UNITED STATES

SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549

FORM 8-K

CURRENT REPORT
Pursuant to Section 13 or 15(d)
of the Securities Exchange Act of 1934

Date of Report (Date of earliest event reported) January 11, 2016

Heron Therapeutics, Inc.

(Exact name of registrant as specified in its charter)

Delaware 001-33221
(State or other jurisdiction (Commission
of incorporation) File Number)

123 Saginaw Drive
Redwood City CA

(Address of principal executive offices)
Registrant’s telephone number, including area code (650) 366-2626

N/A

(Former name or former address, if changed since last report)

94-2875566

(LR.S. Employer
Identification No.)

94063
(Zip Code)

Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the following provisions (see
General Instruction A.2. below):

O

O
O
O

Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)
Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)
Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))

Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))




ITEM 8.01 Other Events.

A copy of presentation materials describing the business of Heron Therapeutics, Inc. (the “Company”), all or a part of which may be used by the Company in investor or
scientific presentations from time to time, is furnished as Exhibit 99.1 hereto. These materials include updates to information previously furnished by the Company regarding the
Company’s research and development programs. The fact that these updated presentation materials are being furnished should not be deemed an admission as to the materiality of
any information contained in the materials. The attached materials have also been posted on the Company’s website at www.herontx.com. The Company does not undertake any
obligation to update this presentation.

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

Exhibit

_No. Description

99.1 Corporate Presentation, dated January 2016
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Brian Drazba
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Legal Disclaimer

\
This presentation contains "forward-looking statements" as defined by the !
Private Securities Litigation Reform Act of 1995. These forward-looking
statements involve risks and uncertainties, including uncertainties associated
with the development, regulatory approval, manufacture, launch and acceptance
of new products, completion of clinical studies and the results thereof, the ability
to establish strategic alliances and execute on business alliances or initiatives,
progress in research and development programs, intellectual property, third-
party relationships, regulatory oversight and developments, potential market
acceptance of new products, financial results, adequacy and duration of capital
resources and other risks and uncertainties identified in the Company's filings
with the Securities and Exchange Commission. None of the Company’s product
candidates discussed in this presentation have been approved by the FDA or
any other regulatory agency. Actual results may differ materially from the results
anticipated in our forward-looking statements. We caution investors that
forward-looking statements reflect our analysis only on their stated date. We do
not intend to update them except as required by law.
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Status of Product Portfolio A

SUSTOL® Acute and Delayed Nausea and Vomiting Associated HEC and MEC

BE Study Underway — Developi
Pathway — Phase 2 & 3 should
NDA Submission Expected 2H

SUSTOL Improved form ly delivering
LCM multiple CINV

IV NK, for CINV
Prevention

HTX-019

Long-Acting Bupivacaine + ’hase 2 Studies In
Meloxicam for Post-Op Pain Surgical Models Und

HTX-011

Because SUSTOL is under active review, we will not discuss the NDA ¥
: . FE=ROMN
or answer any questions regarding the NDA THERAPEUTICS
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A

SUSTOL® x&.

\
SUSTOLE® (granisetron) Injection, extended release, is a long-acting, injectable  \

product for the prevention of chemotherapy-induced nausea and vomiting (CINV)

— 1,341-patient, randomized, controlled, Phase 3 study demonstrated activity in acute and
delayed CINV after moderately emetogenic chemotherapy (MEC), and acute CINV after
highly emetogenic chemotherapy (HEC)

— MAGIC: Complete Response in delayed nausea and vomiting in patients receiving HEC
was significantly greater with the SUSTOL-based, three-drug regimen compared to
standard-of-care. Significantly more patients had no nausea or infrequent nausea with
SUSTOL and SUSTOL patients reported a significantly greater satisfaction with therapy

— SUSTOL, as part of a three-drug regimen, is the first 5-HT; antagonist to
demonstrate superiority to a standard-of-care, three-drug regimen in delayed
nausea and vomiting in patients receiving HEC

