4[150mg BID

:#1110mg BID

| 20mg OD

| 15mg OD
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Connolly et al. NEJM 2000; 361:1130-51; Patel et al. NEJM 2011; 385:B83-91; Granger et al. NEJM 2011; 265:081-02;



1. Popolazioni studiate
- Funzionalita renale

30mi/min
CICr
50mli/min

2 RELY 150mg BID 150mg BID
110mg BID 110mg BID
) () BT B2

smg BID*

omg BID*

* Apixaban non ha ancora oftenuto la MA per lindicazione SPAF in nessun Paese Prad 8]
sabipin Aegan

Samply superior strose prevenfion
Connolly et al. NEJM 2009; 361:1138-51; Patel et al. NEJM 2011; 365:883-01; Xarelo — RCP EMA; Granger et al. NEJM 2011; 285:081-92; Lopes =t
al. &m Heart J 2010:158:331-8



1. Popolazioni studiate
- Trattamento antiaggregante

ASA+
CLOPIDOGREL

CLOPIDOGREL




1. Popolazioni studiate
- Trattamento VKA al basale

ARISTOTLE




1. Popolazioni studiate
- CHADS,




CHADS, Score

Evaluated in non valvular AF, 4845 pts

Total
(n. 4845)




. EFFICACIA (RRR% vs W)

Ictus

Ictus /ES | emorragico S

iIschemico/n.c.

150mg BID

110mg Bl

20mg OD

5mg BID

B

*dati on treatment; T non comprende ictus n.c.

Connolly et al. NEJM 20090; 361:1138-51; Data on file - RE-LY Body Report: Patel et al. NEJM 2011; 385:883-01. Granger et al. NEJM 2011; 385:081-02; Lopes et al. Am
Heart J 2010.150:331-9; FDA Draft Bnefing Document for CRDAC — 8 sett 2011 — NDA 202439



2. EFFICACIA (RRR% vs W)

Mortalita | Mortalita
totale vascolare

150mg Bl

110mg Bl

20mg OD

5mg BID

WL

Pradaxa

sabipin degll

*dati on treatment

S iy s
Connolly et al. NEJM 2009; 361:1139-51; Data on file — RE-LY Body Report. Patel et al. NEJM 2011; 385:883-01; Granger et al. MEJM 2011; 265:981-02; Lopes et al. Am
Heart J 2010;158:331-8; FDA Draft Briefing Document for CRDAC — 8 sett 2011 — NDA 202438



2. EFFICACIA (RRR% vs W)

Mortalita Mortalita
vascolare

Ictus

Ictus /ES | emorragico cib

ischemico/n.c.

Pradaxa

*dati on treatment; T non comprende ictus n.c. V) thtk
Connally et al. NEJM 2009; 381:1138-51; Data on file — RE-LY Body Report: Patel &t al. NEJM 2011; 385:883-81; Granger &t al. NEJM 2011; 365:081-82; Lopes et al. S swear stoks prevention
Heart J 2010:158:331-8; FDA Draft Briefing Document for CRDAC — 8 sett 2011 — NDA 202439 ‘




3. SICUREZZA (RRR% vs W)

Sanguinamenti
pericolosi per la
vita

Sanguina!nenti Sanguinamenti Sanguinamenti
totali intracranici maggiori

Pradaxa

S degEk

*dati on treatment per la “safety population™ come da protocollo

Simply supwnior sirces preveTiog



3. SICUREZZA

- Eta e sanguinamenti maggiori

Rate (% per year)

Dabigatran Dabigatran 110 mg P value for Dabigatran 150 mg P value for

n 110mg 150 mg Warfarin Vs, warfarin interaction vs, warfarin interaction
Overall 18113 287 331 357 I ‘
Age <65 yrs 2971 082 089 243 g P=0.0003 —.— P=0.0001
Age 65-74 yrs 7884 229 260 3.25 T N e
Age =75 yrs 7258 443 5.10 4.37 R +——
Male 11514 292 337  3.63 i ——-
Female 6598 279 323 3.46 —m— 0.98 - — 0.95

I 1 1 |
05 1.0 15 0.5 1.0 1.5

Dabigatran better  Warfarin better Dabigatran better

-onnolly et al. NEJM 2010;383:1875-8 (Supplementary Appendix); Eikelboom JW et al. Circulation 2011;1223:2382-72

Warfarin better

Pradaxa

salpin drakh

Samply supwrioe Jiroshe Do



