
 
         22 June 2004 

 
THE REGISTRAR: MS PRECIOUS MATSOSO 
MEDICINES CONTROL COUNCIL 
2nd Floor, Hallmark Building 
Cnr Andries and Vermeulen Streets 
Pretoria 
 

Dear Ms Matsoso 

 

MCC Review of Special Registration of Nevirapine for Perinatal Administration 

 

We would like to pose several questions to Council concerning the status of its 
pending review of its special registration of nevirapine as an anti-HIV perinatal 
prophylactic drug. Before we do, it might assist if we recapitulate the history of the 
review to date: 

 1. On the basis of findings reported from HIVNET 012, a clinical trial in which the 
efficacy of perinatally administered nevirapine to prevent mother to child 
transmission of HIV was investigated, Council provisionally approved the drug for 
this novel indication in March 2001 – taking the lead as the first developing country 
in the world to do so. (Nevirapine has never been licensed for perinatal use in any first 
world nation.) 

2. On 16 March 2002, in view of what the US Food and Drug Administration 
described in a press statement as ‘potentially quite serious’ data integrity problems 
that it had discovered with HIVNET 012, Council notified National Minister of 
Health Dr Tshabalala-Msimang by letter that ‘We are to review nevirapine in the light 
of these developments and will inform you of the decision as soon as information is 
available.’ 

 
The Treatment Information Group is a public interest initiative to promote research-based debate of 

antiretroviral drug policy, alternative non-toxic treatment approaches to AIDS, and HIV testing  
issues in South Africa. The TIG has entered into a strategic alliance with the  

Dr. Rath Health Foundation Africa to achieve this. 

The Terraces, 34 Bree Street, Cape Town 
www.dr-rath-foundation.org.za  

 
Propaganda is to democracies what violence is to dictatorships.  

Noam Chomsky 
 



3. On 22 March 2002, Boehringer Ingelheim withdrew its application to the FDA for 
a licence to market nevirapine as a perinatal anti-HIV prophylactic in the US. 

4. On 4 May 2002, Council made a public announcement confirming that its special 
registration of nevirapine as a perinatal anti-HIV prophylactic drug was under review.  

5. In April 2003, the US National Institutes of Health, which had sponsored and 
participated in HIVNET 012, delivered a final report to Council, in which it identified 
several basic problems with the study – concluding nonetheless: ‘In summary, the re-
monitoring of the study determined that nevirapine, 200mg orally given to the mother 
at delivery and 2mg/kg given to the neonate within 72 hours, is safe and effective. 
However the conduct of the study lacked the necessary documentation to support a 
request to the FDA to consider this study as a stand alone pivotal trial.’  

6. In short, notwithstanding the fatal deficiencies of HIVNET 012 as a pivotal 
licensing trial by US drug licensing standards, the NIH contended that the study 
proved the safety and efficacy of perinatally administered nevirapine for ‘a 
developing country’ (per final NIH report). 

7. Council naturally disagreed with the NIH’s implication that a double standard 
should apply in its assessment of the drug’s efficacy and safety for South African 
babies, and on 25 July 2003 resolved to ‘reject the study HIVNET-012 as a pivotal 
study for the approval of the use of Nevirapine for the reduction of risk of intrapartum 
transmission of HIV-1 infection’, and to put nevirapine manufacturer Boehringer 
Ingelheim on terms ‘to submit in 90 days any new evidence (other than previously 
submitted evidence on HIVNET-012 and SAINT information) to convince the MCC 
of retention of this indication’. 

8. Council based its reasons for rejecting HIVNET 012 on findings recorded in the 
NIH’s final report on it, namely that: patient records did not support the published 
results; there were problems with the manner in which the study was conducted; 
records did not account for how the drug was stored, handled and distributed; records 
indicating which treatments were allocated to trial participants were missing; and the 
obtaining of voluntary informed consent for the trial participants could not be 
confirmed in all cases.  

9. In other words, Council found HIVNET 012 to have been irredeemably 
compromised by radical data integrity defects and by fundamental problems with the 
manner in which the trial was conducted, which vitiated any conclusions drawn from 
it.  

10. It bears emphasizing that it was the preliminary findings of HIVNET 012 that 
gave rise to the Treatment Action Campaign’s complaint against the state ‘for not 
providing nevirapine to every HIV positive pregnant woman and babies born to HIV 
positive mothers’ and that founded its successful case in the High and Constitutional 
Courts for a mandamus directing it to do so. The effect of this order was that the state 
was compelled to abandon its UNAIDS-sanctioned pilot studies of perinatal 
nevirapine (UNAIDS director Peter Piot had recommended in the New York Times on 
11 July 1999 that it was ‘unrealistic to introduce it on a large scale in developing 
counties without first using pilot programs’) and was ordered to provide nevirapine to 
women in labour and their new-born babies ‘on a large scale’ without further 
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preliminary testing for safety and efficacy. (HIVNET 012 itself had been an 
unconvincingly small study, with only about a third of the originally intended number 
(1500) of mother-child pairs enrolled in it (645), just under half of whom were 
assigned to the nevirapine wing – an unconvincingly small cohort for a clinical drug 
trial intended to serve as the basis of a licensing application.) 

11. In giving its reasons for rejecting HIVNET 012, however, Council took no 
account of a plethora of even more fundamental flaws in the design, execution and 
interpretation of the study, discussed in Mother to Child Transmission of HIV and its 
Prevention with AZT and Nevirapine by Papadopulos-Eleopulos et al., a 170 000-
word monograph submitted to the Department of Health in November 2001, amplified 
by A Critical Analysis of the Evidence Considered Proof that Nevirapine Prevents 
Mother-To-Child Transmission of HIV, a PowerPoint slide presentation prepared by 
the same authors (both accessible at www.theperthgroup.com), and further canvassed 
in Professor Sam Mhlongo’s 100-point submission, Issues Concerning Perinatal 
Nevirapine Treatment (copy annexed), a formal synopsis (as at August 2002) of the 
writer’s polemic The trouble with nevirapine (posted at www.openbooks.co.za), 
delivered to Council on 6 August 2002, and acknowledged by Council’s Director of 
Clinical Evaluation and Trials, Dr Rajen Misra, by telephone by two days later. Nor 
was any account taken of the neonatal toxicity considerations canvassed in Dr 
Roberto Giraldo’s paper, Scientific Data Against the Use of Nevirapine in Pregnant 
Women, Infants, Children, and Anybody Else, submitted to the Department of Health 
via Ministerial advisor Dr Ray Mabope in October 2001 (posted at 
www.robertogiraldo.com).  

12. On 5 September 2003, purporting ‘to clarify the intention of this resolution’ (to 
reject HIVNET 012 and require extrinsic evidence to ‘convince the MCC of retention 
of this indication’), Council recalled it, and substituted it with a second one, in which 
it reiterated its rejection of ‘HIVNET 012 as a pivotal study’ and required Boehringer 
Ingelheim ‘within six months of this resolution’ to present ‘data that you have in your 
possession, or which you are in a position to obtain..demonstrating the efficacy of 
Nevirapine’, alone or in combination with other antiretroviral drugs, as a perinatal 
anti-HIV prophylactic. 

