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Malaria pill stands accused – Lariam fends off
malaria more effectively than any other drug, but
growing evidence of disturbing side effects may
soon land its manufacturer in court
By Clare Thompson

IN NOVEMBER 1992 Lance Cole, a British journalist, returned from an 
assignment in Zimbabwe with a mysterious illness. He was experiencing dizzy 
spells, hallucinations, nose bleeds and palpitations. His symptoms confounded 
his doctors, who checked for heart disease, tumours and—because Cole had 
fallen into the Zambezi river during his trip—a vestibular virus in the 
inner ear. They found nothing.

Three years later Cole was to learn that his condition was caused by Lariam, 
a relatively new antimalaria drug he had been prescribed for his visit to 
Africa. But at the time his illness started no one suspected the drug and in 
September 1994, when he had still not fully recovered, a doctor told Cole he was 
suffering from stress and should take a holiday. He went to Java in Indonesia, 
took another eight Lariam tablets and promptly fell seriously ill again. “I felt 
permanently jet lagged and frozen, even though the temperature was 100 ° 
Farenheit”, he says, “and I was a nervous wreck.” He suffered from anxiety 
attacks, loss of balance and was taken to hospital. Back in England his illness 
continued. He became catatonic, and one morning woke up unable to move.

It was not until September 1995 that a specialist at the Middlesex Hospital 
in London diagnosed Lariam as the cause of Cole’s illness. His experience is far 
from exceptional. At least 600 travellers who claim they suffered serious side 
effects after taking the drug have obtained legal advice. A Bristol solicitor, 
Christiane Goaziou, is planning a group legal action on behalf of 450 people 
claiming negligence by Hoffmann-La Roche, the Swiss company which manufactures 
Lariam. And last month the Malaria Advisory Committee, made up of about 40 of 
Britain’s tropical disease experts, held an emergency meeting about the drug. 
The committee will issue new guidelines for its use within a few weeks.

Christine Facer, who works in the department of haematology at the Royal 
London Hospital and is a member of the advisory committee, says she has taken 
Lariam herself on five occasions without suffering side effects. But having seen 
74 letters from Lariam users all with similar symptoms she is now convinced 
there is a problem. “In high concentrations this is a nasty drug,” she claims. 
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While such side effects might be expected with a treatment, they are 
unacceptable with a preventive medicine, she says. She reveals that when members 
of the advisory committee were asked whether they would personally take Lariam, 
they were divided “50:50, down the middle”.

New hope

Lariam, also known by the generic name mefloquine, was developed in the 1970s 
from a collaboration between the Walter Reed Army Institute of Research in 
Washington DC, Hoffmann-La Roche in Basel and the WHO in Geneva. It was first 
licensed in Switzerland in 1985 at a time when the malaria parasite in many 
areas of the world had become resistant to chloroquine, the traditional 
antimalaria drug. It received a British licence in 1990. The researchers 
believed they had at last discovered an effective way of reducing the 2 million 
annual deaths worldwide from malaria. Initially it was hoped that the drug would 
be used only to treat the disease, so that the parasite would not have a chance 
to become resistant to it. But the spread of chloroquine-resistant malaria and 
pressure from doctors meant that it also came to be used as a prophylactic.

Lariam is considered the most effective antimalaria drug on the market and 
has been widely prescribed for people travelling to sub-Saharan Africa, Asia and 
South America. Hoffmann-La Roche advises people with a history of psychiatric 
disturbances or seizures not to take it, warning that it could induce certain 
neuropsychiatric side effects—those affecting mental stability or the 
nervous system. The company admits that up to 22 per cent of users not in this 
“high risk” category may suffer mild side effects, which should wear off within 
three weeks of them stopping taking it. Serious side effects—defined as 
death, disability or needing hospital treatment—affect only 1 in 10 000, 
it claims.

However, doctors believe the true number of Lariam takers who develop serious 
side effects is much higher. “The figure of 1 in 10 000 is absolutely absurd,” 
says Gordon Cook, a malaria expert at the Hospital for Tropical Diseases in 
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London. “I’ve had a colossal number of people with memory loss, disorientation, 
panic attacks, psychosis and epileptic fits. These people, who had no history of 
mental disease, suddenly started fitting.”

