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A gene mutation locus in a family with inherited

ectopia lentis
TANG Xuelin, PENG Rui
(Department of Ophthalmology, West China Hospital, Sichuan University, Chengdu 610000, China)

Objective: To identify the genetic defects of a family with inherited ectopia lentis. Methods: Among 25 family
members, S patients underwent general physical and full ophthalmic examinations. Genomic DNA was extracted
from leukocytes of venous blood of every family member. Polymerase chain reaction (PCR) amplification and
Sanger’s sequencing of all exons of fibrillin-1 (FBN1) gene were analyzed. Results: A C>T mutation was identified
at FBN1 nucleotide position ¢.1759. This mutation led to substitution of Cysteine for Arginine at condon 587. No
FBN1 gene defects were found in any unaffected family member. Conclusion: We identified a mutation in FBN1.

Our result expanded the mutation spectrum of FBN1 and also provided genetic counseling for the family relatives.
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Figure 1 Pedigree of the family
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Figure 2 Slit-lamp examination and sequencing results
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(A) Slit-lamp result of patient II:1 shows the lens dislocation; (B) Slit-lamp examination result of an unaffected family member II:6; (C)

DNA sequence result shows a heterozygous T>C transversion in patient II:1; (D) Normal sequence result of unaffected family member I1:6.
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Table 1 Baseline data of the patients in the family
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I:1 11:3 111:4 111:9 IV:2
W/ % 69 66 54 44 23
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TR/ B (IR <1.9) 0.99 1.01 1 1.01 1.01
DIME RG - - - - -

R - - - - -




IASERVEMARABO Z R MR RAL i FES AR, 45

147

3 it

AR T 148 RAE SRR B R R 9+ &
AT SOV R A T FBN 1AL S 45,1759, X4
FURARFELT 5875 2 Mt 2 R Bk JE kG 2 R ik AR X
o R R s B s, WTRE S R
B S EGERESS A IR T &

A 199 14E S 1R & ILFBN 138 K %8 i 5 MES
B, EATHMIT1 300N FBN 13 K 98 28 9
T O DR R i A 5 e IR i R A A S R

BER, 20104F M8 1T HY GhentH ik 43 J&FAr v A 1
T ARG FEMESIZ Wb i B, LU B0 hk
PEBN 15 AZ Ko il 72 W b i T o ASHIF 52 [l Bt 1
KT FBN 1 [H 2 B 2 5k ik e A B8 I 1 4 R 2L -
REKFR . YRR K EBUEE, KBRS
A7 M o S R i Y5 T S A W BN Mo R
JER, R IR B (AR B AR Bk
e 2R Bk Ak ) AR I AR AR 0 B B AR G

JRLF R ARG TE10~12 nm AT 48, J5

F e — I R A e, 2 R B R 3
BRSSO LT AEE LR Th 2 B

MORHEEZAER, WRShIKE RE . 2. KRk
B FEMTRBATE AR, Wk BRI — %
FAE SR b, T 53— W B AE Bk b ER A
RN SR F RSB M EEA S
RRERS &, S BRI BAL, B
WO 55 B 1 B R G o

AP s B ER T —BWEFBNIIE N R
2, KRR, BURERUIE, IEREL
F W2 W . TS B0 B A AR T A
oy T

Sk

1.  Dietz HC, Pyeritz RE. Mutations in the human gene for fibrillin-1
(FBN1) in the Marfan syndrome and related disorders[ J]. Hum Mol
Genet, 1995, 4(Spec No): 1799-1809.

2. von Kodolitsch Y, Robinson PN. Marfan syndrome: an update of
genetics, medical and surgical management| J]. Heart, 2007, 93(6):
755-760.

3. Zadeh N, Bernstein JA, Niemi AK, et al. Ectopia lentis as the presenting

10.

11.

12.

13.

14.

1s.

16.

17.

and primary feature in Marfan syndrome[J]. Am ] Med Genet A, 2011,
155A(11): 2661-2668.

