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Cile studie

Nemocni, ktefi jsou hospitalizovani pro zavazné onemocnéni a upoutani delsi
dobu na 14Zku jsou ve vysokém riziku trombozy a embolie, proto se zvazuje
tromboprofylaxe.

Cilem studie MARINER bylo zjistit, zda by nebylo vhodné podavani
rivaroxabanu po dobu n¢kolika tydni.



Vstupni kritéria

Veék 40 let

Hospitalizace 3 — 10 dnti

+ 1 z kritérii: srde¢ni selhani s EF < 45%
akutni respiracni insuficience nebo exacerbace CHOPN
akutni CMP

akutni infekce

+ zvySené riziko zilniho trombembolismu, ktery byl posuzovan podle
modifikovaného International Medical Prevention on Venous Thromembolism
(IMPROVE) skore, které muselo byt > 4, nebo 2-3 a soucasné¢ minimalné
dvojnasobné D dimery.



Vstupni charakteristika pacient

Table 1. Characteristics of the Patients at Baseline.*
Rivaroxaban Placebo
Characteristic (N=6007) (N=6012)
Mean age — yr 69.7 69.7
Age =75 yr — no. (%) 2154 (35.9) 2140 (35.6)
Male sex — no. (%) 3130 (52.1) 3154 (52.5)
White race — %7 5782 (96.3) 5808 (96.6)
Mean weight — kg 80.8 80.6
BMI: 29.0 28.8
Creatinine clearance — no. (%)
30 to <50 ml/min 1098 (18.3) 1099 (18.3)
=50 ml/min 4909 (81.7) 4913 (81.7)
Reason for index hospitalization — no./total no. (%)
Heart failure 2435/6003 (40.6) 2399/6011 (39.9)
Respiratory insufficiency or exacerbation of COPD 1575/6003 (26.2) 1611/6011 (26.8)
Ischemic stroke 860/6003 (14.3) 866/6011 (14.4)
Infectious disease 1048/6003 (17.5) 1045/6011 (17.4)
Inflammatory disease 85/6003 (1.4) 90/6011 (1.5)
Mean duration of index hospitalization — days 6.7 6.7
Mean duration of in-hospital thromboprophylaxis — days 6.2 6.2
History of VTE — no. (%) 765 (12.7) 748 (12.4)
History of cancer — no. (%) 488 (8.1) 533 (8.9)
ICU or CCU stay — no. (%) 3260 (54.3) 3240 (53.9)
Current lower-limb paralysis or paresis — no. (%) 1115 (18.6) 1122 (18.7)
Modified IMPROVE VTE risk score — no. (%)§
2 2098 (34.9) 2151 (35.8)
3 1886 (31.4) 1779 (29.6)
=4 2019 (33.6) 2075 (34.5)
p-Dimer level more than twice the upper limit of the normal 4226 (70.4) 4239 (70.5)
range during index hospitalization — no. (%)9
Aspirin use — no. (%) 3159 (52.6) 3046 (50.7)
Thienopyridine use — no. (%) 360 (6.0) 388 (6.5)

* CCU denotes cardiac care unit, COPD chronic obstructive pulmonary disease, ICU intensive care unit, and VTE venous
thromboembolism.

t Race was reported by the patient.

i The body-mass index (BMI) is the weight in kilograms divided by the square of the height in meters.

§ Modified International Medical Prevention Registry on Venous Thromboembolism (IMPROVE) risk scores range from
0 to 10, with higher scores indicating a higher risk of venous thromboembolism (minimal clinically important differ-
ence, 2). Eleven patients had protocol violations: three patients in the rivaroxaban group and seven patients in the
placebo group had a score of 1, and one patient in the rivaroxaban group had a score of 0.

9 The normal range for p-dimer level was defined according to the local laboratory criteria.

The NEW ENGLAND

JOURNALof MEDICINE




MARINER Study Design

Randomized, double-blind, placebo controlled, event driven trial
Screening Double-Blind Post-treatment
Phase+ Treatment Phase Phase
Stratum1 Rivaroxaban 7.5 mg
Subjects with CrCl dail

230 and <50
mL/min

Acute medical condition
plus: 1. Total IMPROVE VTE
Risk Score 24
or

Placebo

1:1 ratio 30

follow-
Stratum 2 Rivaroxaban 10 mg up

Subjects with CrCl il
>50 mL/min
1:1 ratio Placebo

Day -10 Day1 Day45 Day75
(EOT) (EOT)
Primary Efficacy Endpoint: Composite of symptomatic VTE or VTE-related death
Secondary Efficacy Endpoint: VTE-related death (hierarchical design)
Primary Safety Endpoint: Major Bleeding (ISTH Definition)

