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Significance

Tuberculosis (TB) is still the leading cause of death from a single infectious agent. To cut the TB
incidence rate by 80% between 2015 and 2030, in line with the WHO End TB Strategy, demands
a five-fold increase in the rate of decline worldwide, from 2% to 10%/year. We find that the
reduction in TB incidence rate in 12 African countries, at up to 8%/year, is due mainly to the
expanded provision of antiretroviral therapy (ART) to people living with HIV, rather than to
improvements in the treatment of TB infection and disease. ART should remain central to TB
control where rates of TB-HIV coinfection are high, but new efforts are needed to maximize the
direct benefits of treating TB infection and disease.

Abstract

The incidence of tuberculosis (TB) in southern and eastern Africa was driven sharply
upwards during 1980s and 1990s by coinfection with Mycobacterium tuberculosis and the
human immunodeficiency virus (HIV). Although drug treatments for TB infection
(isoniazid preventive therapy) and disease (combinations of TB drugs) can reduce TB
incidence if implemented effectively, we find that antiretroviral therapy (ART) given to
people with HIV infection was strongly and systematically associated with the accelerated
decline of TB in 12 of the worst affected African countries between 2003 and 2016.
Inferring that ART was a significant cause of TB decline, ART prevented approximately
1.88 = 0.23 million HIV-positive TB cases, or 15.7 = 1.9 percent of the total number
expected. There is no evidence that drug treatment of TB infection (IPT) or disease
(combination chemotherapy) played more than a minor role in accelerating TB decline
after 2003. In these 12 countries, over the period 2003-16, ART made a major contribution
towards achieving international targets for the reduction of TB incidence.
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Among people infected with Mycobacterium tuberculosis, co-infection with the human
immunodeficiency virus (HIV) carries a 10- to 15-fold risk of developing tuberculosis disease
(TB) (1-3). As HIV infection spread through the populations of southern and eastern Africa from
the 1980s onwards, the worst affected countries, including Botswana, Lesotho and Swaziland,
have reported national adult (15-49 years) HIV prevalence rates over 20% and exceptionally
high TB incidence rates above 500/100,000 population/year (Table 1, columns 3 and 5). Across
the whole of Africa in 2016, there were an estimated 764,000 new cases of TB among people
living with HIV (PLHIV) leading to 320,000 deaths (4).

To reduce the incidence of TB in populations with high rates of M. tuberculosis and HIV
coinfection, the World Health Organization (WHO) and the Joint United Nations Programme on
HIV/AIDS (UNAIDS) recommend primarily drug treatments to prevent TB disease (isoniazid
preventive therapy, IPT, acting on M. tuberculosis infection, and antiretroviral therapy, ART,
acting on HIV infection) and to prevent the further transmission of infection from HIV-positive
and HIV-negative patients with TB disease (combinations of TB drugs) (4, 5). The efficacy of
these treatments has been demonstrated in experimental and observational studies (6-11) and
they have the potential markedly to reduce incidence nationally if high rates of coverage can be
achieved in target populations (1, 2, 12-14).

In view of these empirical studies and forecasts, the purpose of the present retrospective analysis
is to investigate, drawing on data collected annually since 1990, which of these recommended
methods have in practice had the greatest impact on TB incidence in 12 African countries that
carry high burdens of TB linked to HIV infection (SI Appendix, Fig. S1).

Fig. 1 illustrates for two countries, Botswana and South Africa, the time course of TB and HIV
epidemics and their control measures between 1990 and 2016 (epidemic trajectories for all 12
countries are shown in the SI Appendix, Fig S2). The numbers of TB cases reported each year
increased following the rise of HIV incidence and prevalence. The subsequent downturn in TB
case incidence in both countries appeared to be associated with improvements in the proportion
of TB cases successfully treated (i.e. proportion of cases detected x proportion successfully
treated), but more obviously with the expanded coverage of ART. The scale-up of ART coverage
from 2003 onwards was more rapid in Botswana than in South Africa (Fig. 1), and the decline in
TB incidence occurred earlier and more quickly. In these two countries (and all others
investigated here) the proportional decline, and the absolute magnitude of the decline, was
greater for HIV-positive than for HIV-negative TB cases (Table 1, columns 7 and 8). The
provision of IPT, compared with ART for PLHIV and the treatment of TB patients, was very low
in both countries (Fig. 1).

