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Conclusions

* Individuals with AHP experience a wide range of symptoms and impacts on their quality of life

 They also struggle to obtain accurate diagnosis and appropriate treatment

 There is a need for awareness and understanding of AHP in the broader scientific community

 The results of this review will be used to construct a draft PRO questionnaire for use in real-world settings to foster dialogue between patients and providers

— Further research will engage clinical experts and individuals with AHP to obtain their input on the draft questionnaire

Background and aims

« AHP is a rare group of genetic disorders of liver heme synthesis’

 Acute neurovisceral attacks can be incapacitating and sometimes life-threatening’
« Symptoms of AHP may also be chronic, being experienced between attacks?

* AHP symptoms can negatively affect physical, mental, and social function

* To date, no AHP-specific tool is available to collect patient-reported outcomes (PRO) in
real-world settings

* As a first step in developing such a tool, a review of published literature identified relevant
and important symptoms and health-related quality of life (HRQoL) impacts of AHP

Methodology

Literature search
« Conducted on 01 August 2024 in MEDLINE®, Embase, and PsycINFO®
« Search terms included AHP or its subtypes, and terms for symptoms and HRQoL impacts

* Supplemental search was later conducted using online resources (e.g., PubMed) and
reference lists of reviewed publications

Selection and analysis
* Abstracts identified in the search were screened for relevance

* Peer-reviewed publications between 2009 — 2024 were selected for review if they
discussed AHP symptoms and HRQoL impacts experienced by adults

* 467 citations were identified via databases; 16 publications were selected and reviewed In
full (Table 1)

Table 1. Description of publications selected for review (N=16)

Study type Study objective Population

Observational study (Germany)®  Obtain clinical and HRQoL data 62 with AIP or VP

Observational study (Spain)’ Assess AlP health impacts 55 with AIP
between attacks

Observational study (US)? Describe clinical features of AHP 108 with AHP

Observational study (US) Describe natural history and 112 with AHP
clinical management of AHP

Focus groups (US)" Describe AHP pain experience 16 with AHP

nterviews (international)?? Describe AHP patient experience 21 with AHP

nterviews (Sweden)'s Describe AIP attacks in women 5 women with AIP

nterviews (US)° Describe AIP disease experience 19 with AIP

nterviews (US)! Describe AHP sporadic attacks 14 with AHP
Describe AHP patient and

Online surveyl/interviews (UK)® 38 with AHP; 10 caregivers

caregiver burden

Describe clinical features and
HRQoL of AIP

Describe HRQoL impacts of AHP
Describe clinical features of HCP

Online survey (China)™ 27 with AIP

Online survey (international)® 92 with AHP

Online survey (Israel)" 61 with VP or HCP

and VP
Online survey (Norway)'3 ﬂgsé’gfe porphyria symptoms and 444\ itn AHP. 379 with PCT
Retrospective (Netherlands)'® Describe AIP disease burden 88 with AIP
Public FDA meeting (US)5 Obtain patient and caregiver 120 with AHP

experiences and perspectives
AHP=acute hepatic porphyria; AlIP=acute intermittent porphyria; HCP=hereditary coproporphyria; PCT=porphyria cutanea tarda; VP=variegate porphyria

Verbatim patient descriptions of AHP as reported in the literature

“...there is no pain like
porphyria pain. ... This
pain is not of this
world”18

Abdominal pain feels like...>
“Broken glass churning on fire”
“Burning steel spikes”
“A thousand flaming swords”

“My nausea is uncontrollable.”1® “It feels like you’re wearing a lead suit...”1?

Acknowledgments: Editorial assistance provided by ADELPHI VALUES, BOSTON, MA USA was funded by Alnylam Pharmaceuticals in accordance with Good
Publication Practice (GPP3) guidelines. Funding: This study was funded by Alnylam Pharmaceuticals

Disclosures: HN consults for Alnylam Pharmaceuticals; StLo, IO, GR, and TLK are employees and stockholders of Alnylam Pharmaceuticals; DO, LS, ShlLo,
AM, BB, and BK are employees of Adelphi Values, which was compensated by Alnylam Pharmaceuticals for conducting this research; SaLi was an employee of
Adelphi Values at the time this research was conducted

“Well, it causes chronic
fatigue, so I'm always
tired.”1”

Abbreviations: AHP-acute hepatic porphyria; AlIP=acute intermittent porphyria; HCP-hereditary coproporphyria; HRQoL=health-related quality of life;
PCT=porphyria cutanea tarda; PRO=patient reported outcomes; VP=variegate porphyria
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*61 symptoms and 82 HRQoL impacts of AHP were mentioned at least once in reviewed
publications

 Publications also provided information on health care challenges faced by individuals with
AHP

* The most frequently identified (in 250% of publications) symptoms and HRQoL impacts are
presented in the AHP conceptual model® (Figure 1)

Figure 1. Literature-based AHP conceptual model (concepts identified in 250% of
publications)

Symptoms of AHP Diagnosis and

treatment

Abdominal pain Fatigue

Lack of familiarity with AHP

Muscle weakness  Anxiety’

Skepticism from providers

Nausea Vomiting

Characterized as
“drug seeking”

Constipation Body pain

Delay in obtaining correct

Headache diagnosis and treatment

Confusion’

Acute attack
* Debilitating, severe symptoms
* Frequent hospitalization

« Potentially life-threatening

HRQoL impacts

Emotional impacts: feeling depressed; feeling frustrated; feeling hopeless
Work impacts: unable to work; need to work part-time; need to change career

Cognitive impacts: hallucinations; difficulty concentrating; memory loss
Sleep impacts: difficulty falling asleep; insomnia
Adaptive behaviors: modify diet; use mobility aids; avoid outdoors; avoid sunlight
Financial impacts: medical costs; unable to provide for family
Physical impacts: impaired mobility; difficulty walking; difficulty with physical activities

"Some publications reported anxiety and confusion as AHP symptoms, while others as HRQoL impacts. Categorized as
symptoms here upon clinical advice
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