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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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Allan Reine
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Simultaneous costimulatory T-cell engagement and checkpoint inhibition by PRS-344/ONC0055, a
4-1BB / PD-L1 bispecific compound for tumor localized activation of the immune system
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Multiple: lines of evidence show that 4-188 (CD137), & key
costimulalory  immunorecepton, i @ highly  promising
therapeutic farget I cancer.  Cument  antibody-based
approaches showed immune call activaion nel oaly in lumor
tissues but also in the perphery, sssociatad with dose-limiting
ordarget toslclty and a Imiled therapeutlc window. To
overcoma thes limitation, we generided PRE-JS4ONCOSS, a
4-1BBPOLY bespecific Anticalin®antbody fusion pratein.
PRE-M4IOMCSS is designed |o promot 4-1B8 clugleng an
4-1B8-positive T calls only in prasanca of PO-L1 axprassing
celle. PO-L1, the primery ligand of the T-cll receptor PD-1, s
widely expressed in the umor microemvironment. resulling in
an Inhitory nteraction with FO-1. Combining 4-18B-Induced
T-cell ex-stimulation and axpardion with anti-PD-L1 medaled
immune checkpaint blockade may overcome the limitation of
single agent therapy and offer benelt to ICP-resistant ar non-
responsive. pafients, PRS-J4410MCOD55 not only merges the
potential of & combinatonal therspy In one molecule but also
Fawors the localized aclivalion of anligen-specific T cells in the
turmor - microenviconment,  potentially reducing  perpheral
texelly.

Hare we provide a precinical dataset demonsirating thal PRS-
SVONCO0SS fs cepable of prowding strong 4-1BB-medated
Tull co-stmuation that & siiclly PD-L1 dependent and
requras simultanecus TCR signating tharaby restricting T ced
actvation o anligen-specilc, umor-localized T cells. PRS-
MH/ONCO0GS provides good target binding propedies and
phamacokinetics supporting further develapment of this drug.

This program & part of the sabigic aliance between Piers
and Servier,

PRE344)0NCO0SS clustars 4-1BB only in the presence of PD.
Liven #xprassing lumor andigr antigen-praseniing cells in the
fumor migroenvironment ar fumardraining lymph nade. At the
ame time, blocking the PO-PD-LY interaction further increases
T call responsiveness, However, na clustaring of 41BB is
wipecled in he periphery where PD-LT expression levels are
law.

Mo T cell co-slimulation

In pariphary
—
{
= Toal
LR
{ K &1R
Y P ) cluiar
T el go-slimulation in the me i i .c,:,"::,,
fumer microenyvirgnmant o
o i LW P4l
[ i
| Tamarapeciti:
~ Tl
gty oel

A J
+

Blocking chackpaint function

5,

. Teman
" il Tenll

| Tomar cell (ARG
%

.. nisrcos

Hgh PO
e

Temar ol (AFG

X o

Figuen 1, Gonompt of fumaor-incaitzed co-shmutsiey T el acinestion comiined wih
imiffusive chackpon Blocksn, A) Low PO-LT eoginision in e gichery [k ot abin
10 suficiilly chostar &1B8 which & reauied 10 insur & 158 signaing. This ful
in @ mdured risk of peripheral imacity. ) Hgh FO-L1 cevession i 1o umar
microenvimement, presenind on umor osl andior APCs, leads i suffident 4-188
isiaring muuiting n o lemor-ncaliced T oal co-simuiabon, Ariber anhancng TR
signiniry of lusser-specifc T calie C} AL Fw sasin i, B cenitilory PO-UPDLY
iy B affcinly biocho], abecsiing Sigradsien oflumior sl T ik,

PRE-JHONCIDSS bispecific demonslrales comparable targel
binding prapertios to 4188 and PO-L1 as the respactive single
building blocke and i capable 10 bind both largets
simultaneously.

K i DG

i )

Figure 2. PR3-4HONCO05S farget bindng.
A Direct birding i human 4-188 was tesied
oy casting 41000 on b pinte and defecing the
Birafing of the fckabi v anl-aliclin
safisid. B) Diradd Ginding 8 human PO-L1
‘wils s by coaling human PO-L1 on a pime
and deteciing the melscules via antings. C)
+ Smutanecys tandieg of PRE-JA wam besied
= by coatg huin POLY o5 @ plale and
kg PRAE-344 via bt ataiial] husan 4-
188,

epit 5
PRE-M4ONCI05E bispecific effectively compates with PR-1
JPO-L1 binding and shares an overapping 4-1BB binding
apltopa with clinically active anti-4-18B benchmark mab,
A B
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Figguria 3. A} Compatition by PD-1P0-L1 biredifg wish isarisaae] i an ELISA tuisase
ormik using coak hiuman PO-1 and fuman PO-L1-F a5 & wacdr, Detoclion wis
perfrmied wih anthhigG. B) Compeition wih an aril<l-168 beschmark mib was
e In on ELES, based formal using comed anti-4- 188 benchmark mds snd
Eyman &1l m a tmcer, Datecion s padorme via EerfodinH R

