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): August 24, 2021

PIERIS PHARMACEUTICALS, INC.

(Exact name of registrant as specified in its charter)

Nevada 001-37471 30-0784346
(State or other jurisdiction of (Commission (IRS Employer
Incorporation) File Number) Identification No.)
255 State Street, 9th Floor 02109
Boston, MA
(Address of principal executive offices) (Zip Code)

Registrant’s telephone number, including area code: 857-246-8998
N/A
(Former name or former address, if changed since last report.)

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:
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)
O Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))
O Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))
Securities registered pursuant to Section 12(b) of the Act:

Title of each class Trading Symbol(s) Name of each exchange on which registered

Common Stock, $0.001 par value per share PIRS The Nasdaq Capital Market

Indicate by check mark whether the registrant is an emerging growth company as defined in Rule 405 of the Securities Act of 1933 (17 CFR §230.405) or Rule 12b-2 of the
Securities Exchange Act of 1934 (17 CFR §240.12b-2).

Emerging Growth Company [J

If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any new or revised financial
accounting standards provided pursuant to Section 13(a) of the Exchange Act. O



Item 7.01: Regulation FD Disclosure.

Attached hereto as Exhibit 99.1 and incorporated by reference herein is the August 2021 PRS-220 European Respiratory Society (ERS) International Congress Poster.

The information set forth under this “Item 7.01. Regulation FD Disclosure,” including Exhibit 99.1 attached hereto, shall not be deemed “filed” for any purpose, and shall not
be deemed incorporated by reference into any filing under the Securities Act of 1933, as amended, or the Securities Exchange Act of 1934, as amended, regardless of any
general incorporation language in any such filing except as shall be expressly set forth by specific reference in such filing.



Item 8.01: Other Events.

On August 24, 2021, Pieris Pharmaceuticals, Inc. (the “Company”) issued a press release announcing the presentation of preclinical data for PRS-220, a connective tissue
growth factor inhibitor the Company is developing for the treatment of idiopathic fibrosis via oral inhaled administration, at the ERS International Congress 2021.

A copy of this press release is attached hereto as Exhibit 99.2 and is incorporated herein by reference.



Item 9.01 Financial Statements and Exhibits
(d) Exhibits.

99.1 PRS-220 ERS Poster, Dated August 2021.

99.2 Press Release, Dated August 24, 2021.




SIGNATURE
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.

PIERIS PHARMACEUTICALS, INC.

Dated: August 24, 2021 /s/ Tom Bures
Tom Bures
Vice President, Finance
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Idhopaihic puimonary fibrasis (IPF) Is & ehionic, progressive, and ulimately fatal lung disease of unknown cause characterized by
pgressie scarring of the inersidial hing fissue, Madkan surdval is two lo fe yoars from the tme of diagnasis, wih standard of
care corferring only modest beneft for patients, In additian, advérse evenls oftén lead 1o the wihdrawal of standand of care
igalmenl. Thesafor, ere i a Migh medical naed for novel, welloeiatad and eflacive IPF iealments,

Tix qercame the Initaions of curent IPF thatapes, we developed PRS-220, & 20 kD pratsin susabie for (nhalation, based on
the Ancicaliné tachnolagy, targating connective issus growth factor {CTGRCCNZ). Piens Phammaceyticals' prapriesary Anicain
platfarm comprises & navel class of biotherapeutics desived from lipacaing, low molecular weight proteing that are ahundantly
exgressed in human tissues and body fuids includng he lurg. Like anibodies, Anilcalin proleins are engineesed 1o bind a variety
of therapeutcally relevar tarmets but, In canirast i anilbodies, are smaler in size and composad of @ single poygepbde chain.
Mot imgortandty, the bophysical properties of Anticain profeins alow for mhaled dalivery, makng them ideal far local
intervenlions in the lung and driving more targeled biology in lung diseases, CTGF, a protein localized in the exiracelular main, is
4 dhive of Bhralc lsSue remaosling, Oves-Exgression of 1is Largel i uhsenved in Jung issues of patients suling iom IPF (Pan
e al. Eir Resp J 2001 and Figuia 2), and Phase 2 clinical data wilh & systemically-gellvered antibody ndcate that inhibiion of
CTGF reducas the decling in ung Ainction amon thes panants (FRcheid et ., Lancat Respe Med 2019)

PRS-220 demonstrates superior target hinding proprties to pamreviumah

PRS-220 was saleced fom Piaris’ proprietary Anticalin libraries using phage display fechnology to bind CTGF and was
anginaered in opimze high affinity and spacificity. In addiion, PRS-220 was designed with favoralile binphysical propariies ging
this bicogic the robusiness and stalality for large-scale manutacturing and nebulized mhaled admingtrabon. The local
atkninisialion of PRS-220 drecly nlo he lung ofers he benell of ennanced diug exaosure and lncal Laigel engagement while
av0iding the systame Sink of CTGF and leading patentally to & more eficert CTGF mhidition than systemicady administered
antboies, Compired with parontaral deivery, which is the mast common route of adminesiration or biologics, pulmansary delvery
offers & non-inasive altemative which is of qreater convenience for patients,

