A€ Trevena T —— 8
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Real World Use: Complex Surgeries & Patients
Broad range of surgeries / medical procedures

Complex patients included

Medical Open-label
Contnthoracie fHited g + 32%32 65 years; 46% BMI 2 30
Bariatric $uigedy » Co-maorbidities: diabetes, obstructive sleep apnea,
COPD, chronic / cancer pain
Emergency
+ Concomitant medications: antiemetics, antibiotics
Meuralogic
Usslogic
Plastic surgery Multiple inpatient and hosp outpatient settings
Sl gy + Hospital recovery + Emergency department
Colorectal suigery « Critical care « Ambulatory surgical centers

Gynecalogic
Outhopedic

Low discontinuation for AEs [ lack of efficacy

] S0 100 150 200 250 + 2% for adverse avents
Humber of patients

« 4% for lack of efficacy
Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at wwe, OLINVYI com

A€ Trevena B A S ML M S P 9

OLINVYK: Ease of Dosing and Administration
3 vials allow for flexible and tailored IV dosing B

. ) Ne refrigeration/ reconstitution *
+ Bolus Dosing: 1 mg and 2 mg vials (single dose)

- w
» PCA Dosing: 30 mg vial (single patient use) ﬂmdiml @
:a...-. ! R e
« OLINVYK 1 mg = morphine 5 mg' =T - e
| o, | W, EEEEs
:"'-"'ﬂ% :.%f wFor PCA use onty,
"'\-—\__,_.--J
1mg/ 2mg/ 30mg/
TmL 2mL 30mL
27 mg cumulative daily dose limit WAC: [ $17.50 $25.75 $110.00
Do not administer single doses greater than 3 mg ~$100 / day

(estimated avg costacross procedures)

_I_ Please see Important Safety Information inclieding BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.
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Customer Engagement

Strategy

t:?}thr»e\.fenr::

Targeted Account Launch

Initial focus: complex patients in 3 key surgical areas

Inpatient &
hospital outpatient

Physician specialties

~4 specialties ~550 hospitals
Anesthesiology ~500 ASCs
Orthopedic Community
Colorectal Large regional systems
Gynecologic Hospital outpatient

Ambulatory surgical centers

%Trevena

40 customer-facing roles

+ Reps & Key Account Managers
+ Medical Science Liaisons

~20 years of Hosp/ASC experience

Tele-sales pilot program

Multi-channel promotion




Targeted Messaging and Resources
Key OLINVYK attributes focused on key customers

Hospitals

Health Care Practitioners (HCPs) Targeted Accounts

* OLINVYK: NCE, distinct from IV morphine
« OLINVYK published safety data vs. IV morphine

« Fast pain relief & no active metabolites
« Published health economic / cost offset data*

« Safety data in complex patients / surgeries

_I_ Please see Imponant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infarmation at wwaw OLINVYK cormn.
s& revena

Robust Set of Peer-Reviewed Publications

Comprehensive overview of OLINVYK development program

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

15 publications - Well-characterized safety and tolerability

OLINVYK Phase 3 trials &
secondary analyses

9 publications

Data in complex patients / surgery types

-

Respiratory safety data in elderly / obese

Respiratory safety profile measured by dosing interruptions

-

Clinical utility vs. IV morphine - benefit-risk analysis

-

Reduced risk of N / V - complete Gl response analysis

_I_ Please see Imporiant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at waw. OLINVYK com.
ﬂg. revena 14
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HECON Model Driven by Compelling Clinical Data
Publication of base and high-risk patient models expected 1H 2021

Representative Inputs:

Ph3 trials i
 —— Womiting
AE rates =EsEs Somnolence [ sedation HECON
=S=ES O, saturation <90%
== model
\_ s L 1 >1 Ox
& : 1 B j\f Cs Fg } Cost savings
8k nausea / vomiting f f 4
Gov't ! or hospitals
Cost of AEs fou.mas $28K critical resp event? T 1 J
Publications +7 days hospital stay?
" L _rl'l-l I-I Due to improved
P _ N patient outcomes
o oW OLINVYK
Drug cost CE Generic IV opicids
-
%Treveno N I S Ey I O 15

