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ABSTRACT

Nigella sé&bihaxk seed) is an important medicinal herb with folkloric use in wi
well studied forgitalbbxltivities. However, there is limited information regar
male reproductive system. This study describes the effblctsaftiifa® E9qoarous €
testiculamigsitegenesis from mice Leywligbldekl stesltar cells were incubated in a
containing either no treatment or NSE or LH alone or combination of LH &
carried out for three hours in a shaking water bath at 34°C. Testoste
radioimmssan. At all ,dbsSeEs signifipantdy0$) inhibited both batialudatdd H
vitroestosterone seAteaiadmse of 1000 pg, NSE inhibited 52% of basal testost
LHstimulatetoséerone, compared to control (0.32 + 0.00§0ngBmt) ca®d big/ @l
respectively. Thus, it is concluded that that kdt uheetedh s@lc eatdorhe fLH stoste
from Leydig cells are suppressed significantly in the presenc¢HoweéMéerent d
further studéeseaded to explore the effect of chronic treatment with NSE in
be used as a contraceptive in male.

Keywordstigella sativa, Black seed, Male reproductive system, aqueous
testosterone

The seed¥$iglia sativa (Rauwaoeaceflgr its differegritabi@lotivities which incl
commonly, known as black seed ovamntliackdaominmemalt ¢Iprotrecghu®protective,
locally as Kalonji have been usednhyptaltlengjeebakicle relaxant, bronchod
medicine for centuries for treatmep36lof ONeBhydapudesagi], affecpsd eB),ic
well as chronic conditid?s Wdrddwtbdenidiabddild), antican@4¥rl, analgesic
used in the treatment of asthma, 18t dh eanjtiifhaigre s[tlodly), antiullddeand
dizziness, influenza, dyslapndeooa,ioeiunmy pdtoveffedigl §.
conditions amduastic and immune modMlatcbroflT hlee biological activities of the
seeds conta3® B 6fYxed wmiéspnspralkaibade, been shown to be due to the p
saponins;2054%essential oil, crudeofhboyempoquimemeds,whicloriscame@omant of the
vitamins, aliphatic alcolfls and ketosieential oil and fixed oil. Nigellone,

Many studies have been conduchedumbigéhlee sawviech has been shown
pharmacological avitgehl@s )ssdfemha exirlaetverycte¥keein inhibiting histamine releas
or its active compound(s) ysteamsoliy thedes@gogues: antigen in s[@fsitized «
vivorin vitifd.e herb has been extenbliveéwertudhedherb is not well studied fo
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reproductive system. Moreover, the existing information
in this regard is quite scatrtagdiectdryather co
Significant abortificienN. astitistge dof
powder, eitd a naorl d hexane extracts was
demonstrated2iln Hotwever, PraK2a%h et al
did not find &deytihinyi activity in aqueous,
ethanolic achelumeerther extracts df.the seeds of
satiwehen tested at 158@WGeangfkg daily in
rats ondalys7lpoesoitum schedule.
There igrawing demand for men to share the
burden of respon.3|b|llty and. r'Sk?—igoéffgcqnotfrQ&L?epotu'gﬁi%mtehcsm@i@cbs (NSE)
because of growing population pfessUétohe dPthictdiEeydig cells in vitro
increasing ddtseatisffavomen in assumdiggifddano sitfference between control an
all the risks of adequate contraception. A major
challengeisinfiedd is that the most of the male
contrpicee agents currently in use offer little promise
and about 15% of the 200 m®ctilceddnmonly pr

drugs can have adverse effects onnale dgPEQeYiGiiREdiaaeulaned de eydig
either by influencing its hormonal pP&pldlG, Ofe IMPAHISE as diegerieediigarlier
their sexual performance. The disqpygBH, Pfo/kEYencwbaced forranmove
regulators of gonadal hormones aRd IRIVYIOY@IRS Stldstothe media were repla
from black seed may provide oppornkyivteashe? flé€h dddium or medium contai

approaches towards manacgemiomt. cfdeaRly of crude aqueous extrat®0 NS see
Since, no data on Nhea¢blradeou!af g/tube)

steoidogenesis is avhbdbaghehdswevitro \oreover, to test the ability of the e
study to investigate the direceo@ffgpd qoftCrufién A%4Yed testosterone secretion
extract on basal -saimdulalteld tesyicidalpajienged with LH (500 plU/tube) alc
steroidogenesis by mice Leydig Ce”osifferent doses(fNDEg). Aftethd h
incubation reaction was stopped by dipping
water bath‘Gtf®010 min. Sampiefsomene kep
until testosterone was measpgeidicby higt
Preparation eludleetract radioimmunoassay.

