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W ith the oncology 

landscape changing 
rapidly, effective 
care requires bring-

ing clarity to complex data, and this 
is especially true for the treatment of 
venous thromboembolism (VTE) in 
cancer. Although newer options may 
make therapy easier to use, said Ro-
wena Schwartz, PharmD, BCOP, of 
the University of Cincinnati, provid-
ers must make sure not to oversim-
plify the information such that they 
overlook potential risks and compli-
cations in this population. At JAD-
PRO Live 2018, Dr. Schwartz shared 
recent findings comparing the safety 
and efficacy of “standard” antico-
agulants with those of direct oral 
anticoagulants (DOACs), discussed 
the risks and benefits of treatment of 
DOACs, and detailed how to moni-
tor and assess patient response to 
anticoagulant treatment.

“When we talk about data, we’re 
often talking about the results of 
clinical trials that include a popu-
lation, but when you and I go into 
practice, it is the individual that 
we’re actually looking at,” said Dr. 
Schwartz. “I get worried if we just 
look at the data from studies when it 
doesn’t fit the unique aspects of the 
patients we treat.”

RISK FACTORS FOR VTE IN 
PATIENTS WITH CANCER
As Dr. Schwartz explained, many of 
the risk factors for VTE in the pa-
tient with cancer are related to spe-
cific cancer types; head and neck 
cancer has the lowest risk, for ex-
ample, while pancreatic cancers and 
central nervous system malignancies 
carry increased risk. However, one 
of the key factors is active disease 
(Rocha et al., 2007). There are also 
treatment-related risks. A number 
of different agents carry VTE risk, 
such as immunomodulatory drugs 
(e.g., thalidomide, lenalidomide 
[Revlimid], pomalidomide [Poma-
lyst]) and dexamethasone, hormones 
(e.g., estrogens, progestins), selec-
tive estrogen receptor modulators 
(e.g., tamoxifen), vascular endothe-
lial growth factor (VEGF) inhibitors 
(e.g., bevacizumab [Avastin]), and 
erythropoietin-stimulating agents.

PHARMACOTHERAPY 
OPTIONS FOR VTE
According to Dr. Schwartz, it is im-
portant to consider broad treatment 
options because the new treatments 
that are used in VTE, the DOACs, are 
not the answer for everyone. 

“As more and more providers 
embrace direct oral anticoagulants, J Adv Pract Oncol 2019;10(3):230–232
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which don’t require aggressive monitoring, I am 
concerned that people are losing the ability to 
monitor the older agents appropriately and effec-
tively,” said Dr. Schwartz. 

Heparin
As Dr. Schwartz explained, unfractionated heparin, 
a large molecule and a biologic, was the gold stan-
dard for VTE treatment. One of the adverse events 
unfractionated heparin causes is hypersensitivity 
reaction, and there can be antibodies associated 
with it, as well. Although bleeding is a risk associat-
ed with unfractionated heparin, said Dr. Schwartz, 
this risk deceases with the discontinuation of ther-
apy. Low-molecular-weight heparin, on the other 
hand, is smaller (about one third of the size) and is 
less commonly associated with thrombocytopenia. 

“When we go to low-molecular-weight hepa-
rin, our focus tends to be much more on factor Xa 
and thrombin,” said Dr. Schwartz, who noted that 
one of the key benefits of heparin is a short half-
life, which is important for bridging patients and 
for certain other types of procedures.

Protamine sulfate is an effective reversal agent 
used with heparin but should be avoided in pa-
tients who have shellfish allergies, have had vasec-
tomies, or have been on insulin. 

Given the mechanism of action, low-molecu-
lar-weight heparin also increases the interaction 
of antithrombin and factor Xa. Dr. Schwartz also 
noted that clearance is not dependent on dose, so 
low-molecular-weight heparin needs to be moni-
tored in most patients in a similar way to patients 
on unfractionated heparin. Nevertheless, said Dr. 
Schwartz, the drug is relatively predictable, which 
is one of the reasons it is so frequently used as ini-
tial therapy for VTE as well as longer-term treat-
ment of VTE in patients with cancer.

“With respect to VTE treatment doses, factors 
such as obesity and renal impairement may be im-
portant,” Dr. Schwartz noted. “It’s also important 
to realize that the doses on the package insert are 
not the long-term dose used in most patients with 
cancer-associated VTE.”

Finally, heparin carries an increased risk of os-
teoporosis with prolonged use. When low-molec-
ular-weight heparin is used for 6 to 12 months or 
beyond, the risk of osteoporosis is something that 
we should be considering, said Dr. Schwartz. 

Targeting Factor Xa
There are currently four factor Xa inhibitors on 
the market used for the treatment of VTE, in-
cluding one agent administered subcutaneously 
(fondaparinux) and three oral drugs (rivaroxaban, 
apixaban, and edoxaban). With respect to the oral 
agents, Dr. Schwartz emphasized the difference 
in dosing. One of the key things with edoxaban, 
she said, is the use of a lead-in of a low-molecular-
weight heparin or unfractionated heparin before 
initiation of the oral drug (60 mg daily). With riva-
roxaban, there is a lead-in period of 21 days (15 mg 
twice daily) followed by 20 mg once per day. With 
apixaban, there is a lead-in period of 7 days (10 mg 
twice daily) followed by 5 mg twice daily.