NDA resubmitted to FDA July 17, 2015
PDUFA goal date January 17, 2016

— Because SUSTOL is under active review, we will not discuss the
NDA or answer any questions regarding the NDA ¥
HEROMN
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SUSTOL Has the Potential to be the Next \‘
Generation 5-HT, Receptor Antagonist A

r;i?

ondansetron

granisetron palonosetron SUSTOL
Duration of Short acting Longer acting Long acting
action ~ 8 hr half-life ~40 hr half-life PK profile 5-7 days

Prevention of CINV in
emetogenic chemo including
high-dose cisplatin

MEC - acute & delayed CINV MEC - acute & delayed CINV
HEC - acute CINV HEC - acute & delayed CINV*

*Obtaining an indication for delayed nausea and vomiting after HEC will be based on FDA's
assessment of MAGIC trial results
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-
HTX-019 *\]

!
« HTX-019 is a proprietary intravenous (IV) formulation of \
aprepitant, an NK, receptor antagonist and is
distinguished from EMEND IV®, the only IV NK, receptor
antagonist presently approved in the U.S., in that it does
not contain polysorbate 80, which may cause infusion
site reactions, hypersensitivity or other adverse
reactions in some patients.
— Bioequivalency study comparing HTX-019 to EMEND |V
(fosaprepitant) conducted in late 2015, pk analyses underway
— Rapid development utilizing the 505(b)(2) registration pathway is
anticipated to achieve NDA submission in 2H2016
* Direct competitor to the approximately 1 million units of
EMEND |V used annually ¥

FE=ROMN




HTX-019 Demonstrated
Bioequivalence to Fosaprepitant

HTX-019
Pharmacokinetics of Aprepitant in Rats
10,000
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A
HTX-019 Potential Tolerability Benefit &!
\

»  Fosaprepitant is currently the only injectable NK,; RA approved in !

the p
. Fosaprepi@ﬁ‘agntains polysorbate 80, which may cause:
— Hypersensitivit tions, including flushing, itching or shortness of
breath, and has t tial to cause severe anaphylaxis reactions

— Infusion site reactions, inc}ﬁﬁTn infusion site pain, erythema, swelling,
superficial thrombosis, infusio% ives, and

phlebitis/thrombophlebitis
» In review of cancer drugs containing po@@ e 80,

hypersensitivity reactions linked to at least 2 s in spite of
premedication @

« HTX-019 does not contain polysorbate 80 and may havgé a lower
incidence of certain adverse reactions than reported with

fosaprepitant ¥
HEROMN

-

9 Sources: Leal et al, Support Care Cancer, 22:1313-1317, 2014, Norris et al, Community Oncology, 7:425-428, 2010
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-
HTX-019 vs EMEND IV Human BE Study: ‘!
HTX-019 Shows Clear Safety Advantage ~ X

* 100 subjects received HTX-019 and EMEND [V in !
standard cross-over design
All AEs 28% 56%
JrZIIEast t;:{El}nsiderecl at least possibly 20% 529
Moderate AEs 0 6%
Hypersensitivity Reactions 0 3%
Premature Discontinuations 0 2%

Conclusion: HTX-019 was clearly better tolerated than
EMEND |V, with 62% fewer AEs at least possibly related to
treatment, no AEs of greater than mild severity, no

premature discontinuations and no hypersensitivity reactioEg D;}J
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The Management of CINV Remains a \
Significant Clinical Challenge A ;

> In the U.S., over 1 million people \

receive CINV therapy each year
> On average, they each receive 5-6

cycles of CINV therapy Unmet Need

2 Million * Despite treatment with existing therapies, many
[ ]

patients experience breakthrough CINV particularly
in the delayed phase (days 2-5)

patients receive cancer treatment

= CINV has a high clinical burden — impacting
patients’ QOL and cancer treatment

Million

1 " patients receive chemotherapy = Historically, there have been no single-agent 5-HT,
antgonists indicated to prevent delayed CINV in
HEC (including palonosetron)

Million = HCPs cite the need for new therapies that deliver
patients receive CINV therapy long-acting CINV prevention in both MEC and HEC

;*"'.
Source: IPSOS Q2 2015 Cancer Tracking HEEON
12 g Mski-Coms Madhcing reemving Lv™
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Despite Available Therapies, a Large
Percentage of Patients Experience N,
Breakthrough CINV \

