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BACKGROUND: Isoniazid has been the backbone of tuberculosis chemotherapy for 6 decades.
Resistance to isoniazid threatens the efficacy of treatment of tuberculosis disease and infection.
To inform policies around treatment of tuberculosis disease and infection in children, we sought
to estimate both the proportion of child tuberculosis cases with isoniazid resistance and the
number of incident isoniazid-resistant tuberculosis cases in children, by region.

MeTHODS: We determined the relationship between rates of isoniazid resistance among child
cases and among treatment-naive adult cases through a systematic literature review. We
applied this relationship to regional isoniazid resistance estimates to estimate proportions of
childhood tuberculosis cases with isoniazid resistance. We applied these proportions to
childhood tuberculosis incidence estimates to estimate numbers of children with isoniazid-
resistant tuberculosis.

ResuLts: We estimated 12.1% (95% confidence interval [CI] 9.8% to 14.8%) of all children with
tuberculosis had isoniazid-resistant disease, representing 120 872 (95% CI 96 628 to

149 059) incident cases of isoniazid-resistant tuberculosis in children in 2010. The majority of
these occurred in the Western Pacific and Southeast Asia regions; the European region had the
highest proportion of child tuberculosis cases with isoniazid resistance, 26.1% (95% CI:
20.0% to 33.6%).

concLusions: The burden of isoniazid-resistant tuberculosis in children is substantial, and risk
varies considerably by setting. The large number of child cases signals extensive ongoing
transmission from adults with isoniazid-resistant tuberculosis. The risk of isoniazid resistance
must be considered when evaluating treatment options for children with disease or latent
infection to avoid inadequate treatment and consequent poor outcomes.
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The World Health Organization
(WHO) estimated that 9 million
incident cases of tuberculosis (TB)
and 1.5 million deaths due to TB
occurred globally in 2013.1 The drug
isoniazid is an essential element of all
first-line treatment regimens for TB,
with demonstrated high bactericidal
activity and low risk of adverse
events.23 Isoniazid is also highly
effective in preventing disease in
individuals infected quiescently with
Mycobacterium tuberculosis.*
[soniazid resistance thus undermines
the effectiveness of treatment of both
TB disease and infection.

M tuberculosis strains resistant to
isoniazid have been observed in
nearly 15% of TB cases globally.1.5

The burden of drug-resistant TB in
children is poorly understood.6 Drug-
resistant TB is challenging to diagnose
in a sick child because of the difficulty of
obtaining a sample containing enough
bacteria to enable drug susceptibility
testing.” Even when a sample is
obtained, drug susceptibility testing is
often not performed. Undiagnosed drug
resistance can lead to the inadvertent
use of ineffective treatment regimens for
children, increasing their risk for
treatment failure and death. Children
who have TB resistant to isoniazid alone
and who are treated with a standard
regimen® would only be receiving 2 or 3
effective drugs in the intensive phase
and 1 in the continuation phase.
Furthermore, children with TB resistant
to both isoniazid and rifampin (ie,
multidrug-resistant TB, or MDR TB)
would be receiving no effective first-line
therapy at all.

Although cases of isoniazid-resistant
TB in children have been reported
from a variety of geographic settings,?
the number of children with
isoniazid-resistant disease and the
proportion of children sick with TB
who have isoniazid-resistant disease
are unknown. Both the proportion
and the number are crucial measures
that should guide programmatic
decisions about using standardized
empirical first-line regimens to treat
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children with TB disease and latent
infection. We sought to produce
global and regional estimates of the
proportion of childhood TB cases that
are isoniazid-resistant and the annual
number of incident cases of isoniazid-
resistant TB in children.

METHODS

We estimated the proportion and
number of children (0-14 years old)
with all forms of isoniazid-resistant
TB disease, which includes resistance
only to isoniazid as well as
concurrent resistance to both
isoniazid and other drug(s). Our data
sources included surveillance-based
estimates of isoniazid resistance
among all patients with TB, published
reports of TB drug resistance in
children and adults, and recent
estimates of the number of children
with TB disease (Fig 1). Analyses
were performed by using R for Mac
version 3.0.2 and SAS version 9.2.

Proportion of Adult TB Cases With
Isoniazid Resistance

The most recent and comprehensive
estimates of isoniazid resistance

Jenkins et al. 2014

Smear-positive cases
notified to World Health

Organization age group

Number of incident
TB cases in children in
2010

Historic data on
smear positivity by

available were WHO regional estimates
of the proportion of TB cases with
resistance to isoniazid but not rifampin,
and the proportion of TB cases that are
multidrug-resistant.! Estimates of the
proportion of treatment-naive adult TB
cases with all forms of isoniazid
resistance were unavailable. Therefore,
we added together WHO regional and
global estimates of the proportion of
treatment-naive TB cases that have
resistance to isoniazid but not rifampin
(unpublished data, WHO) and the
proportion of treatment-naive TB cases
that are MDR TB! to produce regional
and global estimates of the proportion
of treatment-naive adult TB cases that
have any form of isoniazid resistance.
We assumed both percentages had
been estimated from the same
population and used simulation
methods (similar to those used in

a previous report®) to estimate the
95% confidence intervals (CIs) around
these total estimates.

