Long-term clinical outcomes of patients with acute hepatic porphyria who were not attack-free after 6 months of givosiran treatment:
a subgroup analysis of the phase 3 ENVISION study

What is AHP?

+ Acute hepatic porphyria (AHP) is a term for a group of four genetic diseases that affect
the whole body and that if untreated, can get worse with time

+ Abuild-up of delta-aminolevulinic

Acute . -
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Annualized attack rate

Methods
+ Primary endpoint was annualized attack rate (AAR)

+ AAR was the average number of attacks per person in a year that required any of the following:
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Hospitalization Urgent care visit Intravenous hemin at home

+ To calculate the effect of givosiran treatment, AARs were
o calculated every 6M
o compared to values before treatment

AAR decreased over time with givosiran treatment
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+ 1st 6M of treatment: all treated patients had reduced AAR (historical AAR vs >0-6M)
+ Continued treatment: AAR decreased further over time in all groups (>6-12M and later)

Of the Not Attack-Free group, the percentage of patients who were attack-free after the 1st 6M of
treatment (during 6M treatment intervals) increased over time:

+ 9% attack-free after >6-12M of treatment

+ 79% after >30-36 M of treatment

Symptoms of AHP

« Pain

+ Headache

+ Seizures

+ Sun sensitivity

Muscle weakness
Paralysis
Sensory loss
Rapid heartbeat

W

Not all symptoms of AHP shown

 Nausea

< > « Vomiting
) « Constipation

« Diarrhoea

+ Trouble sleeping
+ Fatigue

+ Anxiety

« Depression

+ Memory loss

+ Confusion

e CO“CI“SionS + Both patient groups

treatment with givosiran provides

Whatis givosiran? « Amedicine that is used to treat adults with AHP that prevents the build-up of ALA and PBG in the body

What was the ENVISION study?

« ENVISION (NCT03338816) was a Phase 3 clinical study in patients with AHP that evaluated the:*?
o effects of givosiran compared with placebo
o long-term effect and safety of givosiran treatment
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+ Inthe 1st 6 months (6M), patients treated with givosiran had fewer attacks than those on placebo

» We investigated the long-term outcomes of patients who completed the study through to month 36 (36M)

+ Patients were grouped into:*
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