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administered four times a day for seven postoperative days.[2] 
Histological analysis reported a pyogenic granuloma [Figure 1].

As far as we know, no consensus exists on the therapeutic 
management of AvWS in relation to oral soft tissues surgery.[2,3] 

The unusual dyscrasia reported here highlights that some AvWS 
patients may be unresponsive to DDAVP. Thus, the replacement 
therapy with factor VIII/VWF concentrates remains, the sole 
option of treatment in AvWS patients with IgM-MGUS, although 
this will produce transitory effects[4] as was the case in our patient. 
The photochemistry affinity of the diode lasers to hemoglobin 
can further help to achieve clot stabilization, by promoting the 
formation of induced sclerosis laser on the vascular network of 
the chorion [Figure 2]. 

Dentists may have a role in secondary prevention through the 
detection of latent AvWS, because they are able to manage minor 
bleeding problems – often encountered in their daily practice - 
during oral surgery among dental patients.
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Sir,
Factor V Leiden (FVL) is the most common heritable cause of 

venous thrombosis. It is caused by a single nucleotide substitution 
resulting in an R506Q mutation, resulting in factor V resistance to 
activated protein C (APC) inactivation. The carriers of FVL have 
an increased susceptibility to venous thrombosis, which is further 
increased in the presence of other genetic or environmental risk 
factors. Factor V resistance to APC has an incidence of 4.8% in 
general population.[1] In contrast, the second most common genetic 
mutation that results in thrombosis (G20210A Prothrombin 
mutation) occurs in 2.7% of normal patients, with the frequency 
increasing up to 7.1 to 16% in affected patients.[2] FVL mutation is 
more frequently found in cases of venous thrombosis than protein C 
or S deficiency, Prothrombin G20210A mutation and antithrombin 
deficiency combined.

The genetical and molecular basis for APC resistance involves a 
mutation in the coagulation factors (FV) gene at nucleotide1691 
that causes the mutation Arg 506 Gln. Two reports of functional 
activity studies suggested that the variant Gln 506–FVa is resistant to 
cleavage by APC. Two large studies have examined the association 
between FVL and venous thrombosis. The Leiden Thrombophilia 
Study (LETS), a case-control study of unselected Dutch patients 
younger than 70 years of age without cancer who experienced 
a first episode of deep venous thrombosis (DVT). Secondly, the 
Longitudinal Investigation of Thromboembolism Etiology (LITE) 
study was a prospective cohort study involving 21 680 men and 
women age ranging from 65 to 100 years that evaluated baseline 
risk factor including FVL, in relation to future DVT or pulmonary 
embolism. Both studies found an increased risk in persons with the 
mutation for developing venous thrombosis. The relative risk for 
FVL heterozygotes was 8.1 fold in LETS and 3.7 fold in the LITE 
study and the relative risk for FVL homozygotes was 80 fold and 24 
fold, respectively. The weaker association of FVL with thrombosis 
in the LITE study may be due to the younger age of patients in LETS 
and the use of oral contraceptives in LETS vs LITE, while disorders 
of the vessel wall and paraneoplastic hypercoagulability (Trousseau 
syndrome) may have accounted for a greater fraction of thrombosis 
cases in the LITE study.[3,4] The mean age for presentation with 
venous thrombosis is 44 years for heterozygotes and 31 years for 
homozygotes. The incomplete penetrance of thrombotic phenotype 
in FVL, in contrast to other hereditable coagulopathies, suggests 
other genetic or environmental modifiers that, if identified, might 
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help predict which patients are at greatest risk. FVL heterozygotes 
are estimated to have only a 10% lifetime risk of thrombosis; 
homozygosity, found in 1% of patients with the FVL mutation, 
is serious but compatible with life. By contrast, homozygosity for 
protein or double heterozygosity for deficiencies in both protein 
C and protein S (levels 1%) results in neonatal purpura fulminans. 
Other precipitating events or genetic risk factors greatly add 
to the risk of an episode of venous thrombosis in patients with 
FVL and are usually required before patients with FVL become 
symptomatic. These additional factors include genetic defects such 
as antithrombin deficiency, prothrombin G20210A mutation, and 
deficiency of proteins C or S, or exogenous risk factors (e.g., oral 
contraceptive use, pregnancy, surgery, or prolonged stasis). This 
suggests a “two hit” model in which the relative risk for thrombosis 
increases synergistically in the presence of other predisposing 
genetic mutations. Although FVL is more prevalent in selected 
patients with venous thrombosis, it tends to be a weaker risk factor 
for thrombosis. The highest annual risk for venous thrombosis is 
seen in patients with antithrombin deficiency (annual risk, 0.87 
to 1.6%), while the annual risk in patients with FVL is only 0.25 
to 0.45%.

To conclude, APC resistance caused by FVL mutation is a strong 
risk factor for venous thrombosis. FVL remains an important 
heritable cause of hypercoagulability. Clinical suspicion should be 
high in cases of unexplained venous thrombosis. APC resistance 
and FVL mutation can be diagnosed with high sensitivity and 
specificity with use of clotting time-based functional assays and 
genetic assays, respectively, allowing for evidence-guided clinical 
decision making regarding the benefit of long-term anticoagulation.
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Sir,
Though Anti-D continues to be commonest cause of severe 

hemolytic disease of fetus and newborn (HDFN), other blood 
group antibodies are also known to cause HDFN and hemolytic 
transfusion reactions.[1] In India, however, antibody screening 
is limited to Rh (D)-negative mothers. We report here a case of 
hemolytic disease of newborn (HDN) and near-miss hemolytic 
transfusion reaction  due to anti-c identified in an Rh (D)-positive 
mother because of crossmatch incompatibility.

Two blood group identical blood units were issued for an urgent 
request of blood after Immediate Spin Crossmatch (IST crossmatch) 
for a B Rh (D)-positive patient having life-threatening postpartum 
hemorrhage (PPH). According to standard operating procedure for 
pretransfusion testing for urgent requests, crossmatch by Indirect 
Antiglobulin Test (IAT) using LISS Coombs Gel card (Diamed AG, 
Switzerland) was also put up after issue to confirm the absence 
of clinically significant antibodies in patient serum. On IAT 
crossmatch, the units issued were found to be incompatible (3+) 
indicating presence of clinically significant antibodies in her serum. 
The transfusion has not been started till then and blood units were 
immediately called back for further workup.

Our case was a 33-year-old lady, Para two, who recently 
delivered a male via full-term normal vaginal delivery. Her elder 
child was delivered six years back and had no history of neonatal 
hyperbilirubinemia after birth. She was transfused two units of 
blood during Mitral valve replacement surgery done 10 years back. 
In this pregnancy, she was not screened for irregular antibodies.

Her serum was screened for irregular antibodies using a 
commercial three cell antibody screening Panel (Diacell, Diamed 
AG, Switzerland) and LISS Coombs Gel cards (Diamed AG, 
Switzerland). Test was positive with SC II (4+) and SC III (4 +) 
suggestive of probability of anti c, E, K, Fyb, Jka, Jkb, S, and anti 
M. On testing with 11 cell identification panel (ID DiaPanel, 
Diamed AG, Switzerland), it was confirmed to be anti-c antibody. 
In the absence of inventory of minor antigen typed blood, ten B 
Rh(D)-positive units were typed for c antigen to find c-negative 
compatible unit for issue which further delayed the transfusion.
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