13. The following day, on 6 September 2003, the HIVNET 012 research team 
published a second report on the study in Lancet – heralded by an extraordinary and 
unprecedented simultaneous press release by the US State Department, puffing the 
second report under the headline Findings could help prevent 800,000 annual 
infections. 

14. A week after putting Boehringer Ingelheim on terms to demonstrate the efficacy 
of perinatally administered nevirapine, Council issued a press statement of 12 
September 2003, in which it stated that ‘Nevirapine has been shown to be effective in 
reduction of the risk of intrapartum transmission of HIV-1 infection from mother to 
child. Scientific evidence was provided to the MCC to support this’.  

15. However, Council’s categorical statement concerning the allegedly freshly 
demonstrated perinatal efficacy of the drug was contradicted by a tentative statement 
in the same press release concerning the origin of the ‘scientific evidence’ in question 
– identified as comprising ‘additional data from South African researchers..that may 
support the continued use of Nevirapine for this indication’ (our emphasis).  
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16. Council further referred to ‘additional information regarding the original study 
[that] has also now been published’. (In fact, the second HIVNET 012 report was only 
published in Lancet the following day, but presumably Council was given sight of the 
paper in proof.) 

17. Council concluded in its statement: ‘Recognizing the importance of the new 
information, the MCC, on 5 September 2003, adopted a new resolution, which 
extends the time period for Boehringer Ingelheim (the supplier of nevirapine) to 
review existing evidence, and to submit additional data for expert assessment by the 
MCC.’ 

18. According to a report in the Health Systems Trust bulletin Healthlink on 19 
September 2003, the ‘additional data from South African researchers’ comprised 
findings in studies conducted at Chris Hani-Baragwanath and Coronation Hospitals. 

19. The six-month period commencing on 5 September 2003 that Council afforded 
Boehringer Ingelheim to prove the efficacy of nevirapine as a perinatal anti-HIV 
prophylactic expired on 5 March 2004. 

20. In The pathologist who struck gold, published in the Spring/Summer 2001 issue of 
Hopkins Medical News, lead author of the second HIVNET 012 report, Professor J 
Brooks Jackson restated one of the trite, elementary requirements of a meaningful 
clinical drug trial:  

No researcher can assess a drug's effectiveness with scientific certainty 
without testing it against a placebo. That's the only way we can know for sure 
if a short course of AZT or nevirapine is better than nothing. 

 

QUESTION ONE: Are we correct in assuming that by ‘data..demonstrating the 
efficacy of Nevirapine’ (to quote the language of its second resolution), Council 
envisaged that such ‘data’ would be clinical trial findings of sufficient cogency as to 
support of the special registration in question – in other words (to quote the language 
of its first resolution), that the ‘data’ would amount to a ‘pivotal study for the 
approval of the use of Nevirapine for the reduction of risk of intrapartum transmission 
of HIV-1 infection’, that is, the kind of study that would meet the criteria and 
standards for efficacy and safety for this special indication set by first world drug 
regulatory authorities such as the US FDA, the European Agency for the Evaluation 
of Medicinal Products (EMEA) and the Therapeutic Products Programme of Health 
Canada?  

QUESTION TWO: Have any of these ‘additional data from South African 
researchers’, to which Council referred in its press statement of 12 September 2003, 
been published in a peer-reviewed journal, and if so when and where? 

QUESTION THREE: Were the clinical trials conducted at Chris Hani-Baragwanath 
and Coronation Hospitals, that gave rise to ‘additional data from South African 
researchers’, placebo-controlled? 
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QUESTION FOUR: Have the findings in these local studies been deemed sufficiently 
cogent to serve as pivotal support for the special registration of nevirapine as a 
perinatal anti-HIV prophylactic in any other country of either the first or developing 
world? 

QUESTION FIVE: Has Council determined whether these new ‘additional data from 
South African researchers’ do indeed ‘support the continued use of Nevirapine for this 
indication’ and that, to quote Professor Jackson, they do so ‘with scientific certainty’? 

QUESTION SIX: Having regard to Council’s unequivocal rejection of the HIVNET 
012 researchers’ preliminary findings reported in Lancet on 4 September 1999, does 
Council share the US Administration’s conclusion asserted in the headline of its press 
statement that the second report on the study, published on 6 September 2003 in the 
same journal, establishes that nevirapine administered perinatally prevents mother to 
child HIV infection? 

QUESTION SEVEN: Indeed, having rejected HIVNET 012 on the grounds that it 
was radically flawed, rendering all data produced from it insecure, does Council 
accord any significance to the second HIVNET 012 report whatsoever, and if so, on 
what basis?  

QUESTION EIGHT: Precisely what ‘additional data’ did Boehringer Ingelheim 
‘submit..for expert assessment by the MCC’ in the six-month period that Council 
allowed it on 5 September 2003 to support the ‘retention’ of its special licence to 
market nevirapine for administration to HIV-positive women in labour and their new-
born babies? 

QUESTION NINE: If in reviewing its special registration of nevirapine as a perinatal 
anti-HIV prophylactic, Council (a) abides by its resolution to reject HIVNET 012 in 
toto, and (b) considers that none of the ‘additional data from South African 
researchers’ constitutes a ‘pivotal study for the approval of the use of Nevirapine for 
the reduction of risk of intrapartum transmission of HIV-1 infection’, for the reason 
that the studies at the South African hospitals in question were not placebo-controlled 
(and/or for any other reason), and so do not establish the ‘drug's effectiveness with 
scientific certainty’ (to quote Professor Jackson), what is delaying Council’s 
immediate deregistration of nevirapine for this special indication? 

 QUESTION TEN: In the situation, does Council accord itself with the estimation 
expressed by Supreme Court of Appeal Judge Edwin Cameron in an interview on the 
MNet programme Carte Blanche on 4 November 2001 that ‘nevirapine is a very good 
drug..to give to mothers who are about to have babies’ and to the babies themselves 
shortly after their birth, and that the state’s concern that the safety and efficacy of the 
drug for babies first be established in local pilot trials ‘is a tragedy I think’ – and if 
not, why, almost four months since the expiry of the time allowed Boehringer 
Ingelheim to ‘submit additional data for expert assessment by the MCC’, are South 
African babies, overwhelmingly African, still being exposed to this extremely 
poisonous chemical without any justification for it in the medical research literature? 
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We suggest that there is some urgency to the determination of Council’s pending 
review of its registration of nevirapine for perinatal administration for the following 
reasons:  

(a) Nevirapine is a dipyridodiazepinone compound characterised by Boehringer 
Ingelheim in its package insert as a chemotherapeutic agent. It is an exceptionally 
dangerous drug, having what the company describes in detailed warnings in the insert 
as ‘severe, life-threatening’ toxicities, notably to the liver and epidermal tissue – 
summarised and emphasized in special hazard notices set in boxed, bold typeface 
against conspicuous highlighted grey backgrounds, as required and approved by 
Council on 14 April 2000 when the drug was approved for adult ingestion. On 
information supplied by Boehringer Ingelheim, the Physicians’ Desk Reference 
similarly emphasizes the toxicity of nevirapine in a lengthy paragraph, whose text is 
set in upper case throughout. 