“This dosing can lead to a lot of confusion,” 
Dr. Schwartz explained. “These are not drugs like 
antibiotics that patients are familiar with, so they 
really do require the same education used for war-
farin or low-molecular-weight heparin.”

The Gold Standard for VTE Treatment
While vitamin K antagonist (warfarin) used to be 
the gold standard for VTE treatment, this shifted 
with the publication of the results of the CLOT 
Trial in 2003, which demonstrated significant 
benefits in the risk of recurrent VTE and major 
bleeding events with low-molecular-weight hep-
arin (Lee et al., 2003). However, as Dr. Schwartz 
reported, data comparing low-molecular-weight 
heparin and DOACs are wanting.

A pilot study (SELECT-D Trial) recently con-
ducted in the United Kingdom looked at rivar-
oxaban vs. low-molecular-weight heparin in ap-
proximately 460 patients (Young et al., 2018). The 
treatment duration was 6 months and the prima-
ry outcome was VTE recurrence. Authors of the 
study concluded that DOACs had lower recurrent 
VTE at 6 months compared to low-molecular-
weight heparin but higher major bleeding and 
clinically relevant nonmajor bleeding events. 

“The bleeding that mainly occurred was GI 
[gastrointestinal] bleeding in patients with GI tu-
mors,” said Dr. Schwartz, who added that there is 
now a warning in the Guidelines to be cautious of 
patients at risk for GI bleeding. 

According to Dr. Schwartz, one of the biggest 
questions in cancer is “How long should patients 
remain on treatment?” A study of edoxaban vs. 



232J Adv Pract Oncol AdvancedPractitioner.com

SCHWARTZMEETING REPORTS

low-molecular-weight heparin found that patients 
stayed longer on the oral agent than they did on 
the injection (Raskob et al., 2018), “which is hard-
ly shocking,” Dr. Schwartz observed. 

“If you look at the NCCN Guidelines, one of 
the key things is to identify patients who are on 
chronic anticoagulation, as people tend to for-
get what they’re taking medications for,” said Dr. 
Schwartz. “It’s pretty easy for people to remember 
they’re on an anticoagulant if they’re giving them-
selves shots but not necessarily so if they’re taking 
oral drugs.”

ANTICOAGULATION AT  
EXTREMES OF BODY WEIGHT
Another question that often comes up is “Which 
populations does this not work for?” Dr. Schwartz 
emphasized that it is important to consider pa-
tients at extremes of body weight when adminis-
tering these medications. 

“The numbers vary,” said Dr. Schwartz. “Some 
people use under 50 kilos and over 120 kilos as 
cutoffs, but it’s important to consider patients who 
are either very small or very big because these 
doses are flat dosed and determined for the gen-
eral population.”

Ultimately, said Dr. Schwartz, when thinking 
about the management of VTE in your patient with 

cancer, the key thing is to study the evidence when 
selecting agents, understand the risk of bleeding, 
and then examine individual patient factors. l

Disclosure
Dr. Schwartz has no conflicts of interest to disclose.

References
Lee, A. Y. Y., Levine, M. N., Baker, R. I., Bowden, C., Kakkar, A. 

K., Prins, M.,…Gent, M. (2003). Low-molecular-weight 
heparin versus a coumarin for the prevention of recur-
rent venous thromboembolism in patients with cancer. 
New England Journal of Medicine, 349(2), 146–153. http://
doi.org/10.1056/NEJMoa025313  

Raskob, G. E., van Es, N., Verhamme, P., Carrier, M., Di Ni-
sio, M., Garcia, D.,…Büller, H. R. (2018). Edoxaban for the 
treatment of cancer-associated venous thromboembo-
lism. New England Journal of Medicine, 378(7), 615–624. 
https://doi.org/10.1056/NEJMoa1711948 

Rocha, A. T., Paiva, E. F., Lichtenstein, A., Milani, R., Jr., Cav-
alheiro-Filho, C., & Maffei, F. H. (2007). Risk-assessment 
algorithm and recommendations for venous throm-
boembolism prophylaxis in medical patients. Vascular 
Health and Risk Management, 3(4), 533–553. Retrieved 
from https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC2291339/  

Young, A. M., Marshall, A., Thirlwall, J., Chapman, O., Lokare, 
A., Hill, C.,…Levine, M. (2018). Comparison of an oral 
factor Xa inhibitor with low molecular weight heparin in 
patients with cancer with venous thromboembolism: Re-
sults of a randomized trial (SELECT-D). Journal of Clini-
cal Oncology, 36(20), 2017–2023. https://doi.org/10.1200/
JCO.2018.78.8034 

http://doi.org/10.1056/NEJMoa025313
http://doi.org/10.1056/NEJMoa025313
https://doi.org/10.1056/NEJMoa1711948
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2291339/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2291339/
https://doi.org/10.1200/JCO.2018.78.8034
https://doi.org/10.1200/JCO.2018.78.8034

	_ENREF_8
	_GoBack

