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PHARVARIS N.V.

In connection with an investor event on December 8, 2022, Pharvaris N.V. (the “Company”) made available a presentation on its website, which, among other things, contains top-line data from the RAPIDe-1 Phase 2 clinical study. The Company plans to present data from this study at future medical meetings.


2
[image: ]

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, thereunto duly authorized.

	
	PHARVARIS N.V.

	Date: December 8, 2022
	By:
	/s/ Berndt Modig

	
	Name:
	Berndt Modig

	
	Title:
	Chief Executive Officer
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Exhibit
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99.1	Presentation, dated December 8, 2022
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PHARVARIS

RAPIDe-1 Phase 2 Top-line Data

December 8, 2022
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Despite substantial progress there still is a significant unmet need in
the on-demand treatment of HAE attacks

. whs
e ) &
Treatment today and often one dose does .. while finding a place to

means painful administer the drug
not suffice ..
injections ... causes an extra burden

As a result, people living with HAE often delay or even avoid
therapy agai | guideline recommendations
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People living with HAE are hoping for better on-demand therapies
that offer rapid symptom relief with one single, oral dose

o &

.. with single dose
durability ..

Patients want rapid
onset of symptom
relief ...

..inan oral pill

vely targeting brady| with a small molecule has the
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Pharvaris has discovered the first orally bioavailable bradykinin B2
receptor antagonist

N=y
~N N
= New molecular entity
= Potent inhibition of the bradykinin B2 receptor
N
= Rapid absorption, exposure, and tolerability in Phase 1 [ o0
.
= Dose and exposure threshold predicted from human c NJ'\,OYF
surrogate endpoint H F
« Bradykinin challenge in healthy volunteers F PHAI21

Pha mission is to develop novel, oral alternatives that
improve the standard of care for people living with HAE
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HAE RAPIDe-1 study: Phase 2 study of on-demand treatment of
angioedema attacks in patients with Type | or Il HAE

Ty ] = Primary objective: to evaluate angioedema

[anatieck ] [ Ataokt ] [k ] [tk ] symptom relief within four hours in acute attacks
of patients with HAE type 1 or 2

= Study design: Placebo-controlled, three dose levels
 Part I: patients randomized and received a single
dose of PHA121 in clinic for PK and safety
assessment
 Part II: patients treated three attacks with two
PHA121 vs. one placebo

Randomization

= 74 HAE patients enrolled from ~30 sites in US,
Canada, Europe, Israel, and UK
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RAPIDe-1: Primary, key secondary and other endpoints

Primary Endpoint

= Change in VAS-3 score from pre-treatment to 4h post-treatment

Key Secondary Endpoints

= Time to onset of symptom relief (VAS-3; 230% reduction from the pre-treatment score)
= Time to a 250% reduction in VAS-3 score from the pre-treatment score

= Time to almost complete and complete symptom relief (VAS; all 3 items <10)

= Change of MSCS (mean symptom complex severity) score from pre-treatment to 4h post-treatment
= TOS (treatment outcome score) at 4h post-treatment

Other Endpoints Included in the top-line Outputs

= Proportion of study-drug-treated attacks requiring the use of HAE rescue medication

= Time to the first use of HAE rescue medication

= Safety and PK assessments
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Demographics and baseline characteristics are generally balanced
(mITT Analysis Set)

156 attacks from 73 patients were included in the safety analysis set
147 attacks from 62 patients were included in the mITT analysis set for efficacy

PHVS416 PHVSA16 PHVS416

10mg 20mg 30mg Total

N 2 18 2 62
Ageinyrs (mean) 425 445 a9 29
Sex- MIF ns 5/13 84 20/42
Race - White/Other 202 1810 22/0 60/2
Heightin cm (mean) 169 167 170 169
BMI (mear) 275 276 279 277
Years since HAE diagnosis (mean) 21 2164 2398 228

HAE

Type 1 18 15 2 55

Type 2 2 0 6

Type 1 or Type 2 0 1 0 1

s Set inludes all andomized patients who had a fast ane reated HAE attack and who had norvmissing VA
X

modited in . The mirT.
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PK profile in HAE patients: Rapid absorption confirmed, consistent
with Phase 1 healthy volunteer studies

wf | * Rapid absorption with mean
S plasma levels >ECgs (13.8 ng/mL)
£ atsZimg reached within 30 min

= PHVS416 30mg

* Mean plasma levels maintained
>ECq; for approximately
« 8hat10mgor20mg
« >10hat 30 mg dose

concentration (ug/L)

Mean(+/-SD) plasma PHA-022121

* ECg levels established using
bradykinin challenge, a human
surrogate endpoint study in healthy
volunteers