% of MEC/HEC patients with breakthrough % of MEC/HEC patients with breakthrough
CINV despite prophylaxis CINV despite prophylaxis
Community practice observational study | Physician perception
70% - '
2
o 60% -
2 51%
& 50% -
=
& 40% |
g 50%.
$ 30% -
2
S 20% -
g
5 10% -
0% ® Experience breakthrough CINV

Don't experience breakthrough CINV

HEC MEC

Data from a prospective observational study enrclling chemotherapy-naive patients who
received single-day HEC or MEC at four oncology practice networks, all using electronic
madical record (EMR) systems, in Georgia, Tennessee, and Florida. CINV = emesis or

clinically significant nausea on days 1-5. For HEC=5-HT3+NK-1+CS on Day 1; NK-1 on Days Source: Instar Market Research, Dec 2015, N=75 oncologists
2-3; CS on Days 2-4; For MEC=5-HT3+NK-1+C5 on Day 1; 5-HT3, NK-1, or C5 on Days 2-3 .‘*’,
Source: Gilmore JW et al. J Oncol. 2014;10:68-74. HEEDN




-
CINV Has a High Clinical Burden — Impacting \‘
Patients’ QOL and Cancer Treatment <« .

Patients identified CINV as the side effect of CINV commonly disrupts patients’
chemotherapy they most wanted to avoid cancer treatment
More acceptable Worst

1.00
5 4 A A HBHHEE
o o x = = 3 o =1 o
w = c 2 = o = = =]
- ] N B = = & 2 0
2 os0 3 I3 5 A T i K
2 2 B B 4 E ¢
© E = E =
8 2 c s
w 0.60 = o ®
g 3 4 B 6855
® g
&
= 0.40
=1
=
>
[
'% 0.20
e 32% of oncology HCPs delayed

or discontinued chemotherapy
0.0 due to CINV within the prior year
VAS scored from 0 to 1 where 0 is the least favorable
and 1 is the most acceptable/favorable
;*"'.
Sun CC et al. Support Care Cancer. 2005,13:219-227.
Van Laar ES et al. Support Care Cancer. 2015;23:151-7 HE=OIM
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-
87% of Oncologists Believe New Agents are

Needed to Address Unmet Needs in CINV N
Prevention

Unmet Needs In Prevention of CINV

CINV agent that effectively prevents . |
both acute and delayed CINV | ERNNNN 55
CINV agent that effectively prevents 459%
delayed CINV in patients receiving HEC _ °
Ml E
formulation
CINV agent that effectively prevents 329,
delayed CINV in patients receiving MEC NN :2°:

CINV agent that has positive economic
impact for practice

87%

24%

0,
subcutaneously 24%

CINV agent that is administered —

| do not believe there are unmet needs in

CINV prevention j13%

% of respondents
;*"'.
Source: Instar Market Research, Dec 2015, N=T5 oncologists HEEDN




Effective in Preventing Acute and Delayed

-
Across 2 Phase 3 Studies, SUSTOL Was | ‘
. \&:

CINV in MEC and HEC

STUDY C2006
SUSTOL was non-inferior to IV palonosetron in preventing

acute and delayed CINV in MEC and acute CINV in HEC

Although not statistically significant, there was a trend favoring SUSTOL vs. palo in
preventing delayed CINV in HEC, signaling an opportunity that led to the MAGIC study

90% - 81% 81%
0% | 7% 75%

70%
60%
50% -
40% -
30%
20% -
10%

0% -

59%
S7% = SUSTOL

=1V palonosetron

Complete response rates

Acute CINV Delayed CINV Acute CINV Delayed CINV
P=NS P=NS P=NS

Because the study was designed to show non-inferiarity, P=NS indicates that the endpoint of non-
inferiority was reached, and that SUSTOL was as effective as |V palonosetron

Raftopoulos H et al. Support Care Cancer,
2014 Epub; Sep 2:1-10; Fig 2; p6 col2, T5.

