Is it beneficial or harmful to
patients with PE to choose
DOACs instead of warfarin?
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DOACs are beneficial?




I Characteristics of DOACs
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Dabigatran : 80%
Rivaroxaban : 33%
Apixaban : 25%

EURAES + 12 hours Edoxaban : 35%

Chest 2012 141:e1205-e151S
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I DOACs2| A|7|® 8FF (first 3 to 6 months)

5-7 days ~ 21 days ~ 3 to 6 months

Parenteral

Parenteral
Edoxaban 60 mg vs 30 mg qd




I Net Clinical Benefit R
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I VTE recurrence & Rates of major or CRNMB in VTE studies

VTE recurrence (HR [95%Cl])

2

Major or CRNM bleeding (HR [95%Cl])
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I Safety (major bleeding, DOACs vs Warfarin)

Multicentre, population based, observational study
59 525 VTE patients (12 489 DOAC users; 47 036 warfarin users) with matched cohort

No of events/total
Centre DOAC Warfarin Hazard ratio
(95% ClI)
Alberta 24/1505 101/6590 ——
Manitoba S/363 8/1144
Ontario 74/2151 377/10476 —-
Quebec 140/2624 684/12 942 e
Saskatchewan S/582 29/1638 :
MarketScan 122/5264 408/14 276 =
Overall &
Test for heterogeneity: ¥?=5.05, P=0.41, 1’=1%
0.2 0.5 1 2 5
Favours Favours
DOAC warfarin

Weight Hazard ratio

(%) (95% Cl)

6.7 1.04 (0.67 to 1.61)
0.7 1.19(0.32to 4.47)
21.0 0.96(0.75t01.23)
38.3 1.01(0.84t01.21)
1.4 0.48(0.19t01.24)
31.9 0.80(0.66t00.98)

100.0 0.92(0.82t01.03)

BMJ 201735954323




I DOACs2| A|7|® 8%F (after 3 to 6 months ~ ) '

Dabigatran

Rivaroxaban

Apixaban

Edoxaban

150 mg bid

20 mg vs 10 mg qd

5 mg vs 2.5 mg bid

60mg vs 30mg qd (?)




I VTE recurrence & Rates of major or CRNMB in VTE studies

1 - Placebo controlled VTE

il extension studies of NOACs

VTE recurrence (HR (95%Cl])
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Adv Ther 2014,31:473-493




| Results of Apixaban vs Rivaroxaban [Extended]

« 20 mg rivaroxaban vs. aspirin, HR 0.34; 95% Cl 0.20 to 0.59
* 10 mg rivaroxaban vs. aspirin, HR 0.26; 95% Cl 0.14 to 0.47

* P<0.001 for both comparisons

Apixaban Rivaroxaban
A Symptomatic Recurrent VTE or VTE-Related Death A Fatal or Nonfatal Venous Thromboembolism
100 10 100 5.0+ 4.4%  aspirin 100mg
9 8.8% Placebo 904 457
8] 4.0
30 7 80+ 3.5
< ] 3
£ 6 £ 70 307
g g 237 o,
® g 54 3 60~ 2,04 1 .5 /0 Rivaroxaban, 20 mg
5 4 g 154
i £ 504 .
; . 1.7% :
2 . o £ i : "
g 40 2 ‘ R 054 1 .2% Rivaroxaban, 10 mg
E Apixaban, 2.5 mg E 2
14 o = i 00 T T T T T T T 1
3
] 0 Apixaban, 5 mg 1-7/0 v 1 30 60 90 120 150 180 210 240 270 300 330 367
20 U A R R R — 20+
0 4 5 6 7 & 9 10 11 12
10+
L e B e I T I I [ \ 1 0 T T T T T T T T T T T 1
0 1 2 3 6 7 8 9 10 11 12 1 30 60 90 120 150 180 210 240 270 300 330 367
Months Days
No. at Risk No. at Risk
Apixaban, 2.5 mg 840 836 825 818 533 Rivaroxaban, 20mg 1107 1102 1095 1090 1084 1079 997 876 872 860 794 718 0
Apixaban, 5 mg 813 807 799 791 513 Rivaroxaban, 10mg 1126 1124 1119 1118 1111 1109 1029 890 886 867 812 723 0
Placebo 326 796 768 43 471 Aspirin, 100 mg 1131 1121 1111 1103 1094 1088 1010 859 857 839 776 707 0