Time (hours) after dosing
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Primary endpoint: PHVS416 significantly reduces attack symptoms
by VAS-3 at 4h

1 Difference from placebo in change from pre-treatment to
Mean s SEM 4 h post-treatment, least-squares mean (95% Cl)

B —

— prvsutszomg 20 PHVS41610mg  -16.75(21.52,-11.97)  p<0.0001'

il PHVS41620mg  -15.02(-20.22,-9.81)  p<0.0001
PHVS41630mg  -16.28(-21.27,-11.29)  p<0.0001

Combined PHVS416 -16.08 (-19.87,-12.29)

Change in composite VAS score
‘from pre- teatment

t pre-treatment ra
[EENTLNEIEEN
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PHVS416 significantly shortened time to onset of symptom relief
(30% reduction in VAS-3)

100%7

— PHVS416 10 mg (N=37) Median time in hours (95% CI)
—— PHVS416 20 mg (N=28) Placebo 8.0(7.6,46.9)
— setssoma s | et 10 mo 2101529  p<0.0001"
Placebo (N-s1)
PHVS416 20 mg 27(19,35)  p=00021
PHVS416 30 mg 25(1.9,38)  p<0.0001
Combined PHVS416 24(20,29)

75%

50%

Percentage not achieving
a30% reduction in VAS-3

25%

=
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6123458 & P @
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PHVS416 significantly reduces time to 50% reduction in VAS-3

100%

- PHVS41610mg (N=37) | Median time in hours (95% CI)
— PHVS416 20 mg (N=25)
e pHVEL1830mg 0t} Placebo 22.8(20.0,24.1)
Placebo (N-51) PHVS416 10 mg 33(24,39)  p<00001°
. PHVS416 20 mg 4.0(29,6.0) p=0.0003
! PHVS416 30 mg 40(33,58)  p<0.0001
( )

Combined PHVS416 3.9 (3.0,4.8

75%

50%

Percentage not achieving
250% reduction in VAS-3

25%

6123358 & 24 @
Time (hours) after treatment

tNominalpvalue; VAS assessed every 30 minutes up fo 4 hours post-
based on @ marginal Cox proportonal hazarts model. The combined PH
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PHVS416 significantly reduces time to almost complete or complete
symptom relief (all individual VAS < 10)

100% —— PHVS416 10 mg (N=37) Median time in hours (95% Cl)

: —— PHVS416 20 mg (N=28) Placebo 42.0(22.0,48.1)

: —— PHVS416.30 mg (N=31) '
. L e PHVS41610mg  58(3.6,7.5) p<0.0001

4 PHVS41620mg  20.0(45200) p=00127
PHVS41630mg  20.0(6.0,20.1)  p=00001
50% ; Combined PHVS416 7.5 (5.9, 20.0)

25% i

Percentage not achieving complete
or almost complete symptom relief

6123456 & 2 s
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Greater improvement in MSCS and TOS with PHVS416 than placebo

Placebo PHVS416 PHVS416 PHVS416 Combined
10 mg 20mg 30mg PHVS416
Change in MSCS score at 4 hours
n 4 32 2% 27 85
least-squares mean 029 1.08 091 -0.68 0,90
(95%Cl) (051,008 (133,083 (119,062  (095-040)  (1.06,-0.75)
Difference (PHVS416 - Placebo, LSMD) -0.79 -0.61 -0.39 -0.61
pvalue <0.0001 0.0008 00291
T0S at 4 hours
n 40 32 25 28 85
least-squares mean 362 60.52 59.08 67.44 6257
(95%Cl) (19.68,1245)  (4174,79.29)  (37.58,80.57) (47.15,87.74)  (50.95,74.19)
Difference (PHVS416 - Placebo, LSMD) 6413 6269 71.06 66.05

p-value <0.0001" <0.0001 <0.0001
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PHVS416 significantly improves TOS score at 4h

100,

o Difference from placebo in 4 h post-treatment least-
—— PHVS416 10 mg (N-37) squares mean (95% Cl)
Lo Pvsete20mg v =
— PHVBH6 30 ma (N-31) PHVS416 10 mg 64.13 (40.35,87.91)  p <0.0001
Placebo (N=51) PHVS416 20 mg 62.69 (36.71,88.67)  p<0.0001
PHVS416 30 mg 71.06 (46.09,96.03)  p <0.0001
Combined PHVS416  66.05 (47.42, 84.69)

Treatment Outcome Score

Minimally Important Difference (MID)
for TOS is 30

T 7 7 3 3
Time (hours) after treatment
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Patients treating with PHVS416 used substantially less rescue
medication
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TOS Patient Reported Outcome (PRO)

7

= TOS PRO captures change in five symptom complexes of HAE attacl

Internal head/neck Stomach/GI Genital/buttocks | External head/neck Cutaneous

= At each timepoint, the change in attack symptom from pre-treatment is reported by patient

PRO - how do you feel now compared to before receiving study drug?

