
Received: 3May 2021 Revised: 21 August 2021 Accepted: 14 September 2021

DOI: 10.1002/brb3.2389

R E V I EW

Acute porphyrias – A neurological perspective

LeaM. Gerischer1,2 Franziska Scheibe1,2 Astrid Nümann1 Martin Köhnlein1

Ulrich Stölzel3 AndreasMeisel1,2

1 Charité – Universitätsmedizin Berlin,

corporatemember of Freie Universität Berlin

andHumboldt-Universität zu Berlin,

Department of Neurology, Berlin, Germany

2 Charité – Universitätsmedizin Berlin,

corporatemember of Freie Universität Berlin

andHumboldt-Universität zu Berlin,

NeuroCure Clinical Research Center, Berlin,

Germany

3 Department of InternalMedicine II,

Porphyria Center Saxonia, KlinikumChemnitz

gGmbH, Chemnitz, Germany

Correspondence

LeaGerischer andAndreasMeisel, Charité,

UniversitätsmedizinBerlin,NeuroCureClinical

ResearchCenter,Charitéplatz1,D-10117

Berlin,Germany.

Email: lea.gerischer@charite.de;

andreas.meisel@charite.de

Funding information

GermanResearchFoundation (TRR167),

EinsteinFoundation,Grant/AwardNumber:

A-2017-406; LeducqFoundation,Grant/Award

Number: 19CVD01;GermanFederalMinistry

ofEducationandResearch,Grant/Award

Number: 02K16C220

Abstract

Acute hepatic porphyrias (AHP) can cause severe neurological symptoms involving

the central, autonomic, and peripheral nervous system. Due to their relative rarity

and their chameleon-like presentation, delayed diagnosis and misdiagnosis are com-

mon. AHPs are genetically inherited disorders that result from heme biosynthesis

enzyme deficiencies and comprise four forms: acute intermittent porphyria (AIP), var-

iegate porphyria (VP), hereditary coproporphyria (HCP), and ALA-dehydratase por-

phyria (ALADP). Depending on the clinical presentation, the main differential diag-

noses are Guillain-Barré syndrome and autoimmune encephalitis. Red flags that could

raise the suspicion of acute porphyria are neurological symptoms starting after severe

(abdominal) pain, in association with reddish urine, hyponatremia or photodermatitis,

and the presence of encephalopathy and/or axonal neuropathy. We highlight the diag-

nostic difficulties by presenting three cases from our neurological intensive care unit

and give a comprehensive overview about the diagnostic findings in imaging, electro-

physiology, and neuropathology.
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1 INTRODUCTION

Theporphyrias comprise a groupof genetically inheriteddisorders that

result from enzyme deficiencies within the pathway of heme biosyn-

thesis (Karim et al., 2015; Puy et al., 2010). Neurologists should be

aware of four of the eight forms that can cause acute neurologi-

cal symptoms: acute intermittent porphyria (AIP), variegate porphyria

(VP), and hereditary coproporphyria (HCP) are autosomal dominant.

The extremely rare form of ALA-dehydratase porphyria (ALADP) is

autosomal recessive and only causes symptoms in the presence of bial-

lelic pathogenic variants (i.e., homozygous or compound heterozygous

variants). The enzyme deficiencies in these four lead to metabolic dys-

function and overproduction of porphyrin precursors in the liver. They

are summarized as acute hepatic porphyrias (AHP). The other forms
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mainly induce cutaneous symptoms and are summarized as photocu-

taneous porphyrias (Karim et al., 2015; Puy et al., 2010). In this article,

we will focus exclusively on the four AHPs that cause acute neurologi-

cal symptoms.

An overview of the heme biosynthesis pathway is given in Figure 1.

The enzyme deficiency is specific for each disorder. Precipitating fac-

tors that upregulate heme biosynthesis cause an accumulation of the

metabolite upstream from thedeficient enzyme. Theporphyrin precur-

sors aminolevulinic acid (ALA) and possibly also porphobilinogen (PBG)

are considered neurotoxic. ALA, PBG, and porphyrins can be detected

during an acute attack in urine, feces or blooddepending on theirwater

solubility (Anderson et al., 2005; Karim et al., 2015; Puy et al., 2010;

Simon & Herkes, 2011; Stein et al., 2017). Table 1 gives an overview of

the laboratory findings.
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F IGURE 1 Heme biosynthesis pathway and the four acute hepatic porphyrias, clinical manifestations, precipitating factors and therapies. In
the liver, heme regulates the first enzyme ALAS1 via a negative feedback loop. In contrast to the liver enzyme ALAS1, the rate-limiting enzyme
ALAS2 in the bonemarrow is regulated by iron and erythropoietin instead of heme. *A lead intoxication canmimic the clinical and biochemical
constellation found in ALADP and should therefore always be excluded.
AIP, acute intermittent porphyria; ALA, 5-aminolaevulinic acid; ALAD, ALA-dehydratase; ALADP, ALA-dehydratase porphyria; ALAS,
ALA-synthase; CPOX, coproporphyrinogen oxidase; Fe2+, ferrous iron; FECH, ferrochelatase; HCP, hereditary coproporphyria; HMB,
hydroxymethylbilane; Pb, lead; PBG, porphobilinogen; PBGD, porphobilinogen deaminase; PPOX, protoporphyrinogen oxidase; UROD,
uroporphyrinogen decarboxylase; UROS, uroporphyrinogen III synthase; siRNA, small interfering RNA; SuccinylCoA, succinyl-coenzyme-A; VP,
variegate porphyria

The clinical presentation varies greatly and AHPs can mimic many

other (often more common) neurological or psychiatric diseases. In

1937, Waldenström described acute porphyria as the “little imitator,”

contrasting it with syphilis, the “big imitator” of the early 20th cen-

tury (Crimlisk, 1997; Waldenstrom, 1957). The typical clinical pattern

consists of acute abdominal pain accompanied by signs of autonomic

dysfunction followed by neuropsychiatric disturbances with signs of

encephalopathy and development of peripheral neuropathy. Dark or

reddish urinemay prompt the clinician’s suspicion, but does not always

occur (Pischik & Kauppinen, 2009). In AIP, only neurovisceral attacks

occur, whereas VP and HCP can cause both neurovisceral attacks and

cutaneous symptoms. However, the clinical pattern alone does not

allow distinction between the four AHPs and laboratory workup is

required for precise diagnosis.

Women are more often affected than men. For AIP, the prevalence

of probable pathogenic mutations is about 560 per million (Chen et al.,

2016). However, the prevalence of overt AIP is only estimated at 5.4

permillion in Europe, (Elder et al., 2013) as approximately 60%–90%of

gene mutation carriers remain asymptomatic (Stein et al., 2017). Reli-

able estimations are difficult due to frequent misdiagnosis or delayed

diagnosis (Anderson et al., 2005; Puy et al., 2010; Tracy &Dyck, 2014).

The aim of this article is to raise awareness for AHPs among neurol-

ogists. We highlight the diagnostic difficulties by reporting three cases

(overview in table 2) from our neurological intensive care unit (NICU)

and give a comprehensive overview of the neurologicalmanifestations,

diagnostic findings, and therapeutic strategies.

2 CASE PRESENTATIONS

2.1 Porphyric neuropathy mimicking GBS—Case 1

A 75-year-old female was transferred to our NICU with suspected

GBS. Previous medical history was unremarkable except for arterial

hypertension. Four weeks prior to admission, the patient had suf-

fered a vertebral fracture (L2) that had been treated with pain killers
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TABLE 2 Summary of the three cases

Case 1 Case 2 Case 3

Age at presentation, sex 75, female 40, female 29, female

Form of AHP AIP VP AIP

Previousmisdiagnosis GBS Irritable bowel

syndrome/somatoform disorder

Autoimmune encephalitis

Clinical presentation Porphyric neuropathy Porphyric neuropathy andmild

encephalopathy

Porphyric encephalopathy

Additional signs

Reddish urine Present Present Not present

Hyponatremia No Severe (106mmol/L) No

Main neurological

symptoms

Dizziness, near-fainting, diffuse

abdominal pain, general

weakness, gait instability

Intermittent disorientation,

excessive sleepiness, diffuse

vision loss, general weakness,

and gait instability

Restlessness, insomnia,

dizziness, slowed speech,

followed by aggressive/

erratic behavior,

incoherent speech, and

confusional state

Neurological examination Bilateral facial paresis, dysarthria,

accessory nerve involvement,

severe flaccid tetraparesis with

proximal accentuation, deep

tendon reflexes absent

Cognitive slowing, memory

deficits, reduced vision,

proximally and lower extremity

accentuated flaccid

tetraparesis, deep tendon

reflexes absent, mild distal

hypoesthesia

Confusion, severe

dysarthria, dysphagia,

bradykinetic syndrome,

gait ataxia and overall

reducedmuscle strength

(4/5), deep tendon reflexes

normal

Neurological workup

Brain imaging Normal Normal BrainMRI with

T2-hyperintensities

bilaterally in the basal

ganglia without contrast

enhancement

EEG — — Diffuse slowing of activity

CSF Albuminocytological dissociation

with protein level 570mg/L (nor

150–450mg/L)

Albuminocytological dissociation

with protein level 625mg/L

(norm 150–450mg/L)

Normal

NCS Mainly motor, axonal neuropathy,

mild signs of demyelination, mild

sensory involvement

Severe axonal, mainly motor

neuropathywith lower limb

accentuation

No signs of neuropathy

Neuropathology Sural nerve biopsy: reduction of

myelinated fibers, signs of

ongoing axonal damage; muscle

biopsy: massive

chronic-neurogenic damage

— —

Outcome Death Persistent foot dorsiflexor paresis Complete recovery

Abbreviations: “−,“ not done; AHP, acute hepatic porphyria; AIP, acute intermittent porphyria; CSF, cerebrospinal fluid; EEG, electroencephalogram; NCS,

nerve conduction studies; VP, variegate porphyria.

(tramadol and metamizole) and a corset. Within days after discharge,

she had complained of dizziness, near-fainting, diffuse abdomi-

nal pain, and diarrhea. Upon readmittance, she was dehydrated,

tachycardic, hypotensive, and displayed orthostatic intolerance.

Gastroenteritis was suspected and treated with intravenous fluids

and antibiotics. Further investigations revealed no causal infectious

pathogen. Within days, the diarrhea stopped. However, she developed

episodes of supraventricular tachycardias and complained of general

weakness. Twenty-nine days after symptom onset, mild tetrapare-

sis was noted and the patient was moved under neurological care.

Neurological examination revealed a moderate tetraparesis with

proximal accentuation and mild bilateral facial paresis. Intravenous

immunoglobulin (IVIG) was started and because of the worsening

tetraparesis, the patient was transferred to our NICU.

Upon admission, we saw an awake, fully orientated patient with

discrete bilateral facial paresis, mild dysarthria, mild accessory nerve

involvement, severe flaccid tetraparesis with proximal accentuation,

absence of deep tendon reflexes, and lack of sensory complaints. CSF

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



GERISCHER ET AL. 5 of 17

showed slight protein increase of 570 mg/L (norm 150–450 mg/L)

without pleocytosis (termed albuminocytological dissociation). Nerve

conduction studies (NCS) revealed a mainly motor, axonal polyradicu-

loneuropathy with mild signs of demyelination (prolonged or absent

F-wave latencies) andmild sensory involvement. Laboratory investiga-

tion revealedmild hypocalcemia and hypomagnesemia. Sodium, potas-

sium, creatinine, and blood countwere normal. Liver enzymes andCRP

wereminimally raised.