\

MAGIC STUDY
SUSTOL is the first and only

5-HT, to demonstrate superiority
vs. another in HEC

100 1 = SUSTOL
Ondansetron
a0 A
& 807 P=0.014
@ 70 1 64.7%
c
%60 § 56.6%
i ol
@ _
y 40
o 4
E 30
o 20 A
10 A
Delayed CINV
+ In overall population, 14.2% relative
improvement with SUSTOL vs ondansetron
(95% CI, 1.7 to 14.4 P=0.014)
+ In cisplatin randomization stratum, 19.4%
relative improvement with SUSTOL vs

ondansatron (5% CI, 1.4 to 22.7 P=NS5)
+ Source: Heron data on file ‘g

HE=RO

THERAPEUTICS
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MAGIC is the First Pivotal HEC Trial to ‘
Incorporate a Guideline-Recommended 3- Drug\
Regimen in Both Arms

« In MAGIC, the efficacy advantage of SUSTOL vs. the standard-of-care 5-HT, was \

similar to the benefit shown in recent trials of adding an NK-1
« SUSTOL is the first 5-HT, to demonstrate superiority vs. another in HEC

Delayed CR

HEC Studies Comparator Absolute Relative
Arm Difference Difference
1

SUSTOL" (SC)' 3 drug 3 drug 8.0% 14.2% |

NEPA* (PO)? 3 drug 2 drug 7.4% 10.6%

3 drug 2 drug 10.3% 12.9%
3 drug 2 drug 9.8% 15.7%
3 drug 2 drug 14.3% 24.5%
3 drug 2 drug 8.2% 13.2%

3 drug 5 HT3 receptorantagonlst NKA reoeptor antagomst dexamethasone
2 drug = 5-HT, receptor antagonist, dexamethasone ’

w ',
*Predominately anthracycline/cyclophosphamide *

1 Heron data on file; 2 NEPA PI; 3 rolapitant PI FE=ROMNN




More Than 80% of Oncologists Found the ‘
MAGIC Trial Design and Results to be Cllnlcallh

Meaningful

Clinically relevant design: The

frial’'s 3-drug vs. 3-drug design is

more clinically relevant than those
with a 3-drug vs. 2-drug design

0% 20% 40% 60% 80%

Clinically meaningful results: the
8.1% absolute CR difference (P=.014)
makes Product X the first 5-HT; to
show superiority vs. another in HEC

% Strongly agree or agree

100%

0% 20% 40% 60% 80%

Source: Instar Market Research, Dec 2015, N=75 oncologists

18

% Highly meaningful or meaningful

100%

Mean score

1 = Strongly disagree

2 = Disagree

3 = Neither agree nor disagree
4 = Agree

5 = Strongly agree

Mean score

Scale 1-5 where 1 is not
at all meaningfuland 5 is
highly meaningful

'.‘Eﬁ@"‘%




Most Clinical Attributes Including Those That

-
SUSTOL was Rated Higher than Aloxi® on ‘!
‘N
Influence Product Choice the Most \

\
SUSTOL vs. Aloxi Product Attribute Ratings

Attribute
ini:luanc:' on ESUSTOL mAloxi
product choice

4.4 Ability to prevent delayed CINV s 3

4.4 Ability to prevent CINV in HEC =

> Higher

L 3
4.3 Safety |
L 3

4.3 Ability to prevent CINV in MEC 5

Efficacy in reducing breakthrough
CINV and rescue medication usage Er =5

4.3 Ability to prevent acute CINV BB

4.3

4.2 Provides extended duration of action B [ 3

Can be used across a wide variety of
et chemotherapy patients -

Convenient dosing / administration | 3 s

Lower
w
~

O ——
i Scale 1-5 where 1 is not

{ atallimportantand 5 is 0 20 40 60 80 100
{ very important

% rating product > 8 (on scale 0-10)
¥
Source: Instar Market Research, Dec 2015, N=75 oncologists HFE=OM
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The Branded 5-HT; Market (Aloxi) Consists of
2.6 Million Units )

Injectable Drugs for the Prevention of CINV
Number of Package Units Sold by Quarter