Hospital Formulary Review Process

Physician Pharmacy Department P&T Committes Pharmacy Department

Submits request for Conducts fermal Reviews assessment/ OVED Updates formulary,
drug review assessmentofthe drug votes to revise formulary P«PPR protocols /order sets

YE 2021 target: 100 formulary wins

%Trevena 18




Differentiated Profile For Use in Hosp Outpatient & ASCs

Separate reimbursement may provide lower access hurdle

Physician trial in outpatient can accelerate inpatient uptake

Gjv

No dosage
adjustments for
renally impaired

Fast onset No known active
(1-3 min median) metabolites

Improves patient throughput Streamlines dosing for Addresses shift to
[/ time to discharge short-term setting of care complex patients

%Treveno
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We Continue to Learn from and Adapt to COVID-19 Challenges

Transitioned into commercial organization with minimal business interruption

+ No delays in regulatory timelines; approval and DEA scheduling in 2H 2020
« Commercial supply of all 3 presentations made available to customers

== VWhat we learned from our customers —

* Procedure volumes may be slow to recover; backlog of elective surgeries building’
+ IV drug shortages, increase in patient acuity continue to pressure healthcare systems

= Cconsiderations fora successful field launch in 2021 —

+ COVID-19 will continue impacting our customers; OLINVYK's value proposition remains relevant

+ We will be making informed resource deployment decisions throughout first year of launch

%Trevena




OLINVYK: Significant Opportunity in Acute Pain

~45M
patients

Expanded areas of focus
(28m)

Initial core focus

(9m)

Specialty Targets

Patient & Procedure Risk

Initial core focus (9m)

~15M days of therapy

(initial focus)

+ Hospitals / ambulatory surgical centers e =OPU5}
+ "CORES" patient focus: comorbid, $1.5B+ market

obese, renal, elderly, sleep apnea opportunity*

Expanded areas of focus (28m)

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

+ Cognitive function & additional HECON

_I_ Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www. OLINVYK com
éi& revena S S : B e L
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TRV027

NCE targeting the AT, receptor in COVID-19

%Trevena
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Multi-Organ Damage From Coronavirus

Elimination of ACE2 protein leads to critical hormonal imbalances

Coronavirus binds to and eliminates ACE2!
+ Leads to accumulation of angiotensin Il

- Acute lunginjury and abnormal blood clots

SAR3-Cav-d - Can lead to ARDS / pulmonary embolism / stroke

: l e g + 66% - 94% mortality rate for COVID-19 related ARDS?
ACEZ -
+ ~1/3 of hospitalized COVID-19 patients develop
clotting complications?
%Treveno ARIDS = Acute Rbspirstory Distrass Synckoms, 1) Kuba et a1, Nat M, 2005 2) Gibson PG ot a1 Med.J Aust 2020, “Inpatients requining ventiaton, 3 KIGKFA 8t af Thiomb Res, 2070, 21

TRV027: New MOA for COVID-19

Mechanism targeted to improve lung function and prevent abnormal clotting

ey W

Angiotensin I <*

OO YOOV

P Cell surface
o000 0000000000! OO0

AT, receptor

O O0L

Lung damage Lung repair
Abnormal blood clots Anti-inflammatory

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

%Trevena Py




TRVO027 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 =~80 (30 per arm) COVID-19 patients
- Hospitalized, non-ventilated
- 218 years old

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

« Study currently ongoing, primary completion date expected in 1H 2021

4

A

Reduction of abnormal clotting

Indicator of TRV027's effect on health cutcomes
associated with increased mortality in COVID-19

_ _ =)
Primary endpoint:

associated with COVID-19*

t:?}thr»e\.fenr::

Imperial College
London

Multiple

New chemical entity
(mu-opioid receptor)

Movel AT, receptor
selective agonist

TRV250

G-protein selective agonist

(delta receptor)
TRV734

G-protein selective agonist

(mu-opiocid receptor)

TRVO045
Novel S1P
receptor medulator

Expected Catalysts

PRE-CLINICAL PHASE 1 PHASE 2 PHASE 3 NDA
Acute pain n APPROVED
ARDS | abnormal clotting Collaboratian with
(COVID-19) IV Imperial College London

Acute migraine oralsubcutanecus

Collaboration with
Mational Institute on Drug Abuse

Opioiduse disorder

CNS B Collaboration with
e e National Institutes of Health

EXPECTED CATALYSTS

Q121
Commerciallaunch

1H 21:
Primary completion date (ICL)

1H 21:
IND-enabling activities (oral)

PoC study data (NIDA)

1H 21
IND filing

Please see Importamt Safety Information ncluding BOXED WARNING at the end of presentation. Full Prescribang Information at wiww OLINVY K cam.

