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Item 7.01. Regulation FD Disclosure.
 
On October 25, 2016, Windtree Therapeutics, Inc. (the “Company”) will host a conference call and live webcast at 8:00 a.m. to review: (i) distribution data
from a lung deposition study in non-human primates (NHP); (ii) an update on the ongoing AEROSURF® (lucinactant for inhalation) phase 2 clinical program
in premature infants 26 to 32 week gestational age receiving nasal continuous positive airway pressure (nCPAP) for respiratory distress syndrome (RDS),
compared to nCPAP alone, and (iii) a financial update. A copy of the presentation materials is attached as Exhibit 99.1 to this Current Report on Form 8-K.
 
Pursuant to General Instruction B.2 of Form 8-K, the information in this Item 7.01 of this Current Report on Form 8-K and Exhibit 99.1 hereto are being
furnished and shall not be deemed “filed” for the purposes of Section 18 of the Securities Exchange Act of 1934 or otherwise be subject to the liabilities of
that section, nor is it incorporated by reference into any filing of Windtree Therapeutics, Inc. under the Securities Act of 1933 or the Securities Exchange Act
of 1934, whether made before or after the date hereof, regardless of any general incorporation language in such filing.
 
Item 8.01. Other Events.
 
Reference is made to Item 7.01. On October 25, 2016, the Company will host a conference call and live webcast to review the following: (i) distribution data
from a lung deposition study in non-human primates (NHP), (ii) an update on the ongoing AEROSURF phase 2a clinical trial in premature infants 26 to 28
week gestational age and the AEROSURF phase 2b clinical trial in premature infants 29 to 32 week gestational age, and (iii) a financial update.
 
Results of NHP Study
On October 24, 2016, the Company issued a press release announcing results from the NHP study, which demonstrated that the Company’s proprietary
aerosol delivery system (ADS) is capable of delivering aerosolized KL4 surfactant throughout all regions of the NHP lung. A copy of the press release is
attached as Exhibit 99.2 to this Current Report on Form 8-K and incorporated herein by reference.
 
The NHP Study was conducted with three non-human primates, cynomolgus macaques, using the same model ADS that is being studied in the ongoing phase
2 clinical program for AEROSURF in premature infants. The Company believes that the results of the NHP Study, when combined with other studies
assessing the ADS, confirm that the ADS is capable of producing aerosolized KL4 surfactant with a particle size in the optimal 1µm to 3 µm respirable range
for lung deposition. Moreover, the Company believes that the ADS represents a potential transformative technology that when combined with the Company’s
KL4 surfactant could address a significant unmet medical need in RDS.
 
AEROSURF Phase 2 Clinical Program Update
 
AEROSURF is the Company’s novel, investigational drug/device combination product that combines the Company's proprietary KL4 surfactant with its
proprietary ADS. AEROSURF is being developed to potentially reduce or eliminate the need for endotracheal intubation and mechanical ventilation in the
treatment of premature infants with RDS.
 
Initial AEROSURF phase 2a clinical trial in premature infants 29 to 34 week gestational age
 
The Company previously completed and announced the results of a phase 2a clinical trial in 80 premature infants 29 to 34 week gestational age, including 40
in five AEROSURF dose groups and 40 control infants being supported on nCPAP alone. The key objectives of that trial were achieved, including

 

● the primary objective of evaluating the safety and tolerability of aerosolized KL4 surfactant. Overall, the safety and tolerability profile of the
AEROSURF group was generally comparable to the control group; the most common adverse events observed included neonatal jaundice,
constipation, apnea and anemia; the most common serious adverse events (SAE) were air leaks (pneumothorax and pneumomediastinum). The
incidence of adverse events and SAE in the AEROSURF and control groups were generally comparable and there was no pattern observed of
increasing adverse events or SAE with increasing doses of AEROSURF;
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● assessment of available physiological data suggesting that aerosolized KL4 surfactant is being delivered into the lungs of premature infants:
parameters associated with invasive rescue therapy were assessed as part of the safety and tolerability profile of AEROSURF. These parameters were
also used to assess whether there is evidence of KL4 surfactant being delivered to the lungs of premature infants. Data suggest that AEROSURF may
be reducing the incidence of nCPAP failure (the need for intubation and delayed surfactant therapy): through 72 hours after the start of treatment,
AEROSURF treated patients, predominantly receiving a single dose, had lower rates of nCPAP failure compared to control in each of the last three
dose groups (45, 60 and 90 minutes) studied. In the 45 and 60 minute dose groups combined, (i) at six hours after the start of treatment or
randomization to the control group, 18% of control patients required intubation and delayed surfactant therapy compared to no AEROSURF patients;
and, (ii) at 72 hours after the start of treatment or randomization to the control group, 53% in the control group required intubation and delayed
surfactant therapy compared to 27% of patients in the AEROSURF group. This represents a 26% absolute reduction, or a 49% relative reduction, in
nCPAP failure compared to control; and

