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PHARVARIS N.V.

In connection with an investor event on November 1, 2022, Pharvaris N.V. (the “Company”) provided a corporate update included in a corporate presentation on its website,
which, among other things, (i) reported that the Company held cash and cash equivalents of approximately $198 million as of September 30, 2022, (ii) provided an update with
respect to the Company’s clinical programs, including that a Type A meeting has been scheduled with the U.S. Food & Drug Administration for discussion of the on-demand and
prophylactic proposals to address the hold on the clinical trials of PHA121 in the U.S., (iii) provided additional information on the endpoints in the Company’s Phase 2 clinical
study for the on-demand treatment of hereditary angioedema using the Company’s investigational drug PHVS416 soft gel capsule (RAPIDe-1), and (iv) provided an update with
respect to the Company’s expectations for the announcement of topline data for the RAPIDe-1 clinical study (the Company now expects to announce RAPIDe-1 topline data in
December 2022).

A copy of the corporate presentation is attached hereto as Exhibit 99.1. This Report on Form 6-K (excluding Exhibit 99.1) shall be deemed to be incorporated by reference into
the registration statements on Form F-3 (Registration Number 333-263198) and Form S-8 (Registration Number 333-252897). Exhibit 99.1 to this Report on Form 6-K shall not
be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934 (the “Exchange Act”) or otherwise subject to the liabilities of that section, nor shall it be
deemed incorporated by reference in any filing under the Securities Act of 1933, as amended or the Exchange Act.
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Disclaimer

This Presentation may contain certain “forward-looking statements” within the meaning of the federal securities laws that involve substantial risks and uncertainties. All
statements contained in this Presentation that do not relate to matters of historical fact should be considered forward-looking statements including, without limitation,
statements cantaining the words “believe “anticipate” expect,” ‘estimate,” "may," “could,” “should,” *would,” “will" “intend” and similar expressions. We have based these forward-
ooking statements largely on our current expectations and projections about future events and trends that we believe may affect our financial condition, results of operations,
business strategy and financial needs. Such forward-looking statements invalve unknown risks, uncertainties and other factors which may cause our actual results, Eﬁarnial
candition, performance or achievemnents, or industry results, to be material ? different from any future results, perfarmance or achieverments expressed or implied by such
fofward-Icnkin%state'nems. Factors that might cauze such a difference include, but are not limited to, uncertainty in the cutcome of our inferactions with regulatory authorities,
ncluding the FDA with respect to the clinical hold on PHAT21 clinical trials in the U.5., the expected timing, progress, or success of our clinical development programs especially
for PHVS416 and PHYS719 which are in mid-stage clinical trials and are currently on hald in the U.S. as a resulf of the FDA clinical hold, risks associated with the COVID-19
pandemic which may adversely impact our business, nonclinical studies, and clinical trials, the timing of requlatory approvals, the value of our ordinary shares, the timing, costs
and other limitations involved in obtaining regulatory approval for our product candidates PHVS416 and PHVS719, or any other product candidate that we may develop in the
future, our ability to establish commercial capabilities or enter inlo agreements with third parties to market, sell, and distribute our product candidates, our ability to compete in
the pharmaceutical industry and with competitive generic products, our ability to market, commercialize and achieve market acceptance for our product candidates, our ability
1o raise capital when needed and an acceptable terms, requlatory developments in the United States, the European Union and other jurisdictions, aur ability 1o protect our
ntellectual property and know-how and operate our business without infringing the intellectuzl property rights or regulatory exclusivity of others, our ability to manage negative
cansequences from changes in applicable laws and regulations, including tax ws, our ability to successfully remediate the material weakness in our internal cantrol over
financial reporting and to maintain an effective system of internal control over financial reperting, changes in genera market, political and economic conditions, including as a
result of the current conflict between Russia and Ukraine, and the other factors described under the headings “Cautionary Statement Regarding Forward-Looking Statements”
and ‘ltem 3. Key Information--0. Risk Factors” in our Annual Report on Form 20-F and other periodic fi Ings with the Securities and Exchange Commission. New risks and
uncertainties may emerge from time to time, and it is not possible to predict all risks and uncertainties. We undertake no obligation to publicly update any forward-looking
statements, whether as a result of new information, future events or otherwise, except as required by law.