%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
tfeated each year due to migraines L Approx. 50% of migraineurs also suffer from anxiety2

TRV250: Well-Tolerated in Ph1 Healthy Volunteer PK Study

Subcutaneous doses up to 30 mg studied; no SAEs observed

Well tolerated, with no SAEs across broad

Single dose pharmacokinetics
of TRV250 given by SC injection range of doses

G » Predictable PK: dose-proportional between

g 0.1 mg to 30 mg SC

E 10

§ + Half-life consistent across all doses

: an i ; : = - = o + No EEG findings observed in any subject
Tume Paint

< TRVZ01 mg = TRVIS028mg <= TRVZGEmg == TRV2503mg IND-enabling activities initiated

Trealment === TRVZS00.3mg “= TRVZSO4mg == TRVZHD 135 mg
== TAVZS0 0.8 mg ~— TRMZSOBmg === TRVZSD 20/mg

for new oral dose form

%Trevena




TRV734: Maintenance Therapy for Opioid Use Disorder

Selective agonism at j receptor: Potential for improved tolerability

Ongoing collaboration with National Institute
on Drug Abuse (NIDA)

+  Nonclinical evidence of improved tolerability with TRV734

>2.5M

people in

+  NIDA study demonstrated reduced drug-seeking behavior

in animal mode| 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

TRV045: Selective S1PR With No Lymphopenia

Uniguely selective for S1P-subtype 1 receptor

S1P, receptors are expressed broadly in the CNS

Potential role in the treatment of:
Epilepsy Chronic neuropathic pain

- i 1
Neuroprotective effects + Inhibits pain sensation®

* Modulates permeability of BBB,

nti-infi - « Inhibits excitatory neuronal signaling?
anti-inflammatory effects

Avoids known safety issues associated with S1P receptor subtypes 2, 3, 4, 5:

Pulmonary, cardiac, and cancer-related effects®

28
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TRVO045: Engages S1PR Without Lymphopenia in CIPN Model

S1P recept_or actwatlon conventl_ona[ly associated with Reverses Pain Response
lymphopenia / immunosuppression "
1 =k
@
gz ” .
. S SE O
* In animals, TRV045 reversed paclitaxel-induced "é% - T
hyperalgesia without immune-suppressing activity =2 5 el
- Fingolimod reduced lymphocytes by 78% §2 0
- TRV045 had no effect on lymphocytes xﬂz: ,j,?,.?::,c
+ Non-opioid MOA with broad potential for CNS @ ] *x Vebic
indications §: 5 =
£= 4
- Chronic pain, CIPN, diabetic neuropathy g‘é‘, 4 oo
L]
- Epilepsy, acute / chronic pain evaluations underway gd: 2
8=
=
2,
Fingolimod TRWMS
i mpkope AT mpkgec
%Trevena Sy e ookl 29
Trevena: Innovative CNS Company
IV OLINVYK: NCE approved for the management of acute pain in adults
Differentiated profile Commercial launch in Q1 2021; targeting 100 formulary wins by year-end
Large market, 45M+ US hospital patients; 9M procedures is initial core focus
targeted launch $1.5B+ market oppartunity for core focus
Novel CNS New mechanisms for acute migraine, opioid use disorder, epilepsy, pain
pipeline NCEs targeting significant unmet needs
TRV027 for Novel MOA to treat COVID-19 acute lung injury / abnormal clotting
CoviD-19 PoC study in collab with Imperial College London; primary completion date expected in 1H 2021
Strong financial $109.4M cash and cash equivalents as of YE 2020

position Funds operations through Q4 2022

OLINVYK isindicated in adults for the management of acute pain severe enough to require an intravenous opioid analgesic and for whom altemnative treatments are inadeguate.
Please see Important Safety Information incleding BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.
%.Trevenc: ey Mo = e —- sctor-Concept 30




