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Ung thw c6 lién quan dé‘n tin,h trang tang déng mau:
Cac con duwong duwoc dé xuat trong sinh bénh hoc CAT
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Ay C et al, Thromb Haemost 2017;117:219-230



Nguy co VTE thay dbi theo dién tién tw nhién cda bénh ung thw!-2
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Overall, incidence rate of VTE is:
5.8 (95 % CI 5.7-6.0) per 100 patient-years?3

1. Lyman GH, Cancer 2011;117:1334-1349; 2. Rao MV et al, Who's at risk for thrombosis? In: Cancer-associated thrombosis: new findings in translational science, prevention, and
treatment. New York: Informa Healthcare; 2007:1691-1692; 3. Cohen AT et al, Thromb Haemost 2017;117:57-65 3



Huyét khdi do ung thw (CAT) Iam gidm tién lwong sbng

CAT is related to a 30gfold increased risk of death

Exposure Patie) Mortalitv ner 100 HR (95% CI)

None

“You don't die of a tumor right away

o but do of a pulmonary embolism.”

Cancer only

Cancer and VT

Timp JF et al, Blood 2013;122:1712-1723



Thach thirc khi diéu tri khang déng cho bénh nhan VTE c6 ung thw

Ung thw lam gia tang nguy co tai phat VTE ciing nhw nguy cor chay mau nang khi dung khang déong.

Tai phat VTE
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*Defined as overt and associated with either a decrease in the haemoglobin level (at least 2.0 g/dl) or the need for transfusion (=2 units of blood), if it was retroperitoneal or intracranial, or if the treatment had to be discontinued permanently

Prandoni P et al, Blood 2002;100:3484-3488



Tiép can diéu tri va dw phong cho BN ung thw cé VTE
nhw thé nao?




ACCP 2016 Guidelines:
Acute Treatment and Secondary Prevention of VTE

ACCP recommendation Grade of recommendation

Initial anticoagulation

Acute DVT or haemodynamically NOAC preferred to LMWH/VKA 2B
stable PE and no cancer LMWH/VKA preferred to LMWH alone 2C
PE with hypotension Thrombolytic therapy (systemic rather than 2B (2C)
catheter-directed unless bleeding risk is high)
I DVT or PE with cancer LMWH suggested over NOAC or VKA 2C
Duration of anticoagulant therapy
Proximal DVT or PE 3 months recommended over shorter duration 1B
First proximal DVT or PE provoked by 3 months 1B (2B if low/moderate
surgery or other transient risk factor bleeding risk; 1B if high)
Unprovoked DVT or PE Extended therapy if bleeding risk is 2B
low/moderate
3 months if bleeding risk is high 1B
DVT or PE associated with Extended therapy recommended over 3 months’ 1B

active cancer therapy (2B if high bleeding risk)

Kearon C et al. Chest 2016:149:315-352



Can nhac khi lwa chon khang déng trén BN CAT

VKAs ¢6 ctra sb didu tri hep

Nquy cg tac mach, Nauy co chdy mau

Bén canh tinh thuan
tién, liéu NOAC c6 hiéu
qua va an toan trén BN

ung thw c6 VTE?

S

dwong tidu hoa

ViCAy

Céc dac diém thuan loi clia khang déng cé y nghia trén BN ung thw vén thwdng phai st dung
cung luc nhiéu thubc va cac diéu trj hd tro

1. Prins M et al, Lancet Haematol 2014;1:e€37—-e46; 2. Lee AYY et al, N Engl J Med 2003;349:146-153; 3. Lee AYY et al, JAMA 2015:341:677-686;
4. Alk EA et al, Cochrane Database Rev 2014;7:CD006650; 5. Cohen ATC et al, Thromb J 2018;16:21; 6. Young A et al, J Clin Oncol 2018;36:2017—2023;
7. Raskob GE et al, N Engl J Med 2018;378:615-624; 8. Riva N et al, Blood Transfus 2015;13:181-183 8



Bén canh tinh thuan tién, liéu NOAC c6 hiéu qua va an
toan trén BN ung thw co VTE?




SELECT-D: Nghién ctru pha lll Rivaroxaban vs Dalteparin?-?

