Comment

*Paul M Ridker, Nancy R Cook

Center for Cardiovascular Disease Prevention, Divisions of
Preventive Medicine and Cardiology, Brigham and Women's
Hospital, Boston, MA 02215, USA

pridker@partners.org

PMR receives investigator-initiated research support from Amgen, AstraZeneca,
Novartis, and Pfizer and is listed as a coinventor on patents held by the Brigham
and Women's Hospital that relate to inflammatory biomarkers in cardiovascular
disease and diabetes that have been licensed to Siemens and AstraZeneca. NRC
declares that she has no conflicts of interest.

1 Stone NJU, Robinson J, Lichtenstein AH, et al. 2013 ACC/AHA guideline on
the treatment of blood cholesterol to reduce atherosclerotic cardiovascular
risk in adults: a report of the American College of Cardiology/American
Heart Association Task Force on Practice Guidelines. | Am Coll Cardiol 2013;
published online Nov 13. DOI:10.1016/j.jacc.2013.11.002.

2 Goff DC, Lloyd-Jones DM, Bennett G, et al. 2013 ACC/AHA guideline on the
assessment of cardiovascular risk: a report of the American College of
Cardiology/American Heart Association Task Force on Practice
Guidelines. ] Am Coll Cardiol 2013; published online Nov 13. DOI:10.1016/j.
jacc.2013.11.005.

3 Shepherd}, Cobbe SM, Ford |, et al. Prevention of coronary heart disease
with pravastatin in men with hypercholesterolemia. West of Scotland
Coronary Prevention Study Group. N EnglJ Med 1995; 333: 1301-17.

4 Nakamura H, Arakawa K, Itakura H, et al. Primary prevention of
cardiovascular disease with pravastatin in Japan (MEGA Study): a
prospective randomised controlled trial. Lancet 2006; 368: 1155-63.

5 DownsJR, Clearfield M, Weis S, et al. Primary prevention of acute coronary
events with lovastatin in men and women with average cholesterol levels:
results of AFCAPS/TexCAPS. Air Force/Texas Coronary Atherosclerosis
Prevention Study. JAMA 1998; 279: 1615-22.

6 Ridker PM, Danielson E, Fonseca FA, et al. Rosuvastatin to prevent vascular
events in men and women with elevated C-reactive protein. N Engl ) Med
2008; 359: 2195-207.

7  Colhoun HM, Betteridge DJ, Durrington PN, et al; CARDS investigators.
Primary prevention of cardiovascular disease with atorvastatin in type 2
diabetes in the Collaborative Atorvastatin Diabetes Study (CARDS):
multicentre randomised placebo-controlled trial. Lancet 2004;

364: 685-96.

8  Sever PS, Dahl6f B, Poulter NR, et al; ASCOT investigators. Prevention of
coronary and stroke events with atorvastatin in hypertensive patients who
have average or lower-than-average cholesterol concentrations, in the
Anglo-Scandinavian Cardiac Outcomes Trial—Lipid Lowering Arm
(ASCOT-LLA): a multicentre randomised controlled trial. Lancet 2003;
361:1149-58.

Ridker PM, Wilson PWF. A trial-based approach to statin guidelines.
JAMA 2013; 310: 1123-24.

10  KjekshusJ, Apetrei E, Barrios V, et al. Rosuvastatin in older patients with
systolic heart failure. N Engl ] Med 2007; 357: 2248-61.

11  Fellstrom BC, Jardine AG, Schmieder RE, et al. Rosuvastatin and
cardiovascular events in patients undergoing hemodialysis. N Engl ) Med
2009; 360: 1395-407.

12 Cook NR. Use and misuse of the receiver operating characteristic curve in
risk prediction. Circulation 2007; 115: 928-35.

13 Ridker PM, Cook NR, Lee IM, et al. A randomized trial of low-dose aspirin in
the primary prevention of cardiovascular disease in women. N EnglJ Med
2005; 352: 1293-04.

14  The Steering Committee of the Physicians’ Health Study Research Group;
Belanger C, Buring JE, Cook N, et al. Final report on the aspirin component
of the ongoing Physicians’ Health Study. N Engl ] Med 1989; 321: 129-35.

15 Langer R, White E, Lewis C, Kotchen J, Hendrix S, Trevisan M. The Women's
Health Initiative Observational Study: baseline characteristics of participants
and reliability of baseline measures. Ann Epidemiol 2003; 13: S107-21.

WHO's 2013 global report on tuberculosis: successes, threats,

and opportunities

Tuberculosis has been a global public health
emergency since 1993." In 2006 WHO launched the
Stop TB strategy, which was linked to the Millennium
Development Goal (MDG) 6 target of reversing
the spread of tuberculosis by 20152 WHO's Global
Tuberculosis Report 2013, published on Oct 23,
provides a comprehensive assessment of the current
tuberculosis pandemic, and assesses progress in
implementing tuberculosis and control
measures at country, regional, and global levels.?
The report details some striking successes towards
achieving MDG 6 and related 2015 targets for global
tuberculosis control. It also identifies specific areas of
concern for which urgent political and funder attention
is required.

