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Are there effective ways of identifying women at in creased risk
of postpartum haemorrhage antenatally?

Which of oxytocin/ ergometrine/ misoprostol / sulpr ostone /
other prostaglandins / carbetocin/ traditional Chi nese
medicines is most effective for treatment of PPH?

What options can be recommended for treatment of XD  R-TB?

In the context of scaling up access to antiretrovir als, what
clinical tasks can be carried out by non-physicians ?

What are appropriate quality standards for the manu  facture of
herbal medicines?

How do you improve the quality of trauma care [in L MIC]?




Evidence...

Are there effective ways of identifying
women at increased risk of postpartum
haemorrhage antenatally?

Which of oxytocin/ ergometrine/
misoprostol / sulprostone / other
prostaglandins / carbetocin/ traditional
Chinese medicines is most effective for
treatment of PPH?

What options can be recommended for
treatment of XDR -TB?

In the context of scaling up access to
antiretrovirals, what clinical tasks can be
carried out by non-physicians?

What are appropriate quality standards
for the manufacture of herbal medicines?

How do you improve the quality of
trauma care? [in LMIC]

Maybe..

Yes (for some)

Not yet

Maybe

Maybe

Probably not
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Problem:
Oxman, Lavis & Fretheim, Lancet. 2007;369(9576):188 3-9.

WHO guidelines are insufficiently transparent and n ot evidence
based

Lack of use of systematic reviews

Lack of transparency about judgements

Too much dependence on expert opinion

Lack of emphasis on adapting global guidelines to e nd users'
needs

Tension between time taken and when advice needed
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Process for developing recommendations

More about expert consensus

Less about evidence and specifically less about sys tematic
reviews

Relatively little use of central support function a nd guidelines
for guidelines to ensure methodological rigour

Relatively little formalization of the recommendatio n
development process

Constrained often by a lack of resources and the ur  gency of
the need
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More about expert consensus

Expert committees — heavy reliance on 'world experts

Sometimes little insight into shortcomings, variabl e
preparation

Consensus process can be dominated by strong person at the
table

Variation in consultation processes — who is consult ed, why
Cultural change from GOBSAT needs support
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Solution

= WHO Guidelines Review Committee

Approval and review process
Standards for use of evidence
Tailored types of guidelines
Standards for reporting
Regular review and update
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Minimum standards for reporting in WHO
guidelines

Who was involved and their declaration of interests

How the guideline was developed, including

72 how the evidence was identified
72 how the recommendations were made

Use by date (review by date)
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Use of evidence

= Systematic identification of all relevant evidence

= Quality assessment and grading
= Explicit link between evidence and recommendations
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So....

Is simvastatin an essential medicine?

Essential medicines are those that satisfy the prio rity
health care needs of the population. Selection of

essential medicines therefore needs to take account of
public health relevance, the best available clinica |
evidence of efficacy and safety as well as an asses  sment
of comparative cost-effectiveness.
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Table 5: Effectiveness of statins in three RCTs of secondary CHD Prevention, expressed using absolute

measures of risk reduction:

Studv/Outcome

Risk in Placebo Arm

ARR (95% CT)

NNT (95% CI)

4S (Simvastatin)

All-cause mortality 1152 |332(1.57t0507) 31(19.7to 63.6)
CHD mortality 85 |350(2.031t0498) 20(20.1to492)
Total stroke n/a

CHD mortality + nonfatal MI 2798 | 8.57(6.09t0 11.06) 129010 16.4)
CARE (Pravastatin)

All-cause mortality 943 [ 078 (-0961t0 2.53) ns
CHD mortality 573 | 111 (-0.23 to 2.46) ns
Total stroke 366 | 1.16(0.11t0221) 87 (45310915.6)
CHD mortality + nonfatal Mi 13.19 | 3.00(1.05to 4.95) 34 (20210 955)
LIPID (Pravastatin)

All-cause mortality 1406 | 3.02(1.66to04.39) 34(228to60.4)
CHD mortality 8§29 | 1.92(0.85to 3.00) 52(333t0117.7)
Total stroke 453 1079(-0041t01.61) ns
CHD mortality + nonfatal MI 1588 | 3.54(2.10t0497) 20(20.1 to 47.6)

Absolute Risk Reduction (ARR) and Numbers Needed to Treat (NNT).

e = nnt etaticticallyr cionificrant
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Uncertainties

= Requirement for biochemical monitoring?
= Use in diverse settings, with limited resources?

