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Introduction?

The workshop summarized in this volume was the third international
meeting in a series sponsored by the Forum on Drug Discovery, Devel-
opment, and Translation of the Institute of Medicine (IOM) to gather
information from experts around the world on the threat of drug-resistant
tuberculosis (TB) and how it can be addressed. The workshop was held
April 18-19 and 21, 2011, in New Delhi, India, in collaboration with the
Indian National Science Academy (INSA) and the Indian Council of Medi-
cal Research (ICMR).

The Forum held a foundational workshop in Washington, DC, in 2008.
The summary of that workshop, Addressing the Threat of Drug-Resistant
Tuberculosis: A Realistic Assessment of the Challenge: Workshop Summary
(IOM, 2009), and the accompanying white paper (Keshavjee and Seung,
2008) provided background for and informed the development of four
subsequent workshops in countries with a high burden of drug-resistant TB.
The first international workshop in the series was held in Pretoria, South
Africa, on March 3-4, 2010 (IOM, 2011a). The second international work-
shop was held in Moscow, Russia, on May 26-27, 2010 (IOM, 2011b). The
final workshop in the series is being planned for China. Box 1-1 summarizes

1 The planning committee’s role was limited to planning the workshop, and the workshop
summary has been prepared by the workshop rapporteurs as a factual summary of what
occurred at the workshop. Statements, recommendations, and opinions expressed are those
of individual presenters and participants, and are not necessarily endorsed or verified by the
Forum or the Institute of Medicine (IOM) and they should not be construed as reflecting any
group consensus.



DRUG-RESISTANT TUBERCULOSIS IN INDIA

BOX 1-14
Key Viewpoints from Previous Workshops

To set the stage for the workshop in India, Gail Cassell, Visiting
Professor, Harvard Medical School, and Vice President of TB Drug Dis-
covery, Infectious Disease Research Institute, provided an overview of
selected key messages from the first three workshops held by the Forum
in Washington, DC; Pretoria, South Africa; and Moscow, Russia (IOM,
2009, 2011a,b).

Global Surveillance of Drug-Resistant TB

According to Cassell, a clear message that emerged from these meet-
ings is that the actual number of multidrug-resistant (MDR) TB cases is
certain to exceed the 440,000 (range of 390,000 to 510,000) new cases
estimated by the World Health Organization (WHO) to have occurred in
2008 (WHO, 2010b). Quality data on the incidence and prevalence of
MDR TB are not always available for a country or region. Data from many
countries are based on statistical modeling results rather than laboratory-
based surveillance, often because the laboratories in countries with a
high burden of MDR TB lack the capacity to test for susceptibility to
second-line drugs.?

Pediatric Drug-Resistant TB

Existing MDR TB surveys rarely include children. Cassell noted that
even when children are included, they generally are lumped together into
broad age groups, a practice that obscures the profile of pediatric MDR
TB. If South Africa is an indication of the situation in other countries,
Cassell said, MDR TB in children is a significant problem. According to
a 2008 study of 148 children who underwent drug susceptibility testing
(DST) while being treated for TB at two hospitals in Johannesburg, 8.8
percent, or 13 children, had MDR TB (Fairlie et al., 2011). Of those 13
children, 53.9 percent were HIV-coinfected, and 10 children received
appropriate treatment. Four children with MDR TB died within 0.1 to 4.0
months after the date of TB investigation. In other studies presented at
the Moscow meeting, data for Argentina and Peru indicated that MDR TB
represented 15.4 percent of 136 previously treated TB cases in children
in Argentina and 23.6 percent of 360 previously treated TB cases in
children in Peru (IOM, 2011b; Llerena et al., 2010; Wright et al., 2009).

The microbiological diagnosis of drug-resistant TB in children is a
challenge as children often have paucibacillary disease (few bacilli in
sputum for testing), and specimens for DST are difficult to obtain. Cassell
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suggested that to measure infection in the pediatric population accu-
rately, the presence of the organism in other types of specimens must
be detectable in a more sensitive way.

Transmission of MDR TB

Cassell noted that another strong message from the South Africa
workshop was that human-to-human transmission of drug-resistant
strains of TB is much more common than previously appreciated. In the
past, infection control has been overlooked because there was a belief
that drug-resistant strains are not spread as easily from person to person
as susceptible strains. Whereas in the 1970s and 1980s, most MDR TB
appeared to result from a lack of patient compliance with treatment or se-
quential treatment regimens, transmission of MDR and extensively drug-
resistant (XDR) TB strains appears to dominate today, as evidenced by
experience in Shanghai, South Africa, Tomsk, and Lima (IOM, 2011a,b).

Transmission of drug-resistant strains among children also is occur-
ring in South Africa. In the 2008 South African study noted above, only
4 of the 13 children diagnosed with MDR TB had known exposure to an
adult with TB, and none of these adult contacts had MDR TB (Fairlie
et al., 2011). “Spread in the pediatric population is an important public
health issue,” said Cassell. Similarly, data presented at the Moscow
workshop described 128 culture-confirmed pediatric cases in Colombia,
South America. Almost all of these cases had never been treated, and
most had no history of adult MDR TB contacts.

Diagnosis and Treatment of MDR TB

As discussed in a white paper prepared for the Washington, DC,
workshop (Keshavjee and Seung, 2008), the number of patients receiv-
ing treatment for TB worldwide is small, and in many cases the treatment
they are receiving is ineffective because it is not based on DST. Rather,
patients have failed treatment with first-line drugs and therefore have
been put on second-line drugs without the susceptibility of their TB strain
to those drugs being known. In 2010, only 16 percent of global MDR TB
cases estimated to exist among reported TB cases were actually enrolled
in MDR TB treatment regimens (WHO, 2011a). It is also estimated that as
of 2010, fewer than 5 percent of TB patients were being tested for MDR
TB in most parts of the world (WHO, 2011a).

Cassell cited the views expressed by some speakers at previous
workshops that while enhancing laboratory capacity might improve
surveillance, it would be unlikely to affect individual patient treatment
and thus would fail to affect the spread of drug-resistant strains. It is

continued
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BOX 1-1 Continued

unrealistic to think that in countries that currently have fewer than 1 labo-
ratory per 10 million population, which is the case in most high-burden
countries, sufficient resources and time would be available to scale up
capacity quickly enough to have a major impact on rapid diagnosis and
treatment, especially given that most patients are in remote settings.
Countries need one laboratory per 5 million population to perform cul-
ture and DST, according to standards developed by WHO (2011a). Of
27 countries with a high burden of MDR TB, however, just 13 meet both
of these standards (Armenia, Azerbaijan, Bulgaria, Estonia, Georgia,
Kazakhstan, Kyrgyzstan, Latvia, Lithuania, Republic of Moldova, Russian
Federation, South Africa, and Ukraine).

Recently introduced diagnostics and technologies in late-stage de-
velopment increase the speed and sensitivity of diagnosis. GeneXpert,
for example, is an impressive advance. But a diagnostic still is needed
that can determine antimicrobial susceptibility quickly at the point of care
so that patients can be managed appropriately. Also, new technologies
still require laboratory infrastructure and have limited capability to detect
MDR genes or to detect infection other than in sputum.

The three previous workshops also emphasized the importance of the
procurement and distribution of high-quality drugs. Critical issues include
the need for better data on drug quality, quality enforcement, quality
strategies, and accurate demand forecasting.

One of the most urgent needs is to obtain accurate data on the ex-
istence of totally drug-resistant (TDR) TB, said Cassell, because only
then will the rest of the world take notice of the problem and policy
makers increase funding for its control. Striking new data from KwaZulu-
Natal reveal the magnitude of the problem: in the studied population, 88
percent of cases identified as XDR TB were actually TDR.¢ Even under
the best of circumstances—as has been the case in Tomsk (Keshavjee
et al., 2008) and in Peru (Mitnick et al., 2008)—only 48 percent and 60
percent, respectively, of XDR TB cases are treatable, which means that
52 and 40 percent, respectively, are untreatable. Currently there are no
consistent policies for dealing with patients whose TB is untreatable.
Proof that the disease in these patients is untreatable may take months,
during which time they may spread their resistant organisms to family
members and others in the community, including health care workers.
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Development of New Antibiotics

Successfully treating these patients will require not just one new
antibiotic in the regimen but a combination of three to four new classes
of antibiotics simultaneously. This represents an enormous financial and
technical challenge requiring massive cooperation. Today the failure rate
from the time of target identification to regulatory approval of a new
drug is 90 percent. Half of drugs fail even in phase Il clinical trials. The
average cost of developing a new drug is more than $1.5 billion, and the
average time for drug discovery and development from target identifica-
tion to approval is 10 to 14 years. Both of these figures would probably
be higher for TB drugs given the lack of infrastructure and point-of-care
diagnostics in high-burden countries. Yet in 2010, the world was invest-
ing only $226.8 million in TB drug research and development from all
sources (Treatment Action Group, 2011).

According to Cassell, the public perception is that TB remains a prob-
lem but that drugs are available to treat it. The reality is that MDR and
XDR TB are increasing at a rapid rate. As noted, current estimates are
that 440,000 new cases of MDR TB are occurring each year, which is not
a large number compared with other unmet medical needs. However, the
reality is that while the number of patients diagnosed with and treated
for MDR TB is increasing globally, the majority of MDR TB patients are
not diagnosed and not receiving treatment. Only 16 percent of the TB
patients estimated to have MDR TB in 2010 were diagnosed and given
appropriate treatment (WHO, 2011a,b; Zignol et al., 2012).

2This box is based on the presentation of Gail Cassell, Visiting Professor, Harvard Medi-
cal School, and Vice President of TB Drug Discovery, Infectious Disease Research Institute.

b A report from WHO (2011a) released after the workshop indicates that 60 percent of
countries currently have at least one direct and representative measurement of drug resis-
tance among their TB patients. Despite overall global increases in the coverage of data on
drug resistance, however, considerable uncertainty remains as to the actual levels of MDR
TB among TB patients.

¢ Data provided via personal communication, June 22, 2011, with Kristina Wallengren,
Acting Clinical Core Manager, KwaZulu-Natal Research Institute for Tuberculosis and HIV
(K-RITH), Nelson R. Mandela School of Medicine, University of KwaZulu-Natal.
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key viewpoints and findings from the workshops held previously in Wash-
ington, Pretoria, and Moscow.

The workshop in India brought together about 100 disease experts,
community leaders, policy makers, and patient advocates from India, the
United States, and other countries for 2 days of intensive discussions. While
the workshop was specifically designed to address the current status of
drug-resistant TB in India, the presentations and discussions were anchored
in a framework reflective of the global experience with MDR TB. The aim
of the workshop was to highlight key challenges to controlling the spread
of drug-resistant strains of TB and to discuss innovative strategies for
advancing and harmonizing local and international efforts to prevent and
treat drug-resistant TB.2

HISTORY AND DIMENSIONS OF THE PROBLEM?

Evidence indicates that TB has plagued mankind since ancient times,
said Prakash N. Tandon, Emeritus Professor, INSA, in his opening remarks
at the workshop. A human skeleton from a Neolithic cemetery near
Heidelberg, Germany, dating to 5000 BCE shows evidence of spinal TB. Of
interest, said Tandon, is evidence in this skeleton of healing in the absence
of any drugs. Egyptian skeletons dating back to 3500 BCE likewise show
evidence of TB. Hymns in the Rigveda and Yajurveda indicate that the early
Indo-Aryans were familiar with the disease in the second millennium BCE.

Today, an estimated 2 billion people, one-third of the global popula-
tion, are infected with Mycobacterium tuberculosis (M.tb.), the bacterium
that causes TB (Keshavjee and Seung, 2008). Spread through the air, this
infectious disease killed 1.7 million people in 2009, or approximately 4,700
people each day (WHO, 2010a).

Although antibiotics developed in the 1950s are effective against a large

2 The National Institute of Allergy and Infectious Diseases (NIAID), U.S. National Institutes
of Health (NIH), held a meeting focused on exploring opportunities for collaboration in TB
drug discovery research on April 20-21, 2011, the 2 days following the IOM workshop, also
in New Delhi. The NIAID meeting was cosponsored by the Department of Biotechnology,
Ministry of Science and Technology, Government of India, and ICMR. Meeting objectives
included sharing the latest scientific information on drug discovery research focused on
combating MDR and XDR TB, discussing TB drug development needs and the ways in which
biomedical research can contribute, and identifying partnership opportunities to advance and
accelerate new drug discovery efforts in order to simplify and improve therapeutic options for
drug-resistant TB. Topics and meeting participants overlapped between the NIAID and IOM
meetings in India, creating synergies and connections for future collaborations in the areas of
TB research and policy. Appendix B of this report includes a summary of the NIAID meeting.

3 This section and the two that follow are based on the welcoming remarks of Prakash N.
Tandon, Emeritus Professor, INSA; Krishan Lal, President, INSA; and Vishwa Mohan Katoch,
Director General, ICMR.
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percentage of TB cases, resistance to these first-line therapies has developed
over the years, resulting in the growing emergence of MDR and XDR TB
(see Box 1-2 for definitions). Diagnosing and effectively treating MDR and
XDR TB patients requires increasingly complex public health interventions.
MDR TB, for example, is resistant to first-line drugs and must be treated
with second-line drugs that are more expensive and more toxic, often
require injection, and involve longer treatment regimens (2 years or more
to treat MDR TB compared with 6-9 months to treat drug-susceptible
TB). As drug resistance develops, the challenge is to stop the transmission
or spread of MDR TB and identify MDR TB cases early; treatment should
include efforts to preserve the effectiveness of current drugs and create new
treatment regimens to combat drug-resistant strains as they emerge.

THE BURDEN OF DRUG-RESISTANT TB

According to data from WHO on global drug resistance, an estimated
3.6 percent of global incident (new) TB cases, or a total of 440,000 cases,
were MDR TB in 2008 (95 percent confidence interval, 390,000-510,000)
(WHO, 2010c).* The available data on drug-resistant TB are inadequate,
however, and lead to an underestimation of the true global burden of MDR
TB. In many developing countries where the MDR TB burden is likely to be
significant, surveillance systems do not exist or lack the capacity to gener-
ate reliable data. Even the most recent global surveillance data on MDR
TB do not include 79 countries—41 percent of all countries in the world
(WHO, 2010c, p. 6).

The burden of XDR TB is even less well known because many countries
lack the laboratory and infrastructure capacity necessary to test MDR TB
patients routinely for susceptibility of their infection to second-line drugs.
The provision of optimal patient care for MDR and XDR TB patients is
based on DST, and many countries are ill equipped to conduct such tests. It
is through such testing that physicians determine which drugs are likely to
be effective against a particular drug resistance profile. The vast majority of
MDR and XDR TB cases are undetected and thus untreated with appropri-
ate second-line drugs. Of those patients who are treated with second-line
drugs, many are not taking the right drugs to treat their drug resistance
profile effectively.

4 Instead of providing a global estimate of incident MDR TB cases each year, an updated
WHO (2011a) report on TB control, released after the workshop, estimates the prevalence of
MDR TB (number of cases) globally. According to that report, an estimated 650,000 MDR
TB cases existed among the world’s 12 million cases of TB in 2010. (Prevalence measures the
level of a disease in a population at a particular point in time, while incidence measures the
occurrence of new cases of a disease in a population.)
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BOX 1-22
The Nature of the Threat

Definitions

Multidrug-resistant (MDR) TB is caused by bacteria resistant to iso-
niazid and rifampicin, the two most effective first-line anti-TB drugs,
originally developed and introduced in the 1950s and 1960s.

Extensively drug-resistant (XDR) TB is resistant to the same drugs
as MDR TB (isoniazid and rifampicin), as well as any fluoroquinolone
(levofloxacin, moxifloxacin, or ofloxacin) and at least one second-line
injectable drug (kanamycin, amikacin, or capreomycin).

Totally drug-resistant (TDR) TB is TB for which no effective treatments
are available.

Pathways for Infection

MDR/XDR TB results from either primary infection with a drug-
resistant strain of TB (i.e., transmitted by person-to-person contact) or
acquired infection with such a strain that occurs in the course of a
patient’s treatment, resulting, for example, from failure to ensure regular
treatment with high-quality existing drugs. Amplified resistance, or the
enhancement of existing drug resistance as a result of initiating an inap-
propriate drug regimen at the beginning of care, is a significant challenge

TREATING TB IN CONTEXT

The diagnosis of TB is no longer a death warrant, said Krishan Lal,
President, INSA, but the existence of treatments raises sociological and
psychological issues. Patients may take a treatment just until they feel well,
which can foster the development of resistance and lead to the spread of the
disease. In addition, many health problems other than TB, such as diabetes
and high blood pressure, occur in India, which can complicate treatment.
The lack of quick, accurate, and inexpensive tests for drug-resistant TB
hampers treatment, said Tandon. Drug-resistant TB needs to be diagnosed
earlier and with greater specificity than is currently the case, especially given
the much greater costs of treating drug-resistant TB.
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created by providing an incorrect combination of drugs. For example, a
patient might display resistance to streptomycin and isoniazid at the be-
ginning of treatment and subsequently become resistant to streptomycin,
isoniazid, and rifampicin during the course of treatment. Even when an
empirically appropriate drug regimen is selected at the beginning of treat-
ment, by the time drug susceptibility information is available, resistance
may be amplified.

WHO and the International Union Against Tuberculosis and Lung
Disease (IUATLD) have urged replacement of the term “primary resis-
tance” with “drug resistance among new cases” and the term “acquired
resistance” with “drug resistance among previously treated cases.”

Treatment

MDR/XDR TB treatment requires 2 years or more of daily, directly
observed treatment (DOT) with drugs that are less potent, more toxic,
and much more expensive than those used to treat drug-susceptible TB.
Despite the challenges, aggressive treatment with second-line drugs has
produced positive outcomes in MDR/XDR TB patients. However, TDR TB
is a growing threat. The spread of TDR TB is especially ominous as it
would return the globe to the pre-antibiotic era (Keshavjee and Seung,
2008).

2The information in this box was originally presented at the Forum’s 2008 workshop on
drug-resistant TB (IOM, 2009).

India has in the past had great success in tackling major health prob-
lems such as leprosy, observed Vishwa Mohan Katoch, Director General,
ICMR. The country has instituted a massive program to deliver drugs to
TB patients, but the disease also needs to be monitored and managed very
carefully. Comprehensive approaches, such as those reflected in the agenda
of this workshop, are essential, V. M. Katoch said.

Tandon, Lal, and V. M. Katoch praised the extent of international col-
laboration in responding to drug-resistant TB, especially the collaboration
between India and the United States. Both countries are members of the
Global Network of Academies, Lal observed, and this organization also has
worked with the InterAcademy Medical Panel. Such collaborations will be
essential, he said, for evolving strategies to fight TB.
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OVERVIEW OF TB AND MDR TB IN INDIA’

In his opening keynote address, K. Srinath Reddy, President, Public
Health Foundation of India, provided a broad overview of TB in India
and the nation’s response to the disease. (Chapter 2 covers these topics in
greater detail.)

India accounts for approximately one-fifth of the global incidence of TB
(RNTCP Status Report, 2011). Fully 40 percent of the country’s population
is infected with the tubercule bacillus. Each year the country sees 2 mil-
lion new cases (the global incidence is 9.4 million), which lead to 280,000
deaths annually, although the prevalence of HIV among new cases in India
is just 6.4 percent compared with a global average of 12 percent. TB is one
of the leading causes of death among adults in India, and it also takes a
large toll on the country’s younger generation, which makes up a significant
proportion of the total population.® TB also takes a disproportionately
large toll among young females: more than 50 percent of TB cases among
females occur before age 34, and an estimated 100,000 women are rejected
by their families every year because they have the disease. Some workshop
participants noted that national-level, all-India studies evaluating the effect
of a TB diagnosis on family dynamics could provide more specific data
and have an impact on understanding and preventing the rejection of TB
patients by their families.

TB also disproportionately affects the poorest and most marginalized
populations in India, as well as people in their most productive ages—70
percent of TB patients are aged 15-54. People with TB incur an average
potential loss of 20-30 percent of their annual household income as a result
of 3-4 months of lost work time. In India, about 14 million people fall into
poverty each year because they experience unaffordable health care costs,
and TB is a major cause of health-related impoverishment.

Drug-Resistant TB in India

Reddy noted that, based on 2008 data, MDR TB represents an esti-
mated 2.3 percent of new TB cases in India (compared with 3.3 percent

5 This section is based on the presentation of K. Srinath Reddy, President, Public Health
Foundation of India.

¢ According to the 2001 Indian census, the country has a large proportion of young
people—335 percent of the population is aged 14 and younger (Government of India, 2001).
Provisional population totals from the 2011 Indian census reveal a total population of 1.21
billion people, reflecting an additional 181 million people since 2001. The United Nations
has estimated that the world population grew at an annual rate of 1.23 percent from 2000 to
2010. Over this decade, China’s population grew at an annual rate of 0.53 percent and India’s
at an annual rate of 1.64 percent (Government of India, 2011).
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worldwide) and 17 percent of retreatment cases. These figures represent
about 99,000 MDR TB cases in the country.

XDR TB has been reported in India. However, its magnitude remains
undetermined because of a lack of laboratories capable of conducting
quality-assured second-line DST.”

The Revised National TB Control Program

The United Nations’ Millennium Development Goals call for halt-
ing and beginning to reverse the incidence of TB by 2015. The STOP TB
Partnership has established the target of reducing the global burden of TB
(defined by per capita prevalence and death rates) by 50 percent relative to
1990 levels by 2015 and the long-term goal of reducing the global incidence
of active TB to less than 1 case per million population per year by 2050.

India’s strategy for working toward these goals is embodied in its
Revised National TB Control Program (RNTCP). This program is struc-
tured around five elements:

political and administrative commitment;

good-quality diagnosis, primarily by sputum smear microscopys;
an uninterrupted supply of quality drugs;

DOT; and

systematic monitoring and accountability.