The report shows that the number of incident
cases of tuberculosis worldwide continues to fall at
a slow, steady rate of 2%; there were an estimated
8-6 million incident cases of tuberculosis in 2012,

services

which included 2-9 million cases in women and 530 000
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in children. For the first time WHO's report provides
estimates of the tuberculosis burden among women
disaggregated by region and HIV status, and shows
that there is substantial morbidity and mortality from
tuberculosis in adult women. In 2012, tuberculosis
caused 1-3 million deaths, including 320000 deaths
in HIV-infected people. An estimated 170000 deaths
were from multidrug-resistant (MDR) tuberculosis, a
fairly high total when compared with the estimated
450000 global incident cases of MDR tuberculosis.
In 2012, three-quarters of total tuberculosis deaths
occurred in regions of Africa and southeast Asia, with
South Africa and India accounting for a third of global
tuberculosis deaths.

WHO's report also shows that progress has been
made in reducing the burden of tuberculosis. Overall
mortality rates from tuberculosis have fallen by 45%
since 1990, and the global target of a 50% reduction
in tuberculosis mortality by 2015 seems within reach.

WHO estimates that 22 million lives were saved

Mycobacterium tuberculosis
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between 1995 and 2012. The western Pacific region
has seen a particularly substantial decline in disease
burden. Half of the 22 countries with the highest
burden of tuberculosis have reached all 2015 targets or
are ontrack to do so.

Despite the overall decline in tuberculosis incidence
and mortality, important concerns are raised in the
report that require the urgent attention of political
leaders and their governments, development agencies,
and financing institutions. We highlight three major
concerns. First, an estimated 3 million people with
active tuberculosis were either not diagnosed or
were diagnosed but not reported. Thus, access and
effectiveness of care is known for only about two-
thirds of the estimated 8-6 million incident cases of
tuberculosis.

Second, in most countries with high burdens of MDR
tuberculosis the response is so far off-track that WHO's
report describes it as a “crisis”. Only about a fifth of the
450000 people estimated to have developed MDR
tuberculosis in 2012 were actually detected. This leaves a
large number of undiagnosed and untreated people who
continue to spread MDR tuberculosis in the community.
Moreover, of the 94000 people who were detected
as eligible for MDR tuberculosis treatment in 2012,
only 77000 patients began treatment. Widening gaps
between patients diagnosed with MDR tuberculosis and
those who receive treatment means that waiting lists for
MDR tuberculosis treatment are growing. Furthermore,
the success rate of MDR tuberculosis treatment remains
below 50% as a result of high levels of mortality and
losses to follow-up.

Third, many countries with the highest rates of
tuberculosis and HIV co-infection have lagged behind
global targets for achieving standard tuberculosis and
HIV care, including provision of antiretroviral therapy
and tuberculosis chemoprophylaxis.

These three critical issues are not insurmountable.
Recent advances in new tuberculosis diagnostics,*
drugs,” laboratory methods for detecting MDR
tuberculosis,® and strategies for proactive screening
for tuberculosis,/ now present opportunities and
fresh  solutions. Currently available diagnostics
and laboratory methods can help make huge gains
in improving access to care if they can be rolled
out universally through a wide range of public,
private, and community services and implemented

optimally.** MDR tuberculosis should be addressed as
a public health emergency since it poses a high risk
to regional and global health security.® Commitment
from high burden countries, the Global Fund to Fight
AIDS, Tuberculosis and Malaria, bilateral agencies,
and the pharmaceutical sector is imperative to find
solutions to problems with drug supply and capacity
for tuberculosis care which stand in the way of scaling
up MDR tuberculosis treatment. Additionally, more
investments are needed to consolidate progress
made in, and enhance coverage of, tuberculosis/HIV
services."

To address these priority concerns, existing commit-
ments must be sustained and, as the report outlines,
at least an additional US$2 billion per year is needed.
The full replenishment of the Global Fund in 2013
is essential for donor-dependent countries, since
the Global Fund provides about three-quarters of
international donor funding for tuberculosis. More
domestic investments from high-burden countries
are needed, as well as bilateral investments that help
drive the successful use of funding from the Global
Fund, through technical assistance, monitoring and
evaluation, operational research, and critical policy
guidance on the best innovations. Tuberculosis
deserves the same level of collective commitment as
HIV and malaria.

The data from WHO's Global Tuberculosis Report
2013 highlight the crucial need for more aggressive
and sustained tuberculosis control efforts through
increased provision of resources to bridge large
funding gaps. The UK Government’s Department for
International Development (DFID) recently committed
more than £1 billion to the Global Fund for the
next 3 years (2014-16), and has committed to the
delivery of treatment to over 1 million people with
tuberculosis.” Other donors should follow suit. We now
have the tools, knowledge, and expertise to achieve
global tuberculosis control, and the time has come
for swift and visionary action® to step up tuberculosis
control efforts and drive down tuberculosis incidence
rates as rapidly as possible. Increased financial
investment to achieve universal access to high-quality
care for all people with tuberculosis, and to reduce
the human suffering and socioeconomic burden
associated with this disease, should be a priority for all
governments and donors.
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