[Caution] Excluded for patients who required extended treatment with therapeutic doses of anticoagulant

agents

N Engl J Med 2013, 368: 699-708

N Engl J Med 2017:376(13):1211-1222




I Results of Apixaban vs Rivaroxaban [Extended]

B Major or Clinically Relevant Nonmajor Bleeding B Major Bleeding
100+ 104 100 0.7 0. 5 % Rivaroxaban, 20 mg
9 90+ 0.6
8 o,
304 304 0,54 0.4/0 Rivaroxaban, 10 mg
g a & 1 04 Aspirin, 100 mg
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0 : : : T : T : : T | 0 T T T T T T T T T T T T T T T 1
0 3 4 5 6 7 8 9 10 11 12 1 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480
Months Days
No. at Risk No. at Risk
Apixaban, 2.5 mg 340 786 759 737 354 Rivaroxaban, 20mg 1107 1081 1063 1048 1036 1024 963 818 801 780 712 642 449 10 0 0 0
Apixaban, 5 mg 811 751 716 689 331 Rivaroxaban, 10mg 1126 1103 1080 1070 1058 1046 983 823 812 790 733 653 469 8 0 0O 0
Placebo 823 749 687 651 298 Aspirin, 100 mg 1131 1096 1075 1058 1040 1023 970 800 791 768 709 645 445 5 2 2 0

N Engl J Med 2013, 368: 699-708

N Engl J Med 2017:376(13):1211-1222




I Body weight 2} Rivaroxaban o
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J Clin Pharmacol 2007;47(2):218-26




Edoxaban

Edoxaban
................ S
=ssseneni Sham INR :
Objectively confirmed i
venous thromboembolism
» Stratified randomization for |
- Pulmonary embalism/ i
deep vein thrombosis |
- Dose adjustment { INR
- Risk factors | L R
. : . Warfarin
Day 1-5 Day6-12 3 months 12 months
All patients receive initial heparin treatment for at least 5 days after randomization.
Edoxaban
-------- Placebo edoxaban - o > ol = o
Warfarin p S FAH 5 o[ F£0| £ 60 mg qd
-------- Placebo warfarin

Low-molecular-weight heparin

30 mg qd

J Thromb Haemost 2013:11(7):1287-94

« moderate renal impairment (30 < CrCL < 50 mL/min),

« body weight < 60 Kg, or

« concurrently receiving the P-gp inhibitors (Quinidine or

Verapamil).

N Engl J Med 2013:369(15):1406-15




I Edoxaban (first 3 to 6 months)

L SCH

Recurrent VTE, n(%)
Total, n(%)
30mg, n(%)

Major bleeding, n(%)
Total, n(%)
30mg, n(%)

CRNMB, n(%)

Total, n(%)

30mg, n(%)

130/4118 (3.2)

22/733 (3.0)

56/4118 (1.4)

11/733 (1.5)

349/4118 (8.5)

58/733 (7.9)

142/4122 (3.5) 0.89 (95% Cl 0.70-1.13)

30/719 (4.2) 0.73 (95% Cl 0.42-1.26)

66/4122 (1.6) 0.84 (95% Cl 0.59-1.21)

22/719 (3.1) 0.50 (95% Cl 0.24-1.03)

423/4122 (10.3) 0.81 (95% Cl 0.71-0.94)

92/719 (12.8)  0.62 (95% Cl 0.44-0.86)

N Engl J Med 2013:369(15):1406-15




I L-tube feeding 1 Warfarin

65/F PEG insertion

state
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Nutrition 2008:24:1048-1052




