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Clinical case

Day 1: male, 31 years old, 
presents in ED on sunday night 

with persistent fever, progressive 
weakness and areflexia

Day 3: abdominal pain, 
cramps, vomiting, 

tachycardia, hypertension

Day 4-5: anxiety, hallucinations, 
generalized T-C seizure

Day 6-7:
sleepiness, coma

CSF: cell 1/mmc, prot 154 mg/ml
Guillain-Barrè 

syndrome: 
starts IVIG

Radiology: negative
No surgical options

Anti-emetic, PPI, 
anti-hypertensive

Encephalitis, 
PRESS 

Brain MRI: negative
EEG: negative

Neuroleptic, 
valproate 

History of recurrent 
abdominal pain crisis

Dark urine with high 
ALA and PBG levels

diagnosis of acute 
intermittent porphyria
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Acute hepatic porphyrias

Marcacci et al. Challenges in diagnosis and management of acute 
hepatic porphyrias. Orphanet Journal of Rare Diseases, 2022
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Acute hepatic porphyrias

Ventura et al. Clinical and molecular epidemiology of erythropoietic protoporphyria in Italy. Eur J Dermatol, 2020
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Acute porphyric attack

Ventura et al. Recommendations for diagnosing acute porphyrias. Eur J Int Med, 2014
Puy et al. Porphyrias. Lancet, 2010
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Acute porphyric attack

Ventura et al. Recommendations for diagnosing acute porphyrias. Eur J Int Med, 2014
Lin et al. Nerve function and dysfunction in acute intermittent porphyria. Brain, 2008
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Neuroporphyria

Ali et al. Porphyria: A rare differential diagnosis of polyradiculoneuropathy. J Neurol Sci, 2019
Gerischer et al. Acute porphyrias – A neurological perspective. Brain Behav 2021

• Vascoconstriction, PRES, stroke
• EPC, absence, myoclonus

• Cranial neuropathy
• Rhabdomyolisis
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Mechanisms of neural damage porphyrias

• Seizures

• NPS symptoms

• SIADH

• Motor pathways inhibition

CNS

• Neuronal metabolic damage

• Preferential motor neuron involvement (retrograde axonal transport?)
PNS

• Increased gut motility

• Neurovisceral pain
ANS

1. ALA may penetrate the blood-brain barrier, especially in region of greater 
permeability (hypotalamus, limbic area, neuromuscular junction) 

2. ALA is structurally similar to GABA and Glutamate and may act as a partial 
agonist or antagonist of their receptors

3. ALA interacts with dioxovaleric acid increasing mitochondrial production of 
ROS

ALA
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Treatment

Gandhi Mehta et al. Porphyric neuropathy. Muscle Nerve, 2021
Ventura et al. The acute porphyrias: a diagnostic and therapeutic challenge. Intern Emerg Med, 2009

Liver transplantation
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Givosiran

Bissell DM et al. Porphyria. NEJM, 2017.

2.5 mg/Kg monthly
Subcutaneous administration
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Givosiran

Balwani et al. Phase 3 Trial of RNAi Therapeutic Givosiran for Acute Intermittent Porphyria. NEJM, 2020
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Givosiran

Ventura et al. Efficacy and safety of givosiran for acute hepatic porphyria: 24-month interim analysis of the randomized phase 3 
ENVISION study. Liver International, 2022
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Givosiran

Wang et al. Disease burden in patients with acute hepatic porphyria: experience from the phase 3 ENVISION study. Orphanet Journal of 
Rare Diseases, 2022

SF-12
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Givosiran

Ventura et al. Hyperhomocysteinemia in acute hepatic porphyria (AHP) and implications for treatment with givosiran. Expert Rev 
Gastroenterol Hepatol, 2022
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What about porphyric neuropathy?

Case study: male, 12 years old

At age 5: first acute porphyric attack with diagnosis of acute intermittent porphyria with
double heterozigous mutation of PBG deaminase gene. Acute 4-limbs weakness, resolved.

Multiple acute porphyric attacks, refractory to chronic hemin infusions.

Since age 6: diffuse distal limbs weakness with severe bilateral foot drop, chronic pain and
mild hand-feet paresthesia. Pes cavus with Achille’s tendon retraction. Wheelchair-bound.

ENG: chronic axonal simmetric motor polyneuropathy (diffuse reduction of cMAP
amplitude, in particular for fibular, median and radial nerves). No conduction failures.

Other causes of neuropathy were excluded (immune, metabolic, genetic). Normal CSF.

Started Givosiran 2,5 mg/Kg every month (age 12).
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ALA and PBG trends
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Clinical outcome measures

• Patient had no acute porphyric attack during Givosiran treatment
• Chronic Hemin infusions were stopped
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Neurophysiological outcome measures
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Evident improvement

• The patient has been wheelchair-bound for seven years
• After 8 months of Givosiran treatment he was able to walk without assistance
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Conclusions

Acute porphyric attack is a medical emergency that must be take into consideration
for differential diagnosis of different neurologic and psychiatric conditions

Acute porphyric attack is potentially life-threatening and may cause permanent
sequelae, but it can be easily treated if diagnosed in time

Givosiran is safe and effective in preventing acute porphyric attacks: it must be
promptly started in patients with a new diagnosis of acute hepatic porphyria

Givosiran may have a potential role for the treatment of neurological manifestations
of porphyria: further studies are ongoing to demonstrate that
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