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V ig a b a trin  is a se le c tiv e  in h ib ito r o f b ra in  4- 
am inobu tyra te -2 -ke tog lu ta ra te  am ino transfe rase  and 
increases G A B A  leve ls in the w ho le  bra in  o f m ice and 
rats.

The aim of th is  study w as to investigate  the  tim e 
cou rses  o f b ra in  G A B A  co n ce n tra tio n , G A B A -T  
inh ib ition in bra in  and pla te lets, bra in G AD activ ity and 
v igabatrin  p lasm a concen tra tions in rats a fte r a s ing le  
dose of 200 m g/kg o f v igabatrin , and a fte r 3 and 8 days 
of trea tm ent w ith 200m g/kg/day,

Both s ing le  and m ultip le  doses s ign ificantly  decreased 
brain and pla te let G A B A -T  activity. Inh ib ition of p la te let 
G A B A -T  was grea te r and longer a fte r m ultip le  doses. 
P late let G A B A -T  activ ity  re flects the  tim e course of the 
increase in 'G A B A  better than does brain G A B A -T  after 
m ultip le  doses of v igabatrin  in rats. On the  o ther hand, 
brain G ABA increased a fte r both therapies. E levation 
of G ABA in brain occurred qu icker w ith s ing le  dose 
and longer w ith m ultip le  doses. P lasm a concentra tion  
of v igabatrin  reached a m axim um  at 4 h and rapid ly 
decreased a fte r a s ing le  dose. Three and 8 days of 
v igabatrin  p roduced a s im ila r tim e course fo r p lasm a 
concentration, but m ean concentra tion  at 4 h w as 
s ign ificantly h igher than a fte r a s ing le  dose.

Bragin A, Engel J ,  Wilson CL, et al. Hippocampal 
and entorhinal cortex high-frequency oscillations 
(100-500 Hz) in human epileptic brain and in kainic 
acid-treated rats with chronic seizures. Epilepsia 
1999; 40:127-137

Ripples, 120-200 Hz fie ld  osc illa tions in h ippocam pal 
and pa ra h ip p o ca m p a l a reas  of no rm a l ra ts , are 
p roduced  by in h ib ito ry  p o s ts in a p tic  p o te n tia ls  
occurring during  h igh-frequency bursts of inh ib itory

in te rn e u ro n s  and re fle c t a s ta te  o f ne tw o rk  
synchron iza tion . R ecord ings of e lec trica l activ ity were 
taken  in h ippocam pus and ento rh ina l cortex of norm al 
rats, k ind led rats, rats in jected w ith ka in ic acid and 
pa tien ts w ith m esio tem pora l lobe ep ilepsy. R ipple 
activ ity  w as found in CA1 and en torh ina l cortex of all 
g roups . S u rp ris in g ly , h ig h e r fre q u e n cy  osc illa to ry  
activ ity  rang ing from  200 to  500 Hz and 10-100 ms in 
dura tion  w as term ed as fas t ripp les and recorded only 
in patien ts w ith  ep ilepsy and ka in ic  ac id-trea ted rats. 
Fast ripp les w ere  found ad jacen t to  the ep ilep togen ic 
lesion in h ippocam pus, ento rh ina l cortex and denta te  
gyrus. U naltered p resence  o f ripp les in ep ilep tic  anim al 
m ode ls  and p a tie n ts  in d ic a te s  th a t in h ib ito ry  
m echan ism s are preserved  in ep ilepsy. In addition, 
fast ripp les appear to  represent exc ita to ry synaptic 
activ ity  genera ted by abnorm al synchronous pyram idal 
cell burst firing. If the  fast ripp le  activ ity  is un ique to 
tissue capab le  of genera ting  spon taneous se izures, it 
m ay becom e a useful m arker fo r identification  of the 
e p ile p tic  reg ion  in p a tie n ts  w ho  are  su rg ica l 
cand idates.

Fattore C, Cipolla G, Gatti G, et al. Induction of 
ethinylestradiol and levonorgestrel metabolism by 
oxcarbazepine in healthy women. Epilepsia 1999; 
40:783-878.

