[ Downloaded from journals.tums.ac.ir on 2026-06-29 |

FAFD VPN 5 )+ o ylacd c PO 650 1 5logs (Sibip psle slSils ([ Sibsp 5uShils dlas

6.'.':‘9;,:)'9 o bJJJSJ)m SO ‘)U)‘ 5 &L\oa'é' u:l.o&'ébw YW Y

LRYLEN

- %

slawls 53 (Sasb S SVl 5 PCO) SaenS L galltesss 55 (Rl ol Slalllas idids 4 4isj
Ls.))_il.aﬁﬁVPAJM)@J,EJA{.JJM.)JSCJEA‘JJ|AJ};‘(VPA)QUJ;]\}V{ML.QLA)JC,QJ6|)C)J4{§A2¢A
DL, cpapnd  orbaio anlllas ol sl 5l s AL il o ran Sl G Sobl s Do pas a5 2
N Slos PY (S 53 i s 250 g e 0 e Slagil 5o Ol Jlaztle Wl 5 VPA G e
Lagls ple S5 Sleo TY 5 VPA 5l ks Jlan ¥Y . S 5 3 acylio 5,50 JLNE =¥ v o3 gdoma s gre
J'.L,e;j.?‘u”ui}JATL}.‘;&4;.LAQ\.Lo’u"J’eljfj.'.).wUjf):faélﬁ..mﬁu;u_éfmebui,.':c;.x.a4_,J5\.b— B
Slo Y0 45 PCO slaail (5,8 513 oy 3550 50 Sl S WS 05 S 55 8 3 Al annls (BMI)
s 3y i As sLagls sl el S e 05,8 5 OY/A) Jle a3 LS 5 VPA o5 S 51 (¥F)
Lagols plo oS a4 ol VPA 035 55 (op 58l 5 (Sasls ISw (slaabitali o5 SN (Ssls IS VD
kg/m’ Sl s 05,8 53 BMI Sls Lol 542 5 ol g oS Oloys VPA L oS il 53 oy siel LA 0dos iy
Oleys Ollew 53 15 YUBMI 5 PCO p b1 candllas opl iog Szt 550 Yo/) kg/m® Lassls ple o5 S 53 5 YV/O

RGINARY e)ﬁ});xﬁja 6))[; Q}Ld L;JPGJKQWQYM‘ Q‘J«:ﬂ Jij .,\,::_"UVPAL.:aJJ

Dl e 5 Sz L gl Oles o Sedls clals

.L..u)dajla.«‘bhvw‘ in\;- M)LG Q)} J‘ﬂ‘j‘a‘};,':‘?;f)lf;
PCOs (ﬁ).l.'\_ml Q,_QL Q‘J_}—;ﬂ) V_LJ._..A:{_:CJ.\_A UN)_I; Ql_njb

Yosljolake S| S e
" i S s aals

POV Lo e gy 1

Sisdasies -1
Sidwslog ST

O Sk pale oS

e Oleeoylos =5 (5550050 005 T
S Sy pale oK ey 0 S F
ol ol (SIS sl 29,50

S et plal Ol 065 e ok 5
FANAYEYY 1 oals Clasl 5 she Sliis
email: drhkahnouji@yahoo.com

-

douaso

4 e f e 4 e Glagil plad Oloys )3 ol Sl

(S S b slagliezs L5 PCOs p ok A’“.;,_.;u_,, Soless Ol ol 53 A3l o e A5 5 o S sl glas Shes

c,\_»ij 9 u:r:; B u,_.j}.m.:‘ u;.;\)ﬁ\ cd)j uﬁ«a_bﬁl 4Mj)),\4‘m.h
s sl Jlanml e SIS s 5k e Oles s sl

Vesh

S S8 o pe Syl
o ST e eas S50 s G g s ke 0550
1, PCOs Mo 5 Dl lls b b Olys (r BLSSI udims ls
PCOs Sl (5 VL ¢ e Sl &S g8 Sledibl (S 5 Llasl s
i U s 3 il VPA QWS G ae s
352 5PCOS ;o VPA &l 515550 534S ad 5 Ao Sledlbl
N 5 SxS Ly Olesss sl 53 Dl s s LS6 el

Cﬁéjf)\}w)j;)yPCOSJASpM

Doz JalS o 5 ol s T il SaeS
b LM.J 5.5 Polycystic Ovary Syndrome (PCOs) oS
Olays s oJlaw ¥ 51 i i gl Sl -l r.i.,u"v.;)\;
23 pesa an o)l ) el S w4 g e il Jd
a}_’»\ rL‘J} vjl}e- 3 C)J_& L &J\iﬁ.k.il aﬁj\j&.— 61'&&4”; Oleys
gl e a8 Lol 51l 5 LS o5l gloag o
j;)\_)_:>'> dl_.a\ Oleys Olge 4 4l W}JI;UJU QL,,&W

