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Item 7.01 Regulation FD Disclosure

On June 2, 2020, 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.

Cautionary Note on Forward Looking Statements

Any statements in Item 7.01 of this Current Report on Form 8-K, including within Exhibit 99.2 heretoabout 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,” “expect,” “intend,” “may,” “plan,” “predict,” “project,” “suggest,” “target,” “potential,” “will,” “would,”
“could,” “should,” “continue,” and 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 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 Current Report on Form 8-K, including Exhibit 99.2 hereto, 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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Item 8.01 Other Events.

On June 2, 2020, the Company issued a press release announcing that it has entered into a collaboration with Imperial College London to evaluate the potential of TRV027, a
novel AT; receptor selective agonist, to treat acute lung injury contributing to acute respiratory distress syndrome (ARDS) in COVID-19 patients. A copy of the press release is

furnished herewith as Exhibit 99.1 to this Current Report on Form 8-K and is incorporated herein by reference.




Item 9.01 Financial Statements and Exhibits.
(d) Exhibits.

Exhibit No. Description
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Press Release dated June 2, 2020
Updated Corporate Presentation Deck dated June 2, 2020
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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: June 2, 2020 By: /s/ Barry Shin

Barry Shin
Senior Vice President & Chief Financial Officer




EXHIBIT 99.1

Trevena Announces Collaboration with Imperial College London to Evaluate TRV027 in
COVID-19 Patients

TRV 027 is a novel AT receptor selective agonist with the potential to treat acute lung injury and ARDS

Robust clinical development history with well-characterized PK and demonstrated safety in ~700 individuals

CHESTERBROOK, Pa., June 2, 2020 (GLOBE NEWSWIRE) --Trevena, Inc. (Nasdaq: TRVN), a biopharmaceutical company focused on the development and
commercialization of novel medicines for patients with central nervous system (CNS) disorders, today announced it has entered into a collaboration with Imperial College
London to evaluate the potential of TRV027, a novel AT receptor selective agonist, to treat acute lung injury contributing to acute respiratory distress syndrome (ARDS) in
COVID-19 patients. ARDS is a major complication leading to mortality associated with COVID-19. Imperial College London will be sponsoring and funding this study, with
additional support through the British Heart Foundation Centre for Research Excellence Award.

“It is a great privilege to be working with Imperial College London, a global thought leader in this pandemic, as we join the urgent fight to deliver treatments to healthcare
providers and COVID-19 patients in dire need,” said Carrie Bourdow, President and Chief Executive Officer of Trevena, Inc. “TRV027 may offer a new and innovative
approach to treating acute lung injury, which poses a grave threat to patients’ lives.”

“We are very pleased to be partnering with Trevena in our endeavor to combat the global threat posed by this pandemic,” said David Owen, M.D., Ph.D., Faculty of Medicine,
Imperial College London and Head of Clinical Studies, Imperial Clinical Research Facility. “I am excited for this opportunity to study the potential utility of TRV027 in treating
COVID-19 patients.”

In a COVID-19 infection, the SARS-coronavirus-2 binds to and removes the ACE2 protein in the lungs, causing elevated levels of angiotensin II. This drives overactivation of
the ATy receptor, which results in downstream acute lung injury. This often develops into ARDS, which can ultimately lead to mortality. TRV027 potentially counteracts the

disproportionate levels of angiotensin II, by competitively binding to and rebalancing AT receptor activation. Additionally, its unique mechanism of action preferentially
engages the signaling pathway to promote reparative effects on lung tissue.

TRV027 is an investigational new drug that has previously been studied in 691 individuals. It has demonstrated efficacy, potency, and selectivity at the AT receptor in
nonclinical studies and has a well-characterized pharmacokinetic profile. In previous clinical trials, there was a low dropout rate associated with TRV027, and no significant
safety issues were reported. In April 2020, the Company filed a provisional patent application with the United States Patent and Trademark Office covering the use of TRV027
to treat ARDS in COVID-19 patients.




