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CONCLUSIONS

« Garadacimab demonstrated long-term efficacy and a favorable safety profile in patients with hereditary angioedema (HAE) aged =65 years
« The outcomes observed In patients aged 265 years were consistent with those of the overall population previously analyzed
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Garadacimab demonstrated a favorable long-term safety profile
In patients aged =65 years

Overview of TEAEs

Overall population

Placebo Garadacimab
(n=33) (n=172)

e HAE Is a genetic disorder that causes recurrent, unpredictable, debilitating, and potentially life-threatening attacks of
angioedema, requiring lifelong treatment™

e Garadacimab is a first-in-class, fully human, anti-activated factor XlII monoclonal antibody under evaluation for the long-term
prophylaxis of HAE attacks*”

e Garadacimab has demonstrated early and durable efficacy, and a favorable long-term safety profile in the Phase 2,
pivotal Phase 3 (VANGUARD), and Phase 3 open-label extension (OLE) studies*”’

e Patients with HAE aged =265 years may have specific challenges and concerns derived from their life-long experience with this

Baseline characteristics, garadacimab exposure and concomitant medications

Baseline characteristics

Overall population

Placebo Garadacimab
(n=33) (n=172)

Garadacimab exposure and concomitant medication use

Overall population

Placebo Garadacimab
(n=33) (n=172)

TEAES, n (%)

Characteristic

Characteristic

There were 12 TEAEsS

e Overall population (garadacimab n=164; placebo n=24)
« Patients aged 265 years (garadacimab n=14; placebo n=0)5
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The reduction in monthly HAE attack rate with garadacimab in patients
aged =65 years was consistent with that of the overall population

The proportions of patients in the 265-year subgroup with 250%, 290%, and 100% reduction in HAE
attack rate with garadacimab were consistent with those of the overall population