To examine the effect of control measures systematically across all 12 countries, we used simple
mathematical models and routinely collected data to investigate the effects of ART and IPT (Fig.
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2) in preventing TB disease in PLHIV, and to investigate TB case detection and treatment (Fig.
3) as a means of interrupting M. tuberculosis transmission and consequently reducing disease
incidence (Materials and Methods). There appear to be no other competing explanations for the
accelerated rate of decline in TB in these 12 countries from the early 2000s onwards.

Results

ART coverage increased in all countries between 2003 and 2016 (Fig. 2), while TB incidence
was in decline (Figs. 1 and 4; SI Appendix, Fig. S2) so the measured changes in both are
inevitably correlated (SI Appendix, Table S1). Considering each country separately, these
correlations do not prove that TB decline was caused by ART because the associations could be
confounded by other unmeasured determinants that also change with time. However, the
evidence for a causal role of ART becomes compelling when the results are compiled for all 12
countries: modelling the change in HIV-positive TB incidence with and without ART (Materials
and Methods, Fig. 4) reveals that the estimated fraction of HIV-positive TB cases prevented by
ART was strongly and systematically associated with the provision of ART ( Fig. 5, 7> = 0.68, p
=0.0009).

ART coverage was highest on average, and the greatest fractions of HIV-positive TB cases were
prevented, in Botswana, Namibia and Rwanda (Table 1, columns 10 and 15). South Africa
prevented the greatest number of HIV-positive TB cases (543,000) between 2003 and 2016,
being the country with the largest number of PLHIV (7.1 million in 2016). But South Africa
prevented the smallest fraction of cases (11%) because ART coverage was relatively low on
average (22%, Table 1).

Based on the fit of the model to data for each of the 12 countries (Fig. 4; SI Appendix, Fig S5), a
total of 1.88 + 0.23 million HIV-positive TB cases were prevented by ART over the period 2003
to 2016, or 15.7 = 1.9 percent of the total number expected. An alternative way to calculate the
number of TB cases prevented is from the systematic, region-wide association with ART
coverage (Fig. 5): summing the predictions for each country gives a similar total of 1.92 million
HIV-positive TB cases prevented between 2003 and 2016, or 17.3 percent of the total expected.

Although the primary effect of ART is to stop progression from M. tuberculosis infection to TB
disease in PLHIV, the consequent reduction in incidence might also reduce onward transmission.
In this context, we observe that the incidence of HIV-negative TB was falling in all countries
alongside HIV-positive TB, albeit more slowly (Table 1, columns 7 and 8) and, comparing
countries, the rates of decline are correlated (2 = 0.48, p = 0.02). The possibility that ART
reduces M. tuberculosis transmission as well as disease progression remains to be proven; if
ART does help to interrupt transmission to HIV-positive and HIV-negative individuls, our
estimate of about 1.9 million TB cases prevented would be conservative.
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Considering the possible role of other interventions, there is little evidence that the treatment of
TB directly, either prophylactic drug treatment of M. tuberculosis infection (IPT) or the
treatment of TB disease with combinations of drugs, contributed substantially to the accelerated
decline in TB incidence between 2003 and 2016.

First, the detection of infectious, pulmonary TB cases early in the course of illness, followed by
successful drug treatment, should interrupt the transmission of M. tuberculosis from both HIV-
positive and HIV-negative cases, thereby reducing TB incidence in the rest of the population (3,
12, 14). Comparing countries, the rate of decline in TB incidence is expected to be faster where
case detection and treatment success are higher on average. The national proportions of all TB
cases detected and successfully treated were generally low, and varied between 28% and 62%
(Table 1, column 11), but there was no discernible association across the 12 countries
investigated here (Table 1, columns 9 and 11; 2 = 0.06, p > 0.05).

If case detection and treatment success improve with time in any individual country, we expect
to see an accelerated decline in TB incidence as the interruption of transmission lowers the TB
case reproduction number (Materials and Methods). TB case detection and treatment did
improve somewhat in the majority of countries between 2003 and 2016 as TB incidence
declined, though not in Malawi, Uganda and Zambia (Table 1, column 12; Fig. 3). However,
within each country, there were either weak associations (South Africa, Swaziland, Zimbabwe)
or no significant associations (the other nine countries) between TB detection and treatment
success and the rate of decline in TB incidence (SI Appendix, Table S1). In short, however we
examine the measured rates of TB detection and treatment success, the data do not explain the
systematic, accelerated reduction in TB incidence observed in all 12 countries from around 2003
onwards (Fig. 4).

