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Introduction and Methods: HAELO is a Phase 3 study evaluating
lonvo-z in patients with HAE-C1INH

« Lonvoguran ziclumeran (lonvo-z; NTLA-2002) is an investigational in vivo CRISPR-based one-time treatment'2

Results: Patient demographics and baseline characteristics
were balanced between arms

All patients In the lonvo-z arm experienced attack-rate
reductions from baseline during Week 5-28

Lonvo-z had a favourable safety and
tolerability profile

» As of 10 February 2026, the median follow-up was 7.5 months (range, 4.9-12.8 months)

* Prior to study entry, 67% and 79% of patients in the lonvo-z and placebo arms, respectively, were receiving
long-term prophylaxis (LTP)

* The overall mean (SD) attack-rate reduction from Week 5-28 compared with baseline for patients
treated with lonvo-z was 89% (20.3) compared with 29% (45.4) for placebo

o All patients treated with lonvo-z improved

Table 3. HAELO treatment-emergent adverse events
through Week 28

* Lonvo-z is designed to permanently inactivate the KLKB7 gene to reduce kallikrein production with the goal of

treating hereditary angioedema due to C1 inhibitor deficiency (HAE-C1INH) Placebo

(n=28)

Lonvo-z

Table 1. HAELO demographics and baseline characteristics * All patients treated with lonvo-z remained LTP-free through the latest follow-up

(n=52)

« HAELO is a Phase 3 study designed to evaluate the efficacy and safety of lonvo-z in patients with HAE-C1INH3
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The HAELO study achieved all primary and key secondary Conclusions

Rapid attack-rate reductions were observed after lonvo-z

. ~ . . 1,2 -
Figure 2. Lonvo-z mechanism of action endpoints

infusion

* A one-time treatment with lonvo-z 50 mg resulted in a
significantly lower attack rate and improved quality of life

Lonvo-z

Figure 3. HAELO primary and key secondary endpoints

« All patients treated with lonvo-z had a rapid reduction in HAE attacks, reaching levels lower than

Proprietary nonviral LNP delivery system
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Cas9, CRISPR-associated protein 9; CRISPR, clustered regularly interspaced short palindromic repeats; gRNA, guide RNA; IV, intravenous; LDL, low-density lipoprotein; LNP, lipid nanoparticle; mMRNA, messenger RNA. <
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month) as covariates. Baseline is defined as the time from date of Screening-2 visit to randomisation. A month is defined as 28 days.
bFor patients who initiated any long-term prophylaxis before the Week 28 assessment, only attacks that started prior to prophylaxis initiation were included in the analysis. For patients who did not reach Week 28

assessment, all data through their latest attack assessment were included.

°The total score change from baseline at Week 28 is estimated using mixed model repeated measures analysis with baseline total score, treatment arm, visit, and treatment by visit interaction as fixed effects, with
participant as a random effect. For patients who initiated any long-term prophylaxis before the Week 28 assessment, only AE-QoL data collected prior to prophylaxis initiation were included in the analysis.

dAt Week 28, n=44 in the lonvo-z arm and n=20 in the placebo arm.
AE-QoL, Angioedema Quality of Life questionnaire; HAE, hereditary angioedema; LS, least-squares.

aPrescreening monthly attack rate was patient reported and calculated based on attacks occurring in the 90 days prior to the Screening visit.

During the efficacy evaluation period, 2 patients in the placebo arm restarted LTP due to a high number of attacks. For these patients, data were censored at the time of LTP initiation and only attacks occurring prior

to LTP initiation were included in the analysis. Both patients discontinued LTP before receiving the lonvo-z crossover infusion.
HAE, hereditary angioedema; LTP, long-term prophylaxis.
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