Dk w =

A massive expansion of the program began in 1998, so that by 2006,
Directly Observed Treatment-Short course (DOTS) coverage had been
extended to 632 districts and more than 1.1 billion people.

In 2010, DOTS-Plus services were introduced in some states of India
to treat MDR TB. By 2012, these services will have been extended to all
smear-positive retreatment cases and to new cases that have failed an ini-
tial first-line drug treatment. By 20135, services are to be made available to
all smear-positive pulmonary TB cases registered under the program. By
2012-2013, the program’s goal is to treat at least 30,000 MDR TB cases
annually. Providing DOTS-Plus for MDR TB requires giving special atten-
tion to several key factors in program design and delivery:

7 The emergence of what has been described as TDR TB was reported in January 2012
(Udwadia et al., 2012) at Hinduja Hospital in Mumbai when four patients were found to be
resistant to all first- and second-line drugs tested. India’s Revised National TB Control Pro-
gram (RNTCP) has issued a response to the report and provided information on the program’s
approach to combating all forms of drug-resistant TB. For more information, visit http://
tbcindia.nic.in/pdfs/RNTCP %20Response %20DR %20TB%20in %20India %20-%20Jan %20
2012%?20update.pdf (accessed April 17,2012).
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e quality-assured laboratory capacity for smear, culture, and drug
sensitivity testing;

treatment design;

adherence to difficult-to-take regimens for long periods of time;
management of side effects;

drug procurement;

recording and reporting; and

human and financial resource constraints.

As of the end of 2010, MDR TB treatment had been scaled up to
cover 287 million people in 139 districts across 12 states of India. Since
the inception of services, more than 19,000 suspected MDR TB cases have
been examined for diagnosis, more than 5,000 cases have been confirmed,
and more than 3,500 cases have been initiated on category IV treatment
through 20 DOTS-Plus sites.

Reddy noted that in general, India has a strong national program for
basic TB control with a high treatment success rate. The country has made
provisions for the participation of all health care providers, including pri-
vate practitioners. Efforts also have been made to control the dual epidem-
ics of TB and HIV (see the discussion of this topic in Chapter 6). Extensive
laboratory expansion is planned in collaboration with the private sector,
which has to date been a largely untapped resource in the development of
laboratory capacity. (The expansion plans for the program are described in
Chapter 2 and public—private participation in Chapter 7.)

Challenges in the Management of MDR TB in India

Several challenges are faced in the management of MDR TB in India,
said Reddy. First is the limited supply of human resources to carry out train-
ing and assessments. Indeed, India is a country where in general, human
resources in health care are limited and not well distributed. According to
Reddy, the country’s public health workforce needs to be expanded, and
those who are currently employed need training to augment their knowl-
edge and skills.

Second, there is a lack of funding for the management of MDR TB,
especially given the high cost of second-line drugs as treatment is scaled up.
A high-level expert group recently recommended that a larger portion of
the country’s health budget be allocated to providing drugs free of cost and
that the national capacity to produce and supply low-cost drugs, including
public procurement, be enhanced (Planning Commission of India, 2011).
Other workshop participants noted that policy implementation delays will
negatively affect MDR TB cases—diagnosed and undiagnosed.

Third, laboratory capacity for diagnosis and follow-up of MDR TB
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patients and quality assurance is limited. Although expansion currently
is taking place, India now has only 23 functional laboratories across the
country, and according to Reddy, many more are needed. The availability of
second-line drugs and DST also is limited. High-throughput diagnostics and
a specimen transportation infrastructure are particular needs. An MDR TB
surveillance or survey program still does not exist, and an infection control
plan is lacking. Reddy stressed that all of these issues need to be addressed
and that managerial capacity must be improved as well. India needs a
strong vertical program that integrates all aspects of MDR TB control
and care, including infection control, diagnosis, treatment, and follow-up.
However, Reddy added, it is difficult to impose a strong vertical program
on a weak national health system.

The Need for Action

The prevalence of MDR and XDR TB in India and globally raises the
possibility that the current epidemic of mainly drug-susceptible TB will be
replaced by a form of TB with severely restricted treatment options, Reddy
observed. If so, plans to move toward a world where TB is no longer a
public health problem will be derailed.

Reddy stressed that the basic TB program in India needs to be strength-
ened to reach out to unnotified and missed cases and to poor and highly
vulnerable populations. More broadly, the social determinants of TB need
to be addressed. The Public Health Foundation of India is currently work-
ing with the RNTCP to assess the barriers experienced by vulnerable groups
in accessing services and determine how those barriers can be overcome.

In terms of surveillance, India’s Department of Health Research needs
to supplement efforts currently in place, particularly for MDR and XDR TB,
said Reddy. Laboratory networks need to be strengthened and expanded,
human resources and financial management need to be enhanced, and the
drug supply chain needs to be strengthened. Reddy also noted that the
National Board of Examinations is currently connected to more than 700
hospitals that are distributed across the country and have postgraduate
trainees who are expected to conduct research. According to Reddy, “If at
least 100 of these hospitals can be linked up and their surveillance changed
to regularly report on issues related to MDR TB and XDR TB—in terms of
detection as well as management and outcomes—we can develop a central-
ized surveillance system across the country extending to medical colleges.”
In this way, India could quickly build a cost-effective surveillance system
that would be nationally representative.

Policies should ensure that all TB patients have equitable access to care
and that their interests and rights are protected, said Reddy. Policies also
should ensure that all relevant public and private health care providers are
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engaged in managing TB according to national priorities. And the primary
health care system should be strengthened to ensure early detection, effec-
tive treatment, and support for patients.

Reddy emphasized that TB medicines should be sold by prescription
only and should be prescribed and dispensed by accredited public and
private providers. He noted that in India today, drugs often are sold over
the counter instead of through appropriate prescriptions, a situation that
can foster misuse. Infection control policies are needed, and investments
should be made to promote research, surveillance, molecular diagnostics,
and drug development.

Reddy concluded by lauding the collective commitment to combating
drug-resistant TB, “which now transcends geographical barriers and also
brings scientific coalescence from multiple disciplines.” In this context,
he suggested, “this workshop should be a landmark for initiating action
against MDR TB and XDR TB.”

SETTING THE STAGE?®

To set the stage for the remainder of the workshop, Salmaan Keshavjee,
Assistant Professor, Harvard Medical School, provided a global overview of
the challenges and potential solutions in confronting drug-resistant TB (dis-
cussed in detail in Chapter 3), with an emphasis on the slow pace of treat-
ment scale-up and the consequences of inaction. He urged the participants
“to be blunt with each other, because we are TB experts, and if we can’t
be honest with each other, we are going to have big trouble as we move
forward.” To this end, throughout the workshop, there was discussion of
existing bottlenecks and challenges, as well as examples of incentives and
disincentives from other locations or experiences. Experiences with both
success and failure were shared.

In 2006, the STOP TB Partnership established a plan for combating
the epidemic of drug-resistant TB. At that time, WHO was estimating that
about 500,000 new cases of drug-resistant TB occurred each year, meaning
that between 2006 and 2015 there would be 5 million cases. The goal of
the 2006 plan was to treat 1.6 million cases, said Keshavjee, leaving the
other 3.4 million without treatment; he referred to this target as “dismal.”

Since that plan was established, official efforts to treat MDR TB
have failed to achieve even this target, Keshavjee stated. Of the § mil-
lion cases estimated to have occurred between 2000 and 2009, only
approximately 22,000 patients received treatment through programs
approved by the Green Light Committee (GLC)—a multilateral coali-

8 This section is based on the presentation of Salmaan Keshavjee, Assistant Professor,
Harvard Medical School.
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FIGURE 1-1 Of the estimated 5 million MDR TB cases that occurred between 2000
and 2009, only 0.5 percent were treated in programs approved by the Green Light
Committee.
SOURCE: Keshavjee, 2011a.

tion created in 2000 (Figure 1-1). About 3.5 million of the 5 million
patients received no reported treatment, although an unknown fraction
undoubtedly received some treatment of unknown quality from private
physicians, pharmacies, or other sources. Meanwhile, many continued
to transmit the disease while alive. According to global statistics, 1.5
million of these 5 million people died. Keshavjee emphasized that this is
an epidemic of profound proportions.

Scaling up treatment for drug-resistant TB is complex, Keshavjee
acknowledged. But treating HIV in poor countries is also complex, and
the global community has done a much better job of that. Between 2004
and 2008, the U.S. President’s Emergency Plan for AIDS Relief (PEPFAR)
provided antiretroviral therapy to more than 1.6 million people, includ-
ing 367,000 patients who were coinfected with HIV and TB. The contrast
between the responses to TB and HIV, said Keshavijee, calls for a rethinking
of the global approach to TB.
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ORGANIZATION OF THE REPORT

This report summarizes the main points made at the workshop in
India during both the formal presentations and the discussions among
participants. In accordance with IOM and National Research Council
policies, this report provides an accurate summary of the presentations and
discussions held at the workshop; it does not contain any commentaries
or views that were not presented at the workshop, and any supplementary
viewpoints shared outside of the workshop context are not included in this
summary. Observations and recommendations made by individual speakers
and participants do not represent the formal positions of the planning com-
mittee, the Forum, the IOM, INSA, or ICMR; however, they have provided
valuable input to the Forum and to the IOM and the workshop contribu-
tors as they deliberate on future initiatives. Presentations at the workshop
addressed the following topics:

e TB and MDR TB in India, including local and national responses
to the epidemic (Chapter 2);

e the global burden of TB and drug-resistant TB, including data from
another high-burden country, China (Chapter 3);

e prevention of the transmission of drug-resistant TB in India (Chap-
ter 4);

e rapid methods of detecting drug resistance and strengthening labo-
ratory capacity (Chapter 5);

e approaches to reaching vulnerable populations affected by drug-
resistant TB (Chapter 6);

e public—private engagement and innovative methods in combating
drug-resistant TB (Chapter 7);

e the drug supply chain for second-line drugs (Chapter 8); and

e the major viewpoints expressed at the workshop and next steps
suggested by workshop participants (Chapter 9).

Each of these chapters opens with a box listing the key messages emerg-
ing from the workshop presentations and discussions, as identified by the
workshop rapporteurs.
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Key Messages

India accounted for 24 percent of the 5.7 million new and relapse

TB cases notified globally in 2010 (WHO, 2011a).

India had the second highest total number of estimated MDR

TB cases (99,000) in 2008, after China (100,000 cases) (WHO,

2010b).

Drug resistance surveys in several states have indicated that the

prevalence of MDR TB in India is 2—3 percent among new cases

and 12-17 percent among reinfection cases.

India’s RNTCP has an overall goal of providing universal access

to quality diagnosis and treatment for all TB patients, with an inter-

mediate goal of successfully treating at least 90 percent of all new

and at least 85 percent of all previously treated patients.
continued

1 This chapter is based on the presentations of Ashok Kumar, Deputy Director General and
Head, Central TB Division, and Project Director, RNTCP; Kuldeep Singh Sachdeva, Chief
Medical Officer, Central TB Division; S. K. Sharma, Chair, Department of Medicine, All India
Institute of Medical Sciences (AIIMS); Rohit Sarin, Senior Consultant, Lala Ram Sarup (LRS)
Institute of Tuberculosis and Respiratory Diseases; and Aleyamma Thomas, Scientist G and
Director-in-Charge, National Institute for Research in Tuberculosis. (Since the workshop, the
Tuberculosis Research Centre [TRC] has been renamed the National Institute for Research in
Tuberculosis. For the remainder of this workshop summary report, the organization will be

referred to by its current name.)

17
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Key Messages Continued

e The RNTCP is scaling up the number of culture and DST lab-
oratories nationwide, along with treatment services, including
DOTS-Plus.

e Despite these achievements, India’s efforts to control TB and MDR
TB still suffer from too few laboratories, slow diagnostic tools, inad-
equate management of treatment, insufficient supplies of second-
line drugs, and shortages of trained personnel.

e Community-based MDR TB treatment is being implemented as an
alternative model of treatment.

e Data from the RNTCP from 2007 to 2010 indicate that the majority
of MDR TB cases were undiagnosed in India.

Drug-resistant TB has existed in India virtually since anti-TB drugs
were introduced into the country. ICMR carried out state-of-the-art surveys
for drug-resistant TB more than 40 years ago (ICMR, 1968, 1969), and
surveys have continued since then (Paramasivan and Venkataraman, 2004).
Resistance to rifampicin, streptomycin, and other anti-TB drugs has been
detected for decades, and MDR TB also was seen in early surveys, although
at different levels depending on the place, time, and testing parameters.
However, the increasing burden of drug-resistant TB introduces new chal-
lenges to TB control and treatment. Ashok Kumar, Deputy Director General
and Head, Central TB Division, and Project Director, RNTCP; Kuldeep
Singh Sachdeva, Chief Medical Officer, Central TB Division; S. K. Sharma,
Chair, Department of Medicine, All India Institute of Medical Sciences
(AIIMS); Rohit Sarin, Senior Consultant, Lala Ram Sarup (LRS) Institute
of Tuberculosis and Respiratory Diseases; and Aleyamma Thomas, Scientist
G and Director-in-Charge, National Institute for Research in Tuberculosis,
described the current status of TB and MDR TB in India and the actions
taken by government at various levels to combat the disease.

THE BURDEN OF TB AND MDR TB IN INDIA?

India has the highest TB burden of any country in the world, account-
ing for an estimated one-fifth of global TB cases worldwide (Figure 2-1). It
has an estimated prevalence of 3 million TB cases, with 2 million new cases

2 This section is based on the presentation of Kuldeep Singh Sachdeva, Chief Medical Officer,
Central TB Division.
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FIGURE 2-1 India has the highest TB burden of any country in the world. As of the
date of the workshop, annual incidence was 2 million cases, estimated prevalence
was 3 million, annual deaths due to TB totaled 280,000, and approximately 6.4
percent of incident TB cases were also HIV-positive.

NOTE: HBC, high-burden country.

SOURCE: Sachdeva, 2011. Based on data from Global Tuberculosis Control: WHO
Report 2010 (WHO, 2010b).

occurring each year. About 280,000 people die from TB in India annually.?
India has the second highest burden of MDR TB in the world after China,
with an estimated 99,000 new cases per year (WHO, 2010b).

Sachdeva noted that the RNTCP carried out a drug resistance surveil-
lance survey in accordance with global guidelines in the states of Gujarat
and Maharashtra in 2007 and in Andhra Pradesh in 2009 (Table 2-1). The
results of these selected surveys indicate an MDR TB prevalence of about

3 Since the workshop took place, an updated WHO report (2011a) cited new provisional
estimates of the TB burden in India in 2010. India has an estimated prevalence of 3.1 million
TB cases, with 2.3 million new cases occurring each year, and 320,000 deaths due to TB each
year.
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TABLE 2-1 Drug Resistance Surveillance in Three Indian States

MDR TB Among
MDR TB Among Previously Treated

State (survey year) Population New Cases (%) Cases (%)
Gujarat (2007-2008) 56 million 2.4 17.4
Mabharashtra (2008) 108 million 2.7 14.0
Andhra Pradesh (2009) 86 million 1.8 11.8

SOURCE: Sachdeva, 2011.

2-3 percent among new cases and 12-17 percent among previously treated
cases.

According to Sharma and colleagues (2011a), the prevalence of MDR
TB among 177 cases of newly diagnosed pulmonary TB patients in New
Delhi in 2008-2009 was lower—about 1.1 percent. Among 196 patients
with pulmonary TB diagnosed in New Delhi between 2005 and 2008 who
had failed previous TB treatment, relapsed after treatment, or defaulted
during treatment, 20.4 percent had MDR TB (Sharma et al., 2011Db).

Population-based data are highly limited for second-line drug resistance
among MDR TB patients, according to Sachdeva. According to drug resis-
tance surveillance data from Gujarat, fluoroquinolone resistance occurred
in 24 percent and kanamycin resistance in 3 percent of 219 MDR TB cases
detected. XDR TB was observed in about 3 percent of MDR TB isolates,
and all 7 of these cases were in previously treated patients.

Accurate estimates of drug resistance require that results come from
well-qualified and accredited laboratories. The reliability of the data and
quality control issues are essential considerations both in estimating current
levels and in making historical comparisons, noted Sharma.

PLANS OF THE REVISED NATIONAL TB CONTROL PROGRAM*

Initiated in 1997, the RNTCP has been implementing all of the compo-
nents of the WHO STOP TB Partnership, including early diagnosis, quality
smear microscopy, and prompt treatment with DOTS using quality first-
line drugs, said A. Kumar. Sachdeva noted that the RNTCP’s overriding
goal is to provide universal access to quality diagnosis and treatment for
all patients. Intermediate goals (by 2015) are to achieve early detection of
at least 90 percent of all TB cases, including HIV-associated TB; perform
initial screening of all smear-positive patients for drug-resistant TB; provide

4 This section is based on the presentations of Kuldeep Singh Sachdeva, Chief Medical
Officer, Central TB Division; and Ashok Kumar, Deputy Director General and Head, Central
TB Division, and Project Director, RNTCP.



DRUG-RESISTANT TB IN INDIA 21

HIV counseling and testing for all TB patients; and successfully treat at least
90 percent of all new and at least 85 percent of all previously treated TB
patients. A national strategy for the RNTCP for the next Five-Year Plan,
which extends from 2012 to 2017, is currently being developed. Since the
RNTCP’s inception, more than 12 million TB patients have been initiated
on DOTS, and approximately 2 million lives have been saved, A. Kumar
noted.

Preventing Drug-Resistant TB

To combat drug-resistant TB, the RNTCP has developed a multiphase
response plan, said A. Kumar. With regard to prevention, the plan calls
for improving and sustaining high-quality DOTS implementation, promot-
ing the rational use of anti-TB drugs, and implementing infection control
measures. The RNTCP is also seeking to improve laboratory capacity,
effectively treat MDR TB patients, initiate and rapidly scale up MDR
TB services, and evaluate the extent of second-line anti-TB management
strategies.

Airborne infection control is crucial for preventing the spread of TB
from person to person, as well as reducing the risk of TB among health
workers in institutional settings, said A. Kumar. The National Airborne
Infection Control Committee was established in 2008 with representatives
from the medical profession, the National Center for Disease Control,
the National Center for TB Resistance, WHO, architects, and engineers.
The committee has developed provisional guidelines on airborne infection
control in health care and other settings. These guidelines are expected to
augment the infection control measures undertaken by the RNTCP. Work-
shops on airborne infection control have been organized by the RNTCP
with the support of the U.S. Centers for Disease Control and Prevention
(CDC), WHO, and others, and pilot implementation programs have been
initiated. The RNTCP also has disseminated provisional airborne infection
control guidelines to all states in India.

A. Kumar noted that the national guidelines for infection control still
need to be operationalized, not just for TB but for the general health system
and at the community level. Chapter 4 of this report summarizes several
workshop presentations specifically addressing infection control.

Diagnosing Drug-Resistant TB

Sachdeva reported that a staggered approach is currently being used to
diagnose MDR TB in India. MDR TB is suspected in all patients who fail the
first-line drug regimen, all patients whose sputum is positive after 4 months
of treatment, and all smear-positive contacts of MDR TB patients. These
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criteria will be changed over the years as laboratory capacity expands. DST
is conducted at an accredited laboratory, with the line probe assay (LPA)
being the preferred testing method if available. Treatment is initiated on the
basis of results for rifampicin resistance, since resistance only to rifampicin
is rare.

Edward Nardell, Associate Professor of Medicine, Harvard Medical
School, pointed out that because previously untreated TB cases are much
more numerous than those previously treated,® more than half of MDR TB
cases globally are new. However, more effort is required to detect such cas-
es.® A strategy that focuses on smear-positive patients for MDR TB testing
will be more likely to miss these new cases. Sharma noted that sometimes
it is unclear whether patients were previously treated or not.

Treating Drug-Resistant TB

To combat MDR and XDR TB, a national DOTS-Plus committee of
experts, established in 2005, developed national DOTS-Plus guidelines
for India aligned with the WHO guidelines for treatment of drug-resistant
TB. DOTS-Plus services for programmatic management of MDR TB were
introduced as a pilot in the states of Gujarat and Maharashtra in 2007 and
since then have gradually been expanded.

The model of DOTS-Plus care includes inpatient and community care.
Sachdeva explained that patients are identified at the community level
and then referred to the district TB officer, who collects a sample from
the patient and sends it to the culture and DST laboratory. The culture
and DST laboratory communicates the results to the district. The district
TB officer traces the patient and sends him or her to a DOTS-Plus site for
about a week for an initial workup. The patient then is placed on treatment
at the DOTS-Plus site. After a week of treatment, the patient is referred
back to the community, and the rest of the treatment is carried out on an
outpatient basis.

The DOTS-Plus program employs a decentralized and integrated model
of care. The DOTS provider at the community level sees the patient through
the course of treatment. At the health facility, the doctors and paramedics

5 Of the 6.2 million people diagnosed with TB in 2010, 5.4 million had TB for the first
time, and 0.3 million had a recurrent episode. In a small number of cases the treatment
history was not recorded, and 0.4 million had already been diagnosed with TB but had their
treatment changed to a retreatment regimen after treatment failure or interruption. In 2010,
an estimated 3.4 percent of new TB cases globally were MDR TB and an estimated 20 percent
of retreatment TB cases were MDR TB (WHO, 2011a).

¢ Trends in global MDR TB rates remain largely unclear because of a lack of nationally
representative data in many large countries, including India and several African countries
(Zignol et al., 2012).
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are trained to supervise the DOTS provider, as well as to manage and moni-
tor minor side effects. At the district level, the district TB officer coordinates
case findings, follow-up examinations, and reporting.

