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* Cancer patients with thrombocytopenia

* Patients with brain tumors
* Cancer patients with recurrent VTE despite anticoagulation
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Outline

* Cancer patients with thrombocytopenia



Prevalence of thrombocytopenia in CAT

A retrospective cohort of adult patients with CAT

at Beth Israel Deaconess Medical Center, between 2010 and 2021

Platelet Count Platelet Count
<100K/uL <50K/uL
g8 Solid
O:Q\ Malignancies 22% 7%
e n=2902
Hematologic
Malignancies 47% 30%

n =647

Hsu C, et al. Blood Adv. 2023 Sep 12;7(17):4721-4727.
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Impact of thrombocytopenia on CAT CMU

Hokusai VTE Cancer Study

Post-hoc analysis

Anticoagulant management protocol

Dalteparin
* Plt 50-100x10°/L
* Dose reduction by 2500 IU
* Plt <50x10%/L
* Withheld

Edoxaban
* No dose adjustment based on Plt
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Cumulative Incidence Function Estimate

0

No. at Risk
Platelet<=100 101
Platelet>100 944

CHIANG MAI UNIVERSITY

Major Bleeding
Platelet <= 100
Platelet > 100

HR 2.1 (1.2-5.1)

9.0%

0.05 P,:_/r‘/_.—/—m
0.00 |
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Days
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Patell R, et al. Haematologica 2024 ;109(6):1849-1856.



Impact of thrombocytopenia on CAT CMU

Hokusai VTE Cancer Study CHIANG MATNIVERSITY

Incidence at 6 months of major bleeding in patients with Plt < 100x10%/L

T Cdoxaban | atoparin | P

All patients 8.3% 9.6% 0.80
Patients with Gl malignancies ........... 16.8% 0 <0.01
Patients with hematologic 0 19% i <0.01
malignancy :

Patell R, et al. Haematologica 2024 ;109(6):1849-1856.



Full-dose vs modified dose AC in thrombocytopenia CMU

CHIANG MAI UNIVERSITY

Table 1. Baseline characteristics

* Prospective study

Full-dose  Modified-dose None
. . Characteristic (n =75) (n = 33) (n = 13)
 Cancer patients with VTE
9 Male sex, n (%) 39 (52) 16 (48) 10 (77)
* Plt<100x10°/L Mean age at enrollment (range), y 59 (23-88) 60 (26-78) 65 (42-78)
° Anticoagula Nt management Inpatient, n (%) 70 (93) 30 (91) 11 (85)
. . C di is, n (%)
* Full-dose with platelet transfusion aneer dagnes
. Hematologic malignancy 43 (57) 31 (94) 11 (85)
* MOdIerd dose Solid tumor 32 (43) 2 (6) 2 (15)

* Enoxaparin < 1.5 mg/kg/day
* Apixaban 2.5 mg BID

Median baseline laboratory values (IQR)

Hemoglobin, g/dL 8.7 (7.4-10.7) 7.9 (7.5-9.7) 7.4 (7.0-8.7)
« Rivaroxaban 10 mg OD | Platelet count, KiiL 65 (47-88) 97 (24-48) 16 (1432) :
L"t “;oa gu |a nt, n ( %} ...................................................................
. LMWH ................................ 4 0 ( 53] ........... 25 (79) ............... 0 .........
‘Unfractlonated heparm ................ 23 (3” ............ 3 (g} ................ O ........
Direct oral anticoagulant 12 (16) 4(12) 0

Carney BJ, et al. Blood Adv. 2021;5(24):5546-5553.



Full-dose vs modified dose AC in thrombocytopenia CMU

>

Cumulative incidence
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Carney BJ, et al. Blood Adv. 2021;5(24):5546-5553.



Impact of thrombocytopenia on CAT CMU

Platelet <50 X 1 09/L CHIANG MAI UNIVERSITY

Anticoagulant Major bleeding Recurrent VTE/clot
Management progression

Khanal 2016 Prophylactic LMWH 47% 6% 22%
Therapeutic LMWH 30%
IVC filter 2%
Observation 17%

Booth 2022 Prophylactic LMWH 16% 8% 10%
Therapeutic LMWH 2%
IVC filter 4%
Observation 80%

Khanal N, et al. Am J Hematol. 2016 Nov;91(11):E468-E472. Booth S; et al. ] Thromb Haemost. 2022 ;20(8):1830-1838.



