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Forward-Looking Statements

This presentation contains "forward-looking statements" as defined by the Private Securities Litigation Reform Actof 1995.
We caution investors that forward-looking statements are based on management’s expectations and assumptions as of
the date of this presentation, and involve substantial risks and uncertainties that could cause our clinical development
programs, future results, performance or achievements to differ significantly from those expressed orimplied by the
forward-looking statements. These risks and uncertainties include, but are not limited to, those associated with: the timing
of the commerciallaunch of ZYNRELEF in Europe; the potential market opportunity for ZYNRELEF in the US and Europe;
the potential additional market opportunity for the expanded U.S. label; the timing and results of studies for the further
expansion of the U.S. label for ZYNRELEF; the timing and results of studies for the HTX-034 development program; the
timing of the FDA’s review process and whether the FDA approves the NDA for HTX-019 for prevention of postoperative
nausea and vomiting; the net product sales guidance for the oncology care franchise; the net cash guidance for operating
activities; the expected future balances of Heron’s cash, cash equivalents and short-term investments; the expected
duration over which Heron’s cash, cash equivalents and short-term investments balances will fund its operations; the
extent of the impact of the ongoing Coronavirus Disease 2019 (COVID-19) pandemic on our business; and other risks and
uncertainties identified in the Company's filings with the Securities and Exchange Commission. Forward-looking
statements reflectour analysis only on their stated date, and we take no obligation to update or revise these statements
exceptas may be required by law.
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Heron Pipeline

PRECLINICAL CLINICAL ' NDA | APPROVED

SUSTOL®
Q@ (granisetron) US FDA Approved for CINV Prevention*
8 extended-release injection
>
2 CINVANTI®
Q .(a.pr(:pglant) o US FDA Approved for CINV Prevention*
O injectable emulsion

ZYNRELEF®

(bupivacaine and meloxicam)

proved for postsurgical analgesia for up to 72 hours*
extended-release solution

HTX-019
(aprepitant)
injectable emulsion

US NDA Submitted for PONV Prevention

Acute Care

HTX-034 _ Under Investigation for
(bupivacaine/meloxicam/ Postoperative Pain
aprepitant)

CINV: Chemoatherapy-induced nausea and vomiting. PONV: postoperative nausea and vomiting. SUSTOL® (granisetron) extended-release injection is indicated in combinationwith other antiemetics in adults for the prevention of acute and
delay ed nausea and vomiting associated with initial and repeat courses of moderately emetogenic chematherapy (MEC) or anthracycline and cyclophosphamide (AC) combination chemotherapy regimens. CINVANTI® (aprepitant) injectable
emulsion, in combination with other antiemetic agents, is indicated in adults for the prevention of acuteand delayed nauseaand vomiingassociated with initial and repeat courses of highly emetogenic cancer chemotherapy (HEC) including
high-dose cisplatin as a single-dose regimen, delayed nausea and vomiting associated with initial and repeat courses of moderately emetogenic cancer chemotherapy (MEC) as a single-dose regimen, and nauseaand vomitingassociated with
initial and repeat courses of MEC as a 3-day regimen. CINVANTI has not been studied for treatment of established nausea and vomiting. ZYNRELEF (bupivacaine and meloxicam) extended-release solution is indicated in adults for soft
tissue or periarticular instillation to produce postsurgical analgesia for up to 72 hours after footand ankie, small-to-medium open abdominal, and lower extremity total joint arthroplasty surgical procedures. Safety and efficacy
hav e not been established in highly vascular surgeries, such as intrathoracic, large multievel spinal, and head and neck procedures.

HTX-034 and HTX-019 (for PONV) are investigational new drugs and are not approved by the FDA
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Successful FDA Interactions Resulted in Expansion
of ZYNRELEF Label

* In a little over 2 months from submission, the FDA approved our
supplemental NDA to significantly expand ZYNRELEF indications to
include foot and ankle, small-to-medium open abdominal, and lower
extremity total joint arthroplasty surgical procedures.