[Study design: Prospective, randomized, open-label, multicentre pilot study J

Rivaroxaban* 15 mg bid for 21 days followed by 20 mg od

A 4

—_——— e = Y e

Study population:
Active cancer with

symptomatic DVT

and/or symptomatic =%
or incidental PE

ECOG PS =2
\ / Dalteparin 200 1U/kg daily for the first 30 days followed by 150 IU/kg daily

*A dose reduction or discontinuation was specified for different levels of renal impairment; #the second randomization phase for extended treatment of VTE from 6 to 12 months for
patients with PE as an index event or patients with residual DVT at 5-month assessment was closed due to low recruitment. Required sample size reduced from 530 to 400 patients for
main trial comparison (95% CI for VTE recurrence + 4.5%)

1. Young A et al, Thromb Res 2016;140:S172-S173; 2. Young A et al, J Clin Oncol 2018;36:2017-2023 10



Select-D: Outcomes, Inclusion and Exclusion Criteria

Primary outcome

¢ To assess VTE recurrence rates*
(including symptomatic VTE and
incidental PE)

Key secondary outcomes
¢ Major bleeding and clinically relevant
non-major bleeding”

¢ Feasibility to evaluate extended
anticoagulation treatment beyond 6
months in selected patients

¢ Acceptability and compliance
Treatment satisfaction (ACTS)

¢ QoL (EuroQol [EQ-5D-5L] and SF36®
health survey questionnaire)

4

*Investigator-reported recurrent VTE; #all bleeding outcomes were independently adjudicated; *recommended levels: haemoglobin >100 g/l, white cell count >2x109/1, platelets >100x1091; Sliver enzymes <3 x ULN; CrCl 230 mi/min; fithis can be extended to 96 h.

if required; **other than ASA <75 mg daily; *control of blood pressure using anti-hypertensive drugs is permitted
Young A et al, Thromb Res 2016;140:S172-S173; EudraCT number: 2012-005589-37; Bach M et al, Thromb Haemost 2016;116:5S24-S32

Key inclusion criteria

L 4
*

L 4
L 4
L 4

Active cancer

Objectively confirmed VTE (symptomatic
lower extremity proximal DVT or
symptomatic/incidental PE)

ECOG performance status score <2
Adequate haematological function*
Adequate renal and hepatic function$

4

L K IR IR R R 2

Key exclusion criteria

>72 hours’ pretreatment with anticoagulant
prior to randomizationf

Previous history of VTE

Requirement for antiplatelet therapy**
Bacterial endocarditis

SBP >180 mmHg or DBP >110 mmHg™
Bodyweight <40 kg at time of VTE
Contraindications according to EU label

11



Select-D: Patients Baseline Characteristics

Baseline characteristics Primary tumour type
Rivaroxaban Dalteparin Tumour type, % Rivaroxaban Dalteparin
(n=203) (n=203) (n=203) (n=203)
Age, years, median 67 (22-87) 67 (34-87) Colorectal 27 23
(ETER) Lung 11 12
0,
Gender male, % 54 48 Breast 9 10
1 o
Metastatic cancer, % 59 59 Ovarian 5 9
ECOG performance Pancreatic 9 5
status, %
Oor1 72 76 Lymphoma 5 6
2 26 21
Oesophageal/
5 9
gastro-oesophageal
Qualifying VTE, %
Symptomatic VTE 46 48 Prostate 6 3
Incidental PE 54 52 Bladder 5 2
Other 18 21

12

Young A et al, ASH 2017: Abstract 625; Available at: http://www.clinicaltrialresults.org/



Rivaroxaban dw phong hiéu qua tai phat VTE ma khdng tdng nguy co xuat huyét

SELECT-D, patients with CAT (N=406)

HR 0.43
(95% CI 0.19-0.99)

11
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. HR 1.83
(95% Cl 0.68-4.96)

6

6-month event rate (%)

Decrease in VTE
recurrence

VTE recurrence  Major bleeding Fatal bleeding*

mLMWH mRivaroxaban

*One fatal bleeding event in each arm.
Young A et al. J Clin Oncol 2018;36:2017—2023. 1 3



Hokusai-VTE-Cancer: Edoxaban'-

Muc tiéu: danh gia hiéu qua va an toan cua edoxaban (sau 25 ngay dung LMWH) so v&i dalteparin
trong diéu tri VTE trén BN ung thu”