 ● acceptable performance of the novel aerosol delivery technology in the neonatal intensive care unit (NICU).
These data, combined with the favorable safety profile, formed the basis for dose selection in the phase 2b program. The Company determined to focus on
two dose groups (45 and 60 minutes) to define the appropriate upper dose to take into the phase 2b study.
 
AEROSURF phase 2a clinical trial in premature infants 26 to 28 week gestational age
 
Following the initial phase 2a clinical trial in the older premature infants, the Company initiated a phase 2a multicenter, randomized, open-label, controlled
clinical study in 32 premature infants 26 to 28 week gestational age receiving nCPAP for RDS. This study is designed to evaluate safety and tolerability of
aerosolized KL4 surfactant administered in two escalating (30 and 45 minutes) doses, with potential repeat doses, compared to infants receiving nCPAP
alone. Based on the results of the initial phase 2a clinical trial, the Company expected that infants 26 to 28 week gestational age could be included in the
ongoing phase 2b trial if the safety and tolerability profile from the first two dose groups of the phase 2a trial was adequate and there were no other factors
that made such an action imprudent. To assure flexibility in the event that 2 dose groups are not adequate, the study protocol also provided for two additional
doses (60 and 90 minutes), if required.
 
In addition to the primary objective of assessing safety and tolerability, the Company is assessing the performance of the ADS and available physiological and
clinical outcome data for information indicating that aerosolized KL4 surfactant is being delivered to the lungs and potentially reducing or delaying the time
to invasive surfactant therapy due to nCPAP failure. The Company initially anticipated completing enrollment in this trial in the second quarter of 2016, but
execution required additional time, due in part to a longer initiation process than expected at a number of clinical sites. In addition, lower gestational age is
generally associated with greater surfactant deficiency, a higher incidence and severity of RDS and other non-respiratory complications of prematurity,
causing a greater proportion of this already-smaller patient population to be more quickly intubated than expected, even in the delivery room, resulting in
fewer infants eligible for enrollment. In August 2016, the Company announced that it anticipated completing enrollment in the third quarter of 2016 and
releasing top-line results in September or early October 2016. The Company has since maintained a rate of enrollment in line with that adjusted guidance.
 
The second dose group (45 minutes) was completed in September 2016. The Safety Review Committee has met as required after each dose group (twice) to
assess the available data and the appropriateness of proceeding to the next dose escalation. The emerging safety profile to date for AEROSURF in premature
infants 26-28 week gestational age has been characterized by the following preliminary observations:
 ● the safety and tolerability profile of the AEROSURF groups was generally comparable to the control group;
 ● the adverse events and SAE seen were expected for this population and generally comparable between AEROSURF and the control groups; and
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 ● there was no pattern of increased adverse events or SAE with increasing doses of AEROSURF. 
Based on Safety Committee review, this age group would meet the safety criteria to be included in the phase 2b clinical trial.
 
In assessing the data, the Company has observed an early effect on prolonging time to intubation. However, after assessing two doses, the Company has not
yet observed a durable effect sufficient to achieve the desired reduction of nCPAP failure rates through 72 hours. The data suggests that younger gestational
age infants may potentially require higher doses of surfactant due to a greater surfactant deficiency and more variable inhalation characteristics. Accordingly,
the Company plans to continue this phase 2a clinical trial and has progressed to a third dose group (60 minutes), after which it plans to further assess and
determine whether it is appropriate to continue to a fourth dose group (90 minutes). As a result of the delay in completing this trial, instead of enrolling the
younger infants in the ongoing phase 2b clinical trial, the Company plans to assess these infants in a blinded clinical trial after assessing the additional dose(s)
in premature infants 26-28 week gestational age and after obtaining blinded data on older 29-32 week gestational age infants in the ongoing phase 2b clinical
trial.
 