ISTH SSC guidance for CAT with thrombocytopenia

Patient With Cancer, Venous Thrombosis, & Platelets < 50,000

A 4

[ Thrombosis within 30 days

.

-Sympomatic PE

-Large proximal leg DVT

-Recurrent or
progressive thrombosis

*Full-dose
anticoagulation +
platelet transfusion
to maintain
platelets between
40,000 to 50,000

-Incidental sub-
segmental PE

-Lower extremity

-Catheter related
thrombosis

Platelets 25,000 to

50,000

DVT

Platelets < 25,000

* 50% dose reduction
in LMWHA

Consider prophylactic
LMWH or withhold
anticoagulation

N

Platelets 25,000 to
50,000

Platelets <25,000

*50% dose

reduction in
LMWHA”

Samuelson Bannow et al. JTH 2018;16:1246-1249.

Withhold

anticoagulation
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Additional consideration

* Co-morbid diseases
* Liver/renal dysfunction
* Coagulopathy
* Primary site of cancer: luminal Gl cancer, brain cancer
* Presence of intracerebral tumors/metastasis

* History of anticoagulant related bleeding

* Prognosis and performance status

CMVU

CHIANG MAI UNIVERSITY



Implementation of ISHT: CAT with thrombocytopenia CMU

CHIANG MAI UNIVERSITY

[ Patient With Cancer, Venous Thrombosis, & Platelets < 50,000 ]

l e 80 patients with CAT and thrombocytopenia

Thrombosis within 30 days ]

1 * Post-intervention period

[
* Increased platelet transfusion

v \Z . .
| ckinta s * Increased major bleeding (8%)
-sympomatrc PE segmental PE Platelestg (1;30000 & Platelets <25,000
-Large proximal leg DVT -Lower extremity DVT 2 ° N . ll l h b . 8 0/
aray. | umerically less recurrent thrombosis (8%)
progressive thrombosis thrombosis
*Full-dose
anticoagulation +
platelet transfusion
to maintain 4 : Withhold
platelets between * 50% dose reduction cloas‘;g:'oe’:za‘y;zclgc antictlaaguc;ation
40,000/t0 50,000 in LMWH" anticoagulation

Held N, et al. Res Pract Thromb Haemost. 2022 May 25;6(4):e12726.



Summary #

™

Mild / Moderate
Thrombocytopenia
(>S50 G/L)

Full dose anticoagulation
DOAC
LMWH, if DOACis not preferred
(e.g., luminal GI / GU cancers)

Mild increase in bleeding risk
compared to normal platelet
counts

Consider additional bleeding risk
factors

Close monitoring for further
decrease in platelet counts

Anticipate thrombocytopenia after
fi g cycles of ¢ y

Therapeutic Anticoagulation for
Cancer-associated VTE
General considerations in individualized decision-
making include VTE recurrence risk, bleeding risk,
patient prognosis and patient preference

Thrombocytopenia
(Platelet counts <150 G/L)

Platelet count

Very severe

0 Severe thrombocytopenia
(25-50 G/L) 0 Thrombocytopenia

(<25 G/L)

\ 4

Risk-stratified anticoagulation: LMWH/UFH
Careful, individualized risk-benefit evaluation of VTE risk and bleeding risk* Hold anticoagulation
Acute VTE & High Acute VTE & Lower Subacute / chronic Close monitoring of platelet
risk of VTE risk of VTE phase counts
progression / progression / (>30 days since
recurrence* recurrence* VTE)* Close monitoring for signs of
VTE recurrence / progression
v IVC-filters: Only in selected
Full dose LMWH / cases (severe / life-threatening
UFH + platelet VTE with absolute
transfusion Half-/ pr_oph.yltctk dose LMWH contraindication for
(target: 40-50 G/L) Ciqse mon!ttl)rlng of plaltelet counts anticoagulation) based on a
Consider additional Consider additional bleeding risk factors case-by-case discussion

bleeding risk factor

*High risk of VTE progression / recurrence: Acute VTE (within 30 days) & segmental or
more proximal PE, proximal lower-extremity DVT, history of recurrent VTE.
Lower risk of VTE progression / recurrence: Subacute / chronic phase (>30 days since
VTE), distal DVT, incidental subsegmental PE, CRT.