The standardized treatment regimen for MDR TB in India is a 6-drug
regimen, with an intensive phase of 6-9 months and a continuation phase
of 18 months; the total duration of treatment is about 24-27 months. The
six drugs are kanamycin, levofloxacin, cycloserine, ethionamide, pyrazin-
amide, and ethambutol. P-aminosalicylic acid (PAS) is kept as a reserve drug
in the event of intolerance of or a reaction to any one of the other drugs.
The regimen involves daily DOT, with kanamycin given for 6 days in a
week. Patients are treated according to 3 weight bands: 16-25 kg, 26-45
kg, and more than 45 kg.

In the discussion period, Sachdeva noted that because many patients
were unwilling to be admitted to the hospital for a month, the period of
hospitalization was reduced to about a week. Also, many MDR TB patients
die in the time it takes for them to be traced, diagnosed, counseled, and put
on treatment. Therefore, the goal is to diagnose patients as early as pos-
sible, in part through scale-up of the country’s laboratory capacity. Another
problem is that transporting sputum from patients to the culture and DST
laboratories has been difficult, especially in remote areas. Accordingly,
greater involvement by private-sector laboratories is being sought.

Sachdeva also noted that reports of patients with XDR TB are surfac-
ing. Specifications for drugs for these patients are being analyzed, which
will generate guidance for DOTS facilities.”

Procuring Drugs

The RNTCP’s system of drug logistics and event-tree management
is integrated with first-line anti-TB management. There are two sources
of procurement: the GLC and the government of India. Quality-assured
second-line drugs are being procured by the government of India with
financial support from the World Bank, UNITAID,? and the Global Fund,

7 In January 2012, following the workshop summarized herein, the emergence of TDR TB
in India was reported at Hinduja Hospital in Mumbai (Udwadia et al., 2012). The reporting
authors indicated that three of the four TDR TB patients had received erratic, unsupervised
second-line drugs, often in incorrect doses and from a variety of private practitioners, in an
effort to cure their MDR TB. The term “TDR TB” is not currently recognized by WHO or
the RNTCP, which instead refer to these cases as XDR TB. For more information on this
terminology, visit http://www.who.int/tb/challenges/mdr/tdrfags/en/index.html (accessed April
17, 2012).

8 UNITAID is an international purchase facility for medicines and diagnostics for HIV/AIDS,
malaria, and TB. Started in 2006 by Brazil, Chile, France, Norway, and the United Kingdom,
UNITAID generates program financing through a tax on airline tickets. Ninety-four countries
currently receive UNITAID funding. For more information, visit http://www.unitaid.eu/.



24 DRUG-RESISTANT TUBERCULOSIS IN INDIA

with technical assistance from WHO and the GLC. The procurement of
23,000 drug doses for MDR TB for 2011-2012 has been initiated through
the GLC and the Global Drug Facility (GDF) mechanism. Loose drugs are
supplied to state drug stores and repackaged into three monthly boxes.
These boxes are supplied to the districts, with loose drugs being provided
to DOTS-Plus sites.

Scaling Up Laboratory Capacity

As of March 2011, India had 25 accredited culture and DST labora-
tories, noted Sachdeva (Figure 2-2). As of December 2010, 12 states were
implementing basic DOTS-Plus services, and all planned to do so by the
end of 2011. At the end of 2010, the DOTS-Plus program covered about
24 percent of the population in the 141 of the country’s 658 districts that
at that point had MDR TB diagnostic and treatment services available.

Sachdeva reported that as of December 2010, more than 19,000
patients suspected of having MDR TB had been examined and about 3,600
had been initiated on treatment. The number of patients placed on treat-
ment has been increasing each year.

The RNTCP is currently scaling up the number of accredited culture
and DST laboratories nationwide to at least 43 by 2013, with the potential
for 65-70 laboratories, including private-sector and medical college labo-
ratories, to be accredited under the program, said Sachdeva. Capacity will
be increased at each laboratory through investments in sputum processing
capacity, the introduction of high-throughput molecular DST, automated
liquid culture systems, stronger specimen transport systems, and electronic
reporting of results. By 2013, access to laboratory-based, quality-assured
MDR TB diagnosis and treatment will be available to all smear-positive
retreatment TB cases and new cases that have failed an initial first-line drug
treatment, said Sachdeva. Also by 2013, the expected annual DST capacity
will grow from 35,000 in 2010-2011 to 220,000, and at least 30,000 MDR
TB patients are projected to enter treatment annually. By 2015, all smear-
positive TB cases, whether new or retreatment cases, will have access to
MDR TB diagnosis and treatment. UNITAID, the Global Fund, the World
Bank, and WHO have all supported the laboratory scale-up effort.

Sachdeva described several components of the strategy for scaling up
treatment services. Human resource capacity will be strengthened by hav-
ing a DOTS-Plus coordinator in every district and additional staff at labo-
ratories and DOTS-Plus sites. By 2012, the number of DOTS-Plus sites is
slated to increase from about 24 currently to 200 sites covering all states
across the country—the equivalent of 1 site per 10 million people (RNTCP
Status Report, 2011). All DOTS-Plus sites will be upgraded to national
airborne infection control standards. The RNTCP is advocating that drug
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manufacturers adhere to WHO prequalification and GDF quality assurance
programs and develop second-line drug production plans that take account
of the nation’s demand for the drugs. The RNTCP also is advocating with
professional associations and physicians for rational use of the fluoroqui-
nolones, especially in respiratory diseases, so that resistance to this class of
drugs does not become a major challenge in the management of MDR TB.’
Finally, an integrated national online electronic recording and reporting
system will be instituted, based on the E-TB Manager model used in Brazil.

Outcomes for patients who received standardized treatment through
DOTS-Plus have been mixed, said Sharma. In a retrospective analysis of
66 patients, 53 (80.3 percent) became culture-negative, 77.3 percent of
these within 3 months (Arora et al., 2007); 4 failed to convert within 9
months; and the rest died or defaulted. Among 28 patients completing 2
years of treatment, 67.9 percent were cured, 14.3 percent died, 17.9 per-
cent defaulted, and none failed treatment. Cycloserine had to be stopped
in § patients and kanamycin was stopped in 3 patients because of adverse
effects. Other drugs were better tolerated.

By contrast, in another 2007 study of 172 MDR TB patients and
1 XDR TB patient described by Sharma, only 41.6 percent were cured,
38.7 percent failed, 15 percent defaulted, and 4.6 percent died, although
this study preceded the DOTS-Plus era. During the discussion period, in
response to a question about this cure rate, Sachdeva noted that many of
these patients had undergone second-line treatment multiple times, and the
risk of failure was greater because they were treatment experienced. Subse-
quent cohorts are showing better results, but they have not yet completed
the full course of treatment. Earlier diagnosis and treatment could boost
cure rates, said Sachdeva, but globally the treatment success rate for MDR
TB is only about 60-65 percent.

Salmaan Keshavjee, Harvard Medical School, observed that a high fail-
ure rate probably points to strains that are more resistant than is commonly
held. Moreover, default rates of 20 percent indicate that there is much work

9 At the 2010 IOM workshop in Moscow (IOM, 2011b), Peter Cegielski, CDC, shared
results from the Preserving Effective TB Treatment Study (PETTS), a prospective follow-up
study of MDR TB patients in nine countries aimed at determining the frequency of and risk
factors for acquired resistance to second-line drugs in a diverse group of MDR TB programs.
A large number of MDR TB patients already had resistance to second-line drugs at the start
of treatment: 11 percent for the fluoroquinolones, 11-18 percent for injectable agents, close
to 20 percent for ethionamide, and almost 10 percent for para-aminosalycylic acid. Cegielski
suggested that the high level and diversity of drug resistance found at baseline suggests that
standardized treatment approaches for MDR TB are not advisable. The 2010 IOM workshop
in South Africa (IOM, 2011a) also included a discussion of the sensitivity of the various strains
of M.tb. to the fluoroquinolones. Nesri Padayatchi, University of KwaZulu-Natal, shared that
moxifloxacin has been one of the most commonly used fluoroquinolones for treating patients
in South Africa.
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to be done in India and elsewhere to strengthen the health system’s capac-
ity to deliver care. High death rates mean that greater capacity is needed
to diagnose people quickly and place them on appropriate treatment. A 42
percent success rate is disturbing, he said, suggesting that the goal should be
60-80 percent. In the Tomsk prison system in Russia, for example, where
inmates are resistant to all first-line drugs plus some second-line drugs, the
cure rate approaches 80 percent under a collaborative DOTS-Plus pro-
gram that includes the penitentiary system and the civilian health service
and serves a combination of incarcerated and civilian patients, as well as
vulnerable populations such as the homeless, unemployed, and disabled
(Shin et al., 2006). Keshavjee explained that the reason for this success is
the presence of a health system within the prison that can deliver drugs to
patients each day and ensure that they take them.

Keshavjee also noted that MDR TB is a highly complex problem and
that India is attempting to incorporate a complex health intervention into
a health system that needs strengthening at multiple levels. Involvement of
the private sector is being sought to make these efforts more feasible (see
the next section and Chapter 7).

INVOLVEMENT OF THE PRIVATE SECTOR!?

Indiscriminate use of anti-TB drugs, especially outside the RNTCP, has
contributed significantly to the emergence of drug-resistant TB in India, said
A. Kumar. In India, drugs available by prescription elsewhere are available
over the counter in any pharmacy, which complicates the management of
MDR TB. For example, fluoroquinolones are available over the counter
and are commonly used in households for fevers and infections. In 2006,
prior to the implementation of the DOTS-Plus program in India, based on
the total amount of money available for anti-TB drugs sold in India, 75
percent of first-line drugs and 100 percent of second-line drugs were being
used outside the RNTCP.

The National Center for Disease Control under the Indian Ministry
of Health has sought to restrict the sale of anti-TB drugs without a writ-
ten prescription. The Drug and Cosmetic Act of India also contains a
clause restricting the sale of anti-TB drugs. A. Kumar noted that meetings
organized by the GDF, WHO, and the RNTCP have brought Indian drug
manufacturers together to educate them and encourage them to adhere to
established standards.

An important component of the DOTS-Plus program has been the estab-
lishment of partnerships with the private sector, including nongovernmental

10 This section is based on the presentation of Ashok Kumar, Deputy Director General and
Head, Central TB Division, and Project Director, RNTCP.
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organizations (NGOs), medical colleges, and other private institutions.
Such partnerships are critical, said A. Kumar, because it is not possible to
achieve control through the actions of a single agency. The partnerships
are designed to achieve community awareness, improve access to TB care,
reduce patient costs and inconvenience, detect cases early, promote the
rational use of anti-TB drugs, and ensure sustained funding. For example,
the Indian Medical Association and other private-sector professional societ-
ies, particularly those for chest physicians, have endorsed the application of
international standards of TB care.

Partners are also needed at the national and global levels. For exam-
ple, Sachdeva noted that the Foundation for Innovative New Diagnostics
(FIND) has aligned its work plans with India’s national scale-up plan, and
the Clinton Foundation has conducted an independent external validation
of the national plan.

CHALLENGES TO THE REVISED NATIONAL
TB CONTROL PROGRAM'!

India’s efforts to control TB and MDR TB face a number of challenges
and roadblocks, which were described by A. Kumar and Thomas.

Laboratories

For a variety of reasons, the establishment and accreditation of labo-
ratories in some states have been delayed. The RNTCP plans to link these
states with an accredited laboratory elsewhere so that services will not be
affected, said A. Kumar.

Diagnosis

A. Kumar noted that conventional tests to detect drug-resistant TB
are slow, tedious, and difficult to perform under field conditions. Timely
availability of results is crucial for prompt patient management to reduce
morbidity and mortality. Newer tools are being introduced into the RNTCP
in a phased manner. The LPA, when available, is the preferred DST method
in India.'? These tools need to undergo rigorous field evaluation before they
are used in populations with a significant burden of drug-resistant TB, and

11 This section is based on the presentations of Ashok Kumar, Deputy Director General and
Head, Central TB Division, and Project Director, RNTCP; and Aleyamma Thomas, Scientist
G and Director-in-Charge, National Institute for Research in Tuberculosis.

12 Capacity for DST with the LPA in India was less than 0.1 laboratories per 10 million
population in 2010 (WHO, 2011b).
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technologies that provide rapid diagnosis require staff support and train-
ing. Operational research to reduce these delays is ongoing in the state of
Andhra Pradesh, supported by UNITAID.

Management

Successful management of TB patients is the responsibility of health sys-
tems, said Thomas. First-line DOTS regimens need to be followed strictly.
The default rate in retreatment cases, a major source of drug-resistant
TB, remains quite high. Management of drug-resistant TB is a therapeutic
challenge that needs to be undertaken by experienced clinicians at centers
equipped with quality-assured, accredited laboratories and inpatient and
surgical facilities. Improving the efficiency with which suspected MDR
TB cases are referred and tracing patients who are lost to follow-up are
both critical, since the best treatment for MDR TB is to prevent it from
developing. The irrational use of first- and second-line drugs needs to be
discouraged, including in education and training provided at medical col-
leges. Patients and their relatives need to receive standardized counseling
because of the long duration of treatment. And infection control measures
are essential to keep the disease from spreading.

Drug Access and Supply

Ensuring an uninterrupted supply of quality-assured second-line drugs
is a key issue. A. Kumar noted that the diagnostic capacity for MDR TB
exceeds the number of patients who can be placed on treatment because
of the limited availability of drugs. Rising costs reduce the use of these
drugs. Addressing this problem will require intervention from the GLC and
incentives for Indian drug manufacturers to build their capacity to produce
better-quality prequalified drugs.

Human Resources

Thomas noted that the dramatic demands on program staff for super-
vision and treatment are posing human resource challenges in India.
Staff need adequate training in management and supervision. Specifically,
Thomas suggested that training should also focus on problem solving,
management skills, and planning to facilitate program expansion and per-
formance, as well as specialized training for dealing with MDR TB among
vulnerable populations. Nonprogram providers and communities also need
to be involved in diagnosis and management.
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Data

A robust system is needed to monitor and evaluate multiple program
indicators, said Thomas. Better performance will require good data collec-
tion and analysis, as well as timely dissemination of findings to end users
for further improvement.

TREATMENT OF DRUG-RESISTANT TB!3

Before 1998, most treatment of drug-resistant TB was still being pro-
vided by individual clinicians, said Sarin. These clinicians treated very few
patients, and not all clinicians provided effective treatments. In 1998, WHO
and international partners adopted a different strategy for dealing with the
burden of drug-resistant TB, which included shifting to a community-based
programmatic approach. This decision contributed to the genesis of the
DOTS-Plus program, as well as the GLC.

WHO?’s Guidelines for the Programmatic Management of Drug-
Resistant Tuberculosis: Emergency Update includes a hierarchy of the five
groups of anti-TB drugs and instructions for building a treatment regimen
(WHO, 2008, Table 7.1 and Figure 7.2):

e  Group 1—first-line oral anti-TB drugs (isoniazid [H], rifampicin
[R], ethambutol [E], pyrazinamide [Z]; rifabutin [Rfb]);

e Group 2—injectable anti-TB drugs (kanamycin [Km], amikacin
[Am], capreomycin [Cm], streptomycin [S]);

e  Group 3—fluoroquinolones (moxifloxacin [Mfx], levofloxacin
[Lfx], ofloxacin [Ofx]);

e Group 4—oral bacteriostatic second-line anti-TB drugs (ethion-
amide [Eto], protionamide [Pto], cycloserine [Cs], terizidone [Trd],
p-aminosalicylic acid [PAS]); and

e Group 5—agents with unclear efficacy or an unclear role in MDR
TB treatment not recommended for routine use in MDR TB patients
(clofazimine [Cfx], linezolid [Lzd], amoxicillin/clavulanate [Amx/
Clv], thioacetazone [Thz], imipenem/cilastatin [Ipm/ClIn], high-
dose isoniazid [high-dose H], clarithromycin [Clr]).

WHO (2008) also has established basic guiding principles for designing
a treatment regimen for drug-resistant TB:

13 This section is based on the presentation of Rohit Sarin, Senior Consultant, LRS Institute
of Tuberculosis and Respiratory Diseases.
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e Regimens should be based on the history of drugs taken by the
patient.

e Drugs commonly used in the country and the prevalence of resis-
tance to first- and second-line drugs should be considered in devel-
oping a regimen.

o At least four anti-TB drugs that are certain, or almost certain,
to be effective should be used. When evidence of effectiveness is
unclear, a drug can be included in the regimen, but it should not
be depended upon for success.!*

e Drugs with cross-resistance should not be used. (For example,
amikacin and kanamycin have high levels of cross-resistance, as do
capreomycin and viomycin.)

e Adverse drug effects should be treated immediately and adequately
so as to minimize the risk of treatment interruptions and prevent
increased morbidity and mortality due to serious adverse effects.

e Drugs that are not safe in the patient should be eliminated.

Each dose of a drug is provided as DOT throughout the treatment regimen
and recorded.

In addition to the above guidelines, WHO has established principles for
the selection of drugs. The first is to perform DST and use a drug consid-
ered to be effective on the basis of the results. The patient should have no
previous history of treatment failure with a drug and no known close con-
tact with resistance to a drug, and drug resistance patterns should indicate
that resistance to a drug is rare among the population. Finally, the regimen
should include at least one injectable and one fluoroquinolone.

Drugs usually are administered at least 6 days a week. Dosage should
be linked to body weight, with a preference for the higher dosage within
a weight range. Injectables need to be administered for a minimum of 6
months (intensive phase), with treatment for a minimum of 18 months
beyond sputum culture conversion.!®

The entire regimen should be administered under DOTS, but different
treatment options are available. One is an empirical treatment strategy, in
which a DST report is not available, but a course of treatment is devised on
the basis of a patient’s history of drug intake and other factors. In an indi-
vidualized treatment strategy, a DST report is available for a patient for all

14 A recent WHO (2011c) report updates this guideline to state that MDR TB treatment
regimens should include at least four second-line anti-TB drugs likely to be effective, plus
pyrazinamide (Z), in the intensive phase of treatment.

15 An updated WHO report (2011c) changes the guideline for duration of treatment
for MDR TB patients to at least 8 months of intensive-phase treatment (an increase of 2
months relative to the 2008 guidelines). A total treatment duration of at least 20 months is
recommended for MDR TB patients with no previous MDR TB treatment.
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first- and second-line drugs, and the regimen is based on the susceptibility
pattern. In a standardized treatment strategy, drug resistance surveillance
data from representative patient populations are used to design a treatment
regimen in the absence of individual drug susceptibility results. Patients in
a defined group or category then receive the same standardized treatment
regimen.

The advantages of a standardized treatment strategy are that the cost
of the regimen is lower than that of the other two strategies, DST is not
required for all drugs, the technical capacity of the physician need not be
high, the regimen can be applied on a large scale, implementation is less
complicated, drug ordering and training are easier, and mismanagement is
less likely. The disadvantages of a standardized treatment strategy are that
it is not as effective as an individualized strategy in all cases; it can amplify
resistance; the drug susceptibility pattern within a community needs to be
well documented; and organisms may be resistant to some of the drugs in
the regimen, resulting in an avoidable increase in both cost and toxicity.

Countries can adopt MDR TB treatment strategies on the basis of the
laboratory method used to confirm MDR TB. If the method involves a long
time gap before results are obtained, patients can be placed on an empiri-
cal treatment regimen. If the results then demonstrate drug resistance, the
patient can be placed on an individualized or standardized treatment regi-
men. If rapid detection methods are available, such that results are available
within 1-2 days, the patient can be placed on an individualized or standard-
ized treatment regimen as soon as results are available.

Surgery can be an adjunct to chemotherapy, but it is not indicated when
the disease is extensive and bilateral. About 2 months of anti-TB therapy
must be administered before surgical resection is attempted. And even with
surgery, the duration of treatment still must be a minimum of 2 years.

In India, a particular treatment regimen followed as national pol-
icy is an intensive phase of 6-9 months and a continuation phase of 18
months. As specified in the DOTS-Plus guidelines, patients are monitored
through sputum smears, cultures, x-rays, and some blood and laboratory
investigations.

XDR TB treatment follows similar guidelines but is of longer duration
since it is more difficult. A later generation of fluoroquinolones needs to be
used, with greater reliance on category IV and V drugs rather than category
IT and IIT drugs; surgical resection also needs to be considered. Underlying
HIV infection must be treated if present, and side effects demand compre-
hensive monitoring and treatment.

Predictors of success in the treatment of MDR TB are the use of pyra-
zinamide and ethambutol if the strain of TB is susceptible to these drugs,
the use of a fluoroquinolone, the use of more than 5 drugs, sputum con-
version within 2 months, and surgical resection. Predictors of failure are
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previous therapy, resistance to the fluoroquinolones, resistance to inject-
ables, the presence of cavitation, low body mass index, HIV infection, poor
adherence, and positive culture at 2—-3 months.

WHO also has issued recommended strategies for different program-
matic situations. In India, for example, all category I failures are placed on
category II treatments, and the regimen is adjusted to category IV if DST
reveals drug resistance. In some countries, category I failures are started
immediately on category IV treatments. In India, treatment choices for
category II failures depend on results of DST and overall drug resistance
patterns.

Designing treatment regimens for MDR TB is highly challenging, said
Sarin. In resource-limited settings, standardized treatment regimens may
be necessary instead of individualized regimens. Different options for stan-
dardized regimens are available, depending on drug resistance patterns in
the country. Decisions on regimens also are linked to the availability of
resources, quality-assured DST, and drugs.