— Significantly expands the commercial opportunity to ~7 million procedures
— Significantlyimproves the opportunity for therapeutic substitution

- FDA has agreed to contents of a second supplemental NDA to further
expand the indications to orthopedic and soft tissue surgical procedures

— Submission targeted for 2H2022

— Expanded broad claim structure designed to cover the full 14 million target
procedures
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Activities Needed for sNDA #2 to Obtain Broadest
Label Underway

Study 220 C-section: enroliment completed

Study 221 Spine: recruiting
AMAZE Study:

— Abdominoplasty — enroliment completed
— Shoulder — recruiting

* sNDA#2 on target for 2H2022




ZYNRELEF
Commercial Update
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ZYNRELEF Launch Highlights

® CMS pass-through status in HOPD started April 1, 2022

® Continue to gain formulary approvals in targeted Hospitals and IDNs

® Building unique ordering accounts with increases in reordering rates

8 Significant growth in demand units quarter over quarter

® Expanded label is already increasing our opportunity with current users

® Meaningful progress in burning through initial distribution channel inventory
® Increased separate reimbursement with commercial / Medicaid payers
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The Outpatient Setting of Care Now Represents >70% of
Target Surgeries With Hospital Outpatient Approaching 60%

Hospital Inpatient 28% Hospital Outpatient 59% Ambulatory Surgical Centers

(3.9M procedures) (8.3M procedures) 13% (1.8M procedures)
+ Bundled in DRG * 17% (1.4M) have Medicare 18% (0.33M) eligible for Medicare
' - - reimbursement at ASP + 6%

. 57% (2.2M) of inpatient r?zst‘);rizr;ent (3-year pass-through) 8 at/ o N
procedures are done in a ° 123 million Medicaid and commercial lives
340B hospitals * 58% (4.8M) eligible for 340B discount covered outside surgical bundle

\_Multiple SKUs — lower average costs Multiple SKUs — lower average costs )
v

OVERALL TOTAL

72% of the opportunity lends itself to favorable

* ZYNRELEF has lower acquisition cost c
reimbursement and access

benefit versus Exparel

* ZYNRELEF has HOPD reimbursement —
3-year pass-through

+ ZYNRELEF offers 340B pricing

[
SKU: stock keeping unit. HOPD: hospital outpatient department. 1. Breakdown of settings of care based on 2021 Lexis Nexis claims data ﬁ
THERAPEUTICS'
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ZYNRELEF is the Only Reimbursed Local Anesthetic
in Hospital Outpatient, the Largest Setting of Care

® Effective April 1, 2022 - ZYNRELEF is separately reimbursed for Medicare patients in the
HOPD under 3-year transitional pass-through status
® ZYNRELEF is the only local anesthetic with separate reimbursementin the HOPD

® \With pass-through status, the economic benefits vs Exparel in 340B and HOPD more
than double

® /2% of indicated procedures were performed in outpatient settings in 2021 (59% in
HOPD, 13% in ASC)?

® Effective January 1, 2022 - ZYNRELEF is separately reimbursed for Medicare patients in
the ASC and a product specific C-code (C9088) is assigned

® Multiple commercial payers and state Medicaid agencies covering >123 million lives have
agreed to reimburse ZYNRELEF outside of the surgical packaged payment in the ASC

® Many of these covered lives are also reimbursed separately in the HOPD

® ZYNRELEF’s lower price benefits all settings of care, including those in which local
anesthetics are reimbursed as part of the surgical packaged payment

HOPD: Hospital Outpatient Department; ASC: Ambulatory Surgical Center *
@ Based on third party claims data ERE,W@%QN
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ZYNRELEF’s Significant Economic Benefits Designed
to Support Rapid Share Conversion and Broad Access

ZYNRELEF WAC 340B
400 mg/i12 mg = $267.50  $205.36

- - *
266 mg (20 mL)  $354.53  $354.53 ZYNRELEF Economic Benefit vs. Exparel
200 mg/6 mg  $135.50 $104.14

