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Diabetic Foot Ulcer Management

Coloplast offers a unique programme within diabetic foot management
r Providing products that are clinically tested and documented
r Diabetic foot ulcer managemeni educational tools for professionals and patients

Biatain Non-adhesive Dressing; A highly absorbent foam dressing with high retenlion capacity
Biatain -Ag Non-adhesive Dressing: A dressing based on hydroactivated silver technology
SeaSorb Solt Dressing: A highly absorbent calcium alginate dressing
Purilon Gel: A hydrogel that promotes autolytic debridement
Atrac-Tain: A moisturizer for diabetic feet
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Coloplasl's v,/oLrnd care producis are prnrarily used i,r the treaimenl
of chronrc wounds and include the following braild narnes:
Alione, Atrac-Tain, Biatain, Comle€l, Purilon and Seasorb.

1.11- FoI more information please contact us oJr inloiq)coloplastroena.com
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SOMATOSTATIN IN VARICEAL BLEEDING:
A CASE CONTROL STUDY
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ABSTRACT

Backgmafi a Oiiecttoe: Because somatostatin and its analogues decrease portal pressure, their use has been
considered in the treatment of bleeding esophageal varicies. The aim of this study is to define the possible benefit
of combining variceal ligation with somatostatin treatment in actively bleeding esophageal varicies.

Tttatlds: Fifty patients with active esophageal variceal bleeding were divided into two groups; the first group
included 28 patients (21 males and 7 females, aged 8-76 years, mean 42 years) teated with variceal ligation only.
The second group included 22 patients (19 males and 3 females; aged 34-73 years, mean 42 years) treated with a
combination of variceal ligation and somatostatin-

Fesatat: There was no difference in the rate of control of bleeding, recurrence, number of ligation sessions
required for variceal eradication, or new varicies formation between the hryo groups. There was a trend toward
improved sutttival in the second group.

Corelssion: Variceal ligation is the optimal endoscopic treatment for active variceal bleeding. The addition of
somatostatin treatment might improve survival in bleeding patients.

INTRODUCTION io.; II
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ABSTRACT
.g:Jl cJCl ollj.:

Q6le.atoz: The aim of this study is to analyze the resuhs of antegrade sclerotherapy of varicocele in a group of
y oun g infe rtile p atient s.

fatAds: From September 2003 to June 2005, 45 patients underwent antegrade sclerotherapy of varicocele
under local anesthesia. The mean age was 25 years (17-37). In all patients, the varicocele was on the left side.
Thirty six patients (80Vo) were infertile. Nine patients (20Vo) noted scrotal pain. In four, oligoasthenospermia(OAT)
could be detected. The diagnosis was based only on clinical features. The majority of varicoceles were stage II and
IIL Five were recurrent stage II cases. The sclerotic agent aethoxysklerol was injected in a small vein of the
pampinifurmis plexus isolated at the scrotal root. The treatment was performed under fluoroscopy.

Kustts: All operations were performed on an outpatient basis. Follow-up was petformed by physical
examination and semen analysis. Color Doppler ultrasonography (CDUS) was performed only when recurrence
was suspected (3 cases). Rate of complications was about 57o: 1(2.27o) hematoma, 1(2.2Vo) wound infection. In
three patients (6.6Vo), there was not possible to catheterize a vein, and, in another three (6.6Vo), there was palpable
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recurrence. Thirty of the forty patients (757o) showed an improvement in semen analysis and 4/9 (444o) patients
had disappearance of pain. Durtng this short follow up, there have been 12 (26.650) conceptions.

Coiulusion: Antegrade sclerotherapy of varicocele is a safe and effective method for blocking spermatic vein
reflu.x, with a Low rate of complications.
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ABSTRACT

Myiasis is the infestation of the organs or tissues of host animals or humans by the lanal stages of dipterous

flies. The JIy larvae feed directly on the host's necrotic or living tissue. The hosts are usually mammnls- Myiasis is
often classified. according to the anatomical position in or on the mammals that the lanae infest. It may be
described as dermal, sub-dermal or cutaneous, nasopharyngeal, ocular, intestinaUenteric or urinogenital. We can
distinguish three types of myiasis: accidental, facultative, and obligate. We report the case of a 58-year-old Syrian
male who was hospitalized at Al-Moassat University Hospital with the complaint of worm-shaped organisms on a
tumnr on his left external ear. The organisms were diagnosed as myiasis larvas ofLucilia (green bloufly; family:
Calliphoridae).
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CONCLUSION & COMMENT: Atthough the CBT
intervention in this trial was not blinded, the objective
polysomnographic measures of improvement
strengthened the conclusion that the appropriate
counseling and education are superior to a commonly
used hypnotic for improving long-term sleep,
particularly restorative sleep.
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CONCLUSION & COMMENT: Editorialists urge
caution in interpreting these results because of the
highly controlled nature of such trials, as well as some

other statistical and methodologic concerns. In
addition, the difference between varenicline and
placebo narrowed to 13 percentage points after one
year in the first two studies. Nonetleless, these studies
deserve replication in community-based trials to
evaluate real-world effectiveness.
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CONCLUSION & COMMENT: The key finding here
is that development of glucose intolerance appears to
be another consequence of both active and passive
smoke exposure.
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environmental tobacco smoke as preventive strategies,
although neither of these tactics has been proven to be
beneficial.

