The Journey of
Acute Hepatic Porphyrias

A Roadmap to Recognizing and Managing Symptoms

. Acute hepatic porphyrias (AHPs) are four rare, inherited
UnderStandlng disorders caused by enzyme deficiencies in the heme

Acute Hepatic biosynthetic pathway, leading to disrupted heme metabolism.
P T This leads to the build up of neurotoxic intermediates like
orp yrlas 6-aminolevulinic acid (ALA) and porphobilinogen (PBG).
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Acute Hepatic Porphyrias

Symptoms of an Attack

Approximately: Common signs and symptoms:®

5:1 00'000 Abdominal pain Vomiting

, , (85-95%) (43-88%)
Prevalence varies by region due to ’\D

the founder effect Constipation Paresis
o000 0 (48-84%) (42-68%)

Pain in Mental
extremities, Symptoms
4:1 in women vs men, partly due to baik' ChheSt’d (40-58%)
hormonal factors JIEES O e .
(50-70%) Systemic

Attacks mostly affect patients arterial

Tachycardia hypertension
between 15-50 years old (64-85%) (36-55%)

Triggers of an Attack Other common signs anql symptomsiinclude
dark or reddish urine, diarrhea, respiratory
Certain triggers can induce ALA paralysis, convulsions, and hyponatremia.>
synthase 1 (ALAS1) in the liver,
provoking AHP attacks.’ The Classic Triad refers to the three
hallmark symptoms commonly
observed in patients with AHP
(~26-32% of cases):36

Hormonal changes (e.g. : : i
: . Abdominal pain, nausea, vomiting,
increased progesterone, luteal o
and constipation

phase of the menstrual cycle)

Examples include:

Peripheral neuropathy
Fasting or metabolic stress (e.g.

infections, surgery) Neuropsychiatric disturbances (e.g.

seizures, confusion, hallucinations,

©
Certain drugs metabolized by agitation)
@% cytochrome P450 (e.g.
antibiotics, sulfa drugs, Attacks can be mild, moderate, or
anticonvulsants) severe. In severe attacks there may
be a risk of paralysis and respiratory
. Smoking and alcohol failure if untreated'>
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Acute Hepatic Porphyrias

Diagnostic Testing? Test Early’

Timely diagnosis is imperative as acute AHP
attacks can be life threatening

Testing should be conducted during or
shortly after an AHP attack when PBG, ALA,
l and porphyrins are most likely to be

Symptoms
suggestive of AHP

elevated
A random urine sample (~10 mL) is
recommended over a 24-hour sample

Spot urine for ALA,
PBG, creatinine

Test results should be normalized to urinary
/ \ creatinine

Urine ALA/PBG Urine ALA/PBG Choose the Right Test’

>10 mg/g
creatinine TSITEL For AIP, prioritize PGB and ALA testing

For HCP or VP, include total porphyrins
alongside PBG and ALA

AHP excluded as Sample Handling’

AHP confirmed
cause of symptoms

Protect spot urine samples from light
- Samples should also be frozen or
l refrigerated during storage and transport

Genetic testing to Genetic Testing'2
determine specific

AHP AHP type can be diagnosed through genetic
testing. Due to autosomal inheritance, HMBS,
CPOX, PPOX, and ALAD should also be
evaluated in first-degree relatives of patients
with AIP, HCP, VP, and ADP, respectively.

Figure adapted from Wang et al 20232
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