Additional bleeding risk factors: e.g.: Prior bleeding events, luminal Gl cancers, HNSCC,
metastatic disease, liver / kidney failure, coagulation or platelet function abnormality,
high risk of falls

Moik F, Ay C. Hematology Am Soc Hematol Educ Program. 2024 Dec 6;2024(1):259-269.

CHIANG MAI UNIVERSITY
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Outline

e Patients with brain tumors



CMVU

Prevalence of VIE in patients with brain tumors e

Study %

* Meta-analysis of 25 studies o |

A.A. Brandes (1997)

* Primary brain tumors David . Gerr (2006) =

Kaisorn L (2013) *

—pe (.26 (0.16, 0.36) 1.19
0.05 (0.02, 0.08) 4.22
0.03(0.02,0.04) 544
0.07 (0.05,0.09) 4.73
0.03(0.01,0.04) 5.09
— 0.16(0.12,0.20) 3.50
- 0.17 (0.15, 0.19) 4.66
0.03 (0.03, 0.03) 548
—— 0.21(0.11,0.31) 1.1
———  0.30(0.24,0.35) 262
-
——
—_—
—
——
—_—
———

* Secondary brain tumors Michee! Satees (2004) =

Timothy R (2014)
Timothy R. Smith (2015)
* Pooled prevalence of VTE: 9% (8-10) .
¢ Fumi Nakano (2018)
Giorgio Carrabba (2018)
M Joeky T. Senders (2018) * 0.04 (0.03, 0.04) 5.46
d R I S k fa Ct O rS Andrew Nunno (2019) * 0.03 (0.03,0.04) 544

Anukoon Kaewborisutsakul (2020) —— 0.10 (0.06, 0.15) 3.14

D. Hoefnagel (2014) ——
!
!
!
!
|
|
!
!
!
|
|
|
!
!
1

0.02(0.01,0.03) 5.30

M M Hanna Algattas (2020) - :
° P rl O r h I Sto ry Of VTE Lorenzo Rinaldo (2020) -> : 0.03 (0.02, 0.04) 5.35
ShuhaiShi (2020) : 0.12(0.11, 0.14) 5.02
L] C H F D M HTN A.V. B ervitskiy (2021) ! 0.15(0.12,0.18) 4.22
’ 4 Emiko OKAMOTO (2021) : 0.25(0.17, 0.33) 1.76
. Shuhai Shi (2021) : 0.15(0.12, 0.18) 4.01
b Ste ro I d u S e Nebojsa Lasica (2022) —4-—: 0.06 (0.01, 0.10) 3.17
Reshma Ambulkar (2023) —— 0.01(-0.01,0.03) 4.80
° H Igh WBC h Igh f| bI’I nogen Xiaoyuan Liu (2023) 0.18(0.15,0.22) 3.74
) Nidan Qiao (2023) * 0.03 (0.03, 0.04) 543

Haydar GOK (2023)
Chuanhao Zhang (2023) 0.19(0.15,0.22) 3.65

!
!
|
!
|
!
' 0.26 (0.17, 0.35) 145
!
'

Overall (l-squared = 97.0%, p = 0.000) o 0.09 (0.08, 0.10) 100.00

J
NOTE: Weights are from random effects analysis :
I I
-.358 0 .358

Neurol Sci. 2024 Apr;45(4):1565-1580.
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Incidence of VTE in neurosurgery patients: CMU o

* 626 patients underwent neurosurgeries
* 3-month incidence of VTE 2.24%

e Cancerincreased risk of VTE
* HR 8.5 (95%Cl 2.9-24.6)

0.10
1

Cumulative incidence
0.05

0.00
1

20 40 60 80 100
Postoperative period (days)

0

No cancer disease
Cancer disease

Ponsumritchok P,..& Chai-adisaksopha C. J. Clin. Med. 2025, 14, 552



Natural history of VIE in patients with brain tumor

CMVU

CHIANG MAI UNIVERSITY

) ] Incidence per 100-patient year  Incidence rate  P-value
* 1:1 matched patients with (95% Cl) ratio
iated th bosi : : (95 % Cl)
cancer associlated thrombosis Non-brain Brain
* Brain tumor vs Non brain tumor QUIONES LILEUTE
, Recurrent VTE 135(9.3-19.7)  11.0(6.7-17.9)  0.8(0.4-1.5) 0.43
([ J
364 patlent§ Major bleeding 5.0 (2.8-9.2) 8.6 (4.8-14.7) 1.7 (0.7-4.1) 0.21
* Treated with LMWH 100% Clinically relevant bleeding 8.7 (5.5-13.8) 124 (7.8-197)  1.4(0.7-2.9) 0.29