133 mg (10 mL)  $198.84  $198.84

ZYNRELEF Savings vs Exparel
WAC $/unit WAC % 340B $/unit 340B %
~ 387 259, | ~$149 42% HOPD accounts: ~ $367 (400 mg to 266 mg)
and ~ $203 (200 mg to 133 mg)

. : . Example, 340B facility performing 250 HOPD
Medicare NCR By Site of Care Medicare TKAs per month save over $1 million in
NCR340B NCRHOPD ASC out-of-pocket Exparel costs and make ~ $220,000 in

ZYNRELEF 400 mg/12 mg $74.64 $12.50 $12.50 profit by switching to ZYNRELEF
Exparel 266 mg ($354.53) ($354.53) $1.92
ZYNRELEF 200 mg/6 mg $35.86 $4.50 $4.50 Research has shown all customer segments were

more sensitive to and favored acquisition cost over
reimbursement™*

340B accounts: ~ $429 (400 mg to 266 mg)
and ~ $235 (200 mg to 133 mg)

~ $63 32% ~$95 48%

Exparel 133 mg ($198.84) ($198.84) ($20.62)

Does notinclude additional cost of bupivacaine to admix with
Exparel to achieve efficacy

*Estimates Comparing WAC (or 340B) acquisition costto published ASP reimbursement for Medicare patients to calculate NCR based on Q222 rates. Medicare reimbursement is subject to sequestration. . ~

WAC: w holesale acquisition cost. NCR: net cost recovery. HOPD: hospital outpatient department. ASC: ambulatory surgical center.

8
~DRG Research Pricing Research 2018 and Mock P&T Research 2019 HEROMN
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ZYNRELEF Continues to Gain Rapid Formulary Approvals

® ZYNRELEF formulary approvals: 260 as of February 25, 2022

® Over 90% P&T Committee approval rate in hospitals

Formulary Approval Status Estimated % of
Approvals

Unrestricted Usage 65%
Restricted (Primarily for Indicated Procedures) 35%

® QOver 100 additional P&T Committees are scheduled to review
ZYNRELEF before the end of April

® Formulary approval — Medical Executive approval - CPOE —
Pharmacy Orders — Patient

CPOE: computerized physician order entry ¥
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Targeting IDNs — Top Down Strategy is Creating New
Opportunities for Therapeutic Interchange (through February 25, 2022)

® 34 IDNs have added ZYNRELEF as formulary approved product

® Represent 186 hospitals and 82 ASCs — many hospitals still require formulary approval
® 41% unrestricted / 59% restricted formulary approvals

® 34 IDNs represent ~ 520k of annual ZYNRELEF indicated surgical procedures
® 34 IDNs represent ~ $61M* of Exparel sales

® |DN’s representing approximately $40M* of Exparel sales are currently
evaluating switching to ZYNRELEF for indicated procedures

IDN: Integrated Delivery Network; ASC: Ambulatory Surgical Center; WAC: Wholesale Acquisition Cost
* Symphony DDD data for 2021 based on WAC pricing . #',
HE=ROMN
THERAPEUTICS'
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ZYNRELEF is Gaining Significant Traction in COVID Era

® 309 unique accounts ordered ZYNRELEF (July 2021 — December 2021)
® ZYNRELEF Reordering Account rate has grown from 50% in first 3 months

Unique Ordering Accounts*® Reordering Account Rate*
6 Months Post Launch 6 Months Post Launch

Exparel ZYNRELEF Xaracoll Anjeso Exparel ~ZYNRELEF  Xaracoll Anjeso
* Source: Symphony Heath SNR / ZYNRELEF EDI 867 ‘\!
HEROMN
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ZYNRELEF is Rapidly Increasing Monthly Demand Volume

unique ordering accounts during first 8 months of launch (through February 2022)

8 Grew demand unit sales +126% from Q3 21 to Q4 21
® 400mg SKU represents 77% of demand since launch

. +126% S i FDA Label
| Expansion
|
|
|
Il 400MG - Il 400MG P
200MG ' 200MG ‘ ‘
i 1,774
2,288 | 1,361
| 987 917
1,643 :
| <LV B 737
1,059 | 783
Q3 2021 Q4 2021 : 2021-07 2021-08 2021-09 2021-10 2021-11 2021-12 2022-01 2022-02
|
' Omicron 3
ZYNRELEF EDI 867 data through 2/28/2022 Surge = Olil
14 Please see IMPORTANT SAFETY INFORMATION on pages 30 and 31 and full Prescribing Information, including Boxed Warning. oSt Com s i



Expanded Indications Will Grow ZYNRELEF Use in
THA Patients

mYes ENo

IF NO,DOYOU PLAN ON USING ZYNRELEF IN
THAPATIENTSIN THE NEXT 1-3 MONTHS?