(b) In view of the caveat in the Physicians’ Desk Reference that ‘Severe or life-
threatening hepatoxicity, including fatal fulminant hepatitis..has occurred in patients 
treated with Viramune’ (nevirapine), the company advises that ‘Clinical chemistry 
tests, which include liver function tests, should be performed prior to initiating 
Viramune’. (Due to the failure of Council to issue guidelines in this regard, such tests, 
even though mandated by the manufacturer to avoid toxic tort liability, are not 
routinely conducted before the administration of nevirapine to South African women 
in labour and to their babies.) 

(c) Notwithstanding the prominent toxicity warnings in the inserts packaged with 
nevirapine in Europe and the US, continuing reports of serious adverse reactions to 
nevirapine in the form of SEVERE AND LIFE-THREATENING CUTANEOUS AND 
HEPATIC REACTIONS (to quote the European EMEA), some fatal, moved the 
EMEA and US FDA to issue special urgent alerts about this in April and November 
2000 respectively. 

(d) For the reason mentioned in a report in the New York Times on 5 January 2001 – 
‘nevirapine can produce liver damage severe enough to require liver transplants, and 
has caused death in such use, the Centers for Disease Control and Prevention said in 
its weekly report’ – the US CDC proscribed nevirapine on 5 January 2001 for even 
short-term administration to medical professionals suffering needle-stick injuries on 
the advice of the US FDA, following numerous reports of acute toxic reactions fielded 
by its monitoring arm MedWatch. 

(e) All chemotherapeutic drugs have potent cytotoxic activities and are particularly 
hazardous for neonates, for the reasons noted by Haddad et al. in their text, Clinical 
Management of Poisoning and Drug Overdose (WB Saunders, 1998):  

The physiology of the newborn is unique [in the manner in which ‘drugs are 
absorbed, distributed, metabolized and excreted’], and organs that have an 
important role in susceptibility to and the moderation of toxic reactions, such as 
the liver and kidney, are immature in their function. As a result, the manner in 
which the neonate handles a toxic exposure is frequently quite different from the 
response of an older child or adult.  
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(f) Babies are consequently incomparably much more susceptible to the effects of 
toxic drugs than adults, so reducing an adult dose of a dangerous drug per body 
weight for a baby – as is the practice with neonatal nevirapine treatment – does not 
result in a correlative risk of drug-injury or fatality. 

(g) It is universally recognised current medical policy to avoid or minimise foetal and 
neonatal exposure to harmful or potentially harmful chemicals, because it has become 
notorious that early exposure to such agents can have severe long-term health-
damaging consequences, often only presenting clinically in later life. 

(h) Nevirapine was pointedly omitted from the US CDC’s latest revised guidelines for 
interventions to prevent mother to child transmission of HIV published on 17 March 
2002, which is to say that American AIDS experts do not consider the drug safe and 
effective for administration to American women in labour and their newborn babies.  

(i) A recent query to the US FDA’s Division of Drug Information in March 2004 by 
Dr Valendar Turner of the Department of Health, Western Australia, concerning 
whether nevirapine is approved for the treatment of mothers and their newborn babies 
to prevent mother to child transmission of HIV in the US, drew a categorically 
negative reply:  

Viramune is not FDA approved for the prevention of HIV in mother-to-child 
transmission, by itself or in combination with other drugs.  If used in this fashion, 
it would be an off-label use. Viramune is FDA approved for HIV infected, 
pediatric patients 2 years and above. It is not approved for use in the newborn at 
their time of birth to prevent whatever HIV is transmitted from the mother 
establishing itself as infection in the newborn.  

(j) The first report of HIVNET 012 in Lancet recorded that  

The rate of serious adverse events in the two groups [of babies] was similar up to 
the 18-month visit (19.8% in the zidovudine group. 20.5% in the nevirapine 
group), with the median age at last visit being 183 days … The most frequent 
cause of serious adverse events within 56 days of birth were sepsis, pneumonia, 
fever, congenital anomaly, asphyxia, and dyspnoea.  

Eighteen babies suffered maculopapular rash, and twenty-two anaemia.  

The frequency and severity of laboratory-detected toxic effects, including 
neutropenia, thrombocytopenia, and abnormalities in creatinine or bilrubin, were 
similar in the two groups. … 38 babies (6.8%) died (22 (7.9%) in the zidovudine 
group, 16 (5.7%) in the nevirapine group). The most frequent causes of death were 
pneumonia, followed by gastroenteritis, diarrhoea, dehydration and sepsis. 

(k) Although only clinically healthy mothers were accepted into HIVNET 012, almost 
six per cent of their babies treated with nevirapine died. 

(l) Even the strikingly high one-in-five incidence of serious adverse events among 
babies following nevirapine administration appears to have been under-reported: a 
press statement by the NIH on 22 March 2002 revealed that there had been 
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‘professional differences of opinion’ between the American researchers and the 
Ugandan hospital staff concerning what constituted a ‘serious adverse event’. 

(m) The HIVNET 012 researchers cautioned in their first report that ‘long term follow 
up of the babies remains a high priority to find out about possible long-term toxic 
effects’. In other words, without having first conducted conventional animal studies to 
determine the safety of nevirapine administration to neonates, the researchers were 
unperturbed by the ethical implications of conducting an open-ended medical 
experiment on African children to ‘find out’ whether they might be seriously and 
permanently injured by nevirapine’s ‘possible long-term toxic effects’. 

(n) It is apparent from their second report that whether the children treated with 
nevirapine suffered ‘possible long-term toxic effects’, perhaps sub-clinical in some 
cases, was not a matter given any close attention.  

(o) The likelihood that a dose of nevirapine will have significant toxicity for human 
neonates is predicted by the Physicians’ Desk Reference’s note that prenatal exposure 
in rodent studies resulted in ‘significant decrease in fetal body weight’.  

(p) One of the serious possible ‘long-term toxic effects’ of dosing neonates with 
nevirapine that the HIVNET 012 researchers did not entertain was its effect on 
neonatal brain development, particularly having regard to the note in the Physicians’ 
Desk Reference that ‘Animal studies have shown that nevirapine is widely distributed 
to nearly all tissues and readily crosses the blood-brain barrier.’ 

(q) The neurotoxicity of nevirapine was noted in the British Medical Journal on 13 
April 2002: Wise et al. reported Neuropsychiatric Complications Of Nevirapine 
Treatment in three cases in which adults attempted suicide following the development 
of ‘delirium, an organic affective state, and an organic psychosis’ evidenced by ‘low 
mood … cognitive impairment and clouding of consciousness … impaired 
consciousness … visual hallucinations … persecutory delusions and depressive 
thoughts’. The psychologists found that the ‘nevirapine treatment was clearly related 
to the evidence of symptoms’.  

