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Psoriasis and randomised controlled trials

Schmitt et al, Br J Dermatol, 2008

Gottlieb 2004 87 99 3

Reich 2005 242 301 2
- 2004 — 2007 Menter 2007 237 314 4

Subtotal (95% Cl) 714

Total events 566 9

Heterogeneity: Tau? = 0-00; Chi? = 2:92, df =2 (P = 0-23); # = 31%

-_ PAS | 7 5 Test for overall effect: Z = 34-22 (P < 0-:00001)
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Network meta-analysis
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Psoriasis and network meta-analysis
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PASI 90

Drug RR (95%¢CI)
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Psoriasis and network meta-analysis
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Eleanor Samarasekera’, A. David Burden®, Ruth Murphy”, Caroline M. Owen®, Richard Parslew”,

Vanessa Venning'®, Richard B. Warren’ and Catherine H. Smith'" Systemic pharmacological treatments for chronic plaque

psoriasis: a network meta-analysis (Review)
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Naldi L, Chosidow O, Le Cleach L



POpen

Any age limitation — any severity

Biologics (adalimumab, etanercept,
infliximab, ixekizumab, ustekinumab,

and secukinumab)

Placebo or biologics or methotrexate

PASI 90 / PGA 0-1 - withdrawal due to
adverse events
DLQ

PASI 75

Short-term (<16 weeks)

PICO criteria

- 3 Cochrane
y/o# Library

Cochrane Database of Systematic Reviews

Adults 18 years old and older -
moderate to severe type-plaque
psoriasis

Systemic treatments (conventionnals,
small molecules, anti-TNF, anti I1L12/23,
anti-IL17, anti-IL23, others biologics)

Placebo or systemic treatments

PASI 90 — Serious adverse events

PASI 75, PGA 0-1, Qol, AEs

Short-term (<16 weeks)




®Open

Descriptive results

+ 3 Cochrane
s Library

Cochrane Database of Systematic Reviews

Several electronic databases

Independent dual screening

- 41 RCTs
- 20,561 participants

Other sources (registration databases, FDA)

Independent dual abstraction

109 RCTs
39,882 participants (67% males)

44 years old
Mean PASI 20



Risk of Bias Tool

Random sequence generation (selection bias) _-

Allocation concealment (selection bias) _:-

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _:-
Incomplete outcome data (attrition bias) _-

Selective reporting (reporting bias) _

otervias [N I

0% 25% 50% 75%  100%

+ 3 Cochrane
/o Library

Cochrane Database of Systematic Reviews

Random sequence generation (selection hias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance hias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting hias)

-Low risk of bias DUncIear risk of bias .Highrisk of hias

]

