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Chigwedere et al. are essentially number crunchiiémsy do not contribute new data,
and they do not re-interpret existing data. Thanppse in this paper was to quantify
alleged lost treatment benefits under the admatisin of former South African
President Thabo Mbeki. Because of the well-know&Glprinciple (garbage in,
garbage out) attendant on all such calculationsnaodeling in a study of this nature,
a minimum requirement is that the authors provideiantific rationale for their
choice of data going into their calculations. Thaimrcriteria by which Chigwedere et
al. choose their sources are what they claim tihéie “transparency”, “minimization
of assumptions” and “conservative[ness]”. Chigwedstral. refer to these as their
“overriding values”. In the following article, weskif those values are scientific, and
if Chigwedere et al. have adhered to them.

In their introduction Chigwedere et al. write:

We contend that the South African government actesia major obstacle in the provision of
medication to patients witlAIDS . . . The intention is to estimate only the lost benefif$ributable
to the decisions made by the leaders of the SouiicAn government. Our overriding values in
choosing methods were transparency and minimizatafrassumptions, and we were purposely
conservative.

In the context of apportioning blame, “transparérmcomes politician- or lawyer-
speak rather than a recognised scientific valuairvisation of assumptions, on the
other hand, is a scientific value, but here iinkéd to the value of being purposely
conservative. In science one does not achievegdaaescy or minimise assumptions
by choosing conservative estimates. The basic gssums on which estimates are
made — for instance that HIV causes AIDS — are thktte same whether the
estimate of total cases is high or low. Similanlymathematics or epidemiology one
does not arrive at the correct result by choosorngservative estimates for one’s
calculations.

Chigwedere et al. implicitly admit that their papeneither scientific nor an honest
attempt at arriving at correct figures. It is aherently biased indictment of named
individuals, purporting to quantify the scale degked culpability. That is what their
stated “values” are about, and that is how thgiepdas been used by critics of the
Mbeki administration’s AIDS policies.Irrespective of whatever merit their
calculations may have in the political or legalrexgethis scientifically pointless
guantification of guilt does not belong in a medjcarnal?
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With regard to transparency and minimisation otiagstions, a glance at the paper’s
references reveals such rhetoric as empty evets @whn terms. Consider as example
the touted conservative estimate of the lost benefiARVs:

we used the very conservative estimate of an avem@RYV treatment benefit of 6.7 years per patient.
Bachmanrf! determined that ARV for disease treatment would polong life by 6.7 years if provided late in
disease development and by 9.8 years if providedréar. This estimate is also lower than the low endf
average benefits (7.8-13.3 years) that have beendeéed for ARV treatment in the United States?

The 330,000 “lives lost” under President Mbeki eegpresent a 6.7-year shortening
of life-span, according to Chigwedere. How transpais the Bachmann et al
reference? Bachmann et al. write:

None of the latter three South African studies comared ARV with antibiotics or early

with late treatment. The present study was intendetb fill these gaps{...)Randomized trials in
African adults have shown antibiotics to be effectie, cotrimoxazole reducing morbidity or death
by 30% regardless of stage of HIV/AIDS (Grimwade &Swingler, 2003), and isoniazid reducing
tuberculosis incidence by 35% (Woldehanna & Volmink 2004)._ ARV has however not been
compared with cotrimoxazole or isoniazid in randonzed trials. The higher background risk of
infectious diseases such as tuberculosis in Southeifrica, and cost differences, impair the
generalizability of HIV/AIDS drug trials conducted in developed countries. A key question is the
optimal time to start treatment, especially consideng the long duration of treatment if effective,
and the high probability of developing ARV resistarce (Phillips et al., 2003). Quantitative models
can help synthesize and apply incomplete evidenda.the US, for example, Freedberg et al.
(2001) estimated that triple ARV started at a latestage of HIV/AIDS (CD4_87 cells/ml) could
prolong life by about 1.3 discounted QALYSs.

Bachmann et al. substitute models, partly baseabservations in Europe and the
US, for clinical trials in order to make up for timsufficient data. In other words, the
respective benefits of ARV and antibiotics arriadre not the direct result of
clinical trials in Africa. Perhaps this is why Chigdere et al. feel they have to make
the case that observations in the US and Europeneant to South Africa:

Primary studies done in Africa (including South Afra), a meta-analysis, and a comparison with the
developed countries show that other than increasealrtality at the start of treatment, patient
responses to ARV treatment in Africa are similartitose observed in the developed world.20

The reference here is Bratstein et alho write:

Mortality rates of HIV-infected patients from low-i ncome settings in Africa, South America, and
Asia fell substantially within the first few months of HAART, and approached those seen in
Western Europe and North America after 4—6 months Patients in low-income settings started
treatment with considerably more advanced immunode€iency than those from industrialised
countries, but virological and immunological respose to HAART were similar in both settings

By mortality rates in low-income settings “approechthose seen in high-income
settings” is meant that mortality rates per 100&pe-years during the first 6 months
of treatment were 353 to 24, whereas in the lasbfths it fell to 27to 16. In other
words, the mortality rate in low-income setting fiom almost 15 times higher than
high-income settings in months 1-6 to about 35%&ign months 6-12. Although

one can use the word “approaching” in the sendethieadifferences become less over
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time, there is nothing in this to suggest any sanity between mortality in low-
income and high-income settings. Chigwedere ataaisequently have no basis for
making this claim, and their conflation of “pati@esponses” in terms of molecular
markers with clinical endpoints is highly misleaglin

In order to impress the reader with the consereaegs of their chosen 6.7 year
treatment benefit estimate, Chigwedere et al. coegaawith Walensky et al., who,
as we saw above, estimate 7.8-13.8 saved life-yeafsmerican HIV positives,
where Bachman et al. have 6.7-9.8 life-years farilacome settings.

