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3.3 SEGUNDA REVISION

3.3.1 Carta de Respuesta

Nov 9", 2014

Dear Academic Editor
Dr. Joan A Cayla, MD, PhD
PLOS ONE

Reference: Manuscript ID PONE-D-14-34677R1:
Title: “Mortality among MDR-TB cases: Comparison with sensitive tuberculosis and
associated factors™

I’m writing on behalf of my co-authors Sonia Guillen-Bravo, Alejandro Revilla-
Montag and Antonio Bernabe-Ortiz in response to the reviewer’s new comments
regarding the manuscript of the reference.

Our responses are detailed below. We hope that we have addressed all the
doubts and requirements requested by the reviewers.

Responses to Reviewers' comments:

1. They authors make a claim about absolute mortality between DS and DR TB
which they do not have the data to support. If they wish to only speak to
mortality during first-line vs. second-line treatment, then they should make this
clear (even if they can find other publications that have been imprecise about
the distinction), and they should refer to their results as representing risk for
death during treatment, and for patients clinically diagnosed with DS vs. MDR
TB (without complete culture confirmation). They should not claim in their
abstract or test that they can compare actual DS vs. MDR TB mortality rates.

Changes in the manuscript have been performed to address this point:

- The first one involved the comparison of mortality rates between MDR-TB
cases and drug-susceptible TB cases (TB cases receiving first-line drugs as the
program did not perform cultures and drug susceptibility test to all participants).
In this case, MDR-TB was corroborated with culture and drug susceptibility in
all cases; therefore, they were correctly classified as MDR-TB cases.

- As MDR-TB cases were appropriately evaluated and diagnosed by the Program
(cultures and drug susceptibility tests), we presented the results of the second
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analysis as part of this manuscript (potential factors associated with death).
Changes have been performed accordingly to this.

Exclusion of patients who survived to default, transfer, or failure continues to
be a concern, and is even less valid if these patients’ demographics were
different as the authors now state. At a minimum, if there is a reason that these
patients’ demographics excluded them from the population of interest, then all
patients with such a demographic profile should be excluded prior to the
analysis, regardless of their outcomes. But different durations of DS and MDR
treatment also means that patients who were excluded because they failed,
transferred, or defaulted in the latter stages of MDR treatment would have
been counted as survivors had they been on a 6-month regimen for DS TB. At
a minimum, patients who transferred or abandoned treatment should be
included and counted as alive up until the time of censoring, but even that
approach would have limitations that should be clearly accounted for. And
some analysis should be done of whether these failures and losses to follow up,
with their different baseline characteristics from the rest of the population,
were unequally distributed between the DS and MDR groups, or between the
different risk groups (e.g. diabetics) in the within-MDR analysis, because if so,
that would be a major limitation of this analysis.

We have decided to include in the analysis participants who were transferred
and abandoned treatment during follow-up. We decided to exclude failures (n = 10)
from the analysis as they pose a higher risk of misclassification and might affect
estimates (because a great proportion of failures are drug resistant forms of
tuberculosis). Therefore, as suggested by the reviewer, patients who were
transferred or abandoned therapy were censored accordingly. We have detailed this
inclusion in several parts of the manuscript. As only 10 patients (<1% of the total
sample) were excluded from analysis, we do not believe it is important to compare
them according to subgroups.

MDR TB is widely underdiagnosed, including in Peru, and many patients get
one or more courses of first-line therapy for MDR TB before they get DST.
Using relapse or multiple prior treatments as a basis for performing DST
shows that the “MDR” population was enriched for such patients. Comparing
to national prevalence data is insufficient to exclude this, especially given
higher MDR prevalence in Lima and given heterogeneity in prevalence within
Lima. The authors need to give this possibility more serious consideration,
consider how it would influence their results, and make the limitations of their
Ds vs MDR classification more clear if they cannot account for it.

We have included a detailed insight of this observation and changed the
manuscript accordingly.

Data available from authors by request does not meet PLOS’s data policy.

All data is available upon request according to PLOS Data Policy:
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“Data made available to all interested researchers upon
request. The Data Availability Statement must specify “Data available on
request” and identify the group to which requests should be submitted
(e.g., a named data access committee or named ethics committee). The
reasons for restrictions on public data deposition must also be specified.”