0% 25% 50%

. Low risk of hias

DUncIear risk of hias

38 trials included in both reviews

10 of the 38 trials with the same ratings for all domains

Justification for the ratings

.High risk of hias




Analysis outputs

PGA

PASI 75

PASI 90
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Key NMA assumptions

Heterogeneity (variation in the true treatment effect between the studies)
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(2.21,24.74) | (1.84,19.89) | (1.74,19.34) | (1.56,14.77) | (0.58,54.62) | (1.37,15.00) | (0.37,34.46) | (1.11,10.39) | (0.14,57.01) (0.90,7.25) (0.75,8.04) | (0.59,6.37) | (0.48,6.37) | (0.25,9.22) (0.28,3.19) | (0.13,79.25) | (0.60,16.20) | (0.01,39.33) | (0.34,1.55)
7.94 649 6.22 5.14 6.01 487 382 364 3.00 273 2.64 2.08 1.87 161 1.07 FUM 3.40 332 0.78 077
(3.42,18.42) | (2.86,14.76) | (2.69,14.38) | (2.21,11.96) | (0.73,49.53) | (2.13,11.13) | (0.47,31.22) | (1.57,8.41) (0.17,53.98) (1.01,7.37) (1.17,595) | (0.90,4.78) | (0.71,493) | (0.33,797) | (0.27,4.19) (0.14,85.24) | (0.63,17.61) | (0.01,43.56) | (0.30,1.39)
8.14 6.66 6.38 5.28 6.17 4.99 39 373 3.08 2.80 271 2.13 192 165 110 1.03 acLo 0.98 023 023
(3.47,19.10) | (2.89,1534) | (2.73,14.92) | (2.50,11.12) | (0.78,51.08) | (2.16,11.59) | (0.48,32.20) | (1.79,7.76) | (0.17,55.58) | (1.51,522) | (1.186.18) | (0.91,4.97) | (0.72,5.12) | (0.33,823) | (0.36,3.38) | (0:35,3.00) (0.06,15.38) | (0.00,33.96) | (0.01,5.10)
8.30 6.79 6.51 5.38 6.29 5.09 4.00 3.80 3.14 2.86 2.76 217 196 1.65 112 1.05 1.02 MTX 0.23 023
(4.18,16.50) | (3.52,13.08) | (3.29,12.87) (3.17,9.13) (0.81,48.79) (2.61,9.92) |(0.52,30.75) | (2.26,6.39) (0.18,54.06) (2.06,3.97) (145,526) | (1.13,420) | (0.854.50) | (0.37,7.70) | (0.42,3.02) | (0.41,2.67) (0.60,1.73) (0.00,15.19) | (0.05,0.99)
33.10 27.08 2596 2145 25.07 2031 1594 15.16 1251 1140 11.00 8.67 7.81 613 447 a1 407 3.99 o~ 099
(1.89,580.22) | (1.54,474.83) | (1.47,456.98) | (1.19,386.47) | (0.78,208.57) | (1.16,356.13) |(0.50,511.51)| (0.84,272.32) | (0.23,680.52) | (0.60,217.26) |(0.63,191.47)| (0.49,153.16)| (0.42,143 83)| (0.28,163.29)| (0.20,98.53) | (0.21,81.32) | (0.21,70.56) | [0.21,74.61) (0.02,49.37|
3245 26.55 2545 21.03 2458 1991 1563 1487 1226 1118 10.79 8.50 7.66 6.60 439 409 399 391 nog PBO
- (23.61,44.50) | (2032.34.69) | (18.78,34.57) | (14.56,30.38) | (3.46,17473) | (15.11,26.23) [(2.22,110.07)| (10.45,21.19) | (0.76,198 53) | (5.67,22.09) | (8.47,13.73) | (6.23,11.60) | (430,13.66) | (1.63,26.67) | (1.38,13.99) | (188.888) | (181.878) | (2.16,7.08) | (0.06.17.28)

PASI 90, T = 0.09




Key NMA assumptions

Inconsistency (how the direct and indirect estimates of a particular comparison agree)

@ CrossMark (% Cochrane

Library
]ID Op en Cochrane Database of Systematic Reviews

Specific and global inconsistency
- Loop-specific approach
- Side splitting method

- Interaction model

PASI 90

Inconsistency

;;f/:’:'; Loop-specific
Loop (truncated) Heterogeneity(1?)
PBO-FUM-MTX ¥ - = 1.80(0.00442) 0.000
PBO-MTX-ADA == 1.25(0.19,2.31) 0.000
PBO-ADA-GUSEL T 044 (0.00.1.35) 0.020
PBO-ETA-TOFA Fadl 0.41(0.00,1.01) 0.000
PBO-USK-BRODA ™ 0.28 (0.00,1.03) 0.000
PBO-ETA-APRE = 024 (0.00,1.34) 0.000
PBO-ETA-IXE T 0.16 (0.00,1.06) 0.043
PBO-USK-SECU o 0.13 (0.00,0.83) 0.000
PBO-ETA-USK - 0.09 (0.00,0.67) 0.000
ETA-USK-SECU | 0.07 (0.00,0.40) 0.000
PBO-ETA-SECU g 0.06 (0.00,0.81) 0.000

