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Overview

* Recap of imprecision
* What’s changed?

 Application of new guidance
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Imprecision

Would your clinical action change if either the upper or lower
boundary of the 95% confidence interval represented the truth?
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Things to consider

Width of 95% confidence intervals
Clinically important differences
Optimal information size

Anticipated absolute effects



Artesunate vs quinine in severe malaria

Outcome: Death

Artesunate Cluinine Risk Hatio Risk Hatio
Study or Subgroup  Brents Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ankh 1484 2 19 7 22 3.0% 0.33[0.08, 1.41] -
Ankh 1895 a HY 18 51 8.7 % 0.41 [0.19, 0.849]
Cao 1997 4 ar s 35 2.4% 0.76 [0.22, 2.549] -
Condarp 2005 107 730 164 31 TFH3I% 0.6 [0.82, 0.81] [ ]
Hien 1992 4] a1 B a0 3.8% 0.60[0.22, 1.64] — 1
Mewton 2003 7 59 12 54 5.8% 0.53[0.23, 1.26] T
Total (95% CI) L LT 063 100.0% 4
Total events 133 214

Heterogeneity: Chi*= 226 df =8 (P=0.81) F= 0%
Test for overall effect: Z=4.82 (P = 0.00001)
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Artesunate vs quinine in severe malaria

Outcome: Neurological disability at discharge

Artesunate Cluinine RHisk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95°% CI
Cao 19497 1 33 I a0 14.3% 274 [0.12, 64 BYH] -
Ciondarp 20045 O P 4 hABY  BATH 21200485 8.17] .
Total (95% CI) 656 597 100.0% il
Total events 0 3
Heterogeneity: Chi== 002, df=1 (F =089 F=0%
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Testfor overall effect Z=1.26 (F=0.21) Favours afesunate  Favours quinine



DHA-P vs AS+MQ in uncomplicated malaria

Outcome: Serious adverse events

DHA-P AS+MO Risk Ratio Hisk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Fized, 95% Cl1 Year M-H, Fixed, 95% CI
Ashley 20030 THA 1 1749 R 4 6% 295[012 71.93] 2003 -
Janssens 2003 KHM 0 228 0 236 Mot estimahble 2003
Ashley 20038 THA I fY I Ay Mot estimahble 2003
i aneay 2004 LAD o 110 1 110 13.8% 0.33[0.01,8.09] 2004 -
Ashley 2004 THA 11 333 4 1BE  49.2% 1.37 [0.44 4 24] 2004 ——
Tangpukdees 2005 THA o 120 1 a1 Mot estimable 20045
Grande 20049 PER 0 2Rz 4 ZB0 32.4% 014 [0.01, 2.F73] 200% =
Total (95°% CI) 1299 1075  100.0% 0.90 [0.38, 2.15] -
Total events 12 &
Heterogeneity: Chif=2.93, df= 3 {(F =040 F= 0%

Test for overall effect £=0.23 (F=0.82) D.DFDajmurs EJﬂIA—F‘JI Favn;ILEIrs AEJM?SD
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What’s new?
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Things to consider

 Width of 95% confldence intervals
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* Alsocan downgrade by 3!
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Appreciable benefit Appreciable harm

PRECISE
: P \—

IMPRECISE —@

0.75 1 1.25



Outcome: Death

MID for benefit

-4.1% -2.2%

___________E_

BW 4% 3% 2% 1% RD=0% 1% 2% 3% 4% 5%
Favor corticosteroids Favor no coricosteroids



Corticosteroids vs. no corticosteroids
for patients with sepsis

OUtcome: Death MID for benefit MID for harm
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Corticosteroids vs. no corticosteroids
for patients with sepsis

Outcome: No. of strokes
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OIS

* When the confidence interval does not cross threshold(s) of
interest and the relative effect is large

* Always downgrade by 2 if...

* Fordichotomous outcomes, when the ratio of the upper to
the lower boundary of the Cl is more than 2.5 for odds ratio
or three for risk ratio

* For continuous outcomes, when the total sample size of a
meta-analysis is smaller than 30-50% of the OIS



1) Cochrane = | Levels of Certaint
O (GRADE) y

Level What it means

DPPD We have a lot of confidence that the true effect is similar to the

HIGH estimated effect

PP We believe that the true effect is probably close to the estimated effect
MODERATE

DPOO The true effect might be markedly different from the estimated effect
LOW

CISISIS The true effect is probably markedly different from the estimated

VERY LOW effect



G) Cochrane | Levels of Certainty:

GRAVE] pin language

Level What it means
Compared to quinine...

DODDD Artesunate reduces mortality
HIGH
DODDO Artesunate probably reduces mortality
MODERATE
CIGISIS) Artesunate may reduce mortality
LOW
CISISIS, We don’t know if artesunate reduces mortality

VERY LOW
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Impact

* More downgrades by 2 for imprecision

* Flexibility to downgrade by 3 leading to ‘We don’t know...
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Summary

* Imprecision grading using a minimally contextualized approach
* Focuson anticipated absolute effects rather than relative effects

* OIS should only be considered when relative effects are large and Cls don’t
cross thresholds of interest

» Candowngrade by 3 for imprecision
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Thank you!
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