Second, IPT used continuously with ART generally gives coinfected adults additional protection
from TB, augmenting that provided by ART alone (9-11, 15). In the 12 countries investigated
here, the coverage of IPT among PLHIV over the period 2003-16 was generally low (Table 1).
South Africa started the largest number of people on IPT in 2016, 385,932 or 51% of those
newly enrolled in HIV/AIDS care in that year. But only 4.2% of PLHIV, on average, received
IPT between 2003 and 2016, compared with 22% who started ART. Behind South Africa, 3.1%
of PLHIV received IPT in Malawi and 2.9% in Zimbabwe. These three countries together
reported 91% of all PLHIV who started IPT in the 12 countries (Table 1). Thus IPT may have
protected thousands of coinfected people from developing TB in Malawi, South Africa and
Zimbabwe, but the effect on TB incidence at population level would have been relatively small
in these three countries, and negligible in the other nine.
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Discussion

Our analysis suggests that the roll-out of ART has played a major part in accelerating the rate of
TB decline in southern and eastern Africa since 2003; the greater the coverage, the greater the
impact. In contrast, there is no evidence that drug treatment of TB infection (IPT) or disease
(combination chemotherapy) played more than a minor role in accelerating the rate of TB
decline.

We found large variations among countries in the estimated fraction of TB cases prevented by
ART, linked to differences in ART coverage. Both the immediate and deeper reasons for these
differences in coverage need to be understood because they are likely to influence the future
success of HIV and TB control programmes. Botswana prevented the largest fraction of TB
cases between 2003 and 2016 by achieving the highest coverage of ART. Since independence in
1966, Botswana has invested in public services to tackle ill health and poverty (16) and, in that
broader context, was the first African country to provide universal free ART (17). South Africa
prevented the smallest fraction of TB cases among the 12 countries investigated here. Following
controversy over the link between HIV and AIDS, South Africa was slower to expand treatment
for PLHIV, but now has the largest number of people on ART and IPT worldwide. More
recently, South Africa was the first country in the region to approve pre-exposure prophylaxis
(PrEP), in which ART protects HIV-negative people from acquiring infection. Consistent with
these recent developments, the rate of TB decline among PLHIV increased to 4.6%/year between
2010 and 2016 (cf the average of 0.5%/year over the period 2003-16, Table 1, column 7).

Concerning the detection and treatment of TB cases, the mainstay of TB control worldwide, the
most important recent trend in Africa has been a sharp growth in the number of TB cases tested
for HIV infection. Across Africa in 2016, 82% of reported TB cases had a documented HIV test
result, up from just 2% in 2004 (4). Having been tested for HIV, TB cases become eligible for
ART, increasing the chance of successful treatment and reducing the risk of death. But far less
progress has been made in finding and treating TB among PLHIV, and among HIV-negative
people living in settings with high rates of coinfection. And yet both are imperative for TB
control, and ultimately for TB elimination (3). To find infectious TB cases earlier among people
with and without HIV infection requires a greater awareness of TB and HIV among people at
risk, and a more active approach to TB diagnosis at home, in the community and in health
facilities (18-21).

With regard to TB preventive therapy, while millions of PLHIV now receive ART continuously
in southern and eastern Africa, a relatively small number also receive IPT (4, 15). In this context,
South Africa’s success in starting more than 350,000 patients on IPT in 2016, over half of those
enrolled in HIV/AIDS care in that year, will add wisdom on how to identify candidates for [PT
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(recognizing that efficacy is greater for those who are tuberculin skin test positive, and that
patients with TB disease must be excluded), on how to maintain adherence to prolonged
prophylaxis (typically, daily treatment for 6 months), and on how to manage the liver toxicity
that affects a small fraction of patients on isoniazid (22).

Conclusion

TB is still the largest cause of death from a single infectious agent worldwide (4) and TB
incidence is falling far too slowly to reach international targets. The WHO End TB Strategy aims
to cut the TB incidence rate worldwide by 80% between 2015 and 2030, which requires a five-
fold increase in the rate of decline, from 2%/year at present to at least 10%/year. The slow pace
of technological development in TB control — including diagnostics, drugs and vaccines (4) — is
a strong argument for making best use of all the tools that are currently available. The best
strategy for doing so will vary from one setting to another. But for populations suffering high
rates of TB-HIV coinfection, including the 12 countries in this study, ART is evidently a leading
intervention. But the scale-up of ART alone will not be enough to reach international targets;
besides the search for new interventions and technologies, additional efforts are needed to
maximize the well-established, direct benefits of treating TB infection and disease.