= Ability to mage use to be cost-effective?

= Recommendation?
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or....

= What should be recommended as pharmacological
management of opioid dependence?
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GRADE Evidence Profile

Author(s): Amato L

Date: 02/02/2006 16.01.56

Question: Should methadone vs buprenorphine be used in all opioid dependent patients?
Patient or population: any opioid dependent patients wishing to detox

Settings: outpatients

Systematic review: Gowing. Buprenorphine for the management of opioid withdrawal Amato
Methadone at tapered doses for the management of opioid withdrawal

Summary of findings
Quality assessment
NU UI' pal.i\:‘l L185) EI’;t:L,L
. Import
N N . . . . Absotate Quality
NU UIT Design LCirtatl COnSiStenCy DireCtneSS UUIET meutia PUpPIreTiul RElalve ADSUT ance
studies ons considerations done phine (95% ClI) (95% ClI)
LUIII’J;CL;UII i- ueauricTn U uIIIIIJ\:'I U; PE pi\:‘ l.i Ial bunlpicu-;u' I.;I ueaurietit FU“UVV up. 14 U ouU Uld.yb}
N S illlpl\:‘bib\:‘ Ul Spal st RR O 88 100/1 000
Randomise Yo No important ome data (-1)* 21/30 26/33 : 0000
2 d trials limitation inconsistency uncertainty (- (70%) (78,8%) (0.67 to (290 less to 1
s 1)t ' 1.15) 100 more) Low
bil.i\:‘ ¢ﬁcblb \u'ujc\.l.ivc medaurcs Rcll Igyc. . Bvll.\:‘l illuli\d:;l.l.\:'l.]I IU‘ . iUVVﬁI SLUICS)
No iIIIpICLibC OT SpParst
i i data (-1)* -5.13
1 Randomlse limitation .NO |mportant No uncertainty 1 - WMD -5.1 |:| |:| D O 1
d trials s inconsistency (-14t0 5.3) Moderate

Footnotes:

imprecise or sparse data

imprecise or sparse data: only 63 patients
difference in systolic blood pressure

only one study with 39 patients
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Uncertainty

2 trials, developed world
Very specific settings
Resources required
Acceptability globally
Availability of product
Skilled providers

Recommendation?

X
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Policy recommendations are harder...

= Can nurses provide adequate care for patients with HIV?

= Evidence

McPherson et al, 2006
21/355 included studies
No quantitative data on patient outcomes

N N N N

No conclusions
= Recommendation?
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What about neglected populations?
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AYears of Essential Medicines
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Causes of death in under 5s

@ injuries
10 S 3
4 m AIDS
8 O measles
% O malaria
27 4 10 m others

@ diarrhoeal diseases
® pneumonia

17 O other neonatal

causes

19 W neonatal sewvere
infections

World Health Report, 2005
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First list of essential medicines for children

= Children up to 12 years of age

= Including neonates
> oral liquid forms, noting problems with them
= For consistency, based on EML 15

may be missing some specific diseases, generally co  vers
burden of disease

=  Problem with paucity of data

> Need to indicate known limitations of data and
restrictions
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Very high priority research questions

# Question/topic priority feasibility Existing reviews?
25 . . . . . . . . 33 No No
Review of medicines used for TB in children, jncjuding evidenge regardin
ose, andnaﬁcernatives for streptom)/cfn Jgect on éf43 g g
26 Drugs f%rzs%c)ond-line treatment of TB (MDR-TB) in children (Section 26 o No
16 | Evidence of efficacy and safety of use of 26 Some
anthelminth/antifilarigl/antischistosomal and antitrematode
medicines Wcﬂﬂdrenab/e ow t%e ﬁcensing agei?lnmits ?%ectldon 6.1).
18 . . . . . . . 26 Yes Yes
Application, for jnclusion of oral cephalosparin for use in children
PP t('indicatfons |snc uge %‘?I, osteom e?{:c%)%Sectefon g.i.l).
27 Efficacy, safety, place in therapy of rifabutin and rifapentin in 24 No
g%nf)gement of TB with HIV co-infection in children (Section
67 | place in therapy of oral salbutamol preparations in children, with 22 i 1 RCT identified
rticular em sis on efficacy and safety ip asth and in the
Rﬁ\eezy ch?ld thlﬁn acute respiratory tract%nPectslonr?gectFon 25.1).
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Highly feasible reviews/ studies

use of cephalosporins
u rifabutin and rifapentin for TB co-infection in HIV
S efficacy of oral salbutamol preparations

u use of ipratropium and long-acting beta agonists in respiratory disease

. antidotes

O use of fluoroquinolones in children (review of the toxicity of fluoroquinolones)
O use of diazepam and alternatives such as midazolam in children

