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Agenesis of the infra-hepatic segment of the inferior vena cava
associated with recurrent deep venous thrombosis: case report

Agenesia de segmento infra-hepatico de veia cava inferior associada a trombose venosa
profunda de repeticdo: relato de caso
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Abstract

Agenesis of the inferior vena cava (IVC) has been described in less than 1% of the population; a rare occurrence caused
by embryonic abnormalities. Its correlation with deep vein thrombosis (DVT) is certainly underestimated, since this
change is hard to detect using ultrasound. The aim of the article is to report the case of a 41-year-old female patient
with pain and edema up to the top of the right thigh after plastic surgery. Bilateral venous duplex ultrasound revealed
bilateral DVT involving iliac-femoral-popliteal and distal segments. Venous angiotomography was requested because
the IVC was not visible on ultrasound, revealing thrombosis of the right lumbar plexus and iliofemoral segment
bilaterally and agenesis of the infrahepatic segment of the inferior vena cava, with ectasia and compensatory tortuosity
of paravertebral veins and the azygos-hemiazygos system, and bilateral pelvic varices. Systemic and oral anticoagulation
were administered, with a satisfactory clinical response.
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Resumo

A agenesia de veia cava inferior é descrita em menos de 1% da populagéo, de ocorréncia rara e devido a alteragdes
embriondrias. Sua correlagdo com a trombose venosa profunda certamente é subestimada, visto que tal alteragio é
de dificil detecgao pela ultrassonografia. O objetivo deste artigo foi relatar o caso de uma paciente de 41 anos com
dor e edema até a raiz de coxa direita ap0s cirurgia plastica. Foi realizado duplex venoso de membros inferiores e
evidenciada trombose venosa profunda iliaco-femoro-popliteo e distal bilateralmente. Solicitado angiotomografia
venosa devido a ndo visualizagédo de veia cava inferior no ultrassom, evidenciando trombose de plexo lombar direito
e segmento iliaco-femoral bilateral, além de agenesia de segmento infra-hepatico de veia cava inferior, com ectasia e
tortuosidade compensatdria de veias paravertebrais, sistema azigos e hemiazigos, com varizes pélvicas bilateralmente.
Foi realizada anticoagulagdo sistémica e oral, com boa evolugéo clinica.

Palavras-chave: veia cava inferior; trombose de veia profunda; anomalias cardiovasculares.
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INTRODUCTION

The most common cause of agenesis of the inferior
vena cava (IVC) during embryogenesis is dysgenesis
with a venous system defect, which may be secondary
to intrauterine or perinatal thrombosis, without
accompanying embryonic abnormalities.' Anomalies
of the IVC have been diagnosed incidentally with
greater frequency since the advent of imaging exams,
since the majority of patients are asymptomatic.>

Deep venous thrombosis (DVT) is caused by a
congenital or acquired hypercoagulable state. Absence
of the IVC may be a risk factor, since it impairs
drainage of blood from the lower limbs and causes a
state of venous stasis and hypercoagulability, in which
venous return is dependent on a system made up of
collaterals.'*61° This study was duly evaluated and
approved by a Research Ethics Committee (CAAE
45875521.4.00000.5411 and ruling number 4.699.406).

DESCRIPTION OF THE CASE

A41-year-old female patient presented at a vascular
surgery service with pain of moderate intensity in
the right lower limb, associated with accentuated
edema around the hip. Six days earlier she had
undergone abdominal liposuction, mastopexy, and
breast augmentation with implants.

She had no comorbidities and had been taking
combined oral contraception with levonorgestrel 0.15 mg
and ethinylestradiol 0.03 mg for the preceding 1 year
and 6 months, which was withdrawn after diagnosis
since it is a risk factor. She had a personal history of
DVT in the left lower limb, in the femoral-popliteal
segment, at 22 years of age, during postpartum after
a natural delivery, when she had been treated with
anticoagulation with a vitamin K antagonist (warfarin)
for 1 year, having been discharged to outpatients
follow-up after treatment.