About the Imperial College London COVID-19 Study
This will be a randomized, double-blind, placebo-controlled Phase 1b proof-of-concept study in approximately 60 hospitalized, non-ventilated patients aged 65 or older with a
confirmed or suspected COVID-19 infection. The study will determine whether TRV027, a novel AT receptor selective agonist, modulates pathways that contribute to

COVID-19 pathology. The primary endpoint is a coagulation cascade biomarker, which serves as a surrogate for measuring the effect of TRV027 on adverse health outcomes
associated with increased mortality in COVID-19 infections. Imperial College London will be sponsoring and funding this study, with additional support through the British
Heart Foundation Centre for Research Excellence Award.

About TRV027
TRV027 is a novel AT] receptor selective agonist. It is an investigational new drug that was studied through a Phase 2b trial for acute heart failure. TRV027 is currently being

investigated as a potential treatment for acute lung injury contributing to ARDS in COVID-19 patients. TRV027 may counteract overactivation of the AT receptor caused by

SARS-coronavirus-2, while simultaneously promoting reparative effects on lung tissue. The use of TRV027 in COVID-19 patients has been proposed by Nobel Laureate
Robert J. Lefkowitz, M.D., and Howard A. Rockman, M.D., both Professors of Medicine at Duke University and scientific co-founders of the Company, along with two of their
colleagues, Laura M. Wingler, Ph.D., Duke University and Aashish Manglik, M.D., Ph.D., University of California San Francisco.

About Trevena

Trevena, Inc. is a biopharmaceutical company focused on the development and commercialization of novel medicines for patients with CNS disorders. The Company has five
novel and differentiated investigational drug candidates, including I'V oliceridine, for the management of moderate to severe acute pain in hospitals, TRV250 for the acute
treatment of migraine, TRV734 for maintenance treatment of opioid use disorder, and TRV027 for acute lung injury in COVID-19 patients. The Company has also identified
TRV045, a novel S1P receptor modulator that may offer a new, non-opioid approach to treating a variety of CNS disorders.

Forward-Looking Statements

Any statements in this press release about future expectations, plans and prospects for the Company, including statements about the Company’s strategy, future operations,
clinical development and trials of its therapeutic candidates, plans for potential future product candidates and other statements containing the words “anticipate,” “believe,”
“estimate,” “expect,” “intend,” “may,” “plan,” “predict,” “project,” “suggest,” “target,” “potential,” “will,” “would,” “could,” “should,” “continue,” and 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 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.
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For more information, please contact:

Investor Contact:

Dan Ferry

Managing Director

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

Company Contact:

Bob Yoder

SVP and Chief Business Officer
Trevena, Inc.

(610) 354-8840




EXHIBIT 99.2




Forward-Looking Statements

Ta the extent that statements cantained In this presentation are not descriptions of historical facts regarding Trevena, Inc. (the "Company” ar “we'}), they are forward-looking statemants
reflecling management's current beliels and expectations, Farward-locking slalements are subject ta known and unknawn risks, uncertainlies, and other faclors thal may cause our or
aur industry's actual results, lavels of activity, performancs, or achiesaments 1o be materially different from thosa anticipated by such statemants. You can idantify forward-looking
staternants by terminalogy such as “may,” “will,” “should,” “expects,” *plans,” “anticipaies.” believes.” "estimates,” “pradicts,” “potential,” “intends,” or “continue,” or the negative of these
terms or other comparable terminalegy, Forward-looking statements contained in this presentation include, but are nat limited 1o, (i) statements regarding the timing of anticipated clinical
trials for cur product candidates; (i) the Sming of recelpt of clinical data for our product candidates; (1) our expectations regarding the potential safety, efficacy, or clinical utiity of our
product candidates: (iv) the size of patienl populations targeled by our product candidales and market adoplion of cur potential drugs by physicians and patients; (v) the timing or
likelthood of regulatory filings and approvals; and (vi) our cash needs.

