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Item 2.02. Results of Operations and Financial Condition.

The information under this caption and contained in the press release attached hereto as Exhibit 99.1 is furnished by Trevena, Inc. (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.

On May 6, 2021, the Company issued a press release announcing its financial results for the quarter ended March 31, 2021. A copy of the press release is furnished hereto as
Exhibit 99.1 and incorporated herein by reference.

Item 7.01 Regulation FD Disclosure

On May 6, 2021, Trevena, Inc. (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.

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 Securities Exchange Act of 1934,
as amended (the “Exchange Act”), and is not incorporated by reference into any of the Company’s filings under the Securities Act of 1933, as amended, 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.

On May 6, 2021, the Company issued a press release announcing that TRV027, the Company’s novel AT | receptor selective agonist, has been selected for a National Institutes

of Health ACTIV (Accelerating COVID-19 Therapeutic Interventions and Vaccines) trial in COVID-19 patients coordinated by Vanderbilt University Medical Center. A copy
of the press release is filed as Exhibit 99.3 to this Current Report on Form 8-K and incorporated herein by reference.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits.

Exhibit

No. Description
99.1 Press Release dated May 6, 2021

99.2 Corporate Presentation Deck dated May 6, 2021

99.3 Press Release dated May 6, 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: May 6, 2021 By: /s/ Barry Shin
Barry Shin

Senior Vice President & Chief Financial Officer




Exhibit 99.1

Trevena Reports First Quarter 2021 Results

Company reaffirms YE target of 100 formulary approvals for OLINVYK®

Announces new OLINVYK clinical outcomes study to further examine potential benefit on respiratory, GI, and cognitive function
TRV027 selected for two large, multi-site COVID-19 studies led by NIH / Vanderbilt University Medical Center and REMAP-CAP
TRV045 IND filing remains on track for 1H 2021 with a lead target indication of diabetic neuropathic pain

897.7M cash at QI funds operations through YE 2022

Company to host conference call today, May 6", 2021, at 8:00 a.m. ET

CHESTERBROOK, PA, May 6, 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 first quarter ended March 31, 2021,
and provided an overview of its recent operational highlights.

“In the first quarter, we made significant progress across our business. We continued to expand awareness of OLINVYK with key customers and announced an exciting
outcomes study to further enhance the value proposition,” said Carrie Bourdow, President and Chief Executive Officer of Trevena, Inc. “In parallel, we advanced our pipeline
with major new studies for TRV027 in COVID-19 patients, in collaboration with two of the most prominent platform trial networks in the world, and we selected diabetic

neuropathic pain as the initial indication for TRV045.”

First Quarter 2021 and Recent Corporate Highlights:

OLINVYK (oliceridine) injection Milestones

Established a solid foundation for launch. The Company deployed a virtual field team at the end of February. Over 60 accounts are in various stages of OLINVYK
review and 10 accounts have already added OLINVYK to formulary. Despite the impact of COVID-19, the Company is encouraged by the early progress and reaffirms
its year-end goal of 100 formulary approvals.

Announced clinical outcomes study examining potential respiratory, GI, and cognitive benefits. Today, the Company announced that it has initiated an open-label,
multi-site, differentiation study to further characterize the impact of OLINVYK on respiratory, gastrointestinal (GI), and cognitive function outcomes in the
postoperative setting. The study, which will enroll approximately 200 adults undergoing major surgery, will be led by clinical outcomes research experts from Cleveland
Clinic. Respiratory safety will be assessed by continuous monitoring. Additional outcomes will include GI tolerability as measured by GI complete response, and
cognitive function as measured by standardized somnolence, sedation, and delirium assessment scales. The Company expects patient enrollment to begin in Q3 2021.

Published compelling health economic models. In April 2021, the Company presented two health economic models for OLINVYK at the AMCP 2021 Annual
Meeting. Both models demonstrate substantial overall total cost of care savings for hospitals when using OLINVYK compared to IV morphine in postoperative care.
They were developed using adverse event (AE) incidence rates from the OLINVYK Phase 3 program and a conservative, low-end estimate of AE costs based on
government and published literature sources.

Pipeline Milestones

Advanced TRV027 in two large COVID-19 trials led by NIH / Vanderbilt University and REMAP-CAP, with TRV027 studied in up to 600 patients. Today, the
Company announced that TRV027, its novel AT receptor selective agonist, has been selected for an NIH-funded, multi-arm, multi-site trial in COVID-19 patients, with
Vanderbilt University Medical Center (VUMC) as the lead coordinating site. TRV027 will be administered in up to 300 patients. The trial is part of the NIH’s ACTIV
public-private partnership, an initiative that seeks to prioritize and expedite the development of promising COVID-19 treatments and vaccines.

In April 2021, the Company announced that TRV027 had been selected for an international, multi-arm, multi-site Phase 2/3 trial in COVID-19 patients. TRV027 will be
administered in conjunction with an ACE inhibitor in 200-300 patients. The trial is being conducted and funded as part of REMAP-CAP, a global clinical trial network
led by experts in pandemic response and financially supported by an array of governments and research organizations worldwide.

Announced diabetic neuropathic pain as lead indication for TRV 045, with IND on track for 1H 2021. The Company today announced it will be filing the IND for
TRV045, its novel S1P receptor modulator, with a lead indication of diabetic neuropathic pain (DNP). DNP is a painful condition with significant need for new treatment
options, due to poor efficacy and tolerability of current available therapies. TRV045 offers a non-opioid based approach, and its novel pharmacologic class may offer
unique advantages in the treatment of DNP and other CNS indications. The NIH, with whom the Company has an ongoing collaboration for this program, is also
continuing its evaluation of TRV045 for epilepsy.

Financial Results for First Quarter 2021

For the first quarter of 2021, the Company reported a net loss attributable to common stockholders of $9.8 million, or $0.06 per share, compared to $5.7 million, or $0.06 per
share, for the first quarter of 2020. This increase is primarily related to increases in commercialization activities for OLINVYK.

Cash and cash equivalents were $97.7 million as of March 31, 2021, 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 May 6, 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, and Barry Shin, Senior Vice President and Chief Financial Officer.