Here we provide a precinical dala sed demonsirating the best-in-class palental of PRS-220. PRS-220 binds [0 the flunctionaly
active epliope of CTGF and shows more stable target engapement than the cinically valdated ant-CTGF aniibody pamveviumad.
PRS-220 has & favorable pharmacokinetic prefle and king biodistribution pattern wpon hing delery m mica, Nebulization of
PRE-220 wsing a vibrabng mesh nebulizes shows aerosol characiéristics and muokeculir integrty susable for effective ling
degostin.

PRS-220 binds to CTGF expressed on primary, activated lung fibroblasts

Development of PRS-220, a potential best-in-class, inhaled CTGF/CCN2 inhibitor for the treatment of IPF

Vanessa Neiens, Marina Pavlidou, Gabriele Matschiner, Claudia Wurzenberger, Eva-Maria Hansbauer, Cornelia Wurzenberger, Stefan Griiner, Janet Peper-Gabriel,
Thomas Jaquin, Antonio Konitslotis, Josefine Morgenstern, Josef Prassler, Shane Olwill
Pierls Pharmaceuticals GmbH, Zeppelinstrasse 3, 85399 Hallbergmoos - Germany
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Mouse CTGF-directed analog of PRS-220 significantly reduces lung fibrosis in viva

. wqiested 1 b GTGF u ) CTER ! thatts 4.F) = An wweg ol FRSZD Wik A hober mnn fwomone GTGF
+ Compared i he amiC? PR fanger peviad of sme, + RS ) Ll oge " TGF kst WL {K01= 00360 was v for i vivm efcary saudes n e mouse
+ PRGZX0ShaTES oh piEagping C1 Ay b gl fi 103 # PRS20) ana duversd 10 e ARG 14 10 & sUpRne anemanan al
A Toratiz lurg tenadeing whes cempaied 10 i systemicaly adninisvd
b oo il
[ sal? A 8 c » ninchul divry o e PRSI ana iy den
BT Aaiicli oot 3k imeesty haherch vezey n e ColLal deposiion i e ngs whan campare
i o T el SAT B sl SO
» ‘ IO * Fesals om & gl v sty upgat e s ity of PRE-220
" b e
2 (117
L [ [—
¥ !=‘"| LI
is i) —
Autcaln et [T PR 0 AL LI L] g, w t
e ] L
c [ Ravdeal = WG fowins s driconwabd | MATWAS L ! *
. 8 i s 0 A, X S reteh e Lo * o ' FRpET L. i1 s CTGF s
P, 0 s w0 g B ] s B iy g e g, B ooy (0 i bl s
Twixicie o g o e 1 o o e D 8 by vy o CTCF o
. koo i ko mitn e ———— preanpmn i by varn i, it 0 8 i e i e
bt 9 2 i 5 b R o e i 40 o by e i 3 8 b i s, By T i ol e
[ 3 OB Mg Wt o R e A A T 1 A
YRR 2 o i by s s e s e 7 ) Coal. Dl
[ e g e B ani
o ) ok oo L (455w w15, K it o £ i o i
* B O | | Fprd i I 4 e T T 1125528 b TGS snrm | | g b oo vl ) i L sy o s Fon B
A R i 4 S Fekid e | | pp LT H i Coa it Limi :
L s CHE [rerp rmbarcien ey T T TOPAL ikl LY by | | A i i o RGO 8 T Ko 17 s o . s
TEiE B s e Wt Nt

PRS-220 achieves superior expasurein lung tissues

PRS-220 lung bindistribution in fibratic lung tissue

PRS-2201s suitable for pulmonary delivery using a nebulizer
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PRESS RELEASE

PIERIS PHARMACEUTICALS ANNOUNCES PRS-220 PRESENTATION AT ERS HIGHLIGHTING
PRECLINICAL DATA FOR CTGF INHIBITOR

BOSTON, MA, August 24, 2021 - Pieris Pharmaceuticals, Inc. (NASDAQ: PIRS), a clinical-stage
biotechnology company advancing novel biotherapeutics through its proprietary Anticalin® technology
platform for respiratory diseases, cancer, and other indications, announced today the presentation of
preclinical data for PRS-220, a connective tissue growth factor (CTGF) inhibitor the Company is developing
for the treatment of idiopathic pulmonary fibrosis (IPF) via oral inhaled administration, at the European
Respiratory Society (ERS) International Congress 2021. The poster is now available for viewing by
registered participants, and a copy of the poster is available here. A presentation accompanying the poster
will take place during a session scheduled on Sunday, September 5, 2021, 1:15PM - 2:15PM CET.