The database is part of the information of the Peruvian National Tuberculosis
Control Program (ESNPCT) and is available through approval by the Ethics
Committee of the Universidad Peruana de Ciencias Aplicadas, Lima Peru.

6. ‘Drug-sensitive’ or ‘drug-susceptible’ rather than merely ‘susceptible’ TB is
more standard and clearer terminology. “Factors independently associated
with mortality among MDR-TB cases only” — | think you mean “Factors
associated with mortality within the group of MDR-TB cases”, which would be
less ambiguous.

The corresponding corrections have been made in the manuscript.

We appreciate all the time and dedication put into our investigation for future
publication.

Sincerely,

Kocfa Chung-Delgado
UPC Sociedad Cientifica de Estudiantes de Medicina
SOCIEMUPC

Universidad Peruana de Ciencias Aplicadas — UPC
Email: kocfachung@gmail.com u813250@upc.edu.pe
Telf: (+51) 99-272-4343

Lima, Peru
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ABSTRACT

Background: An increase in multidrug-resistant tuberculosis (MDR-TB) cases is
evident worldwide. Its management implies a complex treatment, high costs, more toxic
anti-tuberculosis drugs use, longer treatment time and increased treatment failure and
mortality. The aims of this study were to compare mortality between multidrug-resistant
and drug-susceptible cases of tuberculosis, and to determine risk factors associated with
mortality among MDR-TB cases. Methods and Results: A retrospective cohort study
was performed using data from clinical records of the National Strategy for Prevention
and Control of Tuberculosis in Lima, Peru. In the first objective, MDR-TB, compared
to drug-susceptible cases, was the main exposure variable and time to death, in days and
censored at 180 days, the outcome of interest. For the second objective, different
variables obtained from clinical records were assessed as potential risk factors for death
among MDR-TB cases. Cox regression analysis was used to determine hazard ratios
(HR) and 95% confidence intervals (95%CI). A total of 1,232 patients were analyzed:
mean age 30.9 £14.0 years, 60.0% were males. 62 patients (5.0%) died during
treatment, whereas the MDR-TB prevalence was 19.2%. MDR-TB increased the risk of
death (HR=7.5; 1C95%: 4.1-13.4) when compared to drug-susceptible cases after
controlling for potential confounders. Education level (p=0.01), previous TB episodes
(p<0.001), diabetes history (p<0.001) and HIV infection (p=0.04) were factors
associated with mortality among MDR-TB cases. Conclusions: MDR-TB is associated
with an increased risk of death during treatment. Lower education, greater number of
previous TB episodes, diabetes history, and HIV infection were independently
associated with mortality among MDR-TB cases. New strategies for appropriate MDR-
TB detection and management should be implemented, including drug sensitivity tests,

diabetes and HIV screening, as well as guarantee for a complete adherence to therapy.
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INTRODUCTION
Tuberculosis (TB) was declared a “global emergency” by the World Health

Organization (WHO). Recent surveillance data shows a more frequent report of
multidrug-resistant (MDR-TB) and extensively drug-resistant tuberculosis (XDR-TB)
cases. The WHO estimated 450,000 new cases of MDR-TB in 2012 [1]. About 6% of
these drug-resistant cases were XDR-TB [2,3]. This growth trend has notably been
observed in Peru: currently, 5.3% of all diagnosed tuberculosis cases are MDR-TB [4],
yet studies suggest that this value might be underestimated [5-7].

The management and treatment of MDR-TB is complex; it includes an elevated
treatment cost [8], the use of highly toxic anti-tuberculosis drugs with potential adverse
effects [9], longer treatment time [6], and it burdens an increased treatment failure and
mortality rate [10,11]. In Peru, MDR-TB mortality varies from 20% to 55% [12,13],
much greater compared to the 4.5% to 17% mortality of sensitive-TB [14,15].

