Report on meeting of childhood TB subgroup, Thursday 28 October 2004, Paris.
Background

Urgent and effective action is necessary to decrease the burden of childhood TB. The
management of children with TB often falls outside the routine operations of National TB
Programmes (NTPs). There is broad consensus on current international guidelines for
case finding and treatment of children with TB, contact tracing of children at high risk of
TB for preventive TB treatment, and including all childhood TB cases in routine NTP
recording and reporting activities. However, many NTPs do not routinely include the
management of children with TB as part of their routine operations. Improved care and
prevention of childhood TB depend on: a) intensified efforts to ensure implementation of
these guidelines; b) mobilisation of human resources; ¢) ongoing policy development;
and d) research.

Upon the request of key partners, the DOTS Expansion Working Group (DEWG)
approved the establishment of a subgroup on childhood TB in October 2003. The key
partners that have promoted the development of the childhood TB subgroup of the
DEWG include the International Union Against Tuberculosis and Lung Disease
(IUATLD), International Paediatric Association (IPA), USA Centers for Disease Control
and Prevention (CDC), USA National Institutes for Health (NIH) and WHO (Child and
Adolescent Health Department and Stop TB Department). Beyond these key partners,
other members of the subgroup include paediatricians in clinical practice in high TB
incidence countries and representatives of academic and research institutions. As the
subgroup develops, new members are likely to include representatives of a broad range of
agencies and organizations sharing the goal and objectives of the subgroup.

In support of the subgroup's objectives to promote implementation of guidelines,
mobilisation of human resources, ongoing policy development and research, the subgroup
held its first meeting under the auspices of the DEWG on 28 October 2004 in Paris. The
agenda appears in Annex 1 and the list of participants in Annex 2.

Main issues

1. Guidance for NTPs on prevention, diagnosis, treatment, follow-up and reporting of TB
in children

The subgroup reviewed progress so far with the development of the guidelines
coordinated by Lisa Nelson. The agreement that the title of the document should be
"Guidance for National TB Programmes on the practical management of children with
TB", reflected the main purpose to guide NTP managers in mainstreaming activities
related to childhood TB as part of routine NTP operations. The subgroup also agreed on
the importance of ensuring consistency as far as possible with current international
policies, e.g. IUATLD policies on child lung health, WHO policies on the Integrated
Management of Childhood IlIness (IMCI), and WHO policies on TB control, in order to
promote the uptake and usefulness of the final document.



The subgroup discussed the following outstanding technical issues:

a) BCG and HIV infection

The subgroup endorsed the WHO policy on BCG that all newborns in high TB
prevalence countries should receive BCG as part of the Expanded Programme on
Immunisation (EPI). Children who have missed BCG and who later present with
symptoms of HIV disease or AIDS should not receive BCG.

b) Tuberculin skin testing in relation to BCG status

The subgroup noted the discrepancy in WHO policy in two publications: the proposed
cut-off for a positive test in "TB/HIV: A Clinical Manual, 2" edition” is 10mm
irrespective of BCG status, whereas "Treatment of TB: guidelines for national
programmes, 3" edition" indicates a 10mm cut-off for children who have not had BCG
and a 15mm cut-off for those who have. The subgroup recommended a 10mm cut-off
irrespective of BCG status (with a cut-off of 5mm in HIV-infected children).

c¢) Doses of anti-TB drugs

The subgroup recognised that, as with many other drugs, anti-TB drugs have rarely been
evaluated specifically to establish recommended doses in children. The subgroup
recognised the lack of published pharmacokinetic and pharmacodynamic studies data on
anti-TB drugs in children, including in those with HIV infection. The results of some
pharmacokinetic studies are awaiting publication and several pharmacokinetic studies on
isoniazid and rifampicin in children with and without HIV infection are under way.

The next steps in finalizing the document include the development of the next draft (led
by Lisa Nelson) that reflects the subgroup’s comments by end January 2005. The core
group of the DEWG will review the document, with input from the NTP managers of the
high TB burden countries, and by professional associations, e.g. IPA, by end March 2005.
Different agencies can use their networks of partners and members to disseminate the
final document, that the group will submit for publication as a consensus statement in the
International Journal of TB and Lung Disease (which has a wide dissemination among
the TB community).