800,000

700,000

Aloxi

600,000
500,000 m
400,000

300,000 EMEND

200,000

100,000 f
o]

02'06 Q4'06 Q2'07 Q4'07 Q2'08 Q4'08 Q2'09 Q4'09 Q2'10 Q4'10 Q2'11 Q4'11 Q2'12 04'12 Q2'13 Q4'13 Q2'14 Q4'14 Q2'15

—— L0 g AN ZEMET ™ g Y TRIL® T ANESELTON g TOFRAN® s pndansetron . EMEND
¥
o0  Source: Symphony Health Solutions data, 2015 HEMARELITIES
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Despite No Promotion to Date, Significant
Awareness of SUSTOL Exists Among \&

\
Awareness of CINV products
u (4) Very familiar with product ®(3) Know some basic product information
(2) Know little more than the product name (1) I am not aware of this product MET:_:;’“"G
EMEND (aprepitant, -
fosaprepitant) 95% 5% 4.0
Aloxi (palonosetron) 4% 3.9
Akynzeo (NEPA) 13% 3% 3.4
Varubi (rolapitant) 23% 5% 3.0
SUSTOL (granisetron
injection, extended release) 36% 19% 13% 29

% of respondents

~ -
Source: Instar Market Research, Dec 2015, N=75 oncologists HFE=OM

29 e by g Lo,




Traditional Launch Barriers for Providers,

-
Heron’s Commercial Plans will Address ‘
k-

\

Patients, and Payers

\
Objectives The Heron Approach

Establish SUSTOL
as preferred agent

Providers

Create “coverage
confidence”

Build
differentiated
value proposition

Patients

Educate &
optimize access

Payers

Optimize access

22

« Differentiated ER technology and broadest clinical data set
* Robust in-office and peer-to-peer education via multiple channels
» Antiemetic guidelines inclusion

« Best-in-class reimbursement support services
» Extended payment terms
* Innovative “stand by your drug” program (qualified payer denials)

* Performance-based contract that delivers sustained value

« Comprehensive in-office and on-line educational resources
« Zero patient co-pay for commercially insured patients
« Strong uninsured patient program

« Compelling value story (clinical data, guidelines, HEOR data)
* Proactive payer engagement with traditionally restrictive plans
* Engagement between community practices and regional payers

'.‘Eﬁ@"‘%
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U.S. Commercial Organization Has
Been Built and is Poised for Launch

\
Commercial
leadership in
place Field leadership Sales and nurse
T ] educator teams
| established
MSL team
established
' Payer account team
established
Ongoing interactions with key oncology practices, GPOs, distributors and payers
Training and Launch Prep, FCS
HEf?DN
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POST-OPERATIVE PAIN PROGRAM

~ .
THERAPEUTICS
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Biochronomer® Bupivacaine Superior to \‘
EXPAREL® at 24-72 Hours

Pig Post-Operative Pain Model \
Saline Control (1) M Biochronomer Bupivacaine (1) W Exparel (2)
2 1000 - :
=
£ 900 —
k]
2
E 700
(=]
L 60.0 +—
8=
5 E 500 |-
o g
w® <
E 40.0
& 300 —
2
S 200 |-
8
: ‘
=
1)
e
[T}
[
HOURS
1. Study #1; All studies used the post-operative pain model in pigs from Castle et al, 2013 EPJ
2. Study #2 used the human dose of EXPAREL with 40% smaller incision #
FE=OMN

(n=4 pigs) HERAPEUTH
26 valying basbis-om e mgeevng L™
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Local Anesthetics Exist in a Balance Betweel\‘
Water-Soluble and Lipid-Soluble Forms

Acidic Environment Shifts the Balance to lonized Form Unable !
to Penetrate Nerve Cell Membrane

BUPH*«—> BUPN + H*
_/

Diffusable Form

Outside Membrane
Nerve Cell
Membrane

Inside Membrane

(\ Active Form

BUPH* €= BUPN + H*

The acidic environment associated with inflammation shifts the balance
further to the left, resulting in far less drug penetrating the nerve
membrane and reduced anesthetic effects.