Some factors have been previously described as associated with high mortality
in tuberculosis cases such as drug-resistant forms [11], HIV infection [16-18], diagnosis
of diabetes mellitus [19], malignancy [20], daily alcohol intake and malnutrition [21].
The risk of death during treatment is directly correlated with the number of risk factors
present [22]. However, further investigation is needed assessing independent factor
association with MDR-TB mortality, as its prevalence and burden worldwide becomes
more evident—especially in high-incidence epidemiologic scenarios. This information
is vital in order to propose and implement new, appropriate strategies for the control of
this “global emergency” [1]. Thus, this investigation aims to: (a) compare mortality
rates between multidrug-resistant and drug-susceptible cases of tuberculosis, and (b)

determine independent risk factors associated with mortality among MDR-TB cases.
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METHODS

Study design

A retrospective cohort study was conducted at hospitals and TB control health
centers chosen by convenience of the National Strategy for Prevention and Control of
Tuberculosis (ESNPCT) in Lima, Peru. The data collected were all the records of
patients enrolled in the ESNPCT and their follow-up information during their anti-
tuberculosis treatment until therapy completion or death (censorship).
Study settings and patients

We retrieved information from all patients aged 18 years and above that began
and completed their anti-tuberculosis treatment for a non-XDR pulmonary TB disease
in the San Juan de Miraflores - Villa Maria del Triunfo Health Network (SJIM-VMT) in
Lima, Peru between January 2000 and December 2012. If the date of anti-tuberculosis
treatment beginning was not available in the clinical records, patients were excluded
from analysis. In addition, treatment failures were also excluded due to the risk of
misclassification in the exposure of interest.
Variable definition

The main outcome of interest for both objectives was time to death. Death
during follow-up was defined as the deceased condition of a patient during treatment
confirmed by the presence of a death notification form or by explicit indication in the
clinical record. For the survival analysis, the follow-up time was censored at 180 days.
Therefore, the time until event was defined as the time elapsed, in days, from the
beginning of the anti-tuberculosis treatment to the date of completion or death. If the
participant was transferred or abandoned therapy, then time to event was censored

accordingly.
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For the first objective, type of tuberculosis was dichotomized as MDR-TB or
drug-susceptible TB according to information of clinical records, based especially upon
clinical assessment and the use of first- or second-line drugs, at the beginning of
treatment. Thus, in the case of MDR-TB forms, diagnosis and classification was made
following international standards and national guideline protocols (culture and drug
susceptibility tests). This information was confirmed by checking treatment schemes as
well as laboratory results. The remaining patients, those without a culture or drug-
susceptibility test, were categorized as drug-susceptible TB cases.

For both objectives, several other variables were included: sex (male vs. female),
age (in tertiles), education level (<6 years vs. 7-10 years vs. >11 years), previous TB
episodes (0 vs. 1 vs. 2 or more), diabetes history (yes vs. no), anemia (positive vs.
negative), HIV infection (positive vs. negative), self-reported smoking (yes vs. no), self-
reported alcohol use (yes vs. no), self-reported illicit drug use (yes vs. no) and body
mass index (BMI) (underweight vs. normal vs. overweight/obesity). All variables were
assessed at the beginning of the anti-tuberculosis treatment.

Procedures and data collection

Sputum smear is indicated to those in whom tuberculosis is suspected, according
to Peruvian National Guidelines [23]. The ESNPCT enrolls any patient with a positive
result and the patient starts first-line anti-tuberculosis treatment. Culture and drug-
susceptibility tests are performed in order to investigate a possible MDR-TB case if any
of the following risk factors are present in a patient: confirmed MDR-TB contact,
immunodeficiency (HIV or diabetes history), treatment relapse within six months after
an active TB disease, TB cases treated multiple times, health workers, convicts, illegal
drug users, contact with a person who died with TB or failed to complete treatment,

hospitalization, irregular treatment schemes and adverse drug reaction to the treatment
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[23]. The patient’s treatment scheme is then adapted accordingly, if necessary. Patients
without these risk factors are given first-line drugs. They are considered drug-
susceptible TB cases for this analysis. Patients are followed during the duration of their
whole treatment or censorship, accordingly.

Data was collected directly from the patient’s clinical onto a single database.
Only the investigators performed data collection during this study.

Sample size and statistical analysis

Power and Sample Size (PASS) software was used for sample size calculation.
Assuming a confidence level of 95% and a power of 80%, a minimum total of 1090
patients were required to find a Hazard Ratio (HR) of 2.0 or over for any variable of
interest. Calculations assumed a MDR-TB prevalence of 5.4% and an expected
mortality of 6%.