Title: Trevena First Quarter 2021 Financial Results Conference Call and Webcast

Date: Thursday, May 6, 2021
Time: 8:00 a.m. ET
Toll-Free: 855-465-0180
Conference Call Details: International: 484-756-4313
Conference ID: 3884579
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 innovative 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’s novel pipeline is based on Nobel Prize winning research and includes four differentiated
investigational drug candidates: TRV250 for the acute treatment of migraine, TRV734 for maintenance treatment of opioid use disorder, TRV045 for epilepsy and chronic
neuropathic pain, and TRV027 for acute respiratory distress syndrome and abnormal blood clotting in COVID-19 patients.

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
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.
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For more information, please contact:
Investor Contact:

Dan Ferry

Managing Director

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

PR & Media Contact:

Sasha Bennett

Director

Clyde Group
Sasha.Bennett@clydegroup.com
(239) 248-3409

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

Three Months Ended March 31,
2021 2020
Product revenue $ 209 $ -
209 -

Total revenue
Operating expenses:



Cost of goods sold
General and administrative
Research and development
Total operating expenses
Loss from operations
Other income
Net loss

Per share information:

Net loss per share of common stock, basic and diluted
Weighted average shares outstanding, basic and diluted

163 -
7,368 3,632
2,636 2,191
10,167 5,823
(9,958) (5,823)
116 98
$ 9,842) $ (5,725)
$ 0.06) $ (0.06)
160,508,373 96,332,324

Assets

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

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 settlement liability
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' equity

TREVENA, INC.
Condensed Balance Sheets
(Unaudited, in thousands)

March 31, 2021

December 31, 2020

97,720 $ 109,403
296 71
9,000 9,000
2,575 570
109,591 119,044
1,310 1,310
2,145 2,253
5,022 5,119
428 13
118,496 $ 127,739
2,220 $ 1,693
1,568 5,168
9,000 9,000
725 703
13,513 16,564
6,911 7,101
3 6
20,427 23,671
161 160
550,264 546,422
(452.356) (442,514)
98,069 104,068
118,496 $ 127,739
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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 curment bellefs and expectations. Forward-lcoking statements are subject 1o KNown and unknown risks. uncertainties, and other factors that may Cause our of our indusin's actual
resuils, levels of activity, performance, or achievemenis to be materialty different from those anticipated by such statemenis. You can identify forward-looking statements by terminoiogy such as.
antic|pate,” “believe, " “estimate.” "expect.” “intend,” "may.” “might,” "plan,” “objective.” “predict” “project” “suggest” “target” "potential,” “will” “would,” “could,” "should,” “confinue ” “ongoing.” or
the negative of these terms or similar expressions. Forward-looking statements contained in this presentation include, but are not limited fo, (i) statements regarding the timing of anticipated
clinical trials for our product candidates: (i) the timing of receipt of ¢iinical data for our product candidates: (i) our expectations regarding the potential safety, efficacy. or clinical utility of our
product candidates; () the size of patient populations targeted by our product candidates and market adoption of our potential drugs by physicians and patients: (v) the timing or likelihood of
reguiatory filings and approvals. and (vi) our cash needs.

Actual results may differ materially from those indicated by such forward-locking statements as a result of various important factors, including: the commercialization of any approved drug
product, the status, iming, costs. results and interpretation of our clinical trials or any future trials of any of our Inveshgational drug candidates; the unceranties inherent in canducting clinical
trials; expectations for regulatony interactions, submissions and approvals, including our assessment of the discwssions with the FDA or other regulatory agencies about any and all of our
programs; uncertainties related to the commercialization of OLINVYK, avallable funding: uncertainties retated to our intellectual property. uncertainties retated to the ongoing COVID-19
pandemic, other matters that could affect the availability or commercial potential of our therapeutic candidales; and olher factors discussed in the Risk Factors set forh in our Annual Report on
Fomm 10-K and Guarterly Reports on Form 10-Q filed with the Securities and Exchange Commission (SEC) and in other filings we make with the SEC from time o fime. In adddion, the forward-
Ipgking statements included in this presentation represent our views only as of the date hereol. We anficipate that subsequent events and developments may cause our views to change
However, while we may elect to update these forward-iooking statements al some point in the fulure, we specifically disclaim any obligation to do 50, except as may be required by law.
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Trevena’s Experienced Leadership Team

SENIOR MANAGEMENT

Carrie L. Bourdow

Scott Applebaum

Mark A. Demitrack, M.D.
Barry Shin

Robert T. Yoder

BOARD OF DIRECTORS

Leon O. Moulder, Jr.
Chairman

Carrie L. Bourdow

Scott Braunstein, M.D.

President & Chief Executive Officer
SVP, Chief Legal & Regulatory Officer
SVP, Chief Medical Officer

SVP, Chief Financial Officer

SVP, Chief Commercial Officer
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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, diabetic neuropathic pain, epilepsy, opicid use disorder

pipeline NCEs targeting significant unmet needs

Novel MOA to treat COVID-18 acute lung injury / abnormal clotting
Selected for NIH ACTIV and REMAP-CAP trials; up to 600 COVID-19 patients on TRV027

TRVO027 for
COoVviD-19

$97.7M cash and cash equivalents as of 3/31/2021
Funds operations through Q4 2022

Strong financial
position

OLINVYE isindicated in adults for the management of acute pain sewere enough to require an infravenous opioid analgesic and for whom allernative treatments are inadeguate
Please see Important Safety Information incleding BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.
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Multiple Expected Catalysts

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

St + Commercial launch angoi
New chamical entity Acutepain IV APPROVED a going
i * Cleveland Clinic outcomes study
(mu-opioid receptor)
TRVO27

ARDS / abnormal clotting Collaberations with + NIH ACTIV study

hlcwal AT receiar (CovVID-19) NIH ACTIV and REMAP-CAP « REMAP-CAP study

selective agonist

TRV250

G-protein selective agonist JRETENCRn T 1) -RGE + IND-enabling activities (oral)
(delta receptor)

TRVT34

G-protein selective agonist  [{s] [0l IR0 (101 (s [ SRR Golaboeatian with + PoC study data (NIDA)

National Institute on Drug Abuse

(mu-opioid recepter)

TRVO045 Diabetic
Novel S1P neuropathic oral
receptor modulator pain

Epilepsy collaboration with » IND filing
Mational Institutes of Health « Ph1 initiation

Please see Important Safety Information ncluding BOXED WARNING at the end of presentation. Full Prescnbang Information at wwww OLINVYK com.
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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

Data in complex patients New chemical entity
Elderly / obese, multiple comorbidities Distinct from IV morphine

simplified, predictable dosing = Wepioksiflcacy
No adjustment in renal impaired Dlln\fy'k © Hard- and soft-tissue surgeries
No active metabolites (oliceridine) injection

y

Well-characterized safety / tolerability _ il Rapid analgesia
IV morphine data included in label | 1-3 min median onset of pain relief

%Tre vend Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Frescribing Information at www. OLINVYK com
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OLINVYK: Broad Indication for Acute Pain .