Despite IVIG over 5 days, the tetraparesis deteriorated and the

patient was intubated. CSF and serum investigations revealed a CMV-

reactivation in the serum and ganciclovir was started. All other investi-

gations revealed no infectious cause. Ganglioside and onconeural anti-

bodies were negative.

After 4 weeks in NICU, the patient had meanwhile been tra-

cheotomized and continued to be mechanically ventilated. Since no

relevant progress was seen regarding neurological deficits, plasma-

pheresiswas started. After five sessions, facial paresis improvedmildly.

Nerve-muscle-biopsy showed massive chronic-neurogenic damage in

the muscle, reduction of myelinated fibers and signs of ongoing axonal

damage in the nerve, and no signs of vasculitis. We started another

cycle of plasmapheresis and treated with prednisolone (2 mg/kg body

weight) concomitantly.

On day 45 of NICU treatment, red-brown urine was noted for the

first time, leading to suspicion of porphyria and urinewas sent for PBG,

ALA, and porphyrin analysis. Urine color normalized within 2 weeks.

The results showed significantly raised metabolite levels (see Table SI).

A suspecteddiagnosis of acuteporphyriawasmadeand thepatientwas

treated with hemin (3 mg/kg body weight) for 5 days. Arm paresis and

cognition improved significantly.

AIP-diagnosis was supported by enzyme analysis (reduced erythro-

cyte porphobilinogen deaminase [PBGD] activity of 43% [8.1 nmol/s;

norm 13.3–24.7 nmol/s]) and confirmed through genetic testing

(novel heterozygous mutation in exon 15 of the HMBS-gene; variant

c.966delC). The family and the GP confirmed that this episode was the

first manifestation of AIP.

The patient was transferred to rehabilitation after five months.

Neurological status before discharge showed an alert patient,

capable of performing simple tasks and communicating personal

needs, but still requiring mechanical ventilation. Facial paresis

and arm strength had improved, but flaccid paraplegia persisted.

Four weeks after transfer to the rehabilitation center, the patient

developed a sudden coma and tachypnea and died. No autopsy was

performed.

2.2 Worsening abdominal pain leading to
neuropsychiatric symptoms and severe
neuropathy—Case 2

A 40-year-old female was transferred to our NICU with suspected

porphyric neuropathy. Symptoms had started three months prior with

recurrent and severe epigastric pain accompanied by nausea and vom-

iting. Abdominal ultrasound and gastroscopy had been normal and

proton-pump inhibitors had not improved symptoms. A diagnosis of

irritable bowel syndrome had been proposed. The pain had worsened

and led to reduced appetite, weight loss and general weakness, and

she was admitted to an external hospital. Initial laboratory results

were unremarkable, but the patient was intermittently disorientated,

showed excessive sleepiness and continued to complain of severe

pain despite painkillers. Later, the patient developed severe hypona-

tremia and reported dark reddish urine. The combination of unex-

plained abdominal pain, dark urine, and hyponatremia led to suspi-

cion of acute porphyria and glucose infusions were started. Because

of worsening hyponatremia (106 mmol/L), she was transferred to our

center.

Upon transfer, the patient was alert and orientated, but reported

diffuse vision loss, general weakness and gait instability. Neurological

examination revealed pronounced cognitive slowing, memory and con-

centration deficits, reduced vision, dysmetrical eye bulb movements, a

proximally and lower extremity accentuated flaccid tetraparesis with

absent deep tendon reflexes, and mild distal hypoesthesia with sock-

like distribution. Laboratory results confirmed severe hyponatremia

(106mmol/L), hypokalemia (2.4mmol/L), andhypocalcemia.Creatinine

levels, liver enzymes, andbloodcountwerenormal.CSF results showed

an albuminocytological dissociation with protein level of 625 mg/L

(norm150–450mg/L) andwere otherwise unremarkable. NCS showed

a severe axonal, mainly motor neuropathy with lower limb accentu-

ation. Considering the clinical picture with abdominal pain, severe

hyponatremia, mild signs of encephalopathy, and severe neuropathy,

acute porphyria was the main suspected diagnosis and urine anal-

ysis was ordered. PBG levels were significantly raised at 132 mg/L

(norm < 1.7 mg/L). Hemin was started and glucose infusions, and

sodium and potassium supplementation continued. However, despite

sodium levels slowly rising (125 mmol/L), the patient’s condition dete-

riorated further with hallucinations and progressive tetraparesis, and

she had to be intubated. We continued hemin for 5 days. By this time,

sodium levels were normal again. Results of urine and stool analy-

ses are shown in Table SII. Diagnosis of VP was confirmed by positive

plasma-fluorescence-scan (emissionwave length of 627 nm) (Hift et al.,

2004) and through genetic testing (known heterozygous mutation in

exon 6 of the PPOX-gene; mutation c.503G > A, p.Arg168His) (Frank

et al., 1998;Makki et al., 2017).

After reduction of analgosedation, the patient was alert, capable of

communicating by head and eye movements and using an eye-tracking

software. Due to persistent flaccid tetraparesis, tracheotomy was per-

formed. MRI of head and spine were normal. Tetraparesis started to

improve slightly after 3 weeks with distal strength improving first.

Severe burning abdominal and lower extremity pain was treated with

morphine, pregabalin, and duloxetine.

After 22 days in NICU, the patient was transferred to rehabilita-

tion. Neurological examination showed improvement of tetraparesis,

absent deep tendon reflexes, and persisting allodynia and hypoesthe-

sia in the legs. The patient had startedweaning from the respirator. The

patient recovered over the course of one year but retained bilateral

foot dorsiflexor paresis. Three years later, she suffered from another

acute porphyric attack manifesting with intense abdominal pain only.
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6 of 17 GERISCHER ET AL.

She was treated with glucose infusions and did not develop any new

neurological deficits. Laboratory results of remission period and sec-

ond attack are shown in Table SII.

2.3 Porphyric encephalopathy mimicking
autoimmune encephalitis—Case 3

A 29-year-old female was repatriated to our NICU with suspected

NMDA-receptor antibody encephalitis. On a business trip to a for-

eign country, she had developed restlessness, insomnia, dizziness, and

slowed speech. This had progressed within days to aggressive/erratic

behavior and a confusional state with incoherent speech. She was

brought to an emergency room and admitted neurologically. Initial lab-

oratory investigations, brain CT and MRI and CSF results were unre-

markable. Investigations for infectious causes were negative. A sec-

ond MRI revealed T2-hyperintensities bilaterally in the basal ganglia

without contrast enhancement (Figure SI). Autoimmune encephalitis

was suspected and high-dose steroids were started. Because of two

episodeswith loss of consciousness, seizures were suspected and leve-

tiracetamwas started to prevent seizures before transfer to our NICU

was organized.

Upon admission to our ward, the patient was awake, but confused.

Neurological examination revealed severe dysarthria, dysphagia, and

a bradykinetic syndrome. She was unable to stand or walk, muscle

strength was generally slightly reduced, deep tendon reflexes nor-

mal. Blood pressure was within the normal range. We continued high-

dose steroids (methylprednisolone 1 g intravenously for 5 days) and

repeated the lumbar puncture. Again, basic CSF results were unre-

markable. EEG showed diffuse slowing of activity. MRI findings con-

firmed symmetrical T2 and DWI hyperintensities bilaterally in the

basal ganglia without contrast enhancement compatible with a hep-

atic/metabolic encephalopathy (Figure SI). However, there were no

hepatic or metabolic abnormalities including ammonia.

The patient continued to suffer from anxiety attacks and displayed

pronounced memory deficits. She received a beta-blocker for tachy-

cardia and benzodiazepines for agitation. Because of worsening cog-

nitive deficits, we initiated plasmapheresis. Detailed history with fam-

ily members revealed that 1 week prior to developing the confusional

state, the patient’s third molars had been removed. Shortly after, she

had developed a painful cheek swelling and taken amoxicillin. The next

day, she had developed nausea, vomiting, and cramping abdominal

pains followed by predominantly lower back and thigh pain. She was

presented to an emergency room where spot urine testing and kidney

ultrasoundwere unremarkable. Shewas prescribed painkillers and dis-

charged.

Because of the history of abdominal pain followed by an encephalo-

pathic syndrome, urine was sent for porphyrin analysis (PBG, ALA,

porphyrins). Meanwhile, results from antibody investigations includ-

ing NMDA-receptor antibodies and all investigations for infectious

causes returned negative. After 2 days of plasmapheresis, cognition

and dysarthria had slightly improved.

Porphyrin analysis showed significantly raised precursors (PBG,

ALA) and porphyrins (Table SIII). Therefore, we suspected an acute

porphyria and sent blood, urine, and stool for further analyses and

excluded a lead poisoning.We immediately stopped all possibly unsafe

medications, discontinued plasmapheresis, and started hemin and glu-

cose infusions. The patient improved so rapidly, shewas able to eat and

get out of bedwithin 2 days. She continued to improve under hemin for

5 days andwas transferred to the normal neurological ward. Neurolog-

ical examination revealed remaining deficits of hand dexterity, slightly

bradykineticmovements, slight dysarthria, andmild gait instability. She

had recovered to full strength in arms and legs, dysphagia had normal-

ized. She remained hypomanic and sleepless. NCS showed no signs of

neuropathy.

AIP-diagnosis was confirmed through reduced erythrocyte PBGD-

activity of 48% (9.2 nmol/s; norm 13.3–24.7 nmol/s) and genetic test-

ing (heterozygous mutation in exon 2 of the HMBS-gene; mutation

c.53delT, p.Met18Argfs*3). One-year follow-up showed complete clini-

cal recovery. Shehadnot suffered fromany further attacks, but showed

persistently raised precursors and porphyrins which remained lower

than during the attack (Table SIII).

3 WHEN TO CONSIDER ACUTE PORPHYRIAS IN
NEUROLOGICAL PATIENTS

In recent years, autoimmune encephalitis—despite being a rare

disease—has evolved to an important differential diagnosis in unclear

neurological cases. If syphilis was the “big imitator” of early 20th

century neurology, then autoimmune encephalitis seems to replace it

today. However, if a diagnosis becomes a “fashion,” the risk of over-

looking other diseases increases. Bearing this in mind, we aim to raise

awareness amongneurologists forAHPs and their chameleon-like neu-

rological manifestations. Most importantly, AHP are treatable condi-

tions and disability can be prevented if diagnosed and treated in the

early stage. In our opinion, AHPs should be considered routinely as dif-

ferential diagnosis in cases with (axonal) GBS, suspected autoimmune

encephalitis or encephalopathy, and when there are combined signs of

central and peripheral nervous system involvement. Clinicians should

not rely on the “classical” presentation with abdominal pain and red-

dish urine, as these signs may be transient or completely absent during

an acute attack.

The presented cases highlight the different clinical patterns that

should prompt neurologists to exclude AHPs. Cases 1 and 2 highlight

the diagnostic challenges in differentiating porphyric neuropathy from

GBS. Red flags in both cases were the proximal accentuation of pare-

ses. Case 1 hadmultiple signs of autonomic dysfunction prior to devel-

oping neurological symptoms, whereas in GBS, autonomic dysfunction

usually develops parallel to the paresis. In case 1 however, GBS seemed

probable as post-infectious complication after gastrointestinal infec-

tion or in association with CMV-reactivation. Both are known trig-

gers for developing a GBS (van den Berg et al., 2014). Furthermore, in

both cases, albuminocytological dissociation in CSF seemed to support
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GBS-diagnosis. However, this is a common finding in AHPs as well

(Windebank & Bonkovsky, 2005).