Proportion of Child TB Cases With
Isoniazid Resistance

We then determined the relationship
between the proportion of isoniazid-
resistant cases among children and

World Health Organization 2014

Drug resistance surveys and
surveillance data from select
countries, 1995-2013

Percent TB cases
that are resistant
to INH

Published reports of
percent child and adult
cases resistant to INH

Proportion and number of
child TB cases that are
resistant to INH

FIGURE 1

Data sources used for estimating proportion and number of incident isoniazid-resistant TB cases in
children. The methods applied to produce 2 previous sets of estimates used in the current study are

summarized in gray boxes. INH, isoniazid.
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the proportion of isoniazid-resistant
cases among treatment-naive adults.
We used data from published studies
that reported the proportions of
isoniazid resistance among children
and among adults without previous
treatment in a given setting. We
obtained these data from our
previously published systematic
review of reports on isoniazid
resistance in children published
through December 2011,% and we
systematically searched the literature
for additional reports published
during January 2012-March 2014.
We used the same search strategy,
inclusion and exclusion criteria, and
data extraction protocol as reported
previously? but excluded publications
that reported only on children.

Briefly, we included articles that
reported drug susceptibility test
results for at least isoniazid among
both children and adults from

a sample of patients who could be
considered representative of some
underlying population (eg, patients in
a hospital, patients in a geographic
area); we contacted authors for
additional information if we could not
determine results specifically for
children or treatment-naive adults.
Although we included reports that
defined children as 0 to 14 years old or
0 to 15 years old, we defined children
as 0 to 14 years old in our requests for
additional data. If multiple studies
analyzed the same or overlapping
populations of patients, only the
definitive report was included. For
each included study, we extracted data
about the number of children and
treatment-naive adults with TB disease
who had isolates tested for
susceptibility to at least isoniazid and
the number of those who had strains
resistant to isoniazid (regardless of
resistance to other drugs).

We constructed a linear regression
model using the proportion of child
TB cases with isoniazid-resistant TB
as the dependent variable and the
proportion of treatment-naive adult
TB cases with isoniazid-resistant TB

€52

as the explanatory variable. We
weighted the regression by the
number of child cases in each study
with drug susceptibility test results
and calculated robust standard errors
to allow for the potential impact of
multiple studies from 1 country. We
applied this linear relationship to the
estimated proportions of treatment-
naive adult TB cases with isoniazid
resistance to produce estimates of the
proportion of childhood TB cases
with isoniazid resistance, by region
and globally. We used simulation
methods to estimate these
proportions and their 95% Cls.

Number of Child TB Cases With
Isoniazid Resistance

We generated 1000 estimates of the
number of children who fell sick with
TB in 2010, by region and globally,
using the method we developed for
a previous study.® For each region
(and globally), we multiplied each of
these 1000 estimates by 1000
estimates of the proportion of
childhood TB cases with isoniazid
resistance for that region (or
globally). This produced 1 million
estimates of the annual number of
incident cases of childhood isoniazid-
resistant TB that occurred in each
region (and globally) in 2010. We
reported the median and the 2.5th
and the 97.5th percentiles of each of
these 1 million estimates.

Secondary Analysis

To examine the robustness of our
method, we conducted a second
exercise to estimate the proportion
and number of children with
isoniazid-resistant TB. We assumed
that the relationship between the
proportion of cases that are
multidrug-resistant and the
proportion of cases that are resistant
to isoniazid but not rifampin is the
same among treatment-naive adult
TB cases and child cases. We
calculated these relationships from
WHO regional estimates of both types
of resistance (WHO?! and unpublished
data, WHO). We applied these

relationships, by region, to regional
estimates of the numbers of incident
child MDR TB cases in 2010.6

Role of the Funders

This work was supported by Janssen
and the US National Institutes of
Health. The funders had no role in
study design or conduct; in collection,
management, analysis, or
interpretation of the data; or in
preparation, review, approval, or
submission of the manuscript.

RESULTS

We identified 43 publications
reporting proportions of both child
and treatment-naive adult TB cases
with isoniazid resistance in
nonoverlapping populations (Fig 2
and Table 1). Of these, 29
publications10-38 were identified
from our earlier systematic review,’
and 14 publications39-52 through our
updated systematic review. In total,
32 countries and territories were
represented, with a median of 14
children per report (interquartile
range: 7-55).

The regression model based on data
from these publications yielded the
following relationship between the
proportion of isoniazid-resistant
cases among child TB cases (Y) and
the proportion of isoniazid-resistant
cases among treatment-naive adult
TB cases (X): Y = —0.003 + 1.05X
(95% CI for the intercept = —0.021 to
0.015, 95% CI for the slope = 0.94 to
1.17). When the largest study (from
the United States>1) was removed, the
relationship was Y = 0.010 + 1.02X;
when the 2 largest studies (from the
United States and Kazakhstan#4)
were removed, the relationship was:
Y = 0.011 + 1.00X (Fig 3).