After a double data entry process, statistical analysis was performed using
STATA for Windows (STATA Corp, College Station, TX, USA). Patients who failed
treatment during follow-up were excluded from analysis. Mortality curves were
obtained through the Kaplan-Meier method. Each variable was evaluated with a Log-
Rank test to verify potential association with mortality. Cox Regression models (crude
and adjusted) were used to compare MDR-TB vs. drug-susceptible TB mortality,
reporting Hazard Ratio (HR) with a 95% confidence interval (95%CI). Factors
associated with mortality among MDR-TB cases were also assessed using Cox
regression methods, assessing proportional hazard assumptions.

Ethics
This investigation was approved by the Ethics Committee of the Universidad

Peruana de Ciencias Aplicadas (UPC), Lima, Peru and by the Institutional Ethics and
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Investigation Committee of Hospital Maria Auxiliadora, head of the SIM-VMT Health

Network. The identity of participants was not recorded in order to guarantee anonymity.

RESULTS

Data from a total of 1,242 patients was recorded. Of them, 10 (0.8%) were
excluded due to treatment failure. Therefore, a total of 1,232 records were included in
the analysis. The mean age was 30.9 + 14.0 years, and the proportion of males was
60.0%. Of the enrolled patients, 236 (19.2%) were reported as MDR-TB cases and 62
(5.0%) died during time of follow-up. Of the total deceased, 44 (72.1%) corresponded
to MDR-TB cases.

A detailed description of the population characteristics according to the outcome
of interest is shown in Table 1. Factors associated with overall TB mortality were: age,
education level, previous TB episodes, diabetes history, HIV infection, self-reported
drug use, BMI and type of tuberculosis.

MDR-TB was associated with an increased mortality in the crude model (p <
0.001), as detailed in Table 2. Results were consistent after adjusting for age, sex, and
education level, as well as all other potential confounders (diabetes history, anemia,
HIV infection, self-reported smoking, self-reported alcohol use, self-reported drug use,
and BMI). The final result after adjusting for these variables was HR = 7.5 (95%CI: 4.1
—13.4). The survival function based on type of tuberculosis can be seen in Figure 1.

Factors independently associated with mortality within the group of MDR-TB
cases were: education level (p = 0.02), previous TB episodes (p < 0.001), diabetes
history (p < 0.001) and HIV infection (p = 0.04). Detailed information is shown in

Table 3.
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DISCUSSION

The main conclusions that arise from this investigation are: (a) MDR-TB is
associated with an increased risk of mortality when compared to drug-susceptible cases
even after adjusting for several potential confounders and (b) lower education level,
having previous TB episodes, previous history of diabetes, and HIV infection were
factors independently associated with a higher mortality among MDR-TB cases.
MDR-TB and mortality

Our results demonstrate that multidrug-resistant strains of tuberculosis increase
in more than seven times the risk of death when compared to drug-susceptible TB cases
during anti-tuberculosis treatment. Recent studies have found similar findings where
MDR-TB is associated with a higher mortality rate [24,25], with HR estimates ranging
from 7.8 to 8.5. Our results have been controlled for several confounders, which makes
a stronger adjusted association.

The cause behind this increased risk of death attributable to multidrug-resistant
forms is multifactorial. MDR-TB is commonly seen as a co-morbidity to other
conditions such as HIV infection, diabetes and chronic kidney disease, as well as
particular lifestyles including alcohol abuse, smoking, drugs use, etc [21]. Furthermore,
MDR-TB has been associated with elevated rates of treatment failure and relapse, which
directly increases the proportions of death amongst these patients [10]. The longer
exposure to anti-tuberculosis drugs might also increase the risk of death as antibiotics
used for MDR-TB have proven higher toxicity profiles and greater incidence of adverse
effects [10]. There is no doubt, then, that a multidisciplinary management of drug-
resistant TB is needed and of great importance.

Scientific literature indicates that drug-resistant tuberculosis has increased over

time. In 1990, Peru was believed to have a MDR-TB prevalence of 1%; however, recent
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publications have reported a prevalence of up to 5.3% [5], and our study suggests
approximately 20% might have MDR-TB. This rise in resistant tuberculosis proportion
over time might be related to many factors, namely treatment abandonment and other
epidemiologic circumstances such as the existence of clusters or overcrowded
households—especially in resource-limited settings [26]; nonetheless, the use of new
diagnostic tools for detecting drug-resistant strains may be exposing the actual context
of MDR-TB, reassuring the existence of this public health problem.