With a pKa of 8.1, bupivacaine is very sensitive to reduced pH ¥
.

Local anesthetic nerve penetration model adapted from Becker and Reed, Anesth Prog 53:98-109 2006




-
HTX-011 Significantly Superior to EXPAREL\]
at 24-72 Hours Y

Pig Post-Operative Pain Model \
Saline Control (1) W Biochronomer Bupivacaine (1) W HTX-011 (2) W Exparel (2)
2 1000 -
3 |
£ 900 —
3 80.0
g w00 [
E 700 -
(=]
L 60.0 +
8=
c E 500
u e
T <
E 400 +
S i
S 200 T —
8
& 100 -
=
1)
£ 0.0 . . ,
a 0 1 3 5 24 48 72 96 120
HOURS
1. Study #1; All studies used the post-operative pain model in pigs from Castle et al, 2013 EPJ
2. Study #2 compared <': expected human dose of Biochronomer bupivacaine/meloxicam formulation to the *’
human dose of EXPAREL (40% smaller incision used with EXPAREL) HEROMN
28 {r|=4 p|gs} ,..._,“ ,... ——r—




A Randomized, Placebo-
Controlled, Double-Blind, Phase 2
Study of HTX-011 in the
Management of Post-Operative
Pain in 64 Patients Undergoing
Bunionectomy

H‘?ﬁ@f‘%
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AN
Phase 2a Bunionectomy Study Design &1
\

Screening Treatment (96-hour evaluation)
Part A - HTX-011
200 mg bupivacaine (n=20)

i Placebo - All subjects pooled
Subjects for endpoint analysis
requiring Part A (n=10), Part B (n=10)

bunionectomy

Part B - HTX-011
400 mg bupivacaine (n=20)

Primary Endpoint
+ SPI0-24 hrs
Secondary Endpoints

+  SPI0-48 & 24-48 hrs

+ SPI0-72 & 48-72 hrs

+ SPI0-96 & 72-96 hrs

* % of patients pain free

+ Time to first use of opiate
rescue medications

* % of patients who received
no opiate rescue
medication through 72 hrs

SPI = Summed Pain Intensity score

Efficacy assessments:

Pain intensity scores (NPRS) using 0-10 point scale at 1, 2, 4, 6, 8, 10, 12, 14, 18, 24, 30, 36, 42, 48, 54, 60, 72, 78,
84, and 96 hours after administration of study medication
Patient's global assessment of pain control at 24, 48, 72, and 96 hours after administration of study medication

Percent of patients who are pain free, use of rescue medication, and nausea assessments (NNRS) at 6, 24,48 and 72 |

hours after administration of study medication

30
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A
Historical Context: Exparel Pivotal \!
Bunionectomy Study Y

Figure 2. Mean Pain Intensity versus Time plot for bunionectomy study (C-317) !

10 —o— placebo

—o— exparel

Pl
o

0 T T T T 1
0 12 24 36 48 60 il

time (hours)

Source: FDA Clinical Review of NDA 022-496, page 48
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Pain Intensity Difference at 200 mg &‘

7.00

=B=HTX-011 200 m
6.00 A £
T’ —+—Placebo

.
o
=]

=
=
=

e
o
(=]

o
(=]

Mean Pain Intensity Score*

SPID, .
-25%, p=0.022

=
o
(=]

0 10 20 30 40 50 60 70
Hours

*Standard LOCF method used to account for use of rescue medications from Golf et al, Adv HEEDP{I'
5 Ther, 28(9):776-788, 2011
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Pain Intensity Difference at 400 mg

b Y
\
7.00
SPID
6.00 -389%, p=26:‘681 76 ~o~HTX-011 400 mg
——Placebo

" 5.00
3 \/\
£ 4.00
g
£
£ 3.00 A
[
g 2.00

w SPIDg.4 SPID, 1,

0.00 - -52%, p<0.0001 -40%, p=0.0064

A 6 10 Zb 30 Hours 40 50 60 20

*Standard LOCF method used to account for use of rescue medications from Golf et al, Adv HEEDP%]
Ther, 28(9):776-788, 2011 THERAPEUTICS
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-
Historical Context: Percent of Patients Pain ‘!
Free, Cross-Study Comparison to Exparel ~ % “

