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THE harmful effects of barbiturates, especially thiopentone, on 
porphyria, have been noted by several writers. A recent article by 
Dean1 has once more focussed attention upon the dangers of 
barbiturate anaesthesia in this disorder. Nevertheless, there is no 
mention of the anasthetic management of patients suffering from 
porphyria either in the current anasthetic textbooks or in specialist 
anasthetic journals. 

In this paper, the cases reported in the British Medical Journal 
(see refs. 1 to 15) and the Lancet (see refs. 16 to 20) during the years 
1948-1953 are reviewed. Our object is primarily to draw the attention 
of anaesthetists to what appears to be an absolute contraindication to 
the use of thiopentone, or barbiturates in any form. We also aim 
to show how the anasthetist may encounter porphyria in practice 
and describe the clinical features that may aid its recognition. 

The exact setiology of porphyria is unkown, but it is a disease of 
metabolism involving pyrolle pigments which take part in respiratory 
metabolisml. Many classifications have been suggested, but the 
following seems to meet with most approval14 21. 

Congenital. 
Porphyria cutanea tarda. 
Acute intermittent porphyria. 

This division is by no means clear cut and overlapping appears to 
occur22. The congenital type is characterised by photosensitivity, 
pigmentation of bones and teeth, and is familial. The cutaneous 
variety shows photosensitivity and recurrent skin lesions, often of a 
blistering type, due to heat or minor trauma. Here again there is 
evidence of a familial background. 

The acute attacks may occur without any known precipitating 
factors or in known porphyrics. In the latter several drugs have 
apparently been responsible. These include s~lphonamides~~ l8 23, 

sulphonalz 11 23, the barbiturates' l1 23 and possibly alcoho123. The 
clinical picture of acute attacks has been described as resembling lead 
poisoning in several respectsZ4. It may be ushered in by abdominal 
pain, distension, nausea and vomiting followed by the passage of 
reddish coloured urine. It is at this stage that an exploratory 
laparotomy may be carried out. Weakness follows within a few days 
of the onset of the attack, followed by a lower motor neurone 
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paralysisl. This may similate paralysis of the Landry type', or that 
seen in familial periodic paralysis1* or neuromyelitislo. The paralysis 
is often progressive and accompanied by mental confusion. Death 
may occur from respiratory paralysis or recovery takes place in 
6-32 weeks. 

Reported Cases 
During the years under review, 37 attacks of acute porphyria are 

reported in 32 patients. It was noted that two-thirds of the patients 
were in the third or fourth decade of life, and that a similar proportion 
were women. Paralysis occurred in thirty instances and proved 
fatal in ten cases. 

There were details of fifteen operations reported as follows: 
Exploratory laparotomy . . . 5 
Gynecological ... ... 5 
Nature unstated ... ... 2 
Dental extraction . . . ... 1 
Varicose veins ligation ... 1 
Appendicectomy . . . ... 1 

Thiopentone was administered in thirteen of these operations, the 
nature of the anathetic being unstated in the remaining two. 
Paralysis occurred in all of the thirteen thiopentone cases and five 
patients died. 

The importance of recognising porphyria is best illustrated by the 
following cases reported by Deanl. 

CASE I 
A women aged 29 with no relevant history became paralysed after three days following 

uterine curettage under thiopentone anzsthesia. Recovery took seven months. Two 
years later, after dental extraction under thiopentone anaesthesia, paralysis again 
occurred, recovery taking five months. 

CASE II 
After hysterectomy, for which a barbiturate was administered, the patient was unable 

Nineteen years later she received thiopentone and the 

Dean found a family history of sensitive skin in this patient who had previously 

CASE LII 
A girl of 19 having had several attacks of paralysis following oral barbiturates, had 

Within 

She had a family history of sensitive skin and porphyrinuria. 
CASE IV 

This women had a family history of five relatives who died from general paralysis after 
drugs and aniesthetics. She herself suffered from skin blisters. After two operations 
a t  which thiopentone was administered, she suffered from paralysis and deleriurn, but 
eventually recovered. 