Chai-Adisaksopha C, et al. Thromb Haemost. 2017 Feb 28;117(3):589-594
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Natural history of VIE in patients with brain tumor cuweuw s

Site of major Non-brain tumours Brain tumours
bleeding (n=182) (n=182)

Gastrointestinal tract 8 (4.4 %) 0

o 0 ...................................... 9(45%)
Retroperitoneal 0 1 (0.5 %)

Genitourinary tract 2 (1.1 %) 1(0.5%)

Others 2 (1.1 %) 3 (1.5%)

Chai-Adisaksopha C, et al. Thromb Haemost. 2017 Feb 28;117(3):589-594.



Bleeding complications: VTE in GBM patients =

* 414 GBM patients
* 15.7% had VTE

* 94% treated with therapeutic
anticoagulant

* Bleeding complications
* 11.5% ICH
* 3.3% SDH
* 7.0% others

CHIANG MAI UNIVERSITY

All patients, Non-VTE cohort, VTE cohort,

Cause of death n=414 n = 349 n=~65

Tumor progression 283(90.7%)  } 246(92.8%) 37(787%) i

leeding 5 (1.6%) 4(15%) ................ 1(21%)
Intracranial 4 (1.3%) 3(11/] ................ 121%)
Gluteal muscle 1(0.3%) 1(0.4%) 0

Thromboembolic event, assumed 3(1.0%) 0 3(6.4%)

cardiopulmonary failure

Eisele A, et al. Eur J Neurol. 2022 Aug;29(8):2386-2397.



* Meta-analysis of 13 studies

ICH primary vs. metastases: 6.4% vs. 13.0%, RR 3.26 (2.69-3.94)

Treated with Without
anticoagulants anticoagulants
12.5% : 4.4%
cancer

RR 2.63 (95% CI 1.48-4.67)

14.7% 15.4%

0 % N
Metastatic brain (95% Cl 4.4-39.2)  (95% Cl 5.3-37.2)

cancer
RR 0.92 (95% CI 0.43-1.93)

Giustozzi, et al, Blood Adv (2022) 6 (16): 4873-4883.

ICH in brain cancer patients with or without AC

DOAC:sS vs.
heparin

RR 0.19
(95% CI 0.04-0.99)

RR 0.65
(95% CI 0.36-1.16)

CMVU

CHIANG MAI UNIVERSITY




AC in patients with and without brain cance

e 4 US commercial and Medicare databases

Anticoagulant Distribution

Apixaban= 7,807 (25.5%)
LMWH = 11,192 (36.6%) }
Warfarin = 11,587 (37.9%)

/\

Brain Cancer =1,516

Anticoagulant Distribution

Apixaban= 325(21.4%)
LMWH = 591 (39.0%) t
Warfarin = 600 (39.6%)

~

/

-

-

No Brain Cancer = 29,069

Anticoagulant Distribution

Apixaban= 7,482 (25.7%)
LMWH = 10,601 (36.5%) t
Warfarin = 10,987 (37.8%)

Cohen A, et al. Thromb Res. 2023 Jun;226:117-126.

- CMU
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AC In patients with and without brain cancer CMVU

CHIANG MAI UNIVERSITY

Apixaban LMWH

No. of Events (IR) No. of Events (IR) Hazard Ratio (95% Cl) Interaction P-V

Recurrent VTE
R e C u r re n t VT E All Patients 176(6.84) 406 (14.67) — 0.66(0.53-0.83)
Brain Cancer 5(5.80) 30(19.77) ] 0.32(0.09-1.09) 0.223
No Brain Cancer 171(7.66) 376(14.76) e 0.70(0.55-0.88)

o .
. Major Bleeding .

. .

. .

M . bl d- . All Patients 252(8.97) 468 (18.89) — 0.68 (0.56-0.83) .
ajor bleeding E :
L]

. Brain Cancer 9(9.76) 34(22.46) = 0.32(0.13-0.79) 0.091 .

.

. .

. .