Materials and Methods

Data sources. The TB and HIV data used in this analysis are from the World Health
Organization (WHO) (4) and the Joint United Nations Programme on HIV/AIDS (UNAIDS)
(23), and can be downloaded from www.who.int/tb/data/en/ and
www.unaids.org/en/resources/documents/2017/2017 _data_book. Population data are from
esa.un.org/unpd/wpp/. These data can also be obtained from data.worldbank.org.

Countries included in the analysis. We chose 12 countries of southern and eastern Africa that
have high TB-HIV coinfection rates per capita and sufficient data for this investigation (SI
Appendix, Fig. S1). The time course of TB and HIV epidemics in these countries follows the
general pattern described for Botswana and South Africa in the main text (SI Appendix, Fig S2).
We excluded one large contiguous country, Mozambique, because the time trend in TB case
incidence is unclear from the series of annual case notifications: the number of cases reported
was increasing continuously between 2002 and 2016, apparently because the proportion of
incident cases detected was also increasing over that period, and not because of a true rise in
incidence (SI Appendix, Fig S3).

Modelling interventions to reduce TB incidence. The two principal interventions to reduce TB
incidence — those with greatest population coverage and longest history of use — are ART to
stop progression from infection to disease, and combination chemotherapy to prevent onward
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transmission from infectious TB cases (the coverage of isoniazid preventive therapy has so far
been much lower). Because these interventions to stop progression and transmission have
different modes of action, we have investigated their effects using two separate univariate
models, rather than combining them in one multivariate model.

(a) Modelling the effect of ART on TB incidence. The annual incidence rate of TB among
PLHIV in year ¢ can be estimated from T; = aH;_.(1 — BA;_;). In this model a is the per capita
rate at which TB cases arise in the untreated population of PLHIV (H) after a delay of 7 years
(i.e. the incidence of TB disease), which depends on the prevalence and incubation period of M.
tuberculosis in HIV-positive individuals and on the average age of HIV infection in PLHIV. In
the absence of drug treatment of either M. tuberculosis or HIV infection, a would change little
over the period 2003-16, so we take a to be constant over the time span of this study. 4 is the
fraction of PLHIV receiving ART, which takes effect after z years, and coefficient f scales the
effect of ART under the hypothesis that ART prevents TB. This model, and this analysis, do not
explore the separate effect of ART on HIV, which is to interrupt viral transmission and to
increase population prevalence by greatly improving survival and life expectancy (24-26).

For each of the 12 countries, 7 is obtained from routine surveillance data (annual TB case
notifications), and from estimates of the proportions of cases detected and infected with HIV (4),
and H and 4 from national estimates derived from national and subnational survey data (23).
Rewriting the model as T;/H;_, = a« — a8 A;_, parameters a and £ are estimated from a linear
regression of Ty/H,_, on A, with intercept a and gradient -af. The time delay, z, is set at 2 years,
based on the fit of the regression model to data, and on the recovery rate of CD4 cell count after
patients are started on ART (27) (SI Appendix). The number of HIV-positive TB cases prevented
is obtained by comparing the numbers expected (modelled) under the hypothesis that ART
prevents (f > 0, estimated) or does not prevent (= 0, counterfactual) TB.

The length of the time delay, 7, depends on the time taken for ART (4;_;) to become protective,
thereby stopping coinfected people from progressing to TB disease. Fitting the above model to
data by linear regression shows that there is a delay between the introduction of ART and its
effect in reducing TB incidence — TB incidence continues briefly to rise before falling. Setting ¢
= 2 years eliminates the effect of this delay, as illustrated for Kenya and Swaziland in the SI
Appendix (Fig. S4). The fit of the model for all countries with 7= 2 years is in Fig. S5. A delay
of 2 years is also justified by the study of Gras et a/ (27) who found that, once HIV-positive
people start ART, their CD4 cell counts increase at a rate that is independent of the initial CD4
count (Fig. S6A), with a characteristic recovery time of 1.65 years (= 2 years) (SI Appendix, Fig.
S6B). There is also a delay from the time at which people become coinfected and the onset of
TB, which depends on the incubation period of M. tuberculosis in HIV-positive individuals and
on the average age of HIV infection in PLHIV. When a person infected with M. tuberculosis also
acquires HIV (coinfection), TB disease will develop after an incubation period of 6-8 years (1,
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3). In African countries now, PLHIV are carrying HIV infections of mixed ages — some acquired
recently and some acquired many years ago — so people who are coinfected now are part of the
way through the incubation period. For convenience, we used the same delay of 7 = 2 years to
relate 7; to H,_, as we used to relate 7; to A;_, (above).

