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Case: Unprovoked VTE

» Understand the role for cancer screening in unprovoked
VTE.

» Understand the current recommendations regarding
testing for other (acquired) hypercoagulable states.

Role of Thrombophilia Testing and Duration
of Anticoagulation:
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« 52 M presents to local hospital with acute SOB.

« CTA showed extensive bilateral PE and RV/LV ratio >1.

« Given one dose enoxaparin and sent to MGH.

o At MGH:
— Vitals: 89% on room air (require 10 L), HR 150, RR 32, BP 140/79.
- ECHO: RV dilated, hypokinetic, RVSP 54 mm Hg
- Elevated troponin and BNP

Case 1: Unprovoked VTE

There was no identifiable cause for his PEs.

Should he undergo extensive -
search for occult malignancy? © &
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Why Investigate for Cancer?

S

Identifying cancer early
could allow earlier

Treatment duration and
anticoagulant choice may
treatment. differ in cancer-
associated thrombosis. strategy.

Some cancers are more
thrombotic which may
influence follow-up




Epidemiology: Cancer and Thrombosis

Epidemiology: Cancer and Thrombosis

« VTE can be the first manifestation of an occult malignancy « Prevalence of occult cancer in patients with VTE (systematic review)
o 40 oo . « 9,516 patients with VTE = 3,286 unprovoked; 3,297 provoked; 2,933 not specified
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Benefits/Risks of Testing for Occult Malignancy

Cumulative incidence of cancer diagnosis after incident VTE
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What is the Benefit of Additional Testing? Screening for Occult Malignancy in Idiopathic VTE

« Systematic Review and Meta-analysis: 10 studies, 2316 pts

Diagnostic modality Limited i i i — Occult cancer: 1 in 20 within one year of unprovoked VTE.
CT abdomen/peivis I 954 (95% . 40.2.58.5) ” eo7 0% O 61.1.77.8) I - No significant dlffer?nce with .extensw? screening at 12 months
- Cancer prevalence increase linearly with age

US abdomen/pelvis 54.2(95% Cl: 45.5-65.9)  63.5 (95% Cl: 54.9-72.1) . 7x® higher in patients age > 50
Tumor marker CEA 66.7(95%C1: 28.9-100)  83.7(95% Cl: 53.8-100) — Cancer prevalence lowest in age <50 (1%) and in women on estrogen
Tumor marker PSA 51.0 (95% Cl: 40.0-62.0) 60.6 (95% Cl: 49.6-71.7)

Is there poy that may benefit from scr ing?

Impetus for addition trials
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Screening for Occult Malignancy in Idiopathic VTE

Screening for Occult Malignancy in Idiopathic VTE

High-Risk Features of
Occult Malignancy

Y

Recurrent _ Constitutional
unprovokedVTE  symptoms

®DO0

Unusual Multiple clot ~ Chronic D-dimer
thrombosis sites burden elevation
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Additional work up may be helpful

Table 1 RIETE cancer score items, according to.cancer sreening
Cancer | No cuzer
Ttems (=25 (n=367T) OR (95% CT)
Gender
Male
Female Table 2 Risk of cancer according to RIETE cancer score
Age (years)
j;‘; RIETE cancer Cancer, No cancer,
Tobacco use score (n = 386) no. (%) no. (%) OR (95% CI)
Yes
- Low risk (< 2) 9 (3.6) 241 (96.4)
High risk = 3) 16 (11.8) 120 (88.2) 3.16 (1.53-8.32)
3000
Hemoglobint . L
Anemia These scoring systems may justify new study
No uncma
PO VIE e evaluating extensive screening strategies.
ToWORoVE 29 1 .
CI, confidence inerval; OR, odds ratlo; VIE, venous thromboeni-
bofism, *Pluclet count wes unknown in six patents. fHemoglobin
Status vas unknown in four patiens. Serott, STH 2017

Figure 2. Flow diagram of the screening for cancer in patients with unprovoked VTE (SOMERIETE) rial (ClinicalTricls gov identiier

NCT03937583). DVT, deep vein thrombosis; PE, pulmonary embolism; RIETE, Registro Informaizado de Enfermedad TromboEmbélica;
18FDG, 18 PET/CT, positron emissi puted tomography.