AEROSURF phase 2b clinical trial in premature infants 26 to 32 week gestational age
 
The ongoing AEROSURF phase 2b clinical trial is a multicenter, randomized, controlled study with masked treatment assignment in up to approximately 240
premature infants and is designed to evaluate the safety and tolerability of aerosolized KL4 surfactant (including with up to two potential repeat doses)
administered in two dose groups (25 and 50 minutes) compared to infants receiving nCPAP alone. The key objectives of this trial are:
 ● to identify an acceptable endpoint by evaluating the following endpoints to find evidence of efficacy:
 o time to nCPAP failure (defined as the need for intubation and delayed surfactant therapy),
 o incidence of nCPAP failure, and
 o physiological parameters indicating the effectiveness of lung function;
 ● to identify the dose regimen for the planned phase 3 clinical program; and
 ● to provide an estimation of the expected efficacy margin of AEROSURF treatment.

 
The Company plans to conduct this trial in approximately 50 clinical sites in the U.S., Canada, Europe and Latin America. Under the recent clinical
projections, enrollment was expected to include 180 premature infants 29 to 32 week gestational age, and, after completion of the ongoing phase 2a clinical
trial, 60 premature infants 26 to 28 week gestational age. The Company anticipated releasing top-line results in the first quarter of 2017.
 
Because the phase 2a clinical trial in premature infants 26 to 28 week gestational age has been extended, as discussed above, the Company no longer plans to
enroll the younger infants in this phase 2b clinical trial. Instead, the Company is planning to implement the following adjustments to the phase 2b clinical
plan:

 ● the trial will continue to enroll only premature infants 29 to 32 week gestational age and will focus on this larger market segment of the total
population,

 
● the Company will continue to study a total of up to approximately 240 premature infants (instead of 180 older infants as originally planned), to

maintain a similar current statistical power and provide an opportunity for a stronger data set and potentially statistically better results to better
support regulatory efforts and potential business development and financing opportunities,

 ● the trial is expected to take approximately 90 additional days to complete, and
 ● the Company expects to release top line results in mid-year 2017.
 
The Company believes that the approach outlined in this Form 8-K, including the investment of additional time in both ongoing clinical trials, provides the
opportunity for a stronger data set and potentially a statistically better phase 2b result to support future regulatory activity and potential business development
and financing opportunities.

The AEROSURF phase 2b clinical trial has been supported in part by a Phase II Small Business Innovation Research (SBIR) grant
valued up to $2.6 million from the National Heart, Lung, and Blood Institute (NHLBI) of the National Institutes of Health (NIH),
and an initial $1.0 million award under a grant valued at up to $2.6 million, award number 2R44HL107000-03.  The content of this
Current Report on Form 8-K is solely the responsibility of the Company and does not necessarily represent the official views of the National Institutes of
Health.
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Financial Update
 
In addition, the Company reports that at September 30, 2016, cash and cash equivalents were $12.4 million, and long-term secured debt was $25 million
($12.5 million principal due in each of February 2018 (subject in certain specified event to deferral) and February 2019). For the quarter ended September 30,
2016, the Company’s net operating cash outflows were $8.4 million offset by $0.4 million of net proceeds from financings under the Company’s at-the-
market equity sales (ATM) Program with Stifel, Nicolaus & Company, Incorporated. Regarding the third quarter ATM financings, the Company sold 159,051
shares at a net average price of approximately $2.64 per share. Before any additional financings, the Company anticipates that it will have sufficient cash
available to support the AEROSURF clinical program as outlined in this Current Report on Form 8-K, pay debt service and fund its operations through
February 2017.
 
The Company continues its efforts to secure the additional capital that will be required to continue our AEROSURF development program and fund our
operations. The Company is actively pursuing all or a combination of potential strategic alliances, collaboration agreements and other strategic transactions
and also may seek additional capital through public or private equity offerings (including under the ATM Program).  In May 2016, the Company received a
deficiency letter from Nasdaq that it is no longer in compliance with the minimum stockholders’ equity requirement for continued listing on the Nasdaq
Capital Market. The Company submitted its plan and was granted an extension of time until November 15, 2016 to regain compliance with the listing
requirement. If the Company has not regained compliance on that date, the Staff of Nasdaq will issue a delisting notice and the Company will be entitled to
appeal the Staff’s determination to a Listing Qualifications Panel. In that event, we would expect that a hearing would be scheduled in late December 2016 or
January 2017. There can be no assurance that we will be successful in implementing our plan to regain compliance with the minimum stockholders’ equity
rule.
 
