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Item 8.01 Other Events

On July 8, 2022, OptiNose, Inc. (the Company) issued a press release announcing additional results from ReOpen2 as well as initial pooled
results from ReOpen1 and ReOpen2. ReOpen1 and ReOpen 2 were randomized double-blinded, placebo-controlled Phase 3 clinical trials
examining the safety and efficacy of XHANCE® versus the placebo Exhalation Delivery System™ in adults with chronic sinusitis. A copy of
the press release is attached hereto as Exhibit 99.1 and is incorporated herein by reference.



Item 9.01 Financial Statements and Exhibits.

(d)    Exhibits

Exhibit No.  Description
99.1  Press Release issued by OptiNose, Inc., dated July 8, 2022.
104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Op�nose Announces Addi�onal Posi�ve Results from ReOpen2 and Ini�al Results from Pooled Analyses of Both Trials in the
ReOpen Program

Company previously announced posi�ve top-line results from both ReOpen1 and ReOpen2, the landmark trials evalua�ng
XHANCE as a treatment for chronic sinusi�s

Mul�ple secondary endpoints from ReOpen2 indicate pa�ents treated with XHANCE experienced improvement in symptoms and
quality of life when compared to pa�ents treated with placebo

In pooled data from ReOpen1 and ReOpen2, XHANCE demonstrated a benefit rela�ve to placebo on CT scans in pa�ents with
chronic sinusi�s without nasal polyps

YARDLEY, Pa., July 8, 2022— Op�nose (NASDAQ:OPTN), a pharmaceu�cal company focused on pa�ents treated by ear, nose
and throat (ENT) and allergy specialists, today announced addi�onal results from the ReOpen trial program evalua�ng XHANCE
for treatment of pa�ents with chronic sinusi�s. XHANCE® (flu�casone propionate) nasal spray is a drug-device combina�on
product combining its proprietary Exhala�on Delivery System™ (EDS™) designed to uniquely deliver drug high and deep in nasal
passages with an an�-inflammatory drug. These pre-planned secondary analyses of data from the ReOpen2 trial as well as
pooled data from both ReOpen1 and ReOpen2 found that pa�ents using XHANCE in these trials experienced a spectrum of
benefits on symptoms and quality of life, as well improvement in objec�ve measures of disease, rela�ve to pa�ents receiving a
placebo comparator.

As previously disclosed, both co-primary endpoints in ReOpen2 showed significant improvement among pa�ents treated with
XHANCE versus placebo comparator, including combined symptom score at 4 weeks and average of percentages of opacified
volume (APOV) at 24 weeks. In pre-planned, exploratory, secondary analyses of ReOpen2, pa�ents treated with XHANCE were
also found to have larger improvements than pa�ents receiving placebo comparator at the 4-week �me point on each of the
four individual defining symptoms of chronic rhinosinusi�s, including conges�on/obstruc�on, rhinorrhea (thick drainage), facial
pain or pressure, and loss of sense of smell. Pre-planned secondary analyses also revealed greater improvement on the
sinonasal outcomes test (22 item), a commonly used measure of symptoms, quality of life, and func�oning in chronic
rhinosinusi�s, at week 24 for pa�ents receiving XHANCE then placebo comparator. Nominal p-values for the differences
between the group of pa�ents receiving XHANCE and the group of pa�ents receiving placebo were less than 0.05 on each of
these measures.



Many people with chronic rhinosinusi�s have tried and are frustrated with standard nasal steroid sprays. To inform possible
differences in response of pa�ents previously using a standard nasal steroid spray, a pre-planned analysis of pooled data from
ReOpen1 and ReOpen2 assessed symptom improvement for pa�ents entering the trials with at least moderate symptoms
despite repor�ng use of a standard nasal steroid spray. For this subgroup, pa�ents receiving XHANCE improved more from
baseline than pa�ents receiving placebo comparator. Addi�onally, a pooled analysis was performed to assess change in CT
scans, measured by APOV at week 24, for the subgroup of pa�ents receiving XHANCE who had chronic sinusi�s without nasal
polyps. Compared to pa�ents treated with placebo comparator, XHANCE treatment produced greater reduc�on in sinus
opacifica�on in this subgroup (-6.31% vs -1.55%, nominal p-value of 0.004). Differences between ac�ve and placebo in the
groups receiving one or two sprays per nostril twice daily were similar and nominally sta�s�cally significant.

“We are pleased to see new evidence from ReOpen2 sugges�ng XHANCE treatment produces benefits on each of the cardinal
symptoms of chronic rhinosinusi�s and on a measure of quality of life. Symptom relief and quality of life represent the main
treatment goals for pa�ents with chronic rhinosinusi�s and their doctors,” said Ramy Mahmoud, MD, MPH, President of
Op�nose. “In addi�on, we now have pooled data showing that the subgroup of pa�ents receiving XHANCE in the ReOpen trials
who had chronic sinusi�s without nasal polyps experienced improvement on the APOV endpoint.”