Large acute market opportunity

US injectable analgesic k_\,.‘-

i i 1
nspialmastuniveiume 45M patients receive IV opioids

annually to treat acute pain®

I\ opioids 3 _ -
W e + Unrivalled analgesic efficacy

Bl Localanesthetics §

45%

IV Opioids

- IV NSAIDS ! acetaminophen ¥ T'C'p SUI'QEI'EES: Total knee
arthroplasty, colectomy, hernia~
repair, spine fusion, C-section? |

J

Ti

OLINVYEK is indicated in adults for the management of acute pamn

severe enough 1o require an intravenows opwoid analgesic and for treatments are inadequate.
Flease see Impartant Safety Information including BOXED WARNING at the end of pres ing D
A€ Trevena _— i
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OLINVYK Studied in Complex Surgeries & Patients

Broad range of surgeries / medical procedures

Madical Open-label Complex patients included
Canfiothoraci Flinses: + 32%3 65 years; 46% BMI 2 30
Bariatric surgery + Co-morbidities: diabetes, obstructive sleep apnea,
COPD, chronic / cancer pain
Emergency
» Concomitant medications: antiemetics, antibiotics
Mewralogic
Urclogic
Plastic surgery Muitiple inpatient and hosp outpatient settings
Somral surgery + Hospital recovery + Emergency department
Colorectal sugery + Critical care + Ambulatery surgical centers
Gynecaologic
Oithopedic
Low discontinuation for AEs / lack of efficacy
0 50 100 150 200 250 + 2% for adverse events
s of patiees « 4% for lack of efficacy

Flease see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www GLINVYK com
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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 g :
Pl 73 86 % Key cost-drivers associated
Nausea . 3 _ 52 70 with IV opioids:
Vomiting 10 25 52
Headache 30 26 30 » Vomiting
Dizziness 1 18 25 - Can result in significant health
Constipation g 14 | 14 | risks and compromise recovery
Hypoxia 3 12 17
Pruritus 6 9 19 | * Somnolence
Sedaiion 5 7 m - Significant pahept safety concern,
can lead to respiratory depression
Somnolence 4 ] 10
Bagipain 4 = : + 0, saturation < 90%
Hat flush 4 4 - Independent predictor of early
Pruritus gen 1 2 10 | post-op respiratory complications
Please see Important Safety Information includng BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com
t:ﬁ{{:Trewanc: g

OLINVYK Safety Differentiation Study w/ Cleveland Clinic

Further characterizes potential respiratory, Gl and cognitive outcomes

+ Open-label, multi-site study led by experts at Cleveland Clinic
» N = ~200 adults undergoing major non-cardiac surgery

+ Patient enroliment to beginin Q3 2021

Gl
Tolerability

Respiratory
Safety

Cognitive
Function

Predefined capnography
and oximetry measures

Complete Gl response
endpoint

Somnolence, delirium,
and sedation

Validated, standardized
assessment scales

Assessmentvia continuous
respiratory monitoring

No vomiting and no antiemetic
use through study period

%Treveno 10




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

. : No refrigeration/ reconstitution -
+ Bolus Dosing: 1 mg and 2 mg vials (single dose)

linvyk
« PCA Dosing: 30 mg vial (single patient use) 8 Slosriine) (f
:“_I_ : -_n_" + FOR I Travewous 181 o7
+ OLINVYK 1 mg = morphine 5 mg' B = e
‘:n-.-q::% "-"--"‘n"-':g Jm;ause;lm
1mg/ 2mg/ 30mg/
TmL 2mlL 30mL
7 icithve=dai fimi
S mgeumelairee: dulydoae it WAC: | $17.50 $25.75 $110.00
Do not administer single doses greater than 3 mg ~${00: 1Ry

(estimated avg costacross procedures)

_I_ Please see Important Safety Information incleding BOXED WARNING at the end of presentation. Full Prescribing Information at wwaw OLINVYE com.
aﬁ revena z

OLINVYK vs IV Morphine Health Economic Models

Models presented at AMCP 2021 and available to formulary committees

Representative Inputs:

Ph3 trials oy
 E——— Womiting
AE rates sS=E==== Somnolence / sedation HECON
====== O, saturation <90%
=—=—==== model
o — >1 ox
€ . : ) NCS s ) Cost savings
8k nausea / vomiting forh itals4
Govt I r hospitals
Cost of AEs _sou_m“ $28K critical resp event® [ T — 1 J
Publications +7 days hospital stay?
- > I-I Due to improved
= N patient outcomes
-
- W i OLINVYK
Drug cost S IV morphine
b P




Customer Engagement
Strategy

t:ﬂfTrevena' 13

Targeted Account Launch as of Q1 2021
~40 accountreps/ MSLs deployed Q1 2021

Hospitals

Health Care Practitioners (HCPs) Targeted Accounts

Anesthesiology, Orthopedic, Colorectal, Gynecologic 550 hospitals and 500 ambulatory surgery centers

= OLINVYK: NCE, distinct from |V morphine

+ OLINVYK published safety data vs. IV morphine
= 1-3 min onset & no active metabolites

+ Published health economic / cost offset data®
« Safety data in complex patients / surgeries

_I_ Please see Imporiant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at wnw OLINVYK com.
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Hospital Formulary Review Process

Submits request for Conducts foermal Reviews assessment/ OVED Updates formulary,
drug review assessment of the drug votes to revise formulary pPPR protocols / order sets

YE 2021 target: 100 formulary wins

t:ﬁ{{:Trewanc: 15

Differentiated Profile For Use in Hosp Outpatient & ASCs

Physiciantrial in outpatient can accelerate inpatient uptake

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 45C = smbulatory surgery center PK = pharmac e i it 18




OLINVYK: Significant Opportunity in Acute Pain

~45M Initial core focus (9m)
patients ~15M days of therapy
i X (initial focus)
+ Hospitals / ambulatory surgical centers =
o + "CORES" patient focus: comorbid, $1.5B+ market
g Expanded areas of focus obese, renal, elderly, sleep apnea opportunity*
= (28m)
2
§ - Expanded areas of focus (28m)
un,' R « Leverage respiratory and Gl safety vs. IV morphine to expand
(9m) surgical procedures
2032+ 5 i . i
COM Patent Cognitive function & additional HECON

Patient & Procedure Risk

t:ﬂthrevenc:'

Please see Imponant Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Infarmation at waw OLINVYK corm.

