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Item 7.01 Regulation FD Disclosure

On June 16, 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 99.1.

The information set forth on this Item 7.01 and furnished hereto as Exhibit 99.1 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 9.01 Financial Statements and Exhibits.

(d) Exhibits.

Exhibit

No. Description
99.1 Corporate Presentation Deck dated June 16, 2021

104 The cover page from this Current Report on Form 8-K, formatted in Inline XBRL
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Barry Shin
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Exhibit 99.1

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-lopking statements reflecting
management's current beliefs and expeciations. Forward-looking statements are subject to known and unknown risks. unceriainties, and olher factors that may cause our or our indusiry’s actual
resuils, 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, " “estimate.” “expect,” “intend.” “may.” "might.” “plan,” “olective.” “predict.” “project” "suggest” “targel” "potential,” “will " “would,” “could,” "should,” “continue.” “ongaing.” or
the: negative of INESE temMs oF Simikar expressions. Forward-looking statements contained in this presentation include, but ane not limited to. (i) statements regarding the timing of anticipated
chinical trials tor our product candidates; (if) the timing of receipt of cinical data for our product candidates. (iil) our expectations regarding the potential safety, efficacy, or clinical utility of our
product candidates; (v) ihe size of patient populations targeted by our product candidates and market adoption of our potential drugs by physicians and patients: (v) the timing or likelinood of
requlatary filings and approvals; and (vi) our cash needs.

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, fiming, costs, results and interpretation of our clinical trials or any future inials of any of our Investigational drug candidates; the uncertainties inherent in conducting clinical
trials; expectations for regulatory interactions, submissions and approvals, including cur assessment of the discussions with the FDA or other regulatory agencies about any and all of our
programs; uncerainties related o the commercialization of OLINVYK, available funding; uncertainties refated to our infellectual property, uncertainties retated to the ongeing COVID-19
pandemic, other matters that could affect the availabiity or commercial potential of gur therapeutic candidales, and other factors discussed in ihe Risk Factors set forth in cur 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 we make with the SEC from time totime. In addition, the forward-
Iocking statements included in this presentation represent our views only as of the date hereof. We anticipate that subsequent events and developments may cause our views to change
However, while we may elect to update these forward-ooking statements al some point in the fulure, we specifically disclaim any obligation to do 50, except as may be required by law.

'&fTrevend




Trevena’s Experienced Leadership Team

SENIOR MANAGEMENT

Carrie L. Bourdow President & Chief Exscutive Officer 0 MERCK

Scott Applebaum SVP, Chief Legal & Regulatory Officer <Shire @ Bristol 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 9 MERCK. o )

EN

BOARD OF DIRECTORS

Iégpmg- Moulder, Jr. W TESAROD’ m Marvin H. Johnson, Jr. 3 MERCK
Carrie L. Bourdow W Trevena Jake R. Nunn NEA.

Scott Braunstein, M.D. MARINUS  AISUNG PACIRA Anne M. Phillips, M.D. b oo
Michael R. Dougherty ervAdolor (L centocor Barbara Yanni l-}lm

%Treveno

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, diabetic neuropathic pain, epilepsy, opioid use disorder

pipeline NCEs targeting significant unmet needs

TRV027 for Novel MOA to treat COVID-19 acute lung injury / abnormal clotting
CoViD-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 1sindicated in adults for the management of acute pain sewere enough to require an infravenous opioid analgesic and for whom allernative treatments are inadeqguate
Please see Imporiant Safety Information incleding BOXED WARNING at the end of presentation. Full Prescrbing Information at waw OLINVYE com.
A€ Trevena ' "




Multiple

OLINVYK®

MNew chemical entity
(mu-opioid receptor)
TRVO27

MNovel AT, receptor
selective agonist

TRV2350
G-protein selective a
(delta receptor)

TRVT734

G-protein selective agonist  JLelollaI{s IVET=H4 11107 g6 [ ST

(mu-opioid recepter)

TRV045
Noval S1P
receptor modulator

Expected Catalysts

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

+ Commercial launch ongoing

Acute pain APPROVED (g
* Cleveland Clinic outcomes study

+ PoC study data (ICL)
ARDS / abnormal clotting Collabarations with « NIHACTIV study

COVID-19 NIH ACTIV and REMAP-CAP
{ ) + REMAP-CAP study

SleL[@l Acute migraine o « IND-enabling activities (oral)