The Company believes that with the progress observed to date in the AEROSURF phase 2 clinical program, the recent Fast Track designation granted by the
[FDA] and other potential developments, it will be successful in securing the additional capital required to complete its AEROSURF phase 2 clinical program
and to fund its operations going forward. However, there can be no assurance that the Company will be successful in securing any such capital when needed,
if at all.
 
Item 9.01.     Financial Statements and Exhibits
 

(d)        Exhibits:
 

99.1     Slide Presentation dated October 25, 2016.
99.2     Press Release dated October 24, 2016.

 
Cautionary Note Regarding Forward-looking Statements:
 
To the extent that statements in this Current Report on Form 8-K are not strictly historical, including statements as to business strategy, outlook, objectives,
future milestones, plans, intentions, goals, future financial conditions, future collaboration agreements, the success of the Company’s product development,
cash flows, future revenues, the timing of planned clinical trials or otherwise as to future events, such statements are forward-looking, and are made pursuant
to the safe harbor provisions of the Private Securities Litigation Reform Act of 1995. The forward-looking statements contained in this Current Report are
subject to certain risks and uncertainties that could cause actual results to differ materially from the statements made. Such risks and others are further
described in the Company's filings with the Securities and Exchange Commission including the most recent reports on Forms 10-K, 10-Q and 8-K, and any
amendments thereto.  Any forward-looking statement made by us in this Current Report on Form 8-K is based only on information currently available to us
and speaks only as of the date on which it is made. We undertake no obligation to publicly update any forward-looking statement, whether written or oral, that
may be made from time to time, whether as a result of new information, future developments or otherwise.
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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.
 
 
 Windtree Therapeutics, Inc.  
    
 By: /s/ Craig Fraser  
 Name: Craig Fraser
 Title: President and Chief Executive Officer

 
 
Date:     October 25, 2016
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Exhibit 99.2

 
Windtree Releases Data from Lung Deposition Study in Non-Human Primates Demonstrating

Uniform Distribution of Aerosolized KL4 Surfactant in all Regions of the Lung
 

Study Provides Further Validation of Company’s Proprietary Aerosol Delivery Technology
 

Management to Discuss Results on a Conference Call, Tuesday, October 25, 2016 at 8:00 a.m.
 

Warrington, PA – October 24, 2016 - Windtree Therapeutics, Inc. (Nasdaq: WINT), a biotechnology company focused on developing aerosolized KL4
surfactant therapies for respiratory diseases, today released data from a lung deposition study conducted in non-human primates (NHPs) that demonstrates the
Company’s proprietary aerosol delivery system (ADS) is capable of delivering aerosolized KL4 surfactant throughout all regions of the lung. The study
consisted of a series of experiments in NHPs designed to assess the distribution and deposition of aerosolized KL4 surfactant in the lung when administered
using the ADS. The Company is developing the ADS as part of its lead development program, AEROSURF® (lucinactant for inhalation). AEROSURF is
currently being studied in a phase 2b clinical trial as a potential noninvasive treatment for respiratory distress syndrome (RDS) in premature infants. The
Company will host a conference call and live webcast on Tuesday, October 25, 2016 at 8:00 a.m. EDT to provide additional details of the study results as well
as provide an update on the AEROSURF phase 2 program.
 
“These study results confirm the ability of our aerosol delivery technology to overcome the barriers of successfully aerosolizing and delivering a surfactant
with particle sizes appropriate for deep lung delivery with uniform distribution across all regions of the lung,” commented Craig Fraser, President and Chief
Executive Officer. “These results not only support the premise of our AEROSURF RDS program, but also complement the clinical evidence seen in our phase
2a trial in premature infants 29 to 34 week gestational age and provide further insight into other potential applications of this novel technology in the future.”
 
Data from this lung deposition study were generated from an in vivo distribution study using three NHPs, cynomolgus macaques, which received three-to-ten
minute exposures of technetium-labeled KL4 surfactant that was aerosolized using the same model ADS currently being used in the AEROSURF phase 2b
clinical program. After administration, researchers immediately acquired 2-D planar images followed by 3-D SPECT images and then a second 2-D planar
image to assess overall pulmonary distribution. Additionally, the 3-D SPECT lung data were analyzed using a quantitative methodology whereby regional
distribution was assessed across ten equally sized shells (or layers) of the lung, from the innermost shell through the outermost shell.
 