- iulation 1s
highly g and PD-L1 dependent

4-1B8 clustering ang downsiream signaling mediated by PRS-
344JONCO0SE in presence of a PO-Ligositive cell line ae
significantly strongar than thosa of tha benchmark anil-+188
mib and are stricily PO-L1 depandant
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Fiure 4. FRE-MAONCO0SE madaed co-stmuairy aciity wis meceured 0 a
ikl BB-NF 48 eepoer ed e, A i presence o B) sbamnce of PO-LY ot
okon canar oxl g RED.
PRE-344C § bispecific retains full
checkpoint blockade capacity

FRI-M4ONCO0%S ratains checkpoint blockade activity similar
1 anli-P0-L1 mAb building bock and slezolizumab

REAFDLY bhba

LAyl
Jomast

!

Figure B, FO-FD-LY checkpoint ockade aciviy wos asseesed n 2 JurkalFO-1 -
NFAT e cell e a-ubues wih PO-L | sspmesig CHO ol

The combinaflon of atezolizumab and anti-4-18B benchmark
demonslrates he strong synergistic effect of T cell co-
stimulation and chackpain blockads in T call activation. With
PRS-MAIONCODSS, [his synergislic effect s massively
incraasad,

T el actinition in 3R sting

Figure 6. FEMTs from healfry blood donors wene simulaied Wik 0.1 ng'mi SEB in
prosene of varkous concerfrations of consiucts, Alter  days, IL-2 secredon vy
wirs mesured from e seperatan], Ensplary det @ shose (&
Vit iy 38 il (PEMIC: + BER) wlhiait conadiucts) o ineiiises if IL2 sucsusion
oberatd whion PEMC wara a0l actiated wih SEB (nol shown)

PRE-3AONCODSE-medialed  co-stimulation is siriclly PO-L1
degandant, raduzing the risk of paripheral souicity, In addition,
co-slimulation anly octurs in combination with simullanasus
TCR signaling, furiner restricting FRS-M4IONGH0S5-mediated
ce-stimulation to antigen-specific T calls.
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PRE-344ONCIESS induces an effective CO8 T cull response in
MLR shown by secration of several cylokines and cyloloxic
malecules which is superior te combination of benchmarks.
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Figgora B. COA T culbi wing co-cuburid i 8 diys with mature sonecy-dirved
dandrise cal fom anoinar Paainy bizod donr, Cytoking scRtion Wi Miasuned
#om the supematant. Resuts are shown for (L2 Granzyme A Granzyme B and
Perkorin Simalar resolts wars beained for IFNy, THF, GULCSF. 10 IL-5, soiutls

pharmacokingtics in mice

The mab-like halfife of the anli-PD-L1 mAb building block is
prasarved within PRE-M4I0NC00855,
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Figura T Pan T calls fom heaithey binod denoes. wise co-culiored in 0.25 pgiml and.
O3 mab coaled plales in prasence of variows conoeniraions of consincls with A}
PE-L1 tramsiecind (30 oy or ) mock inesfncted CHE cols, G 50 M of rach
bt wirn sdddad o Pan T ooy co-cutuesd wlh PO-L 1 irarsssctiid CHO cils in
atsing of anliCO3 ik wheh i acihaling TR sgnilig. Backiuand s Fan T
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+ PRE-J44I0NCO0SS |s & 4-1BBPO-LY bispecific baged
on the genetic fusion of a high-affinity 4-18B-binding
Anticalin® malety and an ant-PO-L1 mAb.

B Target binding is refained in {he bispecilic lormat and

both arms of the PRS-144 bispecific are funclional,
+ PRE-J4410NCO0S5-mediated 4-18B activation is sirictly
POL1 dependent potentially reducing the risk of
peripheral toxicity. Furthermore, 4-1BB co-stimulation
only aecurs in combinalion with simultanesus TCR
signaling further reducing the risk of peripheral loxicity
by limiting co-stimulation to antigen-specitic T cells.
PRE-J4LONCO055 induces an effective COB T call
rasponse by secretion of several cytokines and
eytotoxic molecules.
+ PRSM4IONCDISS demonsirales sliong synergislic
effect in T cell activation which i more pronounced
than the combingtion of benchmarks.
In-mice, PREJ44ONCIOSE displays  antibodydike
pharmacokingtics.
The here-reported preclinical data support procesding o
furiher development of PRS-344/0NCO055,







