Supplementary Material

Supplementary Table 1. Characteristics of the included studies, summarizing key details such as study design, number of randomized patients,

patient types, mean age, cancer types, treatment and control arms, follow-up duration, and primary and secondary outcome(s).

Study ADAM VTE! CANVAS? CARAVAGGIO? CASTA-DIVA4 Guntupalli et al., HOKUSAI- Prins et al., SELECT-D2
20205 VTES 20147
Study Randomized, Randomized Randomized, open Randomized, Patient-based, Non inferiority Multicenter, Randomized, open-
design open label, cohort of an label, open label, multicenter, Randomized, open-label label, pilot trial
superiority trial unblinded noninferiority trial noninferiority open-label, open label, randomized with blinded
with blinded hybrid with blinded trial with blinded blinded, end noninferiority trial clinical trial central outcome
central comparative central outcome central outcome | point, randomized with blinded adjudication
outcome effectiveness adjudication adjudication clinical trial central outcome
adjudication non-inferiority adjudication
trial
Number of 287 671 1155 158 400 1046 655 406
randomized
patients
Types of Active cancer Patients with Patients with Patients with Patient with Patients with Patients with Patients with
patients patients with cancer and active or recent active cancer Gynecologic active cancer and history of active cancer and
included acute DVT acute VTE cancer and acute and acute DVT | cancer undergoing | symptomatic or cancer and symptomatic DVT,
(including DVT or PE or PE at high risk surgery incidental active cancer symptomatic PE, or
upper of recurrent VTE popliteal, femoral documented incidental PE
extremity), PE, oriliacor IVC with DVT and
splanchnic or DVT, symptomatic PE
cerebral vein or incidental PE
thrombosis
Mean age 64 Not reported 67 69 58 64 63 67




Types of Colorectal: 16% | Not Specified Colorectal: 20% Gastro- Gynecologic Colorectal: 15% (Percentage not Colorectal: 25%
cancers Lung: 17% Lung: 17% intestinal: 20% Cancer Lung: 15% specified) Lung: 12%
included Breast: 9% Breast: 13% Lung: 18% Breast: 12% breast, upper Breast: 10%
Genitourinary: Genitourinary: 9% Breast: 12% Genitourinary: gastrointestinal | Genitourinary: 17%
9% Gynecologic: 10% Genitourinary: 13% (including liver Gynecologic: 10%
Gynecologic: Pancreatic or 13% Gynecologic: 11% | and pancreas), Pancreatic or
10% hepatobiliary: 8% | Gynecologic: 8% Pancreatic or lower hepatobiliary: 8%
Pancreatic or Upper Hematological hepatobiliary: 9% | gastrointestinal, Upper
hepatobiliary: gastrointestinal: malignancies: Upper lung, gastrointestinal:
16% 5% 8% gastrointestinal: genitourinary 10%
Upper Hematological Other: 21% 5% tract, brain, Hematological
gastrointestinal: malignancies: 7% Hematological hematological malignancies: 8%
4% Other: 11% malignancies: system, skin Other: 10%
Hematological 11% (excluding
malignancies: Other: 10% basal-cell or
8% squamous-cell
Other: 11% carcinoma),
basal cell or
squamous-cell
carcinoma,
unspecified,
other, or
combinations.
Treatment | Apixaban 10 mg Any DOACs Apixaban 10 mg Rivaroxaban Apixaban (2.5 mg | Therapeutic dose Rivaroxaban Rivaroxaban 15 mg
arm twice daily for twice daily for 15 mg twice twice daily) for 28 of LMWH for at was given 15 twice daily for
7 days, 7 days, followed by | daily for 21 days, days least 5 days mg orally twice 21 days, followed
followed by 5 mg twice daily followed by followed by daily for 21 by 20 mg once
5 mg twice daily 20 mg once daily edoxaban 60 or days, followed daily
30 mg once daily by 20 mg once
daily.
Control Dalteparin Any LMWH Dalteparin Dalteparin Subcutaneous Dalteparin Enoxaparin Dalteparin
arm 200 1U/kg once 200 IU/kg once 200 IU/kg once enoxaparin (40 200 1U/kg once subcutaneously 200 IU/kg once
daily for daily for 1 month daily for mg daily) for 28 daily for 1 month | ata dose of 1-0 daily for 1 month
1 month followed by 1 month days followed by mg/kg body followed by




