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INTRODUCTION METHODS RESULTS

* In hereditary angioedema (HAE), C1 inhibitor deficiency imbalances the * Lonvo-z was evaluated in a Phase 1/2 study (Figure 2); details have been reported previously*® « As of August 29, 2025, 32 patients have been treated with lonvo-z 50 mg in the Phase 1/2 « Of all patients treated with lonvo-z 50 mg (N=32), 53% experienced an IRR (Table 3)
kallikrein-kinin system, leading tO excess bradykinin production and debilitating o The Phase 1 portion was an open-label, dose-escalation, mult|center study in adults with HAE* study (Table 1) o All IRRs were Grade 1 or 2
swelling attacks' o The Phase 2 portion was a double-blind study in which adults with HAE were randomly assigned in a 2:2:1 » The median duration of follow-up after receiving lonvo-z 50 mg was 12.2 months * IRRs had a rapid time to onset after infusion: median (range) time to onset was
- Kallikrein, a facilitator of bradykinin production, is a clinically validated target for ratio to receive lonvo-z as a single dose of 25 mg or 50 mg, or placebo® (range, 2.4 months to 3.0 years) in the Phase 1/2 and long-term follow-up studies 18 minutes (immediately to 10 hours)
preventing HAE attacks?3 ° FOgOWtihg ildgntiﬁz?;;ion <)>f the Oﬁtimagkii0|09iqa| dose (E'TO g\g): P?tlients th% received Pollacde’lcoho o » Half of the patients (50%) were taking long-term prophylaxis (LTP) prior to study entry » Symptoms reported as “other” were reported in one patient each and were generally flu-like
* Lonvoguran ziclumeran (lonvo-z; NTLA-2002) is an investigational, in vivo lejig?bFi)liltr;?:rit:rsi: )OS STDHEE TR TEEEIE 8 ST bhe O oibre ST S, proviEe e me symptoms, such as body ache, chills, diarrhea; 3 were chest pain/tightness symptoms (no

clinically significant findings on electrocardiogram; all resolved within minutes up to 5.1 hours)

CRISPR-If)ased. one-time treatment** o TABLE 1. DEMOGRAPHICS AND BASELINE CHARACTERISTICS « All IRRs resolved; the majority resolved within minutes to hours (Figure 4)

o Median (range) duration of IRR was 14 hours (12 minutes to 21 days)
Lonvo-z 50 mg o Most (59%; 10/17) IRRs resolved within 24 hours

(N=32) o IRR symptoms (maximum duration) lasting >24 hours in =1 patient were fever (28 hours), flushing (37 hours),
abdominal bloating (3.5 days), increased thirst (7 days), and headache (22 days)

* Lonvo-z is designed to permanently inactivate the KLKB1 gene to reduce kallikrein

production to prevent HAE attacks** (Figure 1) FIGURE 2. LONVO-Z PHASE 1/2 STUDY#>