IMPROVING HEALTH SYSTEM PERFORMANCE TO
ADDRESS THE CHALLENGE OF DRUG-RESISTANT TB!'¢

From 2007 to 2010, the staff of DOTS-Plus sites in India examined
19,178 MDR TB suspects, diagnosed 5,365 cases of MDR TB, and initi-
ated treatment for 3,610 MDR TB patients (RNTCP Status Report, 2011).
There is an estimated annual incidence of 99,000 cases of MDR TB in the
country (RNTCP Status Report, 2011); thus, the majority of MDR TB
patients are undiagnosed. Scale-up of the DOTS-Plus program is essen-
tial to increase the number of MDR TB patients receiving treatment, but
strengthening of the health care system also is necessary, said Thomas.
Health system strengthening is defined as an array of initiatives and strate-
gies that improves one or more functions of the system. It leads to better
health through improvements in access, coverage, quality, or efficiency. TB
remains a high priority for health system strengthening, especially in view
of the threat of drug-resistant forms of the disease.

With regard to human resources, Thomas continued, the goal is to
have the right number of people with the right skills in the right place at
the right time, who are motivated and supported to provide the right ser-
vices to the right people. Health workers at all levels—from physicians and
administrators to grassroots-level workers—need to be trained. Academic
institutions, including medical colleges, schools of nursing, and other allied
health institutions, need greater capacity. Beyond initial training, there

16 This section is based on the presentation of Aleyamma Thomas, Scientist G and Director-
in-Charge, National Institute for Research in Tuberculosis.



34 DRUG-RESISTANT TUBERCULOSIS IN INDIA

is a need for retraining, on-the-job training, continuing education, and
advanced training in management. Training in problem solving, supervi-
sion, management, and planning is needed to supplement core training in
TB management. Specialized training should focus on operations research,
drug management, treatment of drug-resistant TB, TB and HIV coinfection,
and infection control, said Thomas.

Training should be followed by in-service monitoring and supervision
to detect performance deficiencies, identify new staff in need of training,
and identify additional staff needed for current and new interventions.
Innovative strategies, some of which were described during the workshop
(see the next section), are needed to develop the appropriate competencies
to deliver services for drug-resistant TB effectively. Strategies for optimal
use of shared resources and coordination of different sectors, both govern-
mental and nongovernmental, also are needed.

Advocacy, communication, and social mobilization are important
aspects of TB control, said Thomas. Policy makers and administrators
should be sensitized to the need for

adequate and sustained funding for TB control;

sharing of resources with other public health programs;

training of staff at different levels and retention of trained staff;
periodic reviews to identify gaps and take corrective steps;
communication with patients to improve adherence;
communication with people to encourage them to demand free
diagnosis and care so that TB control becomes a people’s move-
ment; and

e dissemination of the national plan for advocacy, communication,
and social mobilization to field staff.

Finally, the scope for research on drug-resistant TB is broad. To improve
the performance of the health system, Thomas said, research is particularly
needed in the areas of

epidemiology;

newer tools for diagnosis and newer drugs for treatment;

clinical trials to find ways to shorten the duration of treatment; and
health system structure and operations, to identify constraints on
the effective use of resources and quality services.

More and better research can inform evidence-based decision making at
the policy level.

In conclusion, A. Kumar emphasized that antimicrobial resistance is
a major threat to humanity and the fight against communicable diseases.
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This vital issue requires an integrated and practical response guided by
principles adopted by all countries. Without action today, there will be no
cures tomorrow.

POTENTIAL INNOVATIONS AND ACTION ITEMS

Through the presentations provided in this session and the subsequent
discussions, individual workshop speakers and participants noted key inno-
vations and action items. They include the following:

e Based on lessons learned from recent Indian experience, inpatient
care was reduced from 1 month to 1 week where possible.

e  Because diagnoses were taking such a long time, in part because of
a lack of laboratory capacity, private laboratories are now being
accredited and utilized for more rapid diagnoses.

e All types of health care providers, including private-sector labora-
tories, NGOs, medical colleges, other private institutions, and pro-
fessional societies, are now being incorporated into TB treatment.

e  More and better managerial capacity in training programs for all
types of health care workers is needed.

e Greater attention needs to be focused on vulnerable populations,
especially pediatric populations, for whom there is currently a lack
of adequate research data and information.

e Community-based care is a key strategy to reach patients early,
initiate treatment, and help them stay on treatment.

e Decentralized and integrated models of care should be considered
to reduce the time from diagnosis to treatment, bring treatment
closer to patients, and increase the numbers of patients who com-
plete treatment.

e An integrated national online electronic recording and reporting
system will be instituted in India, based on the e-TB Manager
model in Brazil.

e Advocacy, communication, and social mobilization are important
aspects of TB control, and policy makers should be sensitized about
the multiple needs for TB treatment.






The Global Burden of Drug-Resistant TB

Key Messages

e Delays in establishing strong national and international commit-
ments to treat MDR TB aggressively have allowed the disease to
spread.

e Several workshop participants noted that many high-burden coun-
tries could rapidly scale up their culture and DST laboratory ca-
pacity so that MDR TB patients can be diagnosed and placed on
treatment quickly.

e Patients need quality-assured, second-line drugs at affordable
prices.

e Community-based care can be preferable to hospital care if pa-
tients are being treated adequately, but care needs to be well
managed in either setting.

e Many countries with high levels of MDR TB could benefit from inter-
national assistance to bridge the gap between current and needed
capabilities.

e A gap between global notification of TB each year and estimated
incidence indicates that many people, including people with MDR
TB, are not being diagnosed and treated by current approaches.

The response to drug-resistant TB in India is occurring against the
backdrop of a worldwide epidemic. An estimated 440,000 new cases of
MDR TB occur annually around the world, causing an estimated 150,000

37



38 DRUG-RESISTANT TUBERCULOSIS IN INDIA

deaths (with a range of 53,000 to 170,000) (WHO, 2010b,c).! Failure to
treat these cases adequately increases the risk of the disease spreading to
others.

Salmaan Keshavjee, Harvard Medical School, presented an overview
of the global profile of TB and drug-resistant TB using data provided by
Matteo Zignol, STOP TB Partnership, WHO. Keshavjee also described the
global challenges to effective treatment and control of drug-resistant TB,
with a focus on the slow pace of treatment scale-up and the consequences
of inaction. In addition, Gail Cassell, Harvard Medical School and Infec-
tious Disease Research Institute, presented data from another high-burden
country—China, which will host the fourth and last workshop in the
Forum’s series.

OVERVIEW OF THE GLOBAL BURDEN OF TB AND MDR TB?

According to official WHO data reported by countries in 2009, the esti-
mated number of new cases of TB worldwide was 9.4 million, with a range
of 8.9 to 9.9 million. The estimated number of deaths from TB, excluding
those among HIV-positive people, was 1.3 million, with a range of 1.1 to
1.5 million (WHO, 2010b).3

About 1 in 8 cases of TB are associated with HIV—an estimated total
of 1.1 million people (ranging from 1.0 to 1.2 million). Among these
individuals, 380,000 deaths occur each year (ranging from 320,000 to
450,000). Overall, approximately 4,600 people die each day on average
from TB, both with and without HIV coinfection.

According to WHO, the incidence of TB peaked in 2004 and has
declined slightly since then. The prevalence of TB has been declining and
by 2015 will be approaching, although it will not achieve, the Millennium
Development Goal of half the 1990 level. With respect to mortality, the
Millennium Development Goal of half the 1990 level will be achieved if the
current trend continues (WHO, 2010b).

A substantial gap exists between global notifications of TB each year
and estimated incidence, indicating that many people are not being reached
by current approaches. The treatment success rate for regular TB has been
improving—to 87 percent according to 2009 data (WHO, 2011a). How-

! See footnote 4 in Chapter 1 and the updated WHO (2011a) report on TB control for more
information on global estimates of MDR TB.

2 This section is based on slides prepared for the workshop by Matteo Zignol, STOP
TB Partnership, WHO, and presented by Salmaan Keshavjee, Assistant Professor, Harvard
Medical School.

3 An updated WHO (2011a) report, released after the workshop, estimates that in 2010,
there were 8.8 million new cases of TB, 1.1 million deaths from TB in HIV-negative individuals,
and an additional 0.35 million deaths from HIV-associated TB.
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ever, this success rate varies by region and is, for example, relatively low in
Europe because of the high levels of drug resistance in that region.

The proportion of MDR TB among new TB cases varies by region,
with a high of more than 18 percent in the Russian Federation and some
neighboring countries. Levels are high as well in some of the countries of
Southeast Asia and South Asia—between 3 and 6 percent. In India, which
has only subnational data, surveys point to a proportion of MDR TB
among new TB cases that is within the 1.8 to 2.8 percent range (WHO,
2011b). Estimates of the proportion of MDR TB in TB retreatment cases
in India range from 15 to 20 percent (WHO, 2011b). Globally, only 11
percent of the estimated 440,000 new MDR TB cases annually are reported
(Keshavjee, 2011b). As noted in Chapter 2, the largest total number of
estimated MDR TB cases are found in China (100,000 cases) and India
(99,000 cases), followed by Russia (38,000 cases) (WHO, 2010b). Most
countries had reported at least one case of XDR TB by the end of March
2011. The global proportion of XDR TB among MDR TB cases was
9.4 percent (confidence interval: 7.4-11.6 percent) (Zignol et al., 2012).
The proportion of reported versus estimated MDR TB cases varies widely
by region (Table 3-1).

Laboratory capacity to diagnose TB is insufficient in many of the 36
countries with a high burden of TB, MDR TB, or HIV. Twenty-seven high-
burden countries have fewer than one smear microscopy laboratory per
100,000 population. Diagnosing drug-resistant TB requires culture and
DST capacity, with a minimum standard set by WHO of at least one culture
laboratory per 5 million population and one DST laboratory per 10 million
population. Very few high-burden countries have this capacity.

Finally, treatment outcomes vary from country to country. Kazakhstan
has shown a treatment success rate for MDR TB of around 75 percent,
while Brazil, South Africa, and Romania have success rates below 50 per-
cent (WHO, 2010b). In some cases, low success rates are due to a failure

TABLE 3-1 Estimated Versus Reported MDR TB Cases in 2009

WHO Region Estimated Reported Ratio (%)
African 69,000 10,735 16
American 8,200 2,795 34
Eastern Mediterranean 24,000 480 2
European 81,000 28,240 35
Southeast Asian 130,000 2,549 2
Western Pacific 120,000 2,057 2
Global 440,000 46,856 11

SOURCE: Keshavijee, 2011b.
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to perform sufficient evaluations rather than actual failure rates. In other
cases, however, failure and death rates are in fact high.

A striking feature of surveillance results for drug resistance is the high
levels of resistance to the fluoroquinolones in some regions. In Belgium, a
quarter of 31 patients tested showed fluoroquinolone resistance. In Latvia,
16 percent of 258 patients tested showed resistance. Rates were 14 percent
in South Africa, 29 percent in Azerbaijan, 12.5 percent in Armenia, and
27.4 percent in China (WHO, 2011b). In India, recent statewide surveil-
lance of drug-resistant TB in the state of Gujarat showed resistance to
fluoroquinolones in 24 percent of TB cases (19 percent among new and 25
percent among previously treated cases) (Mohapatra, 2010; Ramachandran
et al., 2009). These are troubling findings, since the fluoroquinolones are the
backbone of second-line treatment regimens (see Chapter 2 for a descrip-
tion of treatment regimens and anti-TB drug classifications).

MDR TB PREVENTION AND CONTROL IN CHINA*

Depending on the 2007-2008 baseline survey of drug resistance used,
it is estimated that China has 120,000 new MDR TB cases and 9,000 new
XDR TB cases annually. Among new TB cases, 5.71 percent are MDR TB
and 0.47 percent XDR TB. Among retreatment cases, the corresponding
proportions are 25.6 and 2.06 percent, and for all cases, they are 8.32
percent and 0.68 percent.

These rates vary greatly by province. The proportion can be as high
as 10.8 percent for new cases and 41.9 percent for retreatment cases. The
overall rate of MDR TB in China among all TB cases ranges from 3.5 to
23.3 percent, depending on the province.

China has embarked on a Global Fund pilot project to control MDR
TB that incorporates enhanced service system and management mecha-
nisms. As of December 2010, this project had covered 41 prefectures in 12
provinces and had confirmed 1,978 MDR TB cases, with 1,049 patients
enrolled in treatment. The sputum conversion rate was 75.6 percent at the
end of 6 months, and the culture conversion rate was 65.2 percent.

As part of a Gates Foundation initiative, China also is exploring rapid
diagnosis; creating a standardized medical service package; establishing
funding mechanisms that consist of multiple streams (including govern-
ment funding and health insurance); and creating models for disburse-
ment, supervision, and collaboration between hospitals and the country’s

4 This section is based on slides prepared for the workshop by Mingting Chen, National
Center for Tuberculosis Control and Prevention of China, and presented by Gail Cassell,
Visiting Professor, Harvard Medical School, and Vice President of TB Drug Discovery,
Infectious Disease Research Institute.
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Center for Disease Control. Progress on MDR TB control constitutes a
major national science and technology project and includes operational,
biological, and epidemiological research. Technical preparation includes
the development and issuance of guidelines for MDR TB chemotherapy
and for infection control.

The National Action Plan in China calls for reducing the number of
MDR TB cases through both prevention and control. The prevention plan
includes consolidation and enhancement of the strategy for DOTS imple-
mentation, increased accessibility and equalization of general TB control
services, the production of quality-assured anti-TB drugs, standardized use
and management of the drugs, and reinforced infection control measures.
The control plan includes guaranteeing complementary government funding
of the Global Fund project and further exploring and expanding the Gates
MDR TB project.

Finally, China is strengthening its laboratory capacity to fulfill its
National Development Plan, to implement accreditation, to establish
regional reference laboratories, and to strengthen training and increase
cadres of eligible staff. China also is expanding culture capacity at the
county level and DST capacity at the prefecture level and introducing new
diagnostics at multiple levels.

HISTORICAL PERSPECTIVE ON TB AND
MDR TB CONTROL EFFORTS

The slow pace of treatment scale-up across the globe has affected MDR
TB for decades, Keshavjee observed. However, the reversal of a TB epidemic
in New York City in the late 1980s and early 1990s illustrates what can
be done with resources, leadership, political will, and the implementation
of well-designed public health programs. Fueled by poverty, homelessness,
AIDS and other diseases, and the erosion of the city’s public health infra-
structure, 4,000 cases of TB were reported in 1991—a 152 percent increase
over 1980 (IOM, 2011b). The New York City Health Commissioner at the
time, Margaret Hamburg, drew upon the strong political will of the mayor
and others to gather resources and mobilize a comprehensive response to
the resurgence of TB in the city. The city increased the number of patients
receiving DOT and increased screening, monitoring, and isolation capacity
in hospitals, shelters, and other congregate settings. These efforts effectively
turned the epidemic around—TB cases in the city dropped by almost 46
percent and drug-resistant cases by 86 percent between 1992 and 1997
(IOM, 2011b). In 1995, a report called further attention to the TB epidemic
in New York City and the steps completed to combat the problem success-
fully (Frieden et al., 1995).

On the global stage, however, a report from WHO (1996) stated that
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“MDR TB is too expensive to treat in poor countries; it detracts atten-
tion and resources from treating drug-susceptible cases.” Moreover, WHO
indicated that DOTS alone would be able to bring drug resistance under
control. This position was based on the mistaken notion that drug-resistant
strains were less fit and would eventually disappear if short-course chemo-
therapy was administered effectively, Keshavjee noted.

In August 1996, Partners In Health and Harvard Medical School,
together with the Peruvian National TB Program, initiated a large-scale,
community-based program to combat drug-resistant TB in the Northern
Cone of Lima—the first program of its kind in any poor country. At the
time, Lima had a strong DOTS program, but treatment approaches over-
all were weak. Physicians were prescribing drugs outside the system, and
drug resistance was running at 2.5 to 3 percent, according to Keshavijee.
Resistance was concentrated among poor people and in slums, where it was
difficult to deliver care and where access to second-line drugs was limited.
Working with the government, Partners In Health purchased the necessary
drugs and mobilized community health workers (CHWSs) to deliver care,
demonstrating that community-based delivery of MDR TB treatment is
feasible in resource-limited settings.

It took another decade, until 2006, for WHO to adopt this model and
incorporate it into the WHO TB guidelines. There was a lag of about 15
years or more between when it was known that MDR TB could be treated
and when its treatment even in resource-limited areas became global policy.
As a result, there was during that period very little investment in labora-
tory infrastructure and in the comprehensive delivery systems required to
treat patients.

The good news, said Keshavjee, is that in 2009 the World Health
Assembly approved a resolution urging all member states to “achieve uni-
versal access to diagnosis and treatment of multidrug-resistant and exten-
sively drug-resistant tuberculosis as part of the transition to universal health
coverage, thereby saving lives and protecting communities” (WHA, 2009).
The resolution also called for:

a comprehensive framework for management and care of multidrug-
resistant and extensively drug-resistant tuberculosis that includes DOT,
community-based and patient-centered care, and which identifies and ad-
dresses the needs of persons living with HIV, the poor and other vulnerable
groups, such as prisoners, mineworkers, migrants, drug users, and alcohol
dependants, as well as the underlying social determinants of tuberculosis
and multidrug-resistant and extensively drug-resistant tuberculosis.

Policies have finally changed, said Keshavjee, but for more than a
decade, untreated patients were infecting other patients. “By leaving this
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disease untreated for that decade plus, untold amounts of damage have
happened globally, and now we are in a real quagmire,” he said.

GLOBAL CHALLENGES AND POTENTIAL SOLUTIONS?

Keshavjee discussed several global challenges faced in addressing drug-
resistant TB: inadequate diagnostic capacity, an inadequate drug supply,
inadequate capacity to deliver care, and inadequate international assistance.

Inadequate Diagnostic Capacity

To diagnose MDR TB, rapid culture testing and DST are essential,
Keshavjee stressed. Today, liquid bacterial culture can provide results in
about 2 weeks, while molecular tests can provide results in 2 hours to 2
days. Both types of tests have limitations: liquid and culture tests require
extensive laboratory infrastructure, while molecular tests can be limited
because they are designed to look only for the presence of specific genes.
However, suggested Keshavjee, molecular tests are “a step in the right direc-
tion.” One of the newest testing technologies, GeneXpert, may require less
extensive infrastructure, but time will tell whether that is in fact the case.

A major need, even with GeneXpert, is a test that works with children
and people with HIV, said Keshavjee. Both represent large proportions of
people with TB, but TB can be difficult to diagnose in these patients, and
they are at the highest risk of death. There also has been little movement
toward true rapid point-of-care diagnostics that would enable people to
be diagnosed by their care provider and begin treatment immediately after
testing.

India and other countries are demonstrating how testing capacity can
be built. Keshavjee cited the example of Lesotho in southern Africa, where
the rate of TB is about 600 per 100,000 population, about 1,000 new MDR
TB cases occur per year, and a quarter of the population is HIV-positive
(Paramasivan et al., 2010). Between 2006 and 2008, with support from
FIND, basic laboratories that performed only smear testing were converted
at a cost of less than $500,000 into laboratories that could perform rapid
liquid culture testing (Paramasivan et al., 2010). More recently, laboratories
in Lesotho have been able to perform molecular testing, patients can receive
results in less than 2 hours, and the general approach is being implemented
in many other countries through the Expanding Access to New Diagnostics
for TB (EXPAND-TB) program. “The Lesotho example demonstrates what

5 This section is based on the presentation of Salmaan Keshavjee, Assistant Professor,
Harvard Medical School.
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can be done in resource-limited settings with a little bit of money and a
good plan,” said Keshavjee.

Inadequate Drug Supply

The second major challenge after inadequate diagnostic capacity is an
inadequate drug supply. The creation of the DOTS-Plus program raised
the question of how patients would receive needed drugs, given their
expense and unavailability in many countries. In response, Jim Kim and
colleagues at Partners In Health and Harvard Medical School created the
GLC, together with key stakeholders such as Médecins Sans Frontiéres,
KNCV Tuberculosis Foundation, [IUATLD, CDC, and WHO. The GLC has
a threefold mandate: (1) ensure access to quality-assured second-line TB
drugs at affordable prices, (2) monitor and evaluate the use of second-line
drugs in approved projects, and (3) promote technical assistance for MDR
TB programs in keeping with WHO guidelines.

The work done by the GLC had “amazing” results, according to
Keshavjee, in terms of reducing the prices of second-line TB drugs neces-
sary to treat MDR TB. Between 1997 and 2000, prices for second-line
drugs declined by 84 to 98 percent (Table 3-2) as a result of negotiations
based on GLC plans for pooled procurement of drugs. Although drug prices
remain high in some places, they were much higher before the GLC existed.

Despite the success in reducing prices for some drugs, the number of
manufacturers of quality-assured second-line drugs remains inadequate,
Keshavjee noted. Procurement is not pooled, eliminating the downward
pressure on prices that pooled procurement would produce. The market has
been opaque, with insufficient forecasting to provide assurance about future
markets. Prices remain very high for some drugs, and delivery delays can be
severe. The system for providing drugs remains centralized, and countries
prefer to do business with local manufacturers.

TABLE 3-2 Reduced Prices of Second-Line TB Drugs (1997-2000)

1997 Price 2000 Price
Drug Formulation (USD) (USD) % Decline
Amikacin 1 gm vial 9.00 0.90 90
Cycloserine 250 mg tab 3.99 0.50 87
Ethionamide 250 mg tab 0.90 0.14 84
Kanamycin 1 gm vial 2.50 0.39 84
Capreomycin 1 gm vial 29.90 0.90 97
Ofloxacin 200 mg tab 2.00 0.05 98

SOURCE: Keshavjee, 2011a.
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TABLE 3-3 Prices for Green Light Committee-Approved Drugs
Price in July 2001  Price in March 2011 % Difference

Drug (USD) (USD) (lowest price)  2001-2011
Amikacin 500 mg 0.11 1.20 +991
Kanamycin 1 g 0.36 2.58 +617
Cycloserine 250 mg 0.14 0.59 +321
Capreomycin 1 g 1.02 4.00 +292
Ethionamide 250 mg 0.10 0.09 Stable
Prothionamide 250 mg 0.10 0.10 Stable
P-aminosalicylic acid 1.51 1.57 Stable

(PAS) 4 g sachet

SOURCE: Médecins Sans Fronti¢res (MSF) and the International Union Against Tuberculosis
and Lung Disease (The Union). 2011. DR-TB Drugs Under the Microscope: Sources and
Prices for Drug-Resistant Tuberculosis Medicines. http://www.msfaccess.org/content/dr-tb-
drugs-under-microscope (accessed November 16, 2011). This table has been adapted from
the original table in the report.