Various factors may cause differences betwean our expeciations and aciual resulls, including: unexpected safely or efficacy data, unexpactad side effects observed during praclinical
studies or in clinical trizls; lower than expectad enrollmeant rates in clinical rials; changes in expected or existing competition; uncertainties regarding the regulatory submission and
approval process; changes in the regulatory environment far our drug candidates; changes in our nead for fulure capital; unexpected manufacturing or ather supply disnuptions; the
inabilily e pretect cur intellectual propery; and the risk that we become a parly to unexpected litigation ar other disputes. You should read aur filings with the Secunlies and Exchange
Cammission, including the Risk Faclars sed forlh in aur Annual Reporl on Form 10-K and our Quarterly Reports on Form 1040 filed wilh the Securities and Exchange Commission and
ather filings the Company makes with the Securilies and Exchangs Commission from time to time, compledely and with the understanding that our scteal future results may ba materially
different from what we expect. Excapt as required by law, wa assume no obligation to update thesa forward-looking statements publicly, or to update the reasons why acteal results
could differ materially from those anficipatad in the farward-locking statemeants, even if new information becomes available in the future,
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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

President & Chief Executive Officer

SVP, Chief Legal & Compliance Officer

SVF. Chief Medical Officer
SWP, Chief Financial Officer

SVWP, Chief Business Officer
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Leon O. Moulder, Jr.
Cherirrman

Carrie L. Bourdow
Scott Braunstein, M.D.
Michael R. Dougherty

Maxine Gowen, Ph.D.
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Trevena: Innovative CNS Company

Lead asset
IV Oliceridine

Large market,
targeted launch

Novel CNS
pipeline

Solid financial position

NETrevena o s

New MOA designed to improve intravenous (IV) moderate-to-severe acute pain management

PDUFA date: August 7, 2020

45M+ US hospital patients; 9M at higher risk for AEs (initial focus)
$1-1.5B market opportunity for higher-risk patient segment

New mechanisms for acute migraine, opioid use disorder, epilepsy, pain

NCEs targeting significant unmet needs

Novel MOA to treat COVID-19 acute lung injury
POC study sponsored by Imperial College London

$28.1M in cash as of 3/31/2020
Funds operations into Q1 2021

tiany Dvuig Usar Fee Acl; NCE = New




Multiple Expected Catalysts

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

OLICERIDINE
[l EIEEVGTEIERGLIE  Moderate-to-severe acute pain Aug 7, 2020: PDUFA date

(mu-opioid receptor)

TRV250
G protein-selective agonist  [EXTTERT T e TR I En et FoC study data
(delta receptor)

TRV734
‘ : 4 - . Collaboratis ith
G protein-selective agonist [elERELE: ELIGLY oral A e s PaC study data (NIDA)

[mu-opioid receptor)

hidebes CNS Callaboration with
&t Wit
Novel S1P SEB 1i2tional Institutes of Health AH 20: IND filing

disorders
receptor modulator

TRV027
Mawvel AT,
receptor agonist

‘g'lfTreveno g

Acute lung injury / ARDS Collaboration with . .
(COVID-19) L Imperial Collage Landon Mid 20: PoC study start {ICL)




" -
T b
US injectable analgesic

hospital market unit volume?! Conventional IV opioids
e.g. IV morphine, IV hydromorphone

> -

IV Opigids [Bl Local anesthetics *+ Unrivalled analgesic efficacy {

IV Oliceridine Value Proposition

IV opioids are necessary for effective acute pain management

B v opioics Primary advantages
45% e d

[El v NSAIDS f acetaminophen Primary disadvantages? —

+ Respiratory depression
+ Nausea, vomiting, ileus

mifammatary dnags
IV NSAIDE and CirevE 2] HMeakgin hosailal phyEisian aaied resednci )

A€ Trevena ) I A e




Designed to Improve on Conventional IV Opioids

M-opioid

IV oliceridine |
7 receptor

Cell surface

- Cell interior
'\Rx__ roteil:l_I./'

' B-arrestin

od ®

Unlike IV morphine, oliceridine’s new technology enables
preferential selection of the G-protein pathway for analgesia

4 head-to-head Clinical data in Long patent life
clinical studies vs. morphine at-risk patient populations (2032)!

