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PROPOSED ANALYSIS DIAGRAM

STATISTICAL ANALYSIS DETAILS (cont.) CONCLUSION AND DISCUSSION

BACKGROUND

*Apixaban was superior to warfarin for reduction of all-cause . o 01— e1) ::Ionrrfgfr 'rr?gttzi) aI;ZL);SgZ, gfiﬁ:ﬁgl reduced all-cause death
death in ARISTOTLE SPAF trial . . [ i Wio Vi~ Vw } —(K— I

@ @ *(DL) = max< O, ; : Each indirect comparison shows that apixaban reduced
«Apixaban reduced the incidence of all-cause death comparing ARBTOTLE AVERROES { 2 iWio— 2 Wio/ 2 Wm] all-cause death by at least 33% when compared to
to aspirin (ASA) although it was not statistically significant in Indirect Incirect plac_ebo or contro! W'_th a35% C.:I W'th Hbpet bo_und <1
AVERROES SPAF trial? somperisen ! ~omparison Apixaban effect is highly consistent in two indirect

N '- o 2 :
ywl(0)= 2 wiov;i/ 2wio, and wiy=1/s; COMparisons
*This meta analysis combining two indirect comparisons

shows that apixaban reduced all-cause death by 34%
RESULTS when compared to placebo/control with a 95% CI with

Apixaban Vs
Placebo/
Control
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oIt Is of great interest to identify the effect of apixaban vs.
placebo or control (other than warfarin and ASA) in terms of
reducing all-cause death in SPAF trials LART et al
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2007 ' HART et.al upper bound < 1
2007
DATA AVAILABLITY Placebo/ Placebo/ Treatments Odds Odds Ratio Nominal Caveat:
Control Control Compared Ratio 95% Cl P-value aveal.
_ - ARISTOTLE Avs W 0.89 (0.79, 1.00) 0.0458 *The result depepd§ on the assumpFion of si_milgrity of

‘ﬁg:ﬁggg X: Z\Vg%‘“” Hartetal 2007  Wvs. P 074 (057, 0.97) tre?trg}ent effect in indirect comparison, which is not
* - . estable
. in vs. 3 STATISTICAL ANALYSIS DETAILS Indirect o i
Warfarin vs. placebo or constrol Comparison 1 Avs. P 066 (0.50, 0.88) 0004 Only two trials were used to assess between study
*ASA vs. placebo or control variation in this meta analysis

: : . Treatments Odds Odds Ratio Nominal
METHODOLOGY Indirect Comparison for Odds Ratio: Comparec natic 0506 O} il SEuture Res_earch: |
In(OR,;) = In(OR4x) — In{OR ) AVERROES ~ Avs.ASA  0.78 (0.60, 1.01) 0.0555 *Bayesian network with more complex models
eIndi ison: Hart et.al 200/ ASAvs. P 0.86 (0.69, 1.07) REFERENCES
indirect Somparisn: Var(In OR,.;) = Var(ln OR,s) + Var(In ORcp)

\\Vhen head to head direct Comparison data IS not Indirect 1. Granger C.B, et.al Apixaban versus Warfarin in Patients with Atrial

available, indirect comparison is a very useful tool to *Meta analysis with random effect model: Comparison 2 Avs. P 0.67 (0.48,0.94) 0.02 Fibrillation, The New England Journal of Medicine,
make inferences 10.1056/nejmoal1107039

e

~ - - 2. Connolly S.J, et al Apixaban in Patients with Atrial Fibrillation, The
T : - Treatments Odds Odds Ratio Nominal ! . !
*Naive indirect comparison should be avoided* 0: =0+ v +¢&; 0: ~ N(0, %f 1;3] Compared Satio 9506 Cl p-value New England Journal of Medicine, 10.1056/NEJM0a1007432
*Adjusted indirect comparison usually gives consistent 3. Hart R.G, Pearce L.A, Angullar M.1, Meta-analysis: Antithrombotic to

Meta Analysis

results with direct comparison 5 DerSimonian and Laird (1986): to estimate random variance m,, Combining Two ireVe”It Stff?kte In F’Ialt/ilegt_s _VVh02 OHOa;’el'z'g”gg'?VUgag 7At”a' Fibrillation,
. . _ nnuals of Internal Medicine, , 146, 857 -

Meta Analysis: _ _ and standard error of m,, on natural log of OR: Indirect 4. Glenny AM, Altman DG, Song F et al. Indirect comparisons of competing
comparators, Meta-analysis is often used to combine My — Wi / W W, — 1 /( fz 1 EZ) 5. Song F, Harvey I, Lilford R. Adjusted indirect comparison may be less
findings from these independent trials to provide a more 2l ), “’ | 2 (DL ) =0 and the p-value for heterogeneity is 0.94 which is nterventions. J Clin Epidemiol 2005, 61 405468,

. . . S interventions. J Clin Epidemio . 61: 455-463.
p_reuse eStImat(_e of the treatment effect, Welghted by the 1/2 not Slgnlflcant 6. Bucher HC, Guyatt GH, Griffith LE, Walter SD. The results of direct
size of the studies s.e.(mw) =1/ ( E f w,;) and indirect treatment comparisons in meta-analysis of randomized

*Heterogeneity between trials should be explored controlled trials. J ClinEpidemiol 1997; 50: 683—691.
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