2. Promoting child-friendly formulations of anti-TB drugs

Peter Evans made a presentation on the potential use for children of the currently
available individual TB treatment kits. The Stop TB Partnership recommends a 6 month
treatment regimen for Category 1 patients using the four-drug fixed-dose combination
(4FDC) of rifampicin, isoniazid, pyrazinamide and ethambutol in the intensive phase and
the two-drug fixed-dose combination (2FDC) of rifampicin and isoniazid in the
continuation phase for category one patients. Table 1 shows the formulations of the
recommended 4FDC and 2FDCs and Table 2 shows the recommended drug doses (WHO
"Treatment of tuberculosis: guidelines for national programmes. 3" edition, 2003").



Table 1. Formulations of recommended 4FDC and 2FDC

4FDC
Rifampicin  150mg
Isoniazid 75mg

Pyrazinamide 400mg
Ethambutol 275mg

2FDC
Rifampicin  150mg
Isoniazid 75mg

Table 2. Recommended daily dose range for essential anti-TB drugs

Essential anti-TB drug (abbreviation) Mode of action Daily dose (range) mg/kg

Rifampicin (R) Bactericidal 10 (8-12)
Isoniazid (H) Bactericidal 5 (4-6)
Pyrazinamide (2) Bactericidal 25 (20-30)
Ethambutol (E)* Bacteriostatic 15 (15-20)
Streptomycin (S) Bactericidal 15 (12-18)

* Note that the recommended dose range for ethambutol of 15-20 mg/kg refers to adults,
and the recommended maximum daily dose for children is 15 mg/kg (WHO "Treatment
of tuberculosis: guidelines for national programmes. 3" edition, 2003").

In support of this standardization, the Global TB Drug Facility (GDF) has prepared
patient Kits that are being made widely available. These kits contain a complete treatment
regimen for an average weight patient. These adjustable kits are designed to cover the
adult weight range of 30kg to 60kg by adding or removing blister cards. However the
weight range that the kit is suitable for could be extended much wider, including for
children. The proportion of TB patients under 30kg in weight is relatively low. The use of
new or separate products for this group of TB patients would make forecasting and
avoiding stock-outs at health facilities very difficult. The existing Kits could be used to
treat TB patients less than 30kg in weight but would require administration of less than
the current minimum of 2 tablets daily. By giving a partial but accurate dose, the weight
range could be extended down to 5kg. The limiting factor is how easily and accurately
tablets that should contain evenly distributed drug ingredients may be divided into
discrete parts.

One of the major FDC manufacturers has indicated that double scoring of each tablet will
allow them to be easily broken into discrete parts of 1/3, %2 or 2/3. This would allow the
single-stocked patient kit to be adjusted for every patient between 5kg and 70kg in weight.
For an infant less than 5kg in weight it would be necessary to follow current practice of
crushing and dividing tablets. With the 2FDC and the 4FDC there would only be one
tablet to crush and the division into half the crushed amount should reduce errors.



Table 3 shows the proposed daily doses of FDCs for children according to different
weight bands, based on the recommended daily dose ranges for the four anti-TB drugs
(shown in Table 2). The weight bands proposed are close, but do not correspond exactly,
to the weight bands normally recommended for paediatric use (see Table 3).

Table 3. Recommended daily doses of FDCs for children in different weight bands

Daily doses (tablets)

Weight
Bang | 033] 05 | 067 | 1 | 15 | 2 3 4 5

56 Kg | X

7-9 Kg X
10-13
Kg
14-19
Kg
20-30
Kg
31-39
Kg
40-54
Kg
55-70
Kg

>70 Kg X

The daily drug dose for children in a particular weight band should provide all children in
that weight band with a dose of each drug that is in the recommended range (mg/kg).