followed by 150 IU/kg once followed by 150 IU/kg once weight twice 150 IU/kg once
150 IU/kg once daily 150 IU/kg once daily daily and either daily
daily daily oral warfarin or
acenocoumarol
(target
international
normalized
ratio [INR] 2-0—
3-0),
Duration of 3 months 6 months 6 months 12 months 3 months 6 months 12 months 6 months
follow-up
Primary MB Efficacy: Efficacy: Recurrent Efficacy: symptomatic Composite of Incidence of VTE recurrence
outcome(s) Secondary Recurrent VTE VTE Composite of recurrent venous recurrent VTE or major bleeding over 6 months.
outcomes Safety: Major Safety: Major recurrent VTE thromboembolism major bleeding and CRNM Safety was
included VTE bleeding bleeding and worsening or nonfatal bleeding events | assessed by major
recurrence and of pulmonary pulmonary occurring bleeding and
a composite of vascular or embolism during the clinically relevant
major plus venous treatment nonmajor bleeding
clinically obstruction on phase and in (CRNMB).
relevant non- systematic the 30 days
major bleeding examinations after treatment
(CRNMB). Safety: Major
bleeding
Secondary | VTE recurrence None CRNMB CRNMB Not specified VTE recurrence Incidence of MB
outcome(s) CRNMB Mortality Mortality MB VTE outcomes CRNMB
Mortality CRNMB during Mortality
Mortality treatment and
in the 60-day
posttreatment
period,
medication

adherence




rates, quality of
life, and
satisfaction of
use for oral
apixaban
compared with
subcutaneous
enoxaparin




Supplementary table 2. Sensitivity analysis for VTE recurrence

Total Patients RR (95% Cl) Heterogeneity P-value |2

Without ADAM VTE® 4458 0.67 [0.54, 0.84] 0.98 0%
Without CANVAS? 4107 0.64 [0.50, 0.81] 0.66 0%
Without CARAVAGGIO® 3590 0.63 [0.49, 0.81] 0.67 0%
Without CASTA-DIVA? 4587 0.64 [0.51, 0.80] 0.66 0%
Without Guntupalli 2020° 4345 0.64 [0.52, 0.80] 0.66 0%
Without HOKUSAI-VTE® 3699 0.62 [0.47, 0.81] 0.67 0%
Without Prins 20147 4090 0.64 [0.51, 0.81] 0.66 0%
Without SELECT-D? 4339 0.66 [0.53, 0.83] 0.79 0%

Supplementary table 3. Sensitivity analysis for MB

Total Patients RR (95% CI) Heterogeneity P-value I

Without ADAM VTE® 4458 1.06 [0.71, 1.58] 0.16 35%
Without CANVAS? 4107 1.00 [0.60, 1.66] 0.11 42%
Without CARAVAGGIO® 3590 1.01[0.59, 1.71] 0.11 41%
Without CASTA-DIVA? 4587 1.05 [0.69, 1.60] 0.14 38%
Without Guntupalli 2020° 4345 1.01 [0.65, 1.57] 0.11 43%
Without HOKUSAI-VTE® 3699 0.88 [0.61, 1.28] 0.39 4%
Without Prins 20147 4090 1.23[0.90, 1.69] 0.45 0%

Without SELECT-D® 4339 0.94 [0.60, 1.46] 0.16 36%




Supplementary table 4. Sensitivity analysis for CRNMB

Total Patients

RR (95% Cl)

Heterogeneity P-value

IZ

Without ADAM VTE? 3662 1.23 [0.81, 1.87] 0.0003 75%
Without CARAVAGGIO?3 2794 1.18 [0.74, 1.88] 0.006 72%
Without Guntupalli 2020° 3549 1.37 [0.94, 2.00] 0.02 67%
Without HOKUSAI-VTES 2903 1.23 [0.73, 2.05] 0.004 74%
Without Prins 2014’ 3294 1.37 [0.90, 2.08] 0.03 63%
Without SELECT-D?® 3543 1.08 [0.79, 1.47] 0.08 52%
Supplementary table 5. Sensitivity analysis for all-cause mortality.
Total Patients RR (95% ClI) Heterogeneity P-value I
Without ADAM VTE? 3652 1.01[0.91, 1.12] 0.5 0%
Without CANVAS? 3301 1.01 [0.90, 1.12] 0.38 5%
Without CARAVAGGIO?3 2784 1.09 [0.96, 1.23] 0.72 0%
Without CASTA-DIVA* 3781 1.02 [0.92, 1.14] 0.3 17%
Without HOKUSAI-VTES 2893 0.99 [0.86, 1.14] 0.38 5%
Without Prins 20147 3284 1.04 [0.93, 1.16] 0.34 12%




Supplementary Figure 1. Flowchart illustrating the identification and selection of studies through

database searches and registry screening.
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Supplementary Figure 2. Risk of bias graph.