‘ﬂ'lfTrevend
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Compelling Product Profile

No dosage adjustment for
elderly or renally impaired

O Unique MOA

I\
Oliceridine

No known active

metaholites O IV opioid-level efficacy

Demonstrated safety O
& tolerability

O Rapid onset

%Treveno I appvovad, sficarkaing (s sxpactad fa be a O controNed suhsfance, s deffead in the Sonfroled Subsfances Ao of TE70.
- Date hased an Phase 1-3 chnsal tasls imsluding somparsans of cheenohoe fa (W mopbine,




Primary Efficacy Endpoint Achieved in Two Pivotal Studies

8% 1 [ P D0t 1 Oliceridine achieved IV opioid-level efficacy
= O - |—|
Een% 1
Hard Esnﬁ, | :
ar &
tissue g 40
2 a0% -
jE . + Meets regulatory criteria for efficacy
0% -
Placebo 0.1 mg 035 mg 0.5mg
oliceriding « Efficacy comparable to IV morphine
P = D000+
[ B = 00001 I
R  Head-to-head data published
§o0% | The Journal of Pain Research’ and
Soft %jﬂ: i Pain Practice?
tissue 2 3%
20% 4
L 05 -

Placibo 0.1 g ) 05mg




Well-Characterized Safety and Tolerability Profile

Phase 3 data consistent with findings from earlier clinical trials Ph3 Respiratory Safety Burden
g 10 Ph3: Hard Tissue » ' Ph3: Soft Tissue
R 1 f E o % 0
espiratory safety § F —
e Relative Risk 3 . 2 ] l
vs. morphine Reduction & 3
E, o4 i a4
Superiority of the respiratory safety of oliceridineg vs. morphing % i ,§ 0zl .
has not been established in randomized controlled clinical trials. & * § J_.
lw‘Pim:nb-a 0..1 03 0E Marphine ﬂn—ﬂxm N1 x5 Mamphine
D ceeridiray Qlanding
% experiencing NO vomiting and NO
antiemetic use
i Phad: Hard Tis: Pha: Soft Ti
Gl tolerability - —
] Placebo [INNEG |
vs. morphine . .
o 2% —
Superiority of the Gl tolerability of oliceridine vs. morphine has Morghine 1 oy I E—

not bean established in randomized controlled clinical frials.
a 50 100 i 50 100

% of population
2004 P
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Unique and Differentiated PK Profile

IV oliceridine demonstrates:

|
\ Fast onset (<5 min)
+

~3-hour duration

\ No dosage
' adjustments (elderly/
renally impaired)

No known active
metabolites

Attractive for ER, hospital Simplifies dosing for New option for
floor, and surgery centers predictable pain control at-risk patients

*&f Trevenda




Safety / Tolerability Demonstrated in “Real World Use” Study

Broad range of surgeries / medical procedures with at-risk patients

Madical
Cardinlharacic
Barniatnc surgery
Emargancy
Neurclogic
Urelegie

Flastic surgery
Ganeral surgaery
Caokreclal suigeny
Gynacokogic
Orthopedic

Murnbar of patienis

At-risk patients were well represented

« ~30% = 65 years; ~50% BMI = 30

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

+ Concomitant medications: antiemetics, antibiotics

Multiple inpatient and outpatient settings

+ hospital recovery + emergency department
+ critical care « ambulatory surgical centers
{bolus and PCA dosing)

Low discontinuation for AEs / lack of efficacy

+ 2% for adverse events
« 4% for lack of efficacy

%T}'evenq Tral mogebad real-wond 1ese weis patent cars wath aboadane Mmshead af stamaad 1Y opeid 12




Positive Feedback from Formulary Stakeholders':%3

Majority of formulary stakeholders believe that oliceridine pivotal data is clinically meaningful:

Key Endpoint (vs. IV morphine) Pharmacy (n=160) Physicians (n=40)

Reduction in Respiratory Safety Events 0 74% 0 90%

Reduction in Vomiting O 70 0 87%
b o

Hospital pharmacy will consider:
« Price: $60-$100/day range identified in market research with formulary stakeholders
+  Compelling health economic model

+ Robust peer-reviewed clinical evidence

‘g'!fTreveno




Formulary Focus: Improve Outcomes and Decrease Costs

~50% higher overall costs due to opioid-related AEs

$8,826 in hospital costs per $28,000 per critical

~3.5x risk of mortality’ . i :
y patient for nausea / vomiting? respiratory event / sequelag®

Increased hospital length of stay

~T additional days?