Furthermore, although competition would typically lower prices and
allow affordable access to medical technologies, second-line anti-TB drugs
have been an exception. “The more we have bought, the higher the price
has gone,” Keshavijee said. The standard 18- to 24-month treatment course
for MDR TB, using drugs procured through the GLC, costs between $4,400
and $9,000 per patient (MSF and IUATLD, 2011). Prices for some drugs
rose substantially between 2001 and 2011 (Table 3-3), with little economic
explanation for the rise, according to Keshavjee. New mechanisms for
providing access to drugs need to be explored, and new drugs now being
developed could help. At the same time, however, getting both old and new
drugs to patients remains a major problem (see Chapter 8 for a discussion
of the supply chain for second-line MDR TB drugs).

Inadequate Capacity to Deliver Care

Many countries lack the systems needed to deliver care to patients and
to manage adverse events over the 2-year period of treatment. In addition,
said Keshavijee, systems are needed to help countries rapidly scale up their
care delivery capacity. Infection control also must be made a priority in all
treatment settings, even in areas with a weak health care system. People
working in health facilities need respirators, and the facilities need proper
ventilation when they contain inpatients.

Most countries with many TB patients lack sufficient hospital beds, so
patients must be treated outside the hospital. This can be an advantage,
said Keshavjee, in that ambulatory care costs less, freeing resources to treat
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more patients. Moreover, it is safer if patients are not concentrated in small
spaces (such as hospital wards) where drug-resistant TB can spread.

Community-based treatment also is preferable for TB patients, includ-
ing MDR TB patients, who live away from major cities. Such patients gen-
erally cannot travel regularly to a distant facility for treatment, so trained
CHWs must go to patients’ houses to treat them. Treating all patients
wherever they are is the most effective way to change the dynamics of the
epidemic, suggested Keshavijee.

Inadequate International Assistance

Many countries need help to bridge the gap between current capabili-
ties and what is needed, yet international technical assistance is inadequate,
Keshavjee emphasized. Successful regional MDR TB treatment programs
have shown what can be done with on-site long-term technical assistance
and, where necessary, on-site implementation teams. Such teams may be
provided for countries, or countries may create their own teams.

Most countries that face problems with drug-resistant TB are relatively
poor, with a large proportion of their populations living on less than $2
a day. As K. Srinath Reddy, Public Health Foundation of India, observed
in his keynote address (Chapter 1), it is difficult or impossible to institute
a strong anti-TB program within a weak health system. Today, a growing
number of sites and countries have had experience with helping others
scale up anti-TB programs. These centers of excellence can act as hubs for
implementation by providing in-country support teams and helping other
countries scale up.

The alternative to strong action is clear, said Keshavijee. For example,
in parts of the former Soviet Union where he has worked, more than 25
percent of all TB patients have MDR TB, and XDR TB remains a grow-
ing threat. The global approach being taken today remains hampered by
constrained structures and a lack of innovative thinking. Engagement with
key partners, such as PEPFAR, UNICEF (United Nations Children’s Fund),
UNDP (United Nations Development Program), and others, has been lack-
ing, and a focus on implementation, the involvement of the private sector,
and advocacy in countries have been limited.

POTENTIAL INNOVATIONS AND ACTION ITEMS

Through the presentations provided in this session and the subsequent
discussions, individual workshop speakers and participants noted key inno-
vations and action items. They include the following:
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e Community-based treatment is often preferable to improve the
efficiency and effectiveness of treatment, and it benefits TB patients
who live away from major cities.

e A comprehensive framework for management and care of MDR
and XDR TB would improve the effectiveness and efficiency of
treatment. A comprehensive framework would also include vulner-
able populations.

e On-site long-term technical assistance and on-site implementation
teams from within a given country or drawn from regional and
international expertise can improve MDR TB treatment programs.






Preventing Transmission of
Drug-Resistant TB

Key Messages

Global estimates indicate that approximately half of new MDR
TB cases are occurring in people who have not been treated
previously, indicating transmission of the disease (Nardell and
Dharmadhikari, 2010; WHO, 2010c).

The ongoing development of effective infection control policies of-
fers many opportunities to reduce the transmission of MDR TB in
India.

Rapid diagnosis of MDR and XDR TB is key to initiating treatment
as quickly as possible and isolating patients so they cannot infect
others.

MDR TB patients can be treated in the community with confidence
as long as they are receiving the appropriate therapy.
Drug-resistant strains of M.tb. can undergo mutations that make
them less fit than drug-susceptible strains, but they also can un-
dergo additional mutations that compensate for this lost fitness.
Unsuspected TB and MDR TB patients are the groups most likely
to transmit infection to others. If DST could be completed quickly
and early, patients could be treated immediately and transmission
of disease reduced.

Measures to strengthen infection control efforts, including through
reduced length of inpatient care and provision of community-based
treatment, are key to reducing the transmission of MDR TB.

49
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According to WHO estimates, approximately half of new cases of
MDR TB appear to occur through transmission, not through inadequate
management of preexisting infection (Nardell and Dharmadhikari, 2010;
WHO, 2010c¢). Infection control is therefore a vital consideration in any
national program to control drug-resistant TB. Presentations on this topic
addressed some of the steps India is taking to prevent transmission of
MDR TB, the potential for drug-resistant TB to spread both in health care
institutions and in the community, the evolutionary forces that shape fit-
ness in M.zb., and the contributions molecular epidemiology can make to
understanding the spread of drug-resistant TB.

INDIA’S PROGRAM EFFORTS TO PREVENT
TRANSMISSION OF DRUG-RESISTANT TB!

India’s program efforts to prevent transmission of drug-resistant TB
include the development of infection control guidelines, strengthening of
laboratory capacity, and rational use of anti-TB drugs.

Infection Control Guidelines

TB infection control has historically been problematic in India, said
Prahlad Kumar, Director, National Tuberculosis Institute-Bangalore. Guide-
lines for airborne infection control have been lacking. Most health care
facilities have been overcrowded, and hospital administrations generally
have not been committed to infection control. Additional challenges have
been the high TB burden, vulnerable populations, and the need for scale-up
of response and coordination.

At the same time, there are many opportunities to improve infection
control in India, including the strengthening of the health system now
under way, lessons learned in confronting pandemic influenza, growing
awareness of the importance of infection control, and efforts by hospitals
to gain accreditation. P. Kumar cited three examples of efforts to improve
infection control in India: (1) the National Airborne Infection Control
Committee has developed and pilot tested national guidelines for airborne
infection control; (2) the RNTCP is upgrading infection control measures
at DOTS-Plus indoor facilities; and (3) infection control measures are being
implemented in the intermediate reference laboratories.

The national guidelines developed by the National Airborne Infec-
tion Control Committee provide up-to-date information on recommended
methods for reducing the risk of airborne infections in health care facilities.

1 This section is based on the presentation of Prahlad Kumar, Director, National Tuberculosis
Institute-Bangalore.
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The target audiences are health facility administrators and infection control
focal points. The guidelines, which were adapted from the WHO infection
control policy of 2009, cover managerial activities; administrative, envi-
ronmental, and personal protective measures; special settings; household
settings; airborne infection control risk assessment; and quarterly reporting
systems.

One objective of the pilot testing is to conduct systematic baseline
assessments of infection control and administrative, environmental, and
personal protective measures and practices at 35 selected health care facili-
ties in three Indian states. Another objective is to offer state and district
officials and administrators focal points for capacity building, specific rec-
ommendations, and supportive supervision on a limited basis. The transla-
tion of the pilot to practice will involve follow-up assessments, revision of
national guidelines based on the feasibility and effectiveness of the measures
implemented, integration of infection control into hospital accreditation
and routine health system reporting, and integrated infection control train-
ing materials for front-line health care workers.

Strengthening of Laboratory Capacity

Four national reference laboratories—the National Institute for
Research in Tuberculosis, Chennai; the National Tuberculosis Institute in
Bangalore; the LRS Institute in New Delhi; and the Central Jalma Insti-
tute for Leprosy and Other Mycobacterial Diseases in Agra—are working
closely with intermediate reference laboratories, medical college labora-
tories, and private laboratories. The stakeholders and partners meet on a
quarterly basis to share their experiences. Newer diagnostic tools also are
being evaluated, with scale-up planned for those found to be effective.

Rational Use of Anti-TB Drugs

The rational use of anti-TB drugs has been a problem in India. A
substantial quantity of first-line anti-TB drugs? and almost 100 percent of
second-line anti-TB drugs have been sold and used outside the RNTCP.
Management of TB patients outside the RNTCP often is poor, leading to
the risk of treatment failure and the development of drug resistance.> The
large and unregulated private sector has a conflict of interest with respect

2 According to 2006 data, the private sector accounted for the purchase of 74 percent ($69.7
million) of India’s total drug market for first-line anti-TB drugs; the remaining one-quarter of
the drug market was accounted for by public-sector purchasing (TB Alliance, 2007).

3 A survey of 106 private practitioners in Mumbai found that only 6 of 106 practitioners
wrote a correct prescription for the treatment of drug-susceptible TB, and only 3 of the 106
wrote an appropriate treatment regimen for MDR TB (Udwadia et al., 2010).
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to better TB management because it profits from the easy availability of
anti-TB drugs.

The Chennai Consensus Statement, developed by a broad range of
stakeholders, called for all people involved in TB care to implement inter-
national standards of care. In addition, the Indian Medical Association,
on behalf of the RNTCP, collaborated with the Medical Council of India
to draft guidelines for the rational use of anti-TB drugs. Discussions were
conducted to establish additional prequalified drug manufacturers and the
implementation of WHO standards.

THE IMPACT OF TREATMENT ON MDR TB TRANSMISSION*

As noted above, more than half of new MDR TB cases are occurring
in people who have not been treated previously. Many new cases therefore
are resulting from transmission, not from poorly managed treatment. For
that reason, treating MDR TB cases in hospitals can be a risk factor for
transmission, and minimizing the time patients are in hospitals is desirable,
said Edward Nardell, Harvard Medical School.

Community-based MDR TB treatment programs, which now exist in
many parts of the world (e.g., Cambodia, Ethiopia, Haiti, Lesotho, Paki-
stan, Peru [Shin et al., 2004], Russia, South Africa [Heller et al., 2010],
and Swaziland), may also appear to raise concern about transmission. But
Nardell said that if community-based treatment is implemented well, trans-
mission probably is not a major concern.

For many years, 14 days was viewed as the necessary period of isola-
tion for patients with drug-susceptible TB once treatment had been initi-
ated. This time period was not based on patients having negative cultures,
which can take much longer than 14 days to achieve. Rather, it appeared
to be based on several studies dating back to 1960 regarding the effects of
chemotherapy on transmission.® Rouillon and colleagues (1976) concluded
that smear positivity and culture positivity correlate with transmission
before but not after therapy has begun. They went on to write, “There is
an ever-increasing amount of evidence in support of the idea that abolition

4 This section is based on the presentation of Edward Nardell, Associate Professor of
Medicine, Harvard Medical School.

5 For example, Andrews and colleagues (1960) showed that household conversions did not
occur after the start of treatment, so people could be sent home rather than being kept in the
hospital. Brooks and colleagues (1973) found 107 tuberculin skin test (TST)-negative subjects
living with 19 patients with active TB, yet there were no TST conversions in the contacts after
the beginning of treatment. A later review of these early studies found fault with many of them
(Menzies, 1997). In some cases, for example, less infectious patients may have been selected
for home treatment, or uninfected household contacts may have been less susceptible. Menzies
concluded that smear-positive patients should still be considered infectious after 2 weeks.
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of the patient’s infectiousness—a different matter from ‘cure,” which may
take months, and from negative results of bacteriological examinations,
direct and culture, which may take weeks—is very probably obtained after
less than two weeks of treatment.” The 14-day period appears to be based
on this assumption—that 2 weeks of treatment is sufficient to abolish infec-
tiousness—said Nardell. This assumption led to the revision of guidelines
for when patients could be discharged from the hospital, when they could
go back to work, and when they were no longer a public health threat.

In the classic experiments of Richard Riley in the 1950s, patients with
strongly positive smears and cavitary TB in hospital rooms in Baltimore
were connected by way of the ventilation system to hundreds of sentinel
guinea pigs that occupied cages in the penthouse above the clinical ward
(Riley et al., 1959). Only 3 of the 77 patients produced 35 of 48 (73 per-
cent) of the guinea pig infections that were observed. The guinea pig infec-
tions tended to occur when patients with drug-resistant TB on inadequate
therapy were admitted to the ward. When drug-susceptible patients were
admitted to the ward and started on treatment the same day, no guinea pig
infections occurred. Compared with some patients who were left untreated
for a time to gauge their infectiousness, treatment started the same day
as admission was shown in other patients to be dramatically effective in
preventing transmission to the guinea pigs. Drug-resistant patients were
somewhat less infectious, suggesting the existence of a fitness deficit in their
strains of M.tb. Riley concluded from these experiments that decreases in
infectiousness resulting from treatment preceded the elimination of the
organisms from the sputum (Riley et al., 1962). Later it was speculated that
when people cough, large particles evaporate as they settle (Loudon et al.,
1969). The drug in these secretions then is concentrated and inactivates the
infectious agent. With sputum cultures, in contrast, there is no evaporation,
and growth support is optimized.

A recent similar study from Peru found that almost all the transmission
that occurred on a TB ward was due to 9 unsuspected and inadequately
treated MDR TB patients among 97 HIV-positive pulmonary TB patients,
to whom 292 guinea pigs were exposed over 505 days (Escombe et al.,
2008). Only 3 guinea pigs were infected by drug-susceptible patients, but
all of those patients had undergone intermittent or delayed treatment.

In Nardell’s similar experiments in South Africa, 360 guinea pigs were
exposed over the course of 4 months to 109 smear-positive, cavitary, and
coughing TB patients recently initiated on therapy. All of the infections in
the guinea pigs were due to XDR TB patients who were not being treated
for XDR TB. When none of the patients had XDR TB, virtually no trans-
mission occurred. Nardell concluded that in that experiment, standard
South African treatment for MDR TB starting on the day patients entered
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the hospital, not 2 weeks before, completely suppressed transmission in the
27 patients studied.

With respect to household contacts of MDR TB patients, at least half
of those who contract the disease are infected with a strain that does not
match that of the index case, suggesting that there are opportunities for
transmission outside the home. In addition, only about one-third of pul-
monary TB patients infect even close contacts, although household contacts
would be the highest priority for active case finding.

From these observations, Nardell concluded that unsuspected TB
patients, whether drug-susceptible or drug-resistant, are the group most
likely to be transmitting infection to others. Thus, if India performed DST
only on people who had failed treatment, those patients could be in the
hospital for 3—4 months transmitting TB before DST results showed that
they were drug-resistant. Similarly, in MDR TB wards, unsuspected XDR
TB patients would be the group transmitting the disease.

Thus, rapid diagnosis of TB, MDR TB, and XDR TB is essential for
patients to be treated so they cannot infect others. Those who are drug-
susceptible or have MDR TB can be treated in the community with confi-
dence as long as they are receiving the appropriate therapy. But if DST is
not performed early and quickly, people may transmit for months before
they are identified as drug-resistant. Nardell highlighted the need to find TB
cases actively based on cough surveillance, perform rapid specific diagnosis
using GeneXpert, separate cases safely while they are awaiting diagnosis
and treatment, rule out XDR TB, and treat effectively based on DST and
using a secure supply of quality-assured drugs. Prompt diagnosis of drug
resistance and prompt therapy are critical, whether in the hospital or in
the community.

It is unclear whether the drugs available for XDR TB, which by defini-
tion excludes the fluoroquinolones, are effective in halting transmission. It
may be that XDR TB requires prolonged isolation while the patient is still
coughing. Nardell noted that XDR TB patients are a far smaller group of
patients to isolate than all TB and MDR TB patients, who can be treated
safely in the community.

THE GENETIC EVOLUTION OF M.tb.°

Evolutionary thinking is critical in considering the future of MDR and
XDR TB, said Sébastien Gagneux, Unit Head and Assistant Professor, Swiss
Tropical and Public Health Institute and University of Basel. The future of
MDR and XDR TB depends largely on the fitness of the organisms that

¢ This section is based on the presentation of Sébastien Gagneux, Unit Head and Assistant
Professor, Swiss Tropical and Public Health Institute and University of Basel.
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cause the disease, which is determined by their virulence and transmissibil-
ity. Biologists have long thought that drug-resistant strains of M.zb. are less
transmissible and virulent than drug-susceptible strains, a conclusion dating
back to studies done in the 1950s that measured the virulence of isoniazid-
resistant strains in guinea pigs. Because at least some of the drug-resistant
strains were less virulent, a large proportion of the TB community thought
at the time that drug resistance was not a major public health problem.

Fitness can be measured in many different ways, such as through viru-
lence in guinea pigs or molecular epidemiological studies that measure the
generation of secondary cases. Depending on the strain being studied and
the definition of fitness used, the measured fitness of drug-resistant strains
of M.th. compared with that of drug-susceptible strains varies from 10
times more to 10 times less fit (Borrell and Gagneux, 2009). In other words,
drug-resistant TB strains are not going away, Gagneux said.

Experiments have shown that the development of resistance in most
cases does cause a drop in fitness. Today, drug-resistant strains account for
only 3 percent of 10 million new cases of TB each year, even though TB
has been treated for at least 50 years with drugs. However, the less fit bac-
teria can undergo additional mutations over time that compensate for the
initial fitness defect. Also, not all mutations that cause drug resistance have
an effect on fitness. Some strains can have a genetic background in which
some mutations can confer drug resistance without reducing fitness. For
example, the Beijing strain, which has been associated with drug resistance
in many places, may be preadapted to deal with the potential fitness cost
of resistance, Gagneux said, although this idea remains merely a reasonable
hypothesis today.

The interactions between mutations and genetic background are termed
epistatic interactions, and they have been studied very little in M.zb. In
E. coli, however, experiments using streptomycin, quinolones, and rifam-
picin have shown that double mutants can have better fitness than single
mutants (Trindade et al., 2009). This so-called positive epistasis suggests
that one mutation can drive fitness down, but a second mutation can at
least partly compensate for the defect while simultaneously conferring
resistance to a second drug.

In a study of laboratory and clinical strains of M.tb., Gagneux and
colleagues (2006) found that mutations in the laboratory strains all had
a statistically significant fitness defect, although the effect varied by strain
and mutation. When drug-resistant strains from TB patients were compared
with drug-susceptible counterparts from the same patients, however, at
least some of the drug-resistant strains showed no fitness loss. The authors
hypothesized that the clinical strains had undergone additional mutations
over time that compensated for the initial fitness cost. Gagneux’s labora-
tory is now testing this hypothesis using a combination of experimental
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evolution and whole genome sequencing. In addition, epistatis as has been
observed in E. coli needs to undergo much further study in M.zb., said
Gagneux. The phenomenon is not straightforward, but it is important to
understanding the future of drug resistance around the world.

THE MOLECULAR EPIDEMIOLOGY OF M.tb.”

According to S. Siva Kumar, Technical Research Assistant, National
Institute for Research in Tuberculosis, molecular epidemiological studies are
essential to efforts to curtail the epidemic of TB and MDR TB. Molecular
epidemiology combines molecular biology, clinical medicine, statistics, and
epidemiology. It focuses on the role of genetic and environmental risk fac-
tors at the molecular, cellular, and biochemical levels in the etiology and
distribution of a disease or pathogen.

In the case of M.tb., molecular epidemiology uses a multidisciplinary
approach to analyze the dynamics of transmission, mainly by contact trac-
ing. It also is useful in dividing recurrent TB into two types. The first is
endogenous reactivation, in which latent TB reinfects an individual and
leads to disease after a previous episode of TB has been clinically cured.
The second is exogenous reinfection, in which a person becomes reinfected
with a new strain of M.tb. In addition, molecular epidemiology studies are
important in detecting laboratory cross-contamination, identifying hyper-
virulent strains circulating in a population, investigating the evolution of
M.tb., evaluating TB-control programs, and monitoring the transmission
of drug resistance.

Three methods are widely used for molecular epidemiology focused
on TB. IS6110 restriction fragment length polymorphism typing detects
the variable occurrence of a 1,335 base pair genomic repeat in different
strains of the bacterium. Spoligotyping measures the occurrence of a 36
base pair repeat and spacers between those repeats in a particular region
of the bacterium’s genome. Finally, MIRU-VNTR typing examines the
variable number of tandem repeats (VNTR) within mycobacterial inter-
spersed repetitive units (MIRU). Other methods used for typing M.tb. are
polymorphic GC-rich sequence analysis, genomic deletion analysis, use of
strain-specific markers for rapid diagnosis of the strain prevalent in an area,
and single-nucleotide polymorphism analysis.