Collaboration with

National Institute on Drug Abuse + PoC study recruiting (NIDA)

Diabetic

" Epilepsy collaboration with .
;:;mpathlc Bl National Institutes of Health * INDfiling

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

%Treveno
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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

D

Elderly / obese, multiple comorbidities

ata in complex patients New chemical entity
Distinct from IV morphine

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

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

%Trevenu

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 www OLIFVY K com




OLINVYK: Broad Indication for Acute Pain \ r ‘

Large acute market opportunity

US injectable analgesic k_\'—-

hospital market unit volume? : : .
P 45M patients receive |V opioids

annually to treat acute pain®

I\ opioids . a
M E » Unrivalled analgesic efficacy

Bl Localanesthetics T

45%

IV Opioids

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

OLNVYK 15 indicated in adults for the management
severe encugh to require an intravenous opsoid analgesic and for |
Please see Important Safety Information including BOXED WARNING at the end of p
AE Trevena .

=it A rnmliony drigs. 1) IMS MIDAS Sived st 2017, 1V NSAIDE and Ofifme

OLINVYK Studied in Complex Surgeries & Patients

Broad range of surgeries / medical procedures

Mudical Open-label Complex patients included
Cantihoraci Flases: « 32%3 65 years; 46% BMI 2 30
Bariatric sugery + Co-morbidities: diabetes, obstructive sleep apnea,
COPD, chronic / cancer pain
Emergency
» Concomitant medications: antiemetics, antibiotics
Mewrologic
Urslogic
Flasiic surgery Multiple inpatient and hosp outpatient settings
SR Sony + Hospital recovery + Emergency department
Colorectal sugery + Critical care + Ambulatery surgical centers

Gynecologic

Outhopedic

Low discontinuation for AEs / lack of efficacy

o 50 100 150 200 250 + 2% for adverse events
ublae of patieies « 4% for lack of efficacy

Flease see Important Safety Information including BOXED WARNING at the end of presentation, Full Prescrnbing Information at OLINVYK com

%Trevend i Sy E




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 H H
b 73 86 9% Key cost-drivers associated
Nausea % 52 70 with IV opioids:
Vomiting 10 25 52
Headache 30 26 30 » Vomiting
Dizziness 1 18 25 - Can result in significant health
Constipation 9 14 [ 14 risks and compromise recovery
Hypoxia 3 12 17
Pruritus 6 9 19 * Somnolence
Sedaiion 5 7 pm - Significant palrept safety concern,
- can lead to respiratory depression
Somnolence 4 ] 10
Bagicpain i | ] H _ + 0, saturation < 90%
Hat flush 4 4 | 8 - 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 Preseribing Information at www OLINVYK com
%Treveno 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

Cognitive
Function

Respiratory
Safety

Somnolence, delirium,
and sedation

Complete Gl response
endpoint

Predefined capnography
and oximetry measures

Validated, standardized
assessmentscales

No vomiting and no antiemetic
use through study period

Assessmentvia continuous
respiratory monitoring

%Trevena 10




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

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

+ PCA Dosing: 30 mg vial (single patient use)

A
L

e = - 2 FOR IiTravewous 51 o7
» OLINVYK 1 mg = morphine 5§ mg' ]’%; 4 Jiﬂ."’"ﬂ"" - T
i '-'.-.."-"::g = -.',"";;‘ use onty,
1mg/ 2mg/ 30mg/
1mL 2mlL 30mL
27 mg cumulative daily dose limit
g Y 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 incleding BOXED WARNING at the end of presentation. Full Prescrbing Information at www OLINVYE com.
gﬁ revena : ;

OLINVYK vs IV Morphine Health Economic Models

Models presented at AMCP 2021" and available to formulary committees

Representative Inputs:

Ph3 trials )
. Vomiting
AE rates E===== Somnolence /sedation
=== O, saturation <90% HECEH
== model
h L : 1 >1 Ox
P . . ™ Nis 7 ) Cost savings
Bknausea / vomiting for hospitals®
Cost of AEs o0 ?ou_m“! $28K critical resp event® =" =%e: 1 J P
Publications +7 days hospital stay®
b / I-I Due to improved
p N patient outcomes
-
L B OLINVYK
Drug cost 5 R = IV morphine
& 4




Customer Engagement
Strategy

%Treveno 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 wanw OLINVYK com.
&g. revendad