Case 3 demonstrates that porphyria canmimic the encephalopathic

syndrome seen in autoimmune encephalitis. Abdominal pain was not a

leading symptom and had existed for only a few days, followed by back

and thighpain. This sequencewasonlydiscovered throughdetailedhis-

tory taking, a basic skill for which, unfortunately, time is often scarce in

modernmedicine, especially in the ICU setting.

As a further consideration, the patient in case 2 had a previous his-

tory of recurrent abdominal pain. Since nothing “somatic” had been

revealed in multiple investigations, an irritable bowel syndrome or

somatoform disorder had been suspected. Many AHP patients receive

psychosomatic diagnoses because they are told, that “everything” that

causes somatic pain has been excluded (Anderson et al., 2005).

3.1 Variability of clinical symptoms during acute
attacks

Most acute attacks begin with severe abdominal pain, which can

be constant or colicky, generalized or localized, and can radiate to

the back or thighs (Gouya et al., 2020; Kauppinen, 2005; Puy et al.,

2010). The pain is often accompanied by nausea, vomiting, consti-

pation or diarrhea, and abdominal distension and might prompt an

exploratory laparotomy (Andersonet al., 2005;Bonkovsky et al., 2014).

Signs of autonomic dysfunction include resting tachycardia, ortho-

static hypotension, systolic and/or labile hypertension, excess sweat-

ing, urinary retention, and raised body temperature (Puy et al., 2010).

Autonomic function testing during attacks can confirm severe auto-

nomic dysfunction (Laiwah et al., 1985) and striking abnormalities of

gastrointestinal motility (Berlin & Cotton, 1950). It has been hypothe-

sized that the abdominal pain itself is caused by autonomic neuropathy

(Meyer et al., 1998; Pischik & Kauppinen, 2009) through gastroparesis

and disturbed intestinal motility (Berlin & Cotton, 1950) or partly due

to intestinal ischemia caused by vasospasms (Lithner, 2000).

Mild neuropsychiatric symptoms such as insomnia, restlessness,

agitation, and anxiety may be prodromal signs of an incipient acute

attack or may develop simultaneously. During severe attacks, this can

progress to aberrant behavior, personality changes, depressive symp-

toms and hallucinations (Anderson et al., 2005; Gouya et al., 2020; Pis-

chik & Kauppinen, 2009).

Signs of central nervous system involvement may begin with

headache andblurred vision and canprogress to vision loss and signs of

diffuse encephalopathywith altered consciousness and coma. Seizures

and status epilepticus (Dawit et al., 2019; Engelhardt et al., 2004;

Zaatreh, 2005) have been described as part of severe acute attacks

and have often been attributed to severe hyponatremia or hypomag-

nesemia (Puy et al., 2010). However, cases with seizures with nor-

mal electrolyte levels have also been described and therefore vaso-

genic edema leading to PRES-like changes has been suggested as

an alternative pathophysiological mechanism (Pischik & Kauppinen,

2009). Severe hyponatremia can occur and is interpreted as hypotha-

lamic involvement and inappropriate antidiuretic hormone secretion

(Anderson et al., 2005). Others have discussed an association with

excess gastrointestinal or renal sodium loss, intravenous fluids (espe-

cially glucose infusions), or a combination of these factors (Anderson

et al., 2005; Sack, 1990; Stein et al., 2017).

Peripheral neuropathy usually develops last during an attack (after

abdominal pain and central nervous involvement), on average, within

onemonth after symptom-onset and ismainlymotor andmainly axonal

(Albers & Fink, 2004; Simon & Herkes, 2011). NCS may also reveal

signs of demyelination (Pischik &Kauppinen, 2009). Onset can be sym-

metrical or asymmetrical and suspicion of porphyric neuropathy may

be prompted by weakness beginning in the arms or proximally in the

legs (Albers & Fink, 2004; Pischik & Kauppinen, 2009). In severe cases,

this may progress to quadriplegia and respiratory insufficiency, requir-

ing mechanical ventilation (Albers & Fink, 2004; Anderson et al., 2005;

Simon &Herkes, 2011). Sensory involvement is usually less severe and

mayhave a stocking-glove, a proximal bathing-suit or a patchy and vari-

able distribution, sometimes leading to suspicion of a conversion dis-

order (Crimlisk, 1997; Pischik & Kauppinen, 2009; Simon & Herkes,

2011). Cranial nerve involvement (IIIrd, VIIth, Xth nerve) has been

reported in up to 75% of patients with porphyric neuropathy (Barraza

et al., 2012; Pischik & Kauppinen, 2009; Simon &Herkes, 2011).

Further, extensive fatigue, myalgia, and diffuse muscle weakness

have been described during acute attacks (Martasek, 1998; Pischik &

Kauppinen, 2009). VP and HCP can cause skin manifestations that

present as classic photodermatitis in sun-exposed body areas (face,

forearms, dorsa of hands and feet, and neck). (Crimlisk, 1997; Kirsch

et al., 1998; Martasek, 1998). These may precede acute neurovis-

ceral attacks or occur independently. Figure 2 illustrates the clinical

manifestations.

3.2 Neurological differential diagnosis

AHPs can affect both the peripheral and the central nervous system.

For cases with severe peripheral neuropathy, the most important dif-

ferential diagnosis is Guillain-Barré syndrome (GBS), followed by CIDP

and poisoning from lead, arsenic, or thallium (Schutte et al., 2015;

Tracy & Dyck, 2014). For cases mainly presenting with signs of diffuse

encephalopathy, infectious and autoimmune encephalitis, sinus vein

thrombosis, andmetabolic encephalopathy shouldbeexcluded (Pischik

& Kauppinen, 2009). Table 3 gives an overview of the neurological dif-

ferential diagnoses.

4 LABORATORY DIAGNOSIS OF AN ACUTE
ATTACK

Laboratory workup to exclude AHP should be done promptly in crit-

ically ill patients (Figure 3). It is inexpensive and can save the patient

from receiving unnecessary procedures and porphyrinogenic drugs

that worsen the attack (Anderson et al., 2005).

Diagnosis during an acute attack is based on detection of raised uri-

nary metabolites. If AHP is suspected, spot urine should be sent imme-
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8 of 17 GERISCHER ET AL.

F IGURE 2 Overview of the clinical neurological manifestations of acute hepatic porphyrias.
AHPs, acute hepatic porphyrias; HCP, hereditary coproporphyria; VP, variegate porphyria

diately and if results can be given as metabolites normalized per gram

creatinine, this is sufficient (Anderson et al., 2005). Some laborato-

ries still require native 24 h urine collection for full analysis. Note that

PBG and porphyrins are instable in sunlight. Urine sample and collec-

tion system should be protected from sunlight (e.g., wrapped in alu-

minum foil). Diagnosis can be establishedwith raisedPBG in spot urine.

Some authors regard a two- to fourfold rise above the upper refer-

ence limit as sufficient for diagnosis (Kauppinen, 2005),whereasothers

require amore than ten-fold increase (Puy et al., 2010). In VP andHCP,

urinePBGmaynormalizewithindays anddiagnosismaybemissedwith

delayed sample collection (Stein et al., 2017).

Further workup should include urinary ALA, total porphyrins, and

their subsections and fecal porphyrins. If only PBG is analyzed, ALADP,

tyrosinemia type I, and lead intoxication will be missed as they only

cause raised ALA and raised porphyrins. To distinguish between the

porphyrias, additionalmeasurement of erythrocyte PBGD-activity and

plasma fluorescence emission peak are helpful (overview of laboratory

findings in Table 1, diagnostic workup Figure 3).

Genetic testing is advised for confirmation and to identify asymp-

tomatic family members (Stein et al., 2017). Especially in VP and HCP,

but also seldom in AIP, asymptomatic carriers may display normal uri-

nary and fecal metabolite levels. Table 1 indicates the gene locus for

each AHP. Most mutations are family-specific and several different

mutations have been described for each AHP (Anderson et al., 2005;

Stein et al., 2017; Stolzel et al., 2019).

5 PRECIPITATING FACTORS FOR AN ACUTE
ATTACK

Most precipitating factors increase demand for hepatic heme and

directly or indirectly induceALAsynthase: endogenoushormones (par-

ticularly progesterone), exogenous hormones (oral contraceptives),

alcohol, dieting/reduction in calories or carbohydrates, metabolic

stress from infections/surgery, possibly psychological stress, and most

importantly, many drugs can trigger an acute attack (Anderson et al.,

2005; Stein et al., 2017;Windebank & Bonkovsky, 2005). Pregnancy is

usually well tolerated, but induces attacks in some women (Anderson

et al., 2005).

In each of our three cases we identified a combination of precipi-

tating factors that always included porphyrinogenic drugs. It cannot be

emphasized enough that, when suspecting porphyria, safe medication

alternatives should be sought, unless an acutely life-threatening situ-

ation needs to be handled. There is evidence that unsafe medications

are the most important trigger for developing porphyric neuropathy

(Windebank & Bonkovsky, 2005).

Two databases collect drug-safety information for porphyrias:

the nordic drug database “napos” (http://www.drugs-porphyria.org)

(Europe) and the database of the American Porphyria Foundation “apf”

(http://www.porphyriafoundation.com/drug-database) (USA). Classifi-

cation is usually based on few reports and this may lead to contradic-

tory information in some cases. A privately run website displays the

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

http://www.drugs-porphyria.org
http://www.porphyriafoundation.com/drug-database


GERISCHER ET AL. 9 of 17

F IGURE 3 Diagnostic workup and therapeutic strategies in AHPs.
+If laboratory results are available as metabolites normalized per gram creatinine, spot urine is sufficient. Otherwise, a 24 h urine collection is
recommended. *ALADP, tyrosinemia type I and lead intoxicationmay bemissed if only PBG is analyzed because they cause raised ALA and raised
porphyrins only. #Hemin is available in Europe as heme arginate (stable form of human hemin in a complex with arginine; NormosangÂ®, Orphan
Europe, Puteaux, France) and in the United States and other countries as lyophilized human hemin (PanhematinÂ®, Recordati Rare Diseases,
Lebanon, NJ, USA).
AHP, acute hepatic porphyrias; AIP, acute intermittent porphyria; ALA, 5-aminolaevulinic acid; HCP, hereditary coproporphyria; VP, variegate
porphyria; PBG, porphobilinogen

information of both databases as an overview for each drug (http://

porphyriadrugs.com). Table 4 gives an overview of the safety of drugs

commonly used in neurology and psychiatry, but is not exhaustive

(Albers&Fink, 2004;Andersonet al., 2005;Crimlisk, 1997;Windebank

& Bonkovsky, 2005).