Growing number of at-risk patients in hospitals4’

‘g'f Trevenda




Targeted Account Launch

Initial focus: at-risk patients in 3 key surgical areas

PHYSICIAN SPECIALTIES

~45M patients in the US ~12 specialties across settings ~5,800 hospitals in the US
~9M at-risk patients ~4 specialties ~600 hospitals
Co-morbidities Anesthesiology Community
Obese Orthopedic Large regional systems
Renal impairment Colorectal Hospital outpatient
Elderly Cardiothoracic Ambulatory surgical centers

‘ﬂ'lfTrevend 15




Launch Strategy Allows for Growth

ko 45M patients
-

w
I Expand for

= peak share
=

@

0

2 ~9M
o .

patients
{~15M patient days)
High
High ) . Low
Patient Risk

%Trevenq' * Assumes S63 - 100 oy price for alcendine

Patient risk factors, e.g.

+ Co-morbidities

* Obese

= Renal impairment
+ Elderly

Procedure risk factors, e.g.

= Severe / prolonged pain
« Ortho, colorectal, cardiothoracic

15M patient days

$1B - $1.5B market opportunity*
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Multiple Expected Catalysts

G protein-selective agonist
[mu-cpioid receptor)

TRV250
G protein-selective agonist
(delta receptor)

TRVT34
G protein-selective agonist
[mu-opioid receptor)

TRV045
MNovel 51P
receptor modulator

PRE-CLINICAL PHASE 1 PHASE 2 PHASE 3 NDA

Moderate-to-severe acute pain IV

Acute migraine ¢

P : o Collaboration with
Opicid use disorder oral National Instituts on Drug Abuse
CNS Collaboration with
disorders National Institutes of Health

EXPECTED CATALYSTS

Aug 7, 2020: PDUFA date

PaC study data

PoC study data (NIDA)

1H 20: IND filing

TRVO027
Mawvel AT,
receptor agonist

‘ﬂ'lfTrevend

Collaboration with

Acute lung injury / ARDS v
(COVID-19) ) Imperial Collage London

aral prodicts and s not approved by the B0A ar anp sdher reguistany agengy

Mid 20: PoC study start {ICL)

17




Migraine Represents A Large Market Opportunity

Total migraine drug market = ~$3.5B

Every year in the US:

g

1.2M ER visits
due to migraines

650M migraines
treated each year

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

An estimated 50% of migraineurs also suffer from anxiety’

ket lndscope and foesast 2078, 1) Moven el af, J Mewo!d Newrosang Pepohialry, 2008 18
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TRV250: New MOA for Acute Treatment of Migraine

Delta receptor: Untapped potential in CNS space

Delta receptors have

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

Acute migraine proof-of-concept study initiated

+  Validated biomarker model (NTG infusion)
» Test dose: 20 mg subcutaneous TRV250 vs. placebo (n=~120 migraineurs)
»  Primary outcome: reduction of sustained NTG-induced headaches

» Secondary outcomes: reduction of symptomatic anxiety, general safety

*&f Trevenda
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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)

+  Monclinical evidence of improved tolerability with TRV734

>2.5M
e i . +  NIDA study demonstrated reduced drug-seeking behavior
REDRIERT in animal mode! of relapse?

U.S. suffer from
opioid use disorder’ .

Current therapies not well tolerated, can hinder patient
adherence

NIDA-funded proof-of-concept

patient study initiated

%T}’evenq 1) Carlar for Befuiors Meallh Statislics and Guaiily. 2) MDA dals an e 20




TRV045: Next-Generation S1P Modulator for CNS Disorders

New MOA at S1P, without associated lymphopenia

100 dk
L
+ 51P receptors in the CNS play unique role in modulating E'_g a0
neurotransmission / membrane excitability § £ &0
gz a——x
+ TRVD45 reverses paclitaxel-induced hyperalgesia without g% 2 ‘
. ) . - 0 I
immune-suppressing activity e pmaye— oy
- Fingolimod reduced lymphocytes by 78% il 0 etk A

- TRV045 had no effect on lymphocytes Avoids Lymphopenia

5 L] Vediich
= 5 alone
+ Non-opioid MOA with broad potential for CNS indications E_I: y
o
- Chranic pain, CIPN, diabetic neuropathy E% 3
= 2
- Epilepsy, acute / chronic pain evaluations underway E:g 2
a= 1 T
£ g
Fingolimaod TRV045