(r) The particular vulnerability of neonates to neurotoxic chemicals is illustrated by 
the hexachlorophene debacle in the middle decades of the 20th century, in which an 
antiseptic in the dioxin class that was considered safe for inclusion in soap and talc for 
decades, with which babies used to be routinely washed and powdered after birth, was 
banned in the US in 1976 for inclusion in such products when it was finally identified 
as the cause of epileptic seizures and death among new-born babies – thirty-four at a 
Parisian Hospital in 1972. Subsequent infant autopsies and animal experiments 
confirmed the chemical’s activity as a nerve poison. (A six-year investigation 
published in 1978 found that nurses who routinely washed their hands with 
hexachlorophene solutions had borne an extraordinarily high number of deformed 
children.) 

(s) The risk that South African babies, born to mostly poor Black mothers, might 
suffer ‘possible long-term toxic effects’ from even a single dose of a drug as 
extremely poisonous as nevirapine administered shortly after birth cannot be 
underestimated – even if the percentage harmed might be low. Thalidomide, the most 
notorious pharmaceutical drug catastrophe in the modern era provides an object-
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lesson in this regard, albeit that the toxic drug exposure in question occurred earlier in 
the child’s development. Goth recounts in Medical Pharmacology (Mosby, 1984, 9th 
ed.): ‘The piperidinedione hypnotic thalidomide was responsible for thousands of 
children with disastrous defects such as absence of limbs. … Pregnant women 
ingesting a single hypnotic dose of the drug between the twenty-fourth and thirty-
sixth day of their pregnancy have delivered severely deformed babies.’ Having regard 
to how many thalidomide doses were ingested (taken alone or combined with aspirin 
and other drugs it was briefly a best-seller) it is noteworthy that the incidence of 
physical deformity was relatively rare: only about twenty thousand babies born 
deformed in the West. (No tally exists of babies killed in the womb – or of children 
crippled in developing countries.) As President Mbeki correctly pointed out in his 
letter to Judge Cameron on 15 March 2000: ‘Undoubtedly, such ‘consensus’ and 
‘available evidence’ [reflecting Cameron’s language] also existed on the use of 
thalidomide’. Between 1958 and 1962, relying on the manufacturer’s assurance that 
thalidomide ‘can be given with complete safety to pregnant women and nursing 
mothers without adverse effect on mother or child. ... a harmless, safe and effective 
sedative with no side effects. … Harmless even over a long period of use … 
completely harmless even for infants … Outstandingly safe’, doctors in turn 
effusively extolled the drug to pregnant women as both safe and effective. It is 
noteworthy that it was public and political pressure, and not medical reaction to the 
sudden spate of physical deformities, that led Chemie Grünenthal and British 
Distillers (Biochemicals) to withdraw the drug. 

(t) Not only newborn babies are at dire risk from exposure to nevirapine; according to 
a report in the Mail & Guardian in April 2002, a single dose administered to a woman 
in labour proved fatal. 

(u) Since the Physicians’ Desk Reference pertinently warns that ‘the safety profile of 
Viramune in neonates has not been established’, whether South African children 
suffer liver and other organ damage, and or brain damage and/or impairment – 
perhaps initially sub-clinical and only apparent in later years – on account of their 
exposure to nevirapine as babies will be only be evident in time, that is when 
Boehringer Ingelheim’s experiment upon them is complete. Another drug calamity 
serves as a precedent for the baleful potential in this regard:  

(v) Hundreds of thousands of women were medically advised to take the synthetic 
hormone diethylstilbestrol (DES) in the nineteen-fifties and sixties, advertised by its 
manufacturer ‘for routine prophylaxis in ALL pregnancies ... 96 per cent live delivery 
with desPLEX in one series of 1200 patients – bigger and stronger babies, too. No 
gastric or other side effects with desPLEX – in either high or low dosage.’ Thousands 
of women exposed to diethylstilbestrol in utero developed ordinarily very rare clear-
cell adenocarcinoma of their vaginas and cervixes in adulthood, and suffered 
structural changes in their reproductive organs (virilization), causing infertility, 
ectopic pregnancies, miscarriages, and preterm labour and deliveries. The damage 
caused by the drug only became evident decades after administration.  

(w) It is indeed so that expert medical opinion in South Africa strongly supports the 
continued use of nevirapine in maternity wards. In a striking departure from the basic 
principles of evidence-based medicine, local experts unanimously condemned 
Council’s decision to reject the corrupt HIVNET 012 data. For instance, Professor 
Jerry Coovadia, Professor of HIV/AIDS Research at the Nelson Mandela School of 
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Medicine, University of Natal called it ‘unscientific and downright perverse. … I 
think this is just such a dreadful mistake.’ Eighteen members of the executive 
committee of the Health Sciences faculty at the University of Cape Town issued a 
public protest:  

Deregistering nevirapine on unscientific grounds will be a devastating blow to our 
evolving Aids prevention programme and will be morally and ethically 
indefensible. If the council has any evidence to suggest that nevirapine is indeed 
toxic or not effective, then they should make such information available 
immediately. If not, they should refrain from creating the belief in the minds of 
the public that this proven and effective treatment is useless or even harmful. 

Dr Keith Bolton, chairman of the South African Paediatric Association opined equally 
frantically:  

I am convinced that millions of lives would be lost if this bungle is allowed to 
happen. … The executive committee of Sapa believes the efficacy and safety of 
Nevirapine usage, as part of a strategy for the prevention of transmission of HIV 
from mother to child, has been adequately established beyond reasonable doubt. 
We believe that failure to continue to administer Nevirapine at this time would 
constitute a dereliction of the ethical duties of individual health care professionals 
as well as an unconstitutional abdication of responsibilities of our health 
authorities. … We urge our members in the field to follow their conscience by 
utilising the accepted practice of providing Nevirapine as part of the PMTCT 
programme. In doing so they will dramatically and significantly lower the risk of 
transmission of HIV from mother to child and thus prevent most cases of 
childhood Aids. 

Yet another drug disaster, undoubtedly the worst in the history of medicine, is 
instructive here:  

(x) As late as 1939, the 24th edition of Hale-White’s Materia Medica: Pharmacy, 
Pharmacology and Therapeutics was still expressing the expert medical consensus 
that mercury is ‘one of the most valuable medicines we have. … Children take 
mercury very well.’ Any doctor today prescribing mercury – ranked by the University 
of Tennessee’s renowned Toxicology Center near plutonium as one of the most 
poisonous substances known to man – in even the smallest amount to anyone for 
whatever reason, would be probably be struck from the medical roll for dangerous 
professional incompetence. As a guide to deciding good drugs from bad ones – both 
useless and extremely dangerous – the prevailing expert medical consensus has 
consistently failed us.  