Clinical assessment found her in good general
health, with no changes to vital signs, with discrete
abdominal edema and minor ecchymosis, primarily
in the pubic area, with small quantities of serous
secretions from the surgical wound in the right iliac
fossa. Lower limbs were free from cyanosis and pallor,
with moderate bilateral edema, more pronounced on
the right, and with palpable distal pulses.

The results of laboratory tests requested at admission
included: hemoglobin 11.1 g/dL (normal range
[NR]: 13.5-17.5 g/dL), hematocrit 32.3% (NR: 41-53%),
platelets 136,000 uL (NR: 140,000-440,000 pL), and
white blood count 11,700/uL (NR: 4,000-11,000/uL).
Homocysteine, urea, creatinine, albumin, transaminases,
coagulogram, and electrolytes were all normal. As
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such, the patient’s laboratory tests revealed mild
anemia, thrombocytopenia, and leukocytosis.

Vascular ultrasonography with duplex (USD) was
used to examine the deep vein system of the lower limbs
and the abdominal venous system. These examinations
revealed acute DVT in the iliac-femoral-popliteal
segment and distal segments bilaterally. The IVC was
not visible in the USD examination, and, in view of
the patient’s postoperative status with edema of the
abdominal subcutaneous tissues, an additional imaging
exam was conducted for diagnostic confirmation.
Venous angiotomography of the abdomen and pelvis
identified venous thrombosis of the right lumbar
plexus (Figure 1) and of the iliofemoral segment
bilaterally (Figure 2) and agenesis of the infra-hepatic
segment of the IVC (Figure 3), which originated at
the confluence of the renal veins (Figure 4), with
associated compensatory ectasia and tortuosity of
the left gonadal vein, paravertebral veins, and the
azygos-hemiazygos system (Figure 5), with pelvic
varicose veins bilaterally.

The patient was initially treated with systemic
anticoagulation in hospital, using unfractionated
heparin via a continuous infusion pump at an initial
dose of 18 Ul/kg/h. The pain and edema in her lower
limbs gradually diminished and she was discharged
from hospital on the seventh day, with a prescription

Figure 1. Venous angiotomography, coronal anterior oblique
view, showing venous thrombosis of the right common femoral
vein (white arrow) and the right lumbar plexus (black arrow).
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Figure 2. Venous angiotomography, coronal view, showing right
(white arrow) and left (black arrow) iliofemoral venous thrombosis.

Figure 3. Venous angiotomography, coronal view, revealing agenesis
of the infra-hepatic segment of the inferior vena cava. Note the
abdominal aorta with no adjacent vascular structure (arrow).

for indefinite oral anticoagulation with warfarin and
instructions to adopt the Trendelenburg position when
lying supine, wear mid-thigh medium compression
elastic stockings (20-30 mmHg), and attend outpatients
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D)

Figure 4. Venous angiotomography, coronal view, showing
the origin of the inferior vena cava from the confluence of the
renal veins (arrow).

follow-up. At periodic outpatients consultations (14,
30, and 60 days and every 90 days thereafter), she
was free from complaints, her anticoagulation level
was within the proposed target range (prothrombin
activity time 2.5-3.5), symptomology had improved,
and she had had no bleeding episodes.

DISCUSSION

Embryological formation of the IVC is a complex
process involving many anastomoses of pairs of
embryonic veins.>*!" Development of the infra-hepatic
segment of the IVC starts between the sixth and eighth
weeks of intrauterine life, and several theories as to
its formation have been proposed. Normally, the IVC
comprises four segments: the hepatic, derived from
the vitelline vein; the suprarenal, which develops from
the right subcardinal vein; the renal, from the right
supracardinal vein; and the infrarenal, which also
derives from the right supracardinal vein.*¢

Congenital anomalies of the IVC have estimated
prevalence de 0.07% to 8.7% in the general population.?
Many different anomalies have been described, including
an IVC on the left, a double IVC, continuation of the
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Figure 5. Venous angiotomography, coronal view (left) and coronal oblique view (right), showing tortuosity (white arrow) and
ectasia of the left gonadal vein (black arrow).