Hospital Formulary Review Process

[
= o =)k
V

Physiclan Pharmacy Department P&T Committes Pharmacy Department

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

Y Trevena 15

Differentiated Profile For Use in Hosp Outpatient & ASCs

Physiciantrial in outpatient can accelerate inpatient uptake

Gju

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

%Trevena S i ot B e e -




OLINVYK: Significant Opportunity in Acute Pain

~45M Initial core focus (9m)
patients ~15M days of therapy
i i (initial focus)
+ Hospitals / ambulatory surgical centers =
0 « "CORES" patient focus: comorbid, $1.5B+ rna‘rl-tet
g Expanded areas offocus obese, renal, elderly, sleep apnea opportunity*
= (28m)
2
L - Expanded areas of focus (28Mm)
[T} ey
un,' gl + Leverage respiratory and Gl safety vs. IV morphine to expand
(9m) surgical procedures
2032+ ' . . .
COM Patent Cognitive function & additional HECON

Patient & Procedure Risk

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

%Trevena

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’
+ IV 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

%Trevena 1) Kaufman Hall 2020 State of Heafthcare Perfarmance Improverment R




TRVO027

NCE targeting the AT, receptor in COVID-19

%Treveno 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

ARG - 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®

%Trevenq ARDS = Acute Resgivatony Distress Syncvome. 1) Kuba K of a1, Nod Msd, 2005 20 Gibson PG et al Med § Aust 2020 *In patients requiring ventislion. ) KIok FA et of TheombFes, 2020 20




TRV027: New MOA for COVID-19

Mechanism targeted to improve lung function and prevent abnormal clotting

Angiotensin || <* **

AT, receptor

o

OO

ey OOAIN

Lung damage Lung repair
Abnormal blood clots Anti-inflammatory

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

%Trevena 21

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 =30 COVID-18 patients
- Hospitalized, non-ventilated

- 218 years old
+ IV 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

Transition to REMAP-CAP
ICL to publish topline data

=8| Imperial College
Primary ICL endpoint: m : LOndon

Reduction of abnormal clotting
associated with COVID-191

%Treveng 10 = Dt Moraloring & Sadely Commiton; 1) Primairy enc cimier vt s o omcomaE T 6 22




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:
Recovery
Supplemental O, use

Vv

; ot VANDERBILT
Mechanical v_entllatlun Natiorial instiites ey
Mortality of Health MEDICAL
CENTER
*&‘fTreveno SACTIV= Accelerating COVID-19 Therapeutic Iatarvantions a0 Vacci 23

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 + I REMAP-CAP
Dl’gaﬂ failure supporl: inicu :: ::‘ Randamized, Embedded,
(21 days post-randomization) S0 Multifactorial Adaptive Platform
\\.\\"\:::'.' trial fer Community-Acquired
\{.‘,2 .- Pneumonia

Additional cutcomes: ICU/ hospital length of stay,
ventilator-free days, organ failure-free days

‘&‘FTrevenu « Incltdes potienis somiedt 24




Multiple Expected Catalysts

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

TRV250
G-protein selective agonist JRGTENCNT 11 TR C « IND-enabling activities (oral)
(delta receptor)
TRVT34

3 " " Lok " L Collaboration with & it
G-protein selective agonist  JLelollaI{s IVET=H4 11107 g6 [ ST National Institute on Drug Abuse PoC study recruiting (NIDA)
(mu-opioid recepter)
Lt Dl Epil llaboration with

o pilepsy collaboration " .
Novel S1P ne_uropathic oral Natioral Instibiies of Health IND filing
receptor modulator pain
Please see Importamt Safety Information mcluding BOXED WARNING at the end of presentation. Full Prescnbang Information at wiww. OLINVY K com
VETOVENT o o e e e o AT s ety COLA T o 25

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 respondto/
cannot tolerate the market-leading triptan drug class
650M migraines 1.2M ER visits

treated each year due to migraines . Apprcx. 50% of migraineurs also suffer from af'IXietyz

Y Trevena e A A M dscit e 1 B L R P 2




TRV250: Well-Tolerated in Ph1 Healthy Volunteer PK Study

Subcutaneous doses up to 30 mg studied; no SAEs observed

Single dose pharmacokinetics Well tolerated, with no SAEs across broad
of TRV250 given by SC injection range of doses