6 HEME DEFICIENCY OR ALA-INDUCED
TOXICITY?

The exact pathophysiological mechanisms that lead to nerve cell dys-

function andultimately cause theneuropathy andencephalopathy syn-

dromes remain unclear. Mainly, two pathophysiology hypotheses are

being discussed: critical heme deficiency or ALA-induced toxicity. We

propose an overview of these hypotheses and their supposed patho-

physiologicalmechanismsof neurotoxicity (Figure 4). Heme is essential

for the respiratory chain and several other enzymes. A critical lack of

heme could cause mitochondrial dysfunction and lead to imbalance in

several transmitter systems within the nervous system (Chacko et al.,

2019; Demasi et al., 1996; Homedan et al., 2015; Lin et al., 2013;

Thunell, 2000). Further, heme deficiency may lead to mitochondrial

dysfunction, causing a general energy failure in the cell and causing

abnormal mitochondrial electron transport that leads to the produc-

tion of free radicals and causes oxidative stress (Demasi et al., 1996;

Lin et al., 2013; Thunell, 2000). Measurements of cellular bioener-

getics and mitochondrial respiration have recently shown evidence of

mitochondrial dysfunction in patients with porphyria and in a mouse-

model of AIP (Chacko et al., 2019; Homedan et al., 2015). Heme defi-

ciency might also lead to an impairment of tryptophan pyrollase, lead-

ing ultimately to increased generation of 5-HT (serotonin or 5-OH-

tryptamine). Several autonomic symptoms in acute porphyrias could

be explained through activation of 5-HT receptors (Lin et al., 2013;

Thunell, 2000). At a low energy level in nerve cells, GABA produc-

tion could be compromised leading to nerve cell dysfunction (Thunell,

2000). Restricted availability of heme could lead to impairment of the

heme protein nitric oxide synthase and cause a lack of NO (nitric oxide)
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F IGURE 4 ALA-induced toxicity or heme deficiency? Proposed overview of main hypotheses of pathophysiological mechanisms of
neurotoxicity. For detailed explanation, please refer tomain text.
ALA, 5-aminolaevulinic acid; ANS, autonomic nervous system; cGMP, cyclic guanosinemonophosphate; CNS, central nervous system; GABA,
gamma amino butyric acid; 5HT, serotonin; NO, nitric oxide; PEPT2, peptide transporter 2; PNS, peripheral nervous system

and thus lead tovasculopathyandevenvasospasms (Takataet al., 2017;

Thunell, 2000).

The hypothesis of ALA-induced toxicity is based on the fact that

the porphyrin precursor ALA is significantly elevated in all four acute

hepatic porphyrias. ALA is toxic to neuronal and glial cells in culture

and induced neurological symptoms in rats (Lin et al., 2013). How-

ever, these neurotoxic effects are only seen at concentrations much

higher than ever found in patients (Emanuelli et al., 2000).On the other

hand, low extracellular concentrations of ALA affected voltage-gated

sodium channels in a study on isolated rat hippocampal neurons (Wang

et al., 2005). Furthermore, there is evidence that the CSF-blood bar-

rier, which ismaintained by the choroid plexus, is transportermediated

(Ennis et al., 2003). In peptide transporter 2 (PEPT2)-deficient mice,

significantly higher concentrations of ALA in CSF after exposure were

found than inwild-typemice (Hu et al., 2007). PEPT2 has a high affinity

for ALA and is found in the kidneys and in the choroid plexus. In the lat-

ter, it might determine the amount of toxic ALA that reaches the brain

and therefore PEPT2might be a secondary genetic modifier explaining

the variable susceptibility to neuropsychiatric symptoms in patients

(Hu et al., 2007; Stolzel et al., 2019). In addition, ALA may compete for

GABA binding sites and act as a GABA agonist (Lin et al., 2013). Finally,

ALA is known to form free radical species on auto-oxidation, thus caus-

ing oxidative stress (Lin et al., 2013; Thunell, 2000).

One of the main arguments against the hypothesis of heme defi-

ciency in nerve cells is the fact that liver transplant leads to clinical

and biochemical remission in AIP patients and that recipients of a liver

from AIP-donors developed acute attacks and a porphyric neuropa-

thy (Dowman et al., 2011; Seth et al., 2007; Singal et al., 2014; Soon-

awalla et al., 2004). On the other hand, ALA is significantly elevated

in all four AHPs is and considered neurotoxic. However, asymptomatic

high excreters exist and ALA levels do not always correlate with symp-

tom severity or with recovery. Therefore, raised ALA levels seem to be

a necessary but not a sufficient precondition for generating the neuro-

visceral symptoms in AHPs.

7 NEUROLOGICAL DIAGNOSTIC FINDINGS

7.1 Brain imaging

In the literature, 53 cases with PRES-like lesions in brain MRI during

acute porphyric attacks are reported (Aggarwal et al., 1994; Bhat et al.,

2010; Bhuyan et al., 2014; Bicknell & Stewart, 2011; Black et al., 1995;

Bonkovsky et al., 2008; Celik et al., 2002; Dagens & Gilhooley, 2016;

Dahlgren et al., 2011; Divecha et al., 2016; Engelhardt et al., 2004;

Garg et al., 1999; Gurses et al., 2008; Jaramillo-Calle et al., 2019; Kang

et al., 2010; King & Bragdon, 1991; Kuo et al., 2011; Kupferschmidt,

1995; Lakhotia et al., 2015; Lambie et al., 2018; Maramattom et al.,

2005;Mullin et al., 2012;Mutyaba et al., 2011;Newet al., 2016;Olivier

et al., 2017; Park et al., 2014; Pichler et al., 2015; Sakashita et al., 2017;

Sanz et al., 2016; Shen et al., 2008; Silveira et al., 2016; Soysal et al.,

2008; Susa et al., 1999; Takata et al., 2017; Utz et al., 2001; Webb

et al., 2016; Wessels et al., 2005; Yang et al., 2017; Yen et al., 2002;

Yrjonen et al., 2008; Zhang et al., 2017; Zhao et al., 2014; Zheng et al.,

2018). Described lesions are symmetrical or asymmetrical, ranging

from bioccipital white matter lesions to gyriform cortical lesions, some

show contrast enhancement (Aggarwal et al., 1994; Black et al., 1995;

Maramattom et al., 2005; Susa et al., 1999; Zhao et al., 2014; Zheng

et al., 2018) and most are in posterior circulation territories. Some

were associated with mild-to-moderate (Black et al., 1995; Celik et al.,

2002; King & Bragdon, 1991; Lakhotia et al., 2015; Lambie et al., 2018;

Mullin et al., 2012; Soysal et al., 2008; Takata et al., 2017; Utz et al.,

2001; Yang et al., 2017) up to severe hyponatremia (Sanz et al., 2016;

Susa et al., 1999; Webb et al., 2016; Yrjonen et al., 2008; Zheng et al.,
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TABLE 3 Neurological differential diagnosis

Main symptom Differential diagnoses

Acute porphyric

neuropathy (mainly

motor, mainly

axonal)

(Atypical) Guillain-Barré syndrome

(AMAN-variant)

CIDP

Heavymetal toxicity (lead, thallium,

arsenic)

Paraneoplastic syndromes

Motoneuron diseases

Severe vitamin deficiency (e.g., Vitamin B1,

B6, B12)

Diabetes mellitus

Alcohol-induced neuropathy

Medication toxicity (e.g., cisplatin,

bortezomib, linezolid)

Porphyric

encephalopathy

Autoimmune encephalitis

Infectious encephalitis

Sinus vein thrombosis

Metabolic encephalopathy (e.g., uremic,

hepatic)

Mitochondriopathies

Primary CNS vasculitis

Central AND

peripheral nervous

system involvement

Vasculitis (e.g., giant cell arteritis,

polyarteritis nodosa, ANCA-associated

arteritis, cryoglobulinemic vasculitis)

Systemic rheumatological disorders (e.g.,

SLE, Sjögren)

Neurosarcoidosis

Systemic infections (exclude HIV,

borreliosis, syphilis)

Special considerations

in children and

adolescents

Tyrosinemia type I

Rare variants of late-onset disorders of the

homocysteinemetabolism and of the

urea cycle

Abbreviations: AMAN, acutemotor axonal neuropathy;CIDP, chronic inflam-

matory demyelinating polyneuropathy; SLE, systemic lupus erythematosus.

2018); others, with increased blood pressure (Bhuyan et al., 2014;

Bonkovsky et al., 2008; Celik et al., 2002; Dahlgren et al., 2011; King

& Bragdon, 1991; Kupferschmidt, 1995; Lakhotia et al., 2015; Olivier

et al., 2017; Sakashita et al., 2017; Utz et al., 2001;Wessels et al., 2005;

Yen et al., 2002; Yrjonen et al., 2008; Zhang et al., 2017; Zhao et al.,

TABLE 4 List of safe and unsafe medications

UNSAFEMEDICATIONS SAFEMEDICATIONS

Pain killers

Metamizole/Dipyrone ASS, Ibuprofen, Paracetamol

Morphine, Hydromorphone

Antiemetics

Dimenhydrinate MCP

Ondansetron

Antibiotics/antivirals

Clindamycin Azithromycin

Erythromycin, (Clarithromycin) Carbapenems

(Flucloxacillin) Cephalosporins

Isoniazid Ciprofloxacin, Moxifloxacin

Nitrofurantoin Doxycycline

Rifampicin Gentamicin

Sulfonamides, Trimethoprim Penicillinsa

Vancomycin

Aciclovir, Ganciclovir, Valaciclovir

Antiepileptic therapy

Barbiturates (Phenobarbital) Gabapentin

Carbamazepin Lacosamide

(Valproic acid) Lamotrigine

Phenytoin Levetiracetam

Primidone Lorazepam,Midazolam

(Oxcarbazepine) Magnesium

Topiramate PregabalinPropofol

Neuroleptics

Melperone Chlorpromazine

Haloperidol

Levomepromazin

Antidepressants

(Imipramin) Amitriptyline

Duloxetine

Mirtazapine

SSRIs

Steroids

(Dexamethasone) Prednisolone

(Methylprednisolon) Triamcinolone

Others

Hormones Atropine

Progesterone Betablockers

Catecholamines

Note: All drugs are classified after their safety in systemic use in a patient.

The list is not comprehensive and the authors advise to check in the fol-

lowing databases for updated information on a drug before prescription

to a patientwith porphyria: http://www.drugs-porphyria.org or http://www.

porphyriafoundation.com/drug-database or http://porphyriadrugs.com

Drugs in bold are regarded as unsafe and have reportedly triggered attacks.

Drugs in parenthesis either have conflicting records in the two databases or

are regarded as possibly unsafe or only probably safe.
aFlucloxacillin is regarded as possibly unsafe.
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2014), though mostly not reaching levels of malignant hypertension

(Pischik & Kauppinen, 2009). Because of cases with PRES-like lesions

with normal sodium levels and only slightly raised blood pressure,

alternative theories of endothelial toxicity leading to vasogenic edema

(Engelhardt et al., 2004; Fischer & Schmutzhard, 2017; Kupferschmidt,

1995; Pischik & Kauppinen, 2009; Takata et al., 2017) and reversible

vasospasms have been discussed (Aggarwal et al., 1994; King & Brag-

don, 1991; Kupferschmidt, 1995; Soysal et al., 2008; Susa et al., 1999).

Six cases report confirmed cerebral vasospasms during an acute attack

(Black et al., 1995;Maramattom et al., 2005;Mullin et al., 2012; Olivier

et al., 2017; Takata et al., 2017;Webb et al., 2016), in four cases leading

to infarctions possibly due to prolonged duration of vasospasms (Black

et al., 1995; Mullin et al., 2012; Olivier et al., 2017; Takata et al.,

2017). Additionally, a series of seven HCP patients reported cerebral

hypoperfusion on SPECT during attacks that was partly reversible in

follow-up imaging and not detected onMRI (Valle et al., 2016).

However, two case reports detected signs of cerebral hyperperfu-

sion associatedwith PRES-like lesions, one in ASLMRI (Sakashita et al.,

2017) and one through increased flow in duplex sonography (Utz et al.,

2001). These controversial findings are in line with findings in PRES

of other causes (Fischer & Schmutzhard, 2017), where cerebral hyper-

as well as hypoperfusion have been detected. Possibly, these contro-

versial findings reflect different phases of the same pathophysiological

process.

More commonly, MRI is unremarkable in patients with acute por-

phyria (Kuo et al., 2011) or shows small, unspecific findings that resem-

ble cerebral microangiopathy or inflammatory diseases (Bylesjo et al.,

2004).

In summary, brain imaging in AHPS is as heterogeneous as the clin-

ical presentation. Acute porphyria should be included in the list of dif-

ferential diagnoses for patients with acute encephalopathy and PRES-

likeMRI-findings.

