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C h a n  T M , L i F K , T a n g  C S O , e t  a l. E f f ic a c y  o f  
M y c o p h e n o la te  M o f e t i l  in  p a t ie n t s  w it h  
d i f f u s e  p r o l i f e r a t iv e  lu p u s  n e p h r i t is .  N E J M  
2 0 0 0 ; 3 4 3 :1 1 5 6 -1 1 6 2

Im m u n o -su p p re ss ive  reg im ens  o f g lucocortico ids  
c o m b in e d  w ith  c y to to x ic  d ru g s , p a rtic u la r ly  
c y c lo p h o s p h a m id e , a re  e ffe c tiv e  fo r the  
tre a tm e n t of seve re  lupus nephritis . H ow ever, 
c yc lo p h o sp h a m id e  has se rio u s  s ide e ffects , such 
as bone  m arrow  su p p re ss io n , gonada l tox ic ity , 
he m o rrh a g ic  cys titis  and  cance r. M ycopheno la te  
m ofe til (M M ), a cy to to x ic  agen t se lec tive  fo r 
ly m p h o c y te s , c o m p a re s  fa v o ra b ly  w ith  
cyc lo p h o sp h a m id e  in te rm s  o f s ide e ffects .

T h is  s tu d y  a im e d  to  fin d  o u t w h e th e r 
m yco p h e n o la te  m o fe til can  be subs titu ted  fo r 
cyc lo p h o sp h a m id e  in the  tre a tm e n t of severe  
lupus neph ritis . F o rty -tw o  pa tien ts  w ith  d iffuse  
p ro life ra tive  lupus  ne p h ritis  w e re  random ized  in 
tw o  g ro u p s  o f e ith e r a reg im en  of p redn iso lone  
and M M  g iven  fo r 12 m on ths  or p re d n iso lone  and 
cyc lo p h o sp h a m id e  g iven  fo r 6 m on ths  fo llow ed 
by p re d n iso lo n e  and a zo th io p rin e  fo r a no the r 6 
m onths.

The in c id e n ce  o f co m p le te  o r partia l rem iss ions 
and the  du ra tio n  o f tre a tm e n t be fo re  a com p le te  
rem iss ion  a ch ie ved , w e re  s im ila r in the  tw o 
g roups. M M  and  p re d n iso lo n e  induced  com p le te  
rem iss ion  in 81%  o f the  pa tien ts  and partia l 
rem iss ion  in 14 % , as com pa red  w ith  76 and 14 
%  re s p e c t iv e ly  fo r th e  o th e r g ro u p . The 
im p ro ve m e n ts  in the  d e g re e  o f p ro te inu ria  and 
se rum  a lbum in  and c re a tin in  co n ce n tra tio n s  w ere  
s im ila r in the  tw o  g roups. W ith  regard  to side 
e ffec ts , the  inc idence  o f in fec tions  w as s im ila r 
be tw een  the  tw o  tre a tm e n t g roups  and o ther 
adve rse  e ffec ts , inc lud ing  leu ko pe n ia  and death , 
o c c u rre d  o n ly  in th e  c y c lo p h o s p h a m id e /

azo th iop rine  g roup. The ra tes o f re lapses w ere  
s im ila r be tw een the tw o g roups.

In conc lus ion , M M  com b ined  w ith p redn iso lone  is 
an e ffec tive  trea tm en t fo r pa tien ts  w ith d iffuse  
p ro life ra tive  lupus nephritis , w ith  resu lts  and 
tox ic ity  tha t are s im ila r to  those  of trea tm en t w ith 
cyc lophospham ide  fo llow ed by azoth ioprine .
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H e r r in g to n  D M , R e b o u s s in  D M , B ro s n ih a n  
K B , e t a l. E f fe c ts  o f  e s t r o g e n  re p la c e m e n t  o n  
th e  p r o g r e s s io n  o f  c o r o n a r y - a r t e r y  
a th e r o s c le r o s is .  N E J M  2 0 0 0 ; 3 4 3 : 5 2 2 -5 2 9 .