5 0 + Predictable PK: dose-proportional between
g 0.1 mg to 30 mg SC
_.2- 10
% 1 + Half-life consistent across all doses
: ool : ; ,2 - P Py * No EEG findings observed in any subject
Time Paint
< TRVI001 g - TR0 - TRVEERS < TRV B IND-enabling activities initiated
Treatment === TAVZSI D3 mg == TRVIS0Amg == TRVZSD 138 my

for new oral dose form

== TRVZS0 0.8 mg “— TRVISOSmg === TRVZS) Zmg

%Treveno' SC = subcutaneous FossierMJ et al . CNS Drugs, Aug 2020,34(8) £53-861

TRV734: Maintenance Therapy for Opioid Use Disorder
Selective agonism at p receptor: Potential for improved tolerability

Ongoing collaboration with National Institute
on Drug Abuse (NIDA)

+  Nonclinical evidence of improved tolerability with TRV734

+  NIDA study demonstrated reduced drug-seeking behavior in

>2 _5 M animal model of relapse?

peopie in + NIDA-funded proof-of-concept patient study initiated

U.S. suffer from - Randomized, double-blind, placebo- and positive-controlled study
S ; 1
ODIOId use disorder - = ~50 opioid-dependent patients undergoing stable methadone

maintenance therapy

Primary endpoint: suppression of withdrawal symptems as
measured by the Subjective Opicid Withdrawal Scale

- Secondary outcomes: assessments of safety, tolerability, and
neurocognitive changes

WTFGVGHO 11 Centerfor Behavioral Health STatistics and Quaiify. 20 NI dala o fife. 28




TRV045: Selective S1PR With No Lymphopenia

Uniquely 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 BBE,

+ 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®

A€ Trevena Gol . European Jourmalof PharmceutcalScences, 2017 d)Leostal, CNSS Newrological Dsorgsrs- D Targets, 2017 29

TRV045: Novel MOA for Diabetic Neuropathic Pain
5M+ people (US) suffer from DNP, with limited therapeutic options® .

100 .
: 80 *
» DNP affects ~25% of people w/ diabetes? 2 3 -
L=
Approved agents inadequate for ~50% of patients®4 %% 4 IE—
- ~dx direct costs for DNP patients (vs diabetes alone)® 28 i bl ep
£ L
0
» In animals, TRV045 reversed neuropathic pain without immune- dlincizl il
suppressing activity®
Avoids Lymphopenia
- % L Vehicie
+ Non-opioid MOA with broad potential for CNS indications g s e
B
- IND filing for DNP in Q3 2021 g L
= 13 eductio
- Epilepsy evaluation (NIH) ongoing ;!é g 5 s el
it {vs. above)
SN
0
Fingalimod TRVI4S

003 mp'kapa 3T makgsc

lreveno tmmuwmmrmmmmn s s e S ST NYATSD IR TN E 0




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, opioid use disorder
pipeline MCEs targeting significant unmet needs

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

OLIMVYE s indicated in adults for the management of acute pain severe enough to require an infravenows opiod analgessc and for whom alternatiee treatments are inadequate
Please see Important Safety Information incleding BOXED WARNING at the end of presentation. Full Prescribing Information al www OLINVYK com.
%Treveno
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APPENDIX
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OLINVYK: Distinct From IV Morphine / Hydromorphone

Studied in >1,900

H,CO individuals

..t“‘\/ S

IV morphine included
as active comparator

—CHy

. B NCE with
S _{% Voo 2032+ COM patent!
H™ i o

_I_ Please see Important Safety Information includng BOXED WARNING at the end of presentation. Full Preserbing information at www OLINVYK com
§i& revend 13

Robust Clinical Development Program

OLINVYK studied in > 1,900 individuals

T I

* 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 OLINVYK com
éig revendad 34




OLINVYK: 1V Opioid Efficacy and Rapid Onset

« Efficacy achieved in hard tissue
& soft tissue models

Hard Tissue Soft Tissue
(SPID-48) (SPID-24)

Superior pain relief vs. Superior pain relief vs. . Rap|d onset: perceptib|e pain
lacebo (p<0.01] lacebo (p<0.02) . S . .
g p B P relief within 1-3 minutes (median

onset of action)
o « OLINVYK efficacy data in peer-

Bpid.cnidl reviewed journals
(Median 1-3 min) The Journal of Pain Research’ and
& ~3 hour duration Pain Practice?