:,{ilrj+iJl Jal,rrifl

Jli.eJl Jlil: Lrtc ptAdt 4.r.al 15
Physical Activity:

Good for Bone Health in Young Children
Dershewitz RA.
Joumal watch 2006 July 15;26(14):115.
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CONCLUSION & COMMENT: By the authors'
admission, the study would have been stronger had
dietary calcium intake been measured. Although the
exact tlpe and extent of physical activity for maximal
benefit cannot be determined from this, study, we can
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Delaying Solid Foods

Might Not Prevent Allergies
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Joumal Watch 2006 June 1:26(11)191

[Ta ni BA et al. systematic rct)iew of the rctationship betu)een ea j..Arch
Pediat Adolesc Med 2U6 Mar: 160:502-7.
Wood RA. Prospects for the prcvention of a eryr: A tosins Bauk or...Atch
Peliat Adolesc Med 2006 May;160:552-4.1

Ju4l t tl 4+srJ*!l +.Jisful cr*jl :i-t;:lt lili
c;-.rtt i+t*tt i+inlt ,uc,l 5" L" i;"tr.lt i---ll 4.b.r
cEGl .di!l ,,1" JJI ._,^ J:!l i,.r!t -.p$t .r,. t-t
!-,Cl 'rA cllls lil l- r\^1! .lbL.slL ii..yt i tA
idl, i ,r"Xill sL*lJ$ i,:lJ. ,", r .!^Io c.rtrLr.r.r i oc.r.

13 sii.t .2005 ?v , '"..:t.r 1966 ete irJt 4rjilsyl
L!; 1*j. i'lrlr i-l-1 c.r.rlS_e 6Ji.,ill .,;,lr""1-- JJiA i-l;.r

. ie.--,r.

:gd13l

; ,rt;+ tqJ i.u+rt i+-l i4rnXl s+Jt Jliryl LrlJl -
;J.!ir.r .9 g:i * ,:t-t-p 5 ,+.i 4-ijS!t i,t-yt
g. J"ii 4:-1=p ,J r_.,t! jl wheezing J*j!l+ i+t-)t

.j d_I
rqtilJl r-r.+r Dl+l iJ-L-Jl .,lc' ,",:iL i+r.1i s[lJl !F! -
djr i.,*L..llr ,.*,"--iI .n!l etjllr (irrillill iJ-t-JlJ
.* g.t-J J.Ln.)l re f, .( ,rul .-i-riD .:Ute;Jt 6=r

cwl c, q- .l+ 4*.t -ir i"tlt il];xl s+Jt s!lj.r)l
.!i!

.:Jg.tl -.r:-,-i: dl *lc e&, ,.J:'l.: :rl4 C : crLillr i.J!l

.rA i-i,'- 6.: ,!-".-:ll LFIJ.!| d" s+ i,LJt t+$!t
ijAljl d.r!-rill OF .-i .+l rrr l 6ulr+llr crL;lljill
iJr.LJl (5.-iiJ. ,;a ,.,pr!t di i-E .tu_:_x -Fl
l+ltc .s-r+tll 3L:_.1)l ;i;.'tL, i-lJJt $-r:r .iJ^"t-Jl
p o,l 6.: .4,i. l-!r 61i+FtJi-lS Ll- n d ;$t i.rli.r , ,.r:.rj

. ki" gi ;su c.,t:

CONCLUSION & COMMENT: No convincing
evidence shows that delaying the introduction of solid
foods prevents allergic disease. Given the inconsistent
and limited data, cunent recommendations should be
more flexible, especially for children who are not at
high risk for allergies. An editorialisl recommends
universal breast-feeding and avoidance of
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CONCLUSION: There is a dose-dependent inverse
association between the carbon content of airway
macrophages and lung function in children. We found
no evidence that reduced lung function itself causes an

increase in carbon content.
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Do Omega-3 Fats

Really Protect Against Cardiovascular Disease?
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safely conclude that physical activity is important for
good bone health in young children.
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Carbon in Airway Macrophages
and Lung Function in Children

Kulkami N. et al.