ARE YOU CURRENTLY USING ZYNRELEF WITH
YOUR PATIENTS?

IF YES,DID YOUUSE ZYNRELEF IN THAPRIOR
TO THE EXPANDED INDICATION?

ARE YOU CURRENTLY USING ZYNRELEFIN THA
PATIENTS?

Source: Pulse Survey of 129 Orthopedic Surgeons with prior ZYNRELEF usage experience , January 13-20, 2022 #
HEROMN
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Meaningful Progress Burning through Initial DC Inventory

® Q4’21 Net Sales: $844k

® Q4 Net Sales decreased vs. prior quarter of $2.1M as initial stocking
iInventory was drawn down based on demand orders

® ZYNRELEF has established nationwide access through broad
distribution channel stocking

® 85 distribution centers (DCs) have sold ZYNRELEF
® Q1’22 Ex-Factory Reorder Rate through 2/24/2022:

® 96% of ZYNRELEF 400mg demand units
® 40% of ZYNRELEF 200mg demand units

16 Please see IMPORTANT SAFETY INFORMATION on pages 30 and 31 and full Prescribing Information, including Boxed Warning. Developing BestiCioss Wedicna Imprning Uves”




ZYNRELEF Priorities 2022

® | everage new label indication for faster growth
® Expand beyond TKA, Hernia and Bunion in unrestricted accounts
® Expand / remove restrictions in formulary approved accounts
® Reuvisit “Therapeutic Interchange” accounts with expanded label

® Build consistent usage in formulary approved ordering accounts and increase
average order size — expand number of surgeons using ZYNRELEF

® Continue to gain formulary access to new IDNs and Hospitals to build pipeline

® Maximize specific C-code and Commercial/Medicaid separate reimbursementin
ASCs

THERAPEUTICS'
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Why We Will Ultimately Win the Local Anesthetic Market:

Independent Comparison of ZYNRELEF to Prior Exparel

Center for
int Replac
" sl S1e

a J
A

Initial experience with a novel extended-release,
dual-acting local topical anesthetic in TKA
compared to a long-lasting bupivacaine peri-articular injection

Alexander P. Sah, MD

dnsticuce for Joine Restoration, Fremone, €A

Introduction e = Group 2 ambulated farther at last walk (45 vs
? Methods . 38 ft, p=0.01)

- The benefits of peri-articular
T B IR 5 = nigher e £ <40 s 3
injections for initial pain * One-hundred fifteen consecutive J L4 % Grou;iir::; l;f!.:%:%: dcr:t?l":lee): A e
management after primary TKA are primary TKA patients were r s - Pntir;ntt; re.-c:z‘:l\:in Itl!-:f-, to -ical anesthetic had
reflected by its nearly universal use. evaluated prospectively with Jess pain at d?:,chargz (p<0.05)
PSS DR 5 -

- However, the many different cocktails application of a dual-acting local - 1 2 e -
currently available illustrates that there topical anesthetic. %;Esiﬁ:o'd usz"d)urlng ghe
7 = i = s - - Th di = T : . ) s (p<0.
is no single solution to local pain = nula- 1_Cauon lf‘ applied to th",' cxpc?'ied - Post-discharge narcotic Rx refills (70 vs 81
knee surfaces at the conclusion of the -
refills, 149 reduction)

management.
- In addition, peri-articular

case with a needle-free application.