-0 . .z .. . o
e e ad S o g—e 4 s Ol lagls
ol U 58 Slsatls O o Aol K Valproate Na (VPA) &by, 1

035350 el o ke aslie Glapd e 36 Cos S

JPAS (50 )+ o)las c £ 0,90 i p5 (Kb iy pale olCiily o S5 0uSCiils aloes


https://journals.tums.ac.ir/tumj/article-1-715-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-06-29 |

\a% OLlKas 5 o 5igS Grpeun

B FIY Jlae Gl L YY/AY VPA GBS e i 1 Ske
A3 03 S Cbas VPA 5l b a olagyls o (ol 3l ow Sl
S pa s 0,8 Jlaw VY 31 V/PA jlas 3l sl L YS/AA
XY 534S b 53 K55 PCO 4 S (1¥0/) 3,50 10 VPA
3550 in L5 VPA 5l 8 glasls ed S pm 05 S e
SLaOlass 59,0 9 VPA O pzn oy IS o5 PCO (1YV/4)
0555 53 (p=r/2Y0) el s sy (613 e Bl SaeS
ol 48 s Csls sy ey 5 S (VYD) 3550 g VPA
ol ine LU 5550 (UFIT) 3550 53 ps3 058 (slp Olge
53 pemad (= TA) il s a0y 5 S| 5 VPA e
&_“,\_;;Jsv_uauz_w\@::szsé\ﬁVPA;\wsg\)uﬁ
S3ag0 gt 33 038 53 oS Jl 3 oy gl s () 55
LU o gel 55,0 5 VPA G pm e ey i odus o) 5l
VPA 0l iSCh pze Hlay YY 51(p=0 /7)) dols Cos a4 (515 Jons
o=l &S I s cals ;J&G JK.M SN (L2 /8) 5540 VY
L, 53 el s a (IYV/A) 5550 ks o33 65,5 (sl Ol
es S 53 e Gl pme BLE s Sl IS WD
sl Jas s Sl )y 55 eizman (p=2/)0) Al Cis
4 el 8l 53 VPA (55515 G e Oloj e oS UG a5l
3 PCO & s 1o 5131 &S = ;5 345 ole YA VPA o5 S ;5PCO
Lo aadlles 55 Ui g 03 S 5 pme VPA sbo YO/F Uslas ajjfw
4S (63l 3l 53 VPA Gy o Sla) Dol e (513 e bLI ) &
e 595 L LU 5 (p=2/AY) dls Cws 4 (1S PCO
s 335 p5olae PCO L 3l 31,3 PCO ple b sy 5 VPA
22 U ol a8 JUs 3 g o, S e AYE/S s,
25 p S s ALO/A Jslas L2316 PCO &S VPA Q8IS o0
Cw3 4 PCO L LUl 55 VPA 3 ae 553 o (Sol5 sms LU
53 5 YY/OV VPA S80S me 53 BMI ks L(p=+/7)) el
o 2 YN WVPA Sl S8 mlins slasls ple OB LS e
(p=2/010) dol s o (13 gme L35I BMI 5 VPA G s
e
e am die sl Ol o Sl o tage 31 S

34l Ohley oo A5 5 o S5l slas Sas w055 ax 5

VYA 03 0]+ aylas o PO 0,50 137 oK psle olCils o K550 ot Stils aloce

o2 Ry

Ol lay )5 (Cross sectional)  akis &) o a5 canlllan -l

Sladl 3 48 Al 17 =0 s o OS5 i ool ing 3
03 S axxl e S35, 5 Kby 4 Sloys (6,5 o g VYAF-AD
03,5 b yae VPA ¢ o A S3)ls plole (2255 J3lde 5 dis 5
anllan ol 3 e 05,8 55 A S 13 ) 30 Lng
=S e Yoo s I d 55512 J! 05,5 Hdd syl
oMbl id I8 L 1) (b 5as &S ) Ol ) el
ST Sl w5y 03 45 Wdg 2 mme DU ps3 03,5 5 L3S 00
L 650 s Ao glagls 4l 3 ot oslial Sly 5 s
el aadllas ol 5115l G slajlons 05 S e b uas
GLasley 4 Ml 5 OCP G as (651350 ( (Sl (o3 0t
b Lallass Sl Sl s (S1S 55 A 0 S 500
by S bl il oo 4 0D 55k 4 o553,
Sk T S i b ode 03 355 A0 oSS Ol
Sles ol €351 5 slide L1530 ol pan ap Olesss Lams o
W 88 Syl gl St S L Gloless ¢ Oldess
3 St o SLa0ess o sdas 2l WM O o sdle
Sl S gl alials 5 o5 Sl oyl 355 alax
Cf‘l’ S 2biol s bl s Ll s Menstrual irregularity
(SAebpds Sy w o) gal A pend (aseie il b
St b 03 35 YO S e S IS s w6 5 S
035 Ol Sde oy smo 4 (Sdelb S OVl 5 5 ole
andls Sl 5 Ll 3 Lt S S0 M 1 IS 5l Sl
wlad 5 L3 Sl Oles O35 5 I8 rioman S iy a0 (L
kg/m’<BMI .3 S 4—wl>ee Body Mass Index (BMI) S e
Sl 25 SSPS I3 0l 5 L Wesls s 4 S k5 55 035 LI YO
Olabl ssu> s t-test, x° s bl slaces 3l eslizal L 51 V/0