From these cases it can be seen that an anasthetist may encounter 
porphyria at any stage of the disease. When in the latent phase 
there are some guides that may help in its detection. A history of 
paralysis following a previous operation (cases I and 11) or after 
taking sedatives (case III) may be elicited. The skin changes of the 

to walk for six months. 
resulting paralysis proved fatal in six weeks. 

been regarded as neurotic. 

thiopentone for an exploratory laparotomy in the acute stage of the disease. 
three days complete paralysis had occurred and this proved fatal five days later. 
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cutaneous variety may be obvious, e.g. scars from previous blisters 
of the hands or the patient may volunteer the history of a sensitive 
skin. As in case IV, there may be a history of relatives having died 
after anathetics, and while this may have no relationship to 
porphyria, at least it should arouse suspicion and lead to a more 
detailed questioning of the patient. Of more positive value would be a 
history of passing red urine, but except in the case of an elective 
operation such information is unlikely to be volunteered by patients, 
as they would see no relationship between this and their present 
complaint. 

The most difficult case to detect is the “ acute abdomen of 
unknown aetiology ”. That there is no previous history of porphyria 
is apparent from the fact that a laparotomy is contemplated, and the 
stage of porphyrinuria may not have been reached. 

So dire are the effects of barbiturates in any form in cases of 
porphyria, that in elective cases in whom there is any suspicion of 
the disease whatsoever, thiopentone should not be given. In the 
emergency Iaparotomies, one might think that the advice par 
excellence would be to avoid thiopentone in all patients in whom an 
exact diagnosis has not been made. However, whereas in the case of 
an elective operation it seems clear that thiopentone can precipitate 
an attack of acute porphyria with resulting paralysis, in the emergency 
operations the acute attack has already started and the chances of 
a patient having paraIysis are already great, whether or not 
thiopentone be given. 

Porphyria is a rare disease in this country, being more prevalent 
in the Scandinavian countries2s and South Africal. Thiopentone 
can precipitate an acute attack in elective cases, irrespective of 
the condition of the patient at the time. When a known case is 
encountered by an anathetist, or where there is any suspicion of the 
malady, no barbiturates whatsoever should be administered. Ether 
can be given with safety for the operationl, and for pre- and post- 
operative sedation the best results have been obtained from the use 
of opiates, chloral hydrate and paraldehyde15. It is interesting to 
note that intravenous procaine (0.2 %) has been used successfully to 
produce symptomatic relief of symptoms in two cases, although it has 
no effect on the ultimate course of the diseasez5. 

Conditions in which true sensitivity to amsthetic agents or 
relaxants occur are extremely rare. In some of these, such as 
myasthenia gravis, the diagnosis is obvious and it is not necessary to 
advise the patient of their idiosyncrasy. Several cases have been 
reported of sensitivity to relaxants without any apparent signs of the 
diseaseZeZ7. It would seem reasonable, once such a patient is 
encountered, to give a letter explaining the position, and request that 
the patient hand it to the anmthetist should another operation be 
necessary. This advice has already been given concerning patients 
receiving disulphiram (Antabuse)27. Cases of known or suspected 
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porphyria fall into the same category, and all such patients should 
be given a letter drawing attention to their disease, to be handed to 
the surgeon or anasthetist before any operation is contemplated. By 
this arrangement the fatalities similar to those mentioned above 
might be avoided. 

Summary 
The ill effects of administration of thiopentone or barbiturates in 

any form, to cases of porphyria are pointed out. The circumstances 
under which such patients may be encountered by the anasthetist 
are discussed. 

Where there is any suspicion of the disease, thiopentone should 
be avoided in anasthesia in elective cases, but it is not advised that 
the drug should be omitted in every acute abdominal emergency in 
which an exact diagnosis has not been made. 

A suggestion is made that all patients with known or suspected 
porphyria should be given a letter stating same, to be shown when 
any operation is contemplated. 
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