(y) It will be recalled that the HIVNET 012 researchers ascribed all the deaths of 
drug-treated babies in their study to HIV infection. No doubt similar conclusions are 
being drawn by South African doctors administering nevirapine under the country’s 
judicially ordered perinatal treatment programme when nevirapine-exposed babies fail 
to thrive, fall ill or die. Certainly this was the experience reported by people gravely 
harmed by nevirapine combined with other AIDS drugs in the local FTC 302 trial, 
aborted by order of Council in April 2000 after several fatalities: approached by 
injured trial-subjects, doctors conducting the study discounted the extreme toxicity 
symptoms they were suffering to the onset of AIDS.  
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(z) In 1554, in his textbook Universa Medica, French physician Jean Francois Fernel 
had already observed that nearly all the symptoms of tertiary syphilis (distal gangrene, 
paralysis and dementia before death) were really due to mercury poisoning. Yet four 
centuries later, the 13th edition of Black’s Medical Dictionary published in 1936 was 
still recommending: ‘In syphilis, mercurial preparations are very extensively used, 
and must be taken by the subjects of this disease over many months in order to render 
a cure likely.’ The tendency of medical practitioners to ascribe the toxic ill effects of 
their treatments to microbes, especially those to which their imaginations are in thrall 
in their particular era, is evidently an enduring one. 

Might we expect your replies within the next fourteen days? Please confirm by return. 

Yours faithfully 

 

ADV ANTHONY BRINK 
CONVENOR AND NATIONAL CHAIRMAN  
TREATMENT INFORMATION GROUP 

Postscript: This enquiry takes no account of manifestly spurious claims by provincial 
health officials published on the front-page of the Star on the 8th instant under the 
headline, ‘Nevirapine has in three years saved nearly 58 000 newborn babies in 
Gauteng from contracting HIV and Aids’. 

 

Annnexure ‘A’ 

Issues concerning perinatal nevirapine treatment 

Unanswered submission to the MCC on 6 August 2002 

1. The US Food and Drug Administration (FDA) licensed nevirapine on 21 June 
1996 in terms of an accelerated ‘fast-track’ licensing procedure, without a 
conventional full assessment of its safety and efficacy.  

2. Boehringer Ingelheim’s licence application to the FDA was based upon an 
indication that in combination with the nucleoside analogue drugs, AZT and ddI, 
nevirapine might possibly have some therapeutic value. 

3. This indication derived solely from the effect of a triple combination of the said 
drugs on a single surrogate marker for antiretroviral activity, CD4 cell counts. 

4. Nevirapine alone had no effect on CD4 cell counts, and combined only with AZT, 
the effect was negative. 

5. The FDA’s licence granted to Boehringer Ingelheim (BI) was provisional only. 

6. Confirmation of the provisional licence was dependent upon BI conducting further 
clinical studies and demonstrating that the drug has clinical benefits i.e. improves 
quality of life and or extends life.  

 11



7. The provisional licence for nevirapine was furthermore subject to restrictive 
conditions concerning marketing and prescription, inasmuch as the FDA approved 
the supply of the drug in combination with nucleoside analogue drugs only, and 
not for prescription solo. 

8. Nevirapine was approved for use only in adults demonstrating clinical and/or 
immunological deterioration. 

9. BI was granted provisional licences subject to similar conditions by the European 
Agency for the Evaluation of Medicinal Products (EMEA) on 5 February 1998 
and by the Therapeutic Products Programme (TPP) of Health Canada on 17 
September 1998. 

10. Before the grant of a provisional, conditional licence in Canada, nevirapine had 
twice been rejected by the Canadian TPP due to ‘an absence of scientific evidence 
of efficacy and..concerns about safety’. 

11. The TPP in Canada continues to have ‘outstanding concerns about efficacy 
associated with this drug’. 

12. To date, BI has yet to demonstrate to the FDA, the EMEA or the TPP that the 
administration of nevirapine has any clinical benefits. 

13. Accordingly, the licences granted in all these jurisdictions remain provisional and 
have still to be confirmed. 

14. High rates of severe hepatic and dermatological toxicities, all life threatening and 
some fatal, led the EMEA and the FDA to issue special safety alerts about 
nevirapine in April and November 2000 respectively. 

15. On account of its severe toxicity, nevirapine is categorised by the EMEA in its 
register of approved drugs for prescription only to persons with ‘pronounced 
immunological and/or clinical deterioration’ – in other words, as drug of last 
resort. 

16. On 5 January 2001 the US Centers for Disease Control (CDC) contraindicated the 
administration of nevirapine even for short term administration as an anti-HIV 
prophylactic to medical workers suffering needle-stick injuries, in view of reports 
fielded by MedWatch (the FDA’s drug toxicity reporting system) of the drug’s 
life-threatening acute hepatic toxicity, in at least one case requiring liver 
transplant, after an average of just two weeks of nevirapine treatment. 

17. Nevirapine is a chemotherapeutic drug, and is categorised as such by its 
manufacturer Boehringer Ingelheim (BI).  

18. All chemotherapeutic drugs have significant cytotoxic activities. 

19. It is not conventional to administer chemotherapeutic agents to pregnant women 
or neonates, in view of their known hazards. 

20. Because neonates are incomparably more susceptible to drug toxicity than adults, 
reducing an adult dose of a dangerous drug per body weight for a neonate does not 
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result in a correlative reduction of risk level for drug-injury or fatality. In Clinical 
Management of Poisoning and Drug Overdose (WB Saunders, 1998), Haddad et 
al sum up: ‘The physiology of the newborn is unique [in the manner in which 
‘drugs are absorbed, distributed, metabolized and excreted’], and organs that have 
an important role in susceptibility to and the moderation of toxic reactions, such as 
the liver and kidney, are immature in their function. As a result, the manner in 
which the neonate handles a toxic exposure is frequently quite different from the 
response of an older child or adult.’  

21. BI claims that ‘nevirapine binds to reverse transcriptase’ and that ‘eukaryotic 
DNA polymerases (such as human DNA polymerases α, β, γ, or δ) are not 
inhibited by nevirapine’. 

22. The implication of these claims is that nevirapine specifically inhibits the 
retrotranscription of HIV RNA, does not inhibit cellular DNA formation, and is 
harmless to human cells. 

23. BI’s implicit claims about the specific antagonism of nevirapine for HIV are 
indefensible, given that (i) reverse transcriptase is not unique to retroviruses, and 
is a component of uninfected human cells; (ii) the extreme cellular toxicity of 
nevirapine has manifested in numerous ‘severe and life-threatening’ ill effects, 
‘including fatal cases’.  

24. In other words, whatever its notional, potential antiviral activity in vivo, 
nevirapine has known profound general human systemic toxicity, presenting in a 
broad range of dangerous ill effects, as set out in extensively detailed warnings in 
the nevirapine package insert approved by the South African Medicines Control 
Council (MCC) on 14 April 2000. These severe toxicity warnings are summarised 
and emphasized in special hazard notices set in boxed, bold typeface against 
conspicuous highlighted grey backgrounds. 