A as S5 e 54 550 0/00 Ul g slax 740

Laesisly
aJ;J:)A JL»\?-\‘O L;lwo}).)au)é Cﬂmm(’;bf\c
ng)\) aJ_'&SQJu ubl_«_a Slasein . LS adlas ))‘j 6}LWJ

A g S S Gty b s diSCE e s VPA 205 UG


https://journals.tums.ac.ir/tumj/article-1-715-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-06-29 |

Kahnouji H. et al. YA

S s VPA OB S G6 2 s 53 PCO Ol e (s alas
LUl Bl 53 525 i s glas)ls L OIS s
@qéng}w\>3ﬁ,va b e g PCO 1y (55ls sns
Al Cews 4 (gl gae LLIJIPCO 5,0 9 (ad 50 b o3 dl o)
Sladlae iy 55 a5 Ad odalin BMI 5 VPA 1y (515 oae bLS )|
e e aalllas s s les S 51 1 el il
sl OBAS G as 53 Sael Sw o ol o oy bLI
Lo ozl 50550l o 50 SN (s ot plol andllae s 35
g_wz@L;)\JL;'MJpl;)lol;]g\jﬁwg_éfm;;»lék}@
e Oloy Dde (513 sme BLI 1 be aalllas 5 o el
35 5 i e ali s PCO sloml b s)ls cpl b as 555 5 ol Iy
Oloss Sodn 53 15 VPA 5 (5,08 553 45 (531,31 )3 PCO o315
Vo a5 L ey o S0 S 0ys Lin gy 03 S e 6 0 S
M slanils 53 (Saels | SVl 5 BMIL, PCOOI 0 03 52
O S el Obloy & Cod s 5 035 2 VPA &S 7 0
&lm VPA 51 e olagls 5l ol g (s S ad b ume |y o)l
ol S3 4y 0¥ # T s 5 gk eslizal 313l 5l e S ol s J xS
3,5 4l 1) VPA G5 jme 5 PCO 1y b3l Lo asllas b oS

References

1. Herzog AG, Seibel MM, Schomer DL, Vaitukaitis JL, Geschwind
N. Reproductive endocrine disorders in women with partial
seizures of temporal lobe origin. Arch Neurol 1986 ; 43: 341-6.

2. Isojérvi JI, Laatikainen TJ, Pakarinen AJ, Juntunen KT, Myllyld
VV. Polycystic ovaries and hyperandrogenism in women taking
valproate for epilepsy. N Engl J Med 1993; 329: 1383-8.

3. Wolf P, Shorvon S, Dreifuss FE, Fish D, Thomas D, et al.
Treatment of idiopathic generalized epilepsies. In: The treatment
of epilepsy. London: Blackwell Science: 1996; p. 238-45.

4. Bourgeois B, Beaumanoir A, Blajev B, de la Cruz N, Despland
PA, Egli M, et al. Monotherapy with valproate in primary
generalized epilepsies. Epilepsia 1987; 28: 8-11.

5. Noaghiul S, Narayan M, Nelson JC. Divalproex treatment of
mania in elderly patients. Am J Geriatr Psychiatry 1998; 6: 257-
62.

6. Koch KM, Wilensky AJ, Levy RH. Beta-oxidation of valproic
acid. 1. Effects of fasting and glucose in humans. Epilepsia 1989;
30: 782-9.

7. Davis R, Peters DH, McTavish D. Valproic acid. A reappraisal of
its pharmacological properties and clinical efficacy in epilepsy.
Drugs 1994; 47: 332-72.

8. Balen A. Pathogenesis of polycystic ovary syndrome: the enigma
unravels? Lancet 1999; 354: 966-7.

10.

12.

13.