Applying this relationship to the
global WHO estimate of the
proportion of treatment-naive cases
with isoniazid resistance yielded

a global estimate of 12.1% (95% CI:
9.8% to 14.8%) of all incident TB
cases among children that were
isoniazid-resistant. This proportion

YUEN et al



s Reports cited in 2013 systematic review, Unique records found through systematic search of literature published
B published before January, 2012 January, 2012—-March, 2014 (Pubmed, Embase, LILACS)
= (n=95) (n = 406)
g
5
= Excluded
- A 4 -No data on patients 215 years old (n = 79)
Abstracts -No data on patients <15 years old (n = 17)
reviewed »| -Case report (n = 26)
(n = 406) -Clinical trial (n = 3) - o
-Contact or outbreak investigation (n = 9)
lén -Review article (n = 1)
§ -Drug-resistant cases only or drug-susceptible cases only (n = 61)
5 -No systematic DST for INH (n = 60)
@ -No patient-level data (n = 2)
-Not related to TB (n = 12)
-Duplicate (n =1)
(n=271)
— A v
Excluded Extracted Full-text articles Excluded
;’\ig szzsoglg?:in;;) < re\(/ji:sed as:;;f;ﬁt;or »| -No data on patients >15 years old (n = 1)
- -No data on patients <15 years old (n = 33)
-Data for treatment- (n=95) (n=135) -Retreatment patients only or treatment history unknown (n = 10)
naive adult patients -Case report or series (n = 1)
not extractable (n = 28) -Review article (n = 16)
E (n = 66) v -Drug-resistant cases only or enriched for drug-resistant strains (n = 2)
= il Authors -No systematic DST for INH (n = 5)
= contacted for -No patient-level data (n = 2)
additional »| -No original data (n = 2)
data -Overlapping populations (n = 20)
-Authors could not be contacted or did not respond (n = 18)
(n =35) -Authors unable to provide requested data (n = 5)
-Data not extractable and did not meet criteria for contacting
authors (n = 5)
L -Language not readable (n = 1)
] (n=121)
3 v A A4
T
T:’_, Studies/datasets included in the analysis
= (n=43)
FIGURE 2

Identification of publications reporting the proportion of isoniazid-resistant TB cases among children and among adults with no history of previous TB
treatment. DST, drug susceptibility testing; INH, isoniazid.

varied greatly by region, ranging from
5.7% (95% CI: 2.2% to 9.2%) in the
American region to 26.1% (95% CI:
20.0% to 33.6%) in the European
region (Fig 4). Applying these
proportions to estimates of incident
TB cases in children yielded an
estimated 120 872 (95% CI: 96 628
to 149 059) incident cases of
isoniazid-resistant TB disease in
children in 2010. Estimates of
regional numbers of incident cases
are shown in Table 2.

We obtained similar results with the
secondary analysis, which yielded

a global estimate of 108 037 (95% CI:
67 276 to 183 812) incident cases of
isoniazid-resistant TB in children in
2010, representing 11.0% (95% CI:
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6.9% to 18.5%) of all incident
childhood TB cases. Regional
variation in the proportion of cases
with isoniazid resistance was also
similar (Supplemental Information).

DISCUSSION

Our results suggest that ~120 000
children worldwide fall sick with
isoniazid-resistant forms of TB each
year, representing ~12% of all TB
cases in children. The majority of
cases occur in the Western Pacific
and Southeast Asia regions. However,
the European region has the highest
proportion of childhood cases that
are isoniazid-resistant.

The finding that 1 in 8 children with
TB globally have isoniazid-resistant

disease has enormous implications
for the effectiveness of treatment.

All forms of TB are substantially
underdiagnosed in children,55354 and
diagnosis of drug resistance presents
a particular challenge in children
because of lack of bacteriologic
confirmation.” Hence, it is likely that
the majority of these 120 000 children
receive either no TB treatment or

a standardized empirical first-line
regimen, with the latter group
receiving at most 3 effective drugs in
the intensive phase of treatment and
only 1 effective drug in the
continuation phase. In cases in which
resistance to other first-line drugs is
also present or a 3-drug regimen is
used, a child may be receiving even
fewer effective drugs. Both of these
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TABLE 1 Publications Identified Through Systematic Review, Which Contributed Data to the Regression Between the Proportions of Incident TB Cases
That Are Isoniazid-Resistant in Children and in Treatment-Naive Adults