o . . : . Mean age, years (SD) 38.6 (12.6) 41.2 (15.2) 67.6 (2.7) Median garadacimab exposure, years (IQR) 0.5 (0.3-0.5) 1.3 (1.1-1.8) 1.4 (1.2-1.4) Patients with 21 TEAE 21 (63.6) 148 (86.0) 11 (84.6) : :
related to garadacimab in
condition, such as increased attack frequency or severity, changes due to menopause, treatment access issues, and changing Sex. n (%) Related to placebo/garadacimabt 5 (15.2) 40 (23.3) 5 (38.5) vatients aged 265 years:
oerspectives on HAE management. Their disease and treatment burdens may be increased by comorbidities and Female 18 (54.5) 1M (64.5) 6 (46.2) Range of exposure, years 0.1-0.7 0.2-4.1 1.1-4.] TEAESs leading to death 0 0 0 . 8 x mild injection-site
polypharmacy. Evaluating treatment response In this population can inform clinical decision making and help maximize M?'? 15145:) 61 (35.5) 7(53.8) Patients exposed to garadacimab for 21 year, : 143 (83.]) 13 (100) TEAEs leading to study discontinuation 0 1(0.6)¢ 0 urticaria (7.7%; n=1/13)
natient outcomess? Race/ethnlglty, n (%) n (%) A\ [ e e 2 x mild injection-site
White 29 (87.9) 142 (82.6) 12 (92.3) . . N y y erythema (15.4%; n=2/13)
Asian 2 (6.1) 24 (14.0) 0 Patients exposed to garadacimab for >2 years, ) 33 (19.2) 1(7.7) Mild 20 (60.6) 121 (70.3) 8 (61.5)
OBJECTIVE Black 1(3.0) 3 (1.7) 0 n (%) | | Moderate 9 (27.3) 103 (59.9) 8 (61.5) + 1 mild injection-site
| | bruising (7.7%; n=1/13
J Othert 1(3.0) 3 (1.7) 1(7.7) Most common concomitant medications >evere O 1 (547, |76 o1 ;ur:;ndgeiateiw Qa d/a c)h o
| | | | | | | Mean BMI, kg/m? (SD) 28.4 (6.7) 28.2 (6.6) 29.5 (5.3) (iIn =4 patients aggd >65 years), n (%)* SAEs it j oo/ S 8 7 (g-.])§ 8 7.7%: n=1/13)
e TOo evaluate the long-term safety and efficacy of garadacimab in patients with HAE aged =65 years, using integrated analyses of gtorvastaﬁln 8 12 (25-8) 2(38.2) elated 1o placebo/garadacima
data from the Phase 2, pivotal Phase 3 (VANGUARD), and ongoing Phase 3 OLE (data cutoff: February 13, 2023) studies HAE type, n (%) ng:’r?;:rfggn 10 303 o ((3'33%) ; gzé)) AESIs per protocolt 0 1(0.6)** 0
T 1 2 /. 1 : 12 (92. ' ; ’ .. : :
GARADACIMAB CLINICAL STUDY PROGRAM AND ANALYSIS SETS HAE-nClINH 0 6 (3.5 0 i bt A 2 (60 5 &) * 508
T : No TEAEs leading to death/discontinuation, SAEs, or AESIs per protocol were reported in patients
Most commmon comorbidities (in 24 patients . , ’ ’
o aged 265 years), n (%) . Statins were the most common concomitant medications used during garadacimab treatment aged 265 years treated with garadacimab
Phase 2 study’ . Phase 2 rollover patients Eypercholgsterolemla . ?21 25:3,) (?3-71 2 (gg-g) among patients aged =65 years, with 69.2% of patients (n=9/13) in this age group using them | e s bhace 5 (VANGUARD). and Phase 3 OLE studics 1As identified & - ) b | )
- _ 5 ertension . . . - : _ : : *Integrated safety set: Phase 2, pivota ase ,an ase studies; TAs identified by investigator; *One moderate injection-site reaction (abdominal irritation
(n_35/38, 92% entered OLE) (ﬂ—35) i Phase 2 OLE AgtF;\ma 3 ((9 1)) 21 ((12 2)) Z: 230 8; compe red with 11.6% of patients (n_20/172) In the overall populatlon related to garadacimab (occurred after 4 months of treatment within 24 hours of injection; recovered/resolved after 13 days); $Seven SAEs were reported (one in the placebo-
Minimum 12 months i ; ; controlled period of the Phase 2 study [facial/abdominal HAE attack, n=1]; two in the open-label period of the Phase 2 study [diverticular perforation, n=1; asthma, n=1]; one in the
. pivotal Phase 3 study [laryngeal attack, n=1]; three in the Phase 3 OLE study [COVID-19, n=2; abdominal HAE attack, n=1]), none of which were related to garadacimalb; 1Severe
Pivotal Phase 3 rollover *Integrated safety set: Phase 2, pivotal Phase 3 (VANGUARD), and Phase 3 OLE studies; TIncludes any other race (Native Hawaiian or Other Pacific Islander) and multiple; fIncludes concomitant medications and medications initiated prior to study treatment that were hypersensitivity, including anaphylaxis, thromboembolic events, and abnormal bleeding events; *Phase 2, 600 mg: epistaxis, not related to garadacimab.
garadacimab recipients taken concomitantly. BMI, body mass index; HAE, hereditary angioedema; HAE-nCI1INH, hereditary angioedema due to normal Cl1INH; IQR, interquartile range; OLE, open-label extension; SD, standard deviation. AESI, adverse event of special interest; HAE, hereditary angioedema; OLE, open-label extension; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
Pivotal Phase 3 > (N=36) C -
= aradacimab
(VANGUARD) study* \ 500 ma SC once monthl . . . . . . : . Integrated
(n=57/64, 89% entered OLE) - Sivotal Phace 3 rof 9 e y Garadacimab demonstrated early and durable protection from HAE attacks in patients aged =65 years, consistent with previously reported data for the overall population efficacy set’
’ Ivota ase 3 rollover =
placebo recipients
---------------------------------- (n=21) T Monthly HAE attack rate vs run-in in patients aged =65 years Proportion of patients with 250%, 290%, and 100% reduction in HAE attack rate Treatment and HAE attacks for each patient aged =265 years
: Screening/run-in period : Site visits every 304 days
: (Uup to T month/up to 2 months) : > Newly enrolled patients*® Pivotal Phase 3 rollovers
: Baseline HAE attack rate : N=69 4.0 1 e , . 0 i -
—————————————————————————————————— ( ) _ ) 97 100 Garadacimab L= I-H:I-!:I:l‘ . . o o . samsEsEmEnn® . I o« o . . . . . 67h/0 Of ITa(.;Ients .(fn 4/§t)|‘]
- - S 100 overall population (n=164) 24 e e C e e e e e e e e LIS RSO HENASIFUIAINA NS
- All patients were permitted ODT to treat HAE attacks’ - & 357 . 86 . pivotal Phase 3 study were
x . = 85 S o R attack free for a cumulative
Phase 2 Pivotal Phase 3 Pivotal 3 OLE 8 30 - 256 § £ 30 - 4 - I —— e period of =17 months
. . . . . . . + C :
 Confirmed HAE diagnosis o Confirmed HAE-C1INH-Typel/2  Confirmed HAE diagnosis ° (1.30) w 3 S T e (6 [pivotal]+ 11 [OLE ]) after
« Aged 18-65 years diagnosis e Aged 212 years < 25 Cu £ S garadacimab initiation
Eligibility criteria e Baseline HAE attack rate e Aged =12 years « Baseline HAE attack rate i ] ww 60 - 5 __________________________________________________________________________
>2 attacks/month « Baseline HAE attack rate >1 attack/month £ 20 - reduction 2 50 ."3 i Phase 3 OLE e . I
>] attack/month c VS run-in - a
£ S o T :
_ _ _ 8 I 1 II ¢
Primary endpoint Time-normalized number of HAE attacks/month (HAE attack rate) TEAEs In patients with HAE-CTINH E 1.5 (95% C194.7-99.9) -8 E 40 N . '
________________________________________________________________________________________________________________________________ fa o l T
. . . . a2 0 - g-f—j o I 43% of newly enrolled
Patlegts tr.eated.wwhdz] dose of garadacimab once monthly E c < é o - ) * oatients (n=3/7) in the
(any dose investigated) | o ) : & . 0.06 0 i H— - - - Phase 3 OLE were attack
» Overall populat;on (garadacimab n=172; placebo n=33) o - (0.08) - T —— free for 212 months after
________________________________________________________________________  Patients aged 265 years (garadacimab n=13; placebo n=0p 0o - 0 . . . e —— garadacimab initiation
““““““““““““““““““““““““““““““““““““““““““ | Run-in Garadacimab Reduction vs 250% 290% 100% e T
Pat|ent5 treated W|th Z-l dOse Of garadaC|mab ZOO mg SC : (n:-|4) (ﬂ:-|4) run-in (attaCk—free) | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |
-2 -1 0 1 2 3 4 5 © O 1 2 3 4 5 o 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21 Months
once monthly# | RUN-in
| Pivotal Phase 3 Phase 3 OLE

