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CATNAMDDOAC-Caravaggio trial-

BEDHE
‘ Fip : 677%. TR : B1%50%. ADLEIL : 30%. #=9THh : 48%
PE (£DVT) :53%. DVTEI : 47%
EENEE  97%. FEFTBERIC(IERE : 67%

ORIGINAL ARTICLE

Apixaban for the Treatment of Venous " > 17h
: : : AR | BiRIF(C60%N AR
Thromboembolism Associated with Cancer o o L
pixaban alteparin azard Ratio
P CAT(:(J:%VTE (PE o DVT) Outcomeﬁ (N=576) (N=579) (95% ClI) P Value
Primary efficacy outcome — no. (%)
I 7 E:F‘U'} (\/ Recurrent venous thromboembalismi: 32 (5.6) 46 (7.9) o 3(;15507) ?0-90-1'::?6?)3”;”-
C g“) l/j__/\OIJ \/ (1‘Eﬁﬁ¥/\}tlJ \/) Recurrent deep-vein thrombosis 13 (2.3) 15 (2.6) 0.87 e
(0.34-2.21)
O 67% J/){WO)VTEE%I{ Recurrent pulmonary embolism 19 (3.3) 32 (5.5) (02251103)
THA > BiiEnS > AMEIES 4 EER e puimenay et [ R
R ST —=2 HR< 2.00 . Primary Outcome : VTEBHE
MEEs @ BRI - A RS T - KIED119)5 HIVFIU B vs PEFHINE 7.9% vs 5.6%
HARS : 201748 ~20194F68 (HR 0.63; 95%CI [0.37 - 1.07], P<0.001 for noninferiority)

MWEREE : 1155A
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Table 1 Six-month results from RCTs comparing DOACs and LMWH in CAT

Trial n DOAC Recurrent VTE Major bleeding CRNMB
LMWH % HR (95% Cl) % HR (95% Cl) % HR (95% Cl)

HOKUSAI-VTE CANCER 1,050 Edoxaban 79 0.71 (0.48-1.06) 6.9 1.77 (1.03-3.0) 14.6 1.38 (0.98-1.94)
Dalteparin 11.3 4.0 1.1

SELECT-D 406 Rivaroxaban 4.0 0.43 (0.19-0.99) 6.0 1.83 (0.68-1.96) 13.0 3.76 (1.63-8.69)
Dalteparin 11.0 4.0 4.0

ADAM-VTE 300 Apixaban 0.7 0.099 (0.013-0.780) 0 Not estimable 6.2 Not reported
Dalteparin 6.3 1.4 49

CARAVAGGIO 1,170 Apixaban 5.6 0.63 (037-1.07) 3.8 0.82 (0.40-1.69) 9.0 1.42 (0.88-2.30)
Dalteparin 7.9 4.0 6.0

CASTA-DIVA 158 Rivaroxaban 6.4 0.75 (0.21-2.66) 1.4 0.36 (0.04-3.43) 10.8 Not reported
Dalteparin 10.1 3.7 6.1

CANVAS® 671 DOAC® 6.1 Not reported 5.2 Not reported 5.8 Not reported
LMWH?® 8.8 5.6 2.6

ITT-Meta-analysis 3,680 (DOAC®)/DXI 34 0.67 (0.52-0.85) 4.3 1.17 (0.82-1.67) 9.6 1.66 (1.31-2.09)
LMWH 8.3 3.7 5.7

OT-Meta-analysis 2,440 DXl 4.8 0.60 (0.38-0.95) 4.4 1.43 (0.51-1.70) 8.8 1.93 (0.70-5.13)
Dalteparin 8.1 3.2 4.6
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Study Design
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Ea1EMt : Bristol-Myers Squibb-Pfizer Alliance.
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Inclusion Criteria
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Primary Outcome
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Safety Outcome
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Sample size
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Statical Analysis
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Patient Flow

1766 Patients underwent randomization

l

l

866 Were assigned to reduced-dose
apixaban (2.5 mg, twice daily)

900 Were assigned to full-dose apixaban
(5.0 mg, twice daily)

|

l

861 Received reduced-dose apixaban
5 Did not receive trial treatment
3 Did not start treatment owing
to patient decision
1 Withdrew consent
1 Met an exclusion criterion

