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White Rabbit as the Red Queen's herald
from the first edition of _Alice in Wonderland_.
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- JAVA Study -

The Japan VTE Treatment Registry

n=1076 Recurrent VTE

Recurrent PE

30 60 90 120 150 180 210 240 270 300 330 360 390

Days after VTE diagnosis

Cumulative incidence for all recurrent VTE (...... ), recurrent PE with or without DVT (=) and
recurrent DVT alone (= = =).

(Nakamura M, et al. Circ J 2014, 78)
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The Duration of Anticoagulation Trial (DURAC)
Schulman S: N Engl J Med,1995 & 1997
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Prevention of Secondary

VTE prophylaxis cerebral prevention of VTE
embolism (treatment)

Rivaroxaban | ROCKET AF EINSTEIN
Apixaban D arisToTie SN

Dabigatran

Edoxaban STARS ENGAGE AF HOKUSAI
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YEEREE: - VTIEOYRYEF —2 JAVA Study

21k SEMRMEPE DVT

FEAT >t RAE B 1076  (100.0%) 338 (100.0%) 738 (100.0%)
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Cumulative incidence of recurrent thromboembolism separately
in patients with idiopathic (unprovoked) and secondary VTE
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Haematologica 2007;92:199-205
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£k REIRMEPE DVT
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(Nakamura M, et al. Circ J 2014, 78)



Mechanisms of Thrombosis in Cancer

Cancer Coagulome Systemic Vasculature
e - Angiogenesis
P 4 4 = (vessel remodeling)
/ tumor mass :

Coagulopathy
Trousseau syndrome

Metastasis
(cell survival)

: : Other events
: microvesicles (invasion, motility)

Rak J, et al. Cancer Res 2006; 66



Survival with Venous Thrombotic Event and Cancer

100: —— Cancer at the time of VTE
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Cancer at the time of VTE 668 23 10 3
Cancer without VTE 6668 913 338 87

Sgrensen HT, et al. N Engl J Med. 2000, 343.



Survival in patients with solid tumors according to the presence or absence of

metastatic disease
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Without metastases (n = 150)
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Lee, A. Y.Y. et al. J Clin Oncol; 23:2123-2129 2005



DOA Comparator Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

AMPLIFY 2013 3 81 5 78  15.2% 0.56 [0.13, 2.43] - &

EINSTEIN=-DVT 2010 4 118 5 89 17.1% 0.59 [0.15, 2.26] - =&

EINSTEIN-PE 2012 2 14 3 109 9.4% 0.63 [0.10, 3.85] - "1

HOKUSAI 2013 4 109 7 99 22.0% 0.50 [0.14, 1.77] - &

RECOVERI| & [l 2013 10 173 12 162  36,3% 0,77 [0.32, 1.83] —

Total (95% CI) 595 537 100.0%  0.63 [0.37, 1.10] L 2

Total events 23 32

Heterogeneity: Chi? = 0,36, df = 4 (P = 0,99); I = 0% ’ ; I ’
0.01 0.1 1 10 100

Test for overall effect: Z= 1,62 (P = 0.10)

Favors DOA Favors comparator

Figure DOA and VTE recurrence in patients with cancer. df = degrees of freedom; DOA = direct oral anticoagulant; M-H = Mantel-Haenszel
method.
A DOA Comparator Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
AMPLIFY 2013 2 87 4 80 18.2% 0.45[0.08, 2.51] ®
EINSTEIN DVT & PE 2013 6 232 8 196  37.7% 0,62 [0.21, 1,83] LN
HOKUSAI 2013 5 109 3 99 134% 1.54 [0,386, 6,61] "
RECOVER I & 12013 6 159 7 152 30.7% 0.81[0.27, 2.47] L
Total (95% CI) 587 527 100.0% 0.77 [0.41, 1.44] ‘
Total events 19 22
Heterogeneity: Chi? = 1.40, df = 3 (P = 0.70); I = 0% l ? l l
Test f ll effect: Z = 0.81 (P = 0.42 001 0-1 ! 10 100
est for overall effect: Z = 0.81 (P = ) Favors DOA Favors comparator
B DOA Comparator Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M=H, Fixed, 95% CI M=H, Fixed, 95% CI
AMPLIFY 2013 11 a7 18 80 21.0% 0.50[0.22,1.13]
EINSTEIN-DVT 2010 17 18 14 88  17.6% 0.89[0.41, 1.82]
EINSTEIN-PE 2012 14 114 10 108 11.5% 1.37 [0,58, 3,24] ™
HOKUSAL 2013 20 109 25 99  2TA% 0.67 [0.34, 1,29] — T
RECOVER | & 1 2013 23 159 20 152 224% 1.12[0.59, 2.13] f
Total (95% CI) 587 527 100.0% 0,85 [0.62, 1.18]
Total events 85 a7
Heterogeneity: Chi* = 4.04, df = 4 (P = 0.40); I = 1% ‘ ’ ‘ ’
Test for overal effect: Z = 0,96 (P = 0,34) 0:01 0.1 ! 10 100
: ' " Favors DOA  Favors comparator

Figure
legend for expansion of abbreviations.

of DOA and major bleeding in patients with cancer. B, Use of DOA and clinically relevant bleeding in patients with cancer. See Figure 2

CHEST 2015
147:475-483
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— DVTIZH T ORELREABGEREDLLE -

ABziaf REBRBRD

H/RURT | Tpyzs YRHDE

_ 0.72 -13 /1,000
L W08 (gas-r1s) 491000 (95 )
=%

24 R M2 0.61 -29 /1,000

i 1,708 74/1,000

EREBER (0.42-0.9) / (-7, -43)
0.67 ~7/1.000

pasfiil 1,708 (0.33-1.36) 21/1,000 (14 +8)

(9t ACCP Guidelines. Chest 2012)



Cumulative incidence of recurrent VTE according to the entry diagnosis

JAVA Study

10%
% I n=1076
8% |
7% |
6%

Initial PE (with or without DVT)

% [ I_

Cumulative recurrence rate

4% 4,—’_,

3% _
Initial DVT alone P J

2% - -

% - 4 0 e !

0% - | |
-30 0 30 60 90 120 150 180 210 240 270 300 330 360 390

Days after VTE diagnosis

Symptomatic PE with or without DVT(—) or DVT alone (= = =). The risk of recurrence for patients with
initial diagnosis of PE (with and without DVT) was significantly higher than those with of isolated DVT

(cox-proportional hazard).
(Nakamura M, et al. Circ J 2014, 78)
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