O xcarbazep ine, a new  an ticonvu lsan t agent, d iffers 
from  ca rbam azep in  in pharm acok ine tic  behav iour and 
b io transfo rm ation  profile . T he  e ffect o f oxcarbazep ine 
on the kine tics o f e th iny lestrad io l and levonorgestre l 
w as eva luated  in a random ized  doub le -b lind  placebo- 
con tro lled  study in healthy w om en. The protocol was 
approved by the  E th ics C om m ittee  of the  center. 
Tw enty-tw o  hea lthy w om en  aged 18-44 years were 
required to use a re liab le  nonhorm ona l contraceptive  
m e thod  th ro u g h o u t th e  s tudy . A p la ce bo  or 
oxcarbazep ine  (1200 m g/day) w as adm in is te red  in 
random ized sequence  for 26  days w ith a w ashout 
period. A stero id  oral con tracep tive  con ta in ing  50 pg 
e th iny lestrod io l and 250 pg levonorgestre l w as g iven 
fo r the  firs t 21 days of each cycle. P lasm a steroid 
co n ce n tra tio n s  w ere  d e te rm in ed  by us ing  a gas 
ch ro m a to g ra p h y -m a s s  s p e c tro m e try  m ethod . 
C om pared  w ith p lacebo , oxca rbazep ine  trea tm en t 
in d u ced  a s ig n if ic a n t re d u c tio n  in the  p lasm a  
c o n c e n tra tio n s  o f b o th  s te ro id s . P eak p lasm a 
concen tra tions of e th iny lestrad io l w ere  reduced by 
30%  during oxca rbazep ine  trea tm ent, w hereas peak 
concen tra tions of levonorgestre l decreased  to a lesser
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extent. R eduction in p lasm a concentrations of both 
stero ids by oxcarbazep ine  m ay lead to a decreased 
e ffica cy  o f c o n tra c e p tiv e  agen ts . T hese  pa tien ts 
should p re fe ren tia lly  be g iven a h igh-dose steroid 
p reparation . A lte rna tive  contraceptive m ethods may 
a lso  be c o n s id e re d  in w om en rece iv ing  
oxcarbazep ine.
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In 1994, the  E th ics C om m ittee  of the Am erican Society 
and  R e p ro d u c tive  M ed ic ine  conc luded  tha t 
p re im p la n ta tio n  sex se lec tion  is app rop ria te  fo r 
avo id ing the  birth of ch ild ren w ith genetic disorders, 
bu t it is no t a c ce p ta b le  w hen used so le ly  for 
nonm edica l reasons. In terest in sex selection has a 
long h istory. M ethods have varied from special m odes 
and tim ing  of co itus to  the practice of infanticide. 
M edica l techno log ies  have only recently  m ade it 
possib le  to a ttem pt sex se lection of children before 
the ir concep tion  or birth. For exam ple, screening for 
carrie rs of X -linked gene tic  d iseases allows potential 
parents not only to  decide w hether to have children but 
a lso  to se le c t the  sex o f th e ir o ffsp ring  before  
p regnancy or before  birth. M ethods now available for 
p rep regnancy  and p reb irth  sex se lection  are (1) 
p re fe rtiliza tion  separa tion  of X -bearing from Y-bearing 
sperm atozoa; (2) p re im planta tion  genetic d iagnosis 
(PGD), fo llow ed by the  sex se lection of em bryos for 
transfer; and (3) p renata l genetic  d iagnosis, fo llowed 
by sex-se lec tive  abortion . P re im planta tion  genetic 
d ia g n o s is  is used  w ith  a ss is te d  rep roduc tive  
techno log ies to identify  genetic  d isorders, but it can 
also prov ide in form ation  regard ing the sex of em bryos 
e ither as a by-p roduct o f testing  fo r genetic d isorders 
or w hen it is done pure ly fo r sex selection. W hatever 
its m e thods  o r its reasons , sex se lec tion  has 
encountered sign ifican t eth ical ob jections throughout 
its history. M ore recently, concerns have focused on 
the dangers  of gender d iscrim ination  in contem porary 
societies. A lthough the  actual use of PGD for sex 
se lection  is still in frequent, its potentia l use continues 
to raise im portant eth ical questions. But im portant 
advan tages can be ach ieved  through th is technique;

