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Neoplasia oculta en pacientes con ETEV
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INTRODUCCION
* Existe relacion entre ETEV y patologia oncoldgica.

e Tras un primer evento de ETEV no provocada, la incidencia de neoplasia durante el primer afio varia entre el 4-10%, con 40% de

pacientes con metastasis en el momento del diagndstico.

* ¢Necesidad de screening de cancer oculto en todos los pacientes con un primer episodio de ETEV?
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Testing for occult cancer in patients with pulmonary embolism: Results from a
screening program and a two-year follow-up survey

Luis Jara-Palomares **, Consolacién Rodriguez-Matute ®, Teresa Elias-Hernindez -,
José Antonio Rodriguez-Portal ©, José Luis Lopez-Campos °, Hugo Garcia-Ibarra ®,
Emilia Barrot-Cortés *, Remedios Otero-Candelera“

* Pulmonology, Sierra Morre Hospital, Constanting, Seville, Spain

b mdmonalogy, San fvan de Dios Hospital, Barmujos, Seville, Spain

© Unidad Medico-Quiringica de Enfermedades Respiratorios (UMGER), Virgen del Rocle Hospital, Seville, Spain
4 pulmonalogy, Virgen Macarena Hospital, Seville, Spain

‘;: Hospit_all General
sauvaaia 1€ Villalba
3



g~ . =
Uk A 2 Ny
.\,\'\‘\‘ {- a i

Cohorte 107 pacientes con EP idiopatico y provocado.

Screening no invasivo:

Historia clinica completa

* EF

* Analisis de sangre rutinario (hemograma y bioquimica) con marcadores tumorales (antigeno
carcinoembrionario CEA, alfaFP, CA 19.9, CA125, PSA)

* Rxtdrax

* Ecografia abdomino-pélvica

Seguimiento 2 aios
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Cohorte 107 pacientes: 49 pacientes (46%) EPI y 58 pacientes (54%) EPP

Tras el screening inicial no invasivo:

* Se diagnosticaron 5 tumores

 4/49 (8.1%)y 1/58 (1.7%).

* Incidencia global inicial 4.6%.

* Localizacidn: 2 pulmdn, 1 endometrio, 1 préstata, 1 adenoca de primario desconocido

e  60% con enfermedad metastasica

Seguimiento 2 ahos:
* Se diagnosticaron 4 tumores, todos en el grupo de EPI (8.8%).
* Incidencia global seguimiento 3.8%

* Localizacidn: 2 colon, 1 recto y 1 endometrio

*  50% con enfermedad metastésica “: Hospital General
sawavacic 1€ Villalba
 80% fallecen .
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Logistic regression analysis of variables associated with the presence of occult cancer.

Odds ratio (95% C1) p

Patient characteristics

Male gender 111 {0.30-4.08) ns

Age =T0 years 0.29 {0.06-1.43) ns

Dyslipidemia 2 44 (D.45-13.31) ns
Risk factors of pulmonary embolism

Idiopathic PE 1282 (1.56-10527) 003

Previous surgery 0.4 (D.66-0.83) 0.068
Index eplsode characteristics

Creatinine >2 0.98 (0.95-1.01) ns

Heart rate =50 beats/min LBB (0.38-9.37) ns

Systolic pressure <100 mmHg 3.35 (0.75-14.88) ns

Shock index 21 5467 (1.41-2122) 0.007
Follow-up characteristics

Death 9.78 (2.37-40.32) =i} (1

Recurrence 0.9 (0.B5-0.97) 0.32

Cancer was diagnosed during initial screening or at the 2-year follow-up.
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Analysis of the presence of ocoult cancer in patients with idiopathic PE strarified by age 0 3 6 9 12 15 18 21 24
ErOups. Follow up (months)
Age, years Mumber of patients Occult cancer, n (%) MNMS
i) 5 o -
41-50 5 2 (25.0) 4
51-60 5 3 (375) 27
61-70 5 1{200) 5
71-80 14 2 [14.3) 7
80 9 0 (0) i
Tatal a9 E(16.3) 61

‘;: Hospital General
MNMS: number necessany l_nr screening; it indicates the number of patients that should be SaludMadrid de V| I Ia I ba
screened to detedt a subject bearing an occult cancer. .