. No Brain Cancer 243(10.92) 434(17.01) — 0.72(0.59-0.88) :

. .
e

CRNMB
All Patients 724(31.05) 1232(46.20) —a— 0.74(0.66-0.83)
Brain Cancer 23(26.62) 65(44.87) = 0.58(0.33-1.04) 0.378
No Brain Cancer 701(33.02) 1167 (48.41) —— 0.76(0.67-0.86)

0.06 0.13 0.25 0.50 1.00 2.00
Favors Apixaban Favors LMWH

Cohen A, et al. Thromb Res. 2023 Jun;226:117-126.



ICH in patients receiving DOAC vs LMWH CPU

DOAC LMWH
Study Cancer type Events Total Events Total M-H Risk Ratio (95% Cl)
Abraham et al. (2018) Both 4 45 9 90 0.889 (0.289 — 2.730) A -
Burth et al. (2001) Both 3 15 0 17 7.875 (0.440 — 141.082) » o
Carney et al. (2019) Both 4 41 53 131 0.241 (0.093 - 0.626) T
Kewan et al. (2019) Metastatic 1 7 5 75 2.143 (0.289 — 15.872) -
Leader et al. (2020) Metastatic 4 41 7 55 0.767 (0.240 — 2.445) —_——
Leader et al. (2023) Both 25 264 45 484 1.019 (0.640 — 1.622) i
Lee et al. (2021) Both - 55 3 56 0.679 (0.118- 3.906) .
Reed-guy et al. (2022)  Primary 1 32 20 75 0.117 (0.016 — 0.836) -
Swartz et al. (2021) Both 3 52 9 57 0.365 (0.105 - 1.277) »
Total 0.648 (0.360 - 1.167) Q'
0.01 0.1 1 10 100
Favors DOAC Favors LMWH

lyengar V, et al. J Thromb Haemost. 2024 Feb;22(2):423-429.



ICH in patients receiving DOAC vs LMWH CPU

A DOAC LMWH
Study Events Total Events Total M-H Risk Ratio (95% CI)
Abraham et al. (2018) 0 13 4 52 0.421 (0.024 — 7.358)
Burth et al. (2001) 1 9 0 8 2.700 (0.125 - 58.239)
Carney et al. (2019) 0 20 10 47 0.059 (0.004 — 0.926) '
Leader et al. (2023) 4 61 22 179 0.534 (0.191 - 1.487) —a
Lee et al. (2021) 0 14 2 12 0.173 (0.009 — 3.292)
Reed-Guy et al. (2022 1 32 20 75 0.117 (0.016 - 0.836) I aE—
Swartz et al. (2021) 2 44 7 47 0.305 (0.067 — 1.391) »
Total 0.347 (0.175 — 0.690) =
0.01 0.1 1 10 100
Favors DOAC Favors LMWH
B DOAC LMWH
Study Events Total Events Total M-H Risk Ratio (95% CI)
Abraham et al. (2018) 4 32 5 38 0.950 (0.278 — 3.243)
Burth et al. (2001) 2 6 0 9 7.143 (0.402 - 127.072)
Carney et al. (2019) 4 21 34 84 0.471 (0.188 — 1.180) P———
Kewan et al. (2019) 1 7 5 75 2.143 (0.289 — 15.872)
Leader et al. (2020) 4 41 7 55 0.767 (0.240 — 2.445) S ——
Leader et al. (2023) 21 203 23 305 1.372 (0.780 - 2.412) -
Lee et al. (2021) 2 41 1 44 2.146 (0.202 — 22.788)
Swartz et al. (2021) 1 8 2 10 0.625 (0.068 — 5.715)
Total 1.053 (0.711 - 1.560) <>
0.01 0.1 1 10 100
Favors DOAC Favors LMWH

11.4% 11.6%

lyengar V, et al. ) Thromb Haemost. 2024 Feb;22(2):423-429.



AC after ICH in brain tumors

79 patients with brain tumors + ICH on AC

CMVU

CHIANG MAI UNIVERSITY

1.0 -
* 68% resumed =
E0.8—
Major ICH (ICH>10 cm, symptoms, 06
requiring intervention) “204
* RecurrentICH 14.5% g
20.2-
Smaller ICH S
0.0
* RecurrentICH 2.6% ; :
Recurrent VTE Number at sk Y
* 8.1% vs 35.3% in resumed VS not resume Stopped 25 5

Carney BJ, et al. Res Pract Thromb Haemost. 2020 Jun 23;4(5):860-865.