(b) Modelling the effect of TB case detection and treatment on TB incidence. We evaluated the
potential effect of TB case detection and successful treatment on TB incidence, via reduced
transmission, using the model T; = rT;_,(1 — §D;_,), where T; and T,_, represent case
incidence in the whole TB and human populations. Coefficient r is the TB case reproduction
number over the period 7 in the absence of drug treatment. D;_, is the proportion of all TB cases
detected and successfully treated and o scales the effect of D;_; in reducing M. tuberculosis
transmission. Rewriting the model as T, /T;_, = r — réD;_,, parameters » and J are estimated
from a linear regression of T;/T;_, on D, with intercept » and gradient -r0. The regression
analysis is a test of whether an increase in TB detection and treatment accelerates the decline in
TB incidence by lowering the case reproduction number. D is calculated from estimates of the
proportion of all TB cases detected in any given year multiplied by the proportion treated
successfully, which is reported by WHO in the following year (4). The time delay, t, is set at 2
years, as for the ART model, but the conclusions of the analysis are not sensitive to the length of
the delay.
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Table 1. TB and HIV epidemics, and interventions to reduce TB incidence, in 12 countries of southern and eastern Africa, 2003-16.

Location TB and HIV burden and trends Interventions
I HIV+ TB Change Change Change ART Average TB | Change TB
HIV HIV TB incidence incidence HIV+ :CI]'B HIV- '?B total '?B coverage detectgd and detectgd and IPT HIV+TB | HIV+ TB
prevalence |prevalence | (per 100,000 L . e coverage cases cases
Country Code (15-49 yr, | in TB (%, | population (per 100,000| incidence | incidence | incidence 2003-16 | successfully |successfully 2003-16 prevented | prevented
max H)’ max) ’ max) " | population, | 2003-16 2003-16 2003-16 (%PLHIV, |treated 2003- |treated 20034 (%PLHIV) (000s) (%)
max) (%/year) (%lyear) (%lyear) A) 16 (%) 16 (%)

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Botswana BWA 0.24 70 816 571 -8.1 -4.0 -6.9 34 51 12.5 0.51 48 30
Kenya KEN 0.08 51 397 331 -7.6 -1.2 -3.8 19 38 6.3 0.56 392 21
Lesotho LSO 0.24 77 F 1280 979 -4.1 -2.1 -3.7 16 33 10.4 0.11 75 23
Malawi MWI 0.13 71 397 283 -7.5 -3.1 -5.9 20 51 -9.0 3.09 111 19
Namibia NAM 0.14 59 935 552 -9.0 -2.5 -5.7 26 61 30.5 0.44 55 31
Rwanda RWA 0.04 45 102 46 -5.2 -3.1 -4.7 31 62 14.8 0.01 19 30
South Africa| ZAF 0.17 65 977 607 -0.5 -0.1 -0.4 14 47 28.2 4.21 543 11
Swaziland sSwz 0.27 84 1280 973 -6.8 -2.2 -5.8 22 39 91.9 0.17 54 27
Tanzania TZA 0.07 47 510 243 -71 -2.7 -4.4 15 28 16.9 0.18 195 13
Uganda UGA 0.08 59 248 146 -4.3 1.0 -1.7 18 44 -0.4 0.001 72 11
Zambia ZMB 0.14 70 662 445 -5.3 2.7 -4.3 23 56 -7.5 0.02 165 20
Zimbabwe ZWE 0.19 78 617 471 -8.7 -6.0 -7.8 19 49 21.1 2.93 149 18