= Fewer patients had severe pain, and tolerated

injections are limited by cost = These 115 patients were compared to the
= z “ - : = more PT after surge compared to th
inconsistent efficacy. and previous 115 primary TK A patients control grou SECY = — =
required specific techniques where a long-lasting periarticular - Incidence of adl:;:rﬂe events were :
injecti was used. PR 3
) on was used similar for the two groups.

in delivery.

= A novel needle-free topical dual-acting = Patien_ts were evaluated for pain scores,
local anesthetic consisting of opioid use, therapy goals, and need for Discussion
H i = e - e rescue medication for 72 hours -
bupivaca l_r;e and low-dose meloxicam ey O after v This extended-release dual-acting
Imay, provide an alvternau\{e option to the = local anesthetic of bupivacaine
traditional limitations of injections Results - and meloxicam showed improved
previously noted. T he topical dinliachins anesthebic analgesia for the first 72 hours after
group had higher pain scores primary TK A compared to a peri-articular
-4 Y % 5 - injection protocol.
Objective B O EC ) . : ¥ This reductson in paiatea 1
= - = There were no intraoperative events with the LI I PRI S o LW EL
D P pOs C o nt S e fud YR Sis 2 application of anesthetic in either requirement of opioids in the same
evaluate the use of a topically applied group period.
OS] (7 LN e e = Application of the needle-free anesthetic was ¥ In this initial study, this topical anesthetic
meloxicam in primary TKA in the faster, compared to the periarticular option appears to have lower cost,
first 115 patients, ﬂ“_d redeefplis ke the injection group (1 vs 4 min, p<0.03). faster application time, and similar- or
prior 115 patients without its use. ) P T o e groups were similar superior- pain management effects
compared to a long-lasting bupivacaine

upon entrance to the PACU after i ; R _
peri-articular injection.

Fig 1. !_hrrn' v_m_-uim: plus low-dose surgery. - ] 1 : : )
nr;:!::::ur‘-:c::;:rf::{:;::l:lcﬁ.:: * Group 2 ready for transfer from PACU faster Th‘? buplvac_m_ne—tneloxmam l'ﬂ_Pl‘—‘a’ agent
(79 vs 86 minutes, p=0.09) than Group 1 L be‘nehcml local an_esthgtlc option
= Group 1 & 2 ambulated similarly at first walk ath for pain ;“'d“z:gcm‘—"“‘ A Prunary, TKA wr
(28 vs 25 ft, p=0.15) arger and longer prospective studies are \#,
warranted. |_| ON
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SPAARK Study of Exparel Plus Bupivacaine vs Bupivacaine Alone
in TKA Presented at AAOS and Published in JAMA Surgery

Study funded by UK National Institute for Health Research -
(NIHR) and Exparel provided by Pacira Biosciences sanansurgary | gt evgion

Efficacy of Liposomal Bupivacaine and Bupivacaine Hydrochloride
ws Bupivacaine Hydrochloride Alone as a Periarticular Anesthetic
for Patients Undergoing Knee Replacement

A Randomized Clinical Trial

acerum W Harsilion, WD, DFhil: R Knight. PhiD: bemis A Siokes, M5 e Somibech, DPhi Cushls Coopes, BR. M5 Loesti Carviss. 0l
IJDOI{MS sy 4 Chstion, M- Karen L Bacdor: Ph: Sorssfon Sook. Phis: S B Lam, DR Cwd W oy WD L Poulion. B doed W, PhC:
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Libosbmél Bupivacaine
IS Not Superior to

Standard Local Anesthetics

[ The J(burnal pf the Amerlcan Soc1ety of AnestheS|oIog|sts Inc.

BNEETHEEIOLOEY V134 = NO

PERIOPERATIVE MEDICINE

ANESTHESIOLOGY

Perineural Liposomal
Bupivacaine Is Not
Superior to Nonliposomal
Bupivacaine for Peripheral
Nerve Block Analgesia

A Systematic Review and
Meta-analysis

Masir Hussain, M.O., M.5c., Richard Brull, M.D.,
Brendan Shashy, M.0., Michaal K. Essandoh, M.0.,
David L. Stahl, M.D., Tristan E. ‘Weavar, M. 0.,

Faraj 'W. Abdallah, M.D., M.5c.