Certain information contained in this Presentation relates to or is based on studies, publications, surveys and other data obtained from third-party sources and the Company's
own internal estimates and research. While the Company believes these third-party sources to be reliable as of the date of this presentation, it has not independently verified,
and makes na representation as to the adequacy, fairmess, accuracy or completeness of, any information abtained from third-party sources. In addition, all of the market data
ncluded in this Presentation involves a number of assumplions and limitations, and there can be no guarantee as to the accuracy or reliability of such assumptions. Finally,
while we believe our own internal research is relizble, such research has not been verified by any independent source,




Pharvaris: Focused on unmet need in the treatment of hereditary
angioedema (HAE) and other bradykinin-mediated diseases

[ ]

1]
Competitive product profile
Convenient, orally available, small

molecule targeting the validated
bradykinin B2 receptor pathway

Clinical proof-of-mechanism using
surrogate endpoint with higher
potency and duration than previously
observed for icatibant

PK/PD profile in surrogate endpoint
supports use in both on-demand and
prophylactic settings; Phase 2
studies underway*

o
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Sl |
G

Large market opportunity

Large global HAE market:
»$2 billion with predicted 9%
CAGR over 5 years

Patential portfolio expansion into
other BK-mediated angioedema
and diseases through B2-receptor
pathway expertise

*The FOA has placed & hold on the clinical trials of PHA121 in the U.5.; see slide 14 for an update on owr clnizal program

Strong fundamentals

Novel lead series with strong IP (primary
CoM granted in multiple territories; initial term
to 2038);, FDA orphan drug designation

World-wide operations: the Netherlands, USA,
and Switzerland (headquarters)

Strong financial position; cash runway
through 1Q24: ~€198 million as of September
30,2022

Experienced management team with
successful track record in HAE drug design
and development




Experienced management with deep expertise in development and
rare diseases

Includes the leaders
behind the discovery,
development, and

approval of Firaz
(icatibant), and a

Berndt Modig

JEOINE 0ty

Annick Deschoolmeester
Chief H

s=Allergan  Shire
EY e W G
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HAE is a rare, life-long condition characterized by attacks of swelling

» Rare and potentially life-threatening genetic condition

= 1:10,000 to 1:50,000 Individuals affected by HAE globally
— At least 6,600 people living with HAE in the U.S.
— At least 8,900 people living with HAE in Europe
— Globally, under-diagnosed/treated

Nordenfelt et al, Acta Derm. Venereal 2016: 96: $40-545




HAE attacks are unpredictable, debilitating and potentially lethal

12-24 =24
Norgenfelt ef & Acla Derm. Venereal 2016 96 540-545

Attacks are unpredictable in frequency, Annual attacks (overall)
location, timing, and severity

Median: 14 attacks,year
=Fanalas 19 [range: 3-165 attackssy)

= Multiple types of triggers | e g 142 vy
» |f untreated, attacks last multiple days

Patients reparting

= Attacks are commonly painful, leading to

hospitalization or multiple sick days |
= Half of people living with HAE experience - .
a potentially life-threatening laryngeal .
0 -5 611

attack at least once in their lifetime




The swelling of an HAE attack is caused by excess levels of
bradykinin: PHA121 is designed to block signaling by bradykinin

i Hereditary angioedemea (HAE) and other Treatment with PHA121
Most genetic causes lead to elevated o e e—
levels of bradykinin
Blaod vessel 1
HAE ? N
[ : 1 |
HAE due 1 CTINH deficency HAE wilh nofmal C1INH ' HMWK @) MWK g
—— I I T 1 y y !
Type | HAZ  Type il HAE HAE-FXII  HAE-AMGPTI  HAEPLG HAE-KNG  HAE-unknawn / PEeam / Pl
I l MuLalnL nFi2 r.lu:ilson in  Mutation in PLE “lll!lloﬂ in \.'|u1l||cr| i -"r kallikrein /i kallikrein |
mﬂ‘g‘l;‘m l:ﬂs_[:::G[I pane ANGETT gane pene KNG gena unknawn £ HMWK = ..-'.'_."’l. cHMIK - () .
E [/ ."l 4
Bradykinin . / Eradykinin ik