C oronary a the rosc le ros is  is the  underly ing  cause 
of m orta lity  and d isab ility  am ong w om en. Severa l 
lines  o f e v id e n ce  s u g g e s t th a t e s tro g e n  
re p la c e m e n t shou ld  be b e n e fic ia l in 
postm enopausa l w om en in the trea tm en t and 
p revention  of heart d isease.

The Estrogen rep lacem en t and A the rosc le ros is  
tria l is a random ized , doub le -b lin d , p lacebo- 
con tro lled  tria l, exam in ing  the e ffec ts  of horm one 
rep lacem en t the rapy (H R T) on the  p rog ress ion  of 
co ro n a ry  a th e ro s c le ro s is  in w o m e n . 
P ostm enopausa l w om en  (n=309) w ith  ang io- 
g ra p h ic a lly  v e rif ie d  c o ro n a ry  d is e a s e  w e re  
random ly ass igned  to rec ieve e ithe r unopposed 
estrogen, estrogen  p lus m ed roxyp rogeste ron  or 
p lacebo  and w ere  fo llow ed  up fo r a m ean of 3.2 
(0 .6 ) ye a rs . T h e  d e g re e  of co ro n a ry  
a the rosc le ros is  w as de te rm ined  quan tita tive ly  at 
the  base  line  and a t 3 ye a rs  by co ro n a ry  
ang iography.

Both the rap ies  produced  s ign ifican t reductions in 
low -dens ity  lipopro te in  cho les te ro l leve ls (9.4 and
16.5 % , respective ly) and s ign ifican t increases in 
h igh -dens ity  lipopro te in  cho les te ro l leve ls (18.8
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and  14.2  % , re s p e c tiv e ly )  as  c o m p a re d  to  
p lacebo. H ow ever, n e ith e r tre a tm e n t a lte red  the 
p rog ress ion  of co ro n a ry  a th e ro sc le ro s is . The 
d iffe rences  be tw een  th e  m ean co ro n a ry  arte ry  
d iam e te rs  at fo llo w -u p  and  ch a n g e s  from  the 
base line  fo r the  a c tive  tre a tm e n t g ro u p s  and the  
p lacebo  g ro u p  w e re  no t s ign ifican t. The ra tes o f 
c lin ica l ca rd io va scu la r even ts  w e re  a lso  s im ila r 
am ong the  tre a tm e n t g roups.

The resu lts  show ed  th a t n e ith e r unopposed  nor 
com b ined  es trogen  a ffe c te d  the  p rog ress ion  o f 
es tab lished  co ro n a ry  a rte ry  d isease . A cco rd ing  
to these  resu lts , e s trogen  re p la ce m e n t the rapy  
does not p rov ide  a ca rd io -p ro te c tive  e ffe c t in 
w om en w ith  es ta b lishe d  h e a rt d isease . H ow ever, 
es trogen  th e ra p y  m ay still be e ffec tive  fo r the 
p rim a ry  p reven tion  of hea rt d isease , bu t th is  has 
no t ye t been verified .

R e g in s te r  J Y , D e r o is y  R , R o v a t i  L C , e t  a l. 
L o n g - te r m  e f f e c ts  o f  g lu c o s a m in e  s u lp h a te  
o n  o s te o a r th r i t is  p r o g r e s s io n :  a  r a n d o m is e d ,  
p la c e b o - c o n t r o l le d  c l in i c a l  t r ia l .  L a n c e t  
2 0 0 1 ;3 5 7 :2 5 1 -2 5 6 .

O steoa rth ritis  (O A) is am ong  the  m ost fre q u e n t 
fo rm s of m uscu lo -ske le ta l d iso rd e rs  and is a 
m a jo r cause  of d isab ility . The  tre a tm e n t o f O A  is 
usua lly  lim ited  to sh o rt-te rm  sym p to m a tic  con tro l. 
The e ffec ts  o f g lu co sa m in e  su lp h a te  (G S) on the 
long-te rm  p ro g ress ion  o f jo in t s tru c tu re  changes  
and the  sym p to m s  o f O A  w e re  a ssessed  in th is  
s tudy.