N Engl J Med 2006;355:2i-30.
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CONCLUSION: Among young children, outpatient
visits associated with influenza were 10 to 250 times
as common as hospitalizations. Few influenza
infections were recognized clinically.
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Cephalosporins
for Patients With Penicillin Allergies

Moloo J.
Joumal Watch 2006 June li26(11):8?-
[Ap,et AJ e, al. ls therc crcss-rcacti,riry betueen penicillins and cephatosporins2
AnJ Med 2006 Apt;t tg:el1-9.1
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CONCLUSION & COMMENT: Although orher
analyses generally have shown a benefit from
consumption of o-3 fats, especially long-chain fats,
this one did not. The difference seems to be
attributable to alNge 2003 trial (included in this meta-
analysis), in which men with angina who increased
fish intake and used fish oil supplements had increased
risk for cardiac death. For now, the topic still is open
to debate.
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The Underrecognized Burden of Influenza
in Young Children

Poebling KA, et al.
N Engl J Med 2006i355:31-40.
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CONCLUSION: MRSA is the most common
identifiable cause of skin and soft-tissue infections
among patients presenting to emergency departments
in 11 U.S. cities. When antimicrobial therapy is
indicated for the treatment of skin and soft-tissue
infections, clinicians should consider obtaining
cultures and modifying empirical therapy to provide
MRSA coverage.
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CONCLUSION & COMMENT: This retrospective
study of outpatients found a low absolute risk (1.1),
but a high relative risk (l0-fold increase), of reacting
to a cephalosporin after having reacted to a penicillin.
However, the relative risk of reacting to a sulfonamide
was similar, suggesting that a specific cross-reaction
between penicillins and cephalosporins might not
exist. The current approach of avoiding cephalosporins
only in patients with severe allergic reactions to
penicillins seems appropriate.
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Methicillin-Resistant S. aureus Infections
Among Patients in the Emergency Department

Moran GJ, et al.
N Engl J Med 2006;355:666-?4.
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CONCLUSION: Daptomycin (6 mg per kilogram
daily) is not inferior to standard therapy for S. aureus
bacteremia and right-sided endocarditis.
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ACIP Recommendatlons for the Contnol of Mumps
Baum SG.
Joumal Watch 2006 July l5],26(t4):116.
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CONCLUSION & COMMENT: This experimental
WNV vaccine was well tolerated and generated a
strong immune response among healthy volunteers.
Larger trials are needed to further assess its safety and
efficacy, particularly among older and
immunocompromised individuals, who are at
increased risk for WNV neuroinvasive disease.
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CONCLUSION & COMMENT: An outbreak of this
magnitude in a population largely considered to be
immune is disturbing. It suggests that vaccine-induced
immunity wanes earlier than was expected. Clearly,
attempts to improve herd immunity by blanket
recommendation of additional vaccine doses,
particularly for health care workers, is in order. Repeat
booster vaccination after some interval, even fot those
who have received the two currently recommended
doses, must also be considered.
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CONCLUSION & COMMENT: These data srpport
the use of commercially available diets and
demonstrate that the fout diets tested in this study
resulted in equivalent weight loss in motivated adults.
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CONCLUSION & COMMENT: Vaccines against
HPV have the potential to reduce the incidence of
cervical cancer by more than 7OVo. The bivalent
vaccine against HPV-16 and HPV-18 appears to be
effective for at least 4 years after vaccination. Future
studies should further refine our knowledge of just
how long these vaccines will provide protection.
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Retinol-Binding Protein:
A Molecule That Predicts Insulin Resistance

And Type 2 Diabetes

Komaroff AL.
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CONCLUSION & COMMENT: RBP4 levels could
help predict which people are at risk for developing

,*ot f t

6E9Il9 r&l{19 OjgJl 6rl1.t

dr.rlg {!ii*r 4rly *r
Lts Z1-SO ir# ,J.ti.&l

Overweighl Obesity, and Mortality
in a Large Prospective Cohort of

Persons 50 to 71 Years Old

KeDleth AF, et al.
N Engl J Med 2006:355:763-78.
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CONCLUSION: Excess body weight during midlife,
including overweight, is associated with an increased

risk of death.
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CONCLUSION: Common variants in TCF7L2 seem
to be associated with an increased risk of diabetes
among persons with impaired glucose tolerance. The
risk-conferring genotypes in TCF7L2 are associated
with impaired beta-cell function but not with insulin
resistance.
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Antihypertensive Drugs and Risk for Diabetes
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type 2 diabetes: they were a better predictor than were
levels of adipokines, cytokines, or markers of
inflammation. And mouse studies indicate that RBp4
is a cause of insulin resistance, not merely a correlate.
The cross-sectional design of this study does not
permit such causal inferences in humans, but these
findings likely will prompt a search for drugs rhat can
block the effects of RBP4, pafticularly on glucose use
by muscle.
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CONCLUSION & COMMENT: How parents were
able to quantitate the physical activity of their young
children according to discreet weekly frequencies is
not entirely clear. Nevertheless, these findings suggest
that regular physical activity improves glycemic
control in young children and adolescents with type 1

diabetes without raising their risk for severe
hypoglycemia. Physical activity therefore should be
recommended in these patients.
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Aggressive Lipid Lowering
Is Especially Helpful in Diabetics