890 Received full-dose apixaban
10 Did not receive trial treatment

4 Did not start treatment owing
to patient decision

2 Withdrew consent

1 Participated in another trial

3 Did not start treatment owing
to physician decision

l

184 Did not complete the overall trial
period
148 Died
7 Withdrew consent
3 Were lost to follow-up
26 Had other reason
189 Discontinued trial treatment
21 Had primary or key secondary
outcome event
7 Had treatment-related adverse
event
37 Had major adverse event
4 Withdrew consent
38 Stopped treatment owing
to patient decision
51 Stopped treatment owing
to physician decision
31 Had other reason

220 Did not complete the overall trial
period
168 Died
17 Withdrew consent
35 Had other reason
224 Discontinued trial treatment
37 Had primary or key secondary
outcome event
5 Had treatment-related adverse
event
50 Had major adverse event
12 Withdrew consent
30 Stopped treatment owing
to patient decision
64 Stopped treatment owing
to physician decision
26 Had other reason

866 Were included in the intention-to-
treat population

900 Were included in the intention-to-
treat population

111 Were excluded from per-protocol
population
5 Did not receive trial treatment
21 Did not meet inclusion criteria
85 Discontinued trial treatment for
>30 consecutive days

135 Were excluded from per-protocol
population
10 Did not receive trial treatment
24 Did not meet inclusion criteria
101 Discontinued trial treatment for
>30 consecutive days

755 Were included in the per-protocol
population

765 Were included in the per-protocol
population

Nerima-Hikarigaoka Hospital




Patient Flow
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J Dld not start treatment owing
to physician decision
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184 Did not complete the overall trial
period
148 Died
7 Withdrew consent
3 Were lost to follow-up
26 Had other reason
189 Discontinued trial treatment
21 Had primary or key secondary
outcome event
7 Had treatment-related adverse
event
37 Had major adverse event
4 Withdrew consent
38 Stopped treatment owing
to patient decision
51 Stopped treatment owing
to physician decision
31 Had other reason

220 Did not complete the overall trial
period
168 Died
17 Withdrew consent
35 Had other reason
224 Discontinued trial treatment
37 Had primary or key secondary
outcome event
5 Had treatment-related adverse
event
50 Had major adverse event
12 Withdrew consent
30 Stopped treatment owing
to patient decision
64 Stopped treatment owing
to physician decision
26 Had other reason
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111 Were excluded from per-protocol
population
5 Did not receive trial treatment
21 Did not meet inclusion criteria
85 Discontinued trial treatment for
>30 consecutive days
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135 Were excluded from per-protocol
population
10 Did not receive trial treatment
24 Did not meet inclusion criteria
101 Discontinued trial treatment for
>30 consecutive days
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Clinical characteristics

Table 1. Demographic and Clinical Characteristics of the Pati at Baseline (I ion-to-Treat Population).* L‘\%:' = E
7

Reduced-Dose Apixaban Full-Dose Apixaban

— - e WOHIERS697%. BE(%):143.4%

Male sex — no. (26) 375 (43.3) 391 (43.4)

Body weight — kg 757163 75.7+16.4 B _[H]_/J \*}i‘ 0 / ( 1 EL/(—F) 2 10/0 . CrCI < 5 O 1 40/0

Body-mass indexf 27.0£5.3 27.0£5.4

Platelet count <100,000/mm’ — no./total no. (%) 18/863 (2.1) 15/899 (1.7) - 1 - . (o)
Cret:li:ine CI:aranCE-cSOml;’min—:o.t;’totalno. (%) 115/864 (13.3) 1277900 (14.1) . EaStern CO Operatlve OnCOIOgy G rou pd)PS O 1 " 92 " 6 /0

Qualifying diagnosis of venous thromboembelism — ne. (%)