In a ra n d o m is e d , d o u b le -b lin d , p la c e b o - 
con tro lled  tria l, 212  p a tie n ts  w ith  knee  O A  w ere  
random ly  ass igned  to o ra l G S  (1500  m g /day) o r 
p lacebo  fo r 3 yea rs . W e ig h tb e a rin g , a n te ro 
p o s te r io r ra d io g ra p h s  o f e a ch  kn e e  in fu ll 
ex tens ion  w e re  taken  a t the  e n ro llm e n t and  a fte r 
1 and 3 years. S ym p to m s  w e re  sco red  by the 
W e s te rn  O n ta rio  and  M c M a s te r U n iv e rs itie s  
(W O M A C ) O A  index.

P atien ts  us ing  p lacebo  had a p ro g re ss ive  jo in t- 
space  loss o f -0.31 m m  (95%  Cl -0 .48  to -0 .13) 
a fte r 3 years , w h e re a s  no s ig n ifica n t jo in t-sp a ce  
loss in pa tien ts  on G S  (-0 .06  m m  (C l: -0 .22  to
0 .0 9 )) w a s  o b s e rv e d . S im ila r  re s u lts  w e re  
reported  w ith  m in im um  jo in t-sp a ce  na rrow ing . As 
a s s e s s e d  by  W O M A C  s c o re s , s y m p to m s

w o rs e n e d  s lig h t ly  in p a tie n ts  on  p la c e b o  
com p a re d  w ith  the  im p ro ve m e n t o b se rve d  a fte r 
tre a tm e n t w ith  G S . T he re  w e re  no d iffe re n ce s  in 
sa fe ty  o r reasons fo r ea rly  w ith d ra w a l be tw een  
the  tre a tm e n t and  p la ce bo  g roups.

The long -te rm  co m b in e d  s tru c tu re  and  s ym p to m 
m o d ify in g  e ffe c ts  o f g lu c o s a m in e  s u lp h a te  
su g g e s t tha t it cou ld  be a d ise a se -m o d ify in g  
agen t in O A.

S e llm e y e r  D E , S to n e  K L , S e b a s t ia n  A , e t  a l.  A  
h ig h  r a t io  o f  d ie ta r y  a n im a l  to  v e g e ta b le  
p r o te in  in c r e a s e s  th e  ra te  o f  b o n e  lo s s  a n d  
t h e  r i s k  o f  f r a c t u r e  in  p o s tm e n o p a u s a l  
w o m e n .  A m  J  C lin  N u t r  2 0 0 1 ; 7 3 : 1 1 8 -1 2 2

N utrition  is an im p o rta n t c o m p o n e n t o f bone  
hea lth  and the  va lu e  o f n u tr ien ts  such  as ca lc ium  
is w e ll do cu m e n te d . H ow ever, th e  va lu e  o f o th e r 
nu trien ts , such  as p ro te in , rem a ins  co n trove rs ia l. 
A  high in take  o f d ie ta ry  p ro te in  m ay a d ve rse ly  
a ffec t bone  th rough  ca lc iu m  exc re tio n  and  ac id - 
ba se  m e ta b o lis m . A n im a l fo o d s  p ro v id e  
p re d o m in a n tly  ac id  p re cu rso rs , w h e re a s  p ro te in  
in ve g e tab le  fo o d s  is a cco m p a n ie d  by base  
p re c u rs o rs  n o t fo u n d  in a n im a ls . Im b a la n ce  
be tw een  d ie ta ry  ac id  and base  p re cu rso rs  leads 
to  a ch ro n ic  net d ie ta ry  ac id  load  th a t m ay have 
a dve rse  co n se q u e n ce s  on the  bone . T he  a im  of 
th is  s tudy w as  to te s t the  h yp o th e s is  th a t a high 
d ie ta ry  ra tio  o f a n im a l to  v e g e ta b le  fo o d s , 
q u a n tifie d  by p ro te in  con ten t, in c re a se s  bone 
loss  and the  risk  o f frac tu res .