*Sﬁ:T Please see Important Safety Information including BOXED WARNING at the end of presentation. Full Prescribing Information at www OLINVY K com
revena : : 7

Primary Efficacy Endpoint Achieved in Two Pivotal Studies

OLINVYK achieved IV opioid efficacy P=0.0004
' p<onooot
80+ P < 0.0001 B0
3 ' P=0029
g 1
@ b
B 901 60-
3
€
Publishedin 2 40 40 Publishedin

TheJournalof | g Pain Practice

Pain Research =
=
> 204 20
-]
=
<

04 04
Placebo 0.1 035 0.5 Morphine Placebe 0.1 0.35 0.5 Meorphine
OLINVYK B OLINVYK e
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 information at www OLINVYEK com

N Travend ™ " imtre s Toanner 1018 2557553 rusmatiorsia 11 Sogans Fract 201519115731, PublSheu 2019.un 04 000 15 piacab(nadksid 36




OLINVYK: IV Opioid Efficacy in 2 Phase 3 RCTs

Study 1 (Orthopedic = Hard Tissue)

10
: : s‘fﬁ?\?}!ﬂ;:ﬂg (n=76) 3 PCAregimens studied (0.1, 0.35, 0.5 mg) vs. placebo;
7 W OLINVYK 0.35mg (n=79) all doses P=0.01vs. pJBCEbG
e . & OLINVYK 0.5mg (n=79)
9 5
w 4 Outcome 0Aimg 035mg 05mg Placebo
3
£ 5 % Completed  83%  87%  84%  60%
nﬂ_‘ 1 % D/ICLOE 9% 4% 5% 34%
]
g 0 4 B 1216 20 24 28 32 36 40 44 48 % Rescue Meds 41% 20% 17% T
=
@ 10
=) 9 & Placebo (1=81) Study 2 (Plastic Surgery — Soft Tissue)
il 8 e OLINVYK 0.1mg (v=77) . )
@ 7 @ OLINVYK 0.35mg (n=80) 3 PCAregimens studied (0.1, 0.35, 0.5 mg) vs. placebo;
E : - OLINVYK 0.5mg (n=80) 0.35/ 0.5 mg doses P<0.02vs. placebo
4
: Outcome 0Amg 035mg 05mg Placebo
1 % Completed  86% 90% 87% T4%
04 T v r - v |
M B H 2 18 20 24 % DVC LOE 11% 3% 5% 22%
. % Rescue Meds 3% 21% 18% 49%
Time (hours)

%Trevena Please see important Safiety Information including BOXED WARNING at the end of presentation. Full Prescribing information at waww QUINVY I com a7
Robust Assessment of Respiratory Safety in Phase 3 RCTs
Data included in AMCP dossier used in formulary review

Ph3 Respiratory Safety Events?
+ Prespecified secondary endpoint: Respiratory Safety Burden (RSB) (Compenents ufmcﬁsst:alculaﬂanl
- Calculated based on incidence and cumulative duration of respiratory
safety events
+ Full characterization of respiratory safety profile has been made available to
15 TR 118 14 (14
HCPs and formulary decision makers oo goa 00 b -
Coaraiion of everd meanhours (50) O(NE) 288 (NE) JINQM) ST2(TH) ST
. . ) . Pt v3 morphes OWZ  0.MO 0.260 oa% -
- Data can be found in OLINVYK AMCP dossierand published literature ::;-:-Jﬁ;:rm sam  EeN s H0en
ﬁ-:;::;--:&w A %) o a?‘l“ slﬁ. Iﬁ-ji!-: 4|;:I|
Ph3 Respiratory Safety Burden' B e v T A R TS B
B algp v morphene -7+ -1 -] el -T1 0] =
Hard Tissue Soft Tissue ont S ' = .
g i Rnlatio ik redactien 6%
4] E1 Reaative rink rechaction TI%
i :
53 1.5 10 :E:';r: nadety evand (%) 5{_5: uﬂ:: ”\’.:::: 5 l!ﬁl.“i!.-
g 1.0 0.8 P-pnI.n:‘:l'p;-m.T' oooes  apee? o 0
= (1] ank ¥ ] D\-;Mﬂ‘m maan howrs {501 GI:;?- '_\-s:‘n;‘in elg-’l‘w :u;;‘n- eﬂl_‘mo.
ol 4= caned h—'.::l-"'"‘—-ﬂ'ﬂ : i ¢ &
i OLINVIK DLBVI OUIMVIK Paceba  Morphine OUWVIK CUMWK OUNWK  Placeba  Marphine T i R i —-
Bimg Blmg Gdmg iny Bimg 0¥e;  OSeg 1mg Fspawiory rase 58 bgm.n (% 113} 0 FY L T BT )]
MeTH)  NeTH)  (NeTH (HeTH)  NeTH T (NeTH) RS (NeER  (NeED) Rt L ORI SO0 GG s HAsE
Mo a4ty Higr Micant Serenced for By cf the groupt vi Pebavinorie LE LL L1 N =
bpm = breaths per minule; MRPES = Moline-Roberts Pharmacdogc Sedation Scale
%Trevena 1} Figure 2-8. Section 2.2, GLINVYK Evidence Dossierfor F and 3-8, Sect J WK EVIOBNce DOSSIerior FOVTmUTany Consioeradion 38