Pulmonary embolism with or without lower-limb proximal 669 (77.3) 665 (73.9) . VT EOD I:I I—ﬁ

deep-vein thrombaosis

Lower-limb proximal deep-vein thrombosis only 197 (22.7) 235 (26.1) [ | PE :l: DVT . 7 5_ 50/0
Clinical ifestation of ind thromboembolism —
inica nr:j{r;;:j ra:;on(‘%% index venous thromboembolism u PE%{EIéDfd:L \—Fﬂﬁﬁ'fﬁDVT : 24. 50/0
Symptomatic deep-vein thrombosis or pulmonary embolism 528/856 (61.7) 580,888 (65.3)
Incidental pulmonary embolism 290/856 (33.9) 275/888 (31.0) [ VT EO) E%};Eﬁllﬁ
Incidental deep-vein thrombaosis only 38/856 (4.4) 33,888 (3.7)

History of venous thromboembolism — no. (%) 157 (18.1) 170 (18.9) [ | ﬁ{lﬁ'l‘gi DVTan:T_(g: PE . 620/0
Acti r—no. (% 864 (99.2 897 (99.7 y
ctive cancer — no. (%)% (99.8) (99.7) u {%%’lﬂEPE : 320/0

Stage of cancer — no. (%)

Localized 111 (12.8) 117 (13.0) [ 'f%%‘liDVT . 40/0

Locally advanced 115 (13.3) 113 (12.6)
:;"Ite;earslatic 574 gr: )3} 584 Eﬁq ?) . 5% E)J ,HE)E %E
Unknow 2(02) 3(03)
Site o;cr;:cenr—no. (%) “IIJ)% (22 70/0) %:tﬂﬁij— (j: H’”J_ ( 1 5 20/0)
Breast 199 (23.0) 202 (22.4)
: = N 0) o
T e won | WARER (12.1%) . o (11.3%)
Lung 99 (11.4) (

Other 353{42:5) 363 (Al,:);]} u E@‘EE)J’E
ECC::G e 0 456 (52.7) 56.0) u %}Eﬁ . 1 30/0\ %Fﬁ:\@fﬁ"ﬁ . 130/0

04 (
(
(

: T S ?Zf} BB 1 66%. TOM : 8%
Unknown 1(0.1) 4
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Clinical characteristics

Table S2. Anticancer Drug Therapies in the Past 6 Months and at Enrollment

B 2K COHEOHSYE : 8.00H
(TUSHMEr4EE, 6.5~12.6)

B A ANBIDERE (30BELUA)
B DOAC : 43.6%
m KD FA/NJ> : 54.8%
BESY=KETE : 1.2%

B A2 )INURDR :0.4%

yaEEARIFRIUE

B PHEREMICHITD11.808
(M i7E6FE8.3~12.1)
B R=EEECIE11.95H
(IT_UIﬁ4*""l9 0~12.1)
SS5E8FCIE11.88H
(IT_UIﬁ4*"’“I7 6~12.1)
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Apixaban 2.5 mg Apixaban 5 mg
twice daily twice daily
(N = 866) (N =900)
Cancer treatment
In the past 6 months — no. (%)
Chemotherapy 466 (53.8) 499 (55.5)
Hormone therapy 203 (23.4) 224 (24.9)
Targeted therapy 214 (24.7) 210 (23.4)
Immunotherapy 161 (18.6) 145 (16.1)
Radiotherapy 116 (13.4) 117(13.0)
Surgery 121 (14.0) 105 (11.7)
At enrollment — no. (%) 710 (82.0) 724 (80.4)
Chemotherapy — no./total no. (%) 299/862 (34.7) 280/896 (31.3)
Targeted therapy — no./total no. (%) 190/865 (22.0) 199/899 (22.1)
Hormone therapy — no./total no. (%) 177/863 (20.5) 194/893 (21.7)
Immunotherapy — no./total no. (%) 125/863 (14.5) 117/897 (13.0)
Radiotherapy — no./total no. (%) 16/865 (1.9) 16/898 (1.8)
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Primary outcome