Participants discussed the accuracy of breaking tablets resulting in even amounts of all of
the active ingredients in the administered fragments. The breaking of scored tablets was
not considered to be a big concern and many anecdotal solutions were given. A
laboratory study had been commissioned and the results, not yet published, showed the
dispersal of the ingredients met international pharmacopoeial standards even on the
fragments. The eventuality of the unwanted fragment being kept was considered and
found to be a concern. This would only be resolved through field trials. Such trials should
be commissioned before the use of the kit for paediatric use was approved.

The subgroup therefore agreed on the following action points:

a) The concept of modifying the GDF Patient Kits to treat children in Category 1 should
be explored.

b) Samples should be commissioned containing double scored tablets.

¢) Field trials should take place to observe the kits in use.

d) A report of the trials should be made to the childhood TB subgroup of the DEWG.



3. Update on plans to develop a proposal to support childhood TB activities

WHO has received $20,000 from CDC that could be used to contract a suitably qualified
and experienced person to develop a proposal for funding of childhood TB activities. the
The subgroup secretariat requested participants to identify potential candidates and
inform WHO.

Next meeting:

The subgroup agreed to meet as usual just before the annual IUATLD conference on lung
health in Paris (scheduled in 2005 for 18-22 October).



Annex 1: Agenda

Topic Presenter
09.00 - 09.15 | Welcome and introduction R Gie
09.15 - 10.00 | Topic 1. Developing guidance for national TB | L Nelson
programmes on prevention, diagnosis, treatment,
follow-up and reporting of TB in children:
a) progress so far
b) clarifying the purpose, scope and target audience
10.00 - 10.30 | Coffee break
10.30 - 12.30 | c) specific technical issues, including terminology,
treatment (e.g. drug doses, intermittent treatment,
use of steroids, management of TB meningitis and
miliary TB, drug-resistant TB), recording and
reporting, screening of contacts, TB/HIV
12.30 - 14.00 | Lunch
14.00 - 15.00 | c) specific technical issues (continued)
15.00 - 15.15 | d) widening the review process
15.15 - 15.30 | e) finalizing the guidelines - next steps
15.30 - 16.00 | Coffee break
16.00 - 16.45 | Topic 2. Promoting child-friendly formulations | P Evans
of anti-TB drugs:
a) defining the role of the childhood TB subgroup
b) a proposal for enabling the use of TB patient
treatment boxes for children
16.45-17.00 | Topic 3. Update on plans to develop a proposal | D Maher

to support childhood TB activities - clarifying
possible activities for a proposal and ways of
developing the proposal




Annex 2: List of participants

Professor Robert Gie (chairperson)
Department Head
Department of Paediatrics & Child Health
University of Stellenbosch
Faculty of Medicine
P.O. Box 19063
7505 Tygerberg
South Africa

Dr Dermot Maher (secretary)

Stop TB Department
World Health Organization
Avenue Appia 20

1211 Geneva 27
Switzerland

Dr Mary Reichler
Centers for Disease Control
and Prevention (CDC)
1600 Clifton Road, MS-E 10
30033 GA - Atlanta
United States of America

Ms Penny Enarson
Head
Child Lung Health Division
International Union Against
Tuberculosis & Lung Disease (IUATLD)
68 Blvd St Michel
75006 Paris
France

Dr Leslie Serchuk
Medical Officer
Centre for Research for Mothers

& Children

National Institute of Health (NIH)
6100 Executive Blvd, Rm 4811 K
Bethesda, MD, 20892-7510
United States of America

Dr Clydette Powell
Medical Officer
Bureau for Global Health
Office of Health
Division of Infectious Disease
US Agency for International Development (USAID)
G/PHN/HN/EH 3.06.101
1300 Pennsylvania Ave
20523-3700 Washington, D.C.
United States of America

Tel: +27 21 938 9114
Fax: +27 21 938 9138
E-mail: RPG1@sun.ac.za

Tel: +41 22 791 26 55
Fax: +41 22 791 42 68
E-mail: maherd@who.int

E-mail: Mreichler@cdc.gov

Tel: +33 1 56 80 28 25
Fax: +33 1 44 29 90 87
E-mail: pennyenarson@compuserve.com