Landis BJ, Veldtman GR, Ware SM. Genotype-phenotype correlations
in Marfan syndrome[ J]. Heart, 2017, 103(22): 1750-1752.

Cheng SW, Luk HM, Chu YWY, et al. A report of three families
with FBN1-related acromelic dysplasias and review of literature for
genotype-phenotype correlation in geleophysic dysplasia[ J]. Eur ] Med
Genet, 2018, 61(4): 219-224.

Cetinkaya A, Karaman A, Mutlu MB, et al. Novel FBN1 mutation in a
family with inherited Marfan syndrome: p.Cys2672Arg[]J]. Congenit
Anom (Kyoto), 2018, 58(1): 41-43.

Vatti L, Fitzgerald-Butt SM, McBride KL. A cohort study of multiple
families with FBN1 p.R650C variant, ectopia lentis, and low but not
absent risk for aortopathy[J]. Am J Med Genet A, 2017, 173(11):
2995-3002.

Sakai LY, Keene DR, Renard M, et al. FBN1: The disease-causing gene
for Marfan syndrome and other genetic disorders[J]. Gene, 2016,
591(1): 279-291.

Liang C, Fan W, Wu S, et al. Identification of a novel FBN1 mutation
in a Chinese family with isolated ectopia lentis[ J]. Mol Vis, 2011, 17:
3481-348S.

Lee B, Godfrey M, Vitale E, et al. Linkage of Marfan syndrome and
a phenotypically related disorder to two different fibrillin genes[]J].
Nature, 1991, 352(6333): 330-334.

Handa K, Abe S, Suresh VV, et al. Fibrillin-1 insufficiency alters
periodontal wound healing failure in a mouse model of Marfan
syndrome[J]. Arch Oral Biol, 2018, 90: 53-60.

De Maria A, Wilmarth PA, David LL, et al. Proteomic analysis of the
bovine and human ciliary zonule[ J]. Invest Ophthalmol Vis Sci, 2017,
58(1): 573-585.

Hayward C, Brock DJ. Fibrillin-1 mutations in Marfan syndrome and
other type-1 fibrillinopathies[ J]. Hum Mutat, 1997, 10(6): 415-423.
Dietz HC, Cutting GR, Pyeritz RE, et al. Marfan syndrome caused by
a recurrent de novo missense mutation in the fibrillin gene[ J]. Nature,
1991, 352(6333): 337-339.

Loeys BL, Dietz HC, Braverman AC, et al. The revised Ghent nosology
for the Marfan syndrome[ J]. ] Med Genet, 2010, 47(7): 476-485.
Schrijver I, Liu W, Odom R, et al. Premature termination mutations in
FBNI1: distinct effects on differential allelic expression and on protein
and clinical phenotypes[J]. Am ] Hum Genet, 2002, 71(2): 223-237.
Rommel K, Karck M, Haverich A, et al. Identification of 29 novel and

nine recurrent fibrillin-1 (FBN1) mutations and genotype-phenotype



148 MRB}2£ 4R, 2018,33(3) ykxb.amegroups.com

correlations in 76 patients with Marfan syndrome[J]. Hum Mutat, 43(10): 769-787.
2005,26(6): 529-539. 19.  Robinson PN, Godfrey M. The molecular genetics of Marfan syndrome
18. Robinson PN, Arteaga-Solis E, Baldock C, et al. The molecular genetics and related microfibrillopathies[ J]. ] Med Genet, 2000, 37(1): 9-25.

of Marfan syndrome and related disorders[]J]. ] Med Genet, 2006,

ARSI H: BEA, A L4 CR RN R R S
2225 7], HEAF 34, 2018, 33(3): 144-148. doi: 10.3978/
j-issn.1000-4432.2018.05.0S

Cite this article as: TANG Xuelin, PENG Rui. A gene mutation locus in

a family with inherited ectopia lentis[ J]. Yan Ke Xue Bao, 2018, 33(3):
144-148. doi: 10.3978/j.issn.1000-4432.2018.05.05