I L-tube feeding 1 Apixaban

A
1000 Treatments
888 Apixaban tablets 2 x 5 mg administered orally (n=13%)
5 OO0 Apixaban solution 10 mg (25 mLx 0.4 mg/mL})
E administered via oral syringe (n=13)
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&—8-® Apuaban soluton 5 mg (12.5 mlL x 0.4 mg/mlL)
1000 administered via oral syringe (n=21)
C—2-0 Apixaban solution 5 mg (12.5 mL x 0.4 mg/mL)
5 administered via MGT immediately followed
E by 60 mL of DLW via NGT (n=21)
£ 100y +—++ Apixaban solution 5 mg (12.5 mL x 0.4 mg/mL)
g administered via NGT immediately followed by
k= 60 mL of infant formula via NGT (n=21)
2
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Tablet vs Oral solution

Oral solution vs

Solution via NGT
(DW vs Infant formula)

Clin Ther 2015;37(8):1703-12




I L-tube feeding 1 Apixaban
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Time (h)

o8& Apixaban solution 5 mg {12.5 mL x 0.4 mg/mL) administered via oral syringe (n=20)
C-0-0 Apixaban soluton 5 mg {12.5 mLx 0.4 mg/mL) after Boost Plus® via NGT (n=20)
+—+—+ Apixaban 5 mg crushed tablet suspended in 60 mL DWW administered via NGT (n=21)

Oral solution vs
Solution via NGT vs
Crushed tablet (DW) via NGT

Alternative methods of
administering apixaban may be

useful in certain clinical situations.

Clin Ther 2015;37(8):1703-12
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I L-tube feeding 1} Dabigatran T

Zo|Atg

% The oral bioavailability of dabigatran etexilate increases
by 75% when the pellets are taken without the capsule

shell compared to the intact capsule formulation.

% PRADAXA capsules should therefore not be broken,

chewed, or opened before administration.

http.//www.accessdata.fda.gov/drugsatfda_docs/label/2013/022512s017/bl.pdf




l Rivaroxaban in fragile patients (VTE)

Recurrent VTE

L SCH

Major bleeding

Rivaroxaban Enoxaparin/VKA HR (95% CI)
N o n'N oy, Favors Favors
Rivaroxaban Enoxaparin
VKA

Monfragile 30/3342 09 3713337 1.1 —tt
Fragile 10/788 1.3 35779 4.5 — =

Age =75 years 8/655 1.2 28/624 4.5 ——

Creailmmf.- clearance 0.9 ] 11 .

<50 ml‘min

Body weight <50 kg 0/42 0.0 365 4.6 Nonestimable

| | 1
0.01 0.1 1 10

Thromb J 2013:11(1):21




l Rivaroxaban in elderly patients (VTE)

Recurrent VTE

A NOAC VKA
Drug Age n/N % . n/N % Hazard ratio
Rivaroxaban >75 15/656 229 23/627 3.67 ° 0.42
20 mg QD :
>65-75 | 16/888 1.80 19/914 2.08 @
<65 552606 211 53/2590 2.08
000 025 050 075 100 125 150 175 200 225 250 275
. . HR (95% Cl)
Major bleeding
. NOAC VKA
Drug Age n/N % n/N % Hazard ratio Int-P
Rivaroxaban >75 8/655 1.22 28/624 448 —e— 0.08
20mg QD
>65-75 13/883 1.48 : 20/913  2.19 @
<65  19/2592 073 | 24/2579 093 ®
. O.bO O.|25 0.150 0.175 1.00 1 .125 1 .ISO 1 ,[75 2.60
HR (95% CI)

Best Pract Res Clin Haematol 2013,26:215-224




l Perioperative management in DOACs

Recommended time to interrupt DOACs from last dose to anticipated
procedure based on renal function

Moderate bleeding risk 1day 1day

CrCl>80mL/min 1 day 1day
High bleeding risk 2days 2days

CrCl 50-80mL/min 3days 1day 2days 2days

CrCl 30-50 mL/min 4days 1day 3days 3days

CrCl 15-30 mL/min 5days 2days N/A 3days

Int J Cardiol 2016;202: 578-585




I In case of overdose of Rivaroxaban

X E 20mg 90Y S A4 ESXHoE H

= 1 SSHE XUt ACE | 12412
2 INR 2 7.38 O| ULt O{EA| Zl=olH EHNK?

Antidote ? 22 Reversal Agent?

