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10ES5 also selectively blocked tyrosine-phosphorylation induced afterment demonstrates prolonged platelet inhibition with gradual recovery
GP llb-Illa engagement. Thus, c7E3 Fab fragments, as shown in oufrom GP lIb/llla receptor blockade. Circulation 97:1680, 1998
study, exert inhibitory effects on agonist-induced tyrosine phosphoryla- 4. Levy-Toledano S, Maclouf J, Rosa J-P, Gallet C, \éalte Nurden
tion probably linked to their inhibition of the platelet aggregation P, Nurden AT: Abnormal tyrosine phosphorylation linked to a defective
response. Furthermore, our results show that any conformation changésteraction between ADP and its receptor on platelets. Thromb Haemost
induced within the complex by abciximab do not lead to outside-in 80:463, 1998
signaling linked to tyrosine phosphorylation. Therefore, abciximab does 5. Rosa J-P, Aranuthurry V, Grelac F, Maclouf J, Caen JP,
not mimic fibrinogen, further suggesting that cross-linking or immobili- | ayy-Toledano S: Reassessment of protein tyrosine phosphorylation in
zation of the occupied receptors is a necessary additional step fofrombasthenic platelets: Evidence that phosphorylation of cortactin
outside-in signaling by the integrinlt is also pertinent to emphasize 4nqg a 64-kD protein is dependent on thrombin activation and integrin
that the trafficking of c7E3 Fab into and out of the platelet as recentlyalle3_ Blood 89:4385, 1997
shown by u&is unlikely to be driven by an upregulation of protein 6. Ezumi Y, Shindoh K, Tsuji M, Takayama H: Physical and
tyrosine phosphorylation. functional association of the Src family kinases Fyn and Lyn with the
collagen receptor glycoprotein VI-Fc receptgfchain complex on
human platelets. J Exp Med 188:267, 1998
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Description of a New Mutation in the L-Ferritin Iron-Responsive Element Associated With Hereditary
Hyperferritinemia-Cataract Syndrome in a Spanish Family

To the Editor: D

The hereditary hyperferritinemia cataract syndrome (HHCS) is
characterized by an elevated serum ferritin level without iron overload,
and autosomal dominant congenital bilateral cataract. In 1995, Girelli e

al' identified a first mutation in the 'Suntranslated region of the a: 35y
L-subunit ferritin gene of an Italian family suffering from HHCS. This b: 996
mutation was located in a critical sequence of the stem-loop motif «C

known as iron-responsive element (IRE). IRE is a highly conservative

structure that has been found in thHeubtranslated region of all ferritin

mRNAs, as well as in different regulatory areas of other iron-related

homeostasis genéslRE is constituted by a six-nucleotide loop of aC e: NC

consensus sequencé-GAGUGN-3 and a paired stem with a small \

asymmetrical bulge. This structure has been shown to be critical for the

postiranscriptional regulation of ferritin synthesis by means of IRE- Fig 1. Pedigree of the family with HHCS. (Circles) Females;

binding protein (IRP). Subsequent changes in the IRE sequence ha\;équares) males; (closed ;ymbols) affected members. Arrow indicates

been described in several families from different countries of Europe inthe proband. (2) Age at time of our Observ.at'on (y, years; m, months).
- . .=~ " (b) Serum L-ferritin levels (ng/L). (c) Bilateral cataract status (C,

which HHCS was diagnosed. A number of IRE sequence SUbSt't“t'(’”%ataracts; NC, no cataracts).

have been shown to reduce protein binding affinity of IRP in vitro,

producing L-ferritin accumulation as nonfunctional L-chain homopoly-

mers either in Iymphoblast0|d cell lines or the IéMhese findings have and two cousins also suffered from hyperferritinemia (989 to 1,770

suggested that mutations in the IRE constitute the molecular basis ifg/L). Additionally, all except the proband suffered from congenital

HHCS. bilateral cataract, with visual symptoms appearing during the first
A healthy 3-month-old boy showed persistent hyperferritinemia decade. However, only the grandmother required surgery at the age of

(1,022 to 2,350 pg/L) in routine blood examinations when he was60 (Fig 1). The visual acuity of the remaining members affected by

referred to our pediatric department with an infection. Serum iron andcataract was corrected with eyeglasses.

transferrin saturation levels were normal. His father, grandmother, aunt, To carry out the molecular analysis of the L-chain ferritin gene, a
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G U appearing during childhootdMore recently, two French families have
A G been described bearing the same G to T substitution at position 32,
cC U though displaying a marked variability in the age of onset of cataract
between members of the two familiés.
AU In conclusion, we have characterized a new mutation placed at the
IRE sequence of the L-ferritin gene. This mutation is located at the
AU
bulge motif close to two different point substitutions previously
CG described in three families that showed similar phenotypic characteris-
UG tics to those found by us. These findings are in agreement with the
UA observed correlation between genotype and phenotype in HHCS and
33 U " C increase the genotypic diversity of this disease.
G C Antonio Balas
U Maria Jose Aviles
Felix Garcia-Sanchez
UG Jose L. Vicario
CG Histocompatibility and Molecular Biology Laboratory
UA Regional Transfusion Centre
Madrid, Spain
C Aurea Cervera
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. v . Madrid, Spain
5 UA 3
Fig 2. Sequence and proposed structure of the ferritin L-subunit
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A Single Mutation Inside the NPA Motif of Aquaporin-1 Found in a Colton-Null Phenotype

To the Editor: is a six-transmembrane domain protein of 28 kD. Both N- and
C-terminal ends are located inside the &&ll.

Major intrinsic protein (MIP) is a highly conserved superfamily of  The first water channel (AQP1) was discovered on the red blood cell
membrane proteins that regulate, in eukaryotes and procaryotes, thmembrané.AQP1 is also expressed in numerous tissues, particularly in
transport of various small molecul&3in all biological systems, water  kidney in proximal tubule and descending limb of Henle epithelia and in
transport is a critical mechanism. Water crosses membranes by twegasa recta endothelia. Disruption of the AQP1 expression in mice
pathways: either by diffusion or water-selective channels. Aquaporinsshowed only a mild growth retardation, and these mice are lethargic.
(AQP) are members of the MIP superfamily that control osmolarity by Studies of renal functions indicated that AQP1 is required for the
limiting or promoting waterflow across cellular membranes. Nine formation of a concentrated urine. The Colton blood group antigens
distinct aquaporins have been cloned in mammals. Aquaporin monome{Cc?Ca) represent a polymorphism on this protein resulting from an
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