]
Q“ﬁ A /paain g v Q_i
i ] =, i

Endathalial cell WU
(blood vessel wall] '

.,;

4 Swelling ¥ Swelling

HMWE: high-molecular-weight kininogen, cHMWI cleaved high-molecular-weight Kininogen

Husse 20204 Altergy Clin Immunol Pract




People living with HAE actively switch products seeking
improvement in efficacy, safety/tolerability, and convenience

EFFICACY
\ | \l @
nE

. - .. but safety & tolerability .. While convenience has
Efficacy is patients 1 : :
: are pushing patients to become a key driver for
prime concern ... ) :
explore alternatives ... patient preference

People living with HAE desire HAE therapy that can deliver on ALL fronts




HAE is a meaningful and growing global market

Kalbitor; 5 38; 1%
Ruconest; § 199, 8%

icatibant; § 68, 3%
Firazyr, § 265, 11% f

=a'-\©
£
o
o
=
o

Takhzyro; 5 854; 36%

FY2021
sales (SM)

= Estimated $2.4B global
HAE sales for 2021

2
=}
53
=
fird

=

Berinert; § 334, 14%

= Estimated 15% CAGR
2021-2028

o4

Orladeyo; $ 123, 5% Haegarda; $ 337; 14%

Cinryze; 5 186; 8%

Source: Quartery flings (NYSE TAK, NASDAQ: BORY, PHAR); EvaluslePharma; company research
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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

o o
H — H ——
= Enabled by early absorption - Enabled by
E ) E : =
& in the stomach and gut = colonic absorption
= - —— — = e e
& &
- z
a o
...~ jurget plaomatovel _ _ _ L ____largetplasmalevel
n 12 y:
Time (h) ! Time (h) “
Potential to provide fast, easy, and reliable Aim to maintain compound exposure to

o N e e AR, e e ey G el el o e e e
JEVENL dlldCrks, TOI €dsy alld elfeCuve COntLro
revent attacks, fo y and ive control

symptom relief for all attacks




Wholly-owned pipeline focused on bradykinin B2 receptor
mechanism

Candidate
Indication Discovery Preclinical Phase 1 Phase 2 Phase 3 Next Milestone
s
=8 PHA121
a
z [ Prvsate mbec20ze
nl § i (RAPIDe-1 trial)
N R
@ axis -1 tri
o (PoC) (CHAPTER-1 trial)
HAE Prophylaxis
PHAxxx
undisclosed

* The FDA has placed a clinical hold on the clinical trials of PHAT21 in the U.5,; timeling basad an sludies ongaoing outside the U.S,; see slide 14 for an update on our clinical program




Update on clinical programs

= |n August 2022, the U.S. Food & Drug Administration (FDA) placed a hold on the clinical trials
of PHA121 in the U.S. based on its review of nonclinical data

« The agency requested that Pharvaris conduct an additional long-term rodent toxicology study and update
the Investigator's Brochure

« The FDA stated that the nonclinical observations are unlikely due to bradykinin B2 receptor antagonism

« A Type A meeting has been scheduled with the FDA to discuss on-demand and prophylactic proposals to
address the holds

= Clinical studies continue in Canada, Europe, Israel, and the UK as Pharvaris works with
country-specific regulatory authorities

= |n our completed Phase 1 trials and ongoing Phase 2 trials to date, we have observed that
PHA121 was well tolerated at all doses studied




B 2022




Pharvaris compounds are potent, orally
inhibitors of the bradykinin B2 receptor

available competitive

Competitive antagonism of bradykinin-induced contraction
(human umbilical vein preparation)

100 Icatibant 100+
- B . 75+
g ™ v SE
© 2 = \ehicle (12) g g
2 é 50+ = 10 nM (14) %E 504
E -o= 100 nM (12) ©
= ‘;,E & 1 pM (12) ‘E aﬁ
]~ 254 o 10WM(12 8 254
pA, 8.7 ni
0= L] T L] 1 n'
107 10 10°  10*