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

What we learned from our customers

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

Considerations for a 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

NE Trerieniet: e




TRVO027

NCE targeting the AT, receptor in COVID-19

t:ﬁthrevenc:' 19

Multi-Organ Damage From Coronavirus

Elimination of ACEZ2 protein leads to critical hormonal imbalances

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

- Acute lunginjury and abnarmal blood clots

SARSEaV:l - Can lead to ARDS / pulmonary embolism / stroke

» B6% - 94% mortality rate for COVID-19 related ARDS?"

+ ~1/3 of hospitalized COVID-19 patients develop
clotting complications®

R T L g Or W = U SO S T YL g T




TRV027: New MOA for COVID-19

Mechanism targeted to improve lung function and prevent abnormal clotting

Lung damage Lung repair
Abnormal blood clots Anti-inflammatory

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

t:?Rthrevenc: 21

TRV027 COVID-19 Study - Vanderbilt UMC (ACTIV-4d)

NIH-funded trial with Vanderbilt University Medical Center as lead coordinating site

« Part of NIH's ongoing ACTIV* public-private partnership
+ Multi-site, multi-arm, placebo-controlled trial

+ ~300 COVID-19 patients 218 years old treated with TRV027

Key outcomes to be studied:

Vv

Recovery
Supplemental O, use
; il VANDERBILT
Mechanical v_entllatlun National laRilss s
Mortality of Health MEDICAL
CENTER

lé@threw—zna \ACTIV'= Accolarating COVID-19 Therapeuti Intsrventions and Vaccims: 22




TRV027 COVID-19 Study - REMAP-CAP

Funded by REMAP-CAP, a global clinical trial network led by experts in pandemic response

+ Multi-site, adaptive, Phase 2 / 3 trial in hospitalized COVID-19 patients (=18 years)*
+ 200 - 300 COVID-19 patients treated with TRV027

« TRV027 administered (open label) in conjunction w/ACE inhibitor

Primary outcome:

In-hospital mortality +
Organ failure supportin ICU
(21 days post-randomization)

REMAP-CAP

Randomized, Embedded,
Multifactorial Adaptive Platform
trial for Community-Acquired

ea's
Additional outcomes: ICU/ hospital length of stay, =are FReureonia
ventilator-free days, organ failure-free days
A€ Trevena 23
Multiple Expected Catalysts
PRE-CLINICAL PHASE 1 PHASE 2 PHASE 3 NDA EXPECTED CATALYSTS
Acute pain v APPROVED
ARDS | abnormal clotting Wi, Collaborations with
(COVID-19) NIH ACTIV and REMAP-CAP
TRV250
G-protein selective agonist [ETENER 1l £ T T-RGTE RSV + IND-enabling activities (oral)
(delta receptor)
TRVT34
G-protein selective agonist [Tl ITETYs (101 s = S ﬁ::::::m':‘;mh“ — + PoC study data (NIDA)
(mu-opiocid receptor)
TRVO045 Diabetic :
o Epilepsy collaboration with * IND filing
Novel S1P ne_uropathic £ Mational Institutes of Health + Ph1 initiation
receptor modulator pain
Please see Importamt Safety Information ncluding BOXED WARNING at the end of presentation. Full Prescribang Information at wiww OLINVYK com
A€ Trevena 2




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 L Apprcx. 50% of migraineurs also suffer from anxiety2
%‘Treveno 1) Dy frovn Deaiaion Rdsouss iy i .'“ ---.I.-I ::I.'. ".l' Adivdn & o, J Ni gurg Paychiaty, 2016 25

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

R * Predictable PK: dose-proportional between

g 0.1 mg to 30 mg SC

Fg-' 10

% + Half-life consistent across all doses

: sori— T H - = ~ = * No EEG findings observed in any subject
Tume Paint

< TRVZ001 mg - TRVIS028mg <= TRVZMGmg === TRV2503mg IND-enabling activities initiated

Treatment === TRVZS0 03 mg “= TRVZSO4mg == TRVZHD 135 mg
== TAVZS0 0.8 mg ~— TRMISOBmg === TRVZSD 20/mg

for new oral dose form

%Trevend




TRV734: Maintenance Therapy for Opioid Use Disorder

Selective agonism at y 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 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

t:ﬁ'fTr»&a‘\.nenc:' 1) Contarkor Bolvavicial Hoall St and Quafty: 2) HIDA dats o s 27

TRVO045: 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:

Neuropathic pain Epilepsy

+ Inhibits pain sensation’ + Neuroprotective effects®

+ Modulates permeability of BEB,

* Inhibits excitatory neuronal signaling?
s d 9 anti-inflammatory effects?

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

Pulmonary, cardiac, and cancer-related effects®

%Trevend
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TRVO045: Novel MOA for Diabetic Neuropathic Pain

5M+ people (US) suffer from DNP, with limited therapeutic options? .
* Roverse Pan Resporse

Im L
! 80 *
* DNP affects ~25% of people w/ diabetes? @'g e
Q
. i = ients24 gE
Approved agents inadequate for ~50% of patients g % 40 T
- ~d4x direct costs for DNP patients (vs diabetes alone)? 58 5 SYpeTRgee
£ 8
0
« In animals, TRV045 reversed neuropathic pain without immune- e .
suppressing activity®
Avoids Lymphopenia
- & il v-e'::‘:re
+ Non-opioid MOA with broad potential for CNS indications £ 5 .
24
- IND filing for DNP in 1H 2021 B N
- Epilepsy evaluation (MIH) engoing EE 5 de?ﬂlf..:'h
& {va. above)
B
&
SN
Fingalimod TRVI4S
i g S e e e e e
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 opportunity for core focus
Novel CNS New mechanisms for acute migraine, diabetic neuropathic pain, epilepsy, opicid use disorder
pipeline NCEs targeting significant unmet needs
TRV027 for Novel MOA to treat COVID-19 acute lung injury / abnormal clotting
CcoviD-19 Selected for NIH ACTIV and REMAP-CAP trials; up to 600 COVID-19 patients on TRV027
Strong financial $97.7M cash and cash equivalents as of 3/31/2021

position Funds operations through Q4 2022

OLINVYE isindicated in adults for the management of acute pain sewere enough to require an infravenous opioid analgesic and for whom allernative treatments are inadeguate
Please see Important Safety Information incleding BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVYK com.