Robust Assessment of Gl Tolerability in Phase 3 RCTs

Data included in AMCP dossier used in formulary review Ph3 Rescue Antiemetic Use!

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

] ;—.a—.-’-..-.—r.
a1 M
;_
'li_l
;——u.—-——n.
I
]
l{_l

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

R
- e | -

+ Fullcharacterization of Gl tolerability has been made e L R ] -
available to HCPs and formulary decision makers Sakir =
) el wnrs [
- Data can be found in OLINVYK AMCP dossier and e o gtin 3
published literature = i —
= w  HardTissue Tn e SoftTissue

L = o . L3 = . "
Fatmrts by Caverinte 5 ey %0 ----q---w‘u-at-v—\

%Trevena
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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

%Trevena 40




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

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 N
- IV 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 " N : : .
Clinical utility vs. IV morphine - benefit-risk analysis

9 publications + 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 Infarmation at waw. OLINVYK com.
&g. revendad 2 S 2 o




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 IV morphine 66

Key Endpoint

: 5 e - IV hydromorphone 41
(vs. IV morphine) Pharmacist (n=50) Physician (n=50)

Respiratory Safety a . IV fentanyl 23
Events and Gl

Tolerability 72% 6% Ofirmev 14
Exparel 13
Other § 2
a 20 40 60 80

Mumber of Mentions

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

%Treveno 1) Qualitative Pricing research, Charies River Assoclales g / \Ix afory satety events and Gl folerabiity clinically meaningy 43

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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No Accumulation Despite Repeated Dosing

Multi-Dose tQT Study

Oliceridine Moxifloxacin
=%~ 2 or 3mg every Zhrs =& 400mg (positve
20 (2Trng max) control} » No accumulation through 24 hrs

Mean QTcl <10ms at 22 of 24 points

« MNo categorical QTc outliers
A =B0ms; >500ms absolute

+ 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
15 doses exceeding 27 mg per day may increase the risk for QTc interval

0 2 4 6 8 10 12 14 16 18 20 22 24

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

should not exceed 27 mg.

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

'&fTreveno'
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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)?

+ Decreasein ACE2 elevates angiotensin Il levels
- Angiotensin Il activates AT, receptor

- No breakdown of angiotensin Il into Ang(1-7)

o Mormally, Ang(1-7) acts as a B-arrestin-biased
ligand atthe AT, receptor?

o Protective therapeutic benefits in the lungs®

'&fTreveno' 1) KuboK o2, Not Moo, 2005 2) Tebxsira LB o7l Sei e, 077, 3) Santos AAS o¢ 8, Physiol Ry, 2018 48




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 structuresinvolved 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

*&‘fTreveno s T S ot it e T o ' i

IMPORTANT SAFETY
INFORMATION

ﬁfTrevenu 48




DEPRESSION; NEONATAL OPIOID WITHDEAWAL SYNDROME; and RISES FROM
CONCOMITANT USE WITH BENZODIAZEPINES OR OTHER CENTRAL NERVOUS
SYSTEM (CNS) DEPRESSANTS

Addiction, Abuse, and Misuse

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

Life-Threat R ressdon

Serlons, Hfe-threatening. or faral respiratory depression may ocour with nse of OLINVYE.
Monitor for respiratory depression, especially during initiation of OLINVYE or following a dose
increase.