7.2 EEG

The most frequently reported EEG finding in patients with acute por-

phyric attacks is a diffuse slowing to theta and delta frequency ranges.

(Aggarwal et al., 1994; Celik et al., 2002; Engelhardt et al., 2004; King

& Bragdon, 1991; Winkler et al., 2005; Zhao et al., 2014; Zheng et al.,

2018) This is an unspecific finding correlating clinically with signs of

encephalopathy.

7.3 CSF findings

CSF results of patients with acute porphyric attacks and neurological

symptoms are either normal (Pischik & Kauppinen, 2009) or reveal an

albuminocytological dissociation (Bylesjo et al., 2004; Windebank &

Bonkovsky, 2005). This highlights the diagnostic difficulty in discrimi-

natingGBS from acute porphyric neuropathy. There are rare reports of

pleocytosis in CSF during acute attacks (Lyons, 1950).

Measurement of porphyrin precursors in CSF showed low

detectable CSF levels of ALA and PBG during acute attacks in

three VP patients (Percy & Shanley, 1977). In a severely affected infant

with homozygous AIP, elevated CSF levels of PBG were found (Solis

et al., 2004).

7.4 Nerve conduction studies/electromyography

An estimated 10%–40% of symptomatic patients develop a porphyric

neuropathy (peripheral and autonomic neuropathy) (Albers & Fink,

2004; Simon & Herkes, 2011). There are no pathognomonic clinical

findings andNCS findings areheterogeneousaswell.Most cases report

a predominantly axonal neuropathy with reduced motor amplitudes

and normal or only slightly affected conduction velocities and distal

latencies (Albers & Fink, 2004; Andersson et al., 2002; Celik et al.,

2002; King & Bragdon, 1991; Kuo et al., 2011; Kupferschmidt, 1995;

Lin et al., 2011; Simon & Herkes, 2011; Soysal et al., 2008; Wessels

et al., 2005; Wu et al., 2015). However, signs of demyelination (tempo-

ral dispersion, conduction block, and prolonged F-wave latencies) have

been reported (Barohn et al., 1994; King et al., 2002; Pischik & Kaup-

pinen, 2009; Wu et al., 2015; Younger & Tanji, 2015). Sensory nerve

involvement is usually absent or mild (Albers & Fink, 2004; Ander-

sson et al., 2002; Simon & Herkes, 2011). Needle electromyography

showed fibrillations most prominently in proximal muscles within sev-

eralweeks of onset, indicating denervation. Patients studied during the

recovery phase showed evidence of ongoing reinnervation (Albers &

Fink, 2004; Lin et al., 2011; Simon &Herkes, 2011). Most of these find-

ings are reversible, but cases with chronic persistent neuropathy have

been reported (Kuo et al., 2011; Lin et al., 2011;Wu et al., 2015).

7.5 Neuropathology findings

Histopathologic changes have been documented at all levels of the ner-

vous system, with controversial findings. Autopsy findings are espe-

cially difficult to interpret becauseof additional changes causedbypro-

longed disease course and influence of terminal illness, such as sepsis

(Simon & Herkes, 2011; Suarez et al., 1997; Windebank & Bonkovsky,

2005).

Findings from sural nerve biopsies demonstrate a loss of mainly

large myelinated fibers, Wallerian-like degeneration, and macrophagic

activity (Barohn et al., 1994; Bonkovsky et al., 2008; Di Trapani et al.,

1984; Tracy & Dyck, 2014), indicating a primarily axonal lesion. How-

ever, segmental demyelination (Anzil &Dozic, 1978) and remyelination

(Younger & Tanji, 2015) have also been reported. Autopsy findings sup-

port a predominantly axonal damage affecting mostly the large myeli-

nated fibers in multiple peripheral nerves (Cavanagh & Mellick, 1965;

Gibson & Goldberg, 1956; Hierons, 1957; Suarez et al., 1997; Yamada

et al., 1984). However, single cases with demyelination of the vagus

nerve and of fibers of the sympathetic chain have been reported (Gib-

son & Goldberg, 1956). Involvement of small fibers has been demon-

strated with reduced intra-epidermal nerve fiber density in skin biop-

sies (Hsieh et al., 2007; Younger & Tanji, 2015).

Muscle biopsies obtained from autopsies demonstrate neurogenic

changes (denervation atrophy as a sign of denervation with fiber type
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grouping as a sign of reinnervation) and no clear evidence ofmyopathic

changes (Bonkovsky et al., 2008; Cavanagh & Mellick, 1965; Suarez

et al., 1997; Yamada et al., 1984; Younger & Tanji, 2015).

In the spinal cord, autopsy cases showed chromatolysis and reduc-

tion in number of anterior horn cells (Cavanagh & Mellick, 1965;

Hierons, 1957; Yamada et al., 1984) and degeneration and loss of gan-

glion cells in dorsal root ganglia (Yamada et al., 1984).

Finally, in the cerebrum and cerebellum, either no relevant changes

on autopsy (Hierons, 1957; Suarez et al., 1997; Yamada et al., 1984),

or small demyelinating lesions (Gibson & Goldberg, 1956), ischemic

lesions, (Hierons, 1957; Suarez et al., 1997), and selective reduction of

hypothalamic neurons (Suarez et al., 1997) have been reported. None

of these findings are correlated with imaging studies and are therefore

difficult to interpret.

8 TREATMENT

Treatment of acute attacks consists of four major points (Figure 3):

First, identification of precipitating factors and their removal if possi-

ble. Porphyrinogenic drugs should be stopped. Second, symptomatic

supportive therapy, including adequate pain management (opioids are

usually indicated), correction of electrolyte imbalances, and intensive

care management, if needed. Third, normocaloric nutrition high in car-

bohydrates and/or glucose infusions. Sodium levels need to be moni-

tored closely.

Finally, severely ill patients should receive hemin (3 mg/kg body

weight [up to a maximum of 250 mg] daily for four consecutive days)

(Stein et al., 2017; Stolzel et al., 2019). Hemin is indicated in patients

with AHP and any neurological symptoms, in those requiring intensive

care and in some cases, for pain management. Heme arginate can be

reconstituted in 100 ml normal saline or 100 ml 20% human serum

albumin and should be administered over a central intravenous line to

avoid vein irritation (Bonkovsky et al., 1991; Stein et al., 2017). Throm-

bophlebitis is the most common side-effect and rarely vein oblitera-

tion occurs. Hemin acts as a transcription factor that reduces expres-

sion of the rate-limiting hepatic enzyme ALAS1. This leads to down-

regulation of the entire pathway and reduction of toxic metabolites.

For desperate cases with severe recurrent attacks, liver transplant has

been performed leading to clinical and biochemical remission (Seth

et al., 2007; Singal et al., 2014; Soonawalla et al., 2004; Stolzel et al.,

2019).

Antiepileptic therapy can be done with Gabapentin, Lacosamide,

Lamotrigine, Levetiracetam, Lorazepam, Midazolam, and Pregabalin.

Addition of magnesium and propofol has been successful (Bhatia et al.,

2008; Dawit et al., 2019; Engelhardt et al., 2004; Stolzel et al., 2019;

Zaatreh, 2005). Unsafe antiepileptics that can worsen AHP should be

strictly avoided, especially barbiturates, but also valproic acid and car-

bamazepine. For the full list of safe and unsafe medications, please

refer to Table 4. Neuropathic pain is a common problem during acute

attacks, but also during recovery. Pain management can be done with

ASS, Ibuprofen, Paracetamol, opioids and with gabapentin or prega-

balin.

InNovember 2019, the FDA, and inMarch 2020, the EMAapproved

a new therapeutic for patients with recurrent attacks: givosiran (Alny-

lam Pharmaceuticals, Cambridge, MA, USA) is a small interfering RNA

(siRNA) that neutralizes excess ALAS1 mRNA in hepatocytes (Sardh

et al., 2019; Stolzel et al., 2019). Recently published results of the

ENVISION-trial (NCT03338816), a phase III, multicenter, placebo-

controlled, randomized controlled trial, showed reduction of urinary

ALA levels and of the number of acute attacks (Balwani et al., 2020).

The siRNA is injected subcutaneously and has shown an acceptable

safety profile so far (Balwani et al., 2020; de Paula Brandao et al., 2020;

Sardh et al., 2019; Stolzel et al., 2019). It is not approved for treatment

of acute attacks and to date, there is no data on its effect on residual

neurological symptoms.

9 CONCLUSIONS AND FUTURE DIRECTIONS

Acute porphyrias can cause severe neurological symptoms that involve

all levels of the nervous system. Due to their relative rarity and their

chameleon-like presentation, delayed diagnosis and misdiagnosis are

common and can lead to severe sequelae and fatal outcome. In our

opinion, acute porphyrias should be considered early and parallel to

other differential diagnoses in the diagnostic workup of severely ill

neurological patients who display an encephalopathic or GBS-like syn-

drome. Red flags are neurological symptoms starting after severe

(abdominal) pain, in associationwith reddish urine, hyponatremia, pho-

todermatitis or knownprecipitating factors (alcohol, dieting,menstrual

cycle, certain drugs), and presence of both encephalopathy and axonal

neuropathy. If detected promptly and treated appropriately, prognosis

of the acute porphyric attack is good and complete neurological recov-

ery is possible.

Future research should be directed at elucidating the exact

pathophysiological mechanisms causing the severe neuropathy and

encephalopathy syndromes. Systematic data on the extent, qual-

ity, and duration of acute and residual neurological symptoms in

these patients is lacking. Finally, future studies should investi-

gate whether causal therapy, for example, with givosiran, can pre-

vent neurological consequences and positively influence residual

symptoms.

REVIEW CRITERIA

We searched PubMed for articles in all year ranges with multi-

ple combinations of search terms, including “porphyria,” “acute por-

phyria,” “acute intermittent porphyria,” "variegate porphyria,” “hered-

itary coproporphyria,” “neurological,” “neurology,” “MRI,” “imaging,”

“PRES,” “neuropathology,” “neuropathy,” and “encephalopathy. There

were no language exclusions and articles chosen were based on rele-

vance to the topics covered in this review.

AUTHOR CONTRIBUTIONS

Lea M. Gerischer and Andreas Meisel initially defined the scope of the

review and designed the figures. All authors contributed to the writing

and revision of all aspects of themanuscript.

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



14 of 17 GERISCHER ET AL.

CONFLICT OF INTEREST

Lea M. Gerischer, Franziska Scheibe, Astrid Nümann, and Martin

Köhnlein report no disclosures relevant to the current manuscript.

Andreas Meisel received funding from the German Research Foun-

dation (TRR167), Einstein Foundation (A-2017-406), Leducq Founda-

tion (19CVD01), and the German Federal Ministry of Education and

Research (02K16C220). Ulrich Stölzel has received speaking fees and

travel grants fromAlnylam.

PEER REVIEW

The peer review history for this article is available at https://publons.

com/publon/10.1002/brb3.2389

ORCID

LeaM.Gerischer https://orcid.org/0000-0001-5746-068X

REFERENCES

Aggarwal, A., Quint, D. J., & Lynch, J. P. III. (1994). MR imaging of porphyric

encephalopathy. AJR American Journal of Roentgenology, 162, 1218–
1220.

Albers, J. W., & Fink, J. K. (2004). Porphyric neuropathy.Muscle & Nerve, 30,
410–422.

Anderson, K. E., Bloomer, J. R., Bonkovsky, H. L., Kushner, J. P., Pier-

ach, C. A., Pimstone, N. R., & Desnick, R. J. (2005). Recommen-

dations for the diagnosis and treatment of the acute porphyrias.