Random sequence generation (selection hias)

Allocation concealment (selection hias)

Blinding of paricipants and personnel (performance hias)
Blinding of outcome assessment (detection hias)
Incomplete outcome data (attrition hias)

Selective reporting (reporting hias)

Other hias

0%

26%

50% 75%

100%

-Low tisk of hias

DUncIearrisk ofbias

Il Hioh risk of bias

Supplementary Figure 3. The forest plot shows a subgroup analysis of MB, categorized by the type of

DOAC used.

NOAC
Events Total Events

LMWH

Study or Subgroup Total

Risk Ratio

Weight M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% CI

6.2.1 Apixaban

ADAM VTE 0 145 2 142 26%
CARAVAGGIO 22 576 23 579 265%
Guntupalli 2020 1 204 1 196 31%
Subtotal (95% Cl) 925 917 32.2%
Total events 23 26

Heterogeneity: Tau®= 0.00; Chi*=1.03, df= 2 (P = 0.60); F=0%
Test for overall effect: Z=0.33 (P=0.74)

6.2.2 Rivaroxaban

CASTA-DIVA 1 74 3 84  45%
Prins 2014 8 354 15 301 19.0%
SELECT-D 11 203 6 203 16.2%
Subtotal (95% CI) 631 588 39.7%
Total events 20 24

Heterogeneity: Tau®= 0.52; Chi*=4.93, df= 2 (P = 0.08); F= 59%
Test for overall effect: Z=0.48 (P=0.63)

6.2.3 Edoxaban

HOKUSAI-VTE 36 522 21 524 281%
Subtotal (95% Cl) 522 524 28.1%
Total events 36 21

Heterogeneity: Not applicable

Test for overall effect: Z=2.03 (P =0.04)

Total (95% CI) 2078 2029 100.0%
Total events 79 71

Heterogeneity: Tau*=0.17; Chi*=10.43, df=6 {(P=0.11); *= 42%

Test for overall effect: Z=0.01 (P=1.00)

0.20[0.01, 4.04]
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0.96 [0.06, 15.25]
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Supplementary Figure 4. The forest plot presents a subgroup analysis of CRNMB, grouped by the type of

DOACs used.
NOAC LMWH Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.3.1 Apixaban
ADAM VTE 9 145 7142 9.7% 1.26 [0.48, 3.29] N R
CARAVAGGIO 52 576 35 579 204% 1.49[0.99, 2.26] Eal
Guntupalli 2020 12 204 19 196 14.0% 0.61[0.30,1.22] T
Subtotal (95% CI) 925 917 441% 1.08 [0.60, 1.94] S
Total events 73 61

Heterogeneity: Tau®*= 0.16; Chi*=4.78, df= 2 (P=0.09); F=58%
Testfor overall effect: Z=0.24 (P = 0.81)

6.3.2 Rivaroxaban

Prins 2014 48 354 49 301 21.5% 0.83[0.58,1.20] —
SELECT-D 25 203 7203 11.9% 3.57[1.58,8.07) —
Subtotal (95% CI) 557 504 33.3% 1.65[0.39, 6.94] —al
Total events 73 56

Heterogeneity: Tau®= 0.98; Chi*=10.40, df=1 (P = 0.001); F= 90%
Test for overall effect: Z= 0.68 (P = 0.50)

6.3.3 Edoxaban

HOKUSAI-VTE 76 522 58 524 2286% 1.32[0.96,1.81) T
Subtotal (95% CI) 522 524 22.6% 1.32[0.96, 1.81] »
Total events 76 58

Heterogeneity: Not applicahle
Test for overall effect: Z=1.68 (P =0.09)

Total (95% Cl) 2004 1945 100.0% 1.23[0.85,1.79] <>
Total events 222 175

Heterogeneity: Tau*=0.14, Chi*=15.82, df=5 (P =0.007); F=68%
Test for averall effect: Z=1.09 (P = 0.28)

0.01 0.1 10 100
Favours [experimental] Favours [control]

Test for subgroup differences: Chi*= 047, df=2 {P=079), F=0%

References

1.

McBane RD 2nd, Wysokinski WE, Le-Rademacher JG, Zemla T, Ashrani A, Tafur A, Perepu U,
Anderson D, Gundabolu K, Kuzma C, Perez Botero J, Leon Ferre RA, Henkin S, Lenz CJ, Houghton
DE, Vishnu P, Loprinzi CL. Apixaban and dalteparin in active malignancy-associated venous
thromboembolism: The ADAM VTE trial. ) Thromb Haemost. 2020 Feb;18(2):411-421. doi:
10.1111/jth.14662. Epub 2019 Nov 28. PMID: 31630479.