i ool et Somimioiied soguintnsnronir el




APPENDIX

t:ﬁ%:Trevenc:l 31

OLINVYK: Distinct From IV Morphine / Hydromorphone

Studied in >1,900

HyCO individuals
D
.-t“‘“\\_/'N S

IV morphine included
as active comparator

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

_I_ Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing information at www SLINVYK com
§ig revena 32




Robust Clinical Development Program

OLINVYK studied in > 1,900 individuals

]
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
§i& revena X A I 33

OLINVYK: IV Opioid Efficacy and Rapid Onset

Hard Tissue 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
T 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
éig revend : s : s o : 2 34




Primary Efficacy Endpoint Achieved in Two Pivotal Studies

OLINVYK achieved IV opioid efficacy

204

80+ P <0.0001
= |
£ 1
1
§ o
]
€
Publishedin 2 4o
TheJournalof | @
Pain Research o
E
=
=
=
o<

o4
Placebo 0.1 0.35

Olicendine

0.5 Morphine
11 mg}

Ph3: Hard Tissue Surgery
Mean baseline pain = 8.7

P = 0.0004

' p<00001
80—

P = 0029

—
60-
40- Published in

Pain Practice

20-

04
Placebo 0.1 0.35 0.5 Morphine

{1 mg)
Ohcendine

Ph3: Soft Tissue Surgery

Mean baseline pain = 7.3

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

O o= R OO N WO

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

A Flacebo (n=79)

- OLINVYK 0.1mg (n=T6)
B OLINVYK 0.35mg (n=79)
a OLINVYK 05mg (n=79)

Study 1 (Orthopedic — Hard Tissue)

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

OLINVYK

Qutcome 01img 035mg 05mg Placebo
% Completed  83% BT7% B4% 60%
% DVC LOE 9% 4% 5% 34%
% Rescue Meds  41% 20% 17% TT%

-

O = W RN D WD

Average NRS Pain Score

Time (hours)
Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at wiww OLINVYK com

%Trevenu

A Placebo (n=81)

& OLINVYK 0.1mg (n=T7)
@ OLINVYK 0.35mg (n=80)
- OLINVYK 0.5mg (n=80)

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<0.02vs. placebo

OLINVYK

Outcome 01img 035mg 05mg Placebo
% Compleled  86% 90% B87% T4%
% DIC LOE 1% 3% 5% 22%
% Rescue Meds  31% 21% 18% 49%

36




Robust Assessment of Respiratory Safety in Phase 3 RCTs

Data included in AMCP dossier used in formulary review

Ph3 R tory Safety Events?
+ Prespecified secondary endpoint: Respiratory Safety Burden (RSB) (c:ompo::r?tjsmufgonasarialcu:ﬂanl

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

+ Full characterization of respiratory safety profile has been made available to

i [ILE ] el 1] MR

HCPs and formulary decision makers LS -
Duratn of event, maan hours (S0) O(NE) 288 (NE} 3N QM) ST2(T44) Seeem

: = " . Pl v miphrd o oue 0 2e0 o188 -

- Data can be found in OLINVYK AMCP dossierand published literature Fanplrminny Solaty SVad RN

Oy idiluriton <%, A (%) 11y EIET] B8 1) 11139 15(18T)

F ol 3 shiiptete [T o008 0990 -5~ -
e [} [] 1Y 1413y 455

P i oesa ] 0 0185 -
Ph3 R“pir&mﬁ" Sa‘laly Burden' s.am“.m?&sw; AR weEn W m‘:. |¢|‘3:,!> WAE  ERT

P vl vn morphine EES e el cugnn -

rd Tissue Soft Tissue =5 = : =5

Soft Tissue

g Dty
iB . of the resparaiory W
E 10 = 1 respration tafety evend, n (%) FT STH NS WErS) IS
) o Dt ratas e morphee 815 [5]] (1] onk =
E X ] 10 P waie v morphne 06003  Qoa? ] LR~
as o as Curation of wweed, maan hourn (300 SN (7S] 59V (191) SMATHES) TOT NN 040508
B 0.0 ] B waiym vy morpieng [-E=] LF) an ome -
ad —= (1] O, - % (% L¥] [T 15 {19 WRoO 04
T %) T4 TE S (198 20.0% Lrs
i N.I1I\|'I'K OUNVYE. OUNVYK  Placebo  Mampbine P B v M (13 am 1] ors -
Wimg BMeg OQimy L] Faaprweory rass B8 bpm_n (%) {13} [] i 1) [Tk ] LT L]
B g v1 morphing 008 [T2] E ] o -
M=TH]  [NaTE)  (N=TH)  (NaTE)  (N=TH Seaston ARESS ) %) ORI BO0S  wY  WEE  gds
Mo statissically signficant Siferences for any of the e T L =
bpm= bhgaths ped minuté MRPES = Maling-Robéts Pharmacdogc Sedation Scale
%Treveno' i} Figure 2-8, Section 2 2, GLINVYK Evidence Dossherfor Formutary Consideation. 2) Figures 3-dand 3-8, Section 3 1, OLINVYK Evidence Dossier for Formufary 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

+ Phase 3 pivotal trials included measurements of nausea
/vomiting rates and rescue antiemetic use

i 8 h
g
55 o -
I
(i —
1if —

i
-

+ Additional exploratory post-hoc analysis was conducted i
using a “complete Gl response” endpoint?