Results from the analysis of the 2-D planar and 3-D SPECT images show that aerosolized KL4 surfactant, delivered using the ADS via constant flow nasal
continuous positive airway pressure (nCPAP), was generally uniformly deposited in all regions of the NHPs lungs.
 

 



 
 

 
Results from a quantitative analysis further demonstrated that there was generally uniform distribution in all regions of the lung, with an average total lung
distribution of 52 percent in the five inner shells and 48 percent in the five outer shells.
 

 
“We are extremely pleased with the results of this study because, along with other work we have done, it serves as yet another validation of the potentially
transformational capabilities of our ADS device, which aerosolizes our KL4 surfactant in a consistent and controlled flow and delivers it throughout the lungs
to the areas where a surfactant needs to reach to produce its beneficial effects.” commented Steve Simonson, M.D, Senior Vice President and Chief
Development Officer.
 
Conference Call and Webcast Details
The Company will host a conference call and webcast (including a slide presentation) at 8:00 a.m. EDT on Tuesday, October 25, 2016 to provide updates on
the AEROSURF® phase 2 clinical program and the lung deposition study in non-human primates.
 
To participate in the live call and take part in the question and answer session, dial (844) 802-2436 (domestic) or (412) 317-5129 (international). The live
webcast, including a slide presentation, can be accessed at http://windtreetx.investorroom.com/events.
 
A replay of the conference call will be accessible one hour after completion through November 1, 2016 by dialing (877) 344-7529 (domestic) or (412) 317-
0088 (international) and referencing conference number 10095419. An archive of the webcast can be accessed on the Company’s website at
http://windtreetx.investorroom.com/events.
 
 

 



 
 
About AEROSURF® 
Windtree’s lead product candidate is AEROSURF (lucinactant for inhalation), a novel, investigational combination drug/device product that combines the
Company's proprietary KL4 surfactant and aerosolization technologies. AEROSURF is being developed to potentially reduce or eliminate the need for
endotracheal intubation and mechanical ventilation in the treatment of premature infants with respiratory distress syndrome (RDS). Enrollment is ongoing in a
phase 2b clinical trial to study AEROSURF administered to premature infants receiving nasal continuous positive airway pressure (nCPAP) for RDS,
compared to infants receiving nCPAP alone.  The phase 2b trial is a global trial with clinical sites in North America, Europe and Latin America.
 
About Windtree Therapeutics
Windtree Therapeutics, Inc. is a clinical-stage biotechnology company focused on developing novel surfactant therapies for respiratory diseases and other
potential applications. Windtree's proprietary technology platform includes a synthetic, peptide-containing surfactant (KL4 surfactant) that is structurally
similar to endogenous pulmonary surfactant and novel drug-delivery technologies being developed to enable noninvasive administration of aerosolized KL4
surfactant. Windtree is focused initially on improving the management of respiratory distress syndrome (RDS) in premature infants and believes that its
proprietary technology may make it possible, over time, to develop a pipeline of KL4 surfactant product candidates to address a variety of respiratory diseases
for which there are few or no approved therapies.
 
For more information, please visit the Company's website at www.windtreetx.com.
 
Forward-Looking Statements
To the extent that statements in this press release are not strictly historical, all such statements are forward-looking, and are made pursuant to the safe harbor
provisions of the Private Securities Litigation Reform Act of 1995.  These forward-looking statements are subject to certain risks and uncertainties that could
cause actual results to differ materially from the statements made.  Examples of such risks and uncertainties include those risks related to Windtree's
aerosolized KL4 surfactant development programs, including for AEROSURF, which may involve time-consuming and expensive clinical trials that may be
subject to potentially significant delays or regulatory holds, or fail; risks related to the development of aerosol delivery systems (ADS) and related
components; risks related to the manufacture by contract manufacturers or suppliers of drug products, drug substances, ADS and other materials on a timely
basis and in sufficient amounts; risks relating to rigorous regulatory requirements, including those of the U.S. Food and Drug Administration or other
regulatory authorities that may require significant additional activities, or may not accept or may withhold or delay consideration of applications, or may not
approve or may limit approval of Windtree's products; and other risks and uncertainties described in Windtree's filings with the Securities and Exchange
Commission including the most recent reports on Forms 10-K, 10-Q and 8-K, and any amendments thereto.
 
 
Contact Information:
John Tattory
Senior Vice President and Chief Financial Officer
215.488.9418 or jtattory@windtreetx.com