Setting Years Patients ~ Children With Children With Treatment-Naive Adults Treatment-Naive Adults
Enrolled DST Results INH-Resistant TB (%) With DST Results With INH-Resistant TB (%)
Algeria (Algiers)'0 19631966 152 10 (7) 233 26 (11)
Australia®® 2010 21 8 (38) 1028 139 (14)
Austria®’ 1995-1998 108 2(2) 2653 70 (3)
Bangladesh (Greater Mymensingh District) 12 2001 11 0 (0 933 60 (6)
Brazil (Rio de Janeiro)'3 2004-2006 1 0 (0) 432 38 (9)
Brazil (Sao Paolo)'4 1995-1887 4 0 (0) 222 13 (6)
Brazil (Sao Paolo)'® 2000-2002 5 2 (40) 293 14 (5)
Burundi (Bujumbura)'6 2002-2003 13 2 (15) 483 29 (6)
China (25 provinces)40 Not stated 90 29 (32) 130 42 (32)
Colombia (Cali and Buenaventura)4’ 2007-2008 7 4 (57) 176 55 (31)
Djibouti4? 2010-2011 10 5 (50) 15 6 (40)
Ethiopia (Addis Ababa)'” 2005 11 327 179 14 (8)
Finland'8 19591961 26 7027 118 4 (3)
Haiti (Central)!® 1988 12 1(8) 210 41 (20)
Hong Kong20 1986-1999 429 21 (5) 48 496 2133 (4)
India (Andhra Pradesh State)2! 2004—2005 22 2 (9) 476 63 (13)
India (Ernakulum District)22 2004 1 0 (0) 304 27 (9)
India (New Delhi)43 2007-2011 27 9 (33) 79 12 (15)
Japan23 2002 7 0 (0) 2698 77 (3)
Kazakhstan4 2007-2011 712 286 (40) 28550 10914 (38)
Kenya (11 districts)24 1964 96 5 (5 536 60 (11)
Kenya (11 districts)2® 1984 55 9 (16) 693 58 (8)
Mexico (Monterrey)28 Not stated 1 1 (100) 136 15 (11)
Mexico (Sinaloa)2’ 1997-2004 7 1 (14) 458 72 (16)
Mexico (9 states)*® 20082009 14 4 (29) 2107 193 (9)
MongoliaZ8 2007 1 3N 640 80 (13)
New Zealand?® 2001-2010 105 6 (6) 2433 188 (8)
Pakistan (Karachi)4® 2006—2009 32 4 (13) 818 72 (9)
Poland*” 2011-2013 55 5 (9) 12452 405 (3)
Republic of Korea (Seoul)*8 20092011 1 0 (0 323 42 (13)
Saudi Arabia (Riyadh)30 1995-2000 10 2 (20) 297 21 (7)
Spain (Barcelona)3! 1995-1997 72 11 1467 57 (4)
Spain (Barcelona)32 2003-2004 15 0 (0 469 22 (5)
Spain (Santiago de Compostela)33 1996-2006 2 0 (0) 135 12 (9)
Taiwan (Changhua County)34 2001-2002 2 0 (0 454 68 (15)
Taiwan (Eastern)4® 2004-2010 16 2 (13) 992 135 (14)
Thailand (Bangkok and 4 districts)50 2004-2008 77 5 (6) 8900 798 (9)
Thailand (Chiang Rai Province)3® 1996-1998 19 5 (26) 1077 142 (13)
Turkmenistan (Dashoguz) and Uzbekistan 2001-2002 3 0 (0) 208 78 (38)
(Karakalpakstan)38
United Republic of Tanzania (15 districts)®’ 1969-1970 42 2 (5) 594 38 (6)
United States of America® 1993-2012 4543 341 (8) 224 592 17 401 (8)
Uzbekistan®2 2010-2011 5 2 (40) 700 296 (42)
Yemen38 2004 14 1(7) 493 19 (4)

DST, drug susceptibility test; INH, isoniazid.

situations considerably increase the
likelihood of poor outcomes including

prevalence and low prevalence of
isoniazid resistance.>7 Our results

resistance is known or suspected
based on the child’s exposure to

treatment failure and death.55
Moreover, the use of inadequate
regimens increases the risk of further
amplifying drug resistance,>¢
especially if resistance to other first-
line drugs results in treatment with
only 1 or 2 effective drugs.

WHO guidelines recommend children
sick with TB be treated with a 3-drug
regimen only in settings of low HIV

ed4

suggest that the risk of isoniazid
resistance among children with TB
varies widely among geographic
settings. Thus, when the risk of
isoniazid resistance is unknown and
when a bacteriologic sample cannot
be obtained, a minimum 4-drug
regimen should be used for the
initiation phase of treatment.
Moreover, if isoniazid mono-

a mono-resistant source case,
prudence would call for the child to
be given at least three effective drugs
(rifampicin, pyrazinamide, and
ethambutol) for the full 6 months of
treatment.>8

Child contacts of TB patients are one
of the most highly prioritized groups
for receiving preventive therapy to
avert development of TB disease,>?

YUEN et al
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FIGURE 4
Estimated percentage of child TB cases that are resistant to isoniazid, by WHO region.
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infected with isoniazid-resistant
strains, for whom isoniazid
preventive therapy is unlikely to be
effective. If one assumes that the risk
of isoniazid resistance among
children sick with TB reflects the risk
of being latently infected with an
isoniazid-resistant strain of

M tuberculosis, then applying our
estimated proportion of isoniazid
resistance among incident child cases
to the estimated 7.6 million new
annual latent infections in the 22
countries with high TB burdens>3 and
scaling up the number to a global
estimate would suggest that >1
million children are newly infected
with isoniazid-resistant strains each
year. The use of rifamycin-based
regimens rather than isoniazid alone
for preventive therapy>° would be
especially warranted in settings such
as Eastern Europe, where 33.5% of
treatment-naive adult cases are
estimated to be isoniazid-resistant.>
Most high-TB-incidence countries
have yet to adopt these proven,
shorter preventive regimens. Our
findings should spur more TB
programs to consider using them to
expand access to effective TB
prevention.