25. BI has yet to show that nevirapine has any antiviral activity in vivo: ‘The 
relationship between in vitro susceptibility of HIV-1 to nevirapine and the 
inhibition of HIV-replication in humans has not been established’ and ‘At present 
there are no results from controlled clinical trials evaluating the effect of 
VIRAMUNE in combination with other antiretroviral agents on the clinical 
progression of HIV-1 infection, such as the incidence of opportunistic infections 
or survival.’ 

26. The MCC granted a provisional licence to BI to supply nevirapine for 
administration to HIV-positive pregnant women in January 2001. 

27. The basis of BI’s application to the MCC for a licence to supply nevirapine for 
this particular indication was a single study reported in Lancet on 4 September 
1999, Intrapartum and neonatal single-dose nevirapine compared with zidovudine 
for prevention of mother-to-child transmission of HIV-1 in Kampala, Uganda: 
HIVNET 012 randomised trial. 

28. BI, represented by Kevin Dransfield BS, participated directly in the conduct of 
HIVNET 012. 
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29. Following publication of the HIVNET 012 report, BI successfully relied upon it to 
win licences in numerous developing countries for the supply of nevirapine as a 
perinatal anti-HIV prophylactic. 

30. BI is currently promoting nevirapine by way of ‘donations’ in these countries to 
establish its future market. 

31. Nevirapine is not licensed for perinatal administration in the US, Europe or 
Canada, or in any other First World country. 

32. Relying solely on the results of HIVNET 012, BI applied to the FDA for an 
extended licence to market nevirapine as a perinatal anti-HIV prophylactic.  

33. When the FDA called for the production of the original 645 medical case files in 
HIVNET 012 for examination and auditing, in order to process BI’s licence 
application based on the study, the trial overseers were unable to produce them. 

34. On 3 April 2002 the Kampala Monitor reported Professor Geoffrey Mmiro of 
Mulago Hospital in Kampala, one of the Ugandan overseers of HIVNET 012, 
stating that he had only been able to locate 100 of the files that the FDA had called 
for. 

35. The unavailability of the files and the consequent inability of the FDA to review 
the conduct of HIVNET 012, and the integrity of its reported data, stymied the 
processing of the extended licence application, and on 22 March 2002 BI 
withdrew it accordingly. 

36. The ‘potentially quite serious’ problems with HIVNET 012, as FDA spokesman 
Jason Brodsky described them in the press, went beyond the missing original case 
files and the consequent unverifiability of the researchers’ efficacy claims, in that 
John LaMontagne, Deputy Director of the National Institute of Allergies and 
Infectious Diseases (NIAID), a branch of the National Institutes of Health (NIH) 
of the US Department of Health and Human Services, revealed further in a press 
statement that there were often ‘differences of professional opinion’ between the 
American and Ugandan researchers, concerning the incidence of serious toxic 
reactions among mothers and babies given a single dose of nevirapine. 

37. The researchers’ claim in the report of the study that nevirapine apparently 
‘seemed safe’ is rendered insecure by these frequent ‘differences of professional 
opinion’ about the incidence and gravity of toxic reactions, revealed by 
LaMontagne, but not mentioned in the trial report.  

38. The data reported by the HIVNET 012 researchers founding their conclusions 
about the safety of perinatal nevirapine administration is accordingly 
compromised and cannot be relied upon for drawing any conclusion at all, other 
than that the safety of perinatal nevirapine remains moot. 

39. The missing medical case files renders the ‘differences of professional opinion’ in 
the critical matter of the safety of nevirapine for pregnant women and their babies 
impossible to resolve. 

 14



40. Unless and until all the original case files are produced for auditing, the FDA will 
not accept the trial overseers’ reported claims about either the safety or the 
efficacy of nevirapine in perinatal situations. 

41. The original records appear no longer to exist, given that LaMontagne claimed in 
press statements that ‘[There are] differences in the way hospitals in Uganda keep 
records and the requirements of the FDA’, which, ‘quite rightly has a rigorous 
standard’ and that the records will need to be ‘reconstructed’. This contradicts 
Mmiro’s allegation that the missing files are ‘stacked up in a container due to the 
ongoing rehabilitation at the hospital’. LaMontagne also made the claim, 
contradicting both Mmiro and himself, that the files are scattered over three 
different sites – Seattle, Baltimore and Uganda i.e. by implication, still exist. 

42. NIAD’s interest in defending HIVNET 012 derives from the fact that NIAID 
researchers (Fowler, Miotti) participated in the conduct of the trial, and NIAID 
sponsored its cost. Other US federal health officials from the NIH (Mofenson) and 
the HIVNET Statistical Center (Fleming, Deseyve, Emel) also participated. To the 
extent that the American government was directly involved in the study and paid 
for it, considerable prestige is at stake, thus accounting for La Montagne’s less 
than forthright statements concerning the fatal trouble with the study. 

43. On the basis of HIVNET 012, and its endorsement by NIAID, the World Health 
Organisation (WHO) recommends the perinatal administration of nevirapine in the 
Third World. 

44. The negative ramifications of the missing source data for the integrity of the 
study, on the basis of which the WHO supports perinatal nevirapine treatment, are 
obviously very far-reaching. 

45. Although only clinically healthy pregnant women were accepted into the trial, 
approximately seven per cent of the drug-exposed babies reportedly died. 

46. The strikingly high mortality rate among treated babies does not support the 
conclusion that nevirapine administered perinatally ‘seemed safe’ for them. 

47. Since there was no placebo wing to the study, it was not possible to make a 
relative mortality comparison, and the tentative conclusion that nevirapine 
‘seemed safe’ for babies has no proper foundation accordingly. 

48. No controlled, blinded epidemiological study has ever been performed anywhere 
in the world to establish the mortality rate among children born to HIV-positive 
mothers versus HIV-negative mothers, and consequently, fatal nevirapine toxicity 
is an equal contender with any other speculative cause for the seven per cent death 
rate noted among treated babies. 

49. The conclusion that the drug ‘seemed safe’ is also irreconcilable with the fact that 
80 per cent of clinically healthy mothers exposed to a single dose of nevirapine 
suffered ‘clinical or laboratory abnormalities’ (not specified in the report), twenty 
per cent developed viral or bacterial infections, 15 per cent parasitic infections, 13 
per cent anaemia and about 5 per cent severe adverse events. Given the well-
established acute toxicity of nevirapine, the aforementioned data support a 
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conclusion contrary to the one reported, namely, ‘No adverse event was definitely 
or probably related to the study drugs.’ It is trite that patients exposed to 
chemotherapeutic agents risk greatly increased susceptibility to infections. The 
absence of placebo and untreated cohorts in the study for comparative purposes 
renders the reported conclusion invalid, or at minimum merely unsupported 
opinion. 

50. In April 2002 the Mail & Guardian reported a case of a pregnant South African 
black woman killed by a single dose of nevirapine.  

51. Nevirapine was officially identified as the likely cause of death in at least two of 
the several fatalities that occurred in 2000/2001 among women on the FTC 302 
trial conducted at Kalafong Hospital, Pretoria. 