APPENDIX

t*ﬁf&cTrev'em:: 3

OLINVYK: Distinct From IV Morphine / Hydromorphone

Studied in >1,900

H,CO individuals
P8
.-t“‘“\\/N S

IV morphine included
as active comparator

o - NCE with
Morphine Hydromorphone
@ H@" 2032+ COM patent’

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing information at www OLINVYK com
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Robust Clinical Development Program

OLINVYK studied in > 1,900 individuals

)
T T

+ No dosage adjustments for 4 head-to-head trials vs.IV morphine:
elderly / renally impaired « IV opioid efficacy

+ Mo 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

_I_ Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVY K com
Y€ Trevena R : -

OLINVYK: IV Opioid Efficacy and Rapid Onset

Hard Tiaste Soft Tissue + Efficacy achieved in hard tissue
(SPID-48) (SPID-24) & soft tissue models

Superior pain relief vs. Superior pain relief vs.

placebo (p<0.01) placebo (p<0.02) » Rapid onset: perceptible pain
relief within 2-5 minutes
c « OLINVYK efficacy data in peer-
reviewed journals
Sanid onsot (2:5180 The Journal of Pain Research’ and
& ~3 hour duration Pain Practice?

_I_ Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com
gig revena 34




Primary Efficacy Endpoint Achieved in Two Pivotal Studies

OLINVYK achieved |V opioid efficacy P=0.0004
' p<00001
80+ P <= 0.0001 8qr——
- [ P=0.029
£ 1
g 60 60-
3
€
el a 40 40- Published in
e B Pain Practice
Pain Research -
w
> 204 204
m
1=
=4
04 04
Placebo 0.1 035 0.5 Morphine Placebo 0.1 0.35 0.5 Morphine
S — 1 m e ————— 1 m
Oliceriding e Olicendine G
Ph3: Hard Tissue Surgery Ph3: Soft Tissue Surgery
Mean baseline pain = 8.7 Mean baseline pain = 7.3

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

S Trevendl™ " svamssm ety tuss s s o s o0 2o ey oty v s

OLINVYK: IV Opioid Efficacy in 2 Phase 3 RCTs

Study 1 (Orthopedic - Hard Tissue)

10
; bt 3 PCAregimens studied (0.1, 0.35, 0.5 mg) vs. placebo;
7 & OLINVYK 0.35mg (n=79) all doses P<0.01vs. placebo
@ & & OLINVYK 05mg (n=79)
S 5
wn 4 Outcome 0img 035mg 05mg Flacebo
3
= 2 % Completed  83% B7% 84% 60%
n'E 1 % DVC LOE 9% 4% 5% 34%
0
3 0 4 B 121620 24 28 32 35 40 44 48 e I s
=
@ 10
(=} 8 - Piacebo (n=81) Study 2 (Plastic Surgery — Soft Tissue)
il 8 = OLINVYK 0.1mg (n=77) _ _
O 7 ame OLINVYK 0.35mg (n=80) 3 PCA regimens studied (0.1, 0.35, 0.5 mg) vs. placebo;
E 6 - OLINVYK 0.5mg (n=80) 0.35/ 0.5 mg doses P<0.02vs. placebo
5
4
: g Outcome 0Amg 035mg 05mg Placebo
1 % Compleled  86% 90% B7% T4%
0 M K 3 12 48 a0 % DICLOE 1% 3% 5% 22%
% Rescue Meds  31% 21% 18% 49%

Time (hours)
‘ﬁﬁ:Trevenu Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www QOLINVYIK com 36




Robust Assessment of Respiratory Safety in Phase 3 RCTs

Data included in AMCP dossier used in formulary review

+ Prespecified secondary endpoint: Respiratory Safety Burden (RSB)

- Calculated based on incidence and cumulative duration of respiratory
safety events

+ Full characterization of respiratory safety profile has been made available to
HCPs and formulary decision makers