IVC to the azygos, a circum-aortic left renal vein,
a retroaortic left renal vein, a circum-caval ureter,
agenesis of the hepatic segment of the IVC, and
infrarenal agenesis with preservation of the suprarenal
segment, as described in the present report.*'? Agenesis
is described in less than 1% of the population; a rare
occurrence that is caused by abnormal embryonic
development.”!* The majority of cases of partial
absence of the IVC affect its supra-hepatic portion
(90%) and there are associations with congenital
heart disease in 0.6% to 2% of cases or with other
cardiac anomalies in 0.3% to 0.5%.'* Agenesis of
the infrarenal segment of the IVC is extremely rare,
considering that only 6% of these anomalies involve
the renal or infrarenal segments.'?

It has been suggested that agenesis of the IVC
should be considered in young patients with proximal
DVT that is idiopathic, bilateral, and recurrent, in
the absence of predisposing risk factors such as
thrombophilia and especially in patients under the
age of 30,13 7810ILI3IS16 Known risk factors for DVT
also have an influence, acting in synergy if combined
with IVC agenesis. These include genetic factors
that lead to hypercoagulability, such as deficiencies
of proteins C and S and antithrombin; factor V
Leiden, high concentrations of factor VIII and
hyperhomocysteinemia, in addition to acquired risk
factors such as traumas, surgery, immobilization, and
pregnancy.”!° Other thrombogenic factors described

include intense muscle exercise, long journeys, and
oral contraceptives.>’

The association between IVC agenesis and DVT
is undoubtedly underestimated, since this anomaly is
unlikely to be detected with USD and other diagnostic
methods such as computed tomography or angiography
are needed when there is a suspicion of involvement
of supra-inguinal segments.!%16

Knowledge of anatomic variations is important to
avoid diagnostic errors and so that surgeons are aware of
possible intraoperative complications, such as ligation
of collateral veins with serious pathophysiologic
consequences or even death.*%!1%!4 Patients who are
diagnosed with these vascular anomalies should be
advised to avoid thrombogenic risk factors because
of the high risk of thrombosis and recurrence.>!°

To date, there are no reports giving indications for
interventional treatments for [VC agenesis and there is
insufficient data to recommend prophylactic treatment
of these patients. There are also no indications with
regard to prolonged use of anticoagulants in patients
who have had DVT previously.'*!!3

CONCLUSIONS

Diagnostic suspicion is indispensable, particularly
in young patients with recurrent proximal DVT, in
order to proceed with correct etiologic diagnosis,
anticoagulant therapy, and patient guidance. With
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regard to duration of treatment and the therapeutic
target, controlled studies should be conducted to
guide conduct in the future.
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Resumo

A agenesia de veia cava inferior é descrita em menos de 1% da populagao, de ocorréncia rara e devido a alteragdes
embrionarias. Sua correlagdo com a trombose venosa profunda certamente é subestimada, visto que tal alteragio é
de dificil detecgao pela ultrassonografia. O objetivo deste artigo foi relatar o caso de uma paciente de 41 anos com
dor e edema até a raiz de coxa direita ap0s cirurgia plastica. Foi realizado diplex venoso de membros inferiores e
evidenciada trombose venosa profunda iliaco-femoro-popliteo e distal bilateralmente. Solicitado angiotomografia
venosa devido a ndo visualizagdo de veia cava inferior no ultrassom, evidenciando trombose de plexo lombar direito
e segmento iliaco-femoral bilateral, além de agenesia de segmento infra-hepatico de veia cava inferior, com ectasia e
tortuosidade compensatoria de veias paravertebrais, sistema azigos e hemiazigos, com varizes pélvicas bilateralmente.
Foi realizada anticoagulagao sistémica e oral, com boa evolugao clinica.

Palavras-chave: veia cava inferior; trombose de veia profunda; anomalias cardiovasculares.

Abstract

Agenesis of the inferior vena cava (IVC) has been described in less than 1% of the population; a rare occurrence caused
by embryonic abnormalities. Its correlation with deep vein thrombosis (DVT) is certainly underestimated, since this
change is hard to detect using ultrasound. The aim of the article is to report the case of a 41-year-old female patient
with pain and edema up to the top of the right thigh after plastic surgery. Bilateral venous duplex ultrasound revealed
bilateral DVT involving iliac-femoral-popliteal and distal segments. Venous angiotomography was requested because
the IVC was not visible on ultrasound, revealing thrombosis of the right lumbar plexus and iliofemoral segment
bilaterally and agenesis of the infrahepatic segment of the inferior vena cava, with ectasia and compensatory tortuosity
of paravertebral veins and the azygos-hemiazygos system, and bilateral pelvic varices. Systemic and oral anticoagulation
were administered, with a satisfactory clinical response.
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INTRODUGAO

A causa mais comum de agenesia da veia cava
inferior (VCI) durante a embriogénese ¢ a disgenesia
com defeito do sistema venoso, a qual pode ser
secundaria a trombose intrauterina ou perinatal, sem
anormalidades embrionarias associadas'. As anomalias
da VCI tornaram-se mais diagnosticadas incidentalmente
apds o advento de exames complementares de imagem,
visto que a maioria dos pacientes ¢ assintomatica>>.

A trombose venosa profunda (TVP) ¢ causada
por um estado de hipercoagulabilidade congénita
ou adquirida. A auséncia da VCI pode ser um fator
de risco, visto que altera a drenagem do sangue dos
membros inferiores e ocasiona um estado de estase
venosa e hipercoagulabilidade, no qual o retorno
venoso depende de um sistema venoso formado por
colaterais!*1°, Este estudo foi devidamente avaliado
e aprovado por um Comité de Etica em Pesquisa
(CAAE 45875521.4.0000.5411 e parecer nimero
4.699.406).

DESCRICAO DO CASO

Paciente com 41 anos, sexo feminino, deu entrada
no servigo de cirurgia vascular devido a quadro de
dor de moderada intensidade em membro inferior
direito, associada a edema rizomélico acentuado.
Apresentava-se em sexto dia de pds-operatorio de
lipoaspiragao de abdémen e mastopexia com implante
de proteses mamarias.

Nao apresentava comorbidades ¢ fazia uso apenas
de anticoncepcional oral composto por levonorgestrel
0,15 mg associado com etinilestradiol 0,03 mg durante
1 ano e 6 meses que precederam o quadro, o qual foi
suspenso apos diagndstico por apresentar-se como
fator de risco. Apresentava antecedente pessoal de
TVP em membro inferior esquerdo no segmento
femoro-popliteo aos 22 anos de idade, no puerpério
de parto vaginal, sendo tratada a época com terapia
anticoagulante com antagonista de vitamina K
(varfarina) pelo periodo de 1 ano, recebendo alta
ambulatorial ap6s tratamento.

Durante a avaliagdo clinica, apresentava-se em
bom estado geral, sem alteragdes dos sinais vitais,
com abddmen discretamente edemaciado, além
de algumas equimoses, principalmente em regido
pubiana, com saida de pequena quantidade de secrecao
serosa pela ferida operatoria em fossa iliaca direita.
Membros inferiores sem cianose ou palidez, com
edema moderado bilateral, mais pronunciado a direita,
com pulsos distais palpaveis.

Entre os exames laboratoriais de entrada,
apresentaram-se os seguintes valores: hemoglobina
11,1 g/dL (valores de referéncia [VR]: 13,5-17,5 g/dL),
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hematocrito 32,3% (VR: 41-53%), plaquetas 136.000
pL (VR: 140.000-440.000 pL) e leucocitos 11.700/
pL (VR: 4.000-11.000/pL). Homocisteina, ureia,
creatinina, albumina, transaminases, coagulograma
e eletrolitos ndo mostraram alteragdes. Portanto,
a paciente apresentava, aos exames laboratoriais,
anemia, plaquetopenia e leucocitose discretas.

Foi realizado exame de ultrassonografia vascular
com Doppler (USD) para o sistema venoso profundo
de membros inferiores e sistema venoso abdominal.
Nesse exame, foi identificada TVP aguda de segmento
iliaco-femoro-popliteo e distal bilateralmente. Durante
a USD, nao foi visualizada a VClI ¢, devido a quadro
de pos-operatério com edema de tecido celular
subcutaneo abdominal, optou-se por exame de imagem
adicional para confirmacao diagndstica. Foi realizada
angiotomografia venosa de abdomen e pelve, que
evidenciou trombose venosa de plexo lombar direito
(Figura 1) e do segmento iliaco-femoral bilateral
(Figura 2) e agenesia de segmento infra-hepatico
de VCI (Figura 3), sendo que sua origem estava na
confluéncia das veias renais (Figura 4), associado a
ectasia e tortuosidade compensatoria de veia gonadal
esquerda, veias paravertebrais, sistema azigos ¢
hemiazigos (Figura 5), com varizes pélvicas bilaterais.

Como conduta terapéutica, a paciente foi submetida
a anticoagulagdo sistémica em regime hospitalar,
com heparina ndo fracionada em bomba de infusdo

Figura 1. Angiotomografia venosa em corte coronal obliquo
anterior, evidenciando trombose venosa da veia femoral comum
direita (seta branca) e do plexo lombar direito (seta preta).
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Figura 2. Angiotomografia venosa em corte coronal, evidenciando
trombose venosa iliaco-femoral direita (seta branca) e esquerda
(seta preta).

Figura 3. Angiotomografia venosa em corte coronal, evidenciando
agenesia de segmento infra-hepatico da veia cava inferior. Nota-se
aartéria aorta abdominal sem estrutura vascular adjacente (seta).

continua na dose inicial de 18 Ul/kg/h. Ela evoluiu
com redug¢do da dor e edema de membros inferiores
e recebeu alta hospitalar no sétimo dia de internagao,
com prescri¢ao de anticoagulagdo oral com varfarina
por tempo indeterminado, orienta¢des de ficar em

Agenesia de veia cava associada a trombose venosa

D)

Figura 4. Angiotomografia venosa em corte coronal, evidenciando
a origem da veia cava inferior a partir da confluéncia das veias
renais (seta).

posicao de Trendelenburg quando em dectibito dorsal,
fazer uso de meia eldstica de média compressao
(20-30 mmHg) sete oitavos e realizar o retorno
ambulatorial para seguimento. Nas reavalia¢des
ambulatoriais periddicas subsequentes (14, 30, 60 c a
cada 90 dias), a paciente apresentava-se sem queixas,
em nivel adequado de anticoagulagdo conforme alvo
proposto (tempo de atividade protrombina 2,5-3,5),
com melhora da sintomatologia e sem episodios de
sangramentos.

DISCUSSAO

A formag@o embriologica da VCI € um processo
complexo que envolve diversas anastomoses de pares
de veias embrionarias**!". Inicia-se o desenvolvimento
do segmento infra-hepatico da VCI entre a sexta e
a oitava semanas da vida intrauterina, com diversas
teorias propostas para a sua formagdo. Normalmente, a
VCI compreende quatro segmentos: hepatico, derivado
da veia vitelina; suprarrenal, que se desenvolve a
partir da veia subcardinal direita; renal, a partir da
veia supracardinal direita; e infrarrenal, que também
deriva da veia supracardinal direita**.
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Figura 5. Angiotomografia venosa em corte coronal (esquerda) e coronal obliquo (direita), evidenciando tortuosidade (seta branca)
e ectasia da veia gonadal esquerda (seta preta).

As anomalias congénitas da VCI tém uma prevaléncia
estimada de 0,07% a 8,7% na populagdo em geral?.
Entre as varias alteragdes descritas, podemos encontrar
VClI aesquerda, sua duplicagdo, continuagao da VCI
para &zigos, veia renal esquerda circum-adrtica, veia
renal esquerda retroaortica, ureter circum-caval,
agenesia do segmento hepatico da VCI e agenesia
infrarrenal com preservacgao do segmento suprarrenal,
como descrito neste presente relato*!?. A agenesia é
descrita em menos de 1% da populacao, de ocorréncia
rara, ¢ decorre de alteragdes no desenvolvimento
embrionario”!®. A maioria dos casos de auséncia
parcial da VCI afeta a porg¢do supra-hepatica (90%),
e ha associagdo com cardiopatias congénitas em
0,6% a 2% ou outras anomalias cardiacas em 0,3%
a0,5%". A agenesia do segmento infrarrenal da VCI
¢ extremamente rara, considerando que somente 6%
dessas alteragdes acometem os segmentos renal ou
infrarrenal 3.

Sugere-se que a agenesia de VCI deva ser considerada
em pacientes jovens com TVP proximal, idiopatica,
bilateral, recorrente, na auséncia de fatores de risco
predisponentes como trombofilia e especialmente
em pacientes com menos de 30 anos!-378101L131516,
Os fatores de risco conhecidos para TVP também
influenciam e atuam de forma sinérgica se associados
a agenesia de VCI, como fatores genéticos que
levam a hipercoagulabilidade como deficiéncia de
proteinas C, S e antitrombina; fator V de Leiden, altas
concentracdes de fator VIII e hiperhomocisteinemia,

além de fatores de risco adquiridos como traumas,
cirurgias, imobilizagdo e gestagdo®!®. Demais fatores
trombogénicos descritos foram exercicios musculares
intensos, viagens longas e anticoncepcionais orais™*.

Aassociagio entre agenesia de VCI e TVP certamente
¢ subestimada, visto que essa alteracao ¢ dificilmente
detectada a USD, sendo necessarios outros métodos
diagndsticos quando houver suspeicao de envolvimento
de segmentos supra-inguinais, tais como: tomografia
computadorizada ou angiografia®!>16,

O conhecimento das variagdes anatdmicas torna-se
importante para evitar erros diagnodsticos, além
de alertar o cirurgido para possiveis complicagdes
intraoperatorias, como ligaduras de veias colaterais
com sérias consequéncias fisiopatologicas ou até
Obito**!1314, Pacientes que apresentam o diagnostico
de tais anomalias vasculares devem ser aconselhados
a evitar fatores de risco trombogénicos, pelo seu alto
risco de trombose e recorréncia®!.

Até o momento, ndo existem relatos de indicagdes
de tratamentos intervencionistas nas agenesias de
VCI, e ndo ha dados suficientes para a orientacao
de tratamento profilatico desses pacientes. Também
ndo ha indicagdes quanto ao uso prolongado de
anticoagulantes nos pacientes que apresentaram
quadros pregressos de TVP!IL1,

CONCLUSAO

E imprescindivel a suspeicdo diagnostica,
principalmente nos pacientes jovens com TVP proximal
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recorrente, para proceder com o correto diagnéstico
etiologico, a condugdo da terapia anticoagulante e
a orientacdo do paciente. Com relacdo a duragdo
do tratamento e alvo terapéutico, novos estudos
controlados deverdo ser realizados para nortear a
conduta futuramente.
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