C o m m u n ity -d w e lling  1035 w h ite  w o m e n  (aged 
>65) w as p ro sp e c tive ly  fo llo w e d  w ith  a m ean 
(SD ) of 7.0 (1 .5) years . P ro te in  in take  w as 
m e a s u re d  by u s in g  a fo o d - fre q u e n c y  
q u e s tio n n a ire  and  bone  m ine ra l d e n s ity  (BM D ) 
w a s  m e a s u re d  by d u a l-e n e rg y  X -ra y  
a b s o rp tio m e try . A 6 3 - ite m  fo o d - fre q u e n c y  
q u e s tio n n a ire  de rive d  from  the  second  N ationa l 
H ea lth  and  N u trition  E xa m in a tion  S u rve y  w as 
used  to  a s se ss  re c e n t d ie ta ry  h is to ry  o f a 
random ly  se le c te d  s u b se t o f the  c o h o rt at the  
ye a r 2 v is it (1 9 89 -1990 ). Food m o d e ls  w e re  used 
to es tim a te  po rtion  s izes . B M D  (in g /cm 2) of the  
to ta l h ip and  su b re g io n s  w as  m ea su re d  a t the  
yea r 2 v is it and at a fo llo w -u p  v is it an ave ra g e  of
3 .6  yea rs  la ter. T he  ra te  o f bone  loss w as 
ca lcu la ted  as the  pe rce n ta g e  d iffe re n ce  be tw een
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Medicine elsewhere

2 B M D  m e a su re m e n ts  o b ta in e d  in a subse t of 
p a rtic ip a n ts  (n= 742 ) and  a n n u a lize d  by tim e 
b e tw e e n  m e a s u re m e n ts . H ip  fra c tu re s  w e re  
assessed  p ro sp e c tive ly  fo r 7 .0 ± 1 .5 yea rs  w ith 
the  use o f p o s tca rd s  e ve ry  4 m on ths , te lephone  
ca lls  to p a rtic ip a n ts  w h o  d id  no t re tu rn  the ir 
p o s tca rds  and  an annua l q u e s tionna ire .

W om en  w ith  a high ra tio  had a h ig h e r ra te  of 
bone  loss at the  fem ora l neck  than did those  w ith 
a low  ra tio  (0 .7 8 % /y  vs  0.21 % /y, P =0.02) and a 
g re a te r risk o f h ip fra c tu re  ( re la tiv e  r is k = 3 .7 ,

P =0.04). T hese  assoc ia tions  w ere  unaffected  by 
a d ju s tm e n t fo r age, w e ig h t, e s tro g e n  and 
tobacco  use, exerc ise , to ta l ca lc ium  and total 
pro te in  in takes.

E lderly  w om en w ith  a high d ie ta ry  ratio  of anim al 
to ve g e ta b le  p ro te in  in ta ke  have  m ore 
p ro g re ss ive  fe m o ra l n eck  bone  loss  and a 
g re a te r risk of h ip fractu re  than those w ith a low 
ratio. Th is  resu lt suggests  tha t an increase in 
vege tab le  and a decrease  in an im al prote in 
in take m ay d e c re a s e  b o n e  loss and the r isk  o f hip 
fractu res.
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A N S W E R  T O  P H O T O  Q U I Z

Cystic Fibrosis

The patient had a positive  sw eat test (95 m eq/1 ) which 
is accepted as the gold standard  of d iagnosis in cystic 
fibrosis. Serum  Im m unoglobu lins w ere norm al. His 
sputum  yie lded pseudom onas grow th. The patient was 

diagnosed to have cystic fib ros is  a t the age of 13.

Cystic F ibrosis, inherited in an autosom al recessive 
m anner, is the m ost com m on hered ita ry d isorder 
am ong C aucasians. In North Europe the incidence is 
reported to be 1/2000 live b irths. The incidence in the 
M editerrenean area has been accepted to be in the 
range of 1/3000-4000. The basic de fect is in the 
lum inal ch loride channel of the  exocrine  g lands (Cystic 

fib ros is  tra n sm e m b ra n e  c o n d u c ta n ce  re gu la to r- 
CFTR). Due to the defect in CFTR there is less 
ch lo ride  in the  lum en and inc reased  sod ium  
reabsorption from  the lum en into the cell. As a result all 

the secretions w ith in  the lum en are dehydra ted and 
th icker than norm al ind ividuals.

More than 900 d iffe ren t m utations have been identified 
as causing the d isease. The m ost com m on m utation in 
W est Europe AF 508, seen in 70%  of CF patients. This 
m utation was found to  be around 13-30%  in Turkey 

where patients usually show  a w ide varie ty  of d iffe rent 
m utations.

