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KISS1R gene mutation analysis in a family with
idiopathic hypogonadotropic hypogonadism
Zhou Qingju,Yang Li,Zhao Hongyan,He Li,Chen Xiao,Li Dai, Jing Yuanyuan ,Wu Fan,Li Rong
(Department of Endocrinology ,The First Affiliated Hospital of Chongqing Medical University)

[ Abstract)Objective : To detect the unknown mutation gene and to expand the mutation spectrum by describing a Chinese family with
idiopathic hypogonadotropic hypogonadism(IHH). Methods : Clinical information of family members were collected. Second—generation
sequencing technology was used to determine the proband’s mutation. Sanger sequencing was used to confirm proband’s mutation re—
sults and to detect her parents and younger sister. Resulfs:In the inbreeding family,the proband (25-year—old) showed delayed pu-
berty , primary amenorrhea, infertility, lack of gonadotropins and other typical manifestations of IHH. The proband’é younger brother and
sister were also showed delayed puberty. The proband’s parents are cousins and are healthy. Sequencing analysis identified a novel
nonsense mutation in exon 5 of the KISSIR gene(c.C983A,p. $328X). The proband and her sister were in homozygous state and her
parents were in heterozygous state. Conclusion : We have identified a novel homozygous nonsense mutation in the KISSIR gene caus—
ing IHH.

[Key words )idiopathic hypogonadotropic hypogonadism; gene mutation ; nonsense mutation; KISSIR
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Tab.1 PCR primers of KISSIR gene
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Fig.1 Pedigree of the reported family
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betes mellitus, T2DM)JGFE 1 4F Tee B PN I RS K
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AR Fiht 62 kg, B 168 om, L 87 em, Tk 90 em,
W B R (0 7R |, FL 5 Tanner 434 18] (?L%I@@.;L%%ﬁ
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C 7R,
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Fig.2 Breast and perineum images of proband
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Tab.2 Sex hormone results of proband

I H BEAEREAU/mL) (EIEEE (mlUmL)  ZFi(ng/mL) £ (ng/mL) B (pg/mL) P E (ng/mL)
Cis2ILTER 0.76 0.73 0.65 0.26 16.00 8.51
BEHIEE 1.20~10.89 1.79~8.78 0.31~18.56 <0.75 27.00~291.00 3.34~25.72
£ 3 FIEE XL L IR H LA IR IR 4 R (mIU/mL) . .
3 it i

Tab.3 Gonadorelin and triptorelin stimulation test results of
proband(mlU/mL)

HZijEntE RACFAR(100 g im) B EEHAR (100 pg im)
(min) FSH LH FSH LH
0 1.38 2.06 1.05 0.52
30 229 1.84 2.79 1.67
60 272 1.59 3.18 2.09
120 2.68 145 3.40 1.80

222 EBERE AREBFRATEY 54 mmx35 mm x
20 mm, NERE 3 mm, 245 SR EL 5 BRI L 10~12 EEHIFET
B X, AT ARSI A —K/N 7.87 mm x
6.04 mm fRIHF 7 (Rathke ) ZERY, B2 AT REME Z
R-2.9, 8% Z B h-1, WHEERLER,
23 ARKMNLER

SEiEE 19 SYL ik F KISSIR B 5 S48 FHFE—

AT LA GEAE 55 983 SR I 1 i 5 28 AR RN, i .

WSS 328 SEEMZ B RAL A L ES T, BiF K
T AEEMITERE , BARBIFEATL L (E 3),—4
MR SHERNFER -, AOURIESREER, Bk
RFBRIERIK (I -2) W& T, TR R BB L1 -1 &
[-2)mEF(E3),

%H‘E\}_?ﬁu CCTGGECTCGCACTTCCG
. CCTGGGLCTAGCACTT CCG
HFIEE
I-1
CCTGGGCTAGCACTTCCG
-2
CCTGGG6CTAGCACTTCCG
3%
I-1
CCTEGGCTAGC ACTT CCG
L&
I-2

i KARR N KISSIR BRI 5 c.C983A, T-1 K T -2
REET, 1 -1 R 12386 F
B3 RERH KSSIREANFLR
Fig.3 Results of family members’ KISSTR gene sequencing
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i FRIE—NEF L, ol e ad kA T XA R Y
mRNA [%f# (nonsense-mediated mRNA decay, NMD)
YERBUR

IHHRFE LR EE M EE GnRH & 58 43
BAE RS, SR ME AR R S S K TR,
BRITREAS B — B0, LASE —HEAE R B A BBt
Z EFANERAFERER, £E%=18% &
YE>14 & M ICE ZPEAE H B0 B E KR Tk
& THH™, 55 JF— B B 41 CDP . FR K g M A8 | vh
WG MR |k MM BT REME R KRS
FARFSREFE R EIRTIREIR . CDP 2
EREEHREWIFREE, Rt RANEEH
KEEMR ,WE S-S HH BB, WK LAl @t
GnRH %456 P B % 51 (CDP B X AR Fa Ak 2 45 iR,
5 LH 60 min=8 IU/L, 5% Hi & AR X556 LH60
min=12 TU/LM),

ZRFTRIEERAATEHRTER JRE
P Z A% PR/ T E< MR AR R
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R D REVSARAE 2B, RIS ER AR i A B AR I 4R R
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IEE TR, mARE R S 2 AR R KBS
REFEIRE AR WLFH  BRoh gk &M R BT SRR T B

JBE 5% B AT i — T A ARl A A BT B R
HEE/ER, T2DM BHE FEHIES Z 5 WE D, % m
PR DI RE B R T BEIGR . AR JEIES & HAF
FEVERR T REVAR & T2DM , {H T2DM FfesE , St AR
IIEEGR FFAE T2DM S8, E—4H G &Ik
UE# KISSIR B FHAE— KL AG5RAE ¢.C983A
(p-S328X) , #E— L ZEE K LIRS T IHH, &R
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IR, B F e RitmEg,
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