Ph3 Respiratory Safety Events?
{Components of the RSB calculation)

T LT T YT
0 040 (27 -

Duraton of svent, maan hours (S0) O(NE) 288 (NE) IM2M) ST2(T44) Seeem
Pl vl O o oM 0 260 o1 -
- Data can be found in OLINVYK AMCP dossier and published literature st e o
F ool ol SOt o0os 0.008 0. 900 L] -
Rasgaratinty fiba 8 b A (%) (] ] 1% 1{1.3 453
Ph3 R“pir&mﬁ" safﬁw Burden' P“-:ﬂf&sx: A 13?:?‘? 1:-‘#::. |:|;§l:_ |:°.‘1?5. |5|TH'|
2 m el t1) -
Hard Tissue
5 8
E FL ] Ruslativn rink reciaction THG F ]
iz y e
g 18 080 10 P vaiue o momine o003  opoT [+ o
Ll sl oam s D\-;l:mwﬂl;m maan hous (53 uu;-o- n;-_!‘w- ug-’:w. rurul_:u- 840 1808
ae m;“ ST TG P::: - LL] mﬂﬁ"&"a.\. B4 u.v‘a. W0  WEON 20044
! Wimg Msg Gdmg imy m-m s -ﬁc: ngl .IG::?TH n::;:- (710
WTH)  (RSTE)  (NeTH W) (T Soden AUELS v N PRI T N TR M T T
Ne staustically sige Micans Sfferences for any of th Poavmephns 88 0& o ass =
bpm= bigaths ped minuté MRPES = Maling-Robéts Pharmacdogc Sedation Scale
%Treveno i} Figure 2-8, Section 2 2, OLINVYK Evidence Dosster for Formudary Consideration. 2) Figures 5-d and 3-8, Section 3 1, OLINVYK Evidence Dosster for Formutany Consideration ar
Robust Assessment of Gl Tolerability in Phase 3 RCTs
Data included in AMCP dossier used in formulary review Ph3 Rescue Antiemetic Use!
= Hard Tissue = Soft Tissue
{-\ = i‘.\. . B
+ Phase 3 pivotal trials included measurements of nausea E" - i," .
{vomiting rates and rescue antiemetic use [“ - i_l§ |
"E
-LA_B
« Additional exploratory post-hoc analysis was conducted “"HERE ~OS9X
using a “complete Gl response” endpoint?
Ph3 Complete Gl Response Rates?
—— wrw . SR -
+ Full characterization of Gl tolerability has been made e — T —
available to HCPs and formulary decision makers e
) *?'5'1 N
- Data can be found in OLINVYK AMCP dossier and e s =
published literature -
'f‘f-”;" Hard Tissue “7” s SoftTissue
et sy oot R 85 T e stveng o Bty
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Customer Facing Organization
Partnering with Syneos Health to provide “best in class” commercial support
L

«
Syneos.
Health

40 Customer-Facing Roles

+ Allows for execution speed and flexibility in

deployment + Sales: Institutional Account Managers

« Full range support: source, hire, train and .
deploy customer-facing roles + Trade & Access: Regional Account Managers

+ Ability to flex as business needs evolve « Medical- Medical Science Liaisons

%Treveno 19

Launch Team: Top Talent with Hospital Experience

Role Highlights

100% with Advanced degrees
100% with Health Econ background
100% with hospital and launch experience

Medical Science Liaisons

Hospital & ASC experience

21 years (avg) in Pharma
100% with GPO/IDN experience
100% with recent launch experience

Key Account Managers

18 years experience

100% with recent launch experience
100% with Hospital experience
Majority with therapeutic experience

20+ Years experience
Regional Sales Managers P Buy & Bill

Representatives

%Trevena




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; muliple responses permitted)

~75% of formulary stakeholders find OLINVYK's
published data clinically meaningful:2 R oTphine 66

Key Endpoint

- = e = IV hydromorphane 41
{vs. IV morphine) Pharmacist (n=50) Physician (n=50)

Respiratory Safety 0 . IV fentanyl 23
Events and Gl

Tolerability 72% 76% Ofirmev 14
Exparel 13
Other § 2
a 20 40 60 80

Mumber of Mentions

Please see Important Safety Information including BOXED WARNING atthe end of presentation. Full Prescribing information at waw OLINVYIK com