Tel: +1 301 435 6868
Fax: +1 301 496 8678
E-mail: leslie.serchuck@nih.hhs.gov

Tel: +1 202 712 0027
Fax: +1 202 216 3702
E-mail: cpowell@usaid.gov




Dr

Dr

Steve Graham

Wellcome Trust

Clinical Research Programme
P.O. Box 30096

Blantyre 3

Malawi

Lisa Nelson
Pediatrician Medical epidemiologist
Division of Tuberculosis Elimination (DTBE)
Centers for Disease Control
& Prevention (CDC)
1600 Clifton Road, MS-E 10
30033 GA, Atlanta
United States of America

Dr Asma EIl Sony

Dr

Dr

Dr

Director EPILAB & NTP Programs
National TB Control Programme
Ministry of Health

P.O. Box 193

PC 11111, Khartoum

Sudan

Clemax Sant’Anna
Pediatrician Pulmonologist
Federal University of Rio
Rio de Janeiro

Bresil

Jan van den Hombergh
Medical Officer

World Health Organization
c/0 WHO Representative
Addis Abeba

Ethiopia

Simon Schaaf

Department of Paediatrics &
Child Health

University of Stellenbosch

Faculty of Medicine

P.O. Box 19063

7505 Tygerberg

South Africa

Anna Mandalakas

IPA

11100 Euclid Ave.
Cleveland, OH 44106-6003
United States of America

Tel: +265 1 676 444
Fax: +265 1 675 774
E-mail: smgraham@mlw.med.mw

Tel: +1 404 639 8456
Fax: +1 404 639 1566
E-mail: LNelson@cdc.gov

Tel: +249 11 772 182
Fax: +249 11 774 412
Cell: +249 12 305 097
E-mail: Aelsony@yahoo.com

E-mail: whotbl@telecom.net.et

Tel: +27 21 938 9112
Fax: +27 21 938 9138

E-mail: hss@sun.ac.za

Tel: +1 1 216 844 6246
E-mail: anna.mandalakas@-case.edu




Dr

Dr

Davide Manissero
Medical Officer

World Health Organization
c/o The WHO Representative
P.O. Box 12950

Jakarta 12950

Indonesia

Nastiti N Rahajoe
Pediatrician

NTP - Indonesia (Expert committee)

Chief National Working Group on
Pediatric TB

JL Mendawai 111/2,B

Kebayoran Baru

Jakarta 12130

Indonesia

Dr Julian Zwang

PhD, Demographer
Université Paris 6

ISD-IRD

15, rue de I'école de médecine
75230 Cedex 06

Paris

France

Dr Célestine Ka

Dr

Dr

Dr

PNT / Burkina
Coordination du PN
BP 6632 Ouagadougou
Burkina Faso

Ezekiel Mupere

Department of Paediatrics & Child
Health Makerere

University School of Medicine

P.O. Box 7072

Kampala

Uganda

Kosuke Okada
CENAT/ICA

National TB Control Project
Cambodia

Gertrude Bita

Chef d'unité de Lutte Contre la
Tuberculose au littoral

Douala

Cameroun

E-mail: manisserod@who.or.id

Tel: +62 21 721 1120

Fax: +62 21 765 454

Home: +62 811 017 930

E-mail: nastitirahajoe@yahoo.com

Tel: +226 50 33 72 07
E-mail: celestoc@yahoo.fr

E-mail: mupez@yahoo.com

E-mail: kosuke.okada@online.com.kh

E-mail: gertbita@yahoo.fr




Dr Fatima Ribo March
Pediatric Pulmologist E-mail: fmarch@ud.com.br
Federal University of Rio de Janeiro
Bresil

Dr Hastings Tom Banda

Equi-TB Knowledge Programme / NTP Tel: +265 (0) 175 124

P.O. Box 1597 Fax: +265 (0) 175 124
Lilongwe E-mail: htbanda@hotmail.com
Malawi

Dr Kristina Feja
Columbia University
New Cork
USA E-mail: knf2001@columbia.edu




