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1994 WHO / IUATLD Global Drug Resistance Surveillance
New Eng J Med (1998 and 2001), Lancet (2006)
1999 Working Group on MDR-TB

Guidelines for the management of MDR-TB
Concessional prices of 2" line drugs by the industry

2000 Green Light Committee to increase access to 2" line drugs
MSF, CDC, Estonia NTP, PIH, WHO

2000-05 Feasibility and cost-effectiveness studies

2003 Eli lilly technology transfer of 2"d line drugs

2006 Global Plan to Stop TB 2006-15,

Management of MDR-TB — scale up
XDR-TB
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VERY HIGH RATES OF DRUG-RESISTANT TB IN
EASTERN EUROPE
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Emergence of XDR-TB
March 2006

MMWRI

Morbidity and Mortality Weekly Report

Weekly
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World TB Day — March 24, 2006

Warld TB Diay is March 24. This annual evenr com-
memorates the date in 1882 when Robert Koch
announced his discovery of Mycobarmerium mberculos,
the bacterium that causes tuberculosis (TB). Worldwide,
TR remains one of the leading causes of death from
infactious disease. An estimated 2 billion persons (i,
one third of the world’s popularion) are infected with
M. ruberenilosis. Each year, approximately 9 million per-
sons become ill from TE, and approximately 2 million
die as a result. World TE Day provides an opporcunicy
for TE programs, nongovemmental organizations, and
other partners to describe TE-related problems and solu-
tions and to support TE control worldwide.

During 1985-1992, after more than 30 years of decline,
the number of TE cases reported in the United States
increased by 20%. This resurgence generated a renewed
emphasis on TB control and prevention during the 1990s,
which reversed the trend. Although the 2005 TH rare was
the lowest recorded in the United Stares since national
reporting began in 1953, the average annual decline has
slowed during the past 3 years, multidrug-resistant TB
remains a threat, and disparare rates of TB persist among
certain racial, ethnic, and foreign-born populations.

Many states are offering educational programs organized
by local TE coalitions in recognition of World TB Day.
For example, the Georgia Department of Human
Resources, Division of Public Health, Tuberculasis Pra-
gram is hosting an observance recognizing the activities
of a coalition working to reduce dispanties in TE among
blacks in the Atlanta area. Additional information about
Warld TB Day and CIVC TE-eliminarion activities is
available at htep:/fwwerode.govi nchsep/thiworldthday/
2006/ activities.him.

Emergence of Mycobacterium
tuberculosis with Extensive
Resistance to Second-Line Drugs —
Worldwide, 2000-2004

During the 19905, mulridrug-resistant (MDE) berculo-
sis (TH), defined as resistance to at least isoniazid and dfampin,
emerged as a threat to TE control, both in the United States
(41 and wordwide i2). MDR TE trearment requires the use
of second-line drugs (SLI¥s) that are less effective, more toxic,
and costlier than first-line isoniazid- and rifampin-based regi-
mens (3). In 2000, the Stop TB Parmerships Green Lighr
Commitree was created to increase access to SLDsworldwide
while ensuring their proper use to prevent increased drug
resistance. While asisting MDR TB trearment programs
waorldwide, the committes encountered repons of multple
cases of TE with resistance to virmally all SLDs. To amess the
frequency and distriburion of extensively drug-resistant (XDR)
TB cases,* CDC and the "Word Health Organizarion (WHO)
surveyed an international nerwork of TB laboratories. This
report summarizes the results of thar survey, which determined
that, during 2000-2004, of 17,690 TB isolates, 20% were
MDFR and 2% were XDR. Inaddition, population-based dara

*Defined a5 caszs in persors with TB whoss isalites were reisant t isoniazid
and rifamipin and ar |zast three of the six main clasas of 5L D: famincglpoosides,
polypeptides, Aucroquinalanes, thicamides, cyclossring, and para-
amincealicyelic acid}.
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XDR = Multidrug-resistant TB (MDR-TB)
plus resistance to (i) any fluoroquinolone,
and (ii) at least 1 of 3 injectable second-line

drugs capreomycin, kanamycin, amikacin
(new definition agreed October 2006)

MDR-TB = resistance to at least
isoniazid and rifampicin, the two most
powerful first-line anti-TB drugs

Of 17,690 isolates from 49 countries
during 2000-2004, 20% were MDR-TB
and 2% were XDR-TB

XDR-TB found in:

USA: 4% of MDR-TB
Latvia: 19% of MDR-TB

S Korea: 15% of MDR-TB




XDR-TB in South Africa
August 2006

Church of Scotland Hospital, Tugela Ferry,
KwaZulu-Natal Province, South Africa

» 53 of 544 patients defined as XDR-TB cases

« 52 of the 53 patients died on average within 25
days, including those on antiretroviral therapy

* Further investigations being carried out
« XDR-TB likely in bordering African countries

Given the underlying HIV epidemic in Africa,

drug-resistant TB could have a major impact on mortality
and requires urgent action on care and prevention




Countries with XDR-TB
Confirmed cases to date

Argentina

Armenia

Bangladesh

\

Brazil

Canada

Chile

China, Hong Kong SAR

Czech Republic
Ecuador

France

Georgia Republic of Korea

Germany Russian Federation

Islamic Republic of Iran

e
Latvia
Mexico
Norway
Peru

Portugal




Evidence from the pilot projects shows that
management of MDR-TB Is feasible and

cost-effective
(Lancet 2002, Lancet 2005, NEJM 2005, Em Inf Dis 2005, PLoS 2006)

The data also show there are challenges to
be addressed...