Although there are clear treatment
implications in regions of high
general risk of isoniazid-resistant TB,
the lowest regional risk we observed
was not insignificant, representing 1
in 20 children sick with TB. Our study
underlines the need in all settings to
ascertain the likely drug-resistance
profile of children with TB disease or
latent infection. Because children
with TB have often been infected by
someone close to them, contact
tracing and drug susceptibility testing
of adults with TB can provide crucial
data to inform treatment of children
with nonmicrobiologically confirmed
TB and of apparently healthy children
with latent TB infection. Our findings
also underscore the importance of
developing rapid point-of-care tests
capable of ascertaining resistance to
at least both isoniazid and rifampin in
the pediatric population.
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TABLE 2 Estimated Number of Incident Cases of Isoniazid-Resistant TB Disease in Children in 2010,

by WHO Region

WHO Region Children With Isoniazid-Resistant TB, n 95% Cl
African 20 339 7141 to 34616
Americas 1547 581 to 2519
Eastern Mediterranean 5935 3979 to 8163
European 11262 8431 to 14742
South-East Asia 38507 29709 to 47 869
Western Pacific 28170 20 865 to 35921
Total 120872 96 628 to 149 059

The comparison of our results with
a recent estimate of the number of
incident MDR TB cases in children
suggests that there are approximately
twice as many children with TB
resistant to isoniazid but not rifampin
as there are children with MDR TB.®
Because cases in children
predominantly reflect recent
transmission, this finding is indicative
of the ongoing transmission of strains
that are resistant to isoniazid but not
rifampin. Indeed, in some settings,
>5 times as many newly diagnosed
TB patients have isoniazid resistance
without concurrent rifampin as have
MDR TB.60.61 Notably, these patients
would not be diagnosed with drug-
resistant TB if the sole diagnostic
used were Gene Xpert MTB/RIF
assay, which only tests for rifampin
resistance. Although this assay is

a valuable rapid diagnostic tool, the
current US$26 million initiative
aimed at quickly scaling up its use®2
risks the unintended result of leading
programs to neglect diagnosis of
isoniazid resistance. Our results
suggest the importance of
coordinating rapid diagnosis of
isoniazid resistance with rapid
diagnosis of rifampin resistance to
ensure effective treatment.

Estimating the burden of drug-
resistant TB is fraught with
challenges.®3 Our method of
estimation required several
assumptions and incorporated
previously published estimates,
which themselves had important
limitations. First, the WHO regional
drug resistance estimates were based
on data from a subset of countries,
with data missing from many African
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countries and only older data
available from many countries in the
Americas.> Second, we assumed that
these estimates reflected the
proportion of resistance among
adults; although we do not know that
children were explicitly excluded
from all of the surveillance and
survey data that contributed to those
estimates, the number of children
included, if any, was likely to be
negligible. Third, our estimates relied
on previously published estimates of
the numbers of children with TB,
which were made assuming that
historical data on the proportion of
childhood TB cases that were sputum
smear-positive were generalizable to
all settings in the present.® Finally, in
estimating the number of incident
child cases of isoniazid-resistant
cases in 2010, we assumed that the
WHO drug resistance estimates were
applicable to 2010, even though they
were based on data spanning 1995 to
2013.

Because of the limited data available
on isoniazid resistance, we were
unable to use country-level data or
account for the variation that can be
expected in levels of isoniazid
resistance among countries within
a geographic region and within
countries as well.>¢4 For instance,
rates of isoniazid resistance in
Eastern Europe have been shown to
be substantially higher than in
Western Europe,® but the present
analysis is unable to capture this
difference. Finally, although we
attempted to test the robustness of
our methodology by using

a secondary approach, the 2 were
not fully independent because both

relied on the aforementioned
regional and global estimates of
isoniazid resistance and numbers of
children with TB. Alternative
estimates of the number of incident
TB cases in children were published
in 2014.53 In that report, the
number of childhood TB cases in the
22 high-burden countries was
estimated, and the authors noted
that global numbers would be ~25%
higher. This estimated 800 000
global childhood TB cases,
multiplied by our proportion
estimate of 12.1%, would result in
~96 800 childhood isoniazid-
resistant TB cases, which falls within
the confidence limits of our
estimate.

CONCLUSIONS

We estimate that 1 in 8 children with
TB globally has TB resistant to
isoniazid. That figure reaches 1 in 4 in
the European region. Our findings
have critical implications for the
diagnosis and treatment of both TB
disease and infection. The large
number of child cases signals
extensive ongoing transmission from
untreated TB patients with isoniazid-
resistant strains (with and without
rifampin resistance) and the urgency
to treat all forms of TB disease
effectively. The scope and regional
variation of the problem underline
the importance of understanding the
local epidemiology of isoniazid-
resistant TB and the drug resistance
profiles of adult cases, which are the
likely source cases for the children
around them. Our results also
indicate that current diagnostic
approaches and empirical first-line
treatment regimens may be exposing
large numbers of children to
inadequate TB treatment, putting
them at risk for treatment failure,
development of further resistance,
and death.

ACKNOWLEDGMENTS

We thank Matteo Zignol and WHO for
sharing unpublished regional

YUEN et al



estimates of isoniazid resistance
among new TB cases. We also thank
Amornrat Anuwatnonthakate, Dennis
Falzon, Rumina Hasan, Hugo Lopez-
Gatell, Christophe Martinaud, Chih-
Bin Lin, Maria Korzeniewska-Koseta,
Roque Miramontes, Richard Lumb,

P. Thumamo, Sarman Singh, Susan
van den Hof, Sonia Villegas, and
Matteo Zignol for kindly providing
additional unpublished data in
response to our requests. We thank
Arielle Tolman and Jonathan Parr for
their generous support on this

ABBREVIATIONS

CI: confidence interval

MDR TB: multidrug-resistant
tuberculosis

TB: tuberculosis

WHO: World Health Organization

Robert Pratt, Tae Sun Shim, Benjamin

project.