Using 1S6110 RFLP analysis and spoligotyping, Shanmugam and col-
leagues (2011) investigated the distribution of different genotypes of M.zb.
in the Tiruvallur region of South India and their association with drug
resistance. They divided 1,650 samples into two broad categories: the East

7 This section is based on the presentation of S. Siva Kumar, Technical Research Assistant,
National Institute for Research in Tuberculosis.
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African-Indian (EAI) group and the non-EAI group. The EIA group can be
divided into six subgroups, with EAI 3 and EAI 5 being common in this
area of South India. Other strains found in South India are Beijing, Central
Asian (CAS), and Haarlem. In South India, the EAI group predominates,
whereas in North India, the CAS and Beijing strains predominate. Among
the MDR TB strains, the Beijing and CAS strains are most abundant at 12.8
and 11.4 percent, respectively. The EAI strains in South India are less prone
to drug resistance than the other strains.

When spoligotypes were compared with treatment regimens, no dif-
ference was found in the strain distribution among patients undergoing
category L, II, and III treatment. In the category II cases, however, a higher
percentage of drug resistance was seen.

In a second study, Narayanan and colleagues (2010) looked at the
type of TB recurrence among HIV-infected and HIV-uninfected patients.
Using IS6110, spoligotyping, and MIRU-VNTR, they found that exogenous
reinfection was 88 percent and endogenous reactivation was 12 percent in
HIV-infected patients. In contrast, in HIV-uninfected patients, endogenous
reactivation was 91 percent, compared with an exogenous reinfection rate
of 9 percent. Understanding these rates of recurrence and reinfection is
essential to preventing the spread of MDR TB, said Siva Kumar.

POTENTIAL INNOVATIONS AND ACTION ITEMS

Through the presentations provided in this session and the subsequent
discussions, individual workshop speakers and participants noted key inno-
vations and action items. They include the following:

e Evolutionary thinking is critical in considering the future of MDR
and XDR TB. The future of MDR and XDR TB depends largely
on the fitness of the organisms that cause the disease, which is
determined by their virulence and transmissibility.

e There is a need to find TB cases actively based on cough surveil-
lance, perform rapid specific diagnosis using GeneXpert, separate
cases, rule out XDR TB, and treat effectively based on DST and
using a secure supply of quality-assured drugs.






Detecting Drug Resistance and
Strengthening Laboratory Capacity

Key Messages

e New diagnostic technologies require both performance assess-
ments and quality assurance to ensure that they are performing at
optimal levels.

e The ideal test is not the most inexpensive but the most cost-effective.

e The Supranational Reference Laboratory Network has played a
key role in determining the extent of drug resistance by conducting
representative surveys in broad regions, assessing the quality of
TB programs, and informing policy decisions.

e The establishment of national reference laboratories, intermedi-
ate reference laboratories, and laboratories in medical colleges,
together with plans for dozens more laboratories for liquid plus
molecular testing, will increase laboratory capacity.

Successful treatment of MDR TB requires knowing which treatments
will work. Today, most diagnoses of MDR TB are made in culture, but
this method can take months to produce results, during which time drug-
resistant TB patients can continue to infect other people if they are receiv-
ing inadequate treatment. Many new diagnostic technologies now being
developed are faster and more accurate, but all technologies involve trade-
offs between advantages and disadvantages. Four workshop presenters
discussed the next generation of TB diagnostics and strengthening of labo-
ratory capacity. Their presentations addressed the advantages and disadvan-
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tages of new technologies compared with current methods, the performance
testing and quality assurance needed for new technologies, the history and
current responsibilities of the Supranational Reference Laboratory Net-
work, and the contributions of FIND and the EXPAND-TB program to the
scaling up of laboratory capacity in India.

DIAGNOSIS OF DRUG-RESISTANT TB!

As discussed earlier, the lack of diagnostic capacity has been a crucial
barrier to the treatment of MDR TB. Today, however, at least 20 new diag-
nostic technologies are in different stages of development, and expanding
laboratory capacity has become a global priority.

Ideally, DST should have at least the following characteristics:

high intra- and interlaboratory reproducibility;

short turnaround time;

ability to distinguish between high and low levels of resistance;
practicality and affordability;

minimal investment and costs for consumables;

minimal labor time; and

applicability to both first- and second-line drugs.

Culture methods, which are regarded as the gold standard, are still
widely used today, but have limitations, including

long turnaround time;

failure to provide precise identification of species;

possibility of negative cultures for patients on treatment;
laborious testing procedures, including standardization of critical
concentrations and establishment of appropriate inoculum size;
and

e issues concerning the stability of the drug in different culture media,
the reliability of results, and quality assurance.

Several rapid assays measure resistance directly from clinical speci-
mens. For example, a meta-analysis showed that the nitrate reductase assay
(NRA) has a pooled sensitivity for detection of isoniazid and rifampicin
resistance of 94 percent and 96 percent, respectively (Bwanga et al., 2009).
The same analysis found a pooled sensitivity for the microscopic observa-
tion drug susceptibility (MODS) assay of 92 percent and 96 percent, respec-

! This section is based on the presentation of Camilla Rodrigues, Consultant Clinical Mi-
crobiologist and Chair of Infection Control, Hinduja Hospital.
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tively. This method has the additional benefit of accurate case detection and
simultaneous identification of MDR. Finally, thin layer agar (TLA) culture
has sensitivity, specificity, and predictive values of 100 percent for isoniazid
and rifampicin resistance (Robledo et al., 2008).

Other new methods, such as the mycobacteria growth indicator tube
(MGIT), detect metabolic activity or products. With these methods, the
time to detection is 10-14 days, compared with 3-4 weeks or more with
other methods. Universally accepted standards for critical concentrations
are needed to ensure the reproducibility of DST on second-line drugs. One
study, for example, found that 21 supranational reference laboratories had
different critical concentrations as a result of variations in testing systems
and media (Kim et al., 2004). Quality assurance is therefore a critical factor
(Rodrigues et al., 2008).

Colorimetric redox indicator (CRI) assays, which are fast and inexpen-
sive, have good sensitivity for isoniazid and rifampicin but do not perform
as well for ethambutol and pyrazinamide, said Camilla Rodrigues, Con-
sultant Clinical Microbiologist and Chair of Infection Control, Hinduja
Hospital. They also raise concerns about biosafety and containment.

Phage-based technologies were extremely promising when they first
appeared; however, that initial promise has faded in recent years. Improved
phage technology is currently being developed in the United States and
South Africa, and has again raised the hope of this technology being used
for both rapid diagnosis and DST. Lysis with mycobacteriophages is fairly
sensitive for rifampicin and isoniazid resistance but has limitations in such
areas as analytical sensitivity and application to smear-negative patients
(Krishnamurthy et al., 2002).

Finally, the detection of specific mutations has advanced through the
rapid development of genotypic hardware. This technique has proven most
effective with rifampicin but might be less successful with other drugs—for
example, isoniazid and the fluoroquinolones, where M.tb. has more muta-
tions that code for drug resistance.

Molecular DST includes DNA sequencing, polymerase chain reaction
(PCR) single-strand conformational polymorphism (SSCP), solid phase
hybridization assays, real-time formats, and microarrays. The advantages
of molecular methods are

rapid provision of results;

high sensitivity;

good performance characteristics;

direct application to clinical specimens;

less biohazard risk;

feasibility of automation and high throughput; and
ability to target genomically based resistance.
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However, molecular methods also have limitations:

e polyresistance due to the effects of multiple genes;
requirements for infrastructure, experienced staff, and funding;
risk of false-positive tests, especially with methods that target only
known or described mutants; and

e silent mutations, or infections with more than one strain.

DNA sequencing is the most informative molecular method, but it is
so labor-intensive and expensive that it cannot be used routinely. Other
methods are good at detecting specific mutations, but they also can be
labor-intensive and somewhat dependent on the person who performs the
test. Real-time formats and microarrays are promising but expensive.

Microfluidic technologies may help close the gap between needs and
capabilities, especially to the extent that they permit integration of different
technologies. For example, GeneXpert MTB/RIF is a self-contained, closed,
fully integrated, and automated platform that provides results for detection
of rifampicin resistance within 2 hours. The test has a sensitivity almost
equal to that of culture, requires minimal hands-on technical time, and can
be used in laboratories with considerably less biohazard risk. In a recent
study (Boehme et al., 2010), GeneXpert MTB/RIF outperformed smear
tests, yielding a relative increase in case detection and accurately ruling out
MDR TB. Even in countries with little MDR TB, there is value to using
GeneXpert to diagnose TB as it is much more sensitive than microscopy
and faster than and as sensitive as culture tests. According to Rodrigues, the
only disadvantages are that it is expensive and has a relatively low positive
predictive value in areas with low MDR TB prevalence.

According to Rodrigues, the ideal test for TB would have the following
features:

e provision of rapid results;

e ability to obtain results directly from the specimen with the sensi-
tivity of culture;

simultaneous detection of resistance;

on-demand availability;

capability for single-patient testing;

ease of use;

reproducibility;

robustness; and

low cost.

Rodrigues stressed that the TB program in India needs to define priori-
ties; strengthen national laboratory capacity with a tiered network at the
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subdistrict, district, regional, and reference laboratory levels; work toward
universal access; and leverage molecular methods with culture methods,
since no single test can stand alone. Validation, quality assurance, and
quality control should be an integral part of the system, said Rodrigues.

Finally, Rodrigues cited two particular clinical challenges. The first is
simultaneous infections with different strains, which can lead to conflict-
ing test results. The second is the need to be able to distinguish between
immune reconstitution inflammatory syndrome (IRIS) and MDR TB in
culture-negative patients undergoing treatment.

QUALITY ASSURANCE CONSIDERATIONS IN THE
DEVELOPMENT OF NEW DIAGNOSTICS?

To determine whether a diagnostic test is accurate, observed Thomas
Shinnick, Associate Director for Global Laboratory Activities, Division of
Tuberculosis Elimination, CDC, its performance must be comparable to
that of a gold standard. Molecular tests also must be subject to quality
assurance to ensure that their performance is being maintained.

Two key properties of any test are accuracy and precision. Accuracy
measures validity, while precision measures reliability or reproducibility.
The ideal test is both accurate and precise, so that it yields the right answer
every time.

With a standard phase II or phase III diagnostic design, estimation of
accuracy involves defining a gold standard; ensuring the quality of the test-
ing; recruiting consecutive patients in whom the test is indicated (that is, in
whom disease is suspected); performing the gold standard test on separate
groups with and without disease; performing the experimental test on all
subjects and classifying them as test positives or test negatives; and devel-
oping a 2-by-2 table to calculate sensitivity, specificity, predictive values,
likelihood ratios, and diagnostic odds ratios.

With respect to molecular tests for drug resistance, a variety of pheno-
typic tests can serve as the gold standard, including liquid or solid culture
and clinical outcomes. Of course, said Shinnick, these gold standards are
in actuality “bronze or silver standards. They all have their own problems,
and so we are always going to have to be looking at analyzing discordant
or discrepant results to understand our test and how it is performing.”

When discrepant or discordant results occur, several possibilities must
be considered. The first is the possibility that errors resulted from mislabel-
ing or laboratory cross-contamination. The possibility of a mixed sample
also must be considered. The limit of detection of a molecular test is a fac-

2 This section is based on the presentation of Thomas Shinnick, Associate Director for
Global Laboratory Activities, Division of Tuberculosis Elimination, CDC.
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tor as well. Will a test detect only 10 percent drug-resistant strains when
other tests are designed to detect 1 percent drug-resistant strains? To exam-
ine these possibilities, a patient sample or isolate can be tested repeatedly,
target genes can be resequenced, or the minimal inhibitory concentration
can be gauged using liquid or solid media. Clinical outcomes are another
way of understanding a test’s performance.

Both molecular and conventional tests require quality assurance,
emphasized Shinnick. In particular, molecular tests need to be subject to
both internal quality controls and external quality assurance. Molecular
tests typically involve the use of negative controls, with every test being run
to assess the possible contamination of reagents. They also involve the use
of positive controls—isolates with particular features used to show that a
reagent is behaving as it should. It is important to keep the positive controls
away from the test samples to avoid contamination.

External quality assurance ensures that a test is performing the same
way in all laboratories. Methods used for external quality assurance include
sending an isolate with a known mutation to a laboratory to determine
whether the right answer has been obtained; comparing results of another
molecular or phenotypic test with the test results; or using laboratory
performance indicators, such as the level of agreement among results of
molecular or phenotypic tests, the concordance between different samples
from the same patient, or the percentage of indeterminate results.

The accuracy of a test determines its value to the clinician. One way
of measuring a test’s accuracy is by calculating its sensitivity and specific-
ity, which are the rates of the test’s true positives and true negatives. For
clinicians, the most important pieces of information are the likelihood ratio
and diagnostic odds ratio, which are essentially inverses of each other. The
likelihood ratio denotes whether the test is more likely to be positive in a
diseased than in a nondiseased person. Tests with high likelihood ratios give
clinicians more information about how to proceed with treatment.

Shinnick concluded by saying that the ideal test is not the most inex-
pensive but the most cost-effective. Even a relatively expensive test, such as
GeneXpert, can be cost-effective when it rapidly identifies MDR TB patients.
The patient is treated sooner and has better outcomes, and the community
is protected against the transmission of drug-resistant organisms.

THE SUPRANATIONAL REFERENCE LABORATORY NETWORK?

When the international Supranational Reference Laboratory Network
was initiated in 1964, it consisted of 16 laboratories with strong commit-

3 This section is based on the presentation of Nagamiah Selvakumar, Scientist G, National
Institute for Research in Tuberculosis.
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ments to national TB programs. In general, there was an extreme scarcity
of good laboratories at the time.

Initially, 11 of the laboratories were in Europe and 2 in India. The
network now includes 2 laboratories in the African region, 5 in the Ameri-
cas, 1 in the Middle East, 11 in Europe, 5 in the Western Pacific, and 2 in
South Asia. One of the latter two is the National Institute for Research in
Tuberculosis, Chennai, and the other is in Bangkok.

At the outset, the laboratories periodically collected information on
drug resistance in their regions, said Nagamiah Selvakumar, Scientist G,
National Institute for Research in Tuberculosis. They had commitments to
cover at least two countries other than those in which they were located.
They also agreed to ensure the quality of drug resistance surveys by retest-
ing isolates. They participated in annual external quality assessment pro-
grams with the coordinating center in Antwerp, Belgium. If possible, they
conducted operational research to generate data and provide information
to inform policy decisions.

Today the Supranational Reference Laboratory Network determines
drug resistance globally through representative surveys in broad regions. It
seeks to differentiate between previously treated and untreated cases while
continuing to assess the quality of TB programs. It also continues to provide
information to inform policy decisions and enhance laboratory capacity.

The network has produced four global reports, the first in 1997 and
the most recent in 2008, based on data from an increasing number of labo-
ratories and countries. The network estimates the prevalence of TB, MDR
TB, and XDR TB. It also identifies “hot spots” for drug-resistant TB. For
example, a recent national survey in China found that 5.7 percent of new
TB cases and 26 percent of previously treated cases were MDR. Subnational
data from Tajikistan revealed that 16 percent of new cases of TB and 62
percent of previously treated cases were MDR. Overall, based on quality-
controlled data from 114 countries, MDR TB occurred in 3.6 percent of
incident TB cases in 2008 (WHO, 2010c).*

The data also show that 58 countries had reported XDR TB as of
March 2010, with approximately 25,000 cases emerging every year. Over-
all, an estimated 5.4 percent of MDR TB cases are XDR.

Another important function of the Supranational Reference Laboratory
Network is to conduct external quality assessments to ensure that the data
being generated are reliable. The coordinating laboratory in Antwerp sends
a panel of 30 cultures to the supranational reference laboratories every year.
The cultures have different combinations of resistance and have been clini-
cally well validated. In recent rounds of testing, 16 of the 27 supranational

4 See footnote 4 in Chapter 1 and the updated WHO (2011a) report on TB control for more
information on global estimates of MDR TB.
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reference laboratories consistently performed better than other laboratories
being assessed (Van Deun et al., 2011). The objectives of external quality
assessment are to standardize techniques, validate methods, and improve
the precision of reporting.

As an example of the activities of a supranational reference labora-
tory, Selvakumar described those of the National Institute for Research in
Tuberculosis, Chennai. It supports not just India, but also Sri Lanka, the
Maldives, and, until recently, North Korea (which is now supported by the
laboratory in Bangkok). It develops protocols and conducts retesting and
panel testing for the external quality assurance program. It also conducts
DST for suspected cases of MDR TB. It facilitates international train-
ing programs on laboratory diagnosis of MDR TB and quality assurance
microscopy. And it participates in WHO meetings and serves as a consul-
tant to other Southeast Asian countries.

In the 16 rounds of quality assurance that have been completed at the
National Institute for Research in Tuberculosis, Chennai, efficiency has
been acceptable for all first-line drugs except rifampicin, for which results
were indiscriminate in two rounds. In the last two rounds, DST has been
conducted with second-line drugs, with acceptable efficiency being found
for ofloxacin, kanamycin, amikacin, and capreomycin.

The National Institute for Research in Tuberculosis, Chennai, con-
ducted the first statewide drug resistance survey for Gujarat and will be
conducting surveys in 2011-2013 for Tamil Nadu and Rajasthan. It moni-
tors India’s other national reference laboratories, intermediate reference
laboratories, regional medical research centers, and private laboratories.

The Supranational Reference Laboratory Network has made substan-
tial contributions to policy making. The first and second global reports
provided information on the MDR TB problem and identified the hot spots
in the Soviet Union and China, contributing to the origins of the DOTS-
Plus program and the GLC. The third report suggested that previously
treated cases and HIV status be included in drug resistance surveys. That
report also pointed to the unreliability of second-line DST. This information
helped WHO’s Global Laboratory Initiative (GLI) formulate guidance for
the development of 150 national reference laboratories and almost 8,000
advanced diagnostic centers, and improved the training of hundreds of
thousands of microbiologists and technologists.

The National Institute for Research in Tuberculosis, Chennai, also
provides information to inform policy decisions. For example, it has recom-
mended having two sputum samples for diagnosis and treating the presence
of bacilli in a single smear as an indicator of TB. It also has shown that the
sensitivity of diagnoses can be seriously affected when sputum samples are
transported in cetyl-pyridinium chloride (CPC) solution, implemented a lot
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quality assurance system, and developed software for analysis of retesting
and panel testing results.

According to Selvakumar, the Supranational Reference Laboratory Net-
work still has important limitations:

e Notall the high-burden countries have national reference laboratories.

e  Many national reference laboratories lack the resources and exper-
tise needed to conduct drug resistance surveys.

e Only the results of panel testing are known, but the results of
retesting are needed to ensure the quality of testing.

e External quality testing for the LPA needs to be considered because
intermediate resistance to rifampicin has emerged as a problem.

e The role of operational research in national reference laboratories
or supranational reference laboratories is not clearly defined.

e  Other challenges include inadequate staffing, the threat of contrac-
tual staff leaving the laboratory, excessive workloads, and inad-
equate laboratory infrastructure and staff training.

EXPANDING LABORATORY CAPACITY IN INDIA FOR
THE DIAGNOSIS OF DRUG-RESISTANT TB’®

FIND was created in 2003 to drive the development and implementa-
tion of accurate and affordable diagnostic tests that are appropriate to
patient care in low-resource settings, said Neeraj Raizada, Medical Officer,
FIND. FIND’s India office was established in 2007 and had two broad
initial projects. One was to conduct an LPA demonstration project and a
liquid culture, DST, and rapid speciation laboratory preparedness study.
The other was to complete demonstration projects on several new technolo-
gies, including light-emitting diode (LED)-based fluorescent microscopy and
cartridge-based nucleic acid amplification testing (NAAT). Data from these
two projects were presented regularly to the RNTCP and to the DOTS-Plus
committee. The data contributed to the RNTCP’s laboratory scale-up plan
and to the endorsement of the LPA, liquid culture, and rapid speciation tests
under the EXPAND-TB and Global Fund projects.

The RNTCP’s laboratory scale-up plan called for introducing the LPA
in 43 laboratories and liquid culture, DST, and rapid speciation in 33
laboratories (see Chapter 2). The LPA will be the primary diagnostic tool,
with follow-up using solid or liquid culture. The turnaround time will be
3 days, compared with the baseline of 4.5 months. Laboratory capacity is
expanding to 12,000 LPAs annually, compared with a previous capacity
to conduct 5,000 cultures and drug susceptibility tests. The plan is to be

5 This section is based on the presentation of Neeraj Raizada, Medical Officer, FIND.
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implemented in a phased manner, with the LPA being introduced into 12
laboratories in 2010-2011, 14 laboratories in 2011-2012, and 17 laborato-
ries in 2012-2013. The implementation of the RNTCP laboratory scale-up
plan is being funded by various sources.

The EXPAND-TB project was initiated in India in March 2010 with
UNITAID and has three implementing partners: FIND, the STOP TB Part-
nership GLI, and the WHO GDF. A major initiative has been the Global
Fund Round 9 project, in which FIND is implementing the laboratory
component. The laboratory component complements the EXPAND-TB
project in the introduction of rapid diagnostics. Support also comes from
the RNTCP and from National Rural Health Mission and state funds.

The specific operational objectives of the EXPAND-TB project are to
accelerate and expand access to quality-assured new diagnostics; leverage
price reductions for diagnostic tools, instruments, reagents, and supplies;
foster a greater number of suppliers of new TB diagnostics, thereby having
an impact on market dynamics and achieving a further cost reduction for
rapid diagnostics; and improve the case detection and management of TB
and MDR TB. The program is supporting the development of a preidenti-
fied list of approved equipment and consumables, including LPA and liquid
culture equipment. It also is supporting 40 laboratories for LPA equipment
and consumables, and 31 laboratories for liquid culture equipment and
consumables. The Global Fund Round 9 project further supports these
laboratories in the implementation of the national laboratory scale-up plan
through human resources, equipment, on-site technical support, and long-
term mentoring and provides funds for human resource development and
related costs for on-site technical support.