Neonatal Opioid Withdrawal Syndrome

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

m Concamitant Use Wit her
Concomitant use of opiocids with hnudit:epinuwnlhwﬁsapﬂmummdldmaw
may result in profound sedation, respiratory depression, coma, and death. Redeve concomitant
preseribing for use in patients for whom altermative ireament options are inadequare; limir
dozages and durations to the minimum required: and follow patients for 2igns and symproms of
respiratory depression and sedation.

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING RESPIRATORY

INDICATIONS AND USAGE

OLINVYR i a new chesscal entity indscated o adults for the mansgement of acute pain severe enoughte
require an intravenous opicid analgesic znd for whom altemative treatments are madequate.

t:ﬂthr»evenc:

Lumitations of Uze

Because of the msks of sddiction, sbuse, and masuse with oposds, even ot recommended dodes, reserve OLDVVYE
for usein patients for whom alternative treatment options [2 2, non-opioid analpesics ar opioid combination
products]

B

Have notbeen telerated, of are not expected 10 be tolerated
Have not provaded adequate malgesia, or are not expected to provide adequate malgesia.

The cumulative total daily dose shouldnot exceed 27 mg, astotal dady doses greater than 27 mg may mcrease the
nsk for QTc mterval prolongation.

CONTRAINDICATIONS

OLINVYE is contrameicated i patients with:

Significant respiratory depression

Acuteor severs bronchel “MI‘! MWM ltﬂ:m!ﬁ'ﬂ the abgence of u:um\nmm
Knewn or suspesied i ing paralytic deus

Knewn hypersensitivity to obcendine (e, anaphylans)

WARNINGS AND PRECAUTIONS

OLNVYE contains obceridme, a Schedule I controlled substance, that exposes users to thensks of addsction,
abase, and misuse. Althoughthe misk of addsstion in any indrvidhal i3 unknown, it cn socus m patents
appropriately prescribed OLINVYE. Assessnisk, counsel 2nd monitor 20l patientsreceiving opioids.

Senous, ke I TEp ¥ dep haas been reported with the use of opiosds, sven when usedas
secemmended, especially in patienits with cheenic pulmonary Esease, orin eldesly, cachectis and debilitated
patients. The risk is greatest during inftiation of OLINVYE therapy, following a dosemncrease, or when used
aith other dnags that depress respimation. Proper dosing of OLINVYE 15 essential especially when converting
patients from another opicdd produst o aveid overdose, Managesent of respiratory depressionmay include
close cbservation, supportive measures, and use of opioid antagomists, depending onthe patient's cinical
status.

Opicids can cause sheep-related breathing disorders mchadng central sleep apnea (C5A) and sleep-related
hypozemia with ask mereasing in a dose-dependent faskson. In patients who present with CEA, consader
decreasing the dose of oproid using best practsces for epioid taper.

49

WARNINGS AND PRECAUTIONS

+ Prolonged use of opicids during pregnancy can result in withdrawad & the necnate thatsay be
Efe-threatening. Observe newboms for signs of neonatal oproid withdrzwal syndrome and manage
sccordmngly. Advise pregoant women usmg OLDNVYE for a prolengedpeniod of the risk of meonatal
opioid withdrawal syndrome znd ensure that appropriate treatment will be available,

+ Profound sedation, respiratory depression, coma, and deathmay result from the concomitant use of
OLINVYE with b of other CN5 dep 18 (&2, non-benzodiazepme sedatives hypnotics,
ansolytecs, tranquilizers, muscle selaxants, general anesthetics, antspsvchotics, other opsoids, or alcohal),
Because of these risks, reserve concomitant prescribing. of these dnags for usein patients for whom
altemative teestment options are madequate, preserbe thelowest effective dose, and senimize the dusation.

