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INTRODUCTION

Objective: To assess the efficacy and
safety of a novel, oral, direct factor Xa (FXa)
inhibito—BAY 59-7939—relative to
enoxaparin in patients undergoing elective
total hip replacement.

METHODS

In this double-blind, double-dummy, dose-ranging study, patients were randomized to oral
BAY 59-7939 (2.5, 5, 10, 20, or 30 mg b.i.d.), starting 6-8 h after surgery, or s.c.
enoxaparin 40 mg once daily, starting on the evening before surgery. Treatment was
continued until mandatory bilateral venography was performed 5-9 days after surgery.

Background: Joint replacement surgery is an
appropriate model for dose-ranging studies
investigating new anticoagulants.

RESULTS

Safety : Major, postoperative bleeding was
observed in 0.8%, 2.2%, 2.3%, 4.5%, and
5.4% of patients receiving BAY 59-7939 2.5,
5, 10, 20, and 30 mg b.i.d., respectively,
compared with 1.5% for enoxaparin (Table
2). There was a significant dose trend for
major, postoperative bleeding (P = 0.045),
as shown by logistic regression (Figure 1).
There were no significant differences in the
incidence of major, postoperative bleeding
between any BAY 59-7939 dose and
enoxaparin (Table 2).

Of 706 patients treated, 548 were eligible for the
primary efficacy analysis. The primary efficacy
endpoint was the incidence of any deep vein
thrombosis, non-fatal pulmonary embolism, and
all-cause mortality; rates were 15%, 14%, 12%,
18%, and 7% for BAY 59-7939 2.5, 5, 10, 20, and
30 mg b.i.d., respectively, compared with 17% for
enoxaparin. The primary efficacy analysis did not
demonstrate any significant trend in dose-
response relationship for BAY 59-7939. The
primary safety endpoint was major, postoperative
bleeding; there was a significant increase in the
frequency of events with increasing doses of BAY
59-7939 (P=0.045), but no significant differences
between individual BAY 59-7939 doses and
enoxaparin.

CONCLUSION

When efficacy and safety were considered together, the oral, direct FXa inhibitor BAY 59-7939,
at 2.5-10 mg b.i.d., compared favorably with enoxaparin for the prevention of venous
thromboembolism in patients undergoing elective total hip replacement. In summary, in patients
at high risk of developing thrombosis and bleeding, direct FXa inhibition with BAY 59-7939 was
effective across the dose range studied, and compared favorably with enoxaparin; safety was
similar between BAY 59-7939 2.5-10 mg b.i.d. and enoxaparin. These results warrant further
evaluation of BAY 59-7939 for use as an antithrombotic agent in patients in whom the risk of
developing thrombosis persists.
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Figure 1. Dose-response relationship
between BAY 59-7939 and the primary
efficacy endpoint (DVT, non-fatal PE, all-cause
mortality; per-protocol population) and the
primary safety endpoint (major, postoperative
bleeding events; safety population). The solid
lines are the dose-response curves for BAY
59-7939, estimated by logistic regression,
including total daily dose as a covariate. The
dotted lines represent the 95% confidence
intervals for the primary efficacy endpoint, and
the dashed lines the 95% confidence intervals
for the primary safety endpoint.

Table 2. Incidence of
major, postoperative

Blecding classification

BAY 59-7939 bid. Enoxaparin
(once daily)
15mg Smg 10 mg 0 mg N mg 40 mg

(n=132) (=136 (=13} (=134 (@n=3" =12

bleeding and its

Major, postoperative bleeding, n (%)t 1(08) 122 323 6(43) 2(54) 2(L3)

components, E::Et‘ndcufc mlt(‘( vl [n) — 00,41 05,63 0565 1795 05,182 02,54
i iponents of primary safety endpoint}
SeCOndaI’y bleedlng- Fataleritical bleeding, n (%) 0 0 0 0 0 0
related endpoints, and l.ﬂccdmg leading to reoperation, n (%) ) 0 2(L3) 2(13) 0 . 0 i 0
. ) Clinically overt bleeding leading to treatment cessation, n (%) 0 0 0 1(0.7) 1(27) 1(08)
site of the bleeding Clinicaly overt bleding with a fal in hemoglobin, » (%) 0 01108 30y 1) 21
event, as assessed by Clnically overt bleeding leading to blood transfusion, n (%) 108) 107 1(08)  4(30) 52019
. Blecding site
a central, blinded Surgicalsite bleeds, n (%)} 108 30D 3Q) SAD 25 108
adjudicaﬁon Extrasurgical-site bleeds, n (%)} 0 0 0 2150 1(08)
. _ . Clinically relevant non-major bleeding, n (%) 2(L.5) $(59) 3(23) 6(4.5) 127 0
committee (n = 704; Minor bleeding, (%) A0 6EA EY g 12D 6@

safety population)

*Dose arm suspended because of regulatory request.

Major, postoperative bleeding was defined as bleeding starting 26 h after surgery, or after the first postoperative dose of study medication

(whichever came first), but not 2

days after the last administration of study drug.

{Patients may have experienced more than one bleeding event, or a bleeding event that met the criteria for more than one bleeding classification.

BAY 597939 bid.

Enoxaparin once daily

1img  Smg Wmg  Dmg
(n=132) (a=136) (n=13) (r=14)

Table 3. Incidence and
volume of blood

Wmg  d0mg
(=3 (n=13)

Patients receving blood transfusions, n (%) T(%60)  T7(566)  T8(8.6) 89 (66.4)
Volume (mL; mean £ SD) 3264355 314 £ 314 400 £ 44l 451 £ 436
Patients with volume in drain (postoperative), n (%) 111(841)  117(86.0) 113830) 117 (7.3

Volume (mL; mean + SD) S5 £ 305 81 £470 649 £330 376 + W

transfusions, and
incidence and volume of
postoperative blood loss
(n = 704; safety

W49 7783

44507 350 £ 360
M0 109(826)
A1£ 410 671 1068

*Dose am suspended because of regulatory request.

population)