The clin ica l sym ptom s are m ain ly characte rized  by 
th ick  secre tions  such as nasal po lyps, recu rren t 
resp ira tory in fections, obstructive  pu lm onary d isease, 
bronch iectasis, fa t m alabsorp tion , b ilia ry obstruction , 
decreased  fe rtility . T he  m orta ilty  is 90%  due to 
pu lm onary d isease. E stim ated surv iva l o f CF patients 
in the best centers is at present around 40 years.

T reatm ent is tim e-consum ing  and cum bersom e both 
fo r the  ca re g ive rs , p a tie n ts  and the  hea lth  
p ro fe ss io n a ls . P u lm onary  tre a tm e n t in c lu d e s  
physio therapy, tw ice  da ily  inhaled b ronchod lla tors, 
a n tiin fla m m a to ry  m e d ica tio n s , n e b u lize d  D NAse, 
nebulized antib iotics. N utritional care is extrem ely 

im portant to  m ainta in  reasonab le  lung functions. The 
patien ts should take 50%  m ore ca lo ries than required 
fo r the ir age, 50%  of the d ie t shou ld  conta in  fats 
toge ther w ith pancreatic  enzym es.

The tota l num ber of CF patien ts fo llow ed in all c lin ics 
in Turkey do not exceed 500. T he  D epartm ent of 
Pediatric Pulm onology at M arm ara U niversity fo llow s 
77 CF patients ages .rang ing  be tw een 1 m onth to  27 
years. E stim ations show  tha t the num ber o f CF 
patients should not be less than 10.000 in Turkey. 
Severe undiagnosed cases may be con tribu ting  to 

high in fant m orta lity w hile m ilder form s contribu te  to 
chron ic lung d isease in adults. D iagnosis o f CF will 
require  high susp ic ion  at all leve ls of care in all m edical 
d iscip lines.
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Solunum Sistemi Enfeksiyonlarının Tedavisinde 

Yüksek Klinik İyileşme ve Düşük Yan Etki 
İnsidansı ile Etkin Gözüm...o

MACROL KISA Ü R Ü N  B İL G İS İ:
FORMÜLÜ.’Her film tablet 250-500 mg, her 5 mİ süspansiyon 125-250 mg.Klaritromisin içerir. Yardımcı Maddeler: 
Boyar Madde (E 17 1. E104. E1021. Sodyum Sakkarin, Vaniliıı ENDİKASYONLARI: Klaritromisin. duyarlı 
mikroorganizma suçlarının neden olduğu aşağıda belirtilen enfeksiyonların tedavisinde endikedir. Üst solunum yolu 
enfeksiyonları: Streptococcus pyogenes in sebep olduğu faranjit/tonsilit: Streptococcus pneumonıae'nın sebep 
olduğu akut maksiller sinüzit Alt solunum yolu enfeksiyonları: Haemophilus influenzae, Moraxella catarrhalis veya 
Streptococcus pneumoniae nın sebep olduğu kronik bronşitin akut bakteriyel alevlenmeleri; Mycoplasma pneumoniae 
veya Streptococcus pneumoniae nin sebep olduğu pnömoni Staphylococcus aureus veya Streptococcus pyogenes e 
bağlı komplike olmayan deri ve yumuşak doku enfeksiyonları (abseler genellikle cerrahi drenaj gerektirir.) 
Klaritromisin, Mycobacterium avium veya Mycobacterium intracellulare ya bağlı yaygın veya lokal mikobakteriyel 
enfeksiyonların ve Mycobacterium chelonae. Mycobacterium fortuitum ve Mycobacterium kansasiı'ye bağlı lokal 
enfeksiyonların tedavisinde etkilidir, Klaritromisin, duodenal ülserli hastalarda asit supresyonunun varlığında (bir 
proton pompa inhib itor ile birlikte kullanılm ası durum unda) H .pylori eradikasyonu için endikedir. 
KONTRENDİKASYONLARI: Klaritromisin; makrolid antibiyotiklere karşı aşırı duyarlılığı olan hastalarda kontrendikedir 
Klaritromisin; sısaprid ve timozid gibi ilaçlarla beraber kullanılmamalıdır YAN ETKİLER /  ADVERS ETKİLER: Klinik 
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