Edoxaban
\ LMWH 60 mg od* _
1 1 ”1
Lo i
Study population: i ! : i
. . - 1 Day 25 1
Patients with cancer ! : :
and acute VTE# i : i
7 i i i
! |
] H »|
i Dalteparin ! Dalteparin i
I 200 IU/Kg 1 150 1U/kg I
Short design: Multinational, prospective, randomized, Day 0 Da;, 30 12 months

open-label, blinded endpoint (PROBE), non-inferiority trial

*Cancer must be other than basal-cell or squamous cell carcinoma of the skin, be active or diagnosed within 2 years prior to randomization and objectively confirmed. Active cancer
was defined as any of the following: diagnosis of cancer within the past 6 months; recurrent, regionally advanced or metastatic disease; currently receiving treatment or having
received any treatment for cancer during the 6 months prior to randomization; or a haematological malignancy not in complete remission; *incidental proximal lower extremity DVT or
symptomatic or incidental PE or both; ¥dose adjustment to 30 mg od in patients with a body weight <60 kg or CrCl 30—50 ml/min, or concomitant use of P-glycoprotein inhibitors

1. Daiichi Sankyo, Inc. https://clinicaltrials.gov/ct2/show/NCT02073682 [accessed 09 Dec 2019]; 2. van Es et al, Thromb Haemostat 2015;114;1268-1276; 3. Raskob et al, N Engl J
Med 2018;378:615-624 14



Hokusai-VTE-Cance(: So v&i Dalteparin, BN dung edoxaban cé ty 1& tai phat thap
hon nhwng xuat huyét ndng cao hon

25 - .
m Dalteparin (n=524) m Edoxaban (n=522)
9 HR20.97 HR=1.38
- =0 % Cl 0.98-1.94
‘g 20 1 (95% CI 0.70-1.36) HR=0.71 (95% C 2898 4)
S p=0.006" (95% Cl 0.48-1.06)
S ns _ 14,6
o 15 1 13,5 HR=1.77 ’
= 12,8 (95% CI 1.03-3.04)
g 11,3 p=0.04 11,1
S 40 - —_—
§ 6,9
e
- 5 i
0 i

Recurrent VTE or Recurrent VTE Major bleedin#g CRNM bleeding
major bleeding*

*Primary outcome with p-value for non-inferiority; #there was one fatal bleeding event in the dalteparin arm, 0 in the edoxaban arm

Raskob GE et al, N Engl J Med 2018;378:615-624



D liéu st c{ung NOAC diéu tri CAT
trong thwc té lam sang




Recurrent VTE

Major bleeding

Téng hop cac nghién cliru cla khang déng trén BN CAT
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Results reported during ~6 months follow-up period with the expectation of the Hokusai-VTE-Cancer study and the XALIA study which had 12 month observation periods

Data should be interpreted with caution due to different types of studies. No cross study comparison intended

1. Lee AYY et al, N Engl J Med 2003;349:146-153; 2. Lee AYY et al, JAMA 2015;314.677-686; 3. Raskob et al, N Engl J Med 20

8;378:615-624; 4. Young A et al, J Clin Oncol 2018;36:2017-2023; 5. Ageno

W et al, TH Open 2017;1:e33—e42; 6. Wysokinski WE et al, Am J Hematol 2019;94:1185-1192; 7. Khorana AA et al, ASH 2017: Abstract 4631; 8. Streiff MB et al, Am J Hematol 2018;93:664—671; 9. Mantha S

et al, J Thromb Thrombolysis 2017;43:166—171; 10. Hummert SE et al, ASCO 2017: Abstract e18268; 11. Nicklaus MD et al, J O
Blood Transfus 2017;34:530-534; 13. Kohn CG et al, Natl Compr Canc Netw 2018;16:491-497; 14. Sggaard M et al, Cancer Med

col Pharm Pract 2017;24:185-189; 12. Chaudhury A et al, Indian J Hematol
2019;8:1044-1053; 15. Maraveyas A et al, ASH. 2019, Poster 2161
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RESEARCH ARTICLE WILEY s

Effectiveness and safety of anticoagulants for the treatment of
venous thromboembolism in patients with cancer

» Humana database: January 2007 to June 2015

» Total 2428 newly diagnosed cancer patients: 1061 treated with warfarin,
707 with rivaroxaban, and 660 with LMWH.

