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Item 7.01: Regulation FD Disclosure.

On November 9, 2018, Pieris Pharmaceuticals, Inc. presented preclinical data regarding PRS-344. The poster is furnished as Exhibit 99.1 to this Current Report on Form 8-K and is incorporated
by reference herein.

The information set forth under this “Item 7.01. Regulation FD Disclosure,” including the exhibits attached hereto, shall not be deemed “filed” for purposes of Section 18 of the Securities
Exchange Act of 1934, as amended, nor shall it be deemed incorporated by reference into any filing under the Securities Act of 1933, as amended, except as shall be expressly set forth by
specific reference in such filing.



Item 9.01 Financial Statements and Exhibits
(d) Exhibits.

99.1 Conference Poster, Dated November 9, 2018.
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Simultaneous costimulatory T-cell engagement and checkpaoint inhibition by PRS-344/ONC0055, a
4-1BB / PD-L1 bispecific compound for tumor localized activation of the immune system

Background
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Multiple lines of evdence show that 4-186 (CD137), & key
costimulatory  immunorecegdon, s a highly  promising
therapeutic  1arget in  cancer.  Cument  anlibody-based
approaches showed mmune cell activation nol enly in femor
tissues but also in the periphery, sssociated with dose-limiting
or-argel towiclty and a limited therapeutic window. To
overcome this lmitaion, we genersded PRE344OMNCDES, a
4-1BBPD-L1  bispecific  Anticalin®™antbedy  fusion  protein.
PRS-3H4/0NCDES is designed Lo pramade 4-1B8 clustering on

PRE-JM4OMNCINSS bispecilic demonsirales comparable [rgel

binding prapertias o 418E and PD-L1 as tha respective singie

building blocke and s capable 10 bind both largets

simultanaausly, c
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4-1BB-positive T calls anly in prasanca of PD-L1
cells. PD-L1, the primary ligand nfl.neToe{I receptar PO-1, s
widely in the umor mi onment resuliing in
an inhitory interaction with FD-1. Combining 4-18B-induced
T-cell co-stimulation and expansion with ani-PD-L1 mediated
immune checkpoint blockade may overcome the limitation of
single agent therapy and offer benefit to ICP-resistant or non-
responsive patients, PRS-144/0NCODSS not only merges the
potantial of a combinatonal therapy in one molecule but also
favors the localized activalion of anigen-specific T cells in the
wmor  microenvircnment,  potenfially  reducing  perpheral
toacily.

Hare we provide a pracinical dataset demonstrating that PRS-
J4IONCO05S s cepable of providing strong 4-1BB-medated
T-cell co-stmulation that is sidclly PO-L1 dependend and
requiras simultanecus TCR signaling tharaby restricting T cel
activalion 10 antigen-specific, wmor-localized T calls. PRS-
B4HDNCONES provides good targed binding properties and
pharmacokinetice supporting further development of this drug.
This program i pard of the stategic alliance between Pieris.
ard Servies,

PRE-3440NCO0S5 clusters 4-1BB only in the presence of PD-
L% gxpressing lumar andior aniigan-presaniing cells in the
tsmor microenvironment ar fumor<iraining lymph nade. At the
same time, Blocking the PD-1/FD-L1 interaciion further increases
T cell responsiveness. Howewer, no clusiering of 4-1BB is
expecled in the periphery where PO-LT expression levels are
law.
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PRS-344OMNCO05E bispacific effectively compates with PD-1
JPDALY binding and shares an svedapping 41688 binding
apitepa with clinically astive anti-4-1BB benchmark mAgL.
A B

Cam g ikn o D10-LT Baey

Senpe scnm ek

o |

= razassneci
- ——

Figges 3. &) Compditen b POC1PO-L1 binding wiss sk in an ELIEA s
Aoimat uGing oiiied human PO-1 and human PO-L1-FE a8 & vacer, Daedlon was
pericrmed win antihigG. B) Compaition wih an ani4-1E8 berchmark mih was
amseaed In on ELISA bssd fomal ugieg comed arti-4- 188 benchmark mAs snd
Fuyrman A-1iifi-bictin s tracer. Detnchon was pariommed vis ExrfondinHi:

4-1B8 clustaring snd dawnsiraam signaling medisted by PRS-
JA4ONCOIDSS in presence of a PO-Lipasitive cell line are
significantly strongar than thosa of the benchmark anti--188
mab and are strictly PO-L1 depandant
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Figur 4 FRS-MADNCINSE-modiaoed co-stimulainny aciviy was measured in a
Mirkal-&-188-NF-#8 mponer oz lina. Al in presance o B) sbence of PDALY-posine
mlon cancnr ool ine RKO.
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Figurs 5. FO-UFD-L1 checkpoin! binckate achy wes assessed in 5 Jurkal-FO-1-
NFAT oo coll ke e-cybumesd with PE-L Y aapmsing CHD cally,
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PRE-JAOMCODSS-medialad  co-slimulatian is siriclly PD-L1
depandant, raducing the risk of paripheral toxigity, In addition,
co-stimulation I:Inl)’ occurs in combination with simultaneous
TCR slgnaling, further restricting PRE-344108 CO055-madiated
co-stimulation Lo antigen-specific T calls.
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PR5-344/ONCIDSS induces an effective CD8 T cell response in
MLR shown by secretion of several cylokines and cylodoxic
malecules which is superior to combinatian of benchmarks.
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Figar B, COB T coks weiti i-cubuiiid for B days wilf milne sondeyd-daivid
andrise coks from aratar Feallfy biood doncr. Cyiking Secsdion was maoasund

from the supemalant. Resuls are shown for IL-2 Granzyme A, Granzyme B and
Berionin. Similar resulis were obsned for IFNy, THFg, GM-CSF LT3 1L, soudle
Fasl, MI-12 snd KIP-T, Mo changs in sscrmbnn s shesnmd for L8, Grapes
b isedts of 4 o fleram donors.

The mab-ike halfbife of the ani-F0-L1 mAb building block is

preserved within PRE-3440NCH055,
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Conclusion

PRS-344/0MNCO0S5 is a 4-1BB/PO-L1 bispecilic based
on the genetic fusion of a high-affinity 4-18B-binding
Anticalin® molaty and an anti-PFD-L1 mAb.

Targel binding is retained in the bispecific format and
both arms of the PRS-244 bispscific are functional,
PRS-344/ONCO0SS-mediated 4-188 activation is strictly
PD-L1 dependent potentially reducing the risk of
peripharal toxicity. Furthermore, 4-1BB co-stimulation
only ageurs in combination with simullanecus TCR
signaling further reducing the risk of peripheral toxicity
by limiting co-stimulation to antigen-specific T cells.
PRS-J44DONCHSS induces an efleclive CDE T cell
rasponsa by secrefion of several cytokines and
cylolexic molecules.,

PRE-M4/0NCDISS demonsirates slrong  synergistic
effect in T call activation which ie more pronounced
than the combination of benchmarks.

In mice, PRE-JLONCIISE displays antibodydike
pharmacokinetics.

The here-reported preclinical data support proceeding to
further development of PRS-344/0NCO055,