Marton KL
Joumal Watch 2006 July 1 ,26(13):102-3.
[Costa ] et aL EfrcacJ ol lipid-lowerins dms trcatment...BMl 2006 Mar
13:332:1115-8.
RecHess JPD. Diabetes a d lipid lowerine: wherc arc we?... BMJ 2006 May

llnllj r drl:Jl cL^tll .$e Li! J+Jl ACE iF"l34+$
.g,FJl clJl dir.r- iJ J.i

J-a,3 .{nL- &l-.jj J,S" il 'J-". i-lJJl ora :.!"J;ll: Ljli}l
&-i eE ,,,i..i .rilii cllJ,.Lr a++j!il1 .alJill Oi JJ
,I3.:: i;; ddls !,51r*iJ1 ALLHET +-11 .rs . j:S.,Llt

$e l-ej. +j!:ll ar^\r1..,^! "b J"i g_FJt cl.:ll

djJll c.,lr"-L J e-,+JKl i,i!J ol;r,-lJ 4..ri:Jl
J .:S:tt o+..,r C.j C cFl.: ,ACE ,j+.,jjJJ+S-U J. lill

Cj.l e..,Eil ,ra .j! ,dll 6-: .i-l:- L"jll-!ji.ll ,.-.,trVl

drl+jl+Xl Jc! !-ii ,Jl9 rLdcyl , ,, .+r rJ..,s e) jL.,;

3lnlY ;r[^Jl d]l riJt d. iJ. 1.L j E# dllJ"=l-r

ci"-: # clli ,a,J .;.Jll G-r.ll $' 6!jI 1,":tt
. j 6rill

CONCLUSION & COMMENT: This study reinforces
previous research suggesting that thiazide diuretics
an{ B-blockers can cause glucose intolerance. In the
randomized ALLHAT trial, thiazide users were more
likely to develop diabetes than were users of calcium-
channels blockers and ACE fuhibitors, yet their
mortality and cardiovascular morbidity rates were not
increased (JAMA 2002:288:2981). Neverlheless, these
results raise questions about whether we should lean
towards drugs other than thiazides and p-blockers

when choosing first-line antihypertensives for patients
with impaired glucose tolerance.
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CONCLUSION & COMMENT: This analysis
suggests that diabetic patients might benefit from lipid
lowering that is even more aggressive than that used
for other patients, but further research is required to
detemine the proper featment threshold and target
level. In 4n accompanying editorial, the writer supports
intensive statin use in diabetic patients but reminds us
that1j%o of cardiovascular events will still occur.
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CONCLUSION: More than adequate or excessive

iodine intake may lead to hypothyroidism and

autoimmune thFoiditis.
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CONCLUSION: Rosiglitazone at 8 mg daily for 3

years substantially reduces incident type 2 diabetes

and increases the likelihood of regression to
normoglycemia in adults with impaired fasting
glucose or impaired glucose tolerance, or both.
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CONCLUSION: Daily injections of anakinra markedly
improved clinical and laboratory manifestations in
patients with neonatal-onset multysystem infl ammatory
disease, with or without CIA,S1 mutations.
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CONCLUSION: Abnormal findings on MRI at term
equivalent in very preterm in infants strongly predict
adverse neurodevelopmental outcomes at two years of
age. These findings suggest a role for MRI at term
equivalent in risk stratification for these infants.

S.rlgJl ..!.lr ,!e grl4Jl j'l.irJl €Jt(+.ll iJrkiE I atJ,
1-!r5- 9.ljir"Jl Adil rr*ri*rjl3

Neonatal-Onset Multisystem Inflammatory Disease
Responsive to Interleukin- 1 Inhibition

Goldbach-Mansky R, ei al-
N Engl J Med 2006;355:581-92.

$' tJ$ll l,aJi gjkJ s+]+iJil ,lit j.r.:; :i-t;Jl iaiti
ol! (ilj;j Y LJ-- ,.-,. 1-6illr dlL ei.tr s-:+ "DryJl €::\
+rll $e irl 'it ':J: . $lic >i: r C.. ridj oj,i. *l-i"
i--bFl 4_6tJl 1-.!"]*jjjt Lj)EJl ij,r>" d (J-').lt u"
9r cryopyrin d.J#,rSll _Fj dl (CIASI) r-.;,.,,1. !

..-lrlX .lii" ,.;. ,

ffirtr -=g
EE.