14.

et ol 53 3 el PCO sl Ol ol 53 s T )0 51 (S0
slag o flsl Oloys 55 a5 50 ol slagyls 51 S VPA
Sty o i T sl e Ol Sl 5 Ol s il
PCO Joli 4 S 55 5PCO &ely VPA L ae SV b Olays
3 VPA o BLGI AL o 350 s Sl sl el
5 ol (e iy Ot 3550 OF W3e L 5 PCO sl
S PCO VL Sl 500t SIS 6 (58 5 el DMl 315 53
sl SGPCO T s 53 L VPA OB AS G ae
S P e RS N W [f P P PR CRON NS 71 P P2
PCO 355 0 Sl 3 asme Comor 1Y+ 3 5 3 Sudle 36
Sy e asios Sl Sl SVl L «SPCOos 1 b |
5 e spams 5 eds Ol s 4 L7 sl G
Gda  VPA O8USC L s j3PCO YL Foed 2550 53 LAk
SPCO G bl sy pde U sy s sl a3 53 Lo adlllae
CyetS 9 VPA U yze s YUBMI oy LSS 39 5 555 VPA O e
PCO 3Lyl L VPA 5 e 595 5 Obo Sode o (S)15 sae LI
o BLL s e anlas 5 e 3 o adllas Gilaal s

Clayton RN, Ogden V, Hodgkinson J, Worswick L, Rodin DA, Dyer
S, et al. How common are polycystic ovaries in normal women and
what is their significance for the fertility of the population? Clin
Endocrinol (Oxf) 1992; 37: 127-34.

Franks S, Gharani N, Waterworth D, Batty S, White D, Williamson
R, et al. The genetic basis of polycystic ovary syndrome. Hum
Reprod 1997; 12: 2641-8.

. Isojérvi JI, Taubell E, Pakarinen AJ, van Parys J, Réttyé J, Harbo HF,

et al. Altered ovarian function and cardiovascular risk factors in
valproate-treated women. Am J Med 2001; 111: 290-6.
Nelson-DeGrave VL, Wickenheisser JK, Cockrell JE, Wood JR,
Legro RS, Strauss JF, et al. Valproate potentiates androgen
biosynthesis in human ovarian theca cells. Endocrinology 2004; 145:
799-808.

Watterson JM, Watson DG, Meyer EM, Lenox RH. A role for protein
kinase C and its substrates in the action of valproic acid in the brain:
implications for neural plasticity. Brain Res 2002; 934: 69-80.

Chen G, Huang LD, Jiang YM, Manji HK. The mood-stabilizing
agent valproate inhibits the activity of glycogen synthase kinase-3. J
Neurochem 1999; 72: 1327-30.

JPAZ (50 )+ o)lass c £ 0,90 o i (Kb pale olCiily o (K53 0uSCiils aloes


https://journals.tums.ac.ir/tumj/article-1-715-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-06-29 |

Tehran University Medical Journal; Vol. 65, No. 10, Jan 2008: 36-39

Ovarian structural disturbances in epilectic patients treated with

Kahnouji H"
Soltanzadeh A'
Sedighi N.2
Monshi B.>
Yousefi N.*
Alaleh A

i-Department of Neurology,

Tehran University of Medical
science.

2- Department of Radiology,
Tehran University of Medical
Science.

3-Department of Neurology
Karaj, Madani, Hospital.

4- Department of Dermatology,
Tabriz University of Medical
Science.

5- Department of Radiotherapy
Oncology, Tehran University of
MedicalSscience.

*Corresponding author: Imam
Khomini Hospital, Keshavarz Blvd,
Tehran

Tel:+98-21- 61192424

email: drhkahnouji@yahoo.com

Sodium Valproate

Abstract

Background: Recent studies have raised the issue of an increased incidence of polycystic
ovaries (PCO) and menstrual disturbances in women with epilepsy treated with valproate
(VPA). It seems that antiepileptic drugs, especially valproate, may have a functional role in
altering the endocrine system of child-bearing women with epilepsy. We conducted this
study to investigate the association of VPA and ovarian structural/menstrual disorders in
epileptic women.

Methods: In this cross-sectional study, we compared a total of 64 epileptic patients, aged
16-45 years, 32 of whom had been taking VPA alone and 32 were on other antiepileptic
drugs for a minimum duration of six months. Ovarian sonography was performed and body
mass index (BMI) calculated for all subjects. We also recorded the presence of menstrual
disturbances in both groups.

Results: Fifteen (46%) of the VPA subjects had PCO compared to 7 (21.9%) of the other
group. In the VPA group, four (12.5%) had oligomenorrhea, one (3.1%) amenorrhea and 13
(40.6%) had irregular menstrual cycles. However, from the other group, two (6.3%) subjects
had oligomenorrhea and seven (21.9%) had irregular menstrual cycles; amenorrhea was not
present in the non-VPA treated patients. Mean BMI was 22.5 kg/m’ among the VPA
subjects and 20.1 kg/m?” in the non-VPA subjects.

Conclusions: This study supports the association of PCO and high BMI with VPA
treatment. The frequency of menstrual disturbances did not differ significantly between the
two groups.

Keywords: Epilepsy, polycystic ovaries, sodium valproate.
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