ANEETRESM OGY F02T; 134 14764

EDITOR'S PERSPECTIVE
What We Already Know about This Topic

» Lipcsomal bupivecaine was developed in an eflort 1o edend the
lozal anakgesia
wailebdity of many studiee, it remains unclear whether
omal bupivacaine offere significant advamages ower
the standand farmuletion

What This Article Talls Us That Is New

= hine trigls wers nchided ina mets-snalysis examining the difference
in 24- to 72-h rest pain severity ecores for Eposomal and nonlipozomesl
b =11,-]
The area under the cuve pain ecorse for the 24- 1o T2-h penicd weme
etatietcaly but probably not clinically significant
Secondany cutcome areksiz Thewize
eoma bupivacaine regarding anslges
and functional recoveny

ine used for infiltration™"® and feld

=d o prowide extended postoper—

R after waricus surgical proce-

dures. Plecently, 'Ih- 115 Food and Drug Administration

ABSTRACT

Background: Lipazomal bupihacaine [ purpated bo =xdend enslgeels of
PEriphEral NETVE DIOCKE WhAN 30miniELared Pennearaly Howevar ewdenca
al e cinked efactveness of perneural liposomal bupkacaine ie micad. This
meta-analyets seeks 1o evalusts the eteciveress of perirewal lippsomal
DUPIVBEAINE I IMProving Periphisral nans Dok analpeels 38 Comparad win
nonipesomal local snasthetics.

Methods: The authars Identifiad rendomized als evaleating e sfec-
Hvenass of parphend nama block anakgasic Tt comparad Ipesomal bupl-
varane wit noniposomal lecal aneshEtics. Tha pAImary aulcoms was Te
difiefenca In ame under e recelver ocperaing cheractertslies curva (BLC)
at the poaled 24- ta 72-h reet pain severlty SCores. Sacondery outcomes E
InChded praloperstive enslfedc conEUMplan, Ume W Trsl snageskc S
raquest, Incidence of opioid-reiabad Eos effects, patiant eatiskactan, length 8 g
af Noaptil stay, [Iposamal bUpvaEzing side sfects, and Lnchoral resovary. &
&0 paNN SOOMAE WERE INGRMprates I Ight of 2 minimal cinically |mp-:mm‘§
diflerenca of 20cm - h

Results: Mne biss (B19 patients) wers snalyzed. When al trials wega
prealed, MG paln scares = 30 8t 24 o T2hwere 7.6 = 4.8cm - hand 6.6 =
4.Borm - 1 for anliposema snd Iposamel bupivecsng, respactively. Az Such,
perineural Ipoeomal buplvacaing prostdad & cinlealy unimportant beneft by
Impraving the ALC [B6% CI of 24- ta 72-h pain scores by 1.0cm - h (0.6
B 15 P = 00033 compared Wil mnlipasomel bupsacane. Exding an
Industny -sporsared Tl rendensd the diflerance betmsen the groups nonaky-
nifcant [0.7 cm - h [-0u1 o 1.5} P = 0.100). Secondany outcams ansiysts
did neok Lo ver any acdtiareal ben et o pesome bupivecsin in pEin sow-
Hy st Indidual tmepoinks up 1o T2 h, analgaskc corEumplon, tme ta st
anakgesk: request, opiid-ralated side affects, pelent eatisiaction, length of
hoapitsl stay, end functional racovery. Mo Iposommel buphacane side aflests
WETE [Eporied.