Footnotes (by column number). (1) “United Republic of Tanzania” is abbreviated. (2) ISO 3166-1 alpha-3 country codes used to label Fig. 5. (3) Maximum value
of H, the prevalence of HIV infection in persons aged 15-49 years, over the period 2003-16 (23). (4) Maximum prevalence of HIV infection in new TB cases
(%), 2003-16 (4). (5, 6) Maximum estimated TB incidence and HIV-positive TB incidence per 100,000 population per year, 2003-16 (4). (7-9) Average annual

rate of change in HIV-positive, HIV-negative, and all TB incidence rate per 100,000 population (%/year), 2003-16. Negative values represent declining

incidence. (10) Average of A, ART coverage among PLHIV (%), 2003-16. (11, 12) Average and change in the number of TB cases detected and successfully
treated over the years 2003-16, as a percentage of the number that would have been detected and treated had there been no change since 2002. (13) Average
coverage of [IPT among PLHIV (total number of PLHIV who start treatment/total number of PLHIV 15-49 years, %), 2003-16. (14, 15) Estimated numbers
(°000s) and percentages of HIV-positive TB cases prevented by ART, 2003-16.
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Fig. 1. Time trends of TB and HIV epidemics in southern and eastern Africa, 1990-2016,
illustrated by (A) Botswana and (B) South Africa. Continuous lines (y-axis left) show
trends in estimated HIV incidence and prevalence in adults (15-49 years), and ART and
IPT prevalence (coverage in the whole population). Broken lines show the reported TB
incidence (y-axis right) and the proportion of cases detected and successfully treated, i.e.
the product of proportions of cases detected and successfully treated (y-axis left). Data are
from WHO and UNAIDS (4, 23).
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Fig. 2. Time trends in HIV incidence, prevalence and ART coverage in the populations of
12 countries in southern and eastern Africa, 2003-16. The ratio of ART/HIV prevalence is
the coverage of ART in PLHIV.
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Fig. 3. Time trends in TB case detection and treatment success for 12 countries in southern
and eastern Africa. Data are shown for the period 1997-2016 although the analysis focuses
on the period 2003-16. Data are the estimated percentage of cases detected and the
measured proportion of cases successfully treated for all forms of TB, and treatment
success for HIV-positive TB cases where data are available.
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Fig. 4. Time trends in HIV-positive TB incidence. Data points are the estimated
incidence of TB cases/100,000 population/year; solid lines represent the fit of the
model under the hypothesis that ART prevents (for regression coefficients 1 > 0,
lower lines) or does not prevent TB (counterfactual § = 0, upper lines). The number
of cases prevented in each country, 2003-16, is calculated from the area between
upper and lower lines.
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Fig. 5. The association between ART coverage and the percentage of HIV-positive TB
cases prevented in 12 countries of southern and eastern Africa, 2003-16, assuming a causal
role for ART. ART coverage explains 68% of the variation in the estimated percentage of

HIV-positive TB cases prevented (+* = 0.68, p = 0.0009). Full country names are listed in
Table 1.


https://doi.org/10.1101/477158
http://creativecommons.org/licenses/by/4.0/

10

15

20

25

30

35

40

45

bioRxiv preprint doi: https://doi.org/10.1101/477158; this version posted December 13, 2018. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available

under aCC-BY 4.0 International license.

References

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Williams BG & Dye C (2003) Antiretroviral drugs for tuberculosis control in the era of
HIV/AIDS. Science 301:1535-1537.

Williams BG, ef al. (2010) Anti-retroviral therapy for tuberculosis control in nine African
countries. Proceedings of the National Academy of Sciences USA 107:19485-19489.

Dye C (2015) The Population Biology of Tuberculosis (Princeton University Press, Princeton).
World Health Organization (2017) Global tuberculosis report 2017 (World Health Organization,
Geneva).

Joint United Nations Programme on HIV/AIDS (UNAIDS) (2017) Ending AIDS: progress
towards the 90-90-90 targets (Joint United Nations Programme on HIV/AIDS (UNAIDS),
Geneva).

Akolo C, Adetifa I, Shepperd S, & Volmink J (2010) Treatment of latent tuberculosis infection in
HIV infected persons. Cochrane Database of Systematic Reviews 1:CD000171.

Samandari T, ef al. (2011) 6-month versus 36-month isoniazid preventive treatment for
tuberculosis in adults with HIV infection in Botswana: a randomised, double-blind, placebo-
controlled trial. Lancet 377:1588-1598.