GV:-(4stbtjt
Cardiou ascular Dis e as e s

,iiJeri_!..,ll ,airilecJl 4llill 6-..lrill 
-l-cr 

lr''rJl
COX-2 ,:lJrJag !$- *:.rJl .;i rtg.i'lJ I erhLa.el

More About Cardiovascular Risk
With NSAIDs and COX-2 Inhibitors

Brett AS.
Joumal Watch 2006 June 1;26(11):85-6.

lsolonon DH et aI. Cadiovarcular outcomes. . .Atthtitis Rheun 2006

Mar;51;1378 89.1

Refecoxib, ) q.',J" rSJsrJll ,.'- i $ :i-l1Jl i;iE
'.,;i. oi r,+ ':<:;,"!t ;r-:Jt .:.,L) jl jll ...,. (Vioxx

.i,"6lj".ic 6L'1Jr j i:6L,c .'jJl-iJil".l drU)iiYl-t 4:il-c

-i,.rlill z.jl:ill , 1c ;rl 'i-ll .:,Ll ).lll i.l+l* .-. $ .,.:-.-r

1-ra r--r. laJll ,3lrt^:.J 4l3lnJt .,--xll 19i 1,3- tcll
drL"lJil .,lc JJo)J ;-,1j;*: dIEei .NSAIDs ilqjj,Jl

.lJlJJl
iSJ..ill ,J+! a1 L.eo.rJl .i*lJil .rA os :i-l!l +i;.$

,:LJ.*" ,-ii, , 
' 
i-1, 'ti .celecoxib . ,'", -< 

'S:-Jl 
i*i-Jt

Pennsylvania J$ ,-,^ 6 ''"" 'tl iiilril '"iiill €-U-r ..r
75000 JIF tu-.1li. ,". r, .2003-1999 ;p Medicare

.uLi ie3^;- 6. NSAIDs ,1 COX, otJ.,,lJ i+". L".:,*
.(,it-,tt irr'ti ,i +$,p c.,Er^;al .:'r ii+4rii.-)

:6':EJl

;er,l ;1S !2.!t 3 i,i- lSJl i.llni! +L9^- $" t-: *r -
cL!i-) e;lr cJs& *bi t 'A qJ+.S 6ilJjl Oc.siJl

.(1.15 i+.dl cju) !;t-Jl iisJ J i++Ell ir.:'J
Js$ .;r.iii i 'rti d+"Srlrjl ir. \{ . Jl .s "l ..rK -

.(0.75 ir-+'l :r..) "Lral
,..,,p" -rJir-.Jl ji ,.r <-r<+$ill ji ',r "<,S$Jl Cr" +i &t:+ C

ceFll !+r ';iJl 2e ,.-.'. 1-6jYt c.,lrL^:,. 3l d+ljls;Jl ri
.ir+il #;ua J ;:q; i!

eltll ehi:-l ;.!. uc JJ.',ll l*+ ,. ,rr1 J,)r- d.Sl-: -
e+ $e 1,5. lerr aJ6l"l 'oJ J.ill ,i 1Lr 60. ,i eot;

.i-tJJl
rJiJl c.i1,l\-ln L-:..;c ,.-.'l.r-is,. / ora :,!;l'3ll-9 i--)-sll
p lii j JJli ,3'l.i .-r .r$l.j,."ll 'J1" 

;-jli$ .:.,LlJllt, A!n!l

dj. i^:rJl cLLr'fill gi .J- e'-,ll ,r.fc :i-l;ll i;ifi
$ ,.-., l"Jl rr. e$ a.,J1 lJ;Jlii)lr ,rrijl cllJrsll
$ l*jLi ./.^: Jl $c Lull i-r. i r.:ll .s:rrlt 6.) J.i ',. ^,ii

.J-ja.ilt ,j t.:j' .ell i-Li -Jl Jc+s il"i .:.JJ.

,.-: ,Liis .-uii,r .rr.s.. r.lr." .'* . , i-l-., ,1.! :i-l ril in J"

180-57 er-j-'i ds'rlJi ..,Jr O-"\^ i') ' ) 42g

cJ.9;-e 6.r ,-^i e*-Of a; .isJlrti ed os lj:ey ,La
.!-::ill .r;-ll Jrl .l:.r:.1 cl_F.l E- *r$"r-.r

:eJEll

C *,iL.:: !J+r- eL! (%10.3) r.*-) 44 a;J ..f5 -
3r d:J. t .!$l ,J 193.lc iJl-s. 40) Ll^ !^j-F ,srr.

.(!hr ii--r a.r a:_,p: oYl-s

Jjr # ,Jli ,r;r$l L;,;; 58J i. *1 .sJ -,1 C -
.9.j* 1_,"L- ,__'l. 1-6lll 'rrt!