the medical advantage of preventing the transm ission 
of sex-linked genetic d isorders such as hem ophilia A 
and B, Lesch-Nyhan syndrom e, D uchenne-Becker 
m uscu la r dystrophy, and H unte r syndrom e. It is 
som etim es argued that PGD and sex selection of 
em bryos fo r transfer is a lesser evil than the alternative 
of prenatal d iagnosis and sex-se lected abortion. The 
w eighing of opposing attitudes regarding PGD and sex 
selection depends on an assessm ent of the strength of 
the reasons given for and against it. PGD has the 
potential fo r serving sex se lection in varying categories 
of cases, each of which raises d iffe rent medical and 
ethical questions. In form ation about the sex of an 
em bryo may be obtained (a) as an essentia l part o f or 
by-p roduc t o f PGD perfo rm ed  fo r o ther m edical 
reasons, (b) through a test for sex identification that is 
added to PGD perform ed for m edical reasons, (c) a 
patient who is undergoing IVF procedures as part of 
fe rtility  trea tm ent may request PGD solely for the 
purpose of sex selection and, (d) a patient who is 
fertile  may request IVF and PGD, both solely for the 
purpose of sex selection. Each of these situations calls 
for a d istinct medical and eth ical assessm ent. There 
presently is little debate over the ethical valid ity of 
PGD for sex se lection w hen its aim is to prevent the 
transm ission of sex-linked genetic d isease. It is less 
easy to e lim inate concerns regarding PGD and sex 
selection w hen it is aim ed at serving social and 
psychological goals not re lated to the prevention of 
d isease. E thical a rgum ents aga inst sex selection 
appear to gain strength as the categories of potential 
cases descend from (a) to (d).

R ecom m endations there fo re  fo llow  from an effort to 
respect and to w e igh e th ica l conce rns tha t are 
som etim es in conflic t nam ely, the right to reproductive 
freedom , genuine m edical needs and goals, gender 
equality, and justice  in the d istribution of medical 
resources. The C om m ittee recom m ends the follow ing:

1- PGD used fo r sex se lec tion  to  p reven t the 
transm ission of serious genetic d isease is ethically 
acceptable.

2- In patients undergoing IVF, PGD used for sex 
selection fo r nonm edica l reasons holds som e risk of 
gender bias, harm to ind ividuals and society, and 
inappropria teness in the use and allocation of lim ited 
m edical resources.

3- The in itia tion of IVF w ith PGD solely fo r sex 
se lection holds even g rea te r risk o f unwarranted 
gender bias, social harm, and the d iversion of medical 
resources from genu ine m edical need. It should be 
discouraged.

4- Ethical caution regarding PGD for sex selection 
calls fo r study of the consequences of this practice.
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Creinin DM, Lisman R, Strickler RC. Screening for 
factor V Leiden mutation before prescribing 
combination oral contraceptives. Fertil Steril 
1999;72:646-651.