\

100
=90
Vi -8-HTX-011 400 mg
a8 -t 80—
ﬁTO | —+—Placebo .
b &
£60 | = 60—
g la'-'h ] Dcpome buphr.'laimlll]ms
ﬂ50 : g — —o— Placebo
840 82
© s Z
%30 %
) ]
210 - I
[+]
o
0 1

0 12 24 36 48 60 72
Hours Hours

Source: Golf et al, Adv Ther, 28(9):776-788, 2011 FE=OMN




Mean Time to First Use of Opiate Rescue\]
Medication ‘
\

« 488% longer time to first use of rescue medications with
400 mg dose compared to placebo

Placebo HTX-011 HTX-011
200 mg 400 mg

20.8 hours 48.2 hours
p=0.15 p<0.0001

8.2 hours

Cross-study comparison: Mean time with Exparel was 7.2
hours versus 4.3 hours on placebo

Source: Golf et al, Adv Ther, 28(9).776-788, 2011 HEEQF\’%\I

35 etopte ek Mathn irgemig Lves®
|



-
Historical Context: Percent of Patients Who \
‘N

Received No Opiate Rescue Medication,
Cross-Study Comparison to Exparel

100
-8-HTX-011 400 mg
90
—+-Placebo

\

-~
o o

)]
o

Percent of Patients Who Received No
Opiate Rescue Medication

50 . s
£
40 £ o w0
33 PSR ET-
30 .E -g 30— ! —— Placabs
; \\-‘—‘—‘—‘—0—‘—‘—0_0 ‘g-é - \
= -g- .
10 ¥ S 10 -~
U' T T T . E = ¥\I : I ' : I I
0 12 24 36 48 60 72 g8 12 16 onouzr-: 36 48 60 72

Hours

Source: Golf et al, Adv Ther, 28(9).776-788, 2011 HE=OIM
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Mean Pain Intensity Scores

Pain Intensity NOT Adjusted for Opiate Use:
HTX-011 Significantly Better Than Unlimited -

H *
Opiates
7
. -o-HTX-011 400 mg
—+—Placebo
5
4 \_«
3 \
2 ]
1
SPID4 SPID,.,
0 _p=0.0001 | p=0.0051
0 10 20 30 Hours 40 50 60 70
Patients were permitted to take 5 mg oxycodone every 2 hours as needed for pain; =R C)I‘*x:i‘

data not adjusted for opiate use THERAPEUTICS

Lo Khgecvey




A
Preliminary Safety &‘

« HTX-011 was generally well tolerated

 The most common adverse events were: headache,
nausea, vomiting, constipation, erythema, cellulitis,
dizziness, and hypoxia, none of which were considered
drug-related
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A
HTX-011b: Second Formulation with \1
Distinct Properties A \‘
\

« HTX-011b is our second formulation with greater volume
(potentially up to 20 ml)

« Phase 1 study in healthy volunteers showed:
— Therapeutic drug levels achieved faster
— Higher drug levels achieved

* First cohort of Phase 2 study in 5 patients undergoing
bunionectomy demonstrated 200 mg of HTX-011b
comparable to 400 mg of HTX-011
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HTX-011b is a Higher Volume
Formulation (Potentially up to 20 ml)
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Pain Intensity:
HTX-011b 200 mg vs. HTX-011 400 mg
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HTX-011 Clinical Development Progrant=st

2H15 1H16 2H16

B
|

Pilot studies are
designed to confirm
our sample size
projections in the
Phase 2/3

* HTX-002 is HTX-011
minus the meloxicam; will
be added to protocols by
amendment THERAPEUTICS
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Long-Acting Injectable Products Contain Many
Times the Single Dose
HTX-011 is at the Low End of the Range

Maximum Maximum LAI Dose vs.
Maximum Approved  Long-Acting Injectable  Approved LAl | Maximum Short-Acting Daily
Short-Acting Injectable Drug Indication Daily Dose (LAY Drug Dose Dose Ratio