FINANCIAL DISCLOSURE: Drs Yuen, Rodriguez, Keshavjee, and Becerra received salary support through a grant from Janssen to Harvard Medical School. Dr Jenkins
has indicated she has no financial relationships relevant to this article to disclose.

FUNDING: This work was supported by a grant from Janssen to Harvard Medical School and by a National Institutes of Health award to HEJ (award no. KO1AI102944
from the National Institute of Allergy and Infectious Diseases). The funders had no role in study design or conduct; in collection, management, analysis, or
interpretation of the data; or in preparation, review, approval, or submission of the manuscript. The content is solely the responsibility of the authors and does not
necessarily represent the official views of the National Institute of Allergy and Infectious Diseases or the National Institutes of Health. Funded by the National
Institutes of Health (NIH).

POTENTIAL CONFLICT OF INTEREST: Drs Yuen, Rodriguez, Keshavjee, and Becerra received salary support through a grant from Janssen to Harvard Medical School.
Dr Keshavjee also received salary support from the Eli Lilly MDR-TB Partnership. Dr Jenkins has indicated she has no potential conflicts of interest to disclose.

REFERENCES

1.

World Health Organization. Global
Tuberculosis Report 2014. Geneva,
Switzerland: World Health Organization;
2014

. Hafner R, Cohn JA, Wright DJ, et al. Early

bactericidal activity of isoniazid in
pulmonary tuberculosis. Optimization of
methodology. The DATRI 008 Study Group.
Am J Respir Grit Care Med. 1997;156(3 pt
1):918-923

. Rieder H. Interventions for Tuberculosis

Gontrol and Elimination. Paris, France:
International Union Against Tuberculosis
and Lung Disease; 2002

. Ferebee SH. Controlled

chemoprophylaxis trials in tuberculosis.
A general review. Bibl Tuberc. 1970;26:
28-106

. Jenkins HE, Zignol M, Gohen T.

Quantifying the burden and trends of
isoniazid resistant tuberculosis,
1994—2009. PLoS ONE. 2011;6(7):e22927

. Jenkins HE, Tolman AW, Yuen CM, et al.

Incidence of multidrug-resistant
tuberculosis disease in children:
systematic review and global
estimates. Lancet. 2014;383(9928):
1572—-1579

. Marais BJ, Graham SM, Maeurer M,

Zumla A. Progress and challenges in
childhood tuberculosis. Lancet Infect Dis.
2013;13(4):287-289

. World Health Organization. Guidance for

National Tuberculosis Programmes on

PEDIATRICS Volume 136, number 1, July 2015

10.

11.

12.

13.

14.

the Management of Tuberculosis in
Children. 2nd ed. Geneva, Switzerland:
World Health Organization; 2014

. Yuen CM, Tolman AW, Gohen T, Parr JB,

Keshavjee S, Becerra MC. Isoniazid-
resistant tuberculosis in children:

a systematic review. Pediatr Infect Dis J.
2013;32(5):217—€226

Grosset J, Benhassine M. Antibiotic
primary resistance of Mycobacterium
tuberculosis in hospitals in Algeria
(1964—1966) [in Frenchl. Rev Tuberc
Pneumol (Paris). 1967;31(4):475-490

Stauffer F, Makristathis A, Klein JP,
Barousch W; The Austrian Drug Resistant
Tuberculosis Study Group. Drug
resistance rates of Mycobacterium
tuberculosis strains in Austria between
1995 and 1998 and molecular typing of
multidrug-resistant isolates. Epidemiol
Infect. 2000;124(3):523—-528

Van Deun A, Salim AH, Daru P, et al. Drug
resistance monitoring: combined rates
may be the best indicator of programme
performance. Int J Tuberc Lung Dis. 2004;
8(1):23-30

Brito RC, Mello FC, Andrade MK, et al.
Drug-resistant tuberculosis in six
hospitals in Rio de Janeiro, Brazil. Int J
Tuberc Lung Dis. 2010;14(1):24-33

Ferrazoli L, Palaci M, Marques LR, et al.
Transmission of tuberculosis in an
endemic urban setting in Brazil. Int J
Tuberc Lung Dis. 2000;4(1):18—25

20.

21.

. Telles MA, Ferrazoli L, Waldman EA, et al.

A population-based study of drug
resistance and transmission of
tuberculosis in an urban community. Int
J Tuberc Lung Dis. 2005;9(9):970-976

. Sanders M, Van Deun A, Ntakirutimana D,

et al. Rifampicin mono-resistant
Mycobacterium tuberculosis in
Bujumbura, Burundi: results of a drug
resistance survey. Int J Tuberc Lung Dis.
2006;10(2):178—183

. Ejigu GS, Woldeamanuel Y, Shah NS,

Gebyehu M, Selassie A, Lemma E.
Microscopic-observation drug
susceptibility assay provides rapid

and reliable identification of MDR-TB.
Int J Tuberc Lung Dis. 2008;12(3):332—337

. Aho K, Hallstrom K, Wager 0. Incidence of

primarily resistant tubercle bacilli in Finland.
Difference in child and adult series. Acta
Tuberc Pneumol Scand. 1962,42:214-221

. Scalcini M, Carré G, Jean-Baptiste M, et al.

