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Dear Madams and Sirs,

by discrepant levels of FVII activity depending on the
thromboplastin used in the assay system. Factor VII
activity levels are low, less than 5% of normal, when a rabbit
brain thromboplastin is used but are normal if one uses an ox
Brain reagent. Intermediate or low-normal levels are ob-
tained with thromboplastins of human origin or recombinant
reagents. The defect was first seen in Padua in 1978." Other
cases were then reported in several areas of the world.” In
1991 it was demonstrated that the defect was due to an
Arg304GIn mutation in exon 8. The defect is mainly
concentrated in the Mediterranean basin and in the USA.”’
Strict migratory patterns occurred between Mediterranean
countries and North America. However, these migratory
patterns failed to explain the fact that all homozygous pa-
tients seen in the USA are African- Americans.” > Suffi-
cient data are now available to allow a plausible explanation
for this observation. “Forced” emigration from West Africa
countries has to be incriminated.'**'* Taking into account the
pattern of this “forced” emigration, it may be concluded that
the West Africa countries are the origin of the cases seen in
the USA, as aresult of the tragic, “forced” emigration carried
out by slave traders during about three centuries.' >
The above mentioned assumption is based on the
following facts.

F actor VII Padua is a peculiar FVII defect characterized

1) Heterozygotes for the mutation have been found in
West Africa countries in about 1.8% of subjects.'**'*

2) The percentage seems is even higher (2.5%) among
African-Americans. However this calculation was
obtained by a very small population sample and
therefore has only a limited value.'*'

JOURNAL OF THE NATIONAL MEDICAL ASSOCIATION

3) All homozygotes found in the USA are African
Americans.” '?

4) Intracial marriages or matings were frequent among
African-American and this explain the appearance of
homozygotes. Does the mutation have a phyloge-
netic significance. This is still unknown, however,
since these patients have little or no bleeding ten-
dency the mutation could be envisaged as a defense
against other mutations which are associated with
bleeding.

Another interesting question regards the possible link
between the West Africa countries and the southern
Mediterranean countries. No study is available, however it
cannot be completely excluded despite the geographical
barrier represented by the Sahara Desert. Cases of homo-
zygous FVII Padua have been described in northern Af-
rican States (Tunisia).'’

The mechanism underlying this lack of bleeding is
connected with the normal FVII antigen present in these
patients. The mutation is actually a special Type 2 defect
with variable decrease of FVII activity but normal FVII
antigen or protein.

The recent findings of heterozygotes for this mutation
in the population of West Africa countries and, in a more
significant number, among the African —Americans,
together with the observation that all proven or highly
probable homozygotes seen in the USA are of African
descent, clearly established the link between the two
geographical areas. Because of the above a link between
the Mediterranean countries and the USA has to be
excluded. Nobody has emphasized so far the contribution
of Africans to the understanding of this peculiar FVII
defect. We are happy to have such opportunity. We hope
this note will spur the interest in this clotting disorder. No
epidemiological study or population survey has ever been
carried out so far in the USA. All papers published on the
subject limited themselves to the description of the pa-
tients. Since the defect in fact is associated with an
increased risk of venous thrombosis,'® it would be
important, to find if it plays a role in the pathogenesis of
venous thrombosis among  African  Americans.
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Furthermore, since these patients rarely show a bleeding
tendency it is important, in case of surgical procedures, to
use replacement therapy with extreme caution in order to
avoid the triggering of thrombotic complications.'”

A diagnostic difficulty has to be overcome. Since these
patients show no bleeding tendency, clinical observation
rarely brings to the correct diagnosis.

The widespread introduction of human placenta
derived or human recombinant thromboplastins which
yield even in homozygotes near normal or only a mild
defect often prevents a correct diagnosis. Furthermore,
these tests are normal in the heterozygotes. A diagnosis
can be reached only by using rabbit brain derived re-
agents which yield low FVII levels.”’ Needless to say
that the diagnosis has to be confirmed by genetic
studies.
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