CONCLUSIONES

Sensibilidad programa screening: 55.5% (5/9) en todos los EP y 50% (4/8) en EPI.

Es especialmente util en el rango de edad 51-60 afnos.

Adenocarcinoma tipo histoldgico mas frecuente.

Localizaciones mas frecuentes: colo-rectal, pulmonar y endometrio.
Extension tumoral: el 60 % al inicio del estudio y el 50% en el seguimiento.

FR independientes para neoplasia oculta: PE idiopatico y shock index > 1

Se desconoce si un diagndstico precoz de neoplasia oculta tiene impacto en la supervivencia, en la calidad de

vida y en el px en general.
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Annals of Internal Medicine REVIEW

Screening for Occult Cancer in Patients With Unprovoked Venous
Thromboembolism

A Systematic Review and Meta-analysis of Individual Patient Data

Nick van Es, MD; Grégoire Le Gal, MD, PhD; Hans-Martin Otten, MD, PhD; Philippe Robin, MD, PhD; Andrea Piccioli, MD, PhD;
Ramén Lecumberri, MD, PhD; Luis Jara-Palomares, MD; Piotr Religa, MD, PhD; Virginie Rieu, MD; Matthew Rondina, MD;
Mariélle M. Beckers, MD, PhD; Paolo Prandoni, MD, PhD; Pierre-Yves Salaun, MD, PhD; Marcello Di Nisio, MD, PhD;

Patrick M. Bossuyt, PhD; Harry R. Biller, MD, PhD; and Marc Carrier, MD

22 August 2017,
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Figure 2. Period prevalence of cancer in first 12 months of follow-up.

Study, Year (Reference) Patlents With  Total Proportion (95% CI)
Cancer, n  Patlents, n

Carrler et al, 2010 (15) 2 50 0.040 (0.005-0.137)
Carrler et al, 2015 (3) 33 853 B 0.039 (0.027-0.054)
Jara-Palomares et al, 2010 (14) 4 49 » 0.082 (0.023-0.196)
Rieu et al, 2011 (16) 4 32 - 0.125 (0.035-0.290)
Robin et al, 2016 (5) 21 392 —— 0.054 (0.033-0.081)
Rondina et al, 2012 (17) 1 a0 —— 0.025 (0.001-0.132)
Van Doommaal et al, 2011 (2) 36 585 . 0.062 (0.043-0.084)
Owerall 101 2001

Heterogenelty: F = 32.6%; r° = 0.0424; P = 0.1789
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Risk for Cancer Diagnosls

Summary period prevalence is 5.2% (95% Cl, 4.1% to 4.5; 95% prediction interval, 3.3% to 8.1%).

Tipos de cancer:

e Colon17%

*  Pulmoén 15% “1 Hospital General
sauavaaia 1€ Villalba
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e Pancreas 11%
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Figure 3. Period prevalence of cancer, according to time

points.
* 71/101 neoplasias fueron diagnosticadas en el screening
10.0 - - . inicial (1 3.5%) y el resto (30/101) en el seguimiento (I
1.4%)
£ 75- * Sensibilidad global del screening 70/101= 69%
% 1 e Comparacién screening ampliado vs limitado: incidencia
=)
§ 50- - de neoplasia es 4.6% vs 2.5% respectivamente.
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—o— All patients (n = 2001)
—#— Extensive screening (n = 1116)
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Figure 4. Point prevalence of cancer at 12 months,
stratified by age cohorts.
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CONCLUSIONES

Incidencia global de neoplasia tras ETEV idiopatica a los 12 meses 5%.
* Incidencia a partir del primer afo 1%.
* Sensibilidad inicial screening 70%.