H ypercoagu lab ility  can be inherited or acquired. The 
m ost com m on cause of acqu ired hypercoagu lab ility  in 
w om en of reproductive  age in deve loped countries is 
the use of a com bination  of oral con traceptives (OCs). 
M ost o f these  -wom en use com bination  O C s that 
contain eth inyl estrad io l, a synthetic estrogen that 
results in an increased risk o f venous throm boem bo lic  
d isease (10-30 in 100,000). The m ost com m on cause 
of congenita l hypercoagu lab ility  know n today is factor 
V Le iden  m u ta tion , w h ich  is es tim a te d  to  be 
responsib le  fo r 50%  o f cases of fam ilia l venous 
th ro m b o s is  and 30%  o f ve n o u s  th ro m b o e m b o lic  
events. The inherited factor V Leiden m utation is a 
s ingle base pair substitu tion  in the  coding sequence for 
factor V tha t renders it unable to be inactiva ted by 
activated prote in  C (APC). This sh ifts the ba lance 
tow ard hypercoagu lab ility . Factor V Leiden m utation is 
present in 4 .85%  of w hite  w om en in the  United States. 
Because the preva lence  of fac to r V Leiden m utation is 
high com pared  w ith  o th e r in h e rite d  causes  o f 
hypercoagu lab ility , recent d iscuss ions in the m edical 
literature have suggested tha t prescreening new  users 
of OCs for th is congen ita l form  of A PC  res is tance may 
be advisable to identify a high risk g roup w ho should 
avoid the use of com bination  OCs. To decide w hether 
it is feasib le  to screen for fac to r V Leiden m utation in 
w om en  in the  U n ited  S ta tes  b e fo re  p re sc rib in g  
co m b ina tion  O C s, co s t-e ffe c tiv e n e s s  a n a lys is  is 
perform ed to ca lcu la te  the cost o f preventing  one 
venous th rom boem bo lic  event and one death in users 
o f co m b ina tion  O C s. E s tab lish ing  lim its  of cost- 
e ffectiveness is, in itself, po tentia lly  con trovers ia l; 
in terventions tha t cost $50,000 o r less per year of life 
saved are genera lly  acceptable, w hereas those  that 
cost $50 .000-$100.000 are borderline, and those that 
m ore than $100.000 are not cost-e ffective.

The estim ated risk o f a venous th rom boem bo lic  event 
fo r those w om en w ho have factor V Leiden m utation 
and use com bination  OCs is 140 in 100,000. The risk 
of death fo r users of com bination  O C s is, 3 in 1 m illion. 
If the  user o f com bination  O Cs has fac to r V Leiden 
m utation, the risk o f death is increased to 14 in 1 
m illion . S c re e n ing  fo r fa c to r V L e iden  m u ta tion  
involves 2 tests. An initial screening test will identify 
ind iv iduals w ho are at high risk o f having factor V 
Leiden m utation. In w om en w ho screen positive  for 
factor V Le iden m utation, DNA m utation is confirm ed 
by po lym erase chain reaction.

The num ber of w om en w ho w ould  require  testing  for 
factor V Leiden m uta tion  to prevent one death resulting

from  venous th rom boeom bo lic  d isease  varies from  1.9 
m illion to>20  m illion  depend ing  on ethn ic ity . The 
annual cost to p reven t one death  resu lting  from  
ve n o u s  th ro m b o e m b o lic  d ise a se  if a p o licy  o f 
screen ing all users of com b ina tion  O C s w ere enacted 
w ou ld  be m ore than $300 m illion. It does not seem 
cost-e ffective . But do lla r am ounts cannot stand alone 
w ithou t w e igh ing the  ind iv idual im pact o f the d isease in 
question.

G iven tha t>50%  of venous th rom boem bo lic  d isease is 
u n re la te d  to factor V Le iden m utation, the best 
screen ing  tool is tak ing a thorough persona l and fam ily 
history. W om en w ith a positive  h is tory should not 
necessarily  be screened for fac to r V Leiden m utation, 
fo r de fic iencies of p rote in  C, prote in  S, or antith rom bin  
III or any o ther fac to r to  show  tha t they can or cannot 
safe ly use com bina tion  OCs. These  patien ts can use 
progestin -on ly  m ethods. As a conclus ion, g iven the 
p reva lence of factor V Le iden m uta tion  in the U.S. 
population, screen ing fo r th is inheritab le  de fect before 
prescrib ing  com bina tion  O C s is not a cost-e ffective  
use of U.S. health care do llars.

Gruber DM, Berger UE, Sator MO, Horak F, Huber 
JC . Computerized assessm ent of facial hair 
growth. Fertil Steril 1999;72:737-739.