Ph3 Complete Gl Response Rates?

e wn . O ) o
« Full characterization of Gl tolerability has been made T - —
available to HCPs and formulary decision makers Satin iS5
e o . i
- Data can be found in OLINVYK AMCP dossier and cuarere o
: i isry - e (I
published literature
Y = Hard Tissue 7o s SeftTissue
P e AR T e ey i O
WTrevena & v patents una da A€ ofvon
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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

« Fullrange 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

t:ﬁ{{:Trewanc: 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

%Treveno




Robust Set of Peer-Reviewed Publications

Comprehensive overview of OLINVYK development program

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

15 publications - Well-characterized safety and tolerability

Data in complex patients / surgery types

-

Respiratory safety data in elderly / obese

OLINVYK Phase 3 trials & - Respiratory safety profile measured by dosing interruptions
secondary analyses 5 — : : .
+ Clinical utility vs. IV morphine - benefit-risk analysis
9 publications + Reduced risk of N / V - complete Gl response analysis
Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Preserbing Infarmation at waw OLINVYK corn.
%Trevena' 41

Positive Feedback from Formulary Stakeholders?

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

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

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

Key Endpoint IV hydromorphane 41

Pharmacist(n=50) | Physician (n=50)

(vs. IV morphine)

Respiratory Safety a . IV fentanyl 23
Events and G|

Tolerability 72%, 76%, Ofirmey 14
Exparel 13
Other J§ 2
0 20 40 80 80

Mumber of Mentions

Please see Important Safety Information including BOXED WARNING atthe end of presentation, Full Prescribing information at wew OLINVYK com
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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
43
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No Accumulation Despite Repeated Dosing

Multi-Dose tQT Study

Oliceridine Moxifloxacin
%~ 2 of 3mg every 2hrs = 400mg (positive
20 (27Tmg max) cantrol) + No accumulation through 24 hrs

Mean QTcl <10ms at 22 of 24 points

+ No categorical QTc outliers
A =80ms; >500ms absclute

+ Well tolerated, no SAEs*
92% reached max daily dose

N = 68 healthy volunteers

-10 "The effect on QT prolongation at tofal cumulative daily doses =27 mg
has not been studied in a thorough QT study, Total cumulative daily
=18 doses exceeding 27 mg per day may increase the risk for QTc interval

0 2 4 6 8 10 12 14 16 1B 20 22 24

Time (hours) prolongation. Therefore, the cumulative total daily dose of OLINVYK

should not exceed 27 mg.

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

t:ﬁ'fTrevenc:' 1) Kuba K 818, Nal Med 2005 2) Tetxeira LB o181, Sel Rep, 2017, 3 Sanios RAS ot al, PhysiolRe 2013 45

TRV027 COVID-19 Study - Imperial College London
Interim review by DMSC supports transition to REMAP-CAP trial
+ Randomized, double-blind, placebo-controlled proof-of-concept study

*+ N =~60 (30 per arm) COVID-19 patients
- Hospitalized, non-ventilated
- 218 years old

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

+ Review of interim data by DMSC found no safety concerns and supported advancement to more extensive
study with clinical efficacy outcomes

ICL winding down study
(Transition to REMAP-CAP)

Imperial College
London

Primary ICL endpoint:
Reduction of abnormal clotting
associated with COVID-19'

%Trevend WSC = Data Morkonng & Safety Commities; 1) Primary endpoint D-aimer feveis: Aips Acinicaltials govia/showlecordNC To44 196 1 46




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

T ————

IMPORTANT SAFETY
INFORMATION

%Trevena 48




WARNING: ADDICTION, ABUSE, AND MISUSE: LIFE-THREATENING RESPIRATORY
DEPRESSION; NEONATAL OP1OID WITHDRAWAL SYNDROME: and RISKS FROM
CONCOMITANT USE WITH BENZODIAZEPINES OR OTHER CENTRAL NERVOUS

SYSTEM (CNS) DEPRESSANTS

Addiction, Abuee, angd Mizuse

OLINVYK exposes paticnts and other users to the risks of opieid sddiction, abuse, and
misuse, which can bead to overdose and death. Assess each patient's risk before
preseribing OLINVY K, and monitor all patients regularly for the development of
behaviors or conditions.

fe-Th
Serions, life-threatening, or fatal respiratory depression may ocenr with nse of OLINVYE.
Monitor for respiratory depression, especially during initiation of OLINVYK or following a dose
imerease.

™ W

Prolonged use of DLINVYK during pregnancy can resalt in neonatal opiodd withdrawal
syndrome, which may be life-threatening if not recognized and treated, and requires
management according to protocels developed by neonatology experts. [T opioid use is required
far 2 prolenged peried in a pregnant woman, sdvise the patient of the risk of nesnatal opioid
withdravwal syndrome and ensure that appropriate treatment will be available.

Cn-mmilnl uu-uraplnlm with muoﬂlmpinns or -:nrt\s depmunl.l. hﬂunin; alcohaol,
iy result in profound sedation, respiratory depression, coma, and death. Reserve concomitant
preseribing for use in paticats for whom alternative treatment options are inadequates limit
dosages and durations to the minimum required: and follow patients Tor signs and symptoms of
respiratory depression and sedation,

INDICATIONS AND USAGE

OLINVYK i a now chemical entity imdicated in adults for the management of acuse pain severe enough 1o
require an intravenous opioid analgesic and for whom altemnative treatments are inadequate,

A€ Trevena

Limigations of sy

Because of the rigks of addiction, shuse, and misse with oploids, even at recommended doses, reserve OLINVYK
fior use in paticmts for whom altemative trestment options [e.g., non-opioid analgesics or opioid combination
products];

B

Have pot been tolerated, or ar not expected to be wolerated
Have ot provided adequate Igiesin, or are not 1o provide

The camalative total daily dose should not excesd 27 myg, as total daily doses greater than 27 mg may incresse the

sk for Qe inberval prolongation.
CONTRAINDICATIONS
OLINVYEK i3 contramdicated in paticnts wilh:
+ Skgnificar respimtory depression
= Agule Of Seven: b-mmh::l asthma in an mmnmmmtml:m of i the absence of resuscitalive equipament
+ Known or inal chstruction, including parlytic ilews

annh;rpcrscmulm:;- mulmmlmrlr_x amaphylaxis)

WARNINGS AND PRECAUTIONS

OLINVYK contains oliceridine, a Schedule Il conirolled subsiance, that exposes users to the risks of addiction,
abuse, and misuse. Alhough the risk of addiction in any individual is unknown, il can occur in patients
Ippmpnmlypmmbtdm.lhl\'\‘l( Assess risk, coansel, and moniter 21l patients receiving opicids,