[BK] (M)

PHA121

-& vehicle (13)
1nM (12)
10 nM (74)
100 nM (713
1 uM {13)
10 pM (13)

Foed

pA,0.35 nM
10°  10¢ 107 10% 105  10*
[BK] (M)

e i L H




PK/PD in humans
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PHA121 was well tolerated in Phase 1 SAD and MAD trials

PHA121 (oral solution)

* No clinically significant changes were
observed for physical exams, vitals, ECG, and
safety lab assessments

(ngemlL)
=
—
—_—

= No SAEs or severe AEs were reported with no
treatment discontinuations

Plasma concentrations of PHA-G22121

Tirre {h)

» Most AEs observed were of mild severity

» Total incidence of AEs was similar between
active and placebo groups

= Approximately dose-proportional PK

with single and multiple oral doses

» No clear differences for AE patterns between
different dosing regimens vs. placebo

= Half-life approximately 3.4-5.6 hours

(approximately three-fold longer than icatibant)




Phase 1 pharmacokinetics offer options for on-demand and
prophylactic development

Multiple-dose C,,,

250 - 22 mg PHATZ] (fasted) 20 1 Food effect on single dose 45 (Day 10, BID with food)
& 27 mg PHAT2Y [HCHE meal) = a0
o »- 22 mg PHA127 (standard meal) % —o— 22 mg PHAT2T E § a5
= = a0 (fastid) = “&C'ngﬂ
=
E E-_: —.—zzm;pll.ﬂ.'lzl %‘ =
s 2 {HCHF meal) =g
g £ 180 8- 72 mg PHATZ1 55
=2 ‘E (standard meal} M =515
B ™3
- = = 270
g E 100 5
5 £ 5
s 8 :
E R 12mg  2Zmg  33mg
= 3 BID BID BID
==

Surpasses target exposure (ECy;)

When dosed BID with food, exposure
maintained above target levels, steady state
reached within 72 hours

within 15 minutes
under both fasted and fed status




Inhibition of bradykinin-induced hemodynamic effects is a validated
surrogate assessment

= |n healthy volunteers, pre-dosing a bradykinin-B2-receptor antagonist blocks the
Bradykinin (BK) hemodynamic effects of bradykinin

e

* Bradykinin effec ored 2 2-tose eliminated

= Used to select clinical dose in the criginal icatibant development program, as
reviewed by FDA and EMA

. N . . _ Proportion of attacks treated
= |catibant’s clinical dose, established with the BK challenge, has demonstrated

successful resolution of HAE attacks in randomized clinical trials and over 10
years of data post-approval

One dose
931%

* |catibant Outcome Survey: Longitudinal survey over 10 years; more than 5000 HAE
attacks treated with 30 mg SC

s www.a fi i 2215i ; Mauwrer ef 2l 2020° Long-term eﬁf-crlwess ann' saff y Ufrcamarrr For r-'le o dfmancl
treatment of her edlraryangloedam&amc#s JDJ-'Pars of r‘le icat m-ant outcome surve ‘EML" Foster #1178, June 68, 2020} 1 y




In preclinical in vivo studies, oral PHA121 inhibits challenge by
bradykinin with longer duration and faster onset than SC icatibant

Icatibant/BK Challenge in monkeys PHA121/BK Challenge in monkeys

==\ ehicle
PHA-022121, 1 maikg
—8—PHA-022121, 10 mgikg

™ =@="/ehicle
——|catibant 0.8 mg/kg

BK-induced decrease in MABP
(mmHg)
BK-induced decrease in MABP
{mmHg)

o a W
Predose +1h +2h +3h +4h +3h +8h +7Th Pre-dose  +1h +2h +3h +4h +5h +Bh +7h

Maximal activity
at1h




In healthy volunteers, oral pre-treatment with PHA121 blocks the
effect of bradykinin-induced hemodynamic changes