Introducing LPA testing, very broadly, involves five steps:

1. establishing two to three clean rooms, including a hybridization
room, an amplification room, and a master mix room;

2. supplying equipment and consumables for LPA;

training of both laboratory and field staff;

4. establishing LPA proficiency through a mechanism approved by the
National Laboratory Committee; and

5. creating mechanisms for rapid transportation of patient specimens
and reporting of results.

(O8]

According to Raizada, introducing liquid culture is more challenging
than introducing the LPA. It involves the establishment of a biosafety level
3 laboratory along with air-handling and cooling units. Training and pro-
ficiency testing are necessary. Also, MGIT requires an uninterrupted sup-
ply of electricity, which in turn requires power backup at each laboratory
because of the erratic power supply in some parts of India.
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As of April 2011, 28 districts in India representing a population of 46
million had screened 2,658 suspected cases of MDR TB in the previous
year. For these cases, 92 percent of LPA results were available at the time
of data collection, and 8 percent of test results were still pending. The inva-
lidity rate in the uncontrolled field setting was 8 percent. Forty percent of
samples were diagnosed with drug-resistant TB. The average time between
collection of specimen from the field, transportation to the LPA laboratory,
and testing and reporting of results was 7 days. Meanwhile, backup testing
with Lowenstein-Jensen medium returned results on only 52 percent of the
samples.

The strengths of the Indian laboratory scale-up experience thus far
have been

e strong coordination at all levels in implementing the drug-resistant
TB response plan;

e quarterly national-level meetings by the Central TB Division, with

the participation of the national reference laboratories and all

implementing partners;

strong coordinated efforts in human resource development;

proactive program leadership at the central and state levels;

fast-track budget mobilization at the state level; and

contributions of WHO and RNTCP consultants in addressing field

problems.

Key challenges have included

e dealing with delays in the development of an online management
information system;

e ensuring an uninterrupted supply of second-line drugs;

e maintaining laboratory proficiency despite drug shortages; and

e delivering treatments as volume increases and turnaround times
decrease.

POTENTIAL INNOVATIONS AND ACTION ITEMS

Through the presentations provided in this session and the subsequent
discussions, individual workshop speakers and presenters noted key innova-
tions and action items. They include the following;:

e Priorities for all aspects of the TB program in India are needed,
including for diagnosis, laboratory capacity, treatment, and infec-
tion control.
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A strengthened tiered network at the subdistrict, district, regional,
and reference laboratory levels is essential.

Because no single test can stand alone, molecular methods should
be leveraged with culture methods.

Fostering a greater number of suppliers of new TB diagnostics
would affect market dynamics and achieve a further cost reduction
for rapid diagnostics.



Addressing TB and Drug-Resistant
TB in Vulnerable Populations

Key Messages

e The difficulty of obtaining positive cultures in children complicates
the treatment of MDR TB and has obscured the extent of drug
resistance in pediatric TB cases.

e Many children are infected by the adults with whom they live, but in
a significant fraction of cases, the infection comes from elsewhere.

e In one study from Peru, children living in households with an
MDR TB patient had 10 times the risk of infection of the general
population.

e Coinfection with HIV and drug-resistant TB is a serious threat to
TB control.

e Asia has a history of major refugee movements, and refugee status
can lead to displacement and overcrowding, which lead in turn to
the spread of infection.

Some vulnerable populations—including children, people coinfected
with HIV, and refugees—are at higher risk of contracting TB and are more
difficult to treat than others. Speakers at the workshop addressed each of
these three populations, discussing MDR TB among children in India, Peru,
and globally; data from India and elsewhere linking HIV infection to drug-
resistant TB; the occurrence of drug-resistant TB among Tibetan refugees
living in India; and case studies dealing with vulnerable populations (chil-
dren in Cambodia and MDR TB patients in Ethiopia, many coinfected with
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HIV). All of the speakers emphasized the particular difficulties of reaching
vulnerable populations and the steps that must be taken to identify, diag-
nose, and treat MDR TB among these groups.

DRUG-RESISTANT TB IN PEDIATRIC POPULATIONS!

A major risk for pediatric TB is contact with an infected adult, observed
Soumya Swaminathan, Head, Division of Clinical Research, National Insti-
tute for Research in Tuberculosis. Rates of infection among adults aged
25-44 are highest in the African region, followed by Southeast Asia (Figure
6-1), and the risk of TB in children is likely to be correspondingly high in
these regions. Other risk factors include large household size, severe mal-
nutrition, exposure to household smoke, having a female index case, and
in some cases, being a member of certain minorities.

Like adults, children tend to go through several phases after infection
with M.zb. After an initial phase marked by hypersensitivity responses and
skin test conversion, which typically occur in the first 6-8 weeks, the pri-
mary disease follows. Most of the disseminated disease tends to occur in the
first 2-4 months after infection. Lymph node disease in younger children
and pleural disease in older children can occur at 6—-8 months. The adult
form of the disease, which generally is seen in older children, can occur
several years after infection.

Swaminathan explained that more children than adults with TB are
smear-negative, although this varies with the population under study. In
one study of 1,098 children seen at the LRS Institute of Tuberculosis and
Respiratory Diseases in New Delhi, 414 children were smear-positive, 404
were smear-negative, and sputum status was not known for 280 patients
(Sharma et al., 2008). The smear-positivity rate was higher among older
children—about 60 percent—but even among children younger than 6 years
old, 30 percent were smear-positive.

Unknown Burden of Pediatric MDR TB

Data on MDR TB in children are virtually nonexistent. WHO does
not include children in drug resistance surveys, and most countries have
not collected these data systematically. A plan to gather data on children is
urgently needed, said Swaminathan.

1 This section is based on the presentation of Soumya Swaminathan, who was Coordinator
for Neglected Priorities Research with the WHO Special Programme for Research and Training
in Tropical Diseases (TDR) at the time of the workshop. Since the workshop, Swaminathan
has rejoined the National Institute for Research in Tuberculosis as Head, Division of Clinical
Research.
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FIGURE 6-1 TB incidence rates are highest in young adults in the African and
Southeast Asian regions.
SOURCE: Swaminathan, 2011.

In India, an estimated 7 percent of the reported 1.3 million new TB
cases annually are in children. This percentage ranges from 2 percent of
new smear-positive cases to 15 percent of new cases of extrapulmonary
TB. The percentage of drug-resistant TB is more difficult to estimate. In
the Western Cape Province of South Africa, Schaaf and colleagues (2009)
found isoniazid resistance to be 7.7 percent among pediatric TB cases and
the MDR TB rate to be 6.7 percent, which represented an increase since the
1990s. These levels are higher than in adults in the general TB population
in South Africa. Previously treated children had significantly higher rates of
drug resistance than new TB cases, and HIV infection was not associated
with drug resistance in children, which is also the case in India.

In data from India, MDR TB rates among children with TB were found
to be 2 percent about two decades ago (Ramachandran and Prabhakar,
1992).2 A few years later, a multicenter study on children with pulmonary
TB found a rate of MDR TB of 3.5 percent. These rates depend on the
population under study and whether patients are coming from the com-
munity or a hospital. In general, said Swaminathan, drug-resistant TB in

2 These low pediatric MDR TB rates were observed prior to the implementation of DOTS
in India.
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children mirrors that in the adult population because adults are the source
of their infections.

Challenges in the Diagnosis and Treatment
of Pediatric Drug-Resistant TB

Bacterial confirmation of MDR TB in children is not always possible.
Instead, drug-resistant TB in a child must be suspected when the child
has been in contact with a known case of drug-resistant TB, the child’s
adult contact has been on chronic irregular treatment and continues to
be sputum-positive, the adult contact dies after irregular treatment, or the
child shows initial improvement with anti-TB treatment and then deterio-
rates clinically and radiologically. Contact investigation is vital to detecting
pediatric cases of TB and especially MDR TB.

Diagnosis of drug-resistant TB in children requires specimens, such as
gastric aspirate, induced sputum, nasopharyngeal aspirate, and extrapul-
monary specimens, along with good specimen processing, transport, and
testing. The yield of culture in various studies in children has ranged from
10 to 40 percent, depending on patient selection criteria and laboratory
methods. The MODS method has been shown to be faster and more sensi-
tive than Lowenstein-Jensen medium. Another study found that MODS has
a slightly higher sensitivity than the MGIT method while also being faster
(Ha et al., 2009).

GeneXpert has the highest sensitivity in smear-positive culture-posi-
tive adults, providing an assessment of rifampicin resistance within about
2 hours, but these data are not available for children. (See the section
Case Studies in Cambodia and Ethiopia later in this chapter.) Preliminary
data from South Africa show that the sensitivity of GeneXpert is prob-
ably around 70-80 percent of culture-positive cases, which represents only
10-40 percent of all pediatric TB cases. More research will be necessary
before recommendations can be made regarding the use of GeneXpert with
different samples from children.

The treatment approach in children is largely the same as that in adults.
Factors to consider include the following:

e The child should receive treatment that is consistent with that of
the adult source case if no isolate is obtained from the child.

e At least three or, preferably, four or more drugs to which the isolate
is susceptible should be used.

e The child’s growth and development need to be monitored, and
drug dosages need to be adjusted for weight gain.

e The caregiver needs to receive counseling about adherence, treat-
ment duration, and adverse effects at every visit.
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e It has been suggested that early primary pulmonary MDR TB,
because of its paucibacillary nature, can be treated for 12-15
months rather than 18-24 months; however, this needs to be vali-
dated in clinical trials. Microbiological monitoring is important,
but follow-up cultures often are difficult to obtain and more often
are negative. Clinical and chest radiographic monitoring during
follow-up is helpful.

In one study, the delay in initiating treatment for MDR TB in children
was just 2 days if the MDR TB source case was taken into account, but
the delay was 246 days if the source case was not considered (Schaaf et
al., 2003). The correlation between the DST results for the child and adult
was 68 percent in this study, although this correlation can vary greatly from
place to place. Obtaining a detailed contact history is essential since a delay
in initiating appropriate MDR TB treatment can have serious consequences.

In very small cohorts from Peru, second-line TB treatment was well
tolerated by children, even though they had high rates of malnutrition and
anemia (Drobac et al., 2006). Even when children showed resistance to
as many as five drugs, sputum conversion occurred in a majority of those
receiving individualized treatment. However, significant residual sequelae
and morbidity occurred, including 24 percent with airway obstruction and
40 percent with restrictive lung disease.

Swaminathan highlighted several challenges in the diagnosis and treat-
ment of MDR TB in children:

e The definition of MDR TB in children is different from that in
adults because a culture is not always available.

e Rapid molecular tests need to be studied in the context of pediatric
MDR TB.

e  More data are needed on the burden of disease in children, includ-
ing drug resistance.

e  More information is needed early in the process of drug develop-
ment on how new drugs work in children.
Shorter regimens are needed for MDR TB in children.
Preventive therapy is needed for MDR TB contacts of children.

THE BURDEN OF PEDIATRIC TB IN HOUSEHOLDS
OF PATIENTS WITH MDR TB?

An ongoing study in Peru, presented by Mercedes Becerra, Assistant
Professor, Harvard Medical School, is examining the extent of MDR TB

3 This section is based on the presentation by Mercedes Becerra, Assistant Professor, Har-
vard Medical School.
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in the household contacts, including children, of patients with MDR TB.
Peru, with a population of almost 30 million, about 10 million of whom
live in Lima, recently was removed from the list of the 22 countries with
the highest TB burden. It now has an annual TB case notification rate of
just over 100 per 100,000 population. Eighty percent of TB cases in the
country are found in the capital, and the disease is concentrated in the
capital’s poorer districts.

In the last national drug resistance survey, which was conducted in
2006, MDR TB was found in 5 percent of new TB patients and in 23
percent of those with a history of TB treatment. HIV coinfection still is
relatively rare in MDR TB patients, with an estimated seroprevalence of
around 0.5 percent and a rate of about 1.4 percent.

Study Environment and Design

In 1996, Partners In Health, in collaboration with the government of
Peru, launched a program to treat patients with confirmed MDR TB, lead-
ing to a cure for about two-thirds (Mitnick et al., 2003, 2008). In 2004,
the program conducted a retrospective cohort study to determine what had
happened to the family members of these MDR TB patients, including chil-
dren. First, each patient who had started the MDR TB treatment regimen
between 1996 and 2002 was identified. A study team visited the households
of these index patients and interviewed them and others in the household,
asking specifically about TB treatment in any of the household members.
The study team then reviewed the medical charts at public health centers
of each household member who had reported TB treatment to obtain the
dates of the regimen received and other details.

With these data, the study team confirmed the list of individuals who
had been living with patients when they started their MDR TB regimen.
The team also identified those who had been treated for TB after the index
patients started their regimen. In January 2011, the team published a first
report about the TB disease burden in this cohort of almost 5,000 house-
hold contacts (Becerra et al., 2011).

Study Results and Findings

Unpublished data being prepared for publication as of the time of the
workshop cover 1,299 children in the households studied, 70 percent of
whom had at least 4 years of follow-up from the time the index patient
started the MDR TB regimen. Child household contacts were defined as
those less than 15 years of age. Three key results emerged from these data.

First, 67 children in the households were treated for TB disease during
this 4-year retrospective observation period, so that pediatric TB accounted
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for 20 percent (67/343) of all the TB cases reported in the household con-
tacts. Thus, by the end of this period, more than 5 percent (67/1,299) of the
children in the households had been treated for active disease. Furthermore,
because 30 percent of the children had less than 4 years of follow-up, this
proportion may be an underestimate.

Second, of the 67 children treated for TB, only 8 had DST results in
their medical chart, because in children it is difficult to obtain adequate
sputum specimens for testing. Of these eight children, seven had MDR TB
isolates. Six of the eight had TB isolates available for genotyping, and all six
were found to be an identical genotypic match to the isolate from the index
patient. They were most likely either infected directly by the patient or part
of the same chain of transmission, so that both were infected by some other
source patient. This result strongly suggests that the great majority of the
observed TB disease in these children was due to MDR TB transmitted
from the index case.

Third, among this population of child contacts, the window to estimate
the prevalence of treated TB was defined as the period up to 6 months
before and up to 1 month after the date that the index patient started the
MDR TB treatment regimen. The prevalence of treated TB was almost
1,800 per 100,000 children. This prevalence was highest among 1- and
2-year-olds—more than 2,500 cases per 100,000 children, which is 10
times the prevalence in the general population. The TB prevalence in 1- and
2-year-olds was similar to that observed in the group of adults. Similarly,
the incidence rate of treated TB in all children during the first year of
follow-up exceeded 2,200 per 100,000 child-years.

“These disease rates are certainly alarming and should rightly give us
pause,” said Becerra. “These rates among children [in the prevalence win-
dow and in year 1 of follow-up] are squarely in the range of the TB case
rates that were observed in the jails and prisons of Russia in the 1990s.”

The only optimistic finding is that the high-risk window is within the
2-year period that is required to complete an MDR TB treatment regimen.
If a patient is being visited by a health worker or treatment supporter dur-
ing that period, that individual, with enough training and support, can
observe others in the household. But programs need clear guidance about
how to evaluate the household contacts efficiently over time.

The results of this study are an important reminder, according to
Becerra, that the household contacts of MDR TB patients, including chil-
dren, are a likely source of more MDR TB cases. Children who are living
with a patient starting MDR TB treatment are at high risk for having TB.
In this study, the estimated prevalence of TB disease at baseline was about
2 percent, which means that at least 50 children would need to be screened
to find each TB case. This amounts to roughly 10 times the TB case rates
reported in the general population.
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Finally, the results underline the need for appropriate pediatric treat-
ment regimens: in the small number of children for whom DST results were
available, as in the larger number of adults tested, approximately 90 percent
had MDR TB. To optimize their chance of being cured, children with MDR
TB require regimens designed to treat drug-resistant disease.

During the discussion period, Edward Nardell, Harvard Medical
School, noted that inhaled drugs, particularly kanamycin and capreomy-
cin, could offer promise in the treatment of children. Preliminary studies in
guinea pigs reveal that inhaled capreomycin can achieve therapeutic levels
in the blood and high levels in the lung (see, for example, Fiegel et al.,
2008; Garcia-Contreras, 2007). Although very young children might have
difficulty with inhalation, many children already receive asthma medication
by that route.

Becerra noted the possibility of using a shorter treatment regimen with
children because their disease is being detected in an earlier phase relative
to adults. Nardell also cited the possibility of treatment with experimental
drugs because the drugs could be used under controlled circumstances to
look for an effect in a very short time.

There was some discussion about the use of prophylactic therapy in
contacts of TB and MDR TB patients. One participant asked whether
children should be considered a high-risk population and be offered DST
even if they are not smear-positive, despite limited laboratory resources.
Salmaan Keshavjee, Harvard Medical School, responded that this practice
would represent a major policy change in the developing world, although
it is seen in the developed world.

DRUG RESISTANCE IN HIV-INFECTED POPULATIONS*

Coinfection with HIV and drug-resistant TB is a serious threat to TB
control, said Digambar Behera, Director, LRS Institute of Tuberculosis
and Respiratory Diseases. Kawai and colleagues (2006) found that more
than 50 percent of HIV-MDR TB patients in Peru died within 2 months
of diagnosis. Studies with longer follow-up observed death rates ranging
from 72 to 89 percent (Coker, 2004). Authors of a study in the United
Kingdom estimated that MDR TB patients who are immunocompromised
are nine times more likely to die than those who are not immunocompro-
mised (Drobniewski et al., 2002). In a 2005-2006 study in the province
of KwaZulu-Natal, South Africa, 98 percent (52 of 53) of coinfected XDR
TB and HIV patients died, with a median survival time of 16 days from
the XDR TB diagnosis (Gandhi et al., 2006). A follow-up, retrospective,

4 This section is based on the presentation of Digambar Behera, Director, LRS Institute of
Tuberculosis and Respiratory Diseases.
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observational study in South Africa conducted from 2005 to 2007 revealed
that while 1-year mortality for MDR and XDR TB patients had improved,
the majority of deaths—40 percent of MDR TB cases and 51 percent of
XDR TB cases—still occurred in the first 30 days after diagnosis (Gandhi
et al., 2010). Among the 272 diagnosed MDR TB patients and 382 XDR
TB patients in this study, HIV coinfection rates were 90 and 98 percent,
respectively (Gandhi et al., 2010).

Although HIV infection has been associated with MDR TB outbreaks
in institutional settings, such as hospitals and prisons, whether HIV infec-
tion also is associated with MDR TB outbreaks in community settings
remains unclear. In Thailand, data collected prospectively on pulmonary TB
cases treated in public clinics showed that HIV is common among MDR
TB patients but is not an independent risk factor for MDR TB (Akksilp et
al., 2009). Nevertheless, populations at high risk for HIV—including young
adults, men, and injection drug users—should be a priority for DST, said
Behera.

A systematic meta-analysis summarizing the evidence from 32 studies
found no clear association between MDR TB and HIV infection across time
and geographic location (Suchindran et al., 2009). Comparisons of MDR
TB prevalence to HIV status ranged from 0.21 to 41.45. Assessment by
geographic region or study period did not reveal noticeable patterns. The
summary prevalence ratios for acquired and primary MDR TB were 1.17
and 2.72, respectively. While this meta-analysis could not demonstrate an
overall association between MDR TB and HIV or acquired MDR TB and
HIV, it does suggest that HIV infection is associated with primary MDR TB.
In general, well-designed studies and surveillance in all regions of the world
are needed to better clarify the relationship between HIV and MDR TB.

Specifically with respect to India, Deivanayagam and colleagues (2002)
found that about 60 percent of 1,000 TB patients were culture-positive, and
34 percent had MDR TB. The HIV seropositivity in the MDR TB group
was around 4.4 percent. Swaminathan and colleagues (2005) found that
the MDR TB rate in both new and previously treated TB cases was not
substantially different in HIV-positive and HIV-negative patients. However,
a study from Pune (Pereira et al., 2005) found that 10 percent of HIV-pos-
itive patients and only 2.5 percent of HIV-negative patients had MDR TB.
S. Singh and colleagues (2007) determined that of 54 patients with AIDS,
12 were resistant to first-line drugs, and 4 of these were also resistant to
second-line drugs.

Reports of XDR TB in India have been surfacing. However, most of
these reports do not include information about HIV status (Table 6-1).

With a population of about 1.21 billion, India has about 480 million
people infected with TB (Figure 6-2). It also has an estimated 2.27 million
people infected with HIV. People coinfected with TB and HIV are estimated
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to number around 1 million. Of the approximately 2 million new TB cases
annually, an estimated 100,000 will have both HIV and TB infection, given
that about 5 percent of incident TB cases are estimated to be HIV-positive
(Dewan et al., 2010). However, the TB epidemic in India is being driven pri-
marily by the 400 million people with TB who are not coinfected with HIV.

The proportion of registered TB patients who are HIV-positive is highly
variable, ranging from less than 1 percent to more than 10 percent in differ-
ent parts of India. Within some districts, as many as 46 percent of registered
TB patients are HIV-positive.

Overall, said Behera, studies in India have not demonstrated an asso-
ciation between HIV infection and MDR TB, a finding that contrasts with
results of studies conducted elsewhere. However, the National Laboratory
Committee has decided that all future drug resistance surveys should cap-
ture HIV status and that TB patients should routinely be referred for HIV
testing.

Great challenges remain in the areas of diagnosis and treatment of TB-
HIV coinfection, said Behera. For example, DOTS-Plus does not include
a separate program for HIV-positive patients, and drug interactions in
coinfected patients can be difficult to manage. However, a TB-HIV col-
laboration begun in 2001 is conducting joint training, intensified case
finding, and HIV testing of TB patients with HIV risk factors. It has scaled
up its activities to 14 states and has piloted routine referral of TB patients
for HIV testing. A phased expansion of the TB-HIV initiative will cover
the entire country by 2012. Operational guidelines for airborne infection
control, refinement of treatment, and development of training materials all
are under way.