52. LaMontagne’s press statement that nevirapine is ‘a very, very safe drug’ is 
inconsistent with its widely and officially recognised serious toxicity profile, and 
is insupportable. 

53. Based upon LaMontagne’s press statements, the assertions of the WHO and other 
bodies that there is no cause to question the safety and efficacy of nevirapine for 
perinatal administration, notwithstanding BI’s withdrawal of its extended licence 
application to the FDA, are a fortiori equally vacant and indefensible. 

54. The short- and mid-term safety of nevirapine for babies remains unascertained. 

55. The HIVNET 012 researchers themselves recommended that the long-term effect 
of exposing a baby to nevirapine should be researched, and to date it remains 
unknown. 

56. LaMontagne’s press statement that ‘There is no question that the drug works’ is 
inconsistent with the fact that the majority of the original HIVNET 012 case files 
are missing, ipso facto placing the trial overseers’ efficacy claims for perinatal 
nevirapine administration in question in the view of the FDA. 

57. The HIVNET 012 researchers failed to observe a single one of the essential 
prerequisites for a valid clinical drug trial, as reflected in the original protocol 
drawn for the conduct of the trial. 

58. It was not blinded. 

59. It was not placebo-controlled. 

60. It contained no untreated cohort (neither on test drug, nor placebo, the importance 
of which has been stressed by the CDC). 

61. It comprised a little over a third of the originally intended number of trial subjects, 
thus greatly reducing the statistical cogency of its results. 

62. It was not properly randomised, inasmuch as two distinct testing protocols for 
determining HIV infection among pregnant women were reported: On one hand, 
subjects for the study were drawn from pregnant ‘women attending antenatal 
clinics at Mulago Hospital in Kampala, Uganda..screened for HIV-1 infection by 
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EIA [ELISA] for HIV-1 antibody. If a woman tested positive, she received post-
test counselling about her infection status and was informed about the opportunity 
to enrol in HIVNET 012’. In other words, women reactive to a single ELISA HIV 
antibody test were diagnosed HIV-infected, told so, and invited to enrol in the 
trial. However the next sentence of the report states: ‘Women were eligible for the 
study if: they..were positive on EIA and western blot for HIV-1 antibody.’ 

63. AIDS experts in the First World universally agree that a single reactive ELISA 
HIV antibody test result is an inadequate basis upon which to make a diagnosis of 
HIV infection, and require confirmation by follow-up testing. 

64. Subsequent negative or indeterminate western blot test results exclude a 
significant number reactive ELISAs. 

65. ‘13 839 [women were] tested for HIV-1. 2144 [were noted as] with positive HIV-
1 test. 1499 [were] excluded [i.e. about 70 per cent]. 645 mothers randomised.’ In 
other words, about 70 per cent of women ‘told of their infection status’ on the 
basis of a ‘positive HIV-1 test’ were excluded, among whom were an unreported 
number with negative or indeterminate western blot test results. 

66. The necessary conclusion is that an unknown number of women who were ‘told of 
their infection status’, and were ‘counselled’ accordingly because they had a 
‘positive HIV-1 test’, were not infected. 

67. It is impossible to establish from the report how many women ‘with positive HIV-
1 test’ and ‘told of their infection status’, who participated in the study, were 
enrolled without a western blot test performed on them. 

68. It is similarly impossible to tell how many would have been negative or 
indeterminate upon subsequent western blot testing. 

69. In any event, a positive western blot for ‘HIV antibodies’ itself does not in fact 
establish or confirm HIV infection: The specificity of HIV antibody tests, be they 
ELISA or western blot, has never been established by reference to the gold 
standard of HIV isolated from patient blood plasma by purification and electron 
photomicrograph verification; the positive predictive value of such tests is 
impossible to compute without knowledge of the prior probability of infection, 
based on the infection rate of the ‘risk group’ to which the patient belongs 
(determined by some other testing method); antibodies are inherently polyclonal 
and frequently exhibit as much if not a higher affinity for antigens other than those 
that putatively generated their production; and all the proteins employed in 
antibody tests, assumed by AIDS experts to be uniquely constituent of HIV, are 
demonstrably cellular, not retroviral – the necessary corollary being that high 
levels of ‘HIV antibodies’ detected by ELISA and western blot tests are actually 
auto-antibodies to endogenous human proteins, or antibodies to common 
mycobacterial and fungal organisms. 

70. The possibility that uninfected women entered the trial corrupted it completely 
and vitiated its conclusions. 
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71. The HIVNET 012 researchers employed RNA-based qualitative and quantitative 
assays manufactured by Roche Diagnostics to diagnose and confirm HIV infection 
in babies, in contravention of the manufacturer’s express prohibitions against such 
uses, in view of their unknown specificity, thereby rendering meaningless the 
transmission rate data reported in the study. 

72. The only RNA-based HIV assay approved by the FDA for use in clinical settings 
in the US is Roche Diagnostics’s quantitative RNA assay, licensed for 
determining ‘viral load’ only – after HIV infection has been established by way of 
antibody testing. 

73. In terms of its current AIDS surveillance definition, the CDC inexplicably permits 
the use of RNA assays for determining mother-to-child HIV transmission in 
babies (but not infection via contaminated blood transfusion or any other source). 

74. The CDC has stated that it supports such use of the assay for ‘surveillance 
purposes’ only, and not for making a ‘clinical diagnosis’. 

75. The CDC has been unable to explain how and why RNA-based assays, too non-
specific even for anonymous blood screening, and consequently prohibited for 
diagnosing and confirming HIV infection in adults and children, could and would 
be accurate and reliable for neonates infected by their mothers at birth or by breast 
feeding, but not by other means; nor has it been able to explain why an RNA-
based assay should be good for determining mother-to-child HIV infection for 
surveillance purposes, but not clinical purposes, and why there should be any 
difference (since a baby is either infected or it isn’t, and if the test is unreliable for 
one purpose, it can’t be reliable for another). 

76. Neither Roche Diagnostics nor the FDA permit the exception allowed by the 
CDC. 

77. The HIVNET 012 researchers’ other basis for confirming HIV infection, namely 
the simple fact of neonate death without regard to the actual cause, be it 
pneumonia, gastroenteritis, diarrhoea, dehydration, sepsis (as reported), or toxic 
drug reaction (acute, or leading to the development of these conditions) was 
manifestly incompetent. 

78. The extent to which the trial results were further corrupted by illegitimately 
treating neonate death per se as confirmation of HIV infection, as suggested by an 
experimental qualitative RNA test, cannot be determined because the report does 
not provide the figures. 