ITTSHE

Table 2. Clinical Outcomes during the Trial Period.* A Recurrent Venous Thromboembolism
= 100+ 3.0 Adjusted subhazard ratio Full-dose apixaban
Redutl:ed-Dose FuIlI-Dose Treatment X 904 with reduced vs. full dose,
Apixaban Apixaban Effect g 80 254 0.76 (95% Cl, 0.41-1.41)
Outcome (N=866) (N=500) (95% CI) P Value _§ 9.0 P=0.001 for noninferiority
G 704 = Reduced-dose
number (percent) = 604 1.5 apixaban
Primary efficacy outcome: recurrent venous thromboembolismT 18 (2.1) 24 (2.8) 0.76 (0.41-1.41) 0.001 '-_E 504 1.04
Recurrent symptomatic venous thromboembolism 17 (2.0) 18 (2.1) 0.97 (0.50-1.88) — E 40+ 0.54
£ .
Lower-limb deep-vein thrombosis 8 (0.9) 6 (0.7) — % 301 0.0
| 0.0+ T T T 1
Pulmonary embolism 9 (1.1) 10 (1.2) — g 09 7 3 6 9 12
10
Fatal pulmenary embolism 0 0 — G 0
i
Unexplained sudden deathf 3 (0.4) 2 (0.3) — 0 3‘ é EI) 1|2
Upper-limb deep-vein thrombosis 1(0.1) 3(0.4) — Months since Index Event
Central venous catheter-related thrombosis 1(0.1) 2 (0.2) — No. at Risk
Incidental venous thromboembolism¥| 1(0.1) 6 (0.7) — Full-dose apixaban 900 834 771 722 659
Reduced-dose 866 820 769 722 660
apixaban
- ~ V' e
Prl I I la ry O utCOI I le : V I EE%L?_‘ o 30%7 " Adjusted SubHR=0.87 [0.44-1.69] P P$
2.6%1 Full-dose

TREEE : 2.1% vs =958 : 2.8%

(59%4%subhazard ratio:0.76, 95%CI[ 0.41 - 1.41],P=0.001)
“é 40% ™

BHRIDIELMT— > &R L. (R
aF %\'I‘EE EEHﬂ " 0’ :‘! Time since IﬂiEX event (months) é 1I2

Na. at risk
Reduced-dose 755 726 679 B43 600
Full-dase 765 723 674 638 589
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Secondary outcome

Secondary Outcome

ERPRE) (CRREY S i

REEt: 12.1 vs 221858 : 15.6%
Y TJ)\H— Kb : 0.75

95%CI[0.58-0.97],P=0.03CTimEE$ (CE#L%EdH D

B A=HM

REEE 1 2.9% vs £=21%58F : 4.3%
BEERIHI - mBE THAEEER U
A=H{LERm
mE=Ef : 1.4% vs £
FERH{EE R
WEEE : 0.7% vs £=21%58F : 1.7%
TERB{CERI
M=Ef : 0.8% vs £
PIHTXK

WEEE: 17.7% vs £2=1w58% : 19.6%
TEIREVTERX - K0 - 2T
MEEE : 19.9% vs 221858 : 22.1%