Annals of Internal Medicine, 142, 439–450. https://doi.org/10.7326/
0003-4819-142-6-200503150-00010

Andersson, C., Nilsson, A., & Backstrom, T. (2002). Atypical attack of acute

intermittent porphyria - paresis but no abdominal pain. Journal of Internal
Medicine, 252, 265–270.

Anzil, A. P., & Dozic, S. (1978). Peripheral nerve changes in porphyric neu-

ropathy: Findings in a sural nerve biopsy.ActaNeuropathologica,42, 121–
126.

Balwani, M., Sardh, E., Ventura, P., Peiró, P. A., Rees, D. C., Stölzel, U.,

Bissell, D. M., Bonkovsky, H. L., Windyga, J., Anderson, K. E., Parker,

C., Silver, S. M., Keel, S. B., Wang, J.-D., Stein, P. E., Harper, P., Vas-

siliou, D., Wang, B., Phillips, J., . . . Gouya, L. (2020). Phase 3 trial

of RNAi therapeutic givosiran for acute intermittent porphyria. New
England Journal of Medicine, 382, 2289–2301. https://doi.org/10.1056/
NEJMoa1913147

Barohn, R. J., Sanchez, J. A., & Anderson, K. E. (1994). Acute peripheral neu-

ropathy due to hereditary coproporphyria.Muscle & Nerve, 17, 793–799.
Barraza, G., Serranova, T., Herrero, C., Casanova-Mollá, J., To-Figueras, J.,

Herranz, J., & Valls-Solé, J. (2012). Brainstem dysfunction in variegate

porphyria. Muscle & Nerve, 46, 426–433. https://doi.org/10.1002/mus.

23367

Berlin, L., &Cotton,R. (1950).Gastro-intestinalmanifestationsof porphyria.

American Journal of Digestive Diseases, 17, 110–114.
Bhat, J. I., Qureeshi, U. A., &Bhat,M.A. (2010). Acute intermittent porphyria

with transient cortical blindness. Indian Pediatrics, 47, 977–978.
Bhatia, R., Vibha, D., Srivastava, M. V. P., Prasad, K., Tripathi, M., & Bhushan

Singh, M. (2008). Use of propofol anesthesia and adjunctive treatment

with levetiracetam and gabapentin in managing status epilepticus in a

patient of acute intermittent porphyria. Epilepsia, 49, 934–936.
Bhuyan, S., Sharma, A. K., Sureka, R. K., Gupta, V., & Singh, P. K. (2014). Sud-

den bilateral reversible vision loss: A rare presentation of acute intermit-

tent porphyria. JAPI, 62, 432–434.
Bicknell, S. G., & Stewart, J. D. (2011). Neuroimaging findings in acute inter-

mittentporphyria.Canadian Journal ofNeurological Sciences,38, 656–658.
Black, K. S., Mirsky, P., Kalina, P., Greenberg, R.W., Drehobl, K. E., Sapan, M.,

& Meikle, E. (1995). Angiographic demonstration of reversible cerebral

vasospasm in porphyric encephalopathy. AJNR American Journal of Neu-
roradiology, 16, 1650–1652.

Bonkovsky, H. L., Maddukuri, V. C., Yazici, C., Anderson, K. E., Bissell, D. M.,

Bloomer, J. R., Phillips, J. D., Naik, H., Peter, I., Baillargeon, G., Bossi, K.,

Gandolfo, L., Light, C., Bishop, D., & Desnick, R. J. (2014). Acute porphyr-

ias in the USA: Features of 108 subjects from porphyrias consortium.

American Journal of Medicine, 127, 1233–1241. https://doi.org/10.1016/
j.amjmed.2014.06.036

Bonkovsky, H. L., Healey, J. F., Lourie, A. N., & Gerron, G. G. (1991). Intra-

venous heme-albumin in acute intermittent porphyria: Evidence for

repletion of hepatic hemoproteins and regulatory heme pools. American
Journal of Gastroenterology, 86, 1050–1056.

Bonkovsky, H. L., Siao, P., Roig, Z., Hedley-Whyte, E. T., & Flotte, T. J. (2008).

Case records of the Massachusetts General Hospital. Case 20–2008.

A 57-year-old woman with abdominal pain and weakness after gastric

bypass surgery.New England Journal of Medicine, 358, 2813–2825.
Bylesjo, I., Brekke,O. L., Prytz, J., Skjeflo, T., & Salvesen, R. (2004). Brainmag-

netic resonance imaging white-matter lesions and cerebrospinal fluid

findings in patients with acute intermittent porphyria. European Neurol-
ogy, 51, 1–5.

Cavanagh, J. B., &Mellick, R. S. (1965).On the nature of the peripheral nerve

lesions associated with acute intermittent porphyria. Journal of Neurol-
ogy, Neurosurgery, and Psychiatry, 28, 320–327.

Celik, M., Forta, H., Dalkilic, T., & Babacan, G. (2002). MRI reveals reversible

lesions resembling posterior reversible encephalopathy in porphyria.

Neuroradiology, 44, 839–841.
Chacko, B., Culp,M. L., Bloomer, J., Phillips, J., Kuo, Y.-F., Darley-Usmar, V., &

Singal, A. K. (2019). Feasibility of cellular bioenergetics as a biomarker

in porphyria patients. Molecular Genetics and Metabolism Reports, 19,
100451. https://doi.org/10.1016/j.ymgmr.2019.100451

Chen, B., Solis-Villa, C., Hakenberg, J., Qiao, W., Srinivasan, R. R., Yasuda,

M., Balwani, M., Doheny, D., Peter, I., Chen, R., & Desnick, R. J. (2016).

Acute intermittent porphyria: Predictedpathogenicity ofHMBSvariants

indicates extremely low penetrance of the autosomal dominant disease.

HumanMutation, 37, 1215–1222. https://doi.org/10.1002/humu.23067

Crimlisk, H. L. (1997). The little imitator - Porphyria: A neuropsychiatric dis-

order. Journal of Neurology, Neurosurgery and Psychiatry, 62, 319–328.
Dagens, A., & Gilhooley, M. J. (2016). Acute intermittent porphyria lead-

ing to posterior reversible encephalopathy syndrome (PRES): A rare

cause of abdominal pain and seizures. BMJ Case Reports, Jun 8; 2016:

bcr2016215350.

Dahlgren, M., Khosroshahi, A., & Stone, J. H. (2011). A 22-year-old woman

with severe headaches, vomiting, and tonic-clonic seizures. Arthritis Care
& Research, 63, 165–171.

Dawit, S., Bhatt, S. K., Das, D. M., Pines, A. R., Shiue, H. J., Goodman, B. P.,

Drazkowski, J. F., & Sirven, J. I. (2019). Nonconvulsive status epilepticus

secondary to acute porphyria crisis. Epilepsy and Behavior Case Reports,
11, 43–46. https://doi.org/10.1016/j.ebcr.2018.11.002

de Paula Brandao, P. R., Titze-de-Almeida, S. S., & Titze-de-Almeida, R.

(2020). Leading RNA interference therapeutics part 2: Silencing delta-

aminolevulinic acid synthase 1, with a focus on givosiran.Molecular Diag-
nosis & Therapy, 24, 61–68.

Demasi, M., Penatti, C. A., DeLucia, R., & Bechara, E. J. (1996). The proox-

idant effect of 5-aminolevulinic acid in the brain tissue of rats: Implica-

tions in neuropsychiatric manifestations in porphyrias. Free Radical Biol-
ogy andMedicine, 20, 291–299.

Di Trapani, G., Casali, C., Tonali, P., & Topi, G. C. (1984). Peripheral nerve

findings in hereditary coproporphyria. Light and ultrastructural studies

in two sural nerve biopsies. Acta Neuropathologica, 63, 96–107.
Divecha, C., Tullu, M. S., Gandhi, A., & Deshmukh, C. T. (2016). Acute inter-

mittent porphyria: A critical diagnosis for favorable outcome. Indian Jour-
nal of Critical Care Medicine, 20, 428–431.

Dowman, J. K., Gunson, B. K., Bramhall, S., Badminton, M. N., & Newsome,

P. N. (2011). Liver transplantation from donors with acute intermittent

porphyria. Annals of Internal Medicine, 154, 571–572.

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://publons.com/publon/10.1002/brb3.2389
https://publons.com/publon/10.1002/brb3.2389
https://orcid.org/0000-0001-5746-068X
https://orcid.org/0000-0001-5746-068X
https://doi.org/10.7326/0003-4819-142-6-200503150-00010
https://doi.org/10.7326/0003-4819-142-6-200503150-00010
https://doi.org/10.1056/NEJMoa1913147
https://doi.org/10.1056/NEJMoa1913147
https://doi.org/10.1002/mus.23367
https://doi.org/10.1002/mus.23367
https://doi.org/10.1016/j.amjmed.2014.06.036
https://doi.org/10.1016/j.amjmed.2014.06.036
https://doi.org/10.1016/j.ymgmr.2019.100451
https://doi.org/10.1002/humu.23067
https://doi.org/10.1016/j.ebcr.2018.11.002


GERISCHER ET AL. 15 of 17

Elder, G., Harper, P., Badminton, M., Sandberg, S., & Deybach, J. C. (2013).

The incidence of inherited porphyrias in Europe. Journal of Inherited
Metabolic Disease, 36, 849–857.

Emanuelli, T., Prauchner, C. A., Dacanal, J., Zeni, A., Reis, E. C., DeMello, C. F.,

&De Souza, D.O. (2000). Intrastriatal administration of 5-aminolevulinic

acid induces convulsions and body asymmetry through glutamater-

gic mechanisms. Brain Research, 868, 88–94. https://doi.org/10.1016/
S0006-8993(00)02327-1

Engelhardt, K., Trinka, E., Franz, G., Unterberger, I., Spiegel, M., Beer,

R., Pfausler, B., Kampfl, A., & Schmutzhard, E. (2004). Refractory sta-

tus epilepticus due to acute hepatic porphyria in a pregnant woman:

Induced-abortion as the sole therapeutic option? European Journal
of Neurology, 11, 693–697. https://doi.org/10.1111/j.1468-1331.2004.
00876.x

Ennis, S. R., Novotny, A., Xiang, J., Shakui, P., Masada, T., Stummer,W., Smith,

D. E., & Keep, R. F. (2003). Transport of 5-aminolevulinic acid between

blood and brain. Brain Research, 959, 226–234. https://doi.org/10.1016/
S0006-8993(02)03749-6

Fischer, M., & Schmutzhard, E. (2017). Posterior reversible encephalopathy

syndrome. Journal of Neurology, 264, 1608–1616.
Frank, J., Jugert, F. K., Breitkopf, C., Goerz, G.,Merk, H. F., &Christiano, A.M.

(1998). Recurrentmissensemutation in theprotoporphyrinogenoxidase

gene underlies variegate porphyria. American Journal of Medical Genetics,
79, 22–26.

Garg,M.K.,Mohapatro,A.K.,Dugal, J. S., & Singh,A. P. (1999). Cortical blind-

ness in acute intermittent porphyria. Journal of the Association of Physi-
cians of India, 47, 727–729.

Gibson, J. B., &Goldberg, A. (1956). The neuropathology of acute porphyria.

Journal of Pathology and Bacteriology, 71, 495–509.
Gouya, L., Ventura, P., Balwani, M., Bissell, D. M., Rees, D. C., Stölzel, U.,

Phillips, J. D., Kauppinen, R., Langendonk, J. G., Desnick, R. J., Deybach,

J.-C., Bonkovsky, H. L., Parker, C., Naik, H., Badminton, M., Stein, P. E.,

Minder, E., Windyga, J., Bruha, R., . . . Anderson, K. E. (2020). EXPLORE:

A prospective,multinational, natural history study of patientswith acute

hepatic porphyria with recurrent attacks. Hepatology, 71, 1546–1558.
https://doi.org/10.1002/hep.30936

Gurses, C., Durukan, A., Sencer, S., Akca, S., Baykan, B., &Gokyigit, A. (2008).