2. Total IMPROVE VTE Risk
Score of 2 or 3 and

elevated D-dimer (>2x
ULN)

Randomization*

Estimated Sample Size — Event Driven Study

Power for
superiority

ress 12,000 2.5% 40% 161 90% 5%
&

Sample size




Objectives

Primary Objective

Prevention of symptomatic venous
thromboembolism (VTE: lower extremity deep
vein thrombosis [DVT] and non-fatal pulmonary
embolism [PE])

and
VTE-related death (death due to PE or death in
which PE cannot be ruled out as the cause)

Secondary Objectives

VTE-related death

Symptomatic VTE

The composite of symptomatic VTE and all-cause
mortality

The composite of symptomatic VTE, myocardial
infarction, non-hemorrhagic stroke and CV death
All-cause mortality

Principal Safety Objective

Major bleeding using International Society of Thrombosis and Haemostasis (ISTH) bleeding criteria

Secondary Safety Objective

Non-major clinically relevant bleeding




Components of the Primary Efficacy Outcome up to Day 45

Rivaroxaban Placebo
(N=6007) (N=6012) Rivaroxaban vs Placebo

Hazard Ratio  p-value [2]

Outcomes n (%) n (%) (95% Cl) [1]
ot ot e et et S I R
Symptomatic lower extremity DVT 4 (0.07) 13 (0.22) 0.31(0.10, 0.94) 0.039
Symptomatic non-fatal PE 7 (0.12) 15 (0.25) 0.47 (0.19, 1.14) 0.096
VTE-related death 43 (0.72) 46 (0.77) 0.93 (0.62, 1.42) 0.751
Death (PE) 3 (0.05) 5 (0.08) 0.60 (0.14, 2.51) 0.485
Death (PE cannot be ruled out) 40 (0.67) 41 (0.68) 0.98 (0.63, 1.51) 0.912

[1] Hazard ratio (95% Cl) and p-value are from the Cox proportional hazard model, stratified by baseline creatinine clearance (CrCl) (30-<50mL/min
vs. >=50mL/min), with treatment as the only covariate.
[2] P-value (two-sided) for superiority of rivaroxaban versus placebo from the Cox proportional hazard model.

® P amsmmase-



Kaplan—Meierovy kumulativni kfivky pro primarni cil a jeho komponenty

A Symptomatic VTE or VTE-Related Death

100+ - Hazard ratio, 0.76 (9526 ClI, 0.52—1.09)
205 i £=0.14 Placebo
s 8o o0
= 70 — 0.8 Rivaroxaban
@
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= 50—
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= 40
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o L 10 IS 20 25 30 35 40 45
10
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(o] 5 10 S 20 25 30 35 40 45
Days from Randomization
No. at Risk
Placebo 6012 5989 5970 5959 5943 5922 5910 5902 5890 (o]
Rivaroxaban 6007 5989 5972 5962 5948 5934 5927 5919 5913 (o]

B VTE-Related Death

100~ Hazard ratio, 0.93 (9526 Cl, 0.62—1.42)
0 L
90—
& S8y SR
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o 60— Rivaroxaban
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10
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o 5 10 L5 20 25 30 35 40 45
Days from Randomization
No. at Risk
Placebo 6012 5993 5984 5976 5961 5949 5942 5934 5923 (o]
Rivaroxaban 6007 5991 5980 5971 S95 7 5950 5943 5930 5925 o

C Symptomatic VTE

100 Hazard ratio, 0.44 (9526 Cl1, 0.22—-0.89)
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90—
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@ 40
s O 0.2 Rivaroxaban
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= 20 0.0+ T T T T T T T T 1
(o] 5 10 IS 20 25 30 35 40 45
10
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No. at Risk
Placebo 6012 5988 5962 5952 5939 5909 5898 5895 5886 (o]
Rivaroxaban 6007 5989 5966 5960 5947 5927 5921 5916 5913 o
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Secondary Efficacy Outcomes up to Day 45