Conclusions: Parinsural Iposomal bopescene podded & .st;ntm:ﬂlyﬁ
sgnifcant bt cinically unimportant Improsement In the &UC of peatop-
argitee pain scores comparsd with plain ool anesthetic. Furthermons, tis
beraftt wes rendered nansignilcant aftar sxziding an InduElry-eporeonsd
Irial, and lipasomal bupkacaine was Tond 1o be nat diferent from Fl!ini
lecdl sresthedcs Tor pastoperative pain and all other amalgesic and func-
Horal auicames. Hgh-quality eMdence dose not suppart the uss of per- 2
neral lipasomal buplvecane sl nonlposomal buphacaine o perphersl E
nerva Hacks

(AESTHEoEr 202 ; 134:147—84)
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CINV Franchise 2021 Results

« Q4’21 CINV Franchise net product sales were $19.9 million

« Solid 2021 performance despite headwinds remaining in the CINV market

— Reduction in the clinic anti-emetic market was due to COVID-related decreases in
cancer screening and patient visits

— OCM and value-based contracting reimbursementcontinues to drive generics market
share

— Continued aggressive competition
» Generic fosaprepitant
* |V Akynzeo

OCM: Oncology Care Model HERO%
|
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Heron’s CINV Portfolio Net Sales Stabilized in Markets Dominated by
Generics during 2021, Poised for Growth in 2022

* CINVANTI demand unit sales stabilized in 2021 maintaining 98% of 2020 levels
« SUSTOL sales rebounded in 2021 following the Refresh Program

I CINVANTI
B susTOL

$25.4M CINV portfolio net sales by quarter

$22.7M $22.4M
$20.6M $21.1M

$20.0M $20.0M

$2.7M $3.1M

$2.5M

$1.5M

$0.2M $0.3M

Q12020 Q2 2020 Q3 2020 Q4 2020 Q12021 Q2 2021 Q3 2021 Q4 2021

$0.1M $0.2M
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CINV Franchise 2022 Outlook

- Sales for CINVANTI and SUSTOL are poised for moderate growth in 2022 based on
Improving reimbursementtailwinds

— Generic fosaprepitant ASP reimbursement decreasedto $28.50in Q1’22 (44% | from Q2'21)
— Generic fosaprepitant separate reimbursement in HOPD ended effective January 1, 2022.

— IV Akynzeo ASP reimbursement decreasedto $503.98in Q1’22 (>$190 | vs. Q1°21)
— CINVANTIASP reimbursement increasedto $223.86in Q1°'22 (19% 1 from Q2'21)

« CINV Franchise net sales guidance: Q1°22 expected in the range of $20M to $22M
— Infusion bag shortages: CINVANTI — only NK, that does not need IV infusion bag

— Virtually all HEC and majority of MEC regimens utilize 5-HT;+ NK,, thus the backlog of
patients coming into treatment creates opportunities for both products

ASP: Average Sales Price; HOPD: Hospital Outpatient Department HEI?O&
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Heron’s Commercial Strategy

Establish Heron as a leading company in Acute Care

 ZYNRELEF is off to a fast start and growing rapidly

« Growth is accelerating with ZYNRELEF's label expansion

- Expand Acute Care footprint with HTX-019 for PONV in Q4’22, if approved
Return Growth and Maximize Profitability of Oncology Care

« Net sales stabilized in 2021 and poised for moderate growth in 2022

« Reduce COGS through larger scale manufacturingin 2022

« Aligned resources to support the strategy

¥

I—ERON
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HTX-019 for Postoperative Nausea
and Vomiting (PONV)

NDA Submitted November 2021

[
HEROMN
THERAPEUTICS'

HTX-019 is an investigational new drug for PONV and not approved by the FDA
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HTX-019 for PONV

PONYV is a large market ~25x the size of CINV

HTX-019 has significant potential advantages over oral aprepitant and IV fosaprepitant:

— Therapeutic plasma concentrations where 297% receptor occupancy in the brain would be
predicted are achieved in minutes versus >1 hour for oral aprepitant

— 30-second administration of HTX-019 versus 20-30 minutes for fosaprepitant

— IV fosaprepitant can be very painful when administered into a peripheral vein (In prior BE
comparison HTX-019 was better tolerated than EMEND [V, with 65% fewer AEs at least
possibly related to treatment and no AEs of greater than mild severity)

NDA for prevention of PONV in adults submitted November 2021. The FDAset a
Prescription Drug User Fee Act (PDUFA) goal date of September 17, 2022

Conversion of over 500,000 oral pills projected for 2022 will be initial target for IV product