= choice of macrolides in children (comparative safet  y and efficacy of macrolides,
if erythromycin is used which salt, use in neonate S)

O use of ibuprofen

u review of anticonvulsants particularly newer agents

u role of intravenous sodium valproate for status epi lepticus
S choice of laxatives in children

S Antihelminths — efficacy and saftey in under 4's

S antitrematode medicines

u oncology medicines — what is the minimum package?
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Table 1. Progpective Controlled Trals of Benznidazole or Mifurtimox for Chronic Chagas Disease in the Published Literature

Length of  Comparison  Sample  Primary Gutcome  Major Adversa Events or
Source Chagas Form  Study Design - Age, v Treatment, d Groups Size, No.  ofInterest, % Acdversa Effects =5%
de Andrade  Indetarminate  Randomized, 712 B0 MWagatiwa hAzcul arrazh
at al " chouble- seroconvarsian at and prunite
10062 Early Chagas Elinded Berznidazcla, 36 mo by AT-ELIZA
heart disaaza 7.5 pard o4 ] 125
Egg%o 65 & 31
Soza BEstani Incketarminate  Randomized, 612 0 MNagativa Intestinal colic
at al™ double- serocorvarsian at 48
1985 Elinded Berznidazcla, o by FZR-ELISA
S mgdkn per d 55 G2 MR
Facaba a1 0 MR
¥anodiagrosis-
positive at
Berznidazola, 48 ma
5 mg/kg per d a5 & MR
Hacaba &1 51 MR
Coura - Indstarminate  Randomized but  Adults® an Berznidazola, Fosttreatmant xano-
at al, with =2 of 3 apparantly not 5 m'ka diagncais posiive
19g7¢ pratreatment  double-binded per d 26 18 NR
:{mn-dagngms Mifurtimee,
itiva 5m d 27 9.6 MR
Fes Fﬂgﬁ 24 34.3 MR
Wictti Imdstarminate Altemiate Mean, an Progreasion Zavere allangic dermatitis
etal™  andnonsevere  assignment a0.4 Berznidazcla, prompting discantinuation
200GEa dotormirate 1o borenidazolk Emgkogperd 282 4.z 130
o Mo Mo fraatment 283 144 MR
Treatrment; Berznidazils, Martality
renrandomized, 5 mg/ka per d 283 11 MR
unblindzd Mo freatment 283 42 MR

Abbravistions: AT-ELISA, Artigen trypomastigots chemaoluminescent anoyme-inkad immunosorcent asssy; G, confidencea imervel; BCG, electrocardogram: HR, hezard ratic [monei
a&r&ﬂad far gjection fechon); F29-ELISA, flegalar calzum binding protein F28-antigen-baszed snmyma-inked immunosorbent sssay; IFA, indredt mmuncfuoraecancs aseay (HA
iredirect Femaggutinetion; MH, not reported.

3Efficaay, 55.4% [95% confidancs indereal, 408%-67 0% by inkarfion-to-treat aralysis bazed on AT-ELISA resuks,

Ba) chidren were symptomatic but 2 hed right bunde-branch bock on ECG; no difierence in distibution in trestment wa plecebo groups.

Cheither Bge ror cinical fndings reported in articks; presumed to hevs the indatenminste form,

JCheges cardiec dissess Kuechnir grades | o [I; those with greds |, defined by presenca of heert feilune, wars excluded. Distribution &t study entry: 63.5% Kuechnir 0, 26.1% gradel,
10.2% grede |l Ses Bow for dafinition of Kiuachnir oredes. Median folow-up, 8.8 yaars,
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At country level....

Access to information
Cost
Capacity

Local research
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Institutions registered with HINARI *

T By
iu -1

= ﬁf;&
B i-10 "7~ Band1 countrias

A e 11 =30 Band?2 counlrias
d1 =50
. 51 -0

Eﬁ;mﬂ but no registrations * Data of Kosova is included in the data of Serbia

 Noldigible
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Challenges

= Making global recommendations without global
evidence

= Access to existing evidence

= Audience

72 Policy makers
72 Clinicians
72 Everyone in between
= Implementation and adaptation at country level

= Evaluation
= Updating
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Thank you

www.who.int/medicines
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