ECs, (ng/mL) Potency ~4x higher
EC mL than icatibant
o5 (ng/mL) (published data)

S aSi TS A single PHAT21 dose
predicted to provide
similar PD effect as two
—s—————injections of icatibant

ane (W

PHA121 or placebo (po)

Bradykinin
(BE) BK  BK BK EK BE

PK (exposure)

PD (effect)

PHAT? PO

BK atnant, di
: . v T T T 2x30 mg Ok
PK/PD modeled using a nonlinear mixed-effect E,,, model p . X ® m 5
comparing effect (inhibition of the baseline, average-to-peak) to i

PK (two-compartment model, first-order oral absorption)
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Softgel capsule formulation of PHA121
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HAE RAPIDe-1 study: Dose-ranging study for acute treatment of
angioedema attacks in patients with hereditary angioedema

T Sudyste | Home Treatment | = Phase 2 double-blind placebo-controlled cross-over

oratasr ] [ A ] [ Amez ] [ Awes ] « Patients randomized to one of three doses

pvses | P + Each patient receives dosage 1o treat three attacks, two
T W active and one placeho (2:1 treatment to placeba)
laceba PHWS416 PHY3416 . . . .
e | (D = Primary objective: evaluate efficacy of single
PHVSH16 treatment of three doses against placebo for

toma [z | treatment of HAE attacks
N - | EEI EEET

PHWS416

PHAT21
(10 mg)

Screening Period
Randomization

= Attacks qualify for treatment when at least one
— SR rre— attack symptom (skin pain, skin swelling, abdominal
- PH ._41_-. places - ’ ymp ( 1] g
(50 mg) [ pscew | pain) becomes moderate (VAS 230)

) (o) (I gl « Early treatment: treatment must start no later than 6 h

after first onset of symptoms at any location




HAE RAPIDe-1 study: Topline data expected Dec 2022

o ] L EEEER
Enroliment target achieved Primary topline data expected Dec 2022
- 72 HAE patients enrolled from  based on collected dataset of attacks
~30 sites in U.S.%, Canada, « Continued monitoring of attacks of
Europe, Israel, and UK enrolled patients in countries outside the

U.S. in RAPIDe-1 and RAPIDe-2 (open-
label extension)

* The FO has placed a hold on the clinical triaks of PHAT27 in the L5 see slide 14 for an update on owr chinkcal program




RAPIDe-1: Primary and secondary endpoints

= Primary
» Change of VAS-3 from pre-treatment to 4h post-treatment

= Secondary
» Time to onset of symptom relief (VAS-3; 230% reduction from pre-treatment score)

* Time to almost complete and complete symptom relief (VAS; all three components <10
mm)

 Time to a 250% reduction in VAS-3 from pre-treatment score
« Change of MSCS from pre-treatment to 4h post-treatment
« TOS at 4h post-treatment

VAS: visua! analpgue soove; MESC: mean symprom complex seventy; TOS: treatment aufcame score




RAPIDe-1: Other secondary endpoints include:

= Time to onset of primary symptom relief (leading component of VAS)

= Proportion of IMP-treated attacks requiring the use of HAE rescue medication
= Time to the first use of HAE rescue medication

= Safety

= PK, dose-effect relationship, and concentration-effect relationship

= TSQM score at 48 h post-treatment




VAS-3 is a measure of HAE attack severity, used in past
registrational studies

Please tag on the scale to indicate

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

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 up to 48 hours post-treatment o g %}

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

VAS, MCSC, 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 P SY—

/

reqistered trademenk of Shire, and markeled by
/vy

Takeda; Ruconest is 4 registered frademark of and marketed by Pharming; FDA 2021 COM compendlium:




Clinical practice: Earlier treatment reduces time to resolution

HAE attacks should be treated early (US, Canada, WHO guidelines)
« Associated with shorter time to resolution and total attack duration

e G
Pl
15 NS NS

z i
= £
g . 88 2.1 o £
5 70 g 100
] 5.8 65 K
2 <
g2 5 50
o
E
=

0 <1 =2 =22 "
Maurer af 5/ 2013 Treatment after onset (h) Tourangesy ef 2l 2072

Maurer et al 2022 Allergy; Busse et al 2021 J. Alergy Clin Imvmunal Pract; Betschel et 3l 2019 Allergy Asthma Clin Immunal; Maorer et 3 2013 PLOSone; Towangesy et &l 2002 Int Areh Allergy immunol