A n d ro g e n -re le a te d  d is o rd e rs  in w om en  such as 
h irsutism , are d ifficu lt to objectify. M onito ring  of e ither 
b iochem ica l responses  o r the  pa tien ts  sub jective  
assessm ent is not a lw ays sufficent, and an additional 
ob jective  m easure  of hair g row th  is necessary for full 
a ssessm en t. D iffe ren t o b je c tive  and rep roduc ib le  
scoring system s have been used in the past. In the 
study a com pute r ass is ted m ethod is docum ented. In 
1961, Ferrim an and G allw ey deve loped  a score for 
sem iquan tita tive  assessm en t o f body ha ir grow th  
s u ita b le  fo r c lin ica l use in h irsu te  w om en . The 
Ferrim an-G a llw ey score  is used m ost often in clin ical 
studies, w here  h irsu tism  is ind ica ted  by a score of>8 
and the absence of h irsu tism  by a score  of<8. Another 
m eans of assessing facia l h irsu tism  is w ith the use of 
the Bard in  and L ipsett, c rite ria . Th is is considered  to 
be the best m ethod for c lin ica l use so far devised. 
There are also o ther scoring  system s. No m ethod has 
been presented tha t fu lfills  the  crite ria  of precision, 
ob jectiv ity, and reproduc ib ility  fo r assessing clin ica l 
hair grow th in pa tien ts w ith  h irsu tism . The lack of an 
accura te  techn ique  m akes it d ifficu lt to  ob jective ly 
docum ent the  the rapeu tic  success o f m edication used 
to trea t h irsutism .

In th is  study facia l ha ir g row th  w as m onitored with 
v ideo equ ipm ent in four men, th ree  h irsu te  and three 
nonh irsu te  w om en. M easurem ents  w ere  perform ed on
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fou r reg ions of in terest on the face (left and right 
cheeks, upper lip, and chin) on day 0 and day 21. 
In the men, a s teady and marked increase in beard 
ha ir over the  20-day period  was observed. This 
increase corresponded w ith the da ily growth rate of 
beard hair. S im ilarly, s ign ificant grow th of facial hair in 
the h irsu te  w om en w as observed. In the nonhirsute 
w om en only m in im al changes in facial hair growth was 
seen.

In the d iscussion  it is said tha t com puterized m ethods 
enab le  fo r the firs t tim e the  m easuring of hair growth

objectively in men and wom en and Its docum entation 
over a specific period.

Investigators say that this method can easily be 
adop ted  by o the r inves tiga to rs . The m in im al 
equipm ent includes a m icroscope w ith a fixed focus, a 
video cam era, a digital fram egrabber and a Digi Trace- 
Macro for im age analysis. This method has been 
shown to m easure the grow th of hair and, requires a 
suitable scoring system . W ith the help of such a 
system , it should be possib le  to achieve an objective 
and no n -in ve s tig a to r depen d e n t eva lua tion  of 
hirsutism.
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N M D A  R E C E P TO R  A C T IV IT Y  A N D  ITS  M O D U LA TIO N  BY S U LFH Y D R Y L CO M PO UNDS: 
C H E M ILU M IN E S C E N C E  M EASUREM ENTS IN R A T  B R A IN  C O R T IC A L  SYNA PTO SO M ES

B e lg in  K ü çü kka ya  /  G on cagü l H a k la r /  A . Süha Yalçın. M arm ara Med. J . 19 99 :2 :7 0 -7 3 .

ABSTRACT

Objective: We have used chemiluminescence (CL)
measurements to investigate the effect of modulatory 
compounds on N-methyl-D-aspartate (NMDA) receptor activity 
in rat brain frontal cortex synaptosomes.

Methods: Freshly prepared synaptosomes (protein
concentration: 5 mg/mL) were incubated with different 
modulatory molecules such as Zn++ (1 mM), Cd++ (1 mM), 
reduced glutathione, (GSH) (1 mM, 10 mM), oxidized 
glutathione (GSSG) (1 mM, 5 mM), dithiothreitol (DTT) (1 mM, 
10 mM) and N-ethylmaleimide (NEM) (1 mM, 10 mM) for 5 
minutes at room temperature. After preincubation, 0.1 mM 
NMDA was added either alone or in the presence of 65 mM 
KCI. CL measurements were taken with lucigenin as enhancer, 
at 10 second intervals for 1 minute.

Results: Synaptosomes showed a marked increase in CL 
upon addition of NMDA both in the presence and absence of 
KCI. When preincubated with the non-competitive NMDA 
receptor antagonist (Zn++) or with the calcium channel 
blocker(Cd++), CL formation was suppressed. DTT, a strong 
sulfhydryl group reducing agent, increased the activity of 
NMDA receptor, whereas NEM, a sulfhydryl group alkylating 
agent, decreased the NMDA receptor activity. Reduced and 
oxidized forms of glutathione decreased the receptor activity 
and were protective under excitotoxicity and depolarization 
conditions.