The poster presentation provides the rationale and supportive data for the advantages of a local
intervention against CTGF with PRS-220. Based on head-to-head preclinical studies, the data show that
PRS-220 demonstrates a more potent and durable target engagement profile compared to a clinical-stage,
systemically delivered anti-CTGF antibody benchmark. Additionally, the targeting of CTGF locally in the
lung shows increased attenuation of fibrotic lung remodeling in vivo compared to the systemically delivered
antibody. This outcome correlates with superior lung tissue exposure of PRS-220 compared to that of the
systemically administered antibody in head-to-head studies, where intratracheally administered PRS-220
efficiently penetrates the fibrotic, interstitial lung tissue of mice. Finally, the drug-like properties data
demonstrate the suitability of PRS-220 for delivery to the lung via nebulization.

“PRS-220 exemplifies our respiratory strategy of advancing programs addressing clinically-validated
targets where a local approach may provide significant benefit to patients,” said Shane Olwill, Ph.D., Chief
Development Officer of Pieris. “We look forward to beginning phase 1 studies for this novel inhaled
approach to CTGF-mediated disease next year.”

About PRS-220:

PRS-220 is an oral inhaled Anticalin protein targeting connective tissue growth factor (CTGF), also known
as CCN2, for the treatment of idiopathic pulmonary fibrosis (IPF). IPF affects over three million patients
worldwide and roughly 130,000 patients in the United States. Mean survival is two to five years from the
time of diagnosis, with standard of care conferring only modest benefit. CTGF, a protein localized in the
extracellular matrix, is a driver of fibrotic tissue remodeling as a consequence of an aberrant wound healing
process. Over-expression of this target in lung tissue is observed in patients suffering from IPF, and clinical
data indicate inhibition of CTGF reduces the decline in lung function among these patients. In addition to
IPF, Pieris will evaluate PRS-220 for the treatment of COVID-19-related pulmonary fibrosis, supported by
a grant from the Bavarian government.

About Pieris Pharmaceuticals:

Pieris is a clinical-stage biotechnology company that combines leading protein engineering capabilities and
deep understanding into molecular drivers of disease to develop medicines that drive local biology to
produce superior clinical outcomes for patients. Our pipeline includes inhalable Anticalin proteins to treat
respiratory diseases and locally-activated bispecifics for immuno-oncology. Proprietary to Pieris, Anticalin
proteins are a novel class of therapeutics validated in the clinic and by respiratory and immuno-oncology
focused partnerships with leading pharmaceutical companies. For more information, visit www.pieris.com.

Forward Looking Statements:

This press release contains forward-looking statements as that term is defined in Section 27A of the
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Statements in this press release that are not purely historical are forward-looking statements. Such




forward-looking statements include, among other things, the timing for initiation of clinical trials of PRS-
220, whether PRS-220 will provide a clinical benefit in the treatment of IPF and PASC-related fibrosis; the
expected timing and potential outcomes of the reporting by the Company of key clinical data from its
programs, references to novel technologies and methods and our business and product development
plans, including the Company's cash resources, the advancement of our proprietary and co-development
programs into and through the clinic and the expected timing for reporting data, making IND filings or
achieving other milestones related to our programs, including PRS-060/AZD1402, cinrebafusp alfa, PRS-
344, and PRS-352 and the expected timing of the initiation of the next stage of cinrebafusp alfa's
development in gastric cancer. Actual results could differ from those projected in any forward-looking
statements due to numerous factors. Such factors include, among others, our ability to raise the additional
funding we will need to continue to pursue our business and product development plans; the inherent
uncertainties associated with developing new products or technologies and operating as a development
stage company; our ability to develop, complete clinical trials for, obtain approvals for and commercialize
any of our product candidates, including our ability to recruit and enroll patients in our studies; our ability
to address the requests of the U.S. Food and Drug Administration; competition in the industry in which we
operate; delays or disruptions due to COVID-19; and market conditions. These forward-looking statements
are made as of the date of this press release, and we assume no obligation to update the forward-looking
statements, or to update the reasons why actual results could differ from those projected in the forward-
looking statements, except as required by law. Investors should consult all of the information set forth
herein and should also refer to the risk factor disclosure set forth in the reports and other documents we
file with the Securities and Exchange Commission available at www.sec.gov, including without limitation
the Company's Annual Report on Form 10-K for the fiscal year ended December 31, 2020 and the
Company's Quarterly Reports on Form 10-Q.

Investor Relations Contact:

Pieris Pharmaceuticals, Inc.

Maria Kelman

Executive Director, Investor Relations
+1 857 362 9635
kelman@pieris.com