» Median duration of therapy with LMWH (1.0 month) was shorter than for
rivaroxaban (3.0 months) and warfarin (3.5 months)

*Data to 6 months only. Humana Database from January 2007 to June 2015; N=2428 newly diagnosed cancer patients with VTE (rivaroxaban n=707; LMWH n=660).

Streiff MB et al. Am J Hematol 2018;93:664-671. . 1 g
RWE: Real-World Evidenc



D@ liéu thwe té 1am sang cho thay hiéu qué va an toan cla rivaroxaban

30—
S
- LMWH 17.1% 0 Recurrent VTE
e , ! o LMWH 22.2%
o 20- Rivaroxaban 13.2% | ' Rivaroxaban 16.5% LMWH
® p=0.0597 1 ) p=0.0297 —— Rivaroxaban
£ I :
3 , :
o _ i ! Major bleeding*
c 10 ! '
S , ! —— LMWH
= 4 LMWH 8.3% ! —— Rivaroxaban
o ' Rivaroxaban 8.2% !
' p=0.9170 !
0 | |
0 6 12

Time (months)

*Data to 6 months only. Humana Database from January 2007 to June 2015; N=2428 newly diagnosed cancer patients with VTE (rivaroxaban n=707; LMWH n=660).
Streiff MB et al. Am J Hematol 2018;93:664—-671.



mTrung binh, khi thay thé LMWH bang rivaroxaban, ct¢ 18 BN sé& c6 thém 1 BN
dwoc bao vé khai tai phat VTE

Number needed to treat (NNT) to prevent one event

TM 7@ 7@ O

versus LMWH

/’T/"* /"@ /"* /"* over 1 year

Streiff MB et al. Am J Hematol 2018:93:664—671. ARR=(Controleventrate)—-(Experimentaleventrate)ARR=0.222-0.165=0.057 20
NNT=1/ARR=1/0.057=17.5



m Mayo Thrombophilia Clinic: Rivaroxaban, Apixaban or LMWH for the

Treatment of CAT
Phwong phap Cancer characteristics at baselinet
& BN CAT* cap dwoc chon tir Scenario,n  Rivaroxaban Apixaba LMWH
01/3/2013 dén 30/01/2018 (%) (n=163)  n(n=224) (n=363)
# BN dung rivaroxaban, apixaban hay “hemotherap 103 (64.0) 618510 (B8]
LMWH# trong vong 14 ngay dau tién _ (98.0)
sau khi duoc chan dodn. va hoan tat Metastatic 86 (56.2) 119 (58.3) 209 (64.9)
>3 thang dung khang déng OREINE SEE
Mean+SD  -0.4#1.20 -0.4+1.20 -0.6%1.15
Median 0.0 0.0 -1.0
(range) (-2.0,2.0)  (-2.0, (-2.0,2.0)
3.0)

*Active cancer was defined as any evidence of cancer on computerized tomography or positron emission tomography imaging, cancer-related surgery, chemotherapy or radiation
therapy within the past 6 months or haematological cancer that was not in complete remission; *anticoagulant selection based on patient characteristics (ability to take medication once
or twice a day, renal function); *no significant differences between treatment arms

Wysokinski WE et al, Am J Hematol 2019:94:1185-1192 21



mMayo Thrombophilia Clinic: Rivaroxaban, Apixaban or LMWH for the

Treatment of CAT

Rivaroxaban giam ty Ié tir vong nhiéu hon LMWH va apixaban

@Rivaroxaban (n=163)
® LMWH (n=363)

B 0 (o))
o o o
J

Rate per 100 patient-years (%)
w
o

20
10
0
Recurrent Major CRNM
VTE bleeding  bleeding

u Apixaban (n=224)

55’753,8

Mortality

Recurrent
VTE

Major
bleeding

CRNM
bleeding

Mortality

Apixaban vs Rivaroxaban
rivaroxaban vs LMWH
HR (95% CI); p-value

1.31 (0.51- 0.85 (0.36—
3.36); 0.57 2.06); 0.73
0.73 (0.32—- 1.23 (0.61-
1.66); 0.45 2.50); 0.57
0.31 (0.11- 2.84 (1.24—
0.91); 0.03 6.50); 0.01
1.67 (1.20— 0.73 (0.56—
2.33); 0.002 0.96); 0.03