However, the same ART Cohort Collaboration, whiobvpded the 6.7-9.8 life-years
estimate for low-income settings tells us in anoffapef, that survival benefifor
HIV positives infected at age 20 in Europe anduWiseincreased from 26 life-years to
39 life-years between 1996-2005. This is corroleatdty Lohse et &.who

estimate that a 25 year old newly diagnosed HI\Mtpasbetween 2000-2005 in
Denmark could expect an average 22.5 years ofhalvenefit . Where Walensky et
al. estimated that the survival benefit increasethf8.2 life-years in 1996 to 13.3
life-years by 2003, Lohse et al. saw an increas@ ft2.5 life-years in the period
1997-1999 to 22.5 in the period 2000-2005. Notathlg,Danish study included all
patients, regardless of “such prognostic factorS[24-positive cell count, HIV RNA,
disease stage, history of AIDS treatment adheremdane receiving HAART”.
Individuals with no known hepatitis C infection h2d years of estimated survival
benefit.

Why did Chigwedere et al not report the life-expecty estimates for high-income
settings from the same cohort collaboration theadue argue that patient response to
ARV is similar in high and low-income settings? Qrasm only assume that in this
case they were being “purposely conservative” t@arihe reader accept that survival
benefits of HAART in South Africa are similar toettUS and Europe.

In another paper from the ART Cohort Collaboratwhijch, as we saw above,
reported 13 years increase in life-expectancy batvi®96-2005, the researchers
struggled to find statistically significant increais survival rates when examining
first and second-year mortality in the US and Eesopcohorts. As can be seen in the
tables below, the only possibly significant dropmortality between 1997-2003 is in
the last year of observation, prompting the authminclude:

INTERPRETATION: Virological response after startinddAART improved over calendar years, but
such improvement has not translated into a decreaseortality.

First-Year Mortality

1995/96: total n=1232 / #deaths=27 (2.2%)
1997: 4785 / 98 (2.1%)

6 Antiretroviral Therapy Cohort Collaboratidrife expectancy of individuals on combination attioviral
therapy in high-income countries: a collaborativeadysis of 14 cohort studies.

7 Survival benefit is arrived at by subtractingreated average time from untreated HIV infectiomléeath (10
yrs.) from the estimated life expectancy on HAARSInce this study deals with general life expectaany since
it is well known that HIV positives are in highkigroups for life-style diseases, suicides et&,dbtimated
survival benefit of ARVs is likely understated.
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1998: 4583 / 85 (1.9%)
1999: 3699 / 67 (1.8%)
2000: 3203 / 63 (2.0%)
2001: 2783 / 49 (1.8%)
2002/3: 1932 / 25 (1.3%)

Second-Year Mortality (cumulative)

1995/96: 1232 / 53 (4.3%)
1997: 4785 / 151 (3.2%)
1998: 4583 / 144 (3.1%)
1999: 3699 / 109 (3.0%)
2000: 3203 / 99 (3.1%)
2001: 2783 / 69 (2.5%)

A commentary inThe Lancesuggests that the surprising outcome was duede la
part to increased tuberculosis incidence, stemrnorg migration from Third World
countries, including African countries, and a chaimgstudy population
characteristics towards more females and more dsxruals.

Importantly, the recent increase in AIDS risk seethtargely because of increased tuberculosis
incidence. Another major feature of the study, atfte probable explanation for these somewhat
paradoxical trends, was the changing characteristiof the study population: from 1995-96 to 2002—
03, large increases in female (16% to 32%) and hesexual (20% to 47%) proportions were
balanced by a declining male homosexual proporti@6% to 34%). A major shift in antiretroviral
class was also seen, with use of non-nucleosiderse-transcriptase inhibitors increasing from 2%
to 40% and regimens based on protease inhibitorslidéng from 95% to 45%. Although data on
country of birth were not available, given migratigpatterns to the countries involved, the increased
incidence of tuberculosis probably reflected highgmoportions of study participants born in regions
with a high prevalence of tuberculosis. We have sholarge contrasts in the spectrum of
opportunistic disease by country of birth in the stwalian HIV-infected population, especially the
higher risk of tuberculosis in individuals born irfrica and Asia®®

In other words, a trend towards just three of theracteristics of South Africa’s HIV
positive population is thought to have offset altralsthe expected positive results of
improved HAART therapy in Europe and North Ameriicdhe first and second years
of observation. If this is indeed the case, oneldienpect a similar trend to continue
to exert a strong influence on the results of tneat in South Africa beyond the
established higher mortality in the first year AAART. Thus, in order to explain

poor results, these researchers do not hesitatantoadict the conclusion thpatient
responses to ARV treatment in Africa are similatitose observed in the developed
world.

Comparisons not only between South Africa and itréalised nations, but also
between various demographics and time periodsaaifedm “transparent®. The

authors olLife expectancy of individuals on combination agttioviral therapy in
high-income countriegtroduce their study thus:

Combination antiretroviral therapy has led to sididant increases in survival and quality of life,ub
at a population-level the effect on life expectanisynot well understood.

How, then, could it be well understood in low-inc®settings?
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Moreover, the calculations of survival benefit/ldepectancy are all projections into
the unknown, replete with untested assumptionstBloslies estimate life
expectancies for HIV positives far greater thandheation of the entire HIV/AIDS
era, including the HAART era. Lohse et al. recogritgs in their disclaimer:
“survival predictions were based on the assumphahthe observed mortality rates
also would apply in subsequent years”.

Chigwedere et al. mention none of these unceresninstead they cherry-pick
references in an attempt to persuade the readeththfigures going into their
calculations carry with them a degree of certaiatyd deceptively pretend that their
arbitrarily applied “conservativeness” criteriamganingful, even on its own terms.