In July last year, Cook wrote to the British Medical Journal to 
alert other doctors to the dangers of Lariam. His concern precipitated last 
month’s emergency meeting of the Malaria Advisory Committee. The committee’s 
proposed new guidelines are shrouded in secrecy, but Cook believes GPs should be 
advised to stop prescribing Lariam as a malaria prophylactic and go back to the 
earlier recommendation of a combination of chloroquine and proguanil. He 
concedes that, on paper, Lariam is the best medicine for preventing malaria, but 
points out: “If people get side effects they stop taking the drug, and if they 
won’t take the drug then it is not effective.”

The first accounts of Lariam takers experiencing neuropsychiatric side 
effects appeared in the late 1980s (see This Week, 30 September 1989, p 23). By 
1989 the WHO had received 300 such reports. The side effects ranged from extreme 
anxiety and dizziness to hallucinations, psychosis, mania, suicidal thoughts and 
seizures. The WHO recommended then that airline pilots and other people whose 
job required “fine co-ordination” should not take the drug. The Civil Aviation 
Authority in Britain heeded the WHO’s warning and told its pilots to use 
chloroquine and proguanil instead of Lariam for protection against malaria. 
Hoffmann-La Roche, however, stood by its product.

The WHO’s recommendations did not apply to tourists. Up until March 1995, 
British guidelines advised that travellers wishing to protect themselves against 
malaria should take either a mixture of chloroquine and proguanil, or Lariam. 
Then, after the publication of several studies—including one funded by 
Hoffmann-La Roche in The Lancet—which claimed that the incidence 
of serious side effects with Lariam remained at 1 in 10 000, the guidelines 
changed: Lariam became the first choice malaria prophylactic.

Travellers were instructed to take one tablet, containing 250 milligrams of 
mefloquine, every week, beginning the week before they left Britain and 
finishing five weeks after their return. They were told that if while abroad 
they developed flu-like symptoms, often indicative of malaria, they should 
“self-treat” by taking two tablets immediately. However, several of those who 
developed dizziness—a side effect of Lariam—thought they had 
contracted malaria. The self-treatment only made their symptoms worse.

One of these victims, Emma Watts-Lay, returned from Kenya early in 1995 with 
dizziness, loss of balance and blackouts. Her doctor was aware of Lariam’s side 
effects but said her symptoms should wear off within two to three weeks. Yet 
Watts-Lay was still suffering several months later. Hoffmann-La Roche then 
admitted to her doctor that mefloquine could remain in her system for up to 7 
months. She is still suffering and her doctors are treating her for 
“Lariam-induced chronic fatigue syndrome”.
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Brain wave

It is unclear why Lariam produces neuropsychological side effects, but 
doctors at the University Hospital of Zurich in Switzerland may have uncovered a 
clue. In 1994 a patient who was given Lariam for the treatment of malaria became 
delirious and eventually had to be put on a life support machine. His doctor, 
Rudolf Speich, suspected the drug was interfering with a neurotransmitter in the 
brain called acetylcholine. Speich treated the patient with a drug called 
physostigmine and he recovered immediately. Speich then called for a trial, 
asking for collaboration with other doctors to discover if treatment with this 
drug would be successful. He is still waiting for responses.

There are two trials in progress in Britain on the side effects of Lariam, 
both of which are due to be published this year. One, by the Medical Advisory 
Service for Travellers Abroad, began in 1993 and is looking at the effects of 
Lariam on tourists. It is being coordinated by David Bradley of the London 
School of Hygiene and Tropical Medicine, who is chairman of the Malaria Advisory 
Committee. The other, concerning the effect of Lariam on soldiers, is being 
carried out by the Ministry of Defence. The Lariam Action Group, a support group
set up in February, is concerned that the statistics used in these trials may 
not be reliable because, until recently, doctors were unaware of the problems 
associated with Lariam, and so would not have reported them.

Meanwhile there is no clear line on what travellers should do to protect 
themselves from malaria. Chris Ellis of Birmingham Heartlands Hospital, who also
sits on the Malaria Advisory Committee, says: “My feeling is that if people are 
going to sub-Saharan Africa, where malaria resistance is rife, for more than two 
weeks, then they should take Lariam. If people are going for shorter periods, 
then if they do catch malaria they are likely to be back in this country when 
they develop the disease. They could probably take a less effective drug with 
fewer side effects.” Ellis points out that British doctors have a good record 
for spotting and treating malaria.

The Department of Health says it is “reviewing the evidence” on Lariam, but 
will not make a recommendation on its use until it has seen the new guidelines 
from the advisory committee. In the meantime Lariam victims will continue to 
suffer, and travellers and their doctors will remain confused.

Clare Thompson is a freelance medical writer.
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