Case Report

The X factor: Lack of bleeding after an acute apixaban overdose™

Scott M. Leikin, D.O.?, Hina Patel, Pharm DP, Katherine L. Welker, M.D.€, Jerrold B. Leikin, M.D. 9*

Am J Emerg Med 2017;35(5):801.e5-801.e6

Massive intoxication with rivaroxaban,
phenprocoumon, and diclofenac

A case report
Hella Pfeiffer, MD®", Larissa Herbst, MD®, Bernd Schwarze, PhD®, Reinhold Eckstein?, Volker Weisbach?

Medicine (Baltimore) 2016;95(44):e5343
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I In case of overdose of Rivaroxaban (ceiling effect)

)

A 80 - i
(A) —o— Rivaroxaban 30mg (A) —o— Rivaroxaban 30mg
—h R!varoxaban 40mg o _ —4— Rivaroxaban 40mg

"E . j Ellgi;);aban 50mg g _E —o— Rivaroxaban 50mg
£ g 60 4 c D — Placebo
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Time (h) Time (h)
(B) 80 1 ®— Rivaroxaban 30mg male (B) —&— Rivaroxaban 30mg male
—G— Rivaroxaban 30mg female —0— Rivaroxaban 30 mg female
—i— Rivaroxaban 40 mg male —— Rivaroxaban 40mg male
— —t— Rivaroxaban 40mg female —— Rivaroxaban 40mg female
60 - —=— Rivaroxaban 50mg male —&— Rivaroxaban 50mg male
—O— Rivaroxaban 50mg female —O- Rivaroxaban 50mg female
—— Placebo male —+— Placebo male
—— Placebo female — Placebo female

Inhibition of Factor Xa activity
(% change from baseline
Prolongation of prothrombin time
(x-fold compared with baseline)

0 4 8 12 16 20 24 28 32 36 0 4 8 12 16 20 24 28 32 36
Time (h) Time (h)

Curr Med Res Opin 2008:24(10):2757-65




I In case of overdose of Rivaroxaban (ceiling effect)

=

[According to the manufacturer] Rivaroxaban 2 & Z&A| ceiling effect(M & 21}

7t A0, atF |8 Aok dEsE U 2a7t Fetii2 50{L= Ao| ot 2l S4

T2l 2-3H] 0|2 ¢t 2= A2 E AN YUSLICl(600mg. & 30&x20mg=
a

HO| T EAIQO| 25HIHEQl 50mg HE S8AQ AT 5L ML ASH),
Al

DHOA 2 HHZE7[71 & 1247 = O|E £, daily PT level BAIE A|ASHA| LD Z
At BHAFSEA| 7| HEEHL|CEH E4AF elimination half life2] 2F 5-6H1Q! 60~72A1ZF 27} K|
™ Z 4 Rivaroxaban?| H{A0| Ct £|0], PT level 0] 43} 2 7t540| =0t £ ¢
L|C}.

% F/U Prothrombin Time (INR) level
7.38['17-03-06, 11am] 90Y £8 1247t &
— 3.97['17-03-06, 6pm] 18A|Zt
— 1.80['17-03-07, 8am] 32A|Zt
— 1.26['17-03-08, 8am] 56A|Zt

Job ok ot

AMEZ2LHEE case




I Drug Information in Korea (2|At2] H110j 2 A Q)

Renal impairment (eGFR)

Liver disease (Child Pugh Classification)

Dabigatran 150mg bid | [&7]] &5 AZO0l (CrCL<30mL/min)
Rivaroxaban 20mg qd | [MBEAH] MFOf (CrCl: 15-49mL/min)
Apixaban 5mg bid RMEFEA] 5F MZEO (CrCl 15-29mL/min),
Edoxaban 60mg qd | [271]1 &7| A& (CrCL<15mL/min) & AEEA

Dabigatran 150mg bid | [&7]] 70} £= HE0 S¢S 0|2 A= O dEl= 7t
. [271] Child Pugh B % C S0 A& XO= ojO[Y= =8 &4
Rivaroxaban 20mg qd | 3 oo ﬁ’é‘% e Ben ~ = <
Apixaban 5mg bid [MBEA] d5-FS5T UEOH(Child Pugh A ==& B)
[27]] HAS ROl 9 QA Oz ojn|Qle =3 o AT o
Edoxaban 60mg qd E,_T?_Pé!%,ﬂ%og C7,>_+7g0 = =