6
Months

23
1

11

12

10



Prophylactic dose AC in patients with ICH cry

CHIANG MAI UNIVERSITY

Prophylactic dose LMWH

Study Early vs late ICH expansion or
prophylaxis Rebleeding

lanosi 2019 134 patients with <48 hr vs >48 hr 14.5% vs 26%
spontaneous ICH

Faust 2017 400 patients with <48 hr vs >48 hr 5.6% vs 5% 0.80
spontaneous ICH

lanosi B, et al. Eur J Neurol. 2019 Feb;26(2):333-341. Faust AC, Finch CK, et al. Neurologist. 2017 Sep;22(5):166-170.
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Management by thrombotic risk

e Standard-high thrombotic risk

 Low-intermediate thrombotic risk
* |solated distal DVT
* |solated subsegmental PE

Leader A, et al. Blood. 2024 Oct 24;144(17):1781-1790.



Management by risk of ICH CI’U

* Higher risk of ICH

* Prior ICH with large volume (= 10 mlvolume)
* Platelet count < 50x10°/L

* Intermediate risk of ICH
* High-grade glioma
* Platelet count <100x10°/L
* Antiplatelet use

Leader A, et al. Blood. 2024 Oct 24;144(17):1781-1790.



Newly diagnosed VTE | | Known/suspected brain tumor

Recent ICH 2 A

e

Yes

- Increased ICH Risk

Bleeding risk

reesasennnnd Leader A, et al. Blood. 2024 Oct 24;144(17):1781-1790.

Standard ICH Risk .



=

Hokd ricongiin
e

Yes No

High risk of Intermediate risk of
. ICH expansion ICH expansion

ICH progression A
I Yes

Leader A, et al. Blood. 2024 Oct 24;144(17):1781-1790.

No




CMVU

Outline

* Cancer patients with recurrent VTE despite anticoagulation
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Recurrent VIE in anticoagulated cancer patients  cwcuwomesn

* Prevalence
* 2% at 1 year; prospective trials
* 4-17% at 6 months: registry

* Impact of recurrent VTE in cancer patients
* 52% increased risk of mortality
* Risk factors: type of anticoagulant

* Warfarin: highest risk
e LMWH: HR 0.6 (0.45-0.79)
« DOAC:HR 0.63(0.47-0,86)

J Thromb Haemost 2021;19:2801-13. Thromb Haemost 2023;123:535-44. Thromb Res 2015;136:582-9. N Engl J Med 2020;382:1599-607.
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Diagnosis for recurrent DVT

* Presence of a new non-compressible venous segment

* Established abnormal proximal vein segment
* Increase in diameter by >4 mm - diagnosis of recurrent DVT
* |fthe diameterincreases between 2 and 4 mm
e subsequent CUS atday 7
* Ifthe diameterincreaseis <2 mm
* serial CUS only in cases of high clinical probability

Ageno W, et al. J Thromb Haemost. 2013 Aug;11(8):1597-602.



Diagnostic criteria for recurrent PE-CTPA CI’U

Suspected PE

* One or more new filling defects observed in segmental or more proximal
arteries

* A new intraluminal filling defect, or an extension of an existing defect, or a
new sudden cut-off of vessels more than 2.5 mm in diameter

* |If CT-PA cannot be performed, demonstration of a new or recurrent proximal

DVT in the lower extremities by colour Doppler U/S, venography or MRl allows
a diagnosis of recurrent PE to be made

N EnglJ Med 2020;382:1599-607.
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Tumor thrombus

« Common tumors =2 tumor thrombus
* Renalcell carcinoma
 Hepatocellular carcinoma
* Thyroid cancer
 Metastatic disease

* (FDG-PET) can be useful to distinguish
a tumor from bland thrombi

* The value of anticoagulation in cases
of tumor thrombus is uncertain

Arch Cardiovasc Dis. 2024 Jan;117(1):84-93. Hematology Am Soc Hematol Educ Program. 2024 Dec 6;2024(1):253-258.