Rivaroxaban Placebo
(N=6007) (N=6012) Rivaroxaban vs Placebo

Hazard Ratio

Secondary Efficacy Outcomes n (% n (% -value [2
VTE-related death 43 (0.72) 46 (0.77) 0.93 (0.62, 1.42) 0.751
Symptomatic VTE (lower extremity DVT

and non-fatal PE) 11 (0.18) 25 (0.42) 0.44 (0.22, 0.89) 0.023
Composite of symptomatic VTE and ACM 78 (1.30) 107 (1.78) 0.73 (0.54, 0.97) 0.033
Composite of symptomatic VTE, MI, Non-

4 (1. 120 (2. g b 1.02 .07

Hemorrhagic stroke and CV death [3] LAY vl SLLLUIE R, 0.073
ACM 71 (1.18) 89 (1.48) 0.80 (0.58, 1.09) 0.156

[1] Hazard ratio (95% Cl) and p-value are from the Cox proportional hazard model, stratified by baseline CrCl (30-<50 mL/min vs. >=50 mL/min), with treatment as the only covariate.
[2] P-value (two-sided) for superiority of rivaroxaban versus placebo from the Cox proportional hazard model.
[3] CV Death includes VTE-related death (PE and PE cannot be ruled out).



Kaplan—Meierovy krivky pro kompozitni sekundarni cile a pri
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A Symptomatic VTE or Death from Any Cause

100+
s0-| 2.0, Hazard ratio, 0.73 (959 ClI, 0.54-0.97)
. 1.8 Placebo
£ 201 1
= 704 L Rivaroxaban
2 60 12
o 1.0
= 50— 0.8
= 0.6
g 4o o3
-2 30 0.2
= 20 0.0+ T T T T T T T T 1
(o] 5 10 15 20 25 30 35 40 45
10—
o T T L} T T T T T 1
o] 5 10 15 20 25 30 35 40 45
Days from Randomization
No. at Risk
Placebo 6012 5989 5974 5963 5945 5929 5918 5910 5897 (o]
Rivaroxaban 6007 5989 5976 5965 5950 5938 5931 5919 5913 o

B Symptomatic VTE, Myocardial Infarction, Nonhemorrhagic Stroke,
or Cardiovascular Death

100+
20 2.0 Hazard ratio, 0.78 (9526 CI, 0.60—-1.02) Placebo
1.8
X 20 1.6 Rivaroxaban
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No. at Risk
Placebo 6012 5984 5964 5947 5928 5904 5886 5877 5862 (o]
Rivaroxaban 6007 5986 5971 5957 5941 5926 5918 5900 5890 o

C Death from Any Cause

100+
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Primary Efficacy Outcome:
By Dose Stratum/Baseline Renal Function

Symptomatic VTE and VTE-related Death up to Day 45

. 10 mg QD (CrCl 250ml/min) 7.5 mg QD (CrCl 30-< 50ml/min)
2
1.64 P=0.994 1.64
1.5
o =
X P=0.075 0.98
1
0.65
0.5 .
18
0 32 18
Rivaroxaban 10 mg Placebo Rivaroxaban 7.5mg Placebo
(N=4909) (N=4913) (N=1098) (N=1099)

ESC Conaress



Bleeding Outcomes (On Treatment + 2 Days)

I - -
(N=5982) (N=5980) Rivaroxaban vs Placebo

Hazard Ratio

n (%) n (%) (95% CI) [1] p-value [2]
Major bleeding 17 (0.28) 9(0.15) 1.88 (0.84, 4.23) 0.124
A fall in hemoglobin of >=2g/dL 14 (0.23) 6 (0.10) 2.33(0.89, 6.05) 0.084
A transfusion of >=2 units of packed RBC 11 (0.18) 3(0.05) 3.66(1.02,13.10) 0.047
A critical site 3(0.05) 2 (0.03) 1.50 (0.25, 8.97) 0.657
A fatal outcome 2 (0.03) 0(0.0) NA (NA, NA)

Non-major clinically relevant bleeding 85 (1.42) 51 (0.85) 1.66 (1.17, 2.35) 0.004



/Zaver

- rivaroxaban podavany preventivné po dobu 45 dni nesnizil
vyznamné kompozitni cil venozni fatalni ¢i nefatalni
trombembolie ve srovnani s placebem

- vyskyt velkého krvaceni v celé studii byl velmi nizky

- byl naznacen trend k prospéchu pro nemocné bez renalni
insuficience (CrCl > 50 ml/min), ktefi uzivali davku 10mg
rivaroxabanu.