OLINVYE was shown to have sld OTe imterval prolongationm therough QT snadies where patients were
dosedupio 27 mz. Total cumulative daily doses excesding 27 mg per day were not studied and may
merease the nsk for QTe mterval prolongstion Therefore, the cumulative total daly doseof OLINVYE
shouddnot exceed 27 =g
Increased. phm concentrations of OLTNVYE, mayv occur in patients with decreased Cvtochrome P250
(CYF) ID§ function or normal metabolizers talong moderate or strong CYPIDS mhibators; alson patients
taking amodente of strong CYP3A4 mbibstorn, in patsents with decressed CYPIDS function who are also
receiving a moderate or strong CYP3AS inhibitor, or with discontinuation of 2 CYP3A4 inducer. These
patients may requane less frequent dosing and should be closely d fior resp % depr amd
sedation at frequent intercals. Concosmtant wse of OLDVVYK with CYP3AS mnducers or discontirmuation of
amoderate or strong CYPIAL inhibitor can lower the expected concentration, which may decrease
efficacy, and may require supplemental doses.
Cases of adrenal msufficiency have beenrepomed with opicid use {usually greates than ene menth)
Presentationand symptoms may be nonspecific and include nausea, vomiting, ancrexia, fatigue, wealmess,
dizsmess, amdlow blood pressure. If confirmed, treat with physsolopcreplacement doses of coreostenaids
and wezn patient from the opioid.
+ OLINVYE may cause severe hypotension, inchading orthostatic hypotension and syncope in smbulatory
patients,
= There i2 ncreasednik n patients iiwl!abi‘t} l.umnm blood pressure has already been compromased
by a reduced blood volums of ion of certain NS depressant dnzgs (o8,
savines of general anesthetics). Aonitor these patients for signs of nypotension. Inpatients with
carculatory shock, aveidthe use of OLINVYE a8 may cause vasodilation that can further redhece cardiae
output and blood pressuse,
Avesdihe useof OLINVYEK. = patients with impaed conscicusness orcema. OLINVYE should be used
arth caution m patients who may be susceptible to the intracramial effects of CO2 retention, suchas those
with evidenct of mereased mtracmedsl pressure o b-mn rumors, a5 areductioninges pirstony drive and the
resultant OO0y retention can further increase P Mlomitor i for signs of
sedation and respiratory depression, paticulaly when mitistng thesapy.

"

Aswith o episids, OLINVYE, may cause spasm of the sphincter of 04, and may causeincrensesin
seram zmylase. Monitor patrents with biliary tract disease, inclheding acute pancreatitis, for worsening
symptoms.

There is increased risk i patients whose ababity to maintain blood pressure has already been compromised
bz reduced blood voheme or concurrent administration of certain CNS depressant dngsie s,
phenothnazines or general anesthetics) Momtor these patients for signs of hypotension,_In patients aith
careulatory sheck avoid theuse of OLDNVYE. as# may cause vasedilation that can further reduce cardiae
outpat and blood pressure.

Aveidthe use of OLINVYE in patientswith impaired consciowsness orcoma. OLINVYE should be used
with cxution in patients who sy be susceptible 1o the intracransal effects of CO: retention, such as those
with evidence of increased intracranial pressuse or brasn tumors, 25 areductoninrespiratory deve andthe
resultant OO; retention can further increase miracranal pressure. Monitor suchpatients for signs of
sedation and eespamtory depression, panicularly when mitistng thempy.

Aswith o8l opicids, OQLINWVYE may cause spasm of the sphincter of Oddi, and =ay causeincreasesin
seram zmylase. Monitor patvents with biliary tract disease, incheding acute pancreatitis, for worsening
symptoms.

OLIVYK may merease the frequensy of seiruzes in patients with seiruse disceders and may merease the
nisk of seinares i vulnerable patients. Monitorpatients with 2 history of seirure disosders for worsened
senare control

« Do notabruptly discontmae CLIVVYE 1 a patent physscally dependent on opioids. Gradually taper the

dosage to avoid 2 withdwal syndrome and retusn of pasn. Avoid theuse of mived agensst'antagorist(e.g.
pentazacme, nalbuphine, and butorphanol) or partial agonist(e.g . buprenorphine) analgesics m patients
who are ceceiving OLINVYE, asthey may reduce the analgess: effect and 'or precepitate withdsawsl
sympioms.

OLINVYK may impair themental or physscal 2bilities neededio perform potentially hazardous activities
suchas daving 2 car or operating machineny.

Although sei-adsmistration of epieids by patient-contreled analgesia (FCA) may allow each patient 1o
individually Gtrate to 2n acceptable level of analgesia, PCA administration has resulted in adverse
outcomes and epusodes of resparatony’ depression. Health care providens andfamaly member: monstonng
patients receiving PCA analgesia should be instructedin the need for spproprizte menstenng for excessive
sedation, respiratory depression, or other adverse effects of opioid medscations.

ADVERSE REACTIONS

Adversereactions are described in greater detad in the Presenbing Information.

‘The moat common (madence 210%) adversereactions m Phase 3 comtrolled chmical trals were nausea,

vomiting, diziness, headache, constipation, prusitus, and hypoxa
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