Prior studies showed higher baseline and changes in VAS-3 scores,
with treatment at clinic

icatibant (FAST-3 Ph3): Travel to clinic <6 hours after rC1-INH (Ph2): Travel to clinic <5 hours after symptoms

symptoms become moderate (high baseline VAS-3) become moderate (high baseline VAS-3)

analysis _Itfﬂﬂd by annotation 88— Icatibant ::Iean}\'ﬂs scores over time with 95% Confidence Intervals (Study 2 and 3, RCT
. : ase

—&— Placebo
Relative change approx. -21

Mg gl

s-t

analysis added by annotation

Relative change approx. -30 to -40

-
(-]

Mean comparative VAS score
-
g

= (4

) T T T T T T T T T T T 1
o 1 2 3 4 65 & 7 B8 9 10 11 12
Time (hours)

Figure 3. Mean composite VAS-3 score for the first 12 howrs after
reatment (ronberyageal ITT popidarion), =P = 001 P = 003, P = 041,
ws placeba, Sixieen subjects (eatibant v = 5; placeho o 113 wehor hawd ot
achicved relief by hour 8 had nonmissing data for hour 120

Loy et al 2017 Ann Allergy Asthma immunol; Riedl ef al 2014 Ann Allergy Asthma Immunal, RUCONEST prescriliing information




Recent on-demand HAE trials treat sooner in home setting, with
lower baseline and smaller absolute changes in VAS-3 at 4 hours

BCX7353 (ZENITH-1 Ph2): Dosing within 1 hour of symptoms KVD900 (Ph2): Dosing within 1 hour of symptoms

Change from Baseline in 3-Composite VAS at 4 hours Post- @ 30— analysis added by annotation
dose (LS Mean Difference from Placebo in mm, 95% Cl) 8 —— KVD900
E :: :; Relative change approx. -7.5 . Placebo
-] a4
gl .l <
:* > 20+ T i i
M| 657 2 "':'1__ e~ B S S G
] “ 0 : !—-_ I ) 1 - ) l .-.-"" —4
Il 8 - :
< ‘0 == LA 2 ] — -
2l € 104" -1 . -
E 124 ° I ]
2l (&} . %—h{
250mg  S500mg  T50mg E I
P — @ 1 Mean=SEM
Atrecks remied wilh aparoved sivadand of care rescue E 0 1 T 1
medication prior to 4 howrs ore censared D 4 a 1 z
Time (h)

BORY paster #7110 AAAA) 20748-02-23 hitps.ir biccryst.oomdstatic-fles 2bde1 sh%-ad24-4320-0ac 5 1571 TA95408E, KALY presentation 2027-02-09




Initial relief: Relative change in VAS-3 may depend on baseline

icatibant (FAST-3 Ph3) rC1-INH KVD900 (Ph2)

+  Ph2: approx. 2 h {VAS-3, 50%) 6 h (VAS-3, 50 rEElI_I{‘liDI'I I'rnrn pretrnatment}

2.0h (\ L duction)

1.5 h (VAS-3, 30% reduction) + Ph3: 1.5 h (two-question TEQ)
50 =l |calibant
e g
Paceto s KVD900
f o o
H }E{_ I_ } ) ; +— Placebo
= 39 L. - <
g iy f ) > .
E = E + '} ~—T
Rk £ 1 ‘@ l
2 © ! I . AN g : —~
VAS- 30“ 0% * 1 4
T e = E l —} -}m
o 1 2 3 4 5 B 7 8 8 10 11 % :: 1 o 1 +“‘“~+—~
Tirre (hours) PGI-C 1 | c 1 PGI-C
Figure 3. Mean composite VAS-1 score for the first 12 houss alie (from |Ph3 study) :: 1 g : a Ilttle heuer l‘MS 0% [
treatmen (meonlervmpeal T popularion), *F = 001 P = 003, P = 14 - L M o
ws placebo. :?I:KL\.'\.:II -uhi:l.i lJil:'.lllll ,ﬁ. Pl y::\l::'nll'l I:CI who Ilu;Jc:;I 11 VAS-50% = n | T 1
achieved relicf by hour § had nonmissing data for hour 12, I} 1] 4 8 12
Time (h)