Assessment for potential causes of recurrent VIE

Extrinsic compression by tumor masses

* Cancer progression

* Anticoagulant administration Class Swrong CYPSAL
* Poor Compliance Antineoplastic Enzalutamide
e Temporary interruption ﬁiﬂtﬁ?‘de
* Drug-druginteraction Ivosidenib
* Decreased absorptions Other Carbamazepine

Phenytoin

® OtherS Rifampin
* Intravascular devices
 APS
« HIT

CMVU

CHIANG MAI UNIVERSITY

Moderate CYP3A4
inducers

Dabrafenib
Lorlatinib
Pexidartinib
Sotorasib

Arch Cardiovasc Dis. 2024 Jan;117(1):84-93. Hematology Am Soc Hematol Educ Program. 2024 Dec 6;2024(1):253-258.



Anticoagulant management in recurrent VIE CMU
despite anticoagulant

* Dose continuation
e Dose escalation

* Switch class of anticoagulant
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Dose escalation LMWH in cancer patients oo

* 70 cancer patients with recurrent VTE despite anticoagulant

* Anticoagulant management
* Warfarin 2 therapeutic LMWH

* Low dose LMWH - therapeutic LMWH
* Therapeutic LMWH - 20-25% increased dose for at least 4 weeks

e 3-month outcomes

e Second recurrent VTE 8.6%
* 50% therapeutic LMWH
* 50% increased dose LMWH

* Bleeding complication 4.3%

Carrier M, et al. J Thromb Haemost. 2009 May;7(5):760-5.



Recurrent VITE after on-treatment CcrMU

Hokusai VTE cancer study

* 67 patients with VTE after on-treatment * Anticoagulant management

Treatment at the time of recurrent VTE Treatment within one week after recurrent VTE

No anticoagulants, ] R Subtherapeutic or prophylactic
n=2 (3%) LMWH, n=2 (3%)
Subtherapeutic or prophylactic Maintenance LMWH,
LMWH, n=6 (9%) n=2 (3%)

m Edoxaban Maintenance LMWH,
n=14 (21%)

= LMWH

maintenance-dose LMWH —T=

m Others =34 (51%)

Therapeutic LMWH,

=24 (36%)

No anticoagulants
Subtherapeutic or prophylactic LMWH
Maintenance LMWH

B herapeutic LuwH

. Therapeutic DOAC

Therapeutic edoxaban,
n=11 (16%)

Supratherapeutic LMWH,
n=14 (21%)

Therapeutic edoxaban,
n=21 (31%)

Other*,
n=4 (6%)

Lanting VR, et al. ) Thromb Haemost. 2025 Mar 4:S1538-7836(25)00120-5.



Treatment at the time of recqrrent VTE Treatment within one week after recurrent VTE

No anticoagulants,
n=2 (3%)

Subtherapeutic or prophylactic

LMWH, n=6 (9%)

Maintenance LMWH,
n=14 (21%)

Therapeutic LMWH,
n=24 (36%)

No anticoagulants
Subtherapeutic or prophylactic LMWH
Maintenance LMWH

B merapeutic LuwH

B merapeutic DoAC

Therapeutic edoxaban,
n=21 (31%)

1
1

_apia— Subtherapeutic or prophylactic
LMWH, n=2 (3%)

Maintenance LMWH,
n=2 (3%)

Therapeutic LMWH,
n=34 (51%)

Therapeutic edoxaban,
n=11 (16%)

Supratherapeutic LMWH,

n=14 (21%)

A =

‘ n=4 (6%)

Lanting VR, et al. ) Thromb Haemost. 2025 Mar 4:51538-7836(25)00120-5.



Recurrent VITE after on-treatment CcrMU

Hokusai VTE cancer study

3-month outcomes after recurrent VTE

Increased dose Unchanged P-value
(n=28) (n=35)

Second recurrent VTE 7.1% 11.4% 0.86
Major bleeding 10.7% 2.9% 0.47
All-cause mortality 17.9% 40.0% 0.14

Lanting VR, et al. ) Thromb Haemost. 2025 Mar 4:51538-7836(25)00120-5.



CMVU

Summary #3

* Objectively confirmed recurrent VTE
* Clinical assessment for potential causes of recurrent VTE

* Therapeutic management

* Warfarin - Therapeutic LMWH
Subtherapeutic LMWH - Therapeutic LMWH
Therapeutic LMWH - 20-25% increased dose LMWH or switch to DOAC
Subtherapeutic DOAC - Therapeutic DOAC or therapeutic LMWH
Therapeutic DOAC = Therapeutic LMWH or 20-25% increased dose LMWH

Hematology Am Soc Hematol Educ Program. 2024 Dec 6;2024(1):253-258.
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