Suthar AB, et al. (2012) Antiretroviral therapy for prevention of HIV-associated tuberculosis in
developing countries: a systematic review and meta-analysis. PloS Medicine 9:¢1001270.
Rangaka MX, et al. (2014) Isoniazid plus antiretroviral therapy to prevent tuberculosis: a
randomised double-blind, placebo-controlled trial. Lancet:pii: S0140-6736(0114)60162-60168.
Group TAS, et al. (2015) A Trial of Early Antiretrovirals and Isoniazid Preventive Therapy in
Africa. New England Journal of Medicine 373:808-822.

Badje A, et al. (2017) Effect of isoniazid preventive therapy on risk of death in west African,
HIV-infected adults with high CD4 cell counts: long-term follow-up of the Temprano ANRS
12136 trial. Lancet Global Health 5:¢1080-e¢1089.

Currie CS, Williams BG, Cheng RC, & Dye C (2003) Tuberculosis epidemics driven by HIV: is
prevention better than cure? A/DS 17:2501-2508.

Middelkoop K, et al. (2011) Antiretroviral therapy and TB notification rates in a high HIV
prevalence South African community. Journal of Acquired Immune Deficiency Syndromes
56:263-269.

Reid A, et al. (2015) Accelerating progress towards tuberculosis elimination: the need for
combination TB treatment and prevention. International Journal of Tuberculosis and Lung
Disease 19:5-9.

World Health Organization (2018) Latent tuberculosis infection: updated and consolidated
guidelines for programmatic management (World Health Organization, Geneva).

Acemoglu D, Johnson S, & Robinson JA (2003) An African success story: Botswana. In Search
of Prosperity: Analytic Narratives on Economic Growth, ed Rodrik D (Princeton University
Press, Princeton), pp 80-119.

AVERT (2016) HIV and AIDS in East and Southern Africa. in Global information and education
on HIV and AIDS (AVERT, United Kingdom).

Hermans SM, Andrews JR, Bekker LG, & Wood R (2016) The mass miniature chest radiography
programme in Cape Town, South Africa, 1948 - 1994: The impact of active tuberculosis case
finding. South African Medical Journal 106:1263-12609.

Chanda-Kapata P, et al. (2016) Health seeking behaviour among individuals with presumptive
tuberculosis in Zambia. PloS one 11:¢0163975.

Calligaro GL, et al. (2017) Effect of new tuberculosis diagnostic technologies on community-
based intensified case finding: a multicentre randomised controlled trial. Lancet Infectious
Diseases 17:441-450.


https://doi.org/10.1101/477158
http://creativecommons.org/licenses/by/4.0/

10

15

bioRxiv preprint doi: https://doi.org/10.1101/477158; this version posted December 13, 2018. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available

21.

22.

23.

24.

25.

26.

27.

under aCC-BY 4.0 International license.

Scott L, da Silva P, Boehme CC, Stevens W, & Gilpin CM (2017) Diagnosis of opportunistic
infections: HIV co-infections - tuberculosis. Current Opinion in HIV AIDS 12:129-138.
Thindwa D, et al. (2018) Completion of isoniazid preventive therapy among human
immunodeficiency virus positive adults in urban Malawi. International Journal of Tuberculosis
Lung Disease 22:273-279.

Joint United Nations Programme on HIV/AIDS (UNAIDS) (2017) UNAIDS data 2017. (Joint
United Nations Programme on HIV/AIDS (UNAIDS), Geneva).

Johnson LF, et al. (2013) Life expectancies of South African adults starting antiretroviral
treatment: collaborative analysis of cohort studies. PLoS Medicine 10:¢1001418.

Bor J, Herbst AJ, Newell ML, & Barnighausen T (2013) Increases in adult life expectancy in
rural South Africa: valuing the scale-up of HIV treatment. Science 339:961-965.

Price AJ, et al. (2017) Sustained 10-year gain in adult life expectancy following antiretroviral
therapy roll-out in rural Malawi: July 2005 to June 2014. International Journal of Epidemiology
46:479-491.

Gras L, et al. (2007) CD4 cell counts of 800 cells/mm3 or greater after 7 years of highly active
antiretroviral therapy are feasible in most patients starting with 350 cells/mm3 or greater. Journal
of Acquired Immune Deficiency Syndromes 45:183-192.

16


https://doi.org/10.1101/477158
http://creativecommons.org/licenses/by/4.0/