Lr-\ JS,! ii-l ,J6l L\dl i.i^ri!l (,Jll &-e.r.. g15 -
-r futG .!-r;;s 193li+ u,,.,-.L-Jt L+;J 16311 l.9J

J,rL %4.9) 4+-r-,;ps i1;Jr+ 4eL,-. -.1p i-)'' ) 251

.(%13.5

)SJl ir+ 
".c.'l.Lin" ,*.,I clg"Jl 6jlro ,3JlA L,."i c!15 -

.(%9.7) ,:b)!r

-)J' J-6Jl ;* Jdl -J.Jl .9e!.r 33.s L; '':lt -
rtsljr cr. %1.6-.r tuJu^ ,U..36 (L+-.t 50) i#jrJ

.(U+;t l2S) ,-,-. r,-Jr
r! L]'A a1-ji;; g3Jo &3l: i-; d :.iiJl: i.i-lJl
, K^:, ;-n * i-'; -a . . ,r rrJI ,i.! p; Jl ''- %10 ".,'.

:! C--.f c)9 ,-r-rs -r$oYl ir'+ r:i t" l!) ,-sl-,,gir:.

# e*jl d!.i ,irJlr.ll eJ d l:L-ri e<.,1 :i Aolt *;
a.-;tJl os $L\ t- d"A {,.t-J rKl L"lJr} ,"a

.g3lrrl .J J..r r-:+ J ,-:-->>J .;c .,,iJJ .iJl-l

..;-'.+ C;-tl cri sl3+ll cJ+Jl le,rlb i-tr LUI 4+.r3!J

'-'*t a-z

CONCLUSION & COMMENT: The ljvo incidence
of serious bacterial infection in infants older than 2
months is surprisingly high, but considering that their
parents had either sought care in, or were referred to,
the ED, the infants in this study likely were sicker than
those seen in practice. Clinicians should be aware of
the risk for serious bacterial infections, particularly
UTIs, in infants who are 2 to 6 months old.
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CONCLUSION & COMMENT: These data indicate
that COX-2 inhibitors are indeed associated with
significant increase in risk for MI, but they also show
that the same is true for ibuprofen and diclofenac.
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Early Treatment With Statins

After Acute Coronary Syndrom€s
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CONCLUSION & COMMENT: These findings are

subject to the usual caveats associated with
observational studies. However, the finding of
increased risk with rofecoxib is consistent with data

from randomized trials. The apparent protective effect
of naproxen and lack of increased risk with other drugs

arc reassuring but not proven definitively.
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Update on NSAIDs COX-2 Inhibitors,
and Cardiovascular Risk

Maton KL
Joumal Watch 2006 Aug l;26(15):r19
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CONCLUSION & COMMENT: Improvement in
intermittent claudication could be another benefit of
ACE-inhibitors, although whether that benefit extends
to less highly selected populations (e.g., those with
hypertension or diabetes) is a question that remains to
be answered by larger effectiveness studies.
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Association of Parental Heart Failure
With Risk of Heart Failure in Offspring

l,ee DS, et al.
N Engl J Med 2006i355:138-47.
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CONCLUSION & COMMENT: In this meta-analysis
of randomized controlled trials, researchers failed to
detect a significant benefit (at 1 or 4 months) for
initiating statin therapy within 14 days of ACS.
However, given that statins generally are tolerated well
and that they have favorable long-term effects on
cardiovascular outcomes, few reasons exist to delay
statin therapy after ACS.
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ACE Inhibitor
Reduces Claudication Symptoms

Saitz R.
Joumal Watch 2006 July 1:26(13):101-2.
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CONCLUSION & COMMENT: Among post-
menopausal women with CHD or above-average
coronary risk, raloxifene conferred no coronary
benefit, lowered risk for breast cancer, and increased
risk for fatal stroke and venous thromboembolism.
This study complements the recently published STAR
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CONCLUSION: Heart failure in parents is associated
with an increased prevalence of left ventricular systolic
dysfunction cross-sectionally and an elevated risk of
hearl failure longitudinally. Our data emphasize the
contribution of familial factors to the heart failure
burden in the comrnunity.
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Outcomes With Raloxifene in Women
With Above-Average Coronary Risk
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CONCLUSION & COMMENT: These studies, which
captured virtually all strokes and all patients who

underwent transesophageal echocardiography in
Minnesota's Olmsted Country during a specified period,

period, did not confirm previous observations

suggesting an unusually high prevalence of patent

foramen ovale and aortic atherosclerosis in patients

with cryptogenic stroke. The authors discuss several

sources of bias that might explain discrepant findings
in the previous literature. Although occasional strokes

undoubtedly are caused by paradoxical embolism or
embolism from the aorta, these data cast doubt on PFO

and aortic atherosclerosis as major causes of stroke.
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Aneurysm Syndromes
Caused by Mutations in the TGF'B Receptor

l-oeys BL, et al.

N Engl J Med 2006;355:788-98.
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trial, a raloxifene-tamoxifen comparison without a

placebo group. An editorialist discusses the difficult
task of weighing the benefits and harms of raloxifene
and concludes that "there is no magic bullet" that

reduces risk for estrogen-related health problems

without introducing other potentially serious health

concems.
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Are Patent Foramen Ovale
and Aortic Arch Atherosclerosis

Commonly Associated With Stroke?