%Treveno 1) Quattative Pricing research arles River Associales -:.-:..:.\';-.'.. .: A —_/ "\ .-I I._.l_._:._. alory salely events and Gi folerability cinically meanimgfu? 41

Omni-channel Approach for HCP Engagement

Communication across a full range of channels to maximize reach and impact

Customize mix across channels

Olinvyk.com

Virtual “on demand”
Medical Education
programs

Field directed: live,
virtual & email

Professional Society
Meetings & HCP social media
Congresses

%Trevena
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“Now Available” Campaign

“Now Available” Website

+ Order/Reimbursement/Dosing Guides
+ Connect with Medical Affairs and/or Sales Rep

“Now Available” Drivers

* Programmatic Banner Ads

Ollirwng &

- Banner ad messaging to connect HCPs through digital journey
+ Journal Ads

- Ads will run in American Journal of Health-System Pharmacy,
Pharmacy Purchasing & Products

+ Select Emails to Key Health Care Professionals
- Emails to provide online introduction to OLINVYK

%Treveno

No Accumulation Despite Repeated Dosing
Multi-Dose tQT Study

Key results

QOliceridine Maxifloxacin
%~ 2 of 3mg every 2hrs = 400mg (positie
20 (27mg max) control) + No accumulation through 24 hrs
15 Mean QTcl <10ms at 22 of 24 peoints
10 4 + No categorical QTcoutliers
Mean 5
AAGTel § A =B80ms; =500 ms absolute
[msec)
[#0% €1l ¢ - Well tolerated, no SAEs*
5 92% reached max daily dose
N = 68 healthy volunteers
10 *The effect on QT prolongation at tofal cumulative daily doses =27 mg
15 has not been studied in a thorough QT study, Total cumulative daily

doses exceeding 27 mg per day may increase the risk for QTc interval
prolongation. Therefore, the cumulative total daily dose of OLINVYK
should not exceed 27 mg.

0 2 4 6 8 10 12 14 16 18 20 22 24
Time (hours)

Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.
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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 Il 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 atthe AT, receptor?

o Protective therapeutic benefits in the lungs?

%Tl’eveno 1) Kuba K 60 al, Nal Med, 2005 2) Teireira LB el a), Sci Rep, 2017, 3) Sonlos RAS ef 8i, Phyzicl Rev, 2018 45

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




IMPORTANT SAFETY
INFORMATION

%Treveno 47

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING RESPIRATORY Limitatsons of Llse
DIHLESSID‘\'* NEONATAL OFIOID WITHDRAWAL SYNDROME; and RISKS r_ﬂm! Becxuse of the nsks of addicton, sbuse, and misuse with opiosds, even at recommended dodes, reserve OLDVVYR
CONCOMITANT USE WITH BENZODIAZEFINES OR OTHER CENTRAL NERVOUS for usein patients for whom altemative treatment options [¢.2., non-opiowd analgesics or opiowd combmation

SYSTEM (CN5) DEPRESSANTS products]:
* Have notbeen telesated, of ase not expected to be tolemated
basse, a k * Have not provaded adequate snalgesia, of are notexpected to proiide adequate analgesa.

OLINVYK exposes patients and ather users to the risks of opioid addiction, abuse, and The cumulstive total deily dose shouldnot exceed 27 mg, astotal daiby doses greater than 17 mg may increase the

misuse, which can lead to overdose and death. Assess each patient’s risk before risk for }T< imterval prolongation.

preseribing OLINVYE, and monitor all patients regularly for the development of

behaviers or conditions.