Frere C, Farge D, Schrag D, Prata PH, Connors JM. Direct oral anticoagulant versus low molecular
weight heparin for the treatment of cancer-associated venous thromboembolism: 2022 updated
systematic review and meta-analysis of randomized controlled trials. J Hematol Oncol. 2022 May
21;15(1):69. doi: 10.1186/s13045-022-01289-1. PMID: 35598026; PMCID: PM(C9124390.

Agnelli G, Becattini C, Bauersachs R, Brenner B, Campanini M, Cohen A, Connors JM, Fontanella
A, Gussoni G, Huisman MV, Lambert C, Meyer G, Mufioz A, Abreu de Sousa J, Torbicki A, Verso
M, Vescovo G; Caravaggio Study Investigators. Apixaban versus Dalteparin for the Treatment of
Acute Venous Thromboembolism in Patients with Cancer: The Caravaggio Study. Thromb
Haemost. 2018 Sep;118(9):1668-1678. doi: 10.1055/s-0038-1668523. Epub 2018 Aug 13. PMID:
30103252.

Planquette B, Bertoletti L, Charles-Nelson A, Laporte S, Grange C, Mahé |, Pernod G, Elias A,
Couturaud F, Falvo N, Sevestre MA, Ray V, Burnod A, Brebion N, Roy PM, Timar-David M,



Aquilanti S, Constans J, Bura-Riviére A, Brisot D, Chatellier G, Sanchez O, Meyer G, Girard P,
Mismetti P; CASTA DIVA Trial Investigators. Rivaroxaban vs Dalteparin in Cancer-Associated
Thromboembolism: A Randomized Trial. Chest. 2022 Mar;161(3):781-790. doi:
10.1016/j.chest.2021.09.037. Epub 2021 Oct 8. PMID: 34627853.

Guntupalli SR, Brennecke A, Behbakht K, Tayebnejad A, Breed CA, Babayan LM, Cheng G, Ramzan
AA, Wheeler LJ, Corr BR, Lefkowits C, Sheeder J, Matsuo K, Flink D. Safety and Efficacy of
Apixaban vs Enoxaparin for Preventing Postoperative Venous Thromboembolism in Women
Undergoing Surgery for Gynecologic Malignant Neoplasm: A Randomized Clinical Trial. JAMA
Netw Open. 2020 Jun 1;3(6):€207410. doi: 10.1001/jamanetworkopen.2020.7410. PMID:
32589230; PMCID: PMC7320298.

Raskob GE, van Es N, Verhamme P, Carrier M, Di Nisio M, Garcia D, Grosso MA, Kakkar AK, Kovacs
MJ, Mercuri MF, Meyer G, Segers A, Shi M, Wang TF, Yeo E, Zhang G, Zwicker JI, Weitz JI, Biller
HR; Hokusai VTE Cancer Investigators. Edoxaban for the Treatment of Cancer-Associated Venous
Thromboembolism. N Engl J Med. 2018 Feb 15;378(7):615-624. doi: 10.1056/NEJM0a1711948.
Epub 2017 Dec 12. PMID: 29231094.

Prins MH, Lensing AW, Brighton TA, Lyons RM, Rehm J, Trajanovic M, Davidson BL, Beyer-
Westendorf J, Pap AF, Berkowitz SD, Cohen AT, Kovacs MJ, Wells PS, Prandoni P. Oral rivaroxaban
versus enoxaparin with vitamin K antagonist for the treatment of symptomatic venous
thromboembolism in patients with cancer (EINSTEIN-DVT and EINSTEIN-PE): a pooled subgroup
analysis of two randomised controlled trials. Lancet Haematol. 2014 Oct;1(1):e37-46. doi:
10.1016/52352-3026(14)70018-3. Epub 2014 Sep 28. PMID: 27030066.

Marshall A, Levine M, Hill C, Hale D, Thirlwall J, Wilkie V, French K, Kakkar A, Lokare A, Maraveyas
A, Chapman O, Arif A, Petrou S, Maredza M, Hobbs R, Dunn JA, Young AM. Treatment of cancer-
associated venous thromboembolism: 12-month outcomes of the placebo versus rivaroxaban
randomization of the SELECT-D Trial (SELECT-D: 12m). J Thromb Haemost. 2020 Apr;18(4):905-
915. doi: 10.1111/jth.14752. Epub 2020 Feb 26. PMID: 31995662.