SIR58 1 4.3%

SR58 1 1.5%

VTEﬁ%?T’(ij(%Hj[fﬂ
£=1%5%8% : 6.8%

HERF 1 5.2% vs &

Table 2. Clinical Outcomes during the Trial Period.*
Reduced-Dose Full-Dose Treatment
Apixaban Apixaban Effect
Outcome (N=866) (N=900) (95% ClI) P Value
number (percent)
Key secondary safety outcome: major or clinically relevant non- 102 (12.1) 136 (15.6) 0.75 (0.58-0.97) 0.03
major bleeding**
Major bleeding 24 (2.9) 37 (4.3) 0.66 (0.40-1.10) —
Fatal bleeding 2(0.2) 2(0.2) —
Major gastrointestinal bleeding 12 (1.4) 25 (2.9) —
Upper gastrointestinal bleeding 6 (0.7) 13 (1.5) —
Lower gastrointestinal bleeding 7(0.8) 13 (1.5) —
Clinically relevant nonmajor bleeding 84 (10.0) 107 (12.3) 0.79 (0.59-1.05)
Other secondary outcomes
Death from any cause 148 (17.7) 168 (19.6) 0.96 (0.86-1.06) —
Recurrent symptomatic venous thromboembolism, major 167 (19.9) 191 (22.1) 0.96 (0.87-1.07) —
bleeding, or death from any causet
Major venous thromboembolism or major bleeding+ 41 (5.2) 55 (6.8) 0.96 (0.87-1.06) =
B Clinically Relevant Bleeding
— 1009 20 Adjusted subhazard ratio SubHF=0.6 [940:1:10) Fu"-cﬁ?r
£ g0 with reduced vs. full dose, Full-dose apixaban 80%
g 0 0.75 (95% CI, 0.58-0.97)
3 P-0.03 % ”
T 70 °
£ 60 Reduce:.:l-d é 60%-
.E 504 apixi g % Reduced-dose
g 40 ] 2 o 1%
3 10 9 2
w
3 204 % . . , -
g ol — 20% 0 3 6 9 12
|
d o \
0 3 6 9 12 i
Months since Index Event ° E Tim msde t (months) 1
No. at Risk uced-dose as;"sk
Full-dose apixaban 900 796 725 682 593 Full-dose 90
Reduced-dose 866 795 736 662 619
apixaban
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Safety outcome

BEBH

1D EOBEES
=8t : 81.4% vs £=£8182.8% (P=0.45)

SRNMFEEUCES

E%@ﬁ%%
H=2139.8% vs £

REZVEEE
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ERNDRELUICERA

££¥43.8% (P=0.09)
RISEM - RIEOFHABRIIEY)

(Neoplasms benign, malignant and unspecified)

Table S7. Summary of Adverse Events

Apixaban 2.5 mg | Apixaban 5 mg
Event twice daily twice daily
(N = 866) (N =900)
All adverse events — no. patients (%) 705 (81.4) 745 (82.8)*
Serious adverse events — no. patients (%) 345 (39.8) 394 (43.8)t
List of serious adverse events — no. patients}
Neoplasms benign, malignant and unspecified 102 118
(incl cysts and polyps)
Gastrointestinal disorders 64 75
Infections and infestations 62 68
Respiratory, thoracic and mediastinal disorders 52 75
Renal and urinary disorders 47 45
General disorders and administration site 44 32
conditions
Hepatobiliary disorders 38 32
Injury, poisoning and procedural complications 25 40
Vascular disorders 25 25
Nervous system disorders 21 21
Blood and lymphatic system disorders 20 18
Investigations 19 17
Cardiac disorders 20 12
Musculoskeletal and connective tissue disorders 12 15
Metabolism and nutrition disorders 13 11
Reproductive system and breast disorders 11 12
Surgical and medical procedures 6 4
Product issues 3 3
Eye disorders 4 1
Psychiatric disorders 2 3
Skin and subcutaneous tissue disorders 4 1
Endocrine disorders 1 3
Immune system disorders 2 1
Pregnancy, puerperium and perinatal conditions 0 2
Ear and labyrinth disorders 0 1 F R
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Discussion
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Discussion
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Limitation & Strength
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Conclusion
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Editorial

« PNABLEMARAE CIEFFARMATEATAE (VTE) (. —AXBVRSHIETHD . VIEZFAE UITEE
BETIE, BRMEMPE. BEQHM. ETOURIN—MERLDEENT EN TS
« 20FLLEHI, CLOT triallCK DN ARBBICHIFBVIEBFETFHHICH T, EYZKIERE
(VKA) £KDEFILF/INUZMBNTND C &S
-« CORERICEDHEBRE=NTEDFEN/U> (LMWH) ([CLDeNBBDEREN. M
A BHEMATEDIREE B E U CTHEYL

« TORERIASZTLZEILUE

1. EEEOFUREE (DOAC) M. HABSEMEICSNTLMWHE RS THS
GESIE) CENMRE. CHCkDEMDR MEERE N SRENAS < fE

2. RIEEEDDFIENGEOESICKID., Z<OBETTFERINE
EE#’%'IEF $7&}’az7' FERHE. AN fé&iﬁ@b“%iﬁ@“é%\%b‘iﬁbﬂ

ER
IV
PROUDOFGgEEMST

Nerima-Hikarigaoka Hospital




Editorial
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