Scaling up access to quality
second-line anti-TB drugs




Fact

By the end of 2005 > 2% of the estimated
425 000 MDR-TB patients were being

treated with 2nd line drugs
Global Plan to Stop TB 2006-15




laboratory capabilities




Fact

To address the needs of the 22 high burden

countries for tuberculosis, 250 laboratories
should be in place by 2010

Sub-Group on Laboratory Strengthening




Enhancing human capacity
to act efficiently




Fact

WHO estimates that 57 countries are currently

experiencing critical shortages of health
professionals (doctors, nurses, midwives) of
which 36 are In sub Saharan Africa

WHO Global Alliance on Health Workforce




diagnostic testing

3
3
P

X

Q

S
S
N
S
N
=

4
:




Fact

Because the United Nations Secretary General

Special Envoy to Stop TB could not find the bug
In this 100 years old microscope




Enhancing infection control and
protecting health care workers




Development of affordable new
drugs, diagnostics and vaccines




Global Plan activities on MDR-TB 2006-15

. Scale up drug sensitivity testing for new and re-
treatment TB cases

. Scale up treatment for new and re-treatment cases
with MDR-TB

. Expansion of drug resistance surveillance

. Strengthen human capacity

. Creation of a healthy and competitive market for
guality-assured second-line drugs

. Enhancement of advocacy efforts

. Provision of technical assistance

. Development and introduction of new diagnostics,
drugs, and vaccines

. Reform of the Green Light Committee mechanism




Implementation of the Global Plan activities will result in
1.3 m MDR-TB cases detected and 0.78 m treated




MDR-TB targets - Global Plan 2006-15

During the 10-year period

60% of 1.3 m detected culture-positive MDR-TB patients
will be treated

75% of the 778 000 MDR-TB cases under treatment will
be treated successfully

The proportion of re-treatment cases will decrease from
20% in 2005 to 11% in 2015

The number of MDR-TB cases will be reduced from an
estimated 533 000 in 2005 to 193 000 in 2015

142 000 deaths from MDR-TB will be averted




Costs for MDR-TB in Global Plan

Compiled available evidence on costs of managing
MDR-TB in pilot projects/programmes

O Other
B Training

O Laboratory tests and X-rays

O Programme and data management

O DOT visits
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Financial costs for MDR-TB In Global Plan

Patients
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o Total patients = 778,000, total costs = US$5.8 billion
+ Patients and costs dominated by EEUR, SEAR, WPR regions




Total needs for MDR-TB management in 2007
Global Plan and country reports
84 Countries
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Total needs for MDR-TB management in 2007

US$ Millions

Global Plan and country reports
84 Countries

Total needs in 2007 for treatment of MDR-TB -
Global Plan compared to country reports

82 countries

15 400
patients

expected | China (3 700)

[india (3 200) ]
6 100 patients

expected (as
reported to WHO)

The Russian Federation and South Africa

South Africa (6 000)

8 127
patients
expected

Russia (range 6 000
to 34 000)

Available
funding (82)

Global Plan  Country report
(82) (82)

Country report
(R+SA)

Global Plan
(R+SA)

Available
funding (R+SA)




Total needs for MDR-TB management in 2007
Global Plan and country reports
84 Countries
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International response
to the XDR-TB emergency

Global Task Force on XDR-TB, October 2006

"Priority for the immediate strengthening of TB control in countries”

» Accelerate access to rapid tests for rifampicin resistance

« Ensure adherence to WHO drug resistance guidelines, improve programme management,
access to MDR-TB drugs under proper conditions including direct observation. Ensure all
patients with HIV are adequately treated for TB and started on antiretroviral therapy

Accelerate implementation of infection control measures to reduce transmission
especially among those HIV positive

Strengthen laboratory capacity to diagnose, manage and survey drug resistance.
Commence rapid survey so that the size of the XDR-TB epidemic can be determined

Initiate information-sharing strategies that promote prevention, treatment and
control of XDR-TB




Review

GLC members

Increased from 6 to 9

Each application is
reviewed by 2
members of the
committee

Fast-tracking of
projects enrolling <
50 patients

Secretariat
strengthened

Green Light Committee Reform

Procurement

Converged with the
GDF

Procurement team
strengthened

New MOU with the
procurement agent

Funds available to
establish global
buffer stock

GFATM / UNITAID




The good, the less good and...

DOTS-Plus for MDR-
TB 1s now matured

Revision of the Global
Plan underway

Several countries ready
to scale up

GLC strengthened and
revised

UNITAID/GFATM
funding available




