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Abstract:

The association of codon 81 polymorphism of KISS7 gene with idiopathic male infertility

Mohammadreza Semnani

Infertility is the inability of a couple to conceive (irrespective of causes) after one year of
consecutive sexual intercourse using no birth control methods. Infertility causes considerable
pscho-socio-economical stresses to the infertiles and their societies. In general, worldwide it
is anticipated that one in seven couples have problems conceiving, with the prevalence alike
in most countries independent of the level of the country's development. Despite
methodological advances, the possible causes for infertility are still unknown for more than
25 percent of cases (idiopathic infertility). Male factor infertility accounts for 50 percent of
infertile couples.

The KISS1/GPR54(KISS1R) pathway has been proven to be crucial in the process of
puberty onset, neuroendocrine control of ovulation and metabolic regulation fertility. Yet, the
relation between polymorphisms in the KISS/ gene and infertility has not been investigated.
This study was performed to reveal the relationship between the gene and the disease.

In this study, the relationship between a common polymorphism, P81R in the KISSI gene
with idiopathic infertility in men was investigated. For this purpose, the number of 50
idiopathic infertile men and 36 healthy men (as a control) was tested. AS-PCR method
applied for determination of the codon polymorphism. After the results of experimental
techniques and statistical calculations, the genotype frequencies observed between healthy
and patient groups indcated significant differences between the two groups (P = 0.0418).
While the distribution of alleles (Pro/Arg) in patient and control groups were not significant
(P =0.9170). Overall, the role of genetic composition between the studied polymorphism and
susceptibility to idiopathic infertile males may be considered effective. However, the results
may be different by selecting the different genetic pools or significant changes in a population
size. Thus, the conclusion was not solid and more studies are needed for function validation
of the polymorphism.

Key words: KISS! gene, polymorphism, kisspeptin, idiopathic male infertility




tJol Joo

0

40 N0

Introduction




doudo @ Jgl Juad

tdoR0 = |

1690bb L W a )

J=S e gy 3l 55 o 0o s cplitn (gl Solie 3 e &5 o 51 e (551300 53 55 G35 ek 4 (55 0L0

(Zegers — Hoch child ez al, 2004) .55 5 s 31 & ,ls,b

1018 50 90 (S99LL Fob Y 2

uJLs-Jbas‘,_:J_;'-st_nJJLG‘)K»K&))JL:UJ)\yj\Mjsb :}v\:-)a.MQ@L;J})QQJAGLAC)J'M):\OLUSJ

(Mosherand Pratt, 1991; Thonneau ef al, .a5)ls S5 jal pl 5505 95,0 Jole 95 8 3,150 Ao ys Fr B 568

(Poongothai et al, 2009) .& » 50 Sk 5 Oler 53 L8 Ok 70 A VL 47508 e 03 e 1991)

1652950 (gwlss =T Y

1338 on e 4y 56 5 adsl D)0 53 4 (5550L0

Wl OT (s a1 ) adad T (S (6 a4 56 (65,00 515 e 5 (5010, 5 pote ad sl (65 55b0 51 ) ske

O-1) IS il o g leial 1 s Cabs Juls Jole £ 3 ¢SS 659,06 (Poongothai et al, 2009)
(Poongothai et al, 2009)

25%

Semen Testicular

B disorders = failure [ Others [ Obstruction

= Cryptorchidism B Varicocele [ | ldiopathic

(Poongothai et al, 2009) 013 50 (5393L6 » F50 Jolas S 9 doyd —V-1 IH



doudo @ Jgl Juad

1010 0 38 Sy9bb M- ¥ -

b dal g 0,La1 O @ aalsl 53 487 sl oo BLS,1 55 (S5 5 (S5 8 e b 0l e 3 soaubb

118 50 S90L0 (K5 e e — ) - F -
DS e Ol e 53 $550L0 1 Fse (S5 b Jlo 5 e

(Endocrine Causes)  Jgojgd M-V -1 -F-
D 350 cnl 53 6050k 039 pme 35 0wl (gl ady Lt e 5SS Olse 4 CAEN O e (65 55b0 (Ssms s e
SN 55y sl 3 bl on (O g0 2 sgm ) 06,8 03 b o b (BLST O 50558 (050058 35008 51 (AL L
ok dal g o LAl (G ge ) 42