Brett A.
Ioumal watch 2006 Jun I5.26(t2):95-6.
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CONCLUSION & COMMENT: In this study, l07o of
patients with isolated Raynaud phenomenon developed
associated systemic diseases usually a connective
tissue disease during 11 years of clinical follow-up.
Because these findings come from a specialty clinic,
they probably overestimate the probability of transition
to serious disease among the general population.
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CONCLUSION: Mutations in either TGFBRL or
TGFBR2 predispose patients to aggressive and
widespread vascular disease. The severity of the
clinical presentation is predictive of the outcome.
Genotyping of patients presenting with symptoms like
those ctf vascular Ehlers-Danlos syndrome may be
used to guide therapy, including the use and timing of
prophylactic vascular surgery.
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Raynaud Phenomenon
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CONCLUSION & COMMENT: In this trial,
conservative administration of fluids to patients with
acute lung injury resulted in shorter ICU stays and
shorter duration of mechanical ventilation but no
improvement in 60-day mortality. Although the results
support a conservative strategy, an editorialist notes
that these protocols were implemented an average of
43 hours after patients were admitted to the ICU, when
most patients already had optimized hemodynamics.
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Meta-Analysis Supports Probiotic Use for
Antibiotic-Associated Diarrhea

h\zet A.
Joumal watch 2006 June 1;26(11):87.

[McFarland LV. Meta-ataltsis of prcbiotks for the prevention of...An .I
Castroenterol 2006 Apr; 101 :812-22.l
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"3Conservative ys, Liberal Fluid Strategies
in Acute Lung Injury

Bretr AS, et al.
Joumal Watcb 2006 June 15:,26(12).93.
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CONCLUSION & COMMENT: In this study, three
approaches to managing patients with dyspepsia
resulted in roughly equivalent clinical outcomes, but
the two strategies that involved H. pylori testing
resulted in fewer endoscopies and lower costs. These
outcomes likely are sensitive to the prevalence of lL
pyloi tnfection among dyspeptic patients (247o in this
study); H. Wlori test-and-ljfeat strategies presumably
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CONCLUSION & COMMENT: Probiotics are a
popular "natural" remedy whose use in antibiotic-
associated diarrhea makes good physiologic sense.
Why it is so hard to demonstrate their benefit? The
author of the meta-analysis suggests that most studies
are just too small to detect an effect, and that lack of
standardization of probiotic preparations and their
administration compounds the problem. Unfortunately,
these disparities also make meta-analysis an even more
problematic tool than usual for data evaluation. Larger,
better designed treatment studies are needed.
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Comparison of Three Approaches to Dyspepsia

Brett A.
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CONCLUSION: In this six-month study of patients
under 75 years of age with severe motor
complications of Parkinson's disease,
neurostimulation of the subthalamic nucleus was
more effective than medical management alone.
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Cerebral Emboli: A Cause of Dernentia

Marton KI.
Joumal watch 2006 July 15;26(14):110.

[Purunnate N et al. Cercbral emboli as a potential...BM] 2006 May
l3;332:1119-22.1
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would be less attractive at lower prevalences. One
limitation of this repod is the lack of data on how these
clinicians managed patients aftff the assigned initial
interventions.
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A Randomized Trial of Deep-Brain Stimulation for

Parkinson's Disease.

Deuschl G, et al.
N Engl J Med 2006;355:896-908.
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CONCLUSION: In patients with recent stroke or TIA
and without known coronary heart disease, 80 mg of
atorvastatin per day reduced the overall incidence of
strokes and of cardiovascular events, despite a small
increase in the incidence of hemorrhagic stroke.
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Adding Dipyridamole to Aspirin
Improves Secondary Prevention After Strocke

Soloway B.
Joumal watch 2006 July l;26(13):101.
[The ESPRIT Study Gtoup. Aspirin pt s dirytidamote yersus aspirin atone after
cerebral ischemia. . .l,ancet 2006 May 20;367: I665 -73.l

*l' {i+- ,ii.,f- ;_r.,li. i.-tj i-!Jr os :a-l;rlt llL
(-,-ii irl-s.^ ,i n-.;L.r iiS,.,r .dJ\ i,.L-l ae.l .r--r
C &J+-!1 6. cJ.ytq;,1;lJt jjt:l 6ri .TIAs i_rt" !:_i
4+"\ irr.t" ill Ll-dl ::liteJt drLt-yt C+.+ ::A e,-i:,
;_rsis olulJr 4 .,ji (clf 6^: .!G .r_t1-!t+ i;;|L o/o22

C- &"1+r,-JJl iS_)t,iJ q; f: rr:itil .tA & ,€lij J
!L":i or:-.r,.r olj.e ,.1g;g*!l isl.i 6Jn 6.$lr Oj)-!l