I [ 1 X} 2] Definition of dosing regimens in non-valvular AF

HO 2 VTE X| &2 8T 2SotA|H Lt un

Standard dose regimens P Reduced dose regimens

71520l

=7 LtO]

Dabigatran

Rivaroxaban

CrCl < 50 mL/min

Apixaban

sCr 21.5 mg/dL

weight <60kg age >80 years

Edoxaban

CrCl 30-50 mL/min

weight <60kg

Heart Rhythm 2016;13(12):2340-2347
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% M7|s ZO{ ( < GFR 30 ml/min)
< Zt7|'5 HOf (Child Pugh classcification C)

% PE, DVT 0[2] CH2 7|0 M3 YUEHE (1S

(=]
OL-. O1 2

40

st A2
- Mesenteric vein thrombosis (including portal vein thrombosis)

- Cerebral venous sinus thrombosis

o N2 EHUAHZOZ target range E FFHAM ZHolof sl= B

- ex) INR range 1.8-2.5
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Risk of bleeding with apixaban in patients with renal impairment

Apixaban reduces bleeding compared with conventional anticoagulants in

patients with mild, but not moderate-to-severe, renal impairment.

Apixaban vs control (placebo, aspirin, or conventional anticoagulants)
for major or clinically relevant nonmajor bleeding+

Population Number of Weighted At a median 0.17 to
trials (n) event rates 1.8 y of follow-up
Apixaban Control RRR NNT (ClI)
(95% ClI)
Mild renal 6(14034) 2.7% 3.4% 20% (4 to 34) 148 (87 to 736)
impairmentt
RRI (CI) NNH
Moderate-to- 6 (4999) 6.9% 6.8% 1% (—51 to 110) Mot
severe renal significant

impairment§

tAbbreviations defined in Glossary. RRR, RRI, NNT, and Cl calculated from risk ratios and control
event rates in article using fixed-effect (mild renal impairment) or random-effects (moderate-to-
severe renal impairment) models.

H+Cockcroft-Gault equation creatinine clearance 50 to 80 mL/min.

§Cockecroft-Gault equation creatinine clearance < 50 mL/min.

Ann Intern Med 2015;162(8):)C3




therapeutic range /

(Time in Therapeutic Range (TTR) h

J

I etutzlo] &M ta| I 78I (Rosendaal linear interpolation)
INR y=ax + b
a = (18-3.2)/(8-1) = -0.2
b=y-ax=18-(-02x8) =34
32 | = -0.2 x + 3.4
3.0
28 = (days within
2.6 total days) x 100
4 = 6/8 x 100 = 75%
2.2 L\/
2.0
1.8

T 2

Thromb Haemost 1993,69(3):236-239

Time
(day)




I Influence the quality of OAC management on clinical outcomes (VTE)

100 5
= \ﬁ—m_‘_
= 95 +
= —
L=
[
3 90
S
g 85 - P<0-001
2 HR = 2.8 (95% Cl 1.9-4.3)
w
= 80 -
e
5
2 75
S —— ITTR <45% .
£ L5 ——— ITTR 45—65% The two highest
= Y ITTR > 65%
-~ /( quartiles (65-80%
@
— 0 T T T T T 1
= 0 a 12 18 24 30 and 80-100%) were
Follow-up time in months combined.

The risk of recurrent thromboembolism was related to the total time at which

INR values were below the target range in individual patients, rather than

incidental low INR values.

Br J Haematol 2005,128:513-9




RR of the composite of recurrent thromboembolism and major bIeedinE’=T

for time within therapeutic range (reference group > 65%)

ITTR < 45%

ITTR 45—65%

Malignancy

Age >55years

Male sex

Indication DVT

0-5

I L 2 |
- |
; @ |
} L |
L {
T |
1-0 15 2-0 25 3-0 3-5 4-0 4-5 50
Relative risks with 95% confidence intervals

Both iTTR and malignancy

were strong independent predictors of clinical outcome.