Factors independently associated with mortality among MDR-TB cases

Education level: According to our results, MDR-TB patients with lower education level
have a greater risk of death during specific treatment. Of importance, education has
been associated with a better adherence to treatment as it increases awareness regarding
the disease [26]. Education has also been recognized as an economic status marker; in
this case, lower education may be associated with lack of resources, overcrowding and
unsanitary conditions.

Previous TB episodes: A greater number of previous TB episodes has been similarly
associated with a higher risk of death. Patients under multiple regimens of anti-
tuberculosis treatment might create greater antibiotic resistance with the subsequent
development of MDR- and XDR-TB cases [2]. This causal link between number of past
episodes and the appearance of drug-resistant strains has been thoroughly mentioned in
scientific literature [6, 12]. However, the reasons for the association reported in this
study require further investigation.

Diabetes history: Diabetes history increases the risk of mortality because it reduces
cellular immunity, which favors the progression of the disease [28]. This association has
been demonstrated in previous studies [19, 20]. Given the high frequency of diabetes as

a co-morbidity among MDR-TB patients [27], screening for this disease should be
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encouraged in order to guarantee an appropriate treatment and control of both
pathologies, as its awareness can reach up to 60% [28].
HIV Infection: HIV infection was also associated with a greater death proportion in
MDR-TB patients. Investigations regarding this topic state that around 12% to 20% of
all tuberculosis-related deaths may be attributed to an HIV co-infection [22,29], even if
highly active antiretroviral therapy (HAART) has shown to reduce the overall mortality
[18,30]. The results in our analysis might be the reflection of the HIV screening
protocol done to all MDR-TB cases that was recently implemented by the ESNPCT.
Strengths and Limitations

This study includes over 200 cases of MDR-TB under a directly-observed
treatment scheme (DOTS), which is a notable strength. In addition, sample size allowed
us to control for several variables in our proposed models. Nevertheless, this study has
several limitations. First, non-TB related deaths such as accidents or other chronic
diseases could have been included as the death certificate stating specific cause of death
was not available. Although this might propose a bias in our findings, the results are
greatly compatible and comparable with literature. Second, it was not possible to obtain
drug-susceptibility test data for non-MDR TB participants. Drug-susceptibility and
cultures are performed in those with high risk and suspect of MDR-TB, yet are not done
in patients without such risk factors. Third, the starting point of evaluation, especially in
the situation of MDR-TB cases, can be an issue as potentially resistant forms of
tuberculosis may need longer periods of diagnosis and have previously administered
treatment. Therefore, our results might be overestimated. Nonetheless, our findings are
comparable to the investigations previously mentioned—many of which consider the
beginning of treatment as their starting point of analysis. In addition, data from the

ESNPCT maintains a certain level of objectivity and uniformity as it bases its clinical
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records on clinical forms and notifications. Fourth, there is a possibility of
misclassification of MDR-TB into the drug-susceptible group as MDR-TB is widely
under-diagnosed. Nevertheless, our findings show a high proportion of MDR-TB cases
(about 20%), greater than previous studies using cultures to detect resistant cases [11]
and even greater than the official ESNPCT surveillance report [5]. Finally, the data
concerning smoking, alcohol and drug use was collected as a self-report notification. No
clinical parameters, questionnaires or scales were applied to properly define the use of
these substances. Due to its small amount, we believe that the risk of misclassification is

non-differential, thus allowing the report of a true association.

CONCLUSIONS

In this study, MDR-TB is associated with increased risk of death during
treatment when compared to drug-susceptible TB cases. Lower education, number of
previous TB episodes, diabetes history and HIV infection were independently
associated with mortality in MDR tuberculosis.

MDR-TB patients should have a more consistent follow-up: patients should be
thoroughly educated on their condition, making special mention in guidelines regarding
the treatment adherence, possible adverse effects and infectivity of the disease; a
thorough clinical history should be made to investigate possible cases of past TB
episodes; diabetes and HIV screening and control should be incorporated into the
follow-up evaluation. As such, the already-existing DOTS program should be modified
and renewed to fit the requirements of MDR-TB patients and not vice-versa, with
particular interest in countries where the MDR- and XDR-TB incidence rates are in

ascent.