® Study treatment administration HAE attack severity:

msm Run-in period
* ODT | Mild IModerate | Severe

=== Rollover

*Newly enrolled patients received a garadacimab loading dose (two 200 mg SC injections) as first administration; TPatients were permitted to use ODT to treat emerging HAE attacks, if the therapy had previously been
shown to be effective; *Once monthly: Phase 2 = 28+2 days; Phase 3 = 30+4 days,; SOnly data from patients aged =65 years at study enrolment were part of the integrated analyses. One patient, aged 64 years in the Phase 2

study, became aged 65 years when rolling over to the Phase 3 OLE. For this reason, this patient’s data were not part of the integrated safety analysis (Phase 2, pivotal Phase 3 [VANGUARD] and Phase 3 OLE studies, n=13) but *Integrated efficacy set: Pivotal Phase 3 (VANGUARD) and Phase 3 OLE studies; TPatient discontinued upon physician decision, not due to TEAEs; *Patients 9 and 14 received garadacimab 200 mg SC once monthly in the Phase 3 OLE after rolling over from the Phase 2 study.

were included in the integrated efficacy analysis (pivotal Phase 3 [VANGUARD] and Phase 3 OLE studies, n=14); "The analysis also included the Phase 3 OLE data from patients who rolled over from the Phase 2. Patient 14 was not included in the integrated safety analysis due to being aged <65 years when first enrolled in the Phase 2 studly. Scan the QR
CI1INH, CT1 inhibitor; HAE, hereditary angioedema; HAE-C1INH, hereditary angioedema due to normal ClINH; ODT, on-demand treatment; OLE, open-label extension; SC, subcutaneous; TEAE, treatment-emergent adverse event. Cl, confidence interval; HAE, hereditary angioedema; ODT, on-demand treatment; OLE, open-label extension; SC, subcutaneous; SD, standard deviation; TEAE, treatment-emergent adverse event. code to access
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