MATERIALS AMEDTHODS

Driedabk seedsgefila saekivea purch ed .
from the local market in Karachi. ‘I'%%S% b?érﬂ{”gé‘é’ g5 &re
cleaned of any adulterant materialsTeNBosdeedse warses measured in the in
ground with an electric grinder iomaddoargdrpotygehsyenshtigtelgRdAdang to
measured quantity was soaked- iWHIDProdqaedHissbrbed stesdne, as tracer.
methdnq30:70) at room temperaidighkipecidoddantisestomtd oonte guwaseadc
maceration for a total of 3 days. ThemeaGudidhdg AJilesagents were directly adde
was collected through Whatman s: twkedstacowneagriande itcubation medium. After
filter papers and the plant mhjeetiada W & Eeggaitrs,swubes were incubateéd for 30 m
to the same treatment as the :fifdte havedaten.d Thbound & pactivends bwethes
combined filtrate was concentrateaddisiog %f @otiaated charcoal. Radioactivit
evaporator at 40°C under reduced:pnreasured Extraxzt swastillaTi@esto s baurrotree

stored4@€ until used for biological:@otneryion was calculated |olgy logit
transformagion
Leydigllpreparation The sensitivity of T assay was 0.0125 n

intrassay coefficient of Magsathd@fowas

Three bulbce male mi&Q)(VWEE”gmtué levels of testosterone in the media are
for each expdmimemmtweritabned fromnrg [N

AKU animal facility, where they were” maintained under
standard condititoosr dighd drodirl@ark
cycle.

Direct effect of aqueoNJisgeelkaracatﬁ&
seeds (NSE) on testosterone secretiDmatwa azsrestandi ealadby®d .&s MneResults were
the intivmaof Leydig cells as desambkzedy fan statistical significance u
Damme et aR2,9%W#ath minor anodsficMicredependent t test pnvaSPSGOS5Awas
were llleid by cervical dislocationicomesdesedwirenificant.

%tist'amallysis
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DiISscusSsION

This study provides the first evidence
effect Nf satiseed extract on testicu
steroidogenesis indicating a potential col
Our data sugbesatiehkatract inhibits both ba
and EsHimulated testosterone biosynthesi
pathways. The mechanism behind its effe
andufthsetudies are needed to elucidate
role and mechanism efcacdeorxtRact of
sativeeeds has been reportedlictiwmmposse
channel blocking activity [5] and there it
céciummay be involved in the signaling m
[24.Significant abortificiewnt saxtéiwatd) of
powder, ethanolic and hexane extract, is
in wome2g@Jandats [21]. However,.Prakash
[26did not find Aentikinyi activity in aque
ethanolic and petroleum ether extracts ¢
Nigella sahigma tested aastel 200 mg/kg
daily in rats on-Thpoedatwanlschedule. The

Fig Effect of aqueouNigaeastaeibias (NSH} .y glatile oil ofsMeglalbits the spontaneou:
stimulasedos teroaoably mice Leydig cells 1 0 o meyftgat and guinea pig uterine smoc
*Significant difference between control an . .
Significant differehtleadeatmeck e neated grouy a,nd also the.-mWLIoe(hhtract[Z)]ls A
single report in male rats has suggested
treatment not only causes a general redu
of reproductive organs but esalso s
spermataecgenat the spermatblaydeestage.
simdalt changes in the reproductive horm:
treated animeads abss2@ed
Nigella saeieds extract was able Theindéshis is a complex male reproduct
significapd9.05) bothamaséHimulatseérves two farnctiins: syntheegi®ommd secr
testicular testosteammesisboreoveahetestosterone by Leydig cells and prod
inhibitory effect of NS seed exsudficieratsnumober of competepbripdrmato
pronounced at the higher doses. by Sertoli cells, to attain fertility. It is
the essential prerequisite for norma
devepment and maintenance of spermatog
As shown Frigthédbasal testostetionecpmnorddled secretion of Luteinizing hor
in theells tremittdtd S seed extrdOtCQEdlicle usstilmg hormone (FSH), and test:
Hug/tube) was sigm&fdc@®m)!lye unparedduring fetal and pd2fnasaldddheiy of
with the control -depa&ndened marndheskhéormones lepadsadosmypand sterility,
inhibition was more pronounced ratcahdithoghthati csens.be treated with specit
Inhitory effect of NSE was able & ithleiraipBs)e % esftexrlone biosynthesis in the 1L
basal testosterone productittonawaesehlis iismhpibimaeitlgdrédy[3LJH Deficiency of
stillepent at the lowest NS.dose ofith®eeqa hormones leads to ¢yptegolntydisam :
) . . . contdon that can be treated with specific
Effect omstifulated tesdiewderogss therapBd)s Bversible inhibition of these ho
As showhid@n administration of difligranstecsdsmeasure may be beneficial a
of NS seed extd0x0(fug) causeidaatdlighdf as aacephitve. Oral administetion o
(p <0.05) and alepesaent inhibitio®tbanoH extracts showed significant conti
stimulated (500 plU) testosterondn pmade@@ohinceheno data about the effec
inhibition was more pronounced at-héglleexitdaet of NesRicularaseeyeitdbgenesi
with maximum e&fféechipd¥ion) obtained aifalbdep these results open new frc
ug dose of N&MBO LwWas usedahoimeniexploration of possiNieg elite cwshiotth e
stimulation. This dose was Jeledcitedve ffgmctions. These data offer i
LHtestosteroneedpenase curve to varpabtialdosevsraceptiveNieféelat ssatfivthe
of LH GI00ulIU) (data noTrshomwehi: wimhonal regulaticen reprmdlctive axis. T
NSEcaused -degendent inhibition--c$tuthe hlars provided us with important in
stimulated tersdopteduction when-cdoarparledian of a new contraceptive pill
LH ®0 pésponded, with maximum ®ffédempdTarily stop spermatogenesis, thu
inhition) obtained at 1000 pg dose)ireversiblelitgferti

RESULTS

Effectbasatesticusbaroidogenesis
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