V)




ACKNOWLEDGEMENTS

All authors contributed to the drafting, revision and approval of the final manuscript.
The following greatly contributed to the elaboration of the investigation: Dr. Graciela
Risco de Dominguez, Dr. Denisse Champin, Dr. Percy Mayta and Dr. Alejandro

Piscoya.

REFERENCES

1. World Health Organization (2013) Global Tuberculosis Report 2013. Geneva,
Switzerland: WHO.

2. Dalton T, Cegielski P, Akksilp S, Asencios L, Campos Caoili J, et al. (2012)
Prevalence of and risk factors for resistance to second-line drugs in people with
multidrug-resistant tuberculosis in eight countries: a prospective cohort study.
Lancet 380: 1406-1417.

3. Mitnick CD, Shin SS, Seung KJ, Rich ML, Atwood SS, et al. (2008) Comprehensive
treatment of extensively drug-resistant tuberculosis. N Engl J Med 359: 563-574.

4. World Health Organization (2010) Multidrug and extensively drug-resistant TB
(M/XDR.TB): 2010 global report on surveillance and response. Geneva,
Switzerland: WHO.

5. Asencios L, Quispe N, Mendoza-Ticona A, Leo E, VAjsquez L, et al. (2009)
[National surveillance of anti-tuberculosis drug resistance, Peru 2005-2006]. Revista
Peruana de Medicina Experimental y Salud Publica 26: 278-288.

6. Bonilla CA, Crossa A, Jave HO, Mitnick CD, Jamanca RB, et al. (2008)
Management of extensively drug-resistant tuberculosis in Peru: cure is possible.

PLoS One 3: e2957.

V)




7. Mitnick C, Bayona J, Palacios E, Shin S, Furin J, et al. (2003) Community-based

therapy for multidrug-resistant tuberculosis in Lima, Peru. N Engl J Med 348: 119-

128.

8. Suarez PG, Floyd K, Portocarrero J, Alarcon E, Rapiti E, et al. (2002) Feasibility and

cost-effectiveness of standardised second-line drug treatment for chronic

tuberculosis patients: a national cohort study in Peru. Lancet 359: 1980-1989.

9. Chung-Delgado K, Revilla-Montag A, Guillen-Bravo S, Velez-Segovia E, Soria-

10.

11.

12.

13.

14.

15.

Montoya A, et al. (2011) Factors associated with anti-tuberculosis medication
adverse effects: a case-control study in Lima, Peru. PLoS One 6: e27610.

Santha T, Garg R, Frieden TR, Chandrasekaran V, Subramani R, et al. (2002) Risk
factors associated with default, failure and death among tuberculosis patients treated
in a DOTS programme in Tiruvallur District, South India, 2000. Int J Tuberc Lung
Dis 6: 780-788.

Kawai V, Soto G, Gilman RH, Bautista CT, Caviedes L, et al. (2006) Tuberculosis
mortality, drug resistance, and infectiousness in patients with and without HIV
infection in Peru. Am J Trop Med Hyg 75: 1027-1033.

Becerra MC, Appleton SC, Franke MF, Chalco K, Bayona J, et al. (2010)
Recurrence after treatment for pulmonary multidrug-resistant tuberculosis. Clin
Infect Dis 51: 709-711.

Shin SS, Furin JJ, Alcantara F, Bayona J, Sanchez E, et al. (2006) Long-term
follow-up for multidrug-resistant tuberculosis. Emerg Infect Dis 12: 687-688.
Bernabe-Ortiz A (2008) [Factors associated with survival of patients with
tuberculosis in Lima, Peru]. Rev Chilena Infectol 25: 104-107.

Chuquiyauri Haro R, Verdonck Bosteels K, GonzAjlez Lagos E, Zamudio Fuertes

E, Echevarria Zarate J, et al. (2004) Morbi-mortalidad de pacientes con tuberculosis

V)




16.

17.

18.

19.

20.

21.

22.