A severe neurological sequela in acute intermittent porphyria: Presenta-

tion of a case from encephalopathy to quadriparesis. BJR, 81, e135–140.
Hierons, R. (1957). Changes in the nervous system in acute porphyria.Brain,

80, 176–192.
Hift, R. J., Davidson, B. P., van der Hooft, C., Meissner, D. M., & Meissner, P.

N. (2004). Plasma fluorescence scanning and fecal porphyrin analysis for

thediagnosis of variegateporphyria: Precise determinationof sensitivity

and specificity with detection of protoporphyrinogen oxidase mutations

as a reference standard. Clinical Chemistry, 50, 915–923.
Homedan, C., Schmitt, C., Laafi, J., Gueguen, N., Desquiret-Dumas, V.,

Lenglet,H., Karim, Z., Gouya, L., Deybach, J.-C., Simard,G., Puy,H.,Malth-

ièry, Y., & Reynier, P. (2015). Mitochondrial energetic defects in mus-

cle and brain of a Hmbs−/− mouse model of acute intermittent por-

phyria. Human Molecular Genetics, 24, 5015–5023. https://doi.org/10.
1093/hmg/ddv222

Hsieh, C. H., Tsai, H. H., Lu, T. H., Chen, Y. C., Hsieh, M. W., & Chuang, Y. C.

(2007). Acute intermittent porphyria with peripheral neuropathy com-

plicated by small-fiber neuropathy.Neuropathology, 27, 133–138.
Hu, Y., Shen, H., Keep, R. F., & Smith, D. E. (2007). Peptide transporter 2

(PEPT2) expression in brain protects against 5-aminolevulinic acid neu-

rotoxicity. Journal of Neurochemistry, 103, 2058–2065.
Jaramillo-Calle, D. A., Solano, J. M., Rabinstein, A. A., & Bonkovsky, H.

L. (2019). Porphyria-induced posterior reversible encephalopathy syn-

drome and central nervous system dysfunction. Molecular Genetics and
Metabolism, 128, 242–253.

Kang, S. Y., Kang, J. H., Choi, J. C., & Lee, J. S. (2010). Posterior reversible

encephalopathy syndrome in a patient with acute intermittent por-

phyria. Journal of Neurology, 257, 663–664.

Karim, Z., Lyoumi, S., Nicolas, G., Deybach, J. C., Gouya, L., & Puy, H. (2015).

Porphyrias: A 2015 update. Clinics and Research in Hepatology and Gas-
troenterology, 39, 412–425.

Kauppinen, R. (2005). Porphyrias. Lancet, 365, 241–252.
King, P. H., & Bragdon, A. C. (1991).MRI reveals multiple reversible cerebral

lesions in an attack of acute intermittent porphyria.Neurology,41, 1300–
1302.

King, P. H., Petersen, N. E., Rakhra, R., & Schreiber, W. E. (2002). Porphyria

presenting with bilateral radial motor neuropathy: Evidence of a novel

genemutation.Neurology, 58, 1118–1121.
Kirsch, R. E., Meissner, P. N., & Hift, R. J. (1998). Variegate porphyria. Semi-

nars in Liver Disease, 18, 33–41.
Kuo, H.-C., Huang, C.-C., Chu, C.-C., Lee, M.-J., Chuang, W.-L., Wu, C.-L.,

Wu, T., Ning, H.-C., & Liu, C.-Y. (2011). Neurological complications of

acute intermittent porphyria. European Neurology, 66, 247–252. https:
//doi.org/10.1159/000330683

Kupferschmidt, H. (1995). Transient cortical blindness and bioccipi-

tal brain lesions in two patients with acute intermittent porphyria.

Annals of Internal Medicine, 123, 598–600. https://doi.org/10.7326/
0003-4819-123-8-199510150-00006

Laiwah, A. C., Macphee, G. J., Boyle, P., Moore, M. R., & Goldberg, A. (1985).

Autonomic neuropathy in acute intermittent porphyria. Journal of Neu-
rology, Neurosurgery, and Psychiatry, 48, 1025–1030.

Lakhotia, M., Pahadiya, H. R., Singh, J., Bhansali, S., Choudhary, S., & Jangid,

H. (2015). Posterior reversible encephalopathy syndrome as a rare pre-

senting featureof acute intermittent porphyria.Neurology India,63, 607–
609.

Lambie, D., Florkowski, C., Sies, C., Raizis, A., Siu, W. K., & Towns, C.

(2018). A case of hereditary coproporphyria with posterior reversible

encephalopathy and novel coproporphyrinogen oxidase gene mutation

c.863T>G (p.Leu288Trp). Annals of Clinical Biochemistry, 55, 616–619.
Lin, C. S., Lee,M. J., Park, S. B., & Kiernan,M. C. (2011). Purple pigments: The

pathophysiology of acute porphyric neuropathy.Clinical Neurophysiology,
122, 2336–2344.

Lin, C. S., Park, S. B., & Krishnan, A. V. (2013). Porphyric neuropathy. Hand-
book of Clinical Neurology, 115, 613–627.

Lithner, F. (2000). Could attacks of abdominal pain in cases of acute inter-

mittent porphyria bedue to intestinal angina? Journal of InternalMedicine,
247, 407–409.

Lyons,H.A. (1950).Acuteporphyriawith spinal fluid changes.Annals of Inter-
nal Medicine, 33, 711–717.

Makki, A. Y., Leddy, J., Takano, K., & Jain, R. (2017). An unusual cause of

headache and fatigue in a division 1 collegiate athlete. Clinical Journal of
Sport Medicine, 27, e58–e59.

Maramattom, B. V., Zaldivar, R. A., Glynn, S. M., Eggers, S. D., & Wijdicks,

E. F. (2005). Acute intermittent porphyria presenting as a diffuse

encephalopathy. Annals of Neurology, 57, 581–584.
Martasek, P. (1998). Hereditary coproporphyria. Seminars in Liver Disease,

18, 25–32.
Meyer, U. A., Schuurmans, M. M., & Lindberg, R. L. (1998). Acute porphyr-

ias: Pathogenesis of neurological manifestations. Seminars in Liver Dis-
ease, 18, 43–52.

Mullin, S., Platts, A., Randhawa, K., & Watts, P. (2012). Cerebral vasospasm

and anterior circulation stroke secondary to an exacerbation of heredi-

tary corproporphyria. Practical Neurology, 12, 384–387.
Mutyaba, A. K., Gardiner, E. C., & Murphy, S. (2011). A case of blinding

abdominal pain. South AfricanMedical Journal, 101, 454–455.
New,G.H.,Hsu, P. Y., &Wu,M.H. (2016). Acute intermittent porphyria exac-

erbation following in vitro fertilization treatment. Taiwanese Journal of
Obstetrics and Gynecology, 55, 281–284.

Olivier, P., Van Melkebeke, D., Honore, P. J., Defreyne, L., & Hemelsoet, D.

(2017). Cerebral vasospasm in acute porphyria. European Journal of Neu-
rology, 24, 1183–1187.

Park, E. Y., Kim, Y.i. S., Lim, K.-J., Lee, H. K., Lee, S. K., Choi, H., & Kang,

M.-H. (2014). Severe neurologic manifestations in acute intermittent

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1016/S0006-8993(00)02327-1
https://doi.org/10.1016/S0006-8993(00)02327-1
https://doi.org/10.1111/j.1468-1331.2004.00876.x
https://doi.org/10.1111/j.1468-1331.2004.00876.x
https://doi.org/10.1016/S0006-8993(02)03749-6
https://doi.org/10.1016/S0006-8993(02)03749-6
https://doi.org/10.1002/hep.30936
https://doi.org/10.1093/hmg/ddv222
https://doi.org/10.1093/hmg/ddv222
https://doi.org/10.1159/000330683
https://doi.org/10.1159/000330683
https://doi.org/10.7326/0003-4819-123-8-199510150-00006
https://doi.org/10.7326/0003-4819-123-8-199510150-00006


16 of 17 GERISCHER ET AL.

porphyria developed after spine surgery under general anesthesia: A

case report. Korean Journal of Anesthesiology, 67, 217–220. https://doi.
org/10.4097/kjae.2014.67.3.217

Percy, V. A., & Shanley, B. C. (1977). Porphyrin precursors in blood, urine and

cerebrospinal-fluid in acute porphyria. South African Medical Journal, 52,
219–222.

Pichler, G., Martinez, F., Fernandez, C., & Redon, J. (2015). Unusual case of

severe hypertension in a 20-year-old woman. Hypertension, 66, 1093–
1097.

Pischik, E., & Kauppinen, R. (2009). Neurological manifestations of acute

intermittent porphyria. Cellular andMolecular Biology, 55, 72–83.
Puy, H., Gouya, L., & Deybach, J. C. (2010). Porphyrias. Lancet, 375, 924–

937.

Sanz, E. R., Velásquez, J. L. C., Lasaosa, S. S., & Juste, C. T. (2016). Neuroimag-

ing abnormalities in a patient with posterior reversible encephalopathy

syndrome due to acute intermittent porphyria. Neurología (English Edi-
tion), 31, 580–583.

Sack, G. H. Jr. (1990). Acute intermittent porphyria. JAMA, 264, 1290–
1293.

Sakashita, Y., Hamada, T., Machiya, T., & Yamada, M. (2017). Acute intermit-

tent porphyria presenting as posterior reversible encephalopathy syn-

drome with hyperperfusion in bilateral occipital lobes: A case report.

Journal of the Neurological Sciences, 377, 47–49.
Sardh, E., Harper, P., Balwani, M., Stein, P., Rees, D., Bissell, D. M., Desnick,

R., Parker, C., Phillips, J., Bonkovsky, H. L., Vassiliou, D., Penz, C., Chan-

Daniels, A., He, Q., Querbes, W., Fitzgerald, K., Kim, J. B., Garg, P., Vaish-

naw, A., . . . Anderson, K. E. (2019). Phase 1 trial of an RNA interfer-

ence therapy for acute intermittent porphyria. New England Journal of
Medicine, 380, 549–558. https://doi.org/10.1056/NEJMoa1807838

Schutte, C.-M., Van Der Meyden, C. H., Van Niekerk, L., Kakaza, M., Van

Coller, R., Ueckermann, V., &Oosthuizen, N.M. (2015). Severe porphyric

neuropathy – Importance of screening for porphyria in Guillain-Barre

syndrome. South African Medical Journal, 106, 44–47. https://doi.org/10.
7196/SAMJ.2016.v106i1.10118

Seth, A. K., Badminton, M. N., Mirza, D., Russell, S., & Elias, E. (2007). Liver

transplantation for porphyria: Who, when, and how? Liver Transplanta-
tion, 13, 1219–1227.

Shen, F. C., Hsieh, C. H., Huang, C. R., Lui, C. C., Tai, W. C., & Chuang, Y. C.

(2008). Acute intermittent porphyria presenting as acute pancreatitis

and posterior reversible encephalopathy syndrome.Acta Neurologica Tai-
wanica, 17, 177–183.

Silveira, D. C., Bashir, M., Daniel, J., Lucena, M. H., & Bonpietro, F. (2016).

Acute intermittent porphyria presenting with posterior reversible

encephalopathy syndrome and lateralized periodic discharges plus fast

activity on EEG. Epilepsy & Behavior Case Reports, 6, 58–60.
Simon, N. G., & Herkes, G. K. (2011). The neurologic manifestations

of the acute porphyrias. Journal of Clinical Neuroscience, 18, 1147–
1153.