— ‘Time from randomization

Current Guidelines

Screening for Occult Malignancy in Idiopathic VTE
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An incidental finding of testicular seminoma
in the context of acute pulmonary embolism:
a case report

Kaitlin J. Mayne", Emma Lewis and Lewis Vickers

1. Young men with no identifiable VTE risks
2. Recurrent VTE on therapeutic anticoagulation
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O et to cancer diagnosis Chest
filtsemmerll B oo — S e Available data do not support an extensive search for occult
—— " S
“S.m. a | e ‘ owgnin || oo | omioeio) | ‘ e ‘ malignancy; however, it is important to perform complete
i ruz 0o Hx/PE/Labs and pursue symptoms or signs which suggest an
Frevous suger. 2 iy underlying malignancy and to ensure that age-appropriate cancer
‘, — f wroseerar screening tests have been performed.
score 23 poin
; " Maximom 20 days W Limited neoplasia ISTH
screening
Limited screening: History, PE, Labs, UA, CXR
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i\ @\i@ @’\ Quality of life questionnaire g pp P . 9 . .
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N s‘; S Blecding screening “high risk” patients.
S
. o y
2 Caveats Case 1
[Tt e Medical Case eprey @+ He did well. Discharged home on apixaban.
EE « Came to follow up clinic one month later, HCT still 26.8.

« Work up revealed:

2;5‘ - 1gG 5328, IgA 22, IgM 6,
- serum free kappal/lambda = 601/1.5 = 400 ratio
® - M spike: 4.31 IgG Kappa

l“E - Recently had bone marrow transplant

v' Recommendation (+ age-appropriate cancer screen):
v Work up any abnormal symptoms
v Gl symptoms —— Scopes
v hematuria —— Renal/bladder scan
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Case 1: Unprovoked VTE

« Had he not been found to have cancer, should he be tested for other
hypercoagulable states?

What are those other states (acquired)?
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Acquired Hypercoagulable States

Medications
— Heparin-induced and is (HITT)

— Oral contraceptives/hormonal therapy

— Additional medications

Pregnancy and post partum

Antiphospholipid antibody syndrome

Myeloproliferative neoplasms

Nephrotic Syndrome

Traumal/surgery
Immobilization

* Gl: celiac and IBD
Other causes

Be on the
lookout

- Rheumatological disease (vasculitis)
- PNH

~ Inflammatory conditions
M —_Infections (COVID)

PNH: paroxysmal nacturnal nemoglobinuria

My approach

« Consider testing for other hypercoagulable states in following situations
Ve 8 » Women of child-bearing age - pregnancy test
‘ \"; » Recurrent or extensive thrombosis - APS

B » Thrombosis in multiple venous or unusual vascular beds (portal, hepatic,
mesenteric, or cerebral veins) - APS, MPD, PNH ... COVID.

6 > Arterial thrombosis - APS or MPD.
~ » Elevated HCT or platelets - MPD
i » Exposure to heparin and low platelets - HIT
» HTN, swelling, weight gain - nephrotic syndrome
- B
B ViosmiTaL
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When to Test

« Do NOT test during the acute event

« Acute VTE and anticoagulation alter Protein C, Protein S and AT
« Do NOT test most provoked VTE
« Tests not routinely recommended

« MTHFR

« Non-validated thrombophilia panels

« Cancer markers
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Closing Reflections

- Extensive screening for cancer in idiopathic VTE
« Not indicated (about 5%)

- Ensure age specific cancer related screening; pursue any
abnormalities on history, physical exam or labs.

« Ongoing studies exploring if there is role for testing in high-risk
patients.

« Testing for other hypercoagulable states

« Consider in unusual site locations, recurrent VTE and arterial
events.

Be thoughtful about testing D T

Thank you

Email: rprosovsky@mgh.harvard.edu
X Twitter: @RosovskyRachel
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