.i.r3- Lc,jll .:LL-yl .1^ .9j
ri -rSi ej-i i ,4s i+.:t- r-l-.p oi :i*,|-.pll iii.j-,!
(rSi *..,. Y"66 ,UU 63 p-.)t^ol oL-r) sa,y 2700

.9 ;- i,;;L.r d,ljs- J .rj- i*Ji (J-ij gl-+{+,rjJit*
ir"-s u. b cjJlj:t !^:Lll ii"Jl J{.i\Jl dili t]rJlll d-irl
.r+-" CL 200) cJ.rl+,r+"1: C. (aL 325-30) ur_)-!!
c.,tr;+ 6ljJl $Ld 1-S rt'-,r cljr 61a ,t .a.:3r ji (Lr

i-i_.t* OSJ L li,l :iJ.c €ti+l"i lC Or_S.l :! c.,trr+rJ
. crL"Jl ,:r\ iljr Lii^

CONCLUSION & COMMENT: These dara suggest
that demented patients have a high prevalence of
spontaneous emboli and that the emboli probably are
not related to carotid disease. This finding eventually
might have therapeutic implications, if the source and
pathphysiology of the emboli can be established.
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High-Dose Atorvastatin

After Stroke or Transient Ischemic Attack
SPARCL Investigators
N Engt J Med 2006;355:549-s9
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progress and is listed at clinicaltrials.gov
(http:iiwww.clinica.ltrials.gov/ctlshow/NCT00 1 53062.)
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Acupuneture for Fibromyalgia

Brett AS.
Joumal Watch 2006 Aug l:26(15):121
[Manin DP et al- Improwment in fbromyalgia symptoms with
acupunctarc...MaJo C lin P roc 2006 Ju ; 8 1 : 749 - 57. l
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CONCLUSION & COMMENT: In this caretully done
study, acupuncture was superior to a sham procedure

for patients with fibromyalgia. The magnitude of the
effect, according to the authors, was similar to that
reported for various drug therapies.
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CONCLUSION & COMMENT: Although it remains
unclear why dipyridamole selectively benefits patients

with cerebrovascular disease, the combination of
aspirin plus dipyridamole rnigbt become the treafnent
of choice for routine secondary prevention after stroke.
In another recent trial, researchers showed no added

benefit when clopidogrel was added to aspirin, but that
study included a broad range of at-risk patients- not
simply patients with recent strokes or TIAs. A
multicenter trial in which clopidogrel is being
compared direetly with aspirin plus dipyridamole is in
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CONCLUSION & COMMENT: This study has
limitations, including reliance on self-reported data
and a substantial number of nonrespondents.
Nevertheless, the findings raise concern about long-
term untoward effects of lithotripsy. The authors
speculate that diabetes could result from damage to
pa::creatic p-cell, which can be located in the blast
path of the lithotriptor; similarly, damage to renal
vascular or parenchymal cells could predispose
patients to hypertension.
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Outbreak of
Fungal Keratitis in Contact Lens Wearers

Sch\renr TL.
Joumal watch 2006 Aue 1;26(15)1120.
[Khor WB et al. An o tbrcak of Fusarivm kerctitis...JAMA 20M ]un
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Is Lithotripsy
Associated With Long-Term Adverse Effects?

Bretr AS.
Joumsl watch 2006 Jun 1:26(11):90-1.
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CONCLUSION & COMMENT: Although editorialists
suggest that these findings confirm that patients should
play a role in selecting their management for
miscarriage, the authors appropriately point out that
surgical curettage is associated with the highest
complete evacuation rate, the lowest risk for unplanned
hospital admission, and the shortest duration of
bleeding. Expectant management might be particularly
appropriate for very early incomplete miscarriage, but
as many as 30Vo of expectantly managed patients
require emergency admission. Expectant and medical
management should be offered only to women who
have access to emergency care around the clock.
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CONCLUSION & COMMENT: Although fusarium
species were not isolated from any cleaning solutions
provided by patients, the association is notable.
However, other cleaning and use factors probably are
involved. Bausch & Lomb stopped shipment of the
product in April and announced a permanent
worldwide recall in may.
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Is Surgical Management
Required After Miscarriage?

Rebar RW.
Joumal Watch 2006 Aug 1t26(15)=123.
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artery can safely replace invasive testing in the
management of Rh-alloimmunized pregnancies.
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Weekly Maternal Steroids

Can Replace RDS in Preterm Neonates
Soloway B.
Joumal Watch 2006 Aug I ;26( l0): 123.
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Doppler Ultrasonography rerszs Amniocenthesis
to Predict Fetal Anemia

Oepkes D, et al.
N Engl J Med 2006;355:156-64.
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CONCLUSION & COMMENT: These findings
confirm that pregnant women are at increased risk for
respiratory and obstetric complications during flu
season. Although these authors did not directly aisess
the effectiveness of influenza vaccine among pregnant
women, the results still provide an impetus for
educating patients and health care providers about
influenza vaccination for