0,03 kg pa 1.7 mgky sc
Mt v, b fealsd 50 i

3y
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TRV027

NCE targeting the AT, receptor in COVID-19

%Trevend
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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 |l activates AT, receptor T / 4 Y
. ., s (ATRRTVIVTRIRETL JNETRIVIRRRTRT (RCRTRTATRVETTOITRIAVA| ey CRRECEvAme
- No breakdown of angiotensin Il into Ang(1-7) : »

o Normally, Ang(1-7) acts as a B-arrestin-biased _ . Viral entry and
ligand at the AT, receptor? ACE2 downregulation

o Protective therapeutic benefits in the lungs®

%Trevend 1) Kisha K e o, Wat Med, 2008, 2) Taixeia LB of o, Sof Sop, 2017, 3) Sanfos RAS af al, Physal Rey, 2018 23




AT, Receptor Integral to COVID-19 Morbidity

Coronavirus binds to and removes ACE2, elevating levels of angiotensin I

Angioctensin |l
3;:% }I# .l' \%

= High levels of angiotensin |l overactivate AT, e

receptors, causing acute lung injury AT, receptor "?
- Can lead to acute respiratory distress syndrome i
(ARDS) A T
' protain
i — e -
+ ARDS is a major complication leading to mortality -;--':_/ \_:;
- COVID-19-related ARDS is associated with a . )
mortality rate of 66% - 94%" Acute lung damage Improved pulmonary integrity
Vasoconstriction Vasodilation
Fibrosis Reduced inflammation

‘S{Treveno 1) Gibson PG of ai, Med J Aust, 2020, *lo patinn!s raquirng venfiation 24




TRV027: A New MOA at the AT, Receptor

TRV027 combats overactivation of AT, receptor while promoting reparative effects on lung tissue
TRV027

AT, receptor ____

{ G
. protein
s R
Q\
T / A ‘ |I
% i
Acute lung damage Improved pulmonary integrity
Vasoconstriction Vaszodilation
Fibrosis Reduced inflammaticn

TRVO027 provides a selective and targeted approach

to treating acute lung injury in COVID-19 patients
A€ Trevena 25




TRVO027 is Ready to Enter Clinical Testing

Safety / tolerability has been established in large patient population

TRVO027 clinical development history
» Advanced through Phase 2b for acute heart failure
+ Studied in ~700 individuals
+ Well-characterized pharmacology

* No significant safety issues during clinical trials

*&f Trevenda
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COVID-19 Study - Imperial College London

Investigate effect of TRV027 on pathways that contribute to COVID-19 pathology

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

« N =~60 (30 per arm) COVID-19 patients
- Hospitalized, non-ventilated

- =265 years old

+ |V infusion of placebo or TRV027 for 7 days

P

Primary endpoint:

Coagulation biomarker
(predictor of COVID-19 mortality)

associated with increased mortality in COVID-19

~

+ Indicator of TRV027’s effect on health cutcomes

_/

‘g'f Trevenda

Imperial College

 London
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Trevena: Innovative CNS Company

Lead asset
IV Oliceridine

Large market,
targeted launch

Novel CNS
pipeline

Solid financial position

NETrevena o s

New MOA designed to improve intravenous (IV) moderate-to-severe acute pain management

PDUFA date: August 7, 2020

45M+ US hospital patients; 9M at higher risk for AEs (initial focus)
$1-1.5B market opportunity for higher-risk patient segment

New mechanisms for acute migraine, opioid use disorder, epilepsy, pain

NCEs targeting significant unmet needs

Novel MOA to treat COVID-19 acute lung injury
POC study sponsored by Imperial College London

$28.1M in cash as of 3/31/2020
Funds operations into Q1 2021

28
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NDA Resubmission Considered Complete
PDUFA date: August 7, 2020

Completed healthy volunteer QT study

= No accumulation of effect through 24 hrs despite repeated dosing
+ No categorical QTe outliers with A = 60 ms or = 500 ms absolute

Confirmed safety database supports maximum daily dose of 27 mg

Validated bioassay and confirmed levels of inactive metabolite {*9662)

Completed drug product validation reports

‘R‘!‘fTrevenq NGA = Now Diug Appissiion
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Robust Clinical Development Program

IV oliceridine studied in > 1,800 individuals

Phase 3

1

T
* No dosage adjustments for 4 head-to-head trials vs. morphine: Large safety study:
elderly / renally impaired - |V opioid-level efficacy - Real-world use in at-risk

