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CONCLUSIONS

Patient Population
« Data cutoff: 30-Nov-2021
« 19 patients (median age 25 yrs) were enrolled (Table 1)
Majority were male (15/19) and white (17/19)
18/19 patients completed the 12-week treatment period and 15/19 patients continued in the study
« 1 patient discontinued study drug due to an adverse event (AE) (leg fracture unrelated to study drug)
* No discontinuations due to treatment-related AEs
« 3 patients withdrew consent for personal reasons after completion of the 12-wk treatment period
The first patient enrolled remains on treatment since January 2019
Baseline levels of methionine (met) cycle metabolites are shown in Table 2

Efficacy

« Dose-dependent decreases were observed in homocysteine with pegtibatinase treatment at Week 12, with a
mean decrease of 55% at the 1.5 mg/kg dose BIW compared to -4.9% in placebo (Figure 4)

« Dose-dependent decreases were observed in methionine with pegtibatinase treatment at Week 12, with a
mean decrease of 82% at the 1.5 mg/kg dose BIW compared to -16% in placebo (Figure 4)

« S-adenosylmethionine (SAM) and S-adenosylhomocysteine (SAH) also demonstrated decreases with higher
doses of pegtibatinase (Figure 4)

« Dose-dependent increases were observed in plasma cystathionine and cysteine levels with pegtibatinase
treatment (data not shown)

- Treatment with pegtibatinase at the 1.5 mg/kg dose BIW resulted in rapid and sustained decreases in
homocysteine and methionine; mean homocysteine levels were reduced to <100 pM, an important clinical
threshold for treatment (Figure 5)

Pegtibatinase treatment
results in dose-dependent
decreases in homocysteine
and other methionine-cycle
metabolites

RESULTS

Table 1. Baseline Patient Demographics

Pegtibatinase

Pegtibatinase rapidly reduced

Figure 4. Dose-Dependent Changes in Biomarkers With Pegtibatinase Treatment From
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pain, and injection site pruritus); the second most common AE was urticaria (hives) (3/14 subjects); most
AEs were mild and transient in nature with no evidence of dose dependency

* 6 serious adverse events (SAEs) were reported in 3 patients; 5/6 were not treatment-related
 Only 1 SAE (Cohort 3) was considered likely treatment-related (acute urticaria)
 Event resolved in 10 days, patient resumed treatment and remains in study with no recurrence
 No treatment-related anaphylaxis or severe immune reactions were reported
« No significant findings in standard clinical laboratory tests or electrocardiogram results were reported

a potential novel treatment

for classical homocystinuria
Figure 5. Reduction of Total Homocysteine and Methionine Levels With Pegtibatinase

Treatment From Baseline to Week 12
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pegylated, modified recombinant truncated
human enzyme (CBS), is being evaluated as a
potential treatment for HCU%:>
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CBS, cystathionine B-synthase; DMG, dimethylglycine; HCU, homocystinuria;

MS, methionine synthase; MTHFR, methylenetetrahydrofolate reductase;

SAH, S-adenosylhomocysteine; SAM, S-adenosylmethionine; THF, tetrahydrofolate.
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BIW, twice weekly; QW, once weekly; SC, subcutaneous.
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« History of organ transplantation
or use of chronic
immunosuppressive therapy

Pregnancy or breast-feeding

Key Inclusion Criteria
« Diagnosis of HCU confirmed by genetic test and plasma tHcy
>80 uM )
« Age =212 and <65 years
« Willing to maintain a stable diet and therapy for the treatment
period

Pegtibatinase

T
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CBS, cystathionine B-synthase; SAH, S-adenosylhomocysteine;
SAM, S-adenosylmethionine.
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