Conclusion: Our results demonstrated that endogenous and 
exogenous sulfhydryl compounds affect the redox modulatory 
site and play important roles in the generation of reactive 
oxygen species after activation of the NMDA receptor.

C O M P L IC A T IO N S  OF IN TR A V E N O U S  D EEP S E D A TIO N  IN P E D IA T R IC  END O SC O PY

D e n iz  E rtem  /  E nder P eh livano ğ lu . M arm ara Med. J . 1 9 9 9 :3 :1 2 6 -1 2 9 .

ABSTRACT

Objective: It is accepted that sedation during endoscopic 
procedures is mandatory in children, however the mode of 
sedation and choice of medication varies among 
gastroenterologists. The use of intravenous sedation in 
pediatric endoscopy offers a safe and effective way of either 
conscious or deep sedation.

Methods: In order to investigate the safety and efficacy of 
intravenous sedation with meperidine and midazolam in 
pediatric patients, 120 patients who underwent endoscopy 
were evaluated. Vital signs and any reaction to sedative agents 
were noted during and after the endoscopic procedure.

Results: The complication rate of sedation with this 
combination was 19.1%, and all were transient with no residual 
sequelae. The most common complication was allergic skin 
reactions (15.7%). Transient hypoxia was seen in 1.7% of 
patients. The recovery time was 74.8115.8 min. The 
endoscopic procedure was not postponed in any of the patients 
due to the complication of sedation.

Conclusion: It was concluded that intravenous deep
sedation with meperidine and midazolam when administered 
by an experienced pediatric gastroenterologist and 
monitored closely is safe and effective with a low risk of 
complication.
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A N S W E R  T O  P H O TO  Q U IZ

D ia g n o s is :  M öbius sequence

M öbius sequence, a rare c lin ica l syndrom e, consis ts  of 
congen ita l paresis o r para lys is  o f the V llth  cran ia l 
nerve, frequently  accom panied by dysfunction  of o ther 
cran ia l nerves particu larly  N. Abducens. D ysm orphic 
features, limb and foo t m alfo rm ations m ay be seen in 
these patients.

Parents m ay not notice the facia l w eakness if it is 
subtle, and often the  ch ild  is b rough t to m edical 
attention sole ly because of an esotrop ia . W hen the 
d isorder invo lves only ocu la r m otility  and the upper 
face, the  m a jo r issues  - s tra b ism u s  su rge ry , 
am blyopia, corneal surface protection, and cosm oses 
- can be handled p rim arily  by oph tha lm o log is ts  and 
plastic surgeons. H owever, low er facial w eakness may 
com plica te  an in fant's ab ility  to suck a bottle  or nipple.

The etio logy is not well understood. No one theory can 
satis factorily  exp la in  all cases o f M öbius syndrom e, as 
the d isorder has m any possib le  causes. In one subset 
of patients, pa tho log ic  s tud ies dem onstra ted  ap las ia  or 
hypoplasia  o f cran ia l nerve nuclei, w hile in ano ther 
group, abnorm al periphera l portions of the crania l 
nerves w e re  found . In the  th ird  subse t, m ore 
w idespread destruction  of the bra instem , perhaps due

to a prenata l vascu la r insult, has been suggested 
rad io log ica lly  and neuropa tho log ica lly . N euro im aging 
in th is  g roup can dem onstra te  bra instem  hypop lasia  
and ca lc if ic a tio n , and  b ra in s te m  a tro p h y  and 
m in e ra lize d  n e c ro tic  foc i have  been  found  
h is to p a th o lo g ic a lly . T h e se  s tu d ie s  su p p o rt the  
hypothesis  tha t M obius syndrom e in som e cases could 
be the  re su lt o f in u te ro  b ra in s te m  va scu la r 
insuffic iency. On the o the r hand, cu rren t chrom osom al 
abnorm alities  as well as a locus on 3q21-22 and 10q 
w ere reported.
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