* Probabilidad de diagnosticar neoplasia con screening ampliado duplica la del screening limitado

(4.6% vs 2.5%).

* Probabilidad de dx de cancer relacionada con edad (>60 afios).
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[ Criginal Research Lung Cancer ] %CHEST

Development of a Risk Prediction Score for () cuve
Occult Cancer in Patients With VTE

Luis Jara-Palomares, MD, PhD; Remedios Otera, MD, PhD; David Jimenez, PhD; Marc Carrfer, MD; Inna Tzoran, MO
Benjamin Brenner, MD; Mirgia Margell, MD; Juan Manuel Praena-Ffemandez, PhD; Elvira Grandaone, MD, Ph);
Manuel Mornreal, MD, PhD; and the RIETE Investigators

March 2017
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Base de datos de RIETE: registro internacional de ETEV

Pacientes desde 2001 hasta 2014: ETEV + dx de cancer durante los 30 dias posteriores

(1845 casos) vs 5863 controles de caracteristicas similares

Comparacion de ambos grupos para identificar factores relacionados con la aparicion

de neoplasia después de una ETEV.
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TABLE 2 | Multivariable Analysis and Score to Identify Patients With Increased Risk for Occult Cancer

95% Confidence Limits
Variable B Cosfficient OR Lonwer Upper Fialue Points
Male sex 0.378 1.46 1.19 1.79 < 001 +1
Age =70y 0642 1.90 1.55 2.33 < 001 +2
Underlying conditions
Chronic lung 0.338 1.40 1.07 1.84 015 +1
disease
Anemia 0.539 1.71 1.38 2.13 < 001 +2
Platelet count = 0.334 1.40 1.03 1.90 034 +1
350 = 10%/mm*
Risk factors for VTE
Postoperative -0.722 0.49 0.32 073 < 001 -2
status
Prior VTE ={1.392 0.68 Q.51 0.89 006 =1

Hosrmer-Lemeshow test: f = 4.33, degree of freedomn = 8; P= .826; Cstatetic = (.64 (95% (1, 0.61-0.668). List af variables indudad in the mult variable
regression anaksis: age = 70y, BMI, chronic lung disesse, platelet count 2= 350,000 = 1,000/mm, anemia, recent surgery, hormane therapy, unprovoked
VTE, varicose veins, and prior VTE. Anemia was defined 25 hemoglobin levels < 12 gfdl in women and < 13 gfdl in men.
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Incidencia de neoplasia oculta con puntuacion <2

131 5.8% vs 12% en pacientes con puntuaciones >2
E 1o Score = 3 points
: -,
Q -
P = .01
6 - [
" Score = 2 points
5 3- -
= Log-Rank Tast
0. Score < 2 vs = 3 points
| | | | | | | | |
L1 a G " 12 15 18 21 24
Time to event (mo)
Soore (Mo. af risk)

<2 poinis [n=4,150) 4,082 4,001 3087 3047 3033 A0 31 A0
z3dpomis[n=1,714] 1,834 1457 4155 4530 1454 1508 1,514 1511

Figure 2 — Cumulative incldence of occult cancer over 2 years takmg into
account score (== 2 v = 3 pomis) (time-to-event data).
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Localizacidn del tumor segun sexo:
* Hombres: pulmodn (26%), prostata (17%) y recto (10%)

* Mujeres: colo-rectal (19%), mama (12%, utero (9.1%), hematoldgico (8.6%),

pancreas (7.6%) y estdmago (6.1%).
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CONCLUSIONES:

* La incidencia de neoplasia oculta en pacientes con un primer episodio de ETEV no provocada es
aproximadamente 5% en el primer afno.

* No existe un método establecido coste-efectivo y no invasivo para detectar neoplasias ocultas.

* EI60% de pacientes tiene enfermedad metastasica en el momento del diagndstico.

* Identificar subgrupos de pacientes de alto riesgo y tipos de neoplasias mas prevalentes.
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