50 mg was selected as the optimal dose for Phase 3

FlGURE 1 . LONVO-Z MECHAN'SM OF ACTION45 EOS Age, median (range), years 48.5 (18-76)
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one-time IV infusion S ?— required ays) - - ~N i i IRR, infusion-related reaction; TEAE, treatment-emergent adverse event.
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Targeted editing . * This reduces prekallikrein Others: Safety, HAE attacks (Weeks 5-16), PD, QOL ; start of any long-term prophylaxis, whichever occurred first. In Phase 1, patients may have been on long-term prophylaxis. Headache? , ,
E)T:& ;a;ie:;: szlig 1'Cgene fr%duction and itS intended ' i ' HAE, hereditary angioedema. : ® '
O e permanen
to make a precise edit ° Data cutoff: Aug 29, 2025. ClinicalTrials.gov ID: Phase 1/2: NCT05120830; Long-term follow-up study: NCT06262399. Nausea | | o l
No prespecified number of attacks required. PPatients receiving lonvo-z 25 mg could remain on the study beyond 104 weeks to receive the optimal e Most treatment_emergent AEs occu rring within 28 days of lonvo-z 50 mg were |RR5' which Back pain | | ® :
biological dose of 50 mg. Two patients did not receive a follow-on dose of lonvo-z 50 mg (one due to patient choice, one due to ineligibility [transient alanine ” d h d h . f . T bl 2
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LDL, low-density lipoprotein; LNP, lipid nanoparticle; mRNA, messenger RNA. ©5, end of study; HAE, hereditary angioedema; LTF, long-term prophylaxis; PD, pharmacodynamics; Ph, phase; PK, pharmacokinetics; QOL, quality of fife * One serious AE of pulmonary embolism occurred in a patient with confounding risk factors Flushing |—@—
. . : . . . . . ;) 7
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« A descriptive analysis was conducted of the infusion-related reactions (IRRs) reported after a (including recent COVID-19 infection, ongoing history of smoking, obesity) ~1 year after the 0 5 10 15 20 Q o 9
OBJ ECT'VE e e - et : : infusion; the event resolved without sequelae i i i 3 b B
one-time infusion of lonvo-z, including time to onset, duration, and outcome (Figure 3) ' g Median duration (min, max), h
e To report updated Safety and tOlerablllty Of a” patients treated Wlth |OnVO-Z ° IERS are a known Slde.eﬁe;t of 'r;travlelnousw. adr;]ln|5tered proteins :I';d .llpldllnanopartlcjle.s . . l 2One patient experienced a Grade 1 headache from Day 1 to Day 22 following lonvo-z 50 mg infusion. IRR, infusion-related reaction.
50 mg in the Phase 1/2 study (NCT05120830), focusing on adverse events (AEs) ° It an IRR occurred during the study, all associated symptoms were additionally captured via a drop-down list, TABLE 2. A ONE-TIME TREATMENT OF LONVO-Z 50 MG WAS « Most patients (82%) with IRRs received their infusion without the need for a dose adjustment

with the option to report “other” and use free text to provide additional detail . (Table 4)

WELL TOLERATED WITH NO LONG-TERM RISKS IDENTIFIED > Al paients received the full dose of lonvo-z N
DISCLOSURES: FIGURE 3. LONVO_Z VVAS INFUSED OVER 2_4 HOURS |N AN WlTH UP TO 3 YEARS O: FOLLOW-UP ° No p.atlents require c?vernlg t osp.lta |zat|o.n or extende mf)nltorlng to manége IRRs

. . . . S . .  Approximately one-third of all patients with an IRR received a concomitant medication
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occurring within the first 24 hours after the start of infusion

Day prior to infusion:

Premedication at home
to mitigate IRR, oral dexamethasone 8 mg (or equivalent)

TABLE 4. MANAGEMENT OF IRR

Reported within 28 days Reported >28 days after
of infusion, n (%) infusion up to LTFU, n (%)

Patients with an IRR
(n=17)

IRR management strategy, n (%)

— Any TEAE (210% of patients) 27 (84) 30 (94)
E le of an infusion d hedul i H
FETPTE O A RSO S8y SEREEte Infusion-related reaction 17 (53) Nolehahgeitolinil-ion 14 (82)
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clinic Back pain 0 5 (16) » Most IRRs occurred shortly after starting the infusion and resolved the same day
Premedications - -
to mitigate IRRs ¢ |V dexamethasone 10 mg (or equivalent) and Any SAE 0 1) ° All patients recelvedl the f;” dose of |OnV?—Z o ¢ hich
. e |V/oral H1 blocker (eg, diphenhydramine 50 mg or cetirizine 10 mg or . o - 1ari 1 - - 1
Presented at the American College of AIIergy, Asthma & . g, diphenhy g g Pulmonary embolism 0 103) Lonvo-z 50 mg enabled the majority of patients to become attack-free and LTP-free, whic
equivalent) and . . persisted through the most recent data cutoff date’
Imm u nology (ACAAI) Cong ress, N ovem ber 6_1 0’ Orla ndo' FL * [V/oral H2 blocker (eg, famotidine 20 mg or equivalent) AEs in patients who received 25 mg or 75 mg have been previously reported; no dose-limiting toxic effects were observed.*® L 0 < bei furth | di . h HAE in th ) Ph 3 HAELO
2AEs that occurred after each patient received 50 mg are reported. * Lonvo-z 5 mg IS being urther evaluated In patlents wit In the ongoing ase

H1, histamine receptor 1; H2, histamine receptor 2; IRR, infusion-related reaction; IV, intravenous. AE, adverse event; LTFU, long-term follow-up; SAE, serious adverse event; TEAE, treatment-emergent adverse event. StUdy (N CT06634420), fU”y enro||ed as Of September 2025