0 1 2 3 4 5




Key NMA assumptions

Transitivity (important differences between the trials other than the treatments)

+ § Cochrane
ylo# Library

@ CrossMark

Cochrane Database of Systematic Reviews
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Psoriasis and network meta-analyses
Limits
GRADE scale — For each primary outcomes, 4 levels of certainty of evidence could be

assigned : high, moderate, low, very low

Risk of bias (blinding, randomisation, ITT, missing data...)
Imprecision (IC95%)

H ete roge n e Ity Figure 3. ’Risk of bias’ graph: review authors’ judgements about each ’Risk of bias’ item presented as
percentages across all included studies

. Indirect comparisons Random saquence genaration taalecton bizs) [N |
I |

Allocation concealment (selection hias)

Blinding of participants and personnel (performance hias)

. Publication bias S————————
Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition bias)
I t t

0% 26% 50% 75%  100%

Selective reporting (reporting hias)

Bl Low risk of bias [Junciearrisk of bias B Hioh risk of bias




All the interventions regardless of the level of certainty of evidence
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All the interventions with moderate to high level certainty of evidence
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All the interventions with high certainty of evidence

Bimekizumab, Rizankizumab, Mirikizumab... ?
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Living cumulative network meta-analyses

Contactus Task Exchange Training Cochrane Library Cochrane.org

Cochrane Trusted evidence.

Informed decisions.

v Community setterhealth. Search... Q

Review production Organizational info Tools News and events

Living systematic reviews

Home > Review production > Production resources > Living systematic reviews

Enhanced Cochrane Library Visit Project Transform

project
Cochrane Review Ecosystem

Production resources

proposing and registering News Living systematic review
new Cochrane Reviews . . . . A systematic review that is continually
Now 4 living systematic reviews on the Cochrane Library updated, incorporating relevant new

Editorial and Publishing

Policy Resource (EPPR) evidence as it becomes available.

1 living systematic review re-published 2 cochrane.orgflst

Fast Track editorial process

Living systematic reviews Living systematic review series published in g@g 190+
MECIR Journal of Clinical Epidemiology [2 LIRAGIVORLIENICRS
Prioritization work by -i = 4
; 111!
Cochrane Review GFOUPS . LSRs PUBLISHED ON COCHRANE LIBRARY

e Whatis a living systematic review?

e Why living systematic reviews? ;-] LSR GUIDANCE PUBLISHED
. . . . LSR PROTOCOL APPROVED

e Living systematic review pilots

Style Manual e Living systematic reviews - interim guidance for pilots

- [ T L - - =

Plain Language Summaries

Prioritization list project



Outstanding issus

* Which treatment for which patient ?
e Baseline characteristics
e Psoriatic arthritis

e Previous lines

e Such data are available !
* Not (systematically) reported in the RCT
e Individual Patient Data (IPD) network meta-analysis

« Campaigns promoting data sharing



the

YO DA Forging a unified
scientific community

PROJECT

The right to search for truth implies also a
duty; one must not conceal any part of
what one has recognized to be true.

Albert Einstein

How to Request Data

Data Request Process Diagram

Instructions:

1. Review the YODA Project Policies and Procedures
2. Identify data of interest in the Trial List
a. If data of interest are not listed, submit an Inquiry
3.Login
4. Complete the data request requirements. These include:
a. Names, degrees, and SCOPUS IDs (if available) for all Key Personnel
b. Project funding source (if applicable)
c. Conflict of Interest statement for the Pl and Key Personnel (form provided here)
d. Data Use Agreement Training (training provided here)
e. Research Proposal (instructions provided here)
f. Specify the type of data requested for identified trials: redacted full CSRs or IPD

5. Certify that all information provided is true, and that the requested data will not be used in pursuit of litigation or for

commercial interests

6. Submit data request



Take home messages

* Not a network meta-analysis but network meta-analyses

 Pay attention to PICO criteria

« Check for inconsistency, heterogeneity and level of certainty of

evidence