Sandostatin Acromegaly 150 mcg Sandostatin LAR 20 mg QAW 133.3
Byetta Diabetes 20 meg Bydureon 2 mg QW 100.0
Lupron Prostate cancer 1mg Eligard 45 mg Q24W 45.0
Sandostatin Carcinoid tumors 600 meg Sandostatin LAR 20 mg Q4w 333
Abilify Schizophrenia 30 mg Aristada 882 mg QAW 294
Nutropin Pediatric growth hormone deficiency 0.1 mgfkg Nutropin Depot 2.25 mg/flg Q2W 225
Invega Schizophrenia 12 mg Invega Sustenna 234 mg Q4w 195
Zyprexa Schizophrenia 20mg Zyprexa Relprevw 300 mg Q2W 15.0
Abilify Schizophrenia 30mg Abilify Maintena 400 mg Q4W 133
Provera Endometriosis 20mg Depo Provera 200 mg Q4W 10.0
Naltrexone Alcohol and opiocid dependence SOmg Vivitrol 480 mg QAW 9.5

Risperdal Schizophrenia 16 mg Risperdal Consta 50 mg Q2W 3.1

Mean 362

Bupivacaine Post-operative pain 175 mg Exparel 266 mg 15

Bupivacaine Post-operative pain 175 mg HTX-011 400 mg 2.3
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> 72 hour Duration of Action Seen as “ldeal”

T

by Physicians, With 48 hours Minimally A
Acceptable "

Ideal Duration of Efficacy for Long- Minimally Acceptable Duration of
Acting Local Anesthetic Efficacy for Long-Acting Local
Anesthetic

72 hours
11%

48 hours

27%

72 hours
46%

r
Source: Decision Resources Post-Operative Pain Physician Research *'
Initiative 2014 (N=30 qualtative interviews; N=184 quanfitative survey) HEE N



Use of Long-Acting Local Anesthetics to
Increase

Use of Long-Acting Local Anesthetics in the Future, by Procedure \

-

Across Procedures, Many MDs Expect the ‘
A\l

\

Arthroplasty knee (inpatient) |

Hernia (inpatient)

Hip replacemant, total and partial

79

Hernia (outpationt) | “Minimizing opioid use by using long-
acting local anesthetics is the trend. |
think the long-acting local anesthetics
have great promise in the future.”

— General surgeon

Arthroplasty other than hip, knee, | 7o
shoulder, or elbow

Cholecystectomy (inpatient)

6

Other therapeutic procedures on 73

muscles and tendons

Arthroplasty shoulder
Repairof toe | §
Other fracture and dislocation 1| 8
procedure

Treatment, fracture or dislocation of | 6
hip and femur (inpatient)

Other non-OR therapeutic J

procedures on musculuskelstal.,‘ '

Arthroplasty knee (outpatient)

Cholecystectomy (outpatient) | 79

Cesarean Section | 1054
Source: Decision Resources Posl-Oparative Pain Physician Research

T 1
80% 100% Initiative 2014 (N=30 qualitative interviews; N=184 quantitative survey)

0% 20% 40% 60%
Percentage of physicians indicating how frequently they expect

r
to use long-acting local anesthetics in the future Q‘
Less fraquently mSame amount = More frequently [ lEIEON
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Financial Summary &,

\
\

» $128.2M raised June 2015 (net proceeds)

Summary Statement of Operations Nine Months Ended
(In thousands, except per share data) September 30, 2015

Revenue $ -
Operating expenses 65,865
Other income (expenses) (484)
Net loss $ (66,349)
Net loss per share’ $ (2.07)
Cash and cash equivalents $ 152,989
Total assets $ 158,151
Total stockholders’ equity $ 141,701
1 Based on 32.1 million weighted average common shares outstanding for the period ended *:

September 30, 2015 HE=OMN
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A
Condensed Balance Sheet Data — \!
YN

December 31, 2015 \
!
Condensed Balance Sheet Data As of December 31,
(In thousands, Unaudited) 2015
Cash and cash equivalents $ 131,000

Current cash resources expected to fund
operations through 2016, including potential
SUSTOL commercial launch
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