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Background

Approximately 4% of venous thrombotic events are defined as
“venous thromboembolism of atypical location” (VTE-AL)
because involve alternate venous segments such as
splanchnic, renal, gonadal, and cerebral territories.

VTE-AL often reflect the pathology of the organ drained and
are commonly associated with malignancy.

There is no clinical data supporting the use of rivaroxaban and
apixaban for the treatment of VTE-AL.

The aim of the present study was to assess the efficacy and
safety of rivaroxaban and apixaban in patients with acute VTE-
AL.



Methods

Prospective study.

Consecutive patients enrolled into the Mayo Thrombophilia
Clinic Registry between March 1, 2013, and February 1, 2017.

Three groups of patients: VTE-AL treated with DOACs, VTE-AL
treated with enoxaparin, typical VTE (VTE-TL) treated with
DOACs.

The primary efficacy outcome was venous or arterial
thromboembolism.

The primary safety end point was major bleeding.

The secondary safety end point was clinically relevant non-
major bleeding and the composite of major bleeding and
clinically relevant non-major bleeding.



Results (1)

623 patients with acute VTE including 63 with VTE-AL

Within the VTE-AL group, there were 36 patients receiving
DOACs: rivaroxaban (n 22) or apixaban (n 14), whereas 23
were treated with enoxaparin and 4 with warfarin.

There were 52.8% patients with underlying malignancy within
the VTE-AL group receiving DOAC compared with 95.7%
patients with malignancy treated with enoxaparin (P<.001).

Patients with VTE-AL treated with a DOAC were younger
compared with patients with VTE-TL.



VTE-AL DOAC

VTE-TL DOAC

VTE-AL DOAC

VTE-AL enoxaparin  vs enoxaparin
Vanable (N=36") (N=352% P value (N=23) P value
Age (y), mean + SD 536+14.1 61.1+14.1 002 59.8+11.3 08
Sex: female 23 (639) 152 (43.7) 021 6 (26.1) 005
Presence of PE 3 (83) 131 (37.2) <001 0 (00) 15
BMI, mean + SD 288456 30.1+6.7 27 268+40 A3
Crd <50 mU/min 3(83) 35 (99) 76 3(130) 56
Malignancy 19 (52.8) 166 (47.2) 52 22 (95.7) <001
Chemotherapy 13 (36.1) 112 (31.8) 60 12 (522) 22
Recent” surgery 11 (306) 74 (21.0) A9 6 (26.1) 72
Thrombophilia 0 (00) 14 (4.0) 22 0 (0.0) NA
Hormonal therapy I (28) 12 (34) 84 0 (00) 42
Previous VTE 5(14.3) 67 (204) 39 3 (150) 94
Time from diagnosis to study 16 A2
drug initiation
Median | 0 0
Ql,Q3 00, 45 00, 20 00, 1.0

*BMI = body mass index; CrCl = creatinine clearance; NA = not applicable/available; PE = pulmonary embolism; Q| = quarter |; Q3 =

quarter 3.

Values represent n (%) unless otherwise indicated.
“Rivaroxaban (n=22), apixaban (n=14).
“Rivaroxaban (n=219) or apixaban (n=133).
“Recent indicates within the last 30 d.



Results (2)

No differences beetween the three groups of patients
regarding primary efficacy and safety endpoints.

Restricting the analysis to cancer patients only, VTE
recurrence rates were significantly higher in patients with
VTE-AL treated with DOAC compared with patients with VTE-
TL but not different from patients with VTE-AL treated with
enoxaparin.

Mortality rates were higher in patients with VTE-AL treated
with a DOAC when compared with patients with VTE-TL but
not different to those with VTE-AL treated with enoxaparin.

Only patients with cancer died during the study period.



VTE-AL DOAC vs

Qutcome rate VTE-AL DOAC VTE-TL DOAC VTE-AL enoxapann
per 100 person-years (n=36) (n=352) P value enoxapann (n=23) P value
Overall
VTE Recurrence (n) 2 7 A3 3 26
Total follow-up person-years 274 2983 12.7
Recurrence rate (95% () 7.3 (0.88-26.3) 24 (094-48) 237 (49-69.1)
Major bleed (n) 2 9 26 3 31
Total follow-up person-years 276 3019 134
Major bleed rate (95% CI) 72 (0.88-26.1) 30 (14-57) 224 (46-654)
CRNM bleeding (n) I 25 .38 2 19
Total follow-up person-years 276 2876 12.8
Minor bleed rate (95% Cl) 36 (0.1-202) 87 (56-128) 156 (19-563)
Major or CRNM bleeding (n) 3 33 95 5 12
Total follow-up person-years 273 2872 12.7
Major or minor rate (95% CI) 11.0 (23-322) 115 (79-16.1) 394 (128919)
Death (n) 6 25 03 5 Sl
Total follow-up person-years 280 3026 135
Death rate (95% 1) 215 (79-46.7) 83 (53-122) 369 (12.0-86.1)
Patients with cancer only
VTE Recurrence (n) 2 4 002 3 81
Total follow-up person-years 79 1519 12.3
Recurrence rate (95% CI) 254 (3.1-91.8) 2.6 (0.72-6.7) 244 (50-71.4)
Major bleed (n) 2 8 22 3 76
Total follow-up person-years 8.1 154.3 130
Major bleed rate (95% CI) 748 (3.0-89.5) 52 (22-102) 231 (48-674)
CRNM bleeding (n) | 17 g2 2 58
Total follow-up person-years 8.1 147.40 12.42
Minor bleed rate (95% ClI) 124 (0.31-69.2) 115 (6.7-185) 16.1 (20-58.1)
Major or CRNM bleeding (n) z 24 55 5 62
Total follow-up person-years 1.7 14169 123
Major or minor rate (95% CI) 389 (80-113.7) 163 (105-24.3) 40.7 (13.2-95.0)
Death (n) 6 25 001 5 26
Total follow-up person-years 84 1550 13.1
Death rate (95% ) 714 (262-155.3) 16.1 (104-23.8) 38.1 (12.- 888)

CRNM = dinically relevant nonmajor.



Discussion

This is the first prospective study to assess the efficacy and
safety of rivaroxaban and apixaban in patients with venous
thrombosis occurring in atypical locations.

The VTE recurrence and major bleeding rates were similar
when compared with patients with VTE in typical location.

Outcomes were also similar compared with patients with
atypical VTE treated with enoxaparin.

Mortality rates in VTE-AL patients treated with rivaroxaban
and apixaban were higher compared with patients with VTE-
TL but not different than in patients with VTE-AL treated with
enoxaparin.



Conclusions

* In summary, the results of this study indicate that
rivaroxaban and apixaban use in patients with atypical
venous thrombosis is associated with comparable
efficacy and safety as in patients with typical VTE and
similar to enoxaparin.

* The present study results may not be generalized to
other DOACs.