CONTRAINDICATIONS

Life-Threat Respiratory Depression OLINVYK is contramdicated in patients with:
Serious, Hfe-threatening, or faral respiratory depression may oceur with use of OLINVYE. * Significant respirztory depression
Moniror for respiratory depression, especially during initiation of OLINVYK or following a dose * Acuteor severe bronchial asthma in mmmeﬁ serting or in the absence of mesusatative squipment
increase, » Known or suspected . i ing parshytic deus

* Known hypersensitivity to obcendme (2., anaphnlans)
Neonatal Opioid Withdrawal Syndrome
Prolonged use of OLINVYE during preguancy can result in neonatal opinid withdrawal

syndrome, which may be life-threatening if not recognized and treated, and requires A S MTETCATTIONE

management according to protocals developed by neonatology experts. If opioid use is required + OLINVYE contains obceridine, a Schedule I comtrolled substance, that exposes users to therisks of addction,
for a prolonged period in a pregnant woman, advise the patient of the risk of neonatal opioid s, and msise. ARbough the nsk of addction m any ndnidial is unknewn, it G0 G500 m patients
withdrawal syndrome and ensure that appropriate treatment will be available, ppropeiately prescribed OLIVYE. Assessaisk, counseland monitor ol patientssectiving opicids.
* Senous, ke v depression has been reported with the use of opiosds, even when usedas

From Concomitant Use With Ben i ther CNS Depressants recommended, tspcwlympmntnmmpw Esease, orin eldety, cachectis and debilitmed
Concomitant use of opioids with benzodiazepines or other CNS depressants, including aleohol, patients. The risk is greatest dusing initiation of OLINVYE therapy, following a doseincrease, or when used
may result in profound sedation, respiratory depression, coma, and death. Reserve concomitant aith other dnags that depress respmation. Proper dosimg of OLINVYE = csseﬂhﬂ.e:penalh when converting
preseribing for use in patients for whom alternarive reament options are inadequare; limit patients from anather opisid product te aveid overdose, M of tesp v dep include

dosages amnd duratfons to the mintmum required; and follow patients for signs and symproms of

close obhservation, supportive measures, and use of opioid antagordsts, depending on the patient's clnical
respiratory depression and sedation.

status.

+ Opicids can canse sleep-related breathing disorders incloding central sbeep apnea (C5A) and sleep-related
INDICATIONS AND USAGE hyponemia with fsk mereasing in a dose-dependent faslson. In patients who present with CEA, conssder
QLYK i5 o new chemacal entity indscated & adulns for the management of acutepain severe enoughte decreasing the dase of opicid using bestpractices for apicid taper
reguire 2n intravenous opicid analgesic 2nd for whem altemative treatments are madeguate.

%Trevena 48




WARNINGS AND PRECAUTIONS
+ Prelonged use of opioids dusing pregnancy can result in withdrawal & the necnate that=ay be

B

Efe-threatening. Obserce newboms for signs of neonatal opioid withdrawal syndrome and manage
socondngly. Mﬁltpﬂpﬂl‘ﬂntﬂ quI.L\"-‘lK for 4 prolongedpenod of the risk of neonstal
withdrawal available,

opiesd znd ensizre that, will e

Profound sedation, respiatory depression, coma, and deathmay result from the concomstant use of
OLINVYE wath by iazepines or ather CNS dep ts {2, mon, datives hypnotics,
anusotyises, tranguil muscle general thetics, antpsvchotics, oﬂmopmds of alcohal),

Because of these risks, resenve concomitant prescribing of these drugs for usein pabients for whom
alterative trestment opitsons are madedq) P ke the lowest eifective dose, and senimize the dusation.

OLINVYEK was shown to have mald QTe interval prolongationm therough QT studies whete patients wese
dosedupto 27 mz. Total comulstive daiby doses excesding 27 mg per day were not studied and may
merease the nsk for QTc mterval prolongation. Therefore, the cumulative total daly doseof OLINVYE
shouldnot exceed 27 =g,

Increased plasma concentrations of OLINVYE may occur in patientswith decreased Cytochrome PA50
(CYF) D6 function or mormal metabolizers talang moderate or strong CYPIDS inhibitors; also in patients
naking amoderate of strong CYPIAS mnbibater, in patents with decressed CYPIDS fanction whe se alse
receiving a moderate or strong CYPIAS inhibitor, or with discontinuationof a CYP3A4 inducer, These
patients may requare less frequent dosing and should be closely d for respy amd
sedation at frequent intercals, Concomtant use of OLDVVYE with CYPIAS mmﬂwm:mwm’
amoderate or strong CYP3AS mbibitor can lower the expected concentration, whach may decrease
efficacy, and may require supplemental doses.
Cases of adrenal msufficiency have been reponied with opicdd use (usually greates than ene menth).

ion and symp may be peciic and inchide mausea, vomiting, anorexa, fatigue, wealmess,
dizzmess, andlow blood pressure. If confirmed, treat with physsologsc replacement dozes of corticostenaids
2nd wean patient from the opiosd.