23.

hospitalizados en el Departamento de enfermedades infecciosas, tropicales y
dermatolA3gicas del Hospital Nacional Cayetano Heredia, Lima - PerA° entre los
aA+0s 1990 y 2000. Revista Medica Herediana 15: 203-210.

Chu R, Mills EJ, Beyene J, Pullenayegum E, Bakanda C, et al. (2013) Impact of
tuberculosis on mortality among HIV-infected patients receiving antiretroviral
therapy in Uganda: a prospective cohort analysis. AIDS Res Ther 10: 19.

Sileshi B, Deyessa N, Girma B, Melese M, Suarez P (2013) Predictors of mortality
among TB-HIV Co-infected patients being treated for tuberculosis in Northwest
Ethiopia: a retrospective cohort study. BMC Infect Dis 13: 297.

Manosuthi W, Chottanapand S, Thongyen S, Chaovavanich A, Sungkanuparph S
(2006) Survival rate and risk factors of mortality among HIV/tuberculosis-
coinfected patients with and without antiretroviral therapy. J Acquir Immune Defic
Syndr 43: 42-46.

Reed GW, Choi H, Lee SY, Lee M, Kim Y, et al. (2013) Impact of diabetes and
smoking on mortality in tuberculosis. PL0oS One 8: €58044.

Shieh SH, Probst JC, Sung FC, Tsai WC, Li YS, et al. (2012) Decreased survival
among lung cancer patients with co-morbid tuberculosis and diabetes. BMC Cancer
12: 174.

Waitt CJ, Squire SB (2011) A systematic review of risk factors for death in adults
during and after tuberculosis treatment. Int J Tuberc Lung Dis 15: 871-885.

Sterling TR, Zhao Z, Khan A, Chaisson RE, Schluger N, et al. (2006) Mortality in a
large tuberculosis treatment trial: modifiable and non-modifiable risk factors. Int J
Tuberc Lung Dis 10: 542-549.

Ministerio de Salud (2006) Norma Técnica de Salud para el Control de la

Tuberculosis. Lima, Peru: MINSA.

V)




24.

25.

26.

27.

28.

29.

30.

Kliiman K, Altraja A (2010) Predictors and mortality associated with treatment
default in pulmonary tuberculosis. Int J Tuberc Lung Dis 14: 454-463.

Lockman S, Kruuner A, Binkin N, Levina K, Wang Y, et al. (2001) Clinical
outcomes of Estonian patients with primary multidrug-resistant versus drug-
susceptible tuberculosis. Clin Infect Dis 32: 373-380.

Franke MF, Appleton SC, Bayona J, Arteaga F, Palacios E, et al. (2008) Risk
factors and mortality associated with default from multidrug-resistant tuberculosis
treatment. Clin Infect Dis 46: 1844-1851.

Kang YA, Kim SY, Jo KW, Kim HJ, Park SK, et al. (2013) Impact of Diabetes on
Treatment Outcomes and Long-Term Survival in Multidrug-Resistant Tuberculosis.
Respiration.

Lerner AG, Bernabe-Ortiz A, Gilman RH, Smeeth L, Miranda JJ (2013) The "rule
of halves" does not apply in Peru: awareness, treatment, and control of hypertension
and diabetes in rural, urban, and rural-to-urban migrants. Crit Pathw Cardiol 12: 53-
58.

Corbett EL, Watt CJ, Walker N, Maher D, Williams BG, et al. (2003) The growing
burden of tuberculosis: global trends and interactions with the HIV epidemic. Arch
Intern Med 163: 1009-1021.

Lawn SD, Myer L, Bekker LG, Wood R (2006) Burden of tuberculosis in an
antiretroviral treatment programme in sub-Saharan Africa: impact on treatment

outcomes and implications for tuberculosis control. AIDS 20: 1605-1612.