The most common sites of bleeding were the gastrointestinal and genitourinary tract. Three patients treated with apixaban and two with enoxaparin died because of intracranial
bleeding to the tumour. There were no known deaths from VTE recurrence

Wysokinski WE et al, Am J Hematol 2019;94:1185—-1192

CRNM: clinical relevant non major bleeding

22



Rivaroxaban gidm ty 1& t& vong nhiéu hon so véi LMWH

Mortality in patients with CAT
1.0 4
— LMWH —
e\_°, Rivaroxaban
o 08—
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0.0— T T T 1
0.0 0.5 1.0 1.5 2.0
Time (years)
Rivaroxaban 163 70 30
LMWH 363 94 34

Wysokinski WE et al. Am J Hematol 2019;94:1185-1192.

Lower mortality compared
with LMWH

HR 0.73
(95% CI 0.56-0.96)

VTE recurrence and

major bleeding were
similar in both arms

23



Cap nhat cac guidelines m&i nhat vé diéu tri CAT




Cap nhat cac khuyén cao méi nhat vé diéu tri CAT

ISTH SSC 2018

NOACs (edoxaban va
rivaroxaban) va LMWH
la cac thubc dwoc lya

ASCO 20192

Khé&i dau khang déng (5-10
ngay dau tién): LMWH hay
rivaroxaban

ITAC 20193

Khéi dau khang dong (5-
10 ngay dau tién): LMWH,
rivaroxaban (ngay tr ngay

NCCN 20194

Liét ké cac don tri
liéu hay phdi hop
diéu tri bao gdm

ESC 2019°

Piéu tri dai han cac BN
PE kém ung thuw (<6
thang): LMWH dwoc wu

3 i@ tién hon VKAs
chon Dai han (<6 thang): LMWH, dau t|e|.'1) r‘lay edoxabe‘m e_doxaban, ‘
. . sau khi dung =5 ngay | rivaroxaban va | Edoxaban hay
Lwa Lwa chon phu thudc vao | edoxaban hay rivaroxaban . N . . - .

’ B oY < | khang dong chich apixaban rivaroxaban nén duoc
chon | nguy co xuat huyet | (VKAs co thé dung thay thé can  nhic tha thé
khang | (L(MWH dwoc wu tién |cho diéu tri dai han néu | Dai han (<6 thang): LMWH LMWH, nhung ph)éi than
dong | trén cac BN c6 nguy co | LMWH/NOACs khéng co | hay NOACs (hién nay, chi trong t’rén cac BN uﬁg

xuét huyét cao) va kha | sén) c6 bang chirng cho thu dwong tiéu héa vi co
nang co twong tac gitra ) edoxaban va rivaroxaban 5 4 &
céc?huéc st dgung ’ I g2 ) (EO U ) rd]’gqy CC:’. “tar;?' st nvet

' LMWH, edoxaban hay |Diéu tri mé& roéng (26 tong tieu hoa

rivaroxaban hay VKAs thang): LMWH hay NOACs
Khéng c6 khuyén céo | Diéu tri mé rong trén 6 thang | LMWH hay NOACs nén | Khong c6 khuyén | Biéu tri m& rong nén
Thei | chinh thire c6 thé can nhac trén cac | dung it nhat 6 thang, sau | céo chinh thirc dwoc can nhac trong
gian bénh nhan dang méc ung | d6 viéc ngung hay tiép tuc mot thoi gian khong xac
didu thw dung thuéc khang dong dinh hay dén khi ung thw

tri

nén duwgc danh gia trén
tirng bénh nhan cu thé

dwoc chiva khoi

1. Khorana AA et al, J Thromb Haemost 2018;16:1891-1894; 2. Key NS et al, J Clin Oncol 2019; doi:10.1200/JC0.19.01461; 3. Farge D et al, Lancet Oncol 2019;20:e566—-e581;