79. Although the HIVNET 012 researchers stipulated that absolute prerequisites for 
the efficacy of perinatal nevirapine administration were reduction of maternal 
viral load, alternatively, attaining virustatic concentrations in neonates, nevirapine 
failed on both scores in the trial: It neither reduced maternal viral load, nor did the 
doses given attain in vivo inhibition concentrations (IC50) in any child. 
(Apparently ignorant of the IC50 of nevirapine in vivo as determined by Havlir et 
al in 1995, the HIVNET 012 researchers arbitrarily picked a notional in vivo value 
for their clinical trial ten times the in vitro value originally determined by BI – but 
orders of magnitude below the in vivo value determined by Havlir et al.) 
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80. The HIVNET 012 researchers’ positive claims for perinatal nevirapine efficacy 
are irreconcilable with the fact that neither prerequisite for perinatal efficacy of 
nevirapine was met in the trial. 

81. The foundational assumption made by the HIVNET 012 researchers in proposing 
the experimental administration of nevirapine at the onset of labour was that 
‘Most vertical transmission occurs during active labour because of maternal blood 
transfusions to neonates and direct exposure to virus during passage through the 
birth canal.’ However the two studies cited in the report in support of the 
hypothesis do not prove it and are tentative only. 

82. The organising hypothesis of the HIVNET 012 experiment was therefore merely 
speculative. That the hypothesis is bad is borne out by the fact that throughout 
their pregnancies mothers and foetuses share the same fluids. Any virus with 
which the mother is infected would therefore have nine months to reach and infect 
the child, not just a few hours of labour via the speculative vectors proposed by 
the HIVNET 012 researchers. In the premises, administering nevirapine at the 
onset of labour to prevent HIV transmission must invariably be too late. 

83. The HIVNET 012 researchers failed to take account of the fact that it takes an 
average of 4.6 hours for an oral dose of 200 mg to reach its maximum 
concentration in the blood. Since women generally deliver at between 0.9 and 10.5 
hours after dosing, and nevirapine takes between 1-8 hours to reach maximum 
plasma concentration, an unascertained number must give birth before the target 
concentration can be reached. Accordingly, a single dose of nevirapine 
administered to women going into labour will, on average, always be too late to 
prevent transmission for about half of them. 

84. The fundamental flaws in the design and execution of the HIVNET 012 study, 
evident from the report of the trial itself, even without regard to the contents of the 
missing case files, are inconsistent with LaMontagne’s loose statements that: 
‘There is absolutely no evidence that I know of that the effectiveness of 
nevirapine..has been compromised … There is no question that the drug works. … 
We believe the studies were done to extremely high standards and that they were 
done properly and ethically. … I don’t think that anyone is alleging that anything 
was improperly done.’ On a considered analysis, the HIVNET 012 clinical drug 
trial was so radically flawed in its design, conduct and interpretation that no drug 
licensing authority acting reasonably can accord it any weight. 

85. The implications for the South African public of the unverifiability of the reported 
data in HIVNET 012, and their worthlessness on their face in any event, are that, 
in terms of a wide-scale court-mandated programme, South African women and 
their babies are to be treated with a profoundly poisonous chemical compound 
having no proven clinical benefits. 

86. The hearings of both the High Court application for a mandamus to enforce this 
programme, as well as the Constitutional Court appeal against it, proceeded from 
the premise that HIVNET 012 established the safety and efficacy of nevirapine. 

87. The failure of the State’s legal representatives to argue the root flaws of HIVNET 
012, rendering its positive conclusions for perinatal nevirapine treatment 
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completely invalid, resulted in the High and Constitutional Courts proceeding 
from a foundation of agreed facts that were fallacious, and both Courts were 
fundamentally misdirected on the facts accordingly. 

88. The perinatal administration of nevirapine to pregnant HIV-positive women and 
their babies in South Africa will result in an unacceptable and pointless hazard to 
them. 

89. No effective machinery exists in South Africa, akin to MedWatch established by 
the FDA in the US, for monitoring the predictable harm caused by the perinatal 
administration of nevirapine to mothers going into labour and then their babies 
after birth. 

90. The victims of this programme will almost exclusively be poor black women and 
their children, whose special vulnerability to the well established profound 
toxicity of nevirapine is likely to be exacerbated by their poverty-weakened 
health. 

91. Since the benefits, if any, and the full extent of the harmfulness of nevirapine to 
this especially vulnerable class of people have yet to be defined, a programme of 
nevirapine administration to poor black women and their babies across the country 
amounts to an open-ended, dangerous experiment upon them. 

92. In the gamble, nevirapine manufacturer BI stands to make a certain financial gain, 
whereas poor black South African women and their babies stand to lose their lives 
and their health by way of acute toxic insult or the consequent onset of life-
threatening opportunistic infections, inter alia, that are the well-known 
concomitants of exposure to chemotherapeutic agents. 

93. In the situation, the perinatal administration of nevirapine in Such Africa is a 
violation of the Hippocratic Oath, and of international medical conventions 
concerning medical experiments on humans. 

94. It is unreasonable and indefensible that a toxic drug not approved anywhere in the 
First World for perinatal administration, should be supplied to poor black women 
and their babies in South Africa on the false premise that it has been shown to be 
both effective and safe. 

95. None of the 53 countries named by BI in a list it supplied to the MCC on 22 April 
2002, in which nevirapine is licensed for perinatal administration, are modern 
First World industrial countries falling within the ‘north’ of the north/south 
development divide. In plain terms and in practical effect, nevirapine is not 
considered fit for perinatal administration to whites. 

96. The pharmaceutical industry’s persistent promotion of dangerous drugs in the 
‘south’ for indications prohibited in the ‘north’ is a well-documented, 
unconscionable abuse of vulnerable markets. 

97. If nevirapine is not accepted by the drug licensing authorities of any First World 
countries as safe and effective for perinatal use, there can be no reasonable 
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justification for the MCC applying a lower standard when assessing its safety and 
efficacy. 

98. Nevirapine is omitted from the CDC’s latest revised recommendations for 
preventing perinatal HIV transmission, issued on 17 May 2002. This implies that 
in the view of the CDC, HIVNET 012 does not establish the efficacy and safety of 
nevirapine for pregnant women and their babies in America. 

99. Having regard to the foregoing, a failure by the MCC to intervene by withdrawing 
BI’s provisional licence to supply nevirapine for perinatal administration in South 
Africa, alternatively, suspending it pro tem, will constitute an unreasonable breach 
of its statutory duties to the South African public to protect it from the sale of 
useless and harmful medicines, alternatively, medicines that have not been shown 
to be both effective and reasonably safe. I am advised that such dereliction would 
be unlawful and would consequently be subject to judicial review and compulsion. 

100. I am further advised that any ‘Informed Consent’ to nevirapine treatment and its 
risks granted by any pregnant woman treated at a public hospital, who has not 
been fully informed of all the facts detailed herein, will be idle, and any harm 
suffered through nevirapine exposure will consequently be actionable, i.e. unless 
patients are so informed, the state will face massive exposure to civil liability for 
damages in a potentially limitless and uncontainable run of toxic tort actions, 
brought by women and children injured by perinatal nevirapine treatment, whether 
the injuries be fatal or slight, immediate or long-term. 

_______________________________ 

SAM MHLONGO 
Professor and Head of Department 
Family Medicine and Primary Health Care 
Medical University of South Africa  
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