Singal, A. K., Parker, C., Bowden, C., Thapar, M., Liu, L., & McGuire, B. M.

(2014). Liver transplantation in the management of porphyria. Hepatol-
ogy, 60, 1082–1089.

Solis, C., Martinez-Bermejo, A., Naidich, T. P., Kaufmann, W. E., Astrin, K.

H., Bishop, D. F., & Desnick, R. J. (2004). Acute intermittent porphyria:

Studies of the severe homozygous dominant disease provides insights

into the neurologic attacks in acute porphyrias. Archives of Neurology, 61,
1764–1770. https://doi.org/10.1001/archneur.61.11.1764

Soonawalla, Z. F., Orug, T., Badminton, M. N., Elder, G. H., Rhodes, J. M.,

Bramhall, S. R., & Elias, E. (2004). Liver transplantation as a cure for acute

intermittent porphyria. Lancet, 363, 705–706. https://doi.org/10.1016/
S0140-6736(04)15646-8

Soysal, A.,Dogan,P.,Dayan,C., Caliskan,B.G.,&Arpaci, B. (2008). Reversible

MRI findings of porphyric encephalopathy. A report of two cases. The
Journal of Neuroradiology, 21, 655–659.

Stein, P. E., Badminton, M. N., & Rees, D. C. (2017). Update review of the

acute porphyrias. British Journal of Haematology, 176, 527–538.

Stolzel, U., Doss, M. O., & Schuppan, D. (2019). Clinical guide and update on

porphyrias.Gastroenterology, 157, 365–381.e4.
Suarez, J. I., Cohen, M. L., Larkin, J., Kernich, C. A., Hricik, D. E., & Daroff,

R. B. (1997). Acute intermittent porphyria: Clinicopathologic correla-

tion. Report of a case and review of the literature. Neurology, 48, 1678–
1683.

Susa, S., Daimon, M., Morita, Y., Kitagawa, M., Hirata, A., Manaka, H., Sasaki,

H., & Kato, T. (1999). Acute intermittent porphyria with central pontine

myelinolysis and cortical laminar necrosis. Neuroradiology, 41, 835–839.
https://doi.org/10.1007/s002340050852

Takata, T., Kume, K., Kokudo, Y., Ikeda, K., Kamada, M., Touge, T., Deguchi,

K., & Masaki, T. (2017). Acute intermittent porphyria presenting with

posterior reversible encephalopathy syndrome, accompanied by pro-

longed vasoconstriction. Internal Medicine, 56, 713–717. https://doi.org/
10.2169/internalmedicine.56.7654

Thunell, S. (2000). Porphyrins, porphyrin metabolism and porphyrias. I.

Update. Scandinavian Journal of Clinical and Laboratory Investigation, 60,
509–540.

Tracy, J. A., & Dyck, P. J. B. (2014). Chapter 56 - Porphyria and its neurologic

manifestations. In Biller, J., & Ferro, J. M. (Eds.), Handbook of clinical neu-
rology (pp. 839–849). Elsevier.

Utz, N., Kinkel, B., Hedde, J. P., & Bewermeyer, H. (2001). MR imaging of

acute intermittent porphyria mimicking reversible posterior leukoen-

cephalopathy syndrome.Neuroradiology, 43, 1059–1062.
Valle, G., Carmine Guida, C., Nasuto, M., Totaro, M., Aucella, F., Frusciante,

V., Di Mauro, L., Potenza, A., Savino, M., Stanislao, M., Popolizio, T.,

Guglielmi, G., Giagulli, V. A., Guastamacchia, E., & Triggiani, V. (2016).

Cerebral hypoperfusion in hereditary coproporphyria (HCP): A sin-

gle photon emission computed tomography (SPECT) study. Endocrine,
Metabolic & ImmuneDisorders-Drug Targets,16, 39–46. https://doi.org/10.
2174/1871530316666151218151101

van den Berg, B., Walgaard, C., Drenthen, J., Fokke, C., Jacobs, B. C., & van

Doorn, P. A. (2014). Guillain-Barre syndrome: Pathogenesis, diagnosis,

treatment and prognosis.Nature Reviews Neurology, 10, 469–482.
Waldenstrom, J. (1957). The porphyrias as inborn errors ofmetabolism. The

American Journal of Medicine, 22, 758–773.
Wang, L., Yan, D., Gu, Y., Sun, L. G., & Ruan, D. Y. (2005). Effects of extracellu-

lar delta-aminolaevulinic acid on sodium currents in acutely isolated rat

hippocampal CA1 neurons. European Journal of Neuroscience, 22, 3122–
3128.

Webb, A. J., Ingale, H., Irani, S. R., & Hu, M. T. (2016). Acute variegate por-

phyria presentingwith reversible cerebral vasoconstriction.Clinical Neu-
rology and Neurosurgery, 146, 102–104.

Wessels, T., Blaes, F., Rottger, C., Hugens, M., Huge, S., & Jauss, M. (2005).

Cortical amaurosis and status epilepticus with acute porphyria. Der Ner-
venarzt, 76, 992–995, 997–998.

Windebank, A. J., &Bonkovsky, H. L. (2005). PorphyricNeuropathy. InDyck,

P. J. (Ed.), Peripheral neuropathy (4th ed., pp. 1883–1892). Saunders.
Winkler, A. S., Peters, T. J., & Elwes, R. D. (2005). Neuropsychiatric porphyria

in patientswith refractory epilepsy: Report of three cases. Journal ofNeu-
rology, Neurosurgery, and Psychiatry, 76, 380–383.

Wu, C.-L., Ro, L.-S., Jung, S.-M., Tsai, T.-C., Chu, C.-C., Lyu, R.-K., Huang, C.-C.,

& Kuo, H.-C. (2015). Clinical presentation and electrophysiological find-

ings of porphyric neuropathies: A follow-up study. Muscle & Nerve, 51,
363–369. https://doi.org/10.1002/mus.24327

Yamada, M., Kondo, M., Tanaka, M., Okeda, R., Hatakeyama, S., Fukui, T.,

& Tsukagoshi, H. (1984). An autopsy case of acute porphyria with a

decrease of both uroporphyrinogen I synthetase and ferrochelatase

activities. Acta Neuropathologica, 64, 6–11. https://doi.org/10.1007/

BF00695599

Yang, J., Yang, H., Chen, Q., Hua, B., Zhu, T., Zhao, Y., Yu, X., Zhu, H., & Zhou,

Z. (2017). Reversible MRI findings in a case of acute intermittent por-

phyria with a novel mutation in the porphobilinogen deaminase gene.

Blood Cells, Molecules & Diseases, 63, 21–24. https://doi.org/10.1016/j.
bcmd.2016.12.005

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.4097/kjae.2014.67.3.217
https://doi.org/10.4097/kjae.2014.67.3.217
https://doi.org/10.1056/NEJMoa1807838
https://doi.org/10.7196/SAMJ.2016.v106i1.10118
https://doi.org/10.7196/SAMJ.2016.v106i1.10118
https://doi.org/10.1001/archneur.61.11.1764
https://doi.org/10.1016/S0140-6736(04)15646-8
https://doi.org/10.1016/S0140-6736(04)15646-8
https://doi.org/10.1007/s002340050852
https://doi.org/10.2169/internalmedicine.56.7654
https://doi.org/10.2169/internalmedicine.56.7654
https://doi.org/10.2174/1871530316666151218151101
https://doi.org/10.2174/1871530316666151218151101
https://doi.org/10.1002/mus.24327
https://doi.org/10.1007/BF00695599
https://doi.org/10.1007/BF00695599
https://doi.org/10.1016/j.bcmd.2016.12.005
https://doi.org/10.1016/j.bcmd.2016.12.005


GERISCHER ET AL. 17 of 17

Yen, P. S., Chen, C. J., Lui, C. C., Wai, Y. Y., & Wan, Y. L. (2002). Diffusion-

weighted magnetic resonance imaging of porphyric encephalopathy: A

case report. European Neurology, 48, 119–121.
Younger, D. S., & Tanji, K. (2015). Demyelinating neuropathy in geneti-

cally confirmed acute intermittent porphyria. Muscle & Nerve, 52, 916–
917.

Yrjonen, A., Pischik, E., Mehtala, S., & Kauppinen, R. (2008). A novel 19-bp

deletion of exon 15 in the HMBS gene causing acute intermittent por-

phyria associating with rhabdomyolysis during an acute attack. Clinical
Genetics, 74, 396–398.

Zaatreh,M.M. (2005). Levetiracetam in porphyric status epilepticus: A case

report. Clinical Neuropharmacology, 28, 243–244.
Zhang, J., Hu, Y., Zheng, J., Gao, J., Hou, H., Liu, N., & Wang, Y.

(2017). Treatment of acute intermittent porphyria during pregnancy

and posterior reversible encephalopathy syndrome after delivery:

A case report. Experimental and Therapeutic Medicine, 14, 5554–

5556.

Zhao, B.,Wei, Q.,Wang, Y., Chen, Y., & Shang, H. (2014). Posterior reversible

encephalopathy syndrome inacute intermittentporphyria.PediatricNeu-
rology, 51, 457–460.

Zheng, X., Liu, X., Wang, Y., Zhao, R., Qu, L., Pei, H., Tuo, M., Zhang, Y., Song,

Y., Ji, X., Li, H., Tang, L., & Yin, X. (2018). Acute intermittent porphyria

presenting with seizures and posterior reversible encephalopathy syn-

drome: Two case reports and a literature review. Medicine, 97, e11665.
https://doi.org/10.1097/MD.0000000000011665

SUPPORTING INFORMATION

Additional supporting information may be found in the online version

of the article at the publisher’s website.

How to cite this article: Gerischer, L. M., Scheibe, F., Nümann,

A., Köhnlein, M., Stölzel, U., &Meisel, A. (2021). Acute

porphyrias – A neurological perspective. Brain and Behavior, 11,

4836–4852. https://doi.org/10.1002/brb3.2389

 21579032, 2021, 11, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/brb3.2389 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [01/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1097/MD.0000000000011665
https://doi.org/10.1002/brb3.2389

	Acute porphyrias - A neurological perspective
	Abstract
	1 | INTRODUCTION
	2 | CASE PRESENTATIONS
	2.1 | Porphyric neuropathy mimicking GBS-Case 1
	2.2 | Worsening abdominal pain leading to neuropsychiatric symptoms and severe neuropathy-Case 2
	2.3 | Porphyric encephalopathy mimicking autoimmune encephalitis-Case 3

	3 | WHEN TO CONSIDER ACUTE PORPHYRIAS IN NEUROLOGICAL PATIENTS
	3.1 | Variability of clinical symptoms during acute attacks
	3.2 | Neurological differential diagnosis

	4 | LABORATORY DIAGNOSIS OF AN ACUTE ATTACK
	5 | PRECIPITATING FACTORS FOR AN ACUTE ATTACK
	6 | HEME DEFICIENCY OR ALA-INDUCED TOXICITY?
	7 | NEUROLOGICAL DIAGNOSTIC FINDINGS
	7.1 | Brain imaging
	7.2 | EEG
	7.3 | CSF findings
	7.4 | Nerve conduction studies/electromyography
	7.5 | Neuropathology findings

	8 | TREATMENT
	9 | CONCLUSIONS AND FUTURE DIRECTIONS
	REVIEW CRITERIA
	AUTHOR CONTRIBUTIONS
	CONFLICT OF INTEREST
	PEER REVIEW

	ORCID
	REFERENCES
	SUPPORTING INFORMATION