Br J Haematol 2005;128:513-9




I TTR and Time to risk of adverse events [ACTIVE-W]

Patients per TTR Quartile Clopidogrel+ASA vs
(Low to High), n Clopidogrel+Aspirin 0AC 0AC
Country 1 2 3 4 Mean TTR Events %ly Events %/y RR 95% Cl P
South Africa 55 43 0 0 46.3 5 8.42 8 14.94 0.57 0.19-1.75 0.33
Brazil 188 25 25 8 471 13 9.38 14 9.43 1.01 0.47-2.15 0.98
Russia 188 28 0 41 53.4 13 7.92 7 4.16 1.88 0.75-4.70 0.18
Poland 313 224 86 18 55.3 18 4.71 19 4.94 0.95 0.50-1.81 0.87
Belgium 4 128 9 0 58.7 11 11.91 6 6.72 1.81 0.67-4.90 0.24
United States 135 460 363 116 62.9 59 8.02 48 6.6 1.25 0.85-1.83 0.26
Netherlands 65 98 163 49 64.0 15 6.65 7 3.17 2.12 0.86-5.20 0.10
Argentina 40 79 76 106 64.5 10 6.02 10 5.9 1.03 0.43-2.48 0.94
Czech Republic 11 110 64 48 66.8 467 5 3.32 1.45 0.46-4.56 0.53
Italy 23 15 107 21 67.2 7.46 4 3.83 1.94 0.59-6.46 0.28
Canada 45 259 480 316 68.5 61 8.94 34 4.89 1.88 1.23-2.86 0.003
Germany 0 149 261 171 69.3 22 5.82 15 3.95 1.51 0.78-2.90 0.22
Australia 5 12 54 145 745 18 12.92 5 3.76 3.60 1.34-9.71 0.01
United Kingdom 2 34 59 199 74.8 12 7.03 7 3.97 1.79 0.71-4.55 0.22
Sweden 0 0 28 96 77.8 1 14.42 4 5.33 2.86 0.91-8.97 0.07

ASA indicates acetylsalicylic acid; RR, relative risk. Rows are ordered by mean TTR.

Circulation 2008;118:2029-37




I Warfarin dosing algorithm (Maintenance)(INR 2.0-3.0)

<15 Increase weekly dose by 15% ; repeat INR in 7-14 days
151 - 1.99 If falling or low on two or more occasions, increase weekly dose
. . by 10% ; repeat INR in 7 - 14 days
2.00 - 3.00 No change
301 - 3.99 If rising or high on two or more occasions, decrease weekly dose
' ' by 10% ; repeat INR in 7 - 14 days.
4.00 - 4.99 Hold for 1 day |
; decrease weekly dose by 10% ; repeat INR in 7-14 days.

J Thromb Haemost 2010; 8: 1071-6




I Management with warfarin (example)

Date 2 MR | BBlEl o Tue wed | Thu | Fri | Sat |Sun | MESKel | prg g 2apee % Chanse of
eolz-01-08 | 2 [Q] 1.27 2 4 4 = 20 3 | 2012-01-09 am
zolz-01-03 & [Q] 1.9 = s |z |s|z2[a]z]3za 36 4 2012-01-13 B
zolz-01-13 | 2 [Q] =238 = BEEEEEEEREEE 36 7 | 2012-01-20 o
eolz-01-20 | 2 [Q] 4.8 2 2 2z 2 2z |3 =2z | =2 30 6  2012-01-26 17
zotz-01-26 | 2 [Q] 1.58 = 2| a|la2|alz]=z]-2 24 7 | 2012-02-02 13
zotz-0z-02 | 2 [Q] 34 = 2 0z =z =z |2 =z | =2 a0 7 | 2012-02-09 —12
zo1z-0z-11 | £ |[@] 232 z 2 [ a|l2]2z2]z]2=2 a0 12 | 2012-02-24 o
zolz-0z-23 | 2 [Q] 237 = =z =2z 2z |2 =2z | =2 a0 28 | 2012-03-22 o
eolz-03-22 | 2 [Q] 314 = s |z 222212 25 28 | 2012-04-19 -7
zoiz-04-19 | 2 [Q] =218 = =z 2z 2z |2 =2z | =2 28 28 | 2012-05-17 o
zo1z-05-17 | =2 [Q] 212 = 2 |z a2]z22]z1]-2 25 28 | 2012-06-14 o
eolz-06-14 | 2 [Q] 1.98 o 2 2 2 a2 =2 | 2 an 55 | 2012-07-12 7
zolz-07-12 | 2 [Q] 204 = 2 |z 2]alz]z]-2 a0 28 | 2012-08-09 o
zolz-08-09 | 2 [Q] 248 = 2 0z =z 3 |2 =z | =2 a0 I35 | 2012-09-13 o
eoiz-09-13 | 2 [Q] =23 = 2 | 2|2 ]alz]z2]-2 a0 35 | 2012-10-18 o