4. NCCN guidelines v. 1. 2019. https://www.nccn.org/store/login/login.aspx?ReturnURL=https://www.nccn.org/professionals/physician_gls/pdf/vte.pdf [accessed 23 Oct 2019];
5. Konstantinides SV et al. Eur Heart J 2019:40:3453-3455
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2019 ESC Guidelines for the Management of PE: Patients with
Active Cancer (1)

¢ What's changed? The 2014 guidelines recommended that weight-adjusted subcutaneous
LMWH be considered for the first 3—-6 months in patients with cancer and PE"

e NOACs were not listed as antithrombotic therapeutic options for the treatment of PE in patients with
cancer

2019 recommendations for the regimen and the duration of Class of Level of

anticoagulation after PE in patients with active cancer? recommendation evidence
For patients with PE and cancer, weight-adjusted subcutaneous LMWH lla A
should be considered for the first 6 months over VKAs

Edoxaban should be considered as an alternative to weight-adjusted lla

subcutaneous LMWH in patients without gastrointestinal cancer

Rivaroxaban should be considered as an alternative to weight-

adjusted subcutaneous LMWH in patients without gastrointestinal lla C

cancer

The difference in grading of the level of evidence for edoxaban and rivaroxaban was based

on the trial design (phase lll vs pilot) and size of the respective trial populations
1. Konstantinides SV et al, Eur Heart J 2014;35:3033-3069; 2. Konstantinides SV et al, Eur Heart J 2019:40:3453—-3455



2019 ESC Guidelines for the Management of PE: Patients with
Active Cancer (2)

¢ What's changed? The 2014 guidelines recommended that extended anticoagulation
(beyond the first 3—6 months) be considered for an indefinite period or until the cancer
is cured in patients with PE and cancer (Class lla, Level C)'

2019 recommendations for the regimen and the duration of Class of Level of

anticoagulation after PE in patients with active cancer? recommendation evidence

For patients with PE and cancer, extended anticoagulation (beyond
the first 6 months) should be considered for an indefinite period or lla
until the cancer is cured

In patients with cancer, management of incidental PE in the same
manner as symptomatic PE should be considered, if it involves
segmental or more proximal branches, multiple subsegmental lla

vessels, or a single subsegmental vessel in association with proven
DVT

1. Konstantinides SV et al, Eur Heart J 2014;35:3033-3069; 2. Konstantinides SV et al, Eur Heart J 2019:40:3453-3455 27



2019 ASCO Guidelines Update for the Treatment of VTE in Patients
with Cancer

Initial anticoagulation Extended anticoagulation

(510 days) (26 months)

¢ LMWH, edoxaban or ¢ LMWH, NOACs or VKAs

¢ Initial anticoagulation

may involve LMWH, UFH,
fondaparinux or
rivaroxaban

LMWH is preferred over
UFH for the initial 5-10
days of anticoagulation for
the patient with cancer with
newly diagnosed VTE who
does not have severe renal
impairment (defined as
CrCl <30 ml/min)

Key NS et al, J Clin Oncol 2019; doi:10.1200/JC0.19.01461

rivaroxaban for at least
6 months is preferred
because of their improved
efficacy over VKAs

VKAs are an acceptable
alternative for long-term
therapy if LMWH or
NOACSs are not available

Changes from previous recommendations: rivaroxaban and edoxaban have been added as options for VTE treatment
*Such as those with metastatic disease or receiving chemotherapy

for extended
anticoagulation beyond
6 months may be
considered for selected
patients* with active
cancer

ASCO, American Society of Clinical Oncology 28



2019 ITAC Guidelines for the Treatment of VTE in Patients with

Cancer

Initial anticoagulation

(510 days)

¢ LMWH when CrCl is
230 ml/min

¢ Rivaroxaban in patients
who do not have a high risk
of Gl or GU bleeding and
have a CrCl 230 mi/min

¢ Edoxaban (following
=5 days of parenteral

anticoagulation) in patients
who do not have a high risk
of Gl or GU bleeding and
have a CrCl 230 ml/min

¢ (All Grade 1B)

¢ LMWH is preferred over

VKAs when CrCl is
=230 ml/min (Grade 1A)

NOACSs are recommended
when CrCl is 230 ml/min in
the absence of strong DDlIs
or Gl absorption
impairment (Grade 1A)*

Use caution in patients
with Gl tract
malignancies, especially
upper Gl tract malignancies