« No known active matabolites patients and target surgeries

« Rapid onset of action
« Well-characterized respiratory safety profile

+ Low rates of vomiting and rescue antiemetic use

N Management of moderate to severe acute pain in
Proposed indication: A Rl
P adult patients for whom an IV opioid is warranted

Y Trevena b
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Oliceridine Delivers Rapid Analgesia

Fast onset measured by two-stopwatch method

Time of onset after first dose

100
1
[]
T
100

\-
\P
\¥\
\x |-
\
x \b

sl R Majority of patients achieved
) perceptible pain relief within
2-5 minutes after first dose’

i Ol 1 Mg —a= QI 3mg
—— Qi 2 myg == Marphing 4 mg

First Percaptible Pain Relief (proportion of patients, %)
40 &0
1 1
QX b\
\
T T
40

4] 2 4 i} g 10

Time [minutes)

‘g{Treveng 1) Viscus! E5, Peln, 2015 a2




Overview of Cardiac Safety Data
Single-Dose tQT Study

Oliceridine Moxifloxagin Multiple inpatient and outpatient settings
e dmg {max proposed dose) & 400y [posilive ssntral)

20 == Bmy {supratherapsulic dose) . e
+ Max proposed dose (3mg): No clinically significant effect

on QTc

+ Supratherapeutic dose (6mg): Small transient increase
in QTc interval, peak at one hour

Mean
AAQTEl
{msec) Phase 3 ECG monitoring
[90% CI]

+ Pivotal studies (n=790): Mo differences seen between
aliceridineg, morphine and placebo

15 . = . o . :
.4 20 o0 500 500 Open label study (n=T68): 22 pts with QT prolongation in
“real waorld" study

Time (hours)

tany with confounding factors, QT prolongation at baseling

Mo patienis with weniricular arrhylhmias

pihinic Dvuigs 33
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No Accumulation Despite Repeated Dosing
Multi-Dose tQT Study

Oliceridine Moxifloxacin
~H= 2 ar 3mg every 2hrs == 400mg i positive
20 - {27rng mrax) cantiol) Key results

* No accumulation through 24 hrs
Mean QTcl =10ms at 22 of 24 points

+ No categorical QTc outliers
A =60 ms; =500 ms absolute

N = 68 healthy volunteers « Well tolerated, no SAEs*
92% reached max daily dose

T T T T T T T T ]

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




Comprehensive Data Available at Launch

Will support future commercialization and hospital formulary uptake

Health Care Practitioners (HCPs)

* First-in-class new mechanism of action
+ Fast, effective |V opioid-level pain relief

« Clinical data in at-risk patients [ targeted surgeries

Hospital Formulary Committees
+ Published head-to-head trials vs. IV morphine

+ Published data in at-risk patients & target surgeries

+ Published health economic / cost offset data*

%Treve nQ “Eupented fo ke pabiished al fime of agoeoval flanch 35




Consistent Respiratory Safety Profile

Analgesia Respiratory
120 _— g Drive
Phase 1: o5 0 52 5
g*‘; 60 SE 0 -
+ Reduced impact on hypercapnic respiratary drive vs. morphine! 85 ;g 225
= E = =2
E3 _ E 20 Pba 00 M
O pis_ai M = 15 3 4.5 1amg
1.6 3 4.5 10mg
Hypoventilation Events (% of sample)
. Placebo
Phase 2:
0.1 mg *
» Decreased incidence of hypoventilation events vs. morphine? 035mg I
Marphine 1 mg
0] 20% 40% 60%
Ph3 Respiratory Safety Burden
P hﬂSE‘ 3 " i "' Ph3: Hard Tissue H " Ph3: Soft Tissue
. T g o H -40%
» Reduced overall respiratory safety burden Relative 5 asl  T3% x l_
; . Risk £ £ |
= Reduced underlying respiratory safety events and treatment Reduetion £ v £° |
interruptions®# H , Eor : I )
b vy R

*

Respiratory safiety superiornity of olicerding va, morphing
has not been established in randomized controlled clinical triaks.
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Favorable Gl Tolerability and Safety Profile

Phase 2:

= Reduced incidence of nausea and vomiting adverse events
vs, morphing’

Phase 3:

» Reduced incidence of post-operative nausea and vomiting
» Reduced use of rescue antiemetics

= Reduced proportion of patients with vomiting or antiemetic
use?’