Continue ....
2016-12-26 | & [Q] 275 = 2 (1l z]2]1]2]1 22 56 2017-02-20 0
2017-02-20 | & [Q] 243 2 2 1z oz 12 2 56 2017-04-17 0
2017-04-19 | % [Q] 26 = ol 1 221 ] 2] o2 63 2017-06-21 0
2017-06-21 | % |[Q] =258 = 2 1 2z 2 12 o2 56 2017-08-16 0
2017-08-16 | % [Q] 207 2 2 |1 |22 |[1]2]1 22 B3 2017-10-18 0
z017-10-18 | % |[Q] 208 = 2 1 2z 2 12 o2 56 2017-12-13 0




I Frequency of INR monitoring

b)

us
Canada
France
Italy

Spain

0%

'—

Time to next INR when last INR in range 2.0-3.0 i
a) Time to next INR (days) when last INR < 1.5 k
c) Time to next INR (days) when last INR >3.5
usl™ Days to next INR: o014 [@E15-28 W29+
s g e
Canada| 4
| canada &7 IRNNEIN  [E
France| )
| France 5 = -
Italy*|
 ttaly G B
Spain*| | )
v Spain| < I -
" S v 0% 10% 20% 30% 40% 50% 60% 70% B0%  90%  100%
'—
% of tests

J Thromb Thrombolysis 2007;23:83-91




I Frequency of monitoring and Quality of OAC

Percent of time

55%

;

45%

40% -

35%

P for trend < 0.0005

et 8 s

8-14 22-28 29-3 -
Days Days Days Days Days Days 42 Days
Average number of days between INR measurements

Thromb Res 2007;120:201-206
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I Dietary intake of vitamin K in unstable vs stable control of OAC s
~ 300
o)
= 250 -
2 T 76+40ug
£ 200 -
v 150 - —a— Stables
2 T I I Unstables
g 100 - I T
=
=
0
£

n
= =
1

i3
&N
—
oo}

15

Daily supplementation with oral vitamin K in unstable patients could

lead to a more stable anticoagulation response to warfarin.

Thromb Haemost 2005; 93:872-5




Rifampicin
start

50

100

150

Weekly dose of warfarin (mg)

120

90

200

60

30

250 300
Time (days)




= __scH
S 1 e
Rifampicin 600mg (2014.01.25.~ 10.20.)

@ Weekly dose (mg) @ INR Outpatient management only
95&¢ 95
20 7.59
7.2
80
75
70 70 70
65 65 65 65 65
60
4.72
04.43
4.28
50 4
3.0 3

2.7 35
A 8 -6 2.58 P8OV 30 2 ) 0 2.51
2.0 . 2,19 28
1.69 4 1.69 1.8 5 1.65 0% 20
- 1.38
3 1.09 - 1.04

@2345678910111213141516171820212223242526@

2014.02.07. 2014.10.20. 2015.03.25.




DOACs are harmful?




I Unmet Clinical Needs (hematuria)

83/F, Chronic cystitis with foley catheter

57/F, Ovarian ca with ureter invasion




l Distribution of patients with hematuria according to etiology

960°0L

INR > 4

urological etiology-30,0%

%00 P

%0'S

14 -

12

10

INR < 4

urological etiology - 55,6%

%6L

%EE’

Malignant etiology, Total - 33,95%
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Cent European J Urol 2015,68(3):330-3







