PICO

* A way of characterizing a trial

* A way of designing a systematic review

* A way of identifying/searching for a systematic review
* A way of structuring a question for a recommendation



Do steroids work in patients with TB meningitis? Design a research study



Steroids for TBRM?



Steroids for TBRM?

* Design: RCT
* Participants: patients with TB meningitis
* Intervention: steroids

 Qutcome: death or disability



RCT of adults

e 274 to steroids e 271 to placebo

* 87 died * 112 died

Relative Risk 0.69;
95% confidence intervals 0.52 to 0.92



Steroids for TBM: PICO for systematic review

* Design: systematic review

* Inclusion : ° RCTs

* Participants: patients with TB meningitis
* Intervention: steroids

* OQutcome: death or disability
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PICO to drive a
recommendation
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Participants: Adults or children with tuberculous meningitis on tuberculosis (TB) chemotherapy
Settings: Hospital care

Intervention: Any corticosteroid

Comparison: Placebo or no corticosteroid

Illustrative comparative risks (95% Cl)

Placebo Corticosteroid

Death 41 per 100 31 per 100 RR 0.76 1318 PPPPp
27 to 36 9 trial hight %3453
(27 to 36) (0.66 to 0.87) (9 trials) g
Disabling neurological deficit 8 per 100 7 per 100 RR 0.92 1295 bPpos"s
(60 10) (0.71 to 1.20) (8 trials) low
Death 47 per 100 44 per 100 RR 0.93 545 participants e larLar e R
(37 to 53) (0.78 to 1.12) (1 trial) moderate
Disabling neurological deficit 15 per 100 14 per 100 RR 0.91 244 ootz
(7 to 25) (0.49 to 1.69) (1 trial) very low

*The assumed risk is from the median control group risk across studies. The corresponding risk (and its 95% Cl) is based on the assumed risk in the comparison group and the relative
effect of the intervention (and its 95% Cl).

Cl: confidence interval; RR: risk ratio; TB: tuberculosis.



6.1

In treating tuberculous
meningitis in HIV-negative
people

Tuberculous meningitis (TBM) is a life-
threatening condition affecting adults

and children, which can leave survivors

with a range of neurological disabilities.

The causes of death and disability in TBM

are multifactorial. The main pathological
mechanisms are persistent or progressive
raised intracranial pressure with or without
hydrocephalus, arachneiditis and involvement
of optic nerves or optic chiasma leading

to visual deficit, cranial neurcpathies and
vasculitis of the cerebral blood vessels, leading
to stroke.

Steroids are thought to reduce inflammation,
improve blood flow and reduce cersbral
ocedema and intracranial pressure. However,

Recommendations for use of
corticosteroids in EPTB

the risks associated with stercids include
immunosuppression, which is 2 major concemn
in the context of an infectious disease, Gl
bleeding, hyperglycaemia and hypertension,
among others. Several randomized controlled
trials have been conducted on the effect

of corticostercids in managing TBM. The
conclusions from these trials, seen individually,
appear inconsistent. One trial (Thwaites

G.E., 2004) showed that dexamethasone
increasas survival rate, but it also raised two
questions; do patients who survive because of
dexamethasone therapy tend to be left with
severe disability, and are there differantial
effects among subgroups of patients with
different degrees of disease severity?

The guideline group reviewed evidence from
the updated Cochrane review "Corticostercids
for managing tuberculous meningitis” (Prasad,
2018).

Recommendation

Steroids are recommended for TEM in HV-negative people.
Duration of steroid treatment should be for at least 4 weeks, with
tapering as appropriate.

evidence).

Strength of Strong
recemmendation
Evidence Corticosteroids reduce death from TEM from 41 per 100 people to

31 (27 to 34) per 100 people (nine studies, 1318 participants, high
quality evidence). These studies were conducted in a variety of
settings, and only one included HIV-positive pecple (n = 98).

Disabling neurclogical deficit is not commen in survivers, and
steroids may have little or no effect on this cutcome (RR 0.92,
25% CI 0.71 to 1.20; eight trials, 1295 participants, low quality

Panel’s view on
advantages of using
steroids

Reduced mertzlity from TBM
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Guideline Development Overview

Planning Systematic Review Recommendations
Priority setting « GRADE » Clear and precise
Planning Proposal « Evidenceto « Accompanied by a
Groups and Teams Decision rational

Framework

PICO questions
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Review

Finalizing guideline
Submission

Publication &
Dissemination
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Principles of Care
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