The safety profile and tolerability of XHANCE in these trials were consistent with its currently labelled safety profile. In pooled
data from both trials inclusive of both dose groups, adverse events occurring at a rate of more than 3% in pa�ents receiving
XHANCE that were also more common than in the group receiving the EDS-placebo were epistaxis, COVID-19, nasopharyngi�s,
and headache.

Summary of Efficacy Results
Difference from Placebo EDS

Treatment n Baseline Score LS Mean Change from
Baseline

LS Mean Nominal
P-value (1)

Change in SNOT-22 from Baseline to Week 24 (ReOpen2)
XHANCE 186 or 372 mcg 145 48.57 -17.49 -8.77 0.001
Placebo EDS 75 51.11 -8.72 - -
Change in Symptoms in Prior Nasal Steroid Users from Baseline to Week 4 (Pooled)
XHANCE 186 or 372 mcg 172 5.63 -1.46 -0.70 <0.001
Placebo EDS 108 5.84 -0.77 - -
Change in APOV in CS Patients without Nasal Polyps from Baseline to Week 24 (Pooled)
XHANCE 186 or 372 mcg 225 61.33 -6.31 -4.76 0.004
XHANCE 372 mcg 112 61.26 -6.50 -4.95 0.010
XHANCE 186 mcg 113 61.40 -6.12 -4.57 0.019
Placebo EDS 116 63.32 -1.55 - -



Summary of Safety Results

Summary of Adverse Events with XHANCE Reported in ≥ 3%
and More Common Than Placebo EDS in Pooled data

Adverse Event (AE) Placebo EDS BID
(N =187)

n (%)

XHANCE 186 mcg BID
(N =184)

n (%)

XHANCE 372 mcg BID
(N =183)

n (%)
Epistaxis 1 (0.5) 9 (4.9) 20 (10.9)

COVID-19 8 (4.3) 5 (2.7) 12 (6.7)
Nasopharyngitis 8 (4.3) 9 (4.9) 7 (3.8)

Headache 7 (3.7) 4 (2.2) 10 (5.5)

About ReOpen1
The global, randomized, double-blind, placebo-controlled Phase 3 ReOpen1 trial evaluated the efficacy and safety of intranasal
administra�on of 186 and 372 mcg twice daily of OPN-375, marketed as XHANCE, in pa�ents with chronic sinusi�s (CS) with or
without nasal polyps over 24 weeks. The co-primary efficacy endpoints were the change from baseline in symptoms as
measured by a composite score of nasal conges�on, facial pain or pressure sensa�on, and nasal discharge at the end of week 4,
and the change from baseline to week 24 in the average of the percentages of ethmoid and maxillary sinus volume occupied by
disease as measured by CT scan.

About ReOpen2
The global, randomized, double-blind, placebo-controlled Phase 3 ReOpen2 trial evaluated the efficacy and safety of one and
two sprays of XHANCE (OPN-375) in each nostril twice daily, over 24 weeks in pa�ents with chronic sinusi�s (CS) who did not
have nasal polyps. The co-primary endpoints were change from baseline in symptoms, as measured by a composite score of
pa�ent-reported symptoms (including nasal conges�on, facial pain or pressure sensa�on, and nasal discharge) at the end of
week 4, and objec�ve change in inflamma�on inside the sinus cavi�es, as measured by the change in average of percentages of
volume occupied by disease across the ethmoid and maxillary sinuses as measured by CT scan. The ReOpen trial program is a
landmark research program because these are the first ever large, controlled trials we are aware of that show significant
improvement of both symptoms and inflamma�on inside the sinuses with a nasal therapy.

About Chronic Sinusi�s
Chronic sinusi�s (CS), cited as the second most common chronic disease of adults in the US, is a serious chronic inflammatory
disease that may affect as many as 30 million adults in the United States and cost the U.S. economy over $30 billion in direct and
indirect costs every year. CS is characterized by chronic inflamma�on affec�ng the paranasal sinuses and the nasal cavity, where
the openings from the sinuses normally ven�late and drain. Chronic sinusi�s is associated with symptoms that persist for at
least 12 weeks, with most pa�ents suffering for many years. In addi�on, the condi�on is o�en associated with mul�ple acute
exacerba�ons that result in substan�al use of an�bio�cs. In some pa�ents, chronic sino-nasal inflamma�on is accompanied by
development of polyps in the nasal cavi�es, referred to as nasal polyposis. Today, there are no FDA-approved drug treatments
for the majority of chronic sinusi�s pa�ents, those who do not have nasal polyps, though there are medica�ons, including
XHANCE,



approved by FDA for treatment of nasal polyps. The term “chronic rhinosinusi�s” is also o�en used as an umbrella term in
medical literature to refer to pa�ents with chronic inflammatory disease in the nose and sinuses, with or without nasal polyps.

About Op�nose
Op�nose is a specialty pharmaceu�cal company focused on serving the needs of pa�ents cared for by ear, nose and throat
(ENT) and allergy specialists. Op�nose has offices in the U.S. and Norway. To learn more, please visit www.op�nose.com or
follow us on Twi�er and LinkedIn.