Loy et al 2017 Ann Allergy Asthma immunol; Ried] ef al 2014 Ann Allergy Asthma Immunal, RUCONEST prescriling information; KALY presentation 2021-02-09




On-Demand: PHVS416 aims to provide clear differentiation for
efficacy and convenience

Clinical data
FDA Approval
Mechanism
Dose
Form
Storage
Administered
Time 1o 2x IC50
Half-life (h)
Single-dose resolution
Rescue or re-dose?
Initial relief (h)
50% VAS reduction (h)

Almost-complete
symptom relief (h)

Side effects

PHVS416
(Phase 2)
B2R
=30 mg
Soft capsule
Room temp
Patient
<15 min
3.4-5.6

icatibant
2011
B2R
30mg
sC
Room temp
Patient

1.4
93%
T8
0.8-1,.5vs-an

2

Injection site
reaction

sebetralstat
{Phase 3)
pKi
1-2x300 mg
Tablet
Room temp
Patient
10 min
~2

21%2h
1.6PBHC/GVAS-50%

6

berotralstat
(FOP2, dropped)
pki

BERINERT®
2009
C1INH
201U/kg
IV (10 mLf2.5 min)
Room temp
Patient
48 min
18
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11-20%
025
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events
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RUCONEST® KALBITOR®

2014 2009
C1INH oKl
30 1U/kg 10 mg
I¥ (14 mL/5 min) &C, 3 doses
Room temp Fridge
HCP/Patient HCP
25 2
G0% 67-86%
1% 14-33%
].EDGI-L',
35
~ ) Anaphylaxis,
Headgﬁ:f_. e pruritus, rash,
o nausea
; Lumry 2012
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Data from prophylactic proof-of-concept study (PHVS416) and
PHVS719 tablet PK to inform Phase 3 development

Candidate*
Indication Phase 2 | Phase 3

PHVS416 Utilizing the food effect observed in Phase 1, PK/PD modeling
Prophylaxis HAE suggests that twice-daily dosing of PHVS416 can maintain
(Poc) PHA121 exposure >ECy;

g PHVS719
" Prophylaxis HAE
]

* The FDW has placed a hold an the clinical inals of PHAT21 in the U5, see slide 14 for an update on cur clinical program




HAE CHAPTER-1 study ongoing outside U.S.: Prevention of
attacks in HAE (proof of concept with PHVS416 softgel capsule)

Primary objective: assessing safety and efficacy of PHAT21 in
| | preventing HAE attacks in patients with HAE type 1 or type 2

+ Placebo-controlled, 3 parallel arms, two doses

r'—- -
» Placebo . BID: 2 placebo capsules ] = Includes open-label extension
= \
g _§ = Primary endpoint: Number of investigator-confirmed HAE
4] a

= ’ - Eg:_l’;;’ay BID: 1 PHVS416 capsule, attacks
= S (10 mg BID) 1 placebo capsule  f + Secondary endpoints include moderate or severe HAE attacks, HAE
& = ' attacks requiring acute treatment
A & PHA121 :

40 ma/day BID: 2 PHVSA16 capsules = Target enrolment of 30 HAE patients globally

(20 mg BID)

» Regulators in Canada, Europe, Israel, and the UK have been
| notified of U.S. clinical hold; guidance on topline data timing to
follow with more clarity regarding the impact of the U.S. clinical
hold and additional feedback from global regulatory authorities




PHVS719 single-dose PK study demonstrates QD potential

Mean plasma concentration time profile

] PHVSAI']_EJ and PHVS719 well tolerated
PHVS416 capsule {2}(1 Umg), = No SAEs or severe TEAEs
fasted = PHVS416 r_apid exposure c_onflrmed
= Exceeding ECy; within 15 minutes