Antituberculous drug resistance in central
Haiti. Am Rev Respir Dis. 1990;142(3):508-511

Kam KM, Yip CW. Surveillance of
Mycobacterium tuberculosis drug
resistance in Hong Kong, 1986—1999,
after the implementation of directly
observed treatment. Int J Tuberc Lung
Dis. 2001;5(9):815-823

Aparna SB, Reddy VCK, Gokhale S,
Moorthy KVK. In vitro drug resistance
and response to therapy in pulmonary
tuberculosis patients under a DOTS

es7



22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

€58

programme in south India. Trans R Soc
Trop Med Hyg. 2009;103(6):564—570

Joseph MR, Shoby CT, Amma GR,
Chauhan LS, Paramasivan GN.
Surveillance of anti-tuberculosis drug
resistance in Ernakulam District, Kerala
State, South India. Int J Tuberc Lung Dis.
2007;11(4):443-449

Tuberculosis Research Committee
(Ryoken). Drug-resistant Mycobacterium
tuberculosis in Japan: a nationwide
survey, 2002. Int J Tuberc Lung Dis. 2007;
11(10):1129-1135

Tuberculosis in Kenya: a national
sampling survey of drug resistance and
other factors. Tubercle. 1968;49(2):
136—169

Tuberculosis in Kenya 1984: a third
national survey and a comparison with
earlier surveys in 1964 and 1974. A
Kenyan/British Medical Research Council
Co-operative Investigation. Tubercle.
1989;70(1):5-20

Yang ZH, Rendon A, Flores A, et al. A
clinic-based molecular epidemiologic
study of tuberculosis in Monterrey,
Mexico. Int J Tuberc Lung Dis. 2001;5(4):
313-320

Zazueta-Beltran J, Ledn-Sicairos N, Muro-
Amador S, et al. Increasing drug
resistance of Mycobacterium
tuberculosis in Sinaloa, Mexico,
1997—-2005. Int J Infect Dis. 2011;15(4):
e272—e276

Buyankhishig B, Naranbat N, Mitarai S,
Rieder HL. Nationwide survey of anti-
tuberculosis drug resistance in
Mongolia. Int J Tuberc Lung Dis. 2011;
15(9):1201-1205

Das D, Baker M, Venugopal K, McAllister
S. Why the tuberculosis incidence rate is
not falling in New Zealand. N Z Med J.
2006;119(1243):U2248

Alrajhi AA, Abdulwahab S, Aimodovar E,
Al-Abdely HM. Risk factors for drug-
resistant Mycobacterium tuberculosis in
Saudi Arabia. Saudi Med J. 2002;23(3):
305-310

Martin-Casabona N, Alcaide F, Goll P, et al.
Drug resistance of Mycobacterium
tuberculosis. A multicenter study of the
Barcelona area. Group de Trabajo sobre
Resistencias en Tuberculosis [in Spanish].
Med Clin (Barc). 2000;115:493-498

Borrell S, Espafiol M, Orcau A, et al.
Tuberculosis transmission patterns

33.

39.

36.

37.

38.

39.

40.

41.

42.

among Spanish-born and foreign-born
populations in the city of Barcelona. Clin
Microbiol Infect. 2010;16(6):568—574

Mejuto B, Tufiez V, Del Molino MLP, Garcia
R. Characterization and evaluation of the
directly observed treatment for
tuberculosis in Santiago de Compostela
(1996—2006). Risk Manag Healthc Policy.
2010;3:21-26

. Liu CE, Chen CH, Hsiao JH, Young TG, Tsay

RW, Fung CP. Drug resistance of
Mycobacterium tuberculosis complex in
central Taiwan. J Microbiol Immunol
Infect. 2004;37(5):295—300

Yoshiyama T, Supawitkul S, Kunyanone N,
et al. Prevalence of drug-resistant
tuberculosis in an HIV endemic area in
northern Thailand. Int J Tuberc Lung Dis.
2001;5(1):32-39

Cox HS, Orozco JD, Male R, et al.
Multidrug-resistant tuberculosis in
central Asia. Emerg Infect Dis. 2004;
10(5):865—872

Tuberculosis in Tanzania: a national
sampling survey of drug resistance and
other factors. Tubercle. 1975;56(4):
269-294

Al-Akhali A, Ohkado A, Fujiki A, et al.
Nationwide survey on the prevalence
of anti-tuberculosis drug resistance in
the Republic of Yemen, 2004. Int J
Tuberc Lung Dis. 2007;11(12):
1328-1333

Lumb R, Bastian |, Carter R, Jelfs P,
Keehner T, Sievers A. Tuberculosis in
Australia: bacteriologically confirmed
cases and drug resistance, 2010. A
report of the Australian Mycobacterium
Reference Laboratory Network.
Gommun Dis Intell Q Rep. 2013;37(1):
E40-E46

Jiao W, Liu Z, Han R, et al. A country-wide
study of spoligotype and drug resistance
characteristics of Mycobacterium
tuberculosis isolates from children in
China. PLoS ONE. 2013;8(12):e84315

Villegas SL, Ferro BE, Perez-Velez CM,

et al. High initial multidrug-resistant
tuberculosis rate in Buenaventura,
Colombia: a public-private initiative. Eur
Respir J. 2012;40(6):1569-1572

Boyer-Cazajous G, Martinaud C, Déhan G,
et al. High prevalence of multidrug
resistant tuberculosis in Djibouti:

a retrospective study. J Infect Dev Ctries.
2014;8(2):233-236

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

93.