OLINVYE may cause severely
patients.
There is increasednisk in patients whose abidity to mamtain blood pressiure has already been compromised
bya reduced blood volume of concament adsanistration of cerain CNS depressant dnags(e.g.
savines or generad anesthetics). Alonitor these patients for signs of hypetension. Inpatients with
shock, aveidthe use of OLINVYE a2 may cause vasodilatson that can farther redhsce cardias
ouiput znd blood pressure,
Avoidthe use of OLINVYE in patients with impaired consciousness orcoma. OLINVYE should be used
ath caution m patients who may be susceptible to the 1 effects of COz suchas those
with evidence of mereased ntracmanal pressuse ot bnmm a3 areductimmaespirstony deve andthe
resultant OO retention can frther @ ncnue P Momitor i for signs of
sedation and respiratory depr P when thirapy.

orthastatic hypotenson and syncope in ambulatory

« Aswith ol epicids, OLINVYE may cause spasm of the sphincter of Odd, and =ay causemcmeasesin
seram zmylase. Monitor patients with biliary tract disease, inchading acute pancreatitis, for worsening
symproms.

* There is increased sk i patients whose ability to maintain blood pressure has slready been compromised
b2 redoced blood vohme or concurrent adminsstration of certain CNS depressant dugsieg.,
phenothnasines or general anesthetics). Monitor these patients for signs of hypotensson._In patients aith
circulatony shock, avoid theuse of OLDVVYE nsit may cause vasodilation that can further reduce cardine
‘output andbloed pressuse,

Aveidthe use of OLINVYEK m patients with impasred consciousness orcoma. DLINVYE should be used

with exution in patients whe may be suscepisble to the mtracransal effects of CO: retention, suchas those

with evidence of increased intracearisl pu:mnrbnmn-ucs ﬂ:mﬁucummﬂspmq, deive andthe
resultant OOy retention can further morease P uchpatients for signs of
daticn and resp depression, particularly when mitiatng therapy.

Aswith a0l epicids, OLINVYE may cause spasm of the sphincter of Odd, and =ay causeincreasesin

seram 2mylase. MMonitor patients with biliary tract disease, inchsding acute pancreatitis, for worsening

Symploms.

« OLINVYK may serease the frequensy of seifuses in patients with seinure disorders and may incresse the
nisk of seizares & vulnerable patients. Menster patients with 2 history of seizure disosdersfor worsened
seinare contral

+ Do notabruptly discontmue OLINVYE i a patient phy'sscally dependent on opioids. Gradually taper the
dosage toavoid 2 withdmwal syndrome and rerum of pain. Avoid theuse of mived 2genist'entagonist(e.g,
pentazocme, nalbuphune, and buterphanel) or partial agonst(e.g. buprenorphune) analgesics m patients
wheo are peceivang OLINVYE, asthey may reduce the analgess: effect and o presspitate withdsawal
symptoms.

» OLINVYE may impair themental or physical sbilities neededto perform potentialiy harardous sctivities
such a8 doiving & car of operatng machinery.

+ Alhough sef-adssistration of opicids by patent-controlied analgesia (PCA) may allow each patient 1o

individually tirabe to 2n acceptable level of analgesia, PCA administration has resulted i adverse

outcomes and episodes of respaatory depression. Health care providers andfamahy members monstonng
patients receiving PCA snslgesia should be instructedin the need for sppropriste mondtering for excessive
sedation, respiratory depression, or other adverse effects of optoid medications.

ADVERSE BEACTIONS
Adversersactions are described m greater detad in the Presenbing Information.
The most common (ndadence 210%) adversereachons m Phase 3 controlled chnical trals were nauses,

vomiting, dizzness, headache, constipation, prusitus, and hypoxsz 49