Several hundred million dollar a year potential market opportunity, taking the majority of :
the oral aprepitant market and use in high risk procedures I—Et?oﬁ"

THERAPEUTICS'
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Oral Aprepitant is Already Rapidly Growing
with No Promotion, Product Limitations and High Acquisition Cost

Initial HTX-019 targetin 2023

For Therapeutic Substitution 637k

Oral Aprepitant— 40mg Units

220k
2022-2023 Projected Totals at 25%

growth

2017 2018 2019 2020 2021 2022 2023

» Oral Aprepitant volume is growing rapidly at premium price despite no promotion
— Q221 WAC ~ $88/capsule

«  ~1,100 current ordering accounts’ ¥

N y
1 Source IQVIA DDD Non-Retail data 2017 -2021 . . L HERQN
28 HTX-019 is an investigational new drug for PONV and not approved by the FDA THERAPEUTICS 4
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Summary Statement of Operations and Net Cash Used in Operations
(In thousands, except per share amounts)

Financial Summary

Heron had cash, cash equivalents and short-terminvestments of $157.6 million as of December 31, 2021. We expect
net cash used for operating activities of $44 million to $48 million in the first quarter of 2022, and we anticipate that our

net cash usage will continue to moderate lowerin 2022.

Three Months Ended
December 31, 2021

Twelve Months Ended
December 31, 2021

Net product sales $ 20,655 $ 86,346
Operating expenses' 74,192 304,174
Otherincome (expense), net (1,109) (2,855)
Net loss' $ (54,646) $ (220,683)
Net loss per share? $ (0.54) $ (2.24)
Net cash used in operations $ (45,258) $ (203,354)

Condensed Balance Sheet Data (in thousands) December 31, 2021

Cash, cash equivalents and short-terminvestments
Accounts receivable, net

Inventory3

Total assets

Total stockholders’ equity

Common shares outstanding as of December 31, 2021 totaled 102.0 million.

" Includes $12.9 million and $46.9 million of non-cash, stock-based compensation expense for the three and twelve months ended December 31, 2021, respectively.
2 Based on 102.0 million and 98.5 million weighted-average common shares outstanding for the three and twelve months ended December 31, 2021, respectively.

3 Includes $23.6 million for ZYNRELEF, $23.1 million for CINVANTI and $1.7 million for SUSTOL.

$ 157,580
$ 35,499
$ 48,382
$ 305,706
$ 77,570

¥
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Important Safety Information for Patients

Important Safety Information

ZYNRELEF contains an NSAID (non-steroidal anti-inflammatory drug), a type of medicine which:

ZYNRELEF should also not be used:

can increasetherisk of a heart attack or stroke that can lead to death. This risk increases with
higher doses and longer use of an NSAID.

cannot be used during heart bypass surgery

can increasethe risk of gastrointestinal bleeding, ulcers, and tears.

if you are allergic to any components of ZYNRELEF, similar local anesthetics, aspirin or other NSAIDs (such as
ibuprofen or naproxen), or have had an asthma attack, hives, or other allergic reaction after taking any of these
medicines.

as a paracervical block, during childbirth.

¥
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Important Safety Information for Patients (cont)

The most common side effects of ZYNRELEF are constipation, vomiting, and headache.

The medicines in ZYNRELEF (a local anesthetic and an NSAID) can affect the nervous and cardiovascular
system; may reduce the effects of some blood pressure medications; should be avoided if you have severe
heart failure; may cause adverse effects on cartilage; may cause liver or kidney problems, a rare blood
disorder or life-threatening skin or allergic reactions; may harm your unborn baby if received at 20 weeks of
pregnancy or later; and may cause low red blood cells (anemia).

Tell your healthcare provider about all your medical conditions and about all the medicines you take including
prescription or over-the-counter medicines, vitamins, or herbal supplements to discuss if ZYNRELEF is right
for you.

Talk to your healthcare provider for medical advice about side effects. Report side effects to Heron at
1-844-437-6611 or to FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

The information provided here is not comprehensive.

Please see full Prescribing Information, including Boxed Warning

THERAPEUTICS
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