V)




Survival proportion

FIGURE LEGENDS

020 040 060 080 1.00

0.00

Figure 1: MDR-TB survival curves using Kaplan-Meier estimates.
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Table 1: Population characteristics according to the outcome of interest

Alive Deceased lue*
(n=1,171) (n = 61) p-vaiue

Sex, n (%)
Female 472 (95.7%) 21 (4.3%) 0.29
Male 699 (94.6%) 40 (5.4%)

Age [tertiles], n (%0)
Low tertile 451 (98.5%) 7 (1.5%) <0.001
Middle tertile 351 (94.9%) 19 (5.1%)
High tertile 369 (91.3%) 35 (8.7%)

Education level, n (%0)
>11 years 607 (97.6%) 15 (2.4%) <0.001
7 —10 years 364 (94.6%) 21 (5.4%)
<6 years 200 (88.9%) 25 (11.1%)

Previous TB episodes, n (%)
No previous episodes 929 (98.6%) 13 (1.4%) <0.001
1 episode 202 (90.6%) 21 (9.4%)
2+ episodes 40 (59.7%) 27 (40.3%)

Diabetes history, n (%)
No 1,143 (96.0%) 48 (4.0%) <0.001
Yes 28 (68.3%) 13 (31.7%)

Anemia, n (%)
No 1,018 (95.5%) 48 (4.5%) 0.05
Yes 153 (92.2%) 13 (7.8%)

HIV infection, n (%)
No 1,157 (95.5%) 55 (4.5%) <0.001
Yes 14 (70.0%) 6 (30.0%)

Smoking, n (%)
No 1,008 (95.6%) 47 (4.4%) 0.05
Yes 163 (92.1%) 14 (7.9%)

Alcohol use, n (%)
No 946 (95.5%) 45 (4.5%) 0.13
Yes 224 (93.3%) 16 (6.7%)

Drug use, n (%)
No 1,074 (95.6%) 49 (4.4%) <0.001
Yes 96 (88.9%) 12 (11.1%)

Body mass index, n (%0)
Normal 798 (96.3%) 31 (3.7%) 0.002
Overweight/obese 139 (95.2%) 7 (4.8%)
Underweight 233 (91.0%) 23 (9.0%)

Type of tuberculosis, n (%)
Drug-susceptible 979 (98.3%) 17 (1.7%) <0.001
MDR 192 (81.4%) 44 (18.6%)

* P-values were calculated using Log-rank test
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Table 2: Cox regression model for mortality in tuberculosis patients

Crude model Adjusted model 1*  Adjusted model 2**
Type of Tuberculosis

HR (95%Cl) HR (95%Cl) HR (95%Cl)
Drug-susceptible TB 1 (Reference) 1 (Reference) 1 (Reference)
MDR-TB 11.7 (6.7 — 20.5) 9.5 (5.4 — 16.8) 7.5(4.1-13.4)

* Adjusted for age, sex and education level
** Adjusted for age, sex, education level, anemia, diabetes history, HIV infection, smoking, alcohol
use, drug use, and BMI.
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Table 3: Factors independently associated with mortality among MDR-TB patients

Bivariable model
HR (95%CI)

Multivariable model*
HR (95%CI)

Sex
Female
Male
Age [tertiles]
Low tertile
Middle tertile
High tertile
Education level
11+ years
7 - 10 years
6 or less years
Previous TB episodes
No previous episodes
1 episode
2+ episodes
Diabetes history
No
Yes
Anemia
No
Yes
HIV infection
No
Yes
Smoking
No
Yes
Alcohol use
No
Yes
Body mass index
Normal
Overweight/obese
Underweight

1 (Reference)
1.05 (0.57 - 1.94)

1 (Reference)
2.23(0.80 - 6.18)
3.78 (1.45-9.88)

1 (Reference)
1.40 (0.62 — 3.18)
3.40 (1.67 - 6.92)

1 (Reference)
2.77 (0.90 - 8.51)
10.23 (3.58 — 29.27)

1 (Reference)
4.10 (2.15-7.85)

1 (Reference)
0.44 (0.16 — 1.22)

1 (Reference)
2.33(0.83 -6.51)

1 (Reference)
0.40 (0.12 - 1.29)

1 (Reference)
0.51 (0.21 -1.20)

1 (Reference)
1.14 (0.46 — 2.84)
1.84 (0.97 — 3.50)

1 (Reference)
2.13 (0.89 - 5.07)
3.06 (1.43 - 6.55)

1 (Reference)
3.13(1.01-9.73)
7.79 (2.59 - 23.47)

1 (Reference)
5.42 (2.66 — 11.04)

1 (Reference)
3.18 (1.05 - 9.69)

Significant estimates (p<0.05) are in bold
* This model only includes variables independently associated with mortality.
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