2
[
=

PHVS719 tablet (40 mg), = PHVS719 extended release demonstrated:
fed maintained exposure above ECg for >24h
p"l'w. with and without food
100 L PHVS719 tablet (40 mg), = Similar AUC,¢, 25 20 mg BID PHVS416 with food
tasied (one of CHAPTER-1 doses)

[PHA121] mean (ng/mL)




Prophylaxis: PHVS719 aims to combine efficacy and convenience
compared to approved therapies and oral pipeline

FDA Approval

Mechanism
Dose
Form

Storage
Frequency
Attack reduction (mean)

250% reduction
=70% reduction
290% reduction

Patients, attack-free
(study)

Steady-state

Side effects

(Phase 1/2)
B2R
40 mg (est.)
XR tablet
room temp
Once daily

~2d (est.)

Spwrrce: Takhzyro, Waegarda, Cinnyze,
Kalvigta corparate presentation

—

Ovladeya prescribing information: Aygoren-Pursun 2078 NEJM 37974, 352-62; [CER 2018 Fingl Endence Report = Lang-Term Prophylasis in HAE;

20821

KVD824 ORLADEYO®E TAKHZYRO®E HAEGARDA® CINRYZE®E:
(Phase 2) 2020 2018 207 2008
pKi pKi pK mAb CTINH CTINH
1-3%300 mg 150 mg, 110 mg 300 mg 60 1U/kg 1000-2500 U
Delayed-release tablet Hard capsule 5C, 2 mL SC, 6 mL IV, 10-25 mL
room temp fridge raom temp fridge/room temp
Twice daily Once daily Semi-maonthly Semi-weekly Semi-weekly
44% B7% B4% B4.5%
58% 100% 90%
50% B3% B3%
23% B7% 58%
[??-g;%: s8) L
~3d (est.) 6-12 days 10 weeks ~14 d (est) ~7 (est)
Gl effects, QTc on _— )
bgherdoses,  ifctionsiereacton LR TR T el avents

)

&




Corporate Summary and Milestones

HAE On-Demand HAE Prophylaxis
(type 1 and type 2) (type 1 and type 2)

CHAPTER-1 PhZ2 topline data

RAPIDe-1 Ph2 topline data

once-daily potential

PHVS416 soft capsule i i (timeline pending clarity on
i (expected Dec 2022) i impact of U.S. clinical hold)

i -
PHVS719 XR tablet i Ph1 SD PK demonstrates

Financially strong: ~€198 million cash (Sep 30, 2022) provides runway through 1024 |







PHVS719 single-dose PK study demonstrates QD potential

= Open-label, crossover comparison in 8 adult
male healthy volunteers

= PHVS416 and PHVS719 well tolerated
* No SAEs or severe TEAEs

» PHVS416 rapid exposure confirmed
* Exceeding ECgs within 15 minutes

= Sequential single doses (random order) of:
« PHVS416: 20 mg dose (fasted)

« PHVS719 prototypes
o XR1:20 mg dose (fasted, fed) » PHVS719 extended release
o XR2: 40 mg dose (fasted, fed) demonstrated: maintained exposure
above ECg. for >24h with and without
food

G » Similar AUC,, as 20 mg BID PHVS416
with food (one of CHAPTER-1 doses)

/




PHVS719 single-dose PK study demonstrates QD potential

g Mean plasma concentration time profile

M~
=
_—

PHVS416 capsule (2x10mg),
fasted

PHVS719 tablet (40 mg),
_ Ny fed

100 7 PHVS719 tablet (40 mg),
fasted

[PHA121] mean (ng/mL)




PHVS719 single-dose PK study demonstrates QD potential

Mean plasma concentration time profile under fasted conditions

PHVS416
capsule

PHVS719 tablet
(40 mg)

[PHA121] mean (ng/mL)




PHA121 plasma conc.

target plasma level

12
Time (h)

24




PHVS719 single-dose PK study demonstrates QD potential

PHA121 plasma conc.

target plasma level