Extended anticoagulation

(26 months)

¢ LMWH or NOACs should

be used for a minimum of
6 months to treat
established VTE in patients
with cancer (Grade 1A)

After 6 months,
termination or continuation
of anticoagulation (LMWH,
NOACs or VKAs) should
be based on individual
evaluation (guidance in the
absence of data)

Changes from previous recommendations: previous wording ‘NOACs can be considered for VTE treatment of patients with stable cancer not receiving systemic anticancer therapy,
and in cases where VKA is an acceptable, but not an available, treatment choice (guidance).’
*Data for other NOACs are needed as it is not clear whether other NOACs will have the same risk profile

Farge D et al, Lancet Oncol 2019;20:e566—e581

ITAC: The International Initiative on Thrombosis and Cancer



2018 ISTH SSC Guidance on the Use of NOACs for the Treatment of
Cancer-Associated VTE

¢ The use of NOACs is suggested for ¢ LMWH is suggested for patients with
patients with cancer and a diagnosis of cancer with an acute diagnosis of VTE
acute VTE, low risk of bleeding and and high risk of bleeding, including:
no DDIs with current systemic therapy patients with luminal Gl cancers with an

¢ Edoxaban and rivaroxaban are the intact primary, or those with active Gl
only NOACs with current randomized mucosal abnormalities such as
trial evidence compared with LMWH duodenal ulcers, gastritis, esophagitis,
in patients with cancer or colitis

# LMWH remains an acceptable ¢ NOACs may be an acceptable
alternative for these patients alternative if no DDls exist with current

systemic therapy

ISTH SSC, International Society on Thrombosis and Haemostasis Scientific and Standardization Committee
Khorana AA et al, J Thromb Haemost 2018;16:1891-1894



Thuwc té: bénh nhan diéu tri 1au dai hon v&i khang déng dwdng udng
(rivaroxaban va warfarin) so v&i LMWH

100"
% _ — Warfarin (n=1403)
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Time (months)

Median treatment Kaplan—Meier rates
duration 6 months 12 months
LMWH 3.3 37% 21%
Warfarin 7.9 61% 35%
Rivaroxaban 7.9 61% 36%
“Discontinuation was defined as a gap of no more than 60 days between the end of the days of supply of a dispensing and the start date of he next dispensing of the index therapy, if any 31

Khorana AA et al, Res Pract Thromb Haemost 2017;1:14-22



Take home message

v' CAT di kém vé&i nguy co tai phat cao va lam tang ty 1é tir vong trén
bénh nhan

v Rivaroxaban chirng minh hiéu qua yé an toan trén BN CAT thong
qua cac nghién ctru pha lll va thwc té lam sang

v Bénh nhan dé tuan tha diéu tri khi dung rivaroxaban hon la cac
khang déng dang chich

v' Nhiéu guidelines qudc té khuyén cao st dung rivaroxaban dé diéu
tri va bao vé BN khai tai phat VTE
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XIN CHAN THANH CAM ON SU CHU Y CUA QUY DONG NGHIEP




Grade Benefit vs risk Quality of evidence
1A Benefits clearly outweigh  RCTs with no important limitations, or exceptionally strong evidence from observational
risks, or vice versa; studies. Further research is unlikely to change our confidence in the estimate of effect.
— recommendation can — e : "
1B apply to most patients RCTs with important imitations or strong evidence from observational studies.
in most circumstances. Further higher-quality research may have an important impact.
1C At least one critical outcome from RCTs with serious flaws, observational studies,
case series, or indirect evidence. Further higher-quality research is likely to have
an important impact.
2A  Benefits balanced with RCTs with no important limitations, or exceptionally strong evidence from observational
risks; best action may studies. Further research is unlikely to change our confidence in the estimate of effect.
—— differ dependi
2B circeurmstanceg %ron RCTs with important !imitations or strong evidepce from qbsewational studies.
patient/society values. Further higher-quality research may have an important impact.
2C  Benefits balanced with At least one critical outcome from RCTs with serious flaws, observational studies,
risks; other alternatives case series, or indirect evidence. Further higher-quality research is likely to have an
may be equally reasonable.  important impact.

Table Il. ACCP grades for recommendations.
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