A lot better or
resolved

Alittle better Same Alittle worse A lot worse
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Time to symptom relief by TOS PRO demonstrated consistent

efficacy at all doses

Placebo PHVS416  PHVS416 PHVS416  Combined
10mg 20mg 30mg PHVS416
Number of attacks 49 36 28 29 93
Attacks achieving "a little betsr*fora\\ SCs at two 18(367)  32(889) 25(893) 27(931) 84(303)
consecutive time points - n (%)
o 7.62 1.89 215 1.98 1.98
Median (95% CI) time by KM estimate (hours) (395N Ow,30) (75400  (180,387) (185.297)
Attacks achieving “a lot better or resolved" for all SCs
at any time point - n (%)* 13(26.5) 30(83.3) 23(821)  25(86.2) 78(83.9)
o 2328 4.02 5.93 412 5.23
et (B35 @) ety e R R (578,4717)  (393,577)  (390,858)  (392,7.22) (398,578

* Within 48 hours assessments

705 = Treatment Outcome Score. PRO = Patier
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PHVS416 was well tolerated at all doses

No treatment-related SAES or AEs of severe
severity

No AEs leading to treatment discontinuation

No treatment-related AEs of laboratory
parameters, vital signs, or ECG parameters

Few treatment-related AEs reported within 48 h
after administration of study drug

mber of attacks (Part ) i the Salety A

Part (Non-Attack) | Part Il (Attack 1,2,3)

10mg 20mg 30mg Placebo 10mg 20mg 30mg
NeZ3 N Ne2S | NeSS Ne3S Ne29 Nl

Subjects (Part ) or
Attacks (Part Il

with any treatment ! (43%) 10429 - [101.9%) - - 108w
related AEs
Headache 1(42%
Nausea 1043%) - - - ©1(28%)
Vomiting 1(28%)
Fatigue 1(28%)
Blister - SN ED))

afety Analysis Set includes all andomized patients who received any dose of study drug
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Recap of RAPIDe-1 top-line results

= Atotal of 74 patients from 13 countries were enrolled to the study, 62 of them had 147
attacks that were treated with blinded study drug and included in efficacy evaluation

= The primary endpoint and all key secondary endpoints were met

= PHVS416 demonstrated rapid onset of action, symptom relief, and resolution of HAE attacks
= PHVS416 substantially reduced the use of rescue medications

= PHVS416 was well tolerated at all dose levels

» There were no treatment-related SAEs, no treatment-related AEs of severe severity, and no AEs leading to
treatment discontinuation
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Marcus Maurer, MD, Professor of Dermatology and Allergy at the Charité %
Universitatsmedizin Berlin; principal investigator on the RAPIDe-1 study
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On-demand and prophylaxis: Developing two oral products utilizing
the same active ingredient

PHVS416 PHVS719
Softgel capsule formulation Extended-release tablet formulation
H Enabled by early absorption H
H in the stomach and gut H
Time () a0 u
Potential to provide rapid, easy, and reliable Aim to maintain com d exposure to prevent
symptom relief for all attacks* attacks, for convenient e control*

“aspratonal 1o b confimed it il deta
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Results summary of primary efficacy endpoint

— PHVS416 PHVS416 PHVS416 Combined
T 10mg 20mg 30mg PHVS416*
2 N=37 N=28 N=31 N=96
Mean VAS-3 at pre-treatment 2776 2616 25.46 2973 2711
Change in VAS-3 at 4 hours
least-squares mean
difference 1675 -15.02 -16.28 -16.08
PHVS416 - Placebo
palue <0.0001 <0.0001 <0.0001

N = The number o attacks ncluded in the mITT Analysis Set

pecified multiple comparisan procedure, ther pvalues are nominal





image42.png
Results summary of key secondary efficacy endpoints
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VAS-3 is a measure of HAE attack severity, based electronically
captured numerically assisted visual scale

= Electronically captured patient-reported assessment of three symptoms
« Skin pain, skin swelling, abdominal pain S

= Patient indicates the severity of symptom on a sliding scale, from 0-100
= Once an attack qualifies and is treated, VAS-3 assessed every ~30 min until 4

hours post-treatment and then at 5, 6, 8, 24, 48 hours post-treatment B %}

= Used in approval of two most recently approved on-demand therapies
+ FIRAZYR® icatibant and RUCONEST® C1 esterase inhibitor [recombinant]

= VAS, MSCS, TOS are only endpoints listed for attacks in FDA compendium of
clinical outcome assessments (2021) as listed by Division of Pulmonology, Allergy

and Critical Care
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