About XHANCE
XHANCE is a drug-device combina�on product that uses the Exhala�on Delivery System (also referred to as the EDS) designed to
deliver a topical an�-inflammatory to the high and deep regions of the nasal cavity where sinuses ven�late and drain. XHANCE is
approved by U.S. Food and Drug Administra�on for the treatment of nasal polyps in pa�ents 18 years of age or older and has
been studied for treatment of chronic sinusi�s in two phase 3 trials, ReOpen1 and ReOpen2. Top-line results from these trials
are the first ever that we are aware of that show improvement in both symptoms and inflamma�on inside the sinuses for
pa�ents either with or without nasal polyps. If approved, XHANCE may be the first drug ever FDA-approved for treatment of
chronic sinusi�s either with or without nasal polyps.

Important Safety Informa�on

CONTRAINDICATIONS: Hypersensi�vity to any ingredient in XHANCE.

WARNINGS AND PRECAUTIONS:

• Local Nasal Effects: epistaxis, erosion, ulcera�on, septal perfora�on, Candida albicans infec�on, and impaired wound
healing. Monitor pa�ents periodically for signs of possible changes on the nasal mucosa. Avoid use in pa�ents with
recent nasal ulcera�ons, nasal surgery, or nasal trauma.

• Close monitoring for glaucoma and cataracts is warranted.
• Hypersensi�vity reac�ons (e.g., anaphylaxis, angioedema, ur�caria, contact derma��s, rash, hypotension, and

bronchospasm) have been reported a�er administra�on of flu�casone propionate. Discon�nue XHANCE if such reac�ons
occur.

• Immunosuppression: poten�al increased suscep�bility to or worsening of infec�ons (e.g., exis�ng tuberculosis; fungal,
bacterial, viral, or parasi�c infec�on; ocular herpes simplex). Use with cau�on in pa�ents with these infec�ons. More
serious or even fatal course of chickenpox or measles can occur in suscep�ble pa�ents.

• Hypercor�cism and adrenal suppression may occur with very high dosages or at the regular dosage in suscep�ble
individuals. If such changes occur, discon�nue XHANCE slowly.

• Pa�ents with major risk factors for decreased bone mineral content should be monitored and treated with established
standards of care.

ADVERSE REACTIONS: The most common adverse reac�ons (incidence ≥ 3%) are epistaxis, nasal septal ulcera�on,
nasopharyngi�s, nasal mucosal erythema, nasal mucosal ulcera�ons, nasal conges�on, acute sinusi�s, nasal septal erythema,
headache, and pharyngi�s.



DRUG INTERACTIONS: Strong cytochrome P450 3A4 inhibitors (e.g., ritonavir, ketoconazole): Use not recommended. May
increase risk of systemic cor�costeroid effects.

USE IN SPECIFIC POPULATIONS: Hepa�c impairment. Monitor pa�ents for signs of increased drug exposure.

Please see full Prescribing Informa�on.

Cau�onary Note on Forward-Looking Statements
This press release contains forward-looking statements within the meaning of the U.S. Private Securi�es Li�ga�on Reform Act of
1995. All statements that are not historical facts are hereby iden�fied as forward-looking statements for this purpose and
include, among others, statements rela�ng to the poten�al benefits of XHANCE for trea�ng chronic sinusi�s; the Company's
plans to seek approval for a follow-on indica�on for XHANCE for the treatment of chronic sinusi�s and the poten�al benefits of
such indica�on; the poten�al for XHANCE to be the first FDA-approved drug product for the treatment of chronic sinusi�s and
the poten�al for XHANCE to become part of the standard of care and a stepwise treatment paradigm for this disease; and other
statements regarding the Company's future opera�ons, financial performance, financial posi�on, prospects, objec�ves and
other future events. Forward-looking statements are based upon management’s current expecta�ons and assump�ons and are
subject to a number of risks, uncertain�es and other factors that could cause actual results and events to differ materially and
adversely from those indicated by such forward-looking statements including, among others: poten�al for the full data set from
the ReOpen Trial program, when available, to contain data that conflicts with or is inconsistent with the announced results;
poten�al for varying interpreta�on of the results from the ReOpen Trial program; uncertain�es related to the clinical
development program and regulatory approval of XHANCE for the treatment of chronic sinusi�s; impact of, and uncertain�es
caused by the COVID-19 pandemic; physician and pa�ent acceptance of XHANCE for its current and any poten�al future
indica�on; the Company’s ability to maintain adequate third-party reimbursement for XHANCE (market access) for its current
and any poten�al future indica�on; prevalence of chronic sinusi�s and XHANCE market opportuni�es may be smaller than
expected; and the risks, uncertain�es and other factors discussed under the cap�on "Item 1A. Risk Factors" and elsewhere in
the Company’s most recent Form 10-K and Form 10-Q filings with the Securi�es and Exchange Commission - which are available
at www.sec.gov. As a result, you are cau�oned not to place undue reliance on any forward-looking statements. Any forward-
looking statements made in this press release speak only as of the date of this press release, and the Company undertakes no
obliga�on to update such forward-looking statements, whether as a result of new informa�on, future developments or
otherwise.

Op�nose Investor/Media Contact
Jonathan Neely
jonathan.neely@op�nose.com
267.521.0531
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