Serious, life g i v depression has been reporied with ihe use of opiosds, even when used as
recommended. especially in patients with chronic pulmonary disease, or in elderly. cachectic and debilicsed
patients. The risk is greatest during initiation of OLINVYK therapy, folkwing a dose increase, or when used
with other drugs that depress respirtion, Proper dosing of OLINVYK is essential, especially when convening
paticris from another opboid product w avosd overdose. Managememt of respiratory depression may include
close observation, supportive measunes, and use of opioid antagonists, depending on the patsent’s clindcal
EETTS

Oipinics can cause sleep-related centrad sleep aprea (C3A) and sleep-related
Piypoxemia with risk increasing in a dose-dependent fashion. In patients who present with CSA, consider
decreasing the dose of opioid using best practices for opioad taper.

49

WARNINGS AND PRECAUTIONS

» Prolonged use of opioids during pregnancy can result in withdrawal in the neonate that may be
life-threateming, Observe newboms Ffor signs of neonatal opioid withdrrwal syndrome and manage
aceordingly. Advise pregnam women using OLINVYK for a profosged period of the risk of seonatal
opsoid withdrmws] syndrome and emsare (bt appropriate treatmsent will be available,

» Profownd sedation, respirstory depression, cons, and death may result from the concomitant use of
OLINVYK with benzodiazepines or other CNS depressants (¢.g.. non-benrodiarepine sodatives hypaotics,
anxolytics, tranguilizers, muscle relaxants, general anesibetics, antipsychotics, olher opivids, or alcohel),
Because of these risks, reserve concomitant preseribing of these drugs for use in patients for whom
alicmative reatmem options ane insdequate, presebe the lowest effective dose, and minimize the durstion.

®

OLINVYK was shown to have mild QTe imerval prolongation in thoroagh QT studies where paticnts were
dosed up to 27 mg. Total cumulative daily doses exceeding 27 mg per day were not studied and may
inerease the risk for QT interval prolongatson. Therefore, the canulative wial daily dese of OLINVYEK
should pot exceed 27 mg,

Increased plasma concentrations of OLINVYK may occur in patients with decressed Cytochsome P450
(CWP) 2D function of nosmal nsstabolizers taking moderabe o strong CY P2D6 inhibibors; also in palients
aking 2 moderate or strong CYP3A4 inhibiter, in patients with decreased CYP2DE fanction who ane also
receiving & modemate or strong CYPIA inhibitor, or with discontinuation of a CYP3AS inducer, These
plbenls may requing less lrequent dosing and should be closely mondloned for respiratory depression and
sedation at frequent intervals, Concomitani use of OLINVYK with CYP3A4 inducers or discontimuation of
a maderate or strong CYP3AL inkibitor can lower the expected comcentration, which may decrease
efficacy, and may require supplemenial doses,
Casgs ormm nsufficiency have been repomed with opicid use (usaally greater than one month).

amd may be ific and include nausea, vomiting, anorexia, ftigue, wv-ll:m
dizziness, amd low blood pressure. 1§ confirmed, rea with physiolagse repl: doses of' ids
and wesn patient from the opioid.
OLINVYK may eause severe hypotension, including orthostatic hypetension and syncope in ambulatory
palwenls.

B

As with 21l opicids, OLINVYK may cause spasm of the sphincter of Oddi, and may cause increases in
serum amylase, Monitor patients with biliary tract disease, including acule pancreatitis, for worsening
symplans.

There is increased risk mpaucmsﬂwa’-nhlnymmnmnhhnd pressure has already been compramised
by redusced bood volume or concumment i Eon of certain CNS drugs{e.g.,
phenothazine or pencral ancibetics). Monitor these patients for signs of hypolension._In patients with
circulaiory shoek, avoid the wse of OLINVYK asit may cause vasodilation ihat can further reduce cardise
output and blood pressure.

Avoid the use of DLINVYK in patients with impaired consciousness or coma. OLINVYK should be used
with caution in patients who may be susceptible o the inracranial effects of OO0, retention, sisch as those
with evidence of increased intracranial pressure or brain tumoss, as.a reduction in respimbory drive and the
resultant OOy retention can rurﬂu:rmcm nm-.rmmalpm Muonior such patients for signs ol
sedation and respirasony dep particularly when i g therapy,

As with a1l opicids, OLINVYK may cause spasm of the sphincter of Oddi, and may cause increases in
serum anylase. Monitor paticnts with biliary tract disease, including acule pancreatitis, for worsening
S¥mpLomS.

OLINVYK may increase the frequency of seizares in patienis with seizare disorders and may increase the
risk of scizures in vulnerable paticnts. Monitor paticms with a history of seizure disorders for worsened
stiune comrol,

Do nost abrupaly discontinee OLINVYK ina patiem physically dependent on opiodds. Gradually 1aper the
dosage io avodd a withdrawal syndrome and retum of pain. Avoid the use of mixed agonist antagonist {e.g..
pentazocing, nalbuphine, and butorphanal) or partial agomist (e g.. baprenorphine ) analgesacs in patients
wha are reeciving OLINVYK, as they may reduce the analgesic effeet andior procipitae withdrawal
sy,

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

Although self-adménistration of opioids by patient-controlled analgesia (PCA) may sllow cach patient 1o
individually titrate 8o an socepesble level of analgesin, PCA sdministration has resulied in adverse

= There 12 increased rigk in patbents whose ability 1 maintain blood pressune bas already been conp
bya reduccdbloudmlun'cormmcﬁl&mnmlenor“ﬂlm{wsﬂmmmdrup; leg-.

ines or general hetics). _Monitor these paticnts for signs of hypotension._In patients with
carcubatory shock, avold the use of OLINVYK a8 itmay cause vasodilation that can funber redisce cardiac
output and blood pressure,
Avoid the use of OLINVYK in patients with impaired consciousness or coma, OLINVYK should be used
with canlion in patients who may be susceptible 1o the imracranial effects of OO, retemtion, such as those
with evidence of increased intracranial pressure or bin tumors, &5 3 reduction in respiraary drive and the
resultant OO, retention can furiber increase inracranial pressure. Monitor such palients for signs of
seidation and respiratory depression, particalarly when initiaring therapy.