54.

Sankar MM, Singh J, Diana SC, Singh S.
Molecular characterization of
Mycobacterium tuberculosis isolates
from North Indian patients with
extrapulmonary tuberculosis.
Tuberculosis (Edinb). 2013;93(1):75-83

van den Hof S, Tursynbayeva A, Abildaev
T, et al. Converging risk factors but no
association between HIV infection and
multidrug-resistant tuberculosis in
Kazakhstan. Int J Tuberc Lung Dis. 2013;
17(4):526—-531

Bojorquez-Chapela |, Backer GE, Orejel |,
et al. Drug resistance in Mexico: results
from the National Survey on Drug-
Resistant Tuberculosis. Int J Tuberc Lung
Dis. 2013;17(4):514-519

Ayaz A, Hasan Z, Jafri S, et al.
Characterizing Mycobacterium
tuberculosis isolates from Karachi,
Pakistan: drug resistance and genotypes.
Int J Infect Dis. 2012;16(4):e303—e309

Korzeniewska-Koseta M. Tuberculosis in
Poland in 2011. Przegl Epidemiol. 2013;
67(2):277-281, 375-378

Lyu J, Kim MN, Song JW, et al. GenoType®
MTBDRplus assay detection of drug-
resistant tuberculosis in routine practice
in Korea. Int J Tuberc Lung Dis. 2013;
17(1):120-124

Hsu AH, Lee JJ, Chiang CY, Li YH, Chen LK,
Lin CB. Diabetes is associated with drug-
resistant tuberculosis in Eastern Taiwan.
Int J Tuberc Lung Dis. 2013;17(3):354—356

Anuwatnonthakate A, Whitehead S,
Varma JK, et al. Effect of mycobacterial
drug resistance patterns on patients’
survival: a cohort study in Thailand. Glob
J Health Sci. 2013;5(6):60—72

Kurbatova EV, Cavanaugh JS, Dalton T,

S Click E, Cegielski JP. Epidemiology of
pyrazinamide-resistant tuberculosis in
the United States, 1999-2009. Clin Infect
Dis. 2013;57(8):1081—1093

Ulmasova DJ, Uzakova G, Tillyashayhov
MN, et al. Multidrug-resistant
tuberculosis in Uzbekistan: results of

a nationwide survey, 2010 to 2011. Euro
Surveill. 2013;18(42):18

Dodd PJ, Gardiner E, Coghlan R, Seddon
JA. Burden of childhood tuberculosis in
22 high-burden countries:

a mathematical modelling study. Lancet
Glob Health. 2014;2(8):6453—e459

World Health Organization. Roadmap for
Childhood Tuberculosis: Toward Zero

YUEN et al



99.

96.

o7.

Deaths. Geneva, Switzerland: World
Health Organization; 2013

Lew W, Pai M, Oxlade 0, Martin D,
Menzies D. Initial drug resistance and
tuberculosis treatment outcomes:
systematic review and meta-
analysis. Ann Intern Med. 2008;149(2):
123-134

van der Werf MJ, Langendam MW, Huitric
E, Manissero D. Multidrug resistance
after inappropriate tuberculosis
treatment: a meta-analysis. Eur Respir J.
2012;39(6):1511-1519

World Health Organization. Rapid Advice:

Treatment of Tuberculosis in Children.
Geneva, Switzerland: World Health
Organization; 2010

PEDIATRICS Volume 136, number 1, July 2015

58.

959.

60.

61.

Blumberg HM, Burman WJ, Chaisson RE,
et al. American Thoracic Society/Centers
for Disease Control and Prevention/
Infectious Diseases Society of America:
treatment of tuberculosis. Am J Respir
Crit Care Med. 2003;167(4):603—662

World Health Organization. Guidelines on
the Management of Latent Tuberculosis
Infection. Geneva, Switzerland: World
Health Organization; 2015

Hang NT, Maeda S, Lien LT, et al. Primary
drug-resistant tuberculosis in Hanoi, Viet
Nam: present status and risk factors.
PloS One. 2013;8(8):e71867

Sanchez-Padilla E, Ardizzoni E, Sauvageot
D, et al. Multidrug- and isoniazid-
resistant tuberculosis in three high HIV

62.

63.

64.

burden African regions. Int J Tuberc
Lung Dis. 2013;17(8):1036—1042

World Health Organization. TBXpert
project. 2013; Available at: http://www.
who.int/th/publications/TBXpert_
briefing_note.pdf?ua=1. Accessed
December 3, 2014

Cohen T, Colijn G, Wright A, Zignol M, Pym
A, Murray M. Challenges in estimating
the total burden of drug-resistant
tuberculosis. Am J Respir Crit Care Med.
2008;177(12):1302—1306

Jenkins HE, Plesca V, Ciobanu A, et al.
Assessing spatial heterogeneity of
multidrug-resistant tuberculosis in

a high-burden country. Eur Respir J.
2013;42(5):1291-1301

€59


http://www.who.int/tb/publications/TBXpert_briefing_note.pdf?ua=1
http://www.who.int/tb/publications/TBXpert_briefing_note.pdf?ua=1
http://www.who.int/tb/publications/TBXpert_briefing_note.pdf?ua=1

