
When to Suspect an Attack of Acute Intermittent Porphyria (AIP)

Early diagnosis and treatment are critical for avoiding potentially life-threatening complications in patients experiencing attacks of AIP – a rare inherited 
disease caused by a deficiency of the enzyme porphobilinogen (PBG) deaminase.

Clinical scenario: 22-year-old female*#

Patient presentation
•	 Presented to ER after 48 hours of severe (9/10), aching, diffuse abdominal pain

Patient history
•	 Recurring episodes of severe abdominal pain, accompanied by nausea and 

decreased appetite, over the past 2 years

•	 Had undergone cholecystectomy, appendectomy, and total abdominal 
hysterectomy in attempts to eliminate her recurrent abdominal pain

•	 Took analgesics and opioids from multiple providers over past 3 years

•	 Had cystitis 1 week prior and was completing a course of trimethoprim/
sulfamethoxazole

•	 Diagnosed with major depressive disorder 3 years prior

•	 Smoked a half a pack of cigarettes daily for past 7 years

Possible triggers
•	 Taking antibiotic for UTI

•	 Heavy smoker

Initial test results
•	 Hyponatremia

•	 Urinalysis was consistent with possible UTI, but patient was being treated for  
a UTI and white blood cell count was normal

•	 Radiological abdominal and pelvic exam results were nonspecific

Patient was hospitalized
•	 Urine was reddish-brown when exposed to light

Further test results and diagnosis
•	 Urinary PBG: 184 mg/L (normal: 0-4 mg/L)

•	 A diagnosis of presumed AIP was made

Key factors increasing suspicion of AIP

•	 Female patient: Symptoms most commonly develop between the 2nd and 4th 
decades of life.

•	 Recurrent, severe abdominal pain accompanied by nausea and loss of 
appetite

•	 Prior surgeries to relieve abdominal pain, to no effect

•	 Use of pain relievers: 30% of AIP patients report daily use of pain medications.

•	 Psychiatric diagnosis: Patients with frequent AIP attacks (3+/year) often report 
psychiatric symptoms.

•	 Attack preceded by known triggers – sulfa drugs and cigarette smoking: 
Attacks are usually due to the additive effects of several triggers. See reverse 
side for a list of known triggers.

•	 Hyponatremia: Hyponatremia is the most common lab abnormality occurring 
during AIP attacks.

•	 Reddish-brown urine: During attacks, 75% of AIP patients have urine that 
darkens to red or reddish-brown when exposed to light or air.

Recurring and untreated AIP attacks increase the risk of  
irreversible neuronal damage

*Adapted from: Jones BJ, Brzezinski WA, Estrada CA, Rodriguez M, Kraemer RR.  
A 22-year-old woman with abdominal pain. J Gen Intern Med. 2014:29(7):1074-1078.
#This scenario may not be typical of all AIP patients.



Additional Confirmatory Tests
•	 ALA,§ total porphyrins, and 

creatinine urine tests
•	 Enzyme activity measurement 

and DNA testing	

PBG# Urine Test
•	 Quantitative measurement 

at or near time of symptoms
•	 Sensitive and specific for 

acute porphyria

Diagnosing Acute Intermittent Porphyria (AIP): A Guide for Clinicians

Because severe abdominal pain and other neuropathic symptoms are nonspecific for AIP, a broader diagnostic perspective that includes patient 
characteristics and potential triggers is needed to increase the index of suspicion.

This guide is provided by Recordati Rare Diseases for educational 
purposes only and is not meant to substitute for the independent 
medical judgment of a healthcare provider relative to diagnostic 
and treatment options for a specific patient’s medical condition.

ActionPatient History

PATIENT CHARACTERISTICS

				           including

Gender:
•	 Acute attacks are more common in women than 

in men (~4:1 ratio)

Age:
•	 Of child-bearing age; acute attacks are most 

common during the 30s

Prior episodes of similar symptoms

Chronic symptoms and/or medical conditions, 
such as:
•	 Anxiety, depression, pain, fatigue, nausea, trouble 

sleeping, tachycardia
•	 Chronic liver or kidney disease, peripheral 

neuropathy, systemic arterial hypertension

Family history of AIP

				              and/or

PRECEDED BY KNOWN TRIGGER(S)

				           including

•	 Hormonal changes during luteal phase of  
menstrual cycle

•	 Use of certain prescription drugs metabolized by  
heme-based cytochrome P450 (CYP) enzymes†

•	 Alcohol or illicit drug use
•	 Fasting, crash dieting
•	 Cigarette smoking
•	 Metabolic or psychological stress

INDEX OF 
SUSPICION

Common Presenting Clinical Features*#

Gastrointestinal:
•	 Abdominal pain – severe, unremitting, and diffuse – 

is the most common symptom, occurring in 85% to 
95% of attacks

•	 Nausea/vomiting
•	 Constipation

Neurological:
•	 Pain in extremities, back, chest, neck, or head
•	 Paresis mainly affecting proximal muscles
•	 Hyponatremia, leading to seizures or other 

complications
•	 Psychiatric symptoms such as agitation, confusion, 

hallucinations, or depression (strong temporal 
relationship to AIP trigger/s) 

Cardiovascular:
•	 Tachycardia
•	 Systemic arterial hypertension

Urinary:
•	 Urine turns dark or reddish when exposed to light  

or air	

Common Presenting Clinical Features*‡

†The American Porphyria Foundation provides a searchable  
Safe/Unsafe Drug Database for prescription drugs that may trigger  
AIP attacks (https://porphyriafoundation.org/drugdatabase)

*Based on several series of patients with symptomatic AIP
‡When evaluation does not support another cause, remember 
that atypical presentations can occur

#PBG=porphobilinogen
§ALA=δ-aminolevulinic acid
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