A€ Trevena o

Nausea Vomiting
100 100
80 &0
[:11] [51]
* *
40 40
20 20 * *
0 . p N .
Fho Ciiceriging M Fha Clicariding W
01 s '™ a1 pas 1™
mg g my oy
% experiencing NO vomiting and NO
antiemetic use
Ph3: Hard Tissue Eh3: Soft Tisgue
Flacebo NG |

Cliceriding

2.1 ma
5
.5 mg .

Marphing 1 mg I

0

50

*

100 i)
% of population

Supericrity of the Gl safety and folerability of olicariding ws. marphine
has not been established in randomized controlled clinical irals.




APOLLO 1: Most Common TEAEs

Placebo Oliceridine Morphine
Maost common TEAES (N=79) I'.'l.‘l_mg 0.3_5rllg [I.flrllg 1r_l19
n (%) of patients (N=T8) (N=79) [(N=79) [N=TE)}
Mausea 19 (24.1) 27 (35.5) 44 (55.7) 50 (63.3) 49 (4.5}
Vomiting 5 (6.3) 13 {(17.1) 31 (39.2) 32 (40.5) 38 (50.0)
DMizziness 8010.1) 21(27.86) 25 [31.6) 28 (354) 28 (34.2)
Headache 24 (30.4) 19 (25.0) 20 (25.3) 26 (32.9) 23 (30.3)
Constipatian 9(11.4) 8(10.5) 4 (11.4) 11 {13.8) 13 {17.1)
Somnolence, Sedation & (7.6 & (7.9 18 (24.1) 13 (16.5) 12 (15.8)
Pruritus, Generalized pruritus B (7.8) 2(2.6) 15 (18.0) 51(6.3) 24(31.8)
Diry mauth 1(1.3) 1(1.3) 4(5.1) 4(5.1) 12 (15.8)

%Trevenq -U-r = frmafm




APOLLO 2: Most Common TEAEs

%Trevend

Placebo Oliceridine Morphine
(N=83) 0.1mg 0.35mg 0.5mg 1mg
Iost commeon TEAES, n (%) of patients (N=77) (N=79) (N=80) (N=82)
38 (45.8) 34 (44.2) 49 (52.0) 60 (75.0) §1(74.4)
11 {12.3) 18 (23.4) 17 (21.5) 34 (42.5) 44 (53.7)
24 (28.9) 12 (15.5) 23 (29.1) 21(26.3) 24 (29.3)
4 (4.8) B (7.8) 16 (20.3) 14 (17.5) 19(23.2)
Pruritug, Generalized pruritus 5 (8.0) 11 {14.3) 14 (17.7) 15 (18.8) 22 (26.8)
&(7.2) 12 (15.8) 13 (18.5) 9(11.3) 9{11.0)
Somnolance, Sedation 8 (9.6) 7(9.1) 11 {13.9) 10 (12.5) 25 (30.5)
9(10.8) 11 (14.3) 7(8.9) 7 (8.8) 13 (15.9)
5 (8.0) 3(3.9) 10 (12.7) 9{11.3) 7 (8.5)
12 0% o for salatpioier 0 8
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Delta Receptor Agonists Have Unique Benefits
Potential utility for a variety of CNS indications
Triptans / Ditans

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

» Migraine-specific treatment

CGRPs
* Target: CGRP receptors = regulate neuronal structures involved in pain signaling®

+ Migraine-specific treatment

Delta receptor agonists

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

» Potential for broad therapeutic application

’gf Trevenda
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TRV250 PoC Study (acute migraine)
Study initiated Q4 2019

Study Outline
n = ~120 migraineurs w/o aura

TRV250
] f__,,»--" 20mg SC Assessment
NTG Infusion | of safety and Recovery and final assessment
(0. Sregukgimin) T Placebo effectiveness
(SC)
20 ming i @ B0 min & hrs - 24hrs post-drug administration -

Primary endpoint:
= Reduction of sustained NTG-induced headaches @ 4hr

Secondary Endpoints:
+ Pain response or pain freedom @ 6hr/ 8hr
+ Anxiety symptomn relief
= Overall safety & tolerability
41
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