ADVERSE REACTI

s and eprsodes of respirtory depression. Health care providers and family members monitoring
patients receiving PCA analgesia should be instrucied in ihe need for appropriste monitoring for excessive
sedation, respiratory depression, or other adverse effects of opioid medications.

NS

Adverse reactions are described in greser detail in the Preseribang Information.

ﬂr:mmmmnn (Encidenee >I09i|ad\.me reactions in Phase 3 controlled clindcal irals wene nansea,

vomiting, Ji

headsche, ion, pruritus, and hypoxia,
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Exhibit 99.3

Trevena Announces TRV027 Selected by NIH-Funded ACTIV Initiative For COVID-19 Trial

Vanderbilt University Medical Center (VUMC) is coordinating multiple-arm, multi-site ACTIV-4d study targeting RAAS

TRV027 to be dosed in ~300 COVID-19 patients

CHESTERBROOK, Pa., May 6, 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 announced that TRV027, the Company’s novel AT | receptor selective

agonist, has been selected for an NIH ACTIV (Accelerating COVID-19 Therapeutic Interventions and Vaccines) trial in COVID-19 patients.

“The NIH’s ongoing ACTIV public-private partnership has facilitated the unprecedented development of cutting-edge vaccines and therapeutics to fight the COVID-19
pandemic. I am honored to be joining their mission as they continue to search for new treatments to combat the severe complications caused by the novel coronavirus,” said
Carrie Bourdow, President and Chief Executive Officer of Trevena, Inc. “Vanderbilt University Medical Center has emerged as a leader in COVID-19 research in the U.S., and
1 look forward to supporting their investigation of TRV027 as a potentially meaningful therapy for COVID-19 patients.”

TRV027 combats disruption within the renin-angiotensin-aldosterone system (RAAS) by specifically binding to and rebalancing AT; receptor activation, blocking the
damaging pathway that leads to acute lung damage and abnormal blood clotting, while activating the cellular pathway that selectively targets reparative actions that improve
lung function and promote anti-inflammatory effects. The trial, known as ACTIV-4d RAAS, is a component of the National Heart, Lung, and Blood Institute (NHLBI) of the
NIH’s CONNECTS (Collaborating Network of Networks for Evaluating COVID-19 and Therapeutic Strategies) initiative. The objective of ACTIV-4d RAAS is to evaluate
treatments targeting the RAAS and to determine whether modulation of the RAAS is an effective strategy for preventing progression to critical illness, multiorgan failure, or
mortality in hospitalized COVID-19 patients.

“The development of symptomatic treatments is critical in the fight against the COVID-19 pandemic. TRV027 represents a new approach to targeting the AT; receptor and
reversing organ damage caused by RAAS imbalance, while harnessing the protective therapeutic benefits of this receptor target,” said Sean Collins, M.D., M.Sci., Principal
Investigator of the ACTIV-4d trial, Co-Director of the Vanderbilt Coordinating Center and Professor of Emergency Medicine, Vanderbilt University Medical Center. “I am very
pleased with this opportunity to study TRV027 and to have Trevena’s support as we continue our search for new treatments for COVID-19 patients.”

About ACTIV-4d

This is a multi-site, randomized, placebo-controlled, clinical trial with multiple treatment arms, each enrolling approximately 300 COVID-19 patients > 18 years old. Multiple
trial arms will test investigational agents, including TRV027, that target the RAAS through distinct mechanisms of action. The trial is evaluating the impact of TRV027 on
recovery, supplemental oxygen use, need for mechanical ventilation and mortality.

About the NIH ACTIYV Initiative

On April 17, 2020, the National Institutes of Health (NIH) announced the Accelerating COVID-19 Therapeutic Interventions and Vaccines (ACTIV) public-private partnership
to develop a coordinated research strategy for prioritizing and speeding development of the most promising treatments and vaccines.

Coordinated by the Foundation for the National Institutes of Health (FNIH), ACTIV brings NIH together with its sibling agencies in the Department of Health and Human
Services, including the Biomedical Advanced Research and Development Authority (BARDA), Centers for Disease Control and Prevention (CDC), and the U.S. Food and Drug
Administration (FDA); other government agencies including the Department of Defense (DOD) and Department of Veterans Affairs (VA); The Operation; the European
Medicines Agency (EMA); and representatives from academia, philanthropic organizations, and numerous biopharmaceutical companies.

About TRV027

TRV027 is a novel AT] receptor selective agonist that is currently being investigated by multiple institutions as a potential treatment for acute lung injury contributing to ARDS
and abnormal blood clotting in COVID-19 patients. It has previously been studied in 691 individuals, has a well-characterized pharmacokinetic profile, and has demonstrated
efficacy, potency, and selectivity at the AT | receptor in nonclinical studies. In previous clinical trials, there was a low dropout rate associated with TRV027, and no significant
safety issues were reported. TRV027 is currently being evaluated in the REMAP-CAP COVID-19 ACE2 RAS Modulation Domain, an international, multi-site, randomized,
Phase 2 / 3 adaptive clinical trial in hospitalized COVID-19 patients. In April 2021, the Company filed a non-provisional patent application and PCT application with the United
States Patent and Trademark Office covering the use of TRV027 to treat ARDS and the prevention or treatment of abnormal clotting in COVID-19 patients.

About Trevena

Trevena, Inc. is a biopharmaceutical company focused on the development and commercialization of innovative 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’s novel pipeline is based on Nobel Prize winning research and includes four differentiated
investigational drug candidates: TRV250 for the acute treatment of migraine, TRV734 for maintenance treatment of opioid use disorder, TRV045 for epilepsy and chronic
neuropathic pain, and TRV027 for acute respiratory distress syndrome and abnormal blood clotting in COVID-19 patients.

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 and other statements containing the words “anticipate,” “believe,”
“estimate,” plan,” “predict,” “project,” “suggest,” “target,” “potential,” “will,” “would,” “could,” “should,” “continue,” and similar expressions,

CXpCCt,” “intend,” “may,” I ” < ” < 2 2 ”



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 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 FDA, the timing of FDA’s decision on the oliceridine NDA; 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.

For more information, please contact:
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Managing Director

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

PR & Media Contact:

Sasha Bennett

Director

Clyde Group
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