(Pituitary Disease) (S mdgudd (S (Solow —1-1-1-F-)

S Se $)lan b Slainls clago g ST (ol O gpan gilies Jlo 1 S 56 50 5 S Sl (Sae
J“"L’ by SN (i 53 6oL bl 3 i Yjw b Solew b i SET L Olew 3,8 513 5 5mn
.x};@ubu;.éa:;vu;,,;jdu,;Ts.L&&T,\Srv\.cg@g

013 o 53 odalin 550 @3 I Cunl as s s 553 5 ol Oldee Yl (Erection) b gm 55 el og 5,0
LS 58 5 Solo 4 Mae 51 31 Obe 53 Vgame (b (wir 4 58 Dliaselin L Ols 0 il (658 5op slay 50 5 4 Dl AL
A3 S (g edalin (Bl o

a5 e &Sl slae o 5SS L (Adrenarche) ¢S ,U)sT Jasie jadein 5sb 4 630555k 36 5p (olew 4 OLMzee
b 5 e (ol 40 Sl 131 55 sl 4l sy 5 I T s gy SuliS pte Sl Ko s 8o K2

AL e oml Ollesy el )3 55 g o35 (rnb o Sl 5 b b nly (eseie 55k 4 09 e s g lendly

(Wein et al, 2007)

(Isolated Hypogonadotropic Hypogonadism) 45931 <y 9 5990Lg5 gad s SUg5 gaud Y11 -F-)

IS b o s Ul e Ll i BB 5 530 S 5 50aST (3 g b 3 S 35 b ol (Sa
V‘“‘imﬁfﬁf"’ L —(Anosmia) oL oU L ks e s515,50s S s 53305 s M’U;}?“ -(Kallmann Syndrome)
(Wein et al, 2007) iy GLs1 SSL bl K5 55568 g

i Fertile Eunch Syndrome) 39, 4>195 £9 s —¥-1-1-¥-)

555 51 aS ol 0T Ol 1o ool gla (S35 dhox 5l tade 55, FSH b e 11 Ol 55> Sl w LH 5508
il o (Al ST lap el (5l ol (San o) U1 Sl o E 35 adm s cosls Olas Kol Dbl
ads 51615 5 (6 W ged 53 diyls 5 aub (g als 5 FSH C,Ja.wumﬁ&igouT);LHjo};M,:Ms&w»C,L_N

‘ﬂ



doudo @ Jgl Juad

ALLH L s 6 o 035 SLT6 s 0 S (sla J gl el st osls Ol s p sl ol ol ba 0T
(Wein et al, 2007).45 K

(Isolated FSH Deficiency) :FSH 49 31 dgam08” —F-1-1-¥-)

b Lo 0T 53 4oy (5 031 5 05 g S LH el 5 e co3ls DL ke (Sl o 530 i ol 4 Slase O slay
Al e (Azoospermia) Ls . s5T b (Oligospermia) \,ﬁ,,u\,i;\ 4w FSH olazs s 4 5 31 ol sl o

(Wein et al, 2007)
(Androgen Excess) 039 85T (633 -0-1-1-F-)

"t e 5 sV s e 03 0 s 0 5 058 el a5 0 sl iin S8 (Sl 1 5 5530 5 A 5
Sl s el ki 515 05 1 wlin s a0l g5 ¢ BLS105 50T sk U g Ty ol (e 5 ) 51435 8
35,8 Ll 055,007 oS A5 505 0SS L S sibte (Slas,laiali O gomen (63550 53 315 0355 A 5 Lo 5 L &SI T
(Wein et al, 2007) .55 8 oo oo 55936 8 7 5 2alS o sn b gen r gite &SGd bl 3 b

(Estrogen Excess) 039 gl (S8L3-7-1-1-¥—

e a5 b el Ll 6K 1338 o b gh (s 530S md i 0SS e e b s b 4 ase 055 2l
L o S5 dsb Glas s 5 .35 8 Wl iy 53 L S 538 425 53 055 il (50uiST e 5 Sla) g0 55 (5 s 40 ol
357 5 (Gyncomastia) Luwls ;S5 (Erection) Lss 53 et .3 8 055 el A 5 o se 51520 oo gl J ks
(Wein ez al, 2007) .53 5 sualie 055 2l 6305 4 Mos Olylew 53 Sl oS oo

(Prolactin Excees) ;o Y9 3L -V -1 -1 -F )

bt lil Jolge b ooyl a0l ¢yl ¢ 5d ged g0 5 e 4 Sl oS (Hyperprolactinemia) a5y, il 55
.g,.w\.bl.;)b:&::fyjﬁ.ut.a“\j‘é\l{;)\:fk;)))\{\}}}}aj):ua.&.:déﬁtﬁj

(Eggertkruse et al, 1991; Sigman and Jarow, 1997 a)
(Thyroid Abnormalities) Jig o (Sl (Sylmalb-A-1 -V -F -

2B e Ohley S5 6l Ja5 50 05 50 55 (555006 b (Hyperthyroidism) s 5 e b 45555 0 (608 5
Cmar 53 Ay 5 Sl e YL § oo o ele i a3 Syl il (550l 51 0L edas LS8 oS sy 9
eJ.'ch)\SJ.;.g:,_wlscéjf)ljjuJUa.a:)}.av_{)\v\}.aA{Lg.l.;)ﬁjLghdjtwﬁqﬁhfoiaf&vgj:ﬁwc@%du

Saben AL iz G35 el G0 sa) 58 53 e s Dk sle K Olsie 4 4550

(Abalovich et al, 1999; Krassas et al, 2002)



doudo @ Jgl Juad

s lh A5 LS e Ol 3 33,5 53 U gl il (5 4Bl ol 53l 7 o omed b gt 5 4 (sla s lial
(Wein er al, 2007) .ol 428 Lol 3131 ady 31 (513 145305 55 § sk 3858 a8 ¢l 039e Lol ok
(Glucocorticoid Excees) wdg5i o5 o5 ol (685 -1 -1 -1 -F -
33,5 Gl > Shee (ki 5 055,47 2508 wns 53 5 LH i 5 058 o oo ool (S 3 855,58 858 131
s 55 pg ki 3 (Endogenous) s1505,s 4t 5 Jds am amy s b an ol S SL1 i S5, 55758
Ay malS 5,8 sl =l sla 0lays 5 b 51 0T (Exogenous) s1305 5 s was b (Cushing's Syndrome)
(Gabrilove ef al, 1974) .ol s stalie &K oS 5y 4y Slezn 3 31 51 (615 5 4 905 53 sh 855 (sla K1 e
(Abnormalities of Androgen Action) (339,71 3 Shos (S bl — Y +-1-1-F-)
O3 o g 530d (63 40 O o st s 53 SIS 053, Sl s Olal [ 4y Sl (Ko (359, (slags il
(AIS) 0554 & Cowluam ps pg yubis 50 5y 6 55 4 055547 ok, S 4 bgs e slagslial b (S 53, 00-0 53 jak)
33,8 oo My 05 ,8T (5 08 05 3 03ls 3 Sla i by S 035 X 4 ly (S35 el &

(Wein et al, 2007)
(Structural Abnormalities) g US>l Sy lbwatb -Y-1-F-)

Slacsslomial ades 3l Jlas I35 555 0133 (6l aee OB L 5 6315 53le (653 st ( 151 (sl e 31t ‘M”)?};:“
Ly p o gumes 013 o Jurls o> (gl L
(Wein et al, .aal oo casdody) sl 5 52 5 s Ll 55 o0 sl g4 b 5> Sl sl lls Ollas 3 Lo s 55T
m o 45033 oy g s 0153 (6l e (6315530 01U (515 (I w55 m s St aMis O3 1o oles Ly 35 2007)
01,55 (gl s (651553l OIAES 4 Mias 01> 4o (5 odes OT oM, (Kaplanet et al, 1968 ; Taussig et al, 1972) .4l
(Patrizio and Leonard, 2000) ...ib .« CFTR (goiS r..b.: 055 g ©3(CBAVD) @ b 55 & )50 4

(Bilateral Anorchia) 4 b 55 s\S, 5T ( Testicular Torsion) lads jows 4 015 o Sos otsle sl bl )
.3 5a3 o,)Lal (Cryptorchidism) M.\;Jﬁ;,

\ - . . . .
_f- Qb._:.ad.v)dl_w\‘b W‘LLQBJ.&))Q‘ C}:.&Jb}.&@c:)wﬁb&ﬂ@&ﬁytﬂ&w‘d‘wm

G35 €SSl el Ol &S5 L ST 510 ¢SKn 5T (g lonial &G o 4 glaay iony  (Barada ef al, 1989) it
(Wein et al, 2007) .53 5 o sb! s ain
sl S 5160k 2 bl olial ) s & Sl OT g0 88 b 0S5 (6l Ay oy 4 Do O ey 1 (6513 25 53

(Wein et al, 2007) .cl 03 5 azy & S sl s alS Sl s Ol e (595 lalllas &8s 5



doudo @ Jgl Juad

ol oML&_Aw_AJJ_:GJ_:;L;LAWL;b‘é XY Q\JJ.A)} (ﬁ})u\.l.w d\wlwuv\‘zv\ix_tp)w éjbjésl:f)}}T
ol

b SHMIS) e ol zme g0uiS )l (g 03l 5 a 0555T e 5 Jalis Ol jo (2 sk g Dlo suas 5 5 51 Dtee Oy lacs
o 155 b (golial gedias 0li Olles DNA - JSU 50 sla ;LT (Wein ef al, 2007) .daas oo 0l 1) 4
Q}f".w}:m_? J:‘f.Lf. C)jz_.n O‘JJ_A O‘i‘ Br) (Lobaccaro et Cll, 1993) ! 03 g (SRY QJ)Y (a_g)'}nj; B 4«4:: L;o..t.'.f
(Aynsley-Green et al, 1976) .Coul odb odalin ba s 5 553658 (a8l 21531 = o 5 LoDl

LS ool ol slaadn (S K B Ol ey o33 V/F 1 S Ll 0l ot Ol g o p3 F B Y 55 s d S 55 S

Y z
QJW“—!’J‘)—‘? );f\&il..u,»uJ,;Qusl.do&@amgwgéuuﬁéﬁuiyws%u@.@_m;d

QMQ\)LAﬁu):w):(:ﬂlrf\JJ (Weinel‘al,2007).M\{@éjb}:s)ly% )Aﬁgbpe:ﬁc\é}éii

e A e 03 Osken Yo BAY 1 5ol 6b K S5 55 ST 4 s Olley Ao 53 Y0 350k 5 450 93 0 STy 55 S
(Lipshultz, 1976 ; Lipshultz et al, 1976) .asl o ss

(Wein et al, 2007) .4l o <KoY sbad sho Jlad 2alS Kol 313 ol (glavan (6,13 4 500

S ol Bl o ge AS 5 2 S (laadn 35 3,05 592 5 (0L el 5 bbaas Cord e (gendites LI, JS )5k
F+ Y- (Inguinal Canal) tas ¢l zes 53 wdls slaads 53 ol s ko Ol 23 8 o Gy s Sas Larli
(Hadziselimovic ef al, 1984) .ail o duoy5 8+ oK 5ab 4o Bls Saads 53 doys & Jb 3635 do )
SRl 55 Al oy B sl kS s S el e 5 g a0 5 SO LS o fule 5
(Canlorbe et al, 1974) & )ls Y 51 31 ;5 368 — (35 gen — o 5aVE 5 5 gomn 3 2 K 3525 ASTL

: (Genital Infection) Juli sbyodgas -Y-1-f-)

) el 4 015 or Ol (l 53 Bl 0 013 o (S50L0 2 Sse (S5 b Jalse Ao I ls (6ol S 5o sl slec

.J}»JO)L&‘LLJ:.A%LL0)}5}?‘0}-;)}‘L’)ﬁuﬁL;wjﬂjLgl.h\:d'}.:'.ct‘;ﬁéujbv\?ﬂ..wd}f}ﬁj‘@bﬁﬂ)ﬂ‘ﬁv\ib
(Wein et al, 2007)
: (Impotency)  wi> aro —F-1-F-)

Jolse il axals g, b dble Lice Ll 5 oo 50305 515 30 S 1) 0150 Ao y3 VO B )+ cLogm 53 UMl b i Citnd
3 Ssn OIS ioman (e G lasl 4 bg o slag lmial «0 s Ob 2 lagylial g ls O oman SC 5
u\_,.lﬂ..é‘GMMQ‘}"SAWW))J;}A‘;‘)JJA‘};J‘Mb‘sﬂbﬂjéﬂaQYbﬁj‘}AM)JA' L;OWJA‘};

(Poongothai et al, 2009) .5 sai o 5Ll s SNl O g0l o Conyal SleMbI L



doudo @ Jgl Juad

(Surgery) > -0-1-¥-\
Jlee! 3101 p5 oo Ol (1l 93 23 gd 5l L ol (5 1 plonil 4 O o O3 pm (S 30LG 2 J3pm ,S03 (SK55 8 ol e )
50U 38 ol Blio iy (ke (6] s iy 4nS (S | (Orchidopexy)  oSSsS sl o
(Wein et al, 2007) .5 » ot ( Sympathectomy) S o (gl i3 il
e aitie 03 8 (ol Sl S e B S 1 s Shes 5 Bgm ol (Sas Flio iy b oS o2
(Wein et al, 2007) .35 § (2:8 ) Cis w5, JIjl

o S s pon iy S ol a b e iy T O (sl e Sl (S OL G5 o b
(Wein et al, 2007) .55 8 o dul b 0153 (sl e T & s L 5 0 (hydrocelectomy)

(Varicoceles) _fwgss 59 —# -V - -

Lo 51535 o GBI 55 Lol Dl 5 i ol 4S5 5 glaay Sy b i o 5 g Ll 4 JesSl
A5l g S puis S5 51 G &S O gt e 3 05550 Slack s el b o sS0sls 355 (K8 salae 3 L
53216 0l a 53 OT ¢ gn ool Ol 10 (65 5,L0 53 wls o lulid b6 e & s l5 .55 8 oo Aol cady (54 05
Aol el )3 B B Y Ol

(Dubinand Amelar, 1977; Cokett et al, 1979; Aafjes and vander, 1985; Marks ef al, 1986)
(Chronic Ilness) -y 30 S b S low -Y-1-F-)

Ly slae)lnial b JI5l 55 el ol (Son Jlin O i 40 cidl a2l 2 e 51 013 50 (655)L6 2 31 50 00 Sl
@ G o 3 815 Ohlass 53 5)L6 (mimpa S g 585 40 S Al Ly (se b e stde Culs 4 Ve Ol 3
a3y bl o BB ok ols e (5 la e b LU 53 013 je ($555bL Comd s s el i (6557 (55l
L Lo e 55l e adazr 510105 o 50 1y SItUS INVISUS 5 (p sl &S o5 ke L Olplay 53) Sr b g i b &5 ot 8
(Wein et al, 2007) .l 01> o (5,59,L0

iPoow plo g dgyle (Medication ¢ Jloyd owd —A -V - ¥ -

5520 3590 53 0l )y3 g o3lil 5530 (slag)ls ol DS 5 dils e g 1 Jl3p sl S5 prand ol go S0k
(Wein ef al, .dib s g 345 gyl OT Lol j1 (g olilS umd Godes Jal g alax 510l rlﬁ;@ 4 les oy
33,5 0 05 LB1 O3 jo olS (s 3l ge 5 g ls (S S 4 aalsl 532007)

3525 3 pl (15 55 LS e 5805 o 09 g Bl 28I = shaws bl (65l VL o sl Ol les 55
(Harmon and Aliapoulios, 1972) .l edi osls ol ( pyospermia) s el o> i Jsl&

6oL L)l puir a5 055 HLaE S Slag)ls O e Lol BLISI 3 g el Hledi STl 55 5755 Jlaszd

(Wein et al, 2007) 5,15 5 5>