DRUG-RESISTANT TB IN MIGRANT AND
REFUGEE POPULATIONS?

The United Nations (UN) High Commissioner for Refugees defines a
refugee as a “person who owing to a well-founded fear of being persecuted
for reasons of race, religion, nationality, membership of a particular social
group or political opinion, is outside the country of his nationality and is
unable to or, owing to such fear, is unwilling to avail himself of the protec-
tion of that country.” An internally displaced person is a person sharing the
characteristics of refugees but displaced within the boundaries of a country.
The UN estimates that in 2006 there were more than 32 million refugees,
internally displaced people, or similarly vulnerable people.

Asia has a history of major refugee movements. Since 1979, nearly

3 This section is based on the presentation of Kunchok Dorjee, Director, Tibetan TB Control
Programme, Delek Hospital.



TABLE 6-1 Profile of XDR TB in India

No. of No. of
MDR TB HIV-Positive Prevalence of
Study Setting Cases Cases XDR TB (%) Reference
Mondal and Jain, 2007 Tertiary care center, 68 Not reported 5(7.4) Emerging Infectious
Lucknow Diseases, 2007
Singh et al., 2007 Tertiary care center, 12 All HIV-infected 4(33.3) AIDS, 2007
New Delhi
Sharma et al., 2009 AIIMS, New Delhi, tertiary 211 All HIV-negative 5(2.4) Indian Journal of Medical
care hospital Research, 2009
Ramachandran et al., 2009  Gujarat, field study 216 Not reported 7 (3.1) International Journal of
(all previously Tuberculosis and Lung
treated cases) Disease, 2009
Myneedu et al., 2011 LRS Institute 223 Not reported 45 (20.17) International Journal of

Tuberculosis and Lung
Disease, 2011

SOURCE: Behera, 2011.
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FIGURE 6-2 The TB epidemic in India is being driven primarily by the approxi-
mately 400 million people infected with TB who are not coinfected with HIV.
SOURCE: Behera, 2011.

6 million Afghan refugees have moved in and out of Pakistan and Iran.
The 1947 partition of India and Pakistan created the largest movement of
people in history—15 million. And in 1959, when the Himalayan refugee
crisis occurred, thousands of Tibetan refugees fled into India, Nepal, and
Bhutan.

Refugee status is a driver of TB, said Kunchok Dorjee, Director, Tibetan
TB Control Programme, Delek Hospital, because it results in displacement,
a scarcity of shelter, and overcrowding, which in turn lead to the spread of
infections, including TB. Refugee status also can lead to delayed diagnosis
as a result of such factors as financial and personal hardships, reluctance
to visit a doctor for anything less than an urgent condition, language and
cultural barriers, and a lack of health education. Delayed diagnosis of TB
can in turn lead to increased spread in the community. These same factors
can result in poor treatment adherence, default, and the emergence of drug-
resistant strains.

In 1959, thousands of Tibetans followed the Dalai Lama into exile.
The government of India provides asylum to Tibetans who continue to flee
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across the Himalayas into exile in India. Tibetans have resettled in various
locations throughout India. The Tibetan Government in Exile is seated at
Dharamshala, Himachal Pradesh.

In the early years of exile, a large number of Tibetans died from TB.
The Department of Health of the Tibetan Government in Exile estimates
that the TB prevalence at that time was 30 percent of the entire exiled
population, although the exact number is not known.

The total population of Tibetan refugees is about 150,000, with the
largest number residing in India. It is an extremely mobile population, with
people coming into India and returning to Tibet annually. People move
across the Indian, Nepalese, and Tibetan borders and within countries,
which makes individual case management challenging. Many Tibetans live
in closed and congregate settings, such as dormitories in schools, monas-
teries, nunneries, and reception centers for newly arrived refugees. This
situation makes community transmission very easy and delayed diagnosis
very costly, said Dorjee.

In the 1990s, the incidence of TB among Tibetan refugees in India was
about 835 per 100,000 population (Nelson et al., 2005). A study of Tibetan
immigrants from India and Nepal to Minnesota showed a positive tubercu-
lin skin test (TST) rate of almost 98 percent (Truong et al., 1997). Among
Tibetan refugee claimants in Toronto, almost 97 percent were TST-positive
(Marras et al., 2003).

The number of new TB cases detected in the Tibetan population in
South India was relatively stable from 2006 to 2010, ranging from 223
to 291. Of these, between 14 and 23 were MDR TB cases, with a surge
of cases, from 9 to 23, occurring in 2010. One reason for the surge may
be that sputum cultures were done in 2010 for every smear-positive and
relapsed case, leading to the detection of more MDR TB patients.

At the Tibetan Delek Hospital in Dharamshala, the number of TB cases
declined from 290 in 2007 to 171 in 2010. But the number of MDR TB
patients stayed roughly stable, ranging between 33 and 43. Many of the
MDR TB patients at the hospital are college students, who must withdraw
from school to take their treatment for 2 years. These patients also include
monks, nuns, businessmen, and the unemployed. Tibetans born in Tibet
tend to have fewer cases of MDR TB than of drug-sensitive TB, even though
acquired drug resistance is relatively high in Tibet, while Tibetans born in
India have more. The number of women with MDR TB is slightly higher
than the number of men, and the great majority are between 14 and 40
years old. Resistance to second-line drugs is variable, and some XDR TB
strains are beginning to emerge in the Tibetan community.

The size of the Tibetan population is only 6 million, so an epidemic of
MDR and XDR TB in the community could be disastrous. Given Tibetans’
highly charged political situation, nonpolitical issues such as health care



84 DRUG-RESISTANT TUBERCULOSIS IN INDIA

tend to be overlooked. “MDR and XDR are a risk to the entire genera-
tion,” said Dorjee.

CASE STUDIES IN CAMBODIA AND ETHIOPIA®

Projects carried out by the Global Health Committee/Cambodian
Health Committee, which began working in Cambodia in 1994 and has
cured approximately 25,000 people since then, illustrate some of the dif-
ficulties of diagnosing and treating vulnerable populations.

Novel Diagnostic Modalities Among Children in Cambodia

The Global Health Committee/Cambodian Health Committee has been
investigating novel approaches for TB diagnosis among children in Cam-
bodia. As noted previously, diagnosis of TB is children is challenging. It is
often difficult to obtain sputum specimens, and children frequently have
paucibacillary disease, which makes microbiological diagnosis uncommon.
With standard diagnostic criteria, diagnostic accuracy in children is poor.

At the same time, validation of novel diagnostic technologies is per-
formed primarily among adults. Data on pediatric prevalence and incidence
are limited for both TB and drug-resistant TB. No TB drug trials in children
are under way, and few pharmacokinetic studies have been conducted in
pediatric populations. The result is that little information is available about
the efficacy of control and prevention measures.

The project in Cambodia (a partnership between the Global Health
Committee/Cambodian Health Committee and the Aeras Global TB
Foundation, with funding from the Annenberg Foundation), which was
described by Anne Goldfeld, Cofounder, Global Health Committee/Cam-
bodian Health Committee, and Professor of Medicine, Harvard Medical
School, is designed to evaluate the performance of GeneXpert and the
urine lipoarabinomannan (LAM) assay in a pediatric cohort, evaluate the
diagnostic utility of stool specimens, and determine the prevalence of TB
disease and latent TB infection in a cohort of Cambodian children. The
study involves a cross-sectional survey in a province of eastern Cambodia
abutting Vietnam where the Global Health Committee/Cambodian Health
Committee has worked since 1994. The study enrolled household contacts
of index patients with TB, children attending 28 outpatient health centers,
and children admitted to 2 district hospitals, with enrollment being con-
ducted from July 2010 to February 2011.

¢ This section is based on the presentation of Anne Goldfeld, Cofounder, Global Health
Committee/Cambodian Health Committee, and Professor of Medicine, Harvard Medical
School.
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Children were admitted to Svay Rieng District Hospital, where stan-
dardized and systematic TB screening data were collected, including med-
ical history, physical examination, chest x-ray, symptom screening, TB
exposure, HIV status, and HIV exposure. The laboratory workup included
two gastric aspirates, one induced sputum sample, a stool specimen, and a
urine specimen. The microbiological workup included acid-fast direct smear
microscopy, Lowenstein-Jensen and MGIT culture, GeneXpert, and urine
LAM. Among 876 children enrolled, the TB prevalence was 16 percent. But
the yield of microbiological confirmation using routine culture methods in
a well-established laboratory at the Institute of Cambodia in Phnom Penh
was low—just 1 percent. The TB in these children was being detected very
early, which probably increased the rate of overdiagnosis.

GeneXpert could be used for gastric aspirates and provided rapid
diagnosis of TB, but it yielded no incremental results compared with the
culture method. The results were obtained in 2 hours as opposed to weeks
or months, said Goldfeld, but the results demonstrate that other approaches
to diagnosing children with TB are needed.

During the discussion period, a workshop participant pointed out
that the advantage of GeneXpert and other diagnostic technologies is not
necessarily greater sensitivity but the decentralization of analysis. A major
difficulty with diagnosis is collecting quality specimens and transporting
them to a laboratory, and this difficulty is even greater with children and
other high-risk groups. Automated technologies can decentralize diagnosis
to such populations, the participant pointed out.

Filling the MDR TB Treatment Gap in Ethiopia

Ethiopia has the world’s fifteenth highest burden of MDR TB and
is one of the poorest countries in the world. In 2009, the Global Health
Committee/Cambodian Health Committee, working under the name Global
Health Committee in Ethiopia, initiated the countrywide MDR TB treat-
ment program in partnership with the Jolie-Pitt Foundation and the Ethio-
pian Ministry of Health.

Among a population of 80 million people, an estimated 130,000 new
TB cases occur each year in Ethiopia, including about 6,000 new MDR TB
cases, and these numbers are likely to be underestimates, said Goldfeld.
Before 2009, a major effort to build laboratory capacity, with assistance
from FIND, resulted in 221 MDR TB cases being documented by DST. In
August 2008, these 221 patients were waiting in the Addis Ababa area for
treatment. A GLC application initiated in 2007 had been approved for the
first 45 courses of treatment starting in October 2008.

The Global Health Committee/Cambodian Health Committee brought
a team to St. Peter’s Hospital in Addis Ababa to help initiate the Ethiopian
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MDR TB program. It also brought the Ethiopian MDR TB team to Cam-
bodia to provide didactic and hands-on treatment. As of December 2008,
however, there still were no anti-MDR TB drugs in Ethiopia. Furthermore,
many other problems challenged the delivery of MDR TB treatment. Isola-
tion beds were not available, and the construction of a new ward at the
hospital had been delayed. Human resources were limited, and only partial
laboratory testing was available. A pharmacy for second-line drugs had not
been established, and an outpatient system did not exist.

Using a supply of capreomycin donated by Eli Lilly & Co. and funding
from the Jolie-Pitt Foundation, the Global Health Committee/Cambodian
Health Committee initiated MDR TB care, in partnership with the Ethio-
pian Ministry of Health, at St. Peter’s hospital in February 2009. Between
then and the arrival of the GLC drugs in September 2009, three cohorts
totaling 37 patients began treatment. When the 45 courses of treatment
arrived, the treatment team was already assembled, and other issues, such
as ancillary medications for side effects and management issues, were under
control. By the time the new MDR TB ward at the hospital was completed
in June 2010, five more cohorts of patients were receiving treatment. After
reviewing the project, the GLC sent another 245 treatment courses to
Ethiopia. Another program in Gondar, in northern Ethiopia, began with
three patients in August 2010.

As of the time of the workshop, 213 patients had been initiated on
therapy, including 183 in Addis Ababa and 17 in Gondar. Seven patients
had completed treatment. Eighteen had died, six within the first 30 days, an
indication of how sick this group of people was. One of the deceased was
a suspected XDR TB case. A total of 188 patients were currently on active
treatment as of the workshop—125 outpatients and 46 inpatients in Addis
Ababa and 17 in Gondar. Three patients who were presumed to have XDR
TB were being treated for it. Only one patient had interrupted treatment.

Of the 221 backlogged cases of MDR TB confirmed by DST, 66 had
started on therapy. Twenty percent of these cases were confirmed dead in
a house-to-house search, and 50 percent, many of whom presumably had
died, could not be located.

Of the 18 deaths among the 213 people treated, the mean time to
death was 79 days, with a range of 1 to 298 days. The mean age was 31.5,
with a range of 20 to 58. The mean number of prior treatments was 2.24.
Comorbidities included severe malnutrition (44.4 percent), HIV infection
(33.3 percent), diabetes (16.7 percent), cor pulmonale (16.7 percent), and
cirrhosis (5.5 percent). Most people died as a result of respiratory decom-
pensation associated with end-stage TB, including two with probable ten-
sion pneumothorax. One had TB pericarditis, another had worsening chest
x-rays, another died suddenly with cor pulmonale, and others had prob-
able superimposed pneumonias. At the time the six patients who had been
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on therapy longer than 6 months died, three had culture-converted, and
three were persistently positive. None of the deaths was the direct result of
adverse events attributable to MDR TB.

Among all the patients, the mean age was 30.17 (with a range of 8 to
76). The mean number of prior treatments was 2.65, with a range of 1 to
8, and the HIV coinfection rate was 23 percent. The mean time to culture
conversion was 38 days.

The very low default rate has been achieved by engaging family and
other social resources in supporting the patient, said Goldfeld. All patients
are visited at least once a month in their homes and once a month in the
clinic. If their discharge orders include daily injections, they are seen every
day in the health center. Health care providers make sure patients are
taking their medications and deliver medications to patients who cannot
obtain them. Patients sign a contract stating that they will complete treat-
ment. Providers also bring food baskets to patients to support them and
help them deal with the gastrointestinal difficulties associated with MDR
TB treatment.

The direct collaboration that has been achieved among Ethiopian and
Cambodian physicians has been described as a “south-to-south transfer,”
or the sharing of expertise and best practices from one resource-limited
setting to another. Goldfeld explained that the approach of integrating
hospital- and community-based treatment has filled the gap in Ethiopia and
provides a model for expansion. A key challenge is to forecast the need for
drugs and make them available. Goldfeld contrasted the difficulties faced
in obtaining needed drugs with the speed and efficiency of retail systems,
noting that “we can get flowers from Holland to Winnipeg in 12 hours.
Why can’t we get life-saving drugs from drug stocks controlled by the GDF
to countries where patients are dying due to their lack in a timely fashion?”
Funds also are needed for clinical care, ancillary medications, basic labora-
tory tests, staff support, food, and outpatient monitoring. In Ethiopia, these
funds come from private sources, which Goldfeld said is surprising since
the government sets funds aside for treatment. However, in Ethiopia, it has
not been possible to directly access U.S. Agency for International Develop-
ment (USAID) funds to support treatment of MDR TB, as the substantial
funds allocated are directed to historical USAID partners not doing direct
care. Similarly, in Cambodia, the initiation and expansion of MDR TB care
in the country done by the Global Health Committee/Cambodian Health
Committee has been supported by a private donation from the Annenberg
Foundation and not by the USAID grants awarded to that country.
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POTENTIAL INNOVATIONS AND ACTION ITEMS

Through the presentations provided in this session and the subsequent
discussions, individual workshop speakers and participants noted key inno-
vations and action items. They include the following:

e  More research to obtain more data on children with MDR TB is
urgently needed. Such data could assist those attempting to develop
better diagnostics and treatment regimes for children.

e Expansion of ongoing efforts to address the challenges associated
with diagnosis and treatment of TB-HIV coinfected patients is key
to controlling the spread of MDR TB.

e  “South-to-south transfer,” or the sharing of expertise and best
practices from one resource-limited setting to another, offers an
opportunity to learn from relevant experiences elsewhere in the
world.

Finally, since the workshop, a research network on pediatric drug-
resistant TB, The Sentinel Project on Pediatric Drug-Resistant TB, has been
launched by two workshop participants.”

7 Since the workshop, Mercedes Becerra, Assistant Professor, Harvard Medical School, and
Soumya Swaminathan, Head, Division of Clinical Research, National Institute for Research
in Tuberculosis, collaborated to launch a research network on pediatric drug-resistant TB. As
of April 2012, more than 140 individuals from more than 30 countries had come together
to collaborate on joint projects through the network, titled The Sentinel Project on Pediatric
Drug-Resistant Tuberculosis. More information is available at http://sentinel-project.org/
(accessed April 30, 2012).



Combating Drug-Resistant TB
Through Public—Private Collaboration
and Innovative Approaches

Key Messages

e The majority of people seeking health care in India, including
TB patients, use private providers, highlighting the importance of
public—private collaboration in reaching drug-resistant TB patients.

e Cell phones, GPS, electronic medical records, and other technol-
ogy applications can help ensure that MDR TB patients are being
treated effectively and can help engage the private sector in iden-
tifying people with drug-resistant TB.

e TB and MDR TB programs that include culturally sensitive integra-
tion into poor communities can increase treatment success rates
for TB and MDR TB and reduce the stigma associated with the
disease.

Many pieces must come together to treat drug-resistant TB effectively
in India. The majority of the Indian people receive their health care from
private providers, who need to be integrated into systems of TB detection
and treatment. Special outreach to poor and isolated communities is needed
to reach patients who are struggling to support themselves and their fami-
lies. The health care system must address the importance of finding and
treating MDR TB patients. Several presenters at the workshop addressed
these issues, speaking about Operation ASHA’s efforts to provide TB treat-
ment to the many poor and underserved patients in India’s slums; ways to
engage private-sector providers in broad public campaigns to reduce rates

89
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of drug-resistant TB; and innovative ways of using cell phones, electronic
medical records, and biometric devices to monitor interactions with TB
patients and provide incentives for private health care providers to find and
treat these patients.

OPERATION ASHA: “GOING THE LAST MILE”!

Significant social stigma is attached to MDR TB, said Shelly Batra,
President and Cofounder, Operation ASHA. It can cause the loss of a job,
the loss of a home or family life, or the denial of education to children. In
contrast with many other communicable diseases, MDR TB can be con-
tracted just by being in the same room as a patient, and there is general
awareness of this fact. Because of the stigma, many patients experience
denial or hide their disease. Many patients also refuse to come forward for
treatment, or if they do initiate treatment, they default. Because MDR TB
treatment takes 2 years and requires continual management, keeping people
in the system is a very big challenge, said Batra.

Many people in India with MDR TB live in the slums and are highly
mobile, returning to villages for events such as marriages or deaths. More-
over, DOTS centers often are highly inaccessible. Many are open only
during usual business hours—10:00 AM to 5:00 PM. If patients need to
choose between food for their family and TB treatment, they will choose
food. Some will go for treatment only until they are well enough to work.

The poor in India and elsewhere in the developing world live in abso-
lute poverty, noted Batra, defined by the World Bank as earning less than
$1 a day. The round-trip fare to the DOTS center and back is 20 rupees.
A man accompanied by an elderly mother or a baby, then, must pay 40
rupees, which is 80 percent of the day’s wages; therefore, if a man goes for
TB treatment, there will be no wages for the day.

Thus, said Batra, TB is not only a disease but also a socioeconomic
crisis. In India, TB results in $300 million in lost wages every year (RNTCP
Status Report, 2007). The indirect cost of TB to the Indian economy from
lost productivity and absenteeism is $3 billion a year. Nearly one-third of
11,000 business leaders around the world expect TB to affect their busi-
ness in the next § years, and 1 in 10 expect the effects to be serious (World
Economic Forum, 2008). In the words of Jackson and colleagues (2006),
“Ongoing poverty reduction programs must also include reducing TB.”

Operation ASHA has engaged in mobilizing the whole community to
deliver MDR TB treatment, working in close coordination with the govern-
ment of India and following RNTCP guidelines. Its focus is on the “last

I This section is based on the presentation of Shelly Batra, President and Cofounder,
Operation ASHA.



COMBATING DRUG-RESISTANT TB 91

The DOTS model: Network of three types of facilities TB Hospitals: Adequate

* Government facilities providing
comprehensive diagnostics and

Hospital/ treatment recommendation

* Warehouse for medicine supplies,
provided free by government and donors

Diagnostic Centers: Adequate

* Sputum tests for initial/rapid diagnosis

* 5 DCs required for every hospital;
Hospital/ typically present

Warehouse

Warehouse

Treatment Centers: Inadequate in
slums

* Local “last mile” centers, distributing
medication and ensuring compliance

* 5 TCs required for every DC; currently,
only 1-4, with limited hours of operation

 Scarcity of TCs results in high default
rates, causing relapse and drug resistance

FIGURE 7-1 The DOTS model in India includes a network of three types of facili-
ties: TB hospitals, diagnostic centers, and treatment centers. The government model
breaks down in the “last mile,” where treatment centers are located in the slums.
NOTE: DC, diagnostic center; TC, treatment center.

SOURCE: Batra, 2011.

mile” to the slums, beyond TB hospitals and diagnostic centers (Figure
7-1). It has created a dense network of treatment centers for MDR TB
near the entry point to the slums, at major bus stops, and near factories so
that patients are no more than a 10-minute walk from the nearest center.
These centers are in shops, temples, and social or religious organizations
and are open for extended hours based on community needs, so that people
can come before first prayer at a temple at 6:30 AM or after last prayer at
9:00 PM.

The Operation ASHA centers leverage trusted community leaders such
as priests and traditional healers to spread key messages to their commu-
nity. At the same time, privacy is maintained. Treatment can be provided
discreetly within a community-based model.

Operation ASHA conducts rapid-response testing and education of the
family members and neighbors of identified patients. It also performs active
case finding in the community, which has resulted in much higher detection
rates of sputum-positive cases.

The project uses a corps of highly trained, well-compensated, full-time
counselors to ensure compliance. If a patient misses a dose, a counselor
goes to the patient’s home to bring him or her back into the system. The
counselors receive a cash i