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Introduction

Pregnancy has been known to put women in a hypercoagulable state. This has been postulated to be the body's physiological response to the maternal's susceptibility to bleeding risks during the antenatal and postnatal period [1-3]. Thus, pregnant women are four to five times more likely to develop venous thromboembolism (VTE) [4], putting the incidence to about 0.71 per 1000 pregnancies [4]. VTE is known to affect pregnant women from 1st trimester up to post partum [5] with the risk of VTE being higher as the woman progresses later in her pregnancy [6]. VTE in pregnancy is also more known to affect the left lower limb than the right, with a weighted event rate of 77.2% for left sided or bilateral lower limb deep vein thrombosis and 21.5% for right sided deep vein thrombosis [5].

Although maternal hemorrhage is the leading cause of mortality in developing countries, VTE, in particular pulmonary embolism is the leading cause of maternal mortality in developed countries [7]. According to a US study done from 1999 to 2009, out of 746 maternal deaths, 61 (8.1%) was due to VTE-related disease [8]. This further augments the importance of developing strategies to reduce the incidence of venous thromboembolism in pregnant women. Moreover, the use of assisted reproductive technology to achieve conception has been on the rise [9]. Along with its advent, in vitro fertilization (IVF) has been reported to double to risk of VTE in pregnancy, despite the absolute risk being presumably low [10]. The following case we report is about an IVF patient in her 1st trimester with an unusual presentation of left sided VTE.

Case Report

A 34 year old G1P0 Chinese female, married, presented to the KK Women's and Children's Hospital's 24 hour O&G emergency clinic with left groin pain of 6 days duration. She had 12+1 weeks of amenorrhea and was pregnant at that time. She conceived through in-vitro fertilization, her last menstrual period was 17th March 2017 and her estimated delivery date was 18th December 2017. Her pregnancy was otherwise normal with no known medical disorders. She denied having any past surgeries and no significant family history. She was on Dydrogesterone and folic acid supplements. Her left groin pain started 6 days ago and radiated to the medial aspect of her thigh. This pain had been increasing in intensity over those couple of days and was worse on straining and walking. Her pain score at the 24 hour O&G clinic was 8/10. She did not take any pain relieving medications for the pain.

There was no abdominal pain, per vaginal bleeding or discharge. The pain was also not associated with any fever. There was no prior trauma or strenuous exercises. The pain was unbearable until she was no longer able to ambulate, which led to her visit at the 24 hour O&G clinic. At the 24 hour O&G clinic, she had a normal pulse, normal blood pressure and was afebrile. On examination, she looked like she was in distress. There was no conjunctival pallor and her sclera was anicteric. There left iliac fossa tenderness but no rebound tenderness or guarding. Her heart sounds were normal and her lungs were clear. Her lab results (full blood count and renal panal) were normal. On transvaginal ultrasound, a viable intrauterine pregnancy was seen with the crown rump length of the fetus of 5.5cm which was appropriate for dates. There was fetal cardiac activity with fetal heart rate of 165 beats per minute.

Her left ovary was normal with a size of 4.2cm by 1.9cm and Doppler colour flow analysis of the ovarian and uterine arteries were normal. There was no suspicious adnexal masses or free fluid in the pelvis. She was subsequently discharged with paracetamol and a follow up appointment. Subsequently, she returned for follow up on 29th June 2017 with left lower limb swelling that started 7 days before. There was no contraction pain, per vaginal bleeding or discharge, and fetal movements were good. She did not have any shortness of breath, cough or palpitations, and did not have any changes in urinary and bowel habits. Her vitals were normal but on examination, there was mild pitting edema on her left lower limb. This was associated with some erythema but there was no pain or fever.

Her pedal pulse, posterior tibial and popliteal pulses were present and strong bilaterally. Her abdomen was soft and non-tender, her heart sounds were normal, and her lungs were clear. With a provisional diagnosis of left lower limb deep vein thrombosis, a Doppler ultrasound of the lower limbs and pelvis was done, which revealed decreased colour flow and compressibility in the left distal external iliac, common femoral, superficial femoral and popliteal veins. This confirmed our diagnosis of left lower limb deep vein thrombosis. The patient was started on therapeutic clexane 60mg twice daily, which was to be taken till delivery. A repeat Doppler ultrasound was done about a month later with a follow up to the hematologist which showed reduction in thrombosis.

Discussion

Pregnant women are more at increased risk of VTE [1]. Previous studies have suggested that venous thromboembolisms are more common in pregnant women in their third trimester than in the 1st or 2nd trimester [6]. The risk of VTE in pregnant women in their third trimester is 6.1 times more than in women who are not pregnant, which is substantially higher compared to pregnant women in their 1st (1.6 times) and 2nd (2.1 times) trimester[11]. Thus, there VTE in pregnant women with left iliac pain in their 1st trimester are more likely to be missed. However, VTE is also known to occur in pregnant patients in their 1st trimester. This is postulated to be due to increased thrombin production during pregnancy, which is known to increase in production from as early as at 5 weeks gestation, and it increases to 8 weeks gestation [12]. According to the Royal College of Obstetricians and Gynaecologists (RCOG) guidelines [13], there are several risk factors currently associated with increased risk of VTE in pregnancy, which can be divided into major, moderate and minor risk factors: (Table 1). 



Table 1:
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In the case presented above, the patient was considered low risk as her only known risk factor was having undergone IVF treatment, which in itself, is a minor risk factor. There have been studies done that have revealed IVF as an important risk factor for VTE. In fact, one study in Denmark showed that VTE in pregnant women who had underwent IVF treatment had an incidence rate ratio of 3.0 compared to reference pregnancies [14]. In another Swedish systematic review, IVF was shown to double the antepartum risk of VTE [15]. In particular, another Swedish study revealed that the risk of VTE in the 1st trimester of IVF conceived patients was 4 times higher and risk of pulmonary embolism (PE) in the same group of patients was 7 times higher [16]. It is thus prudent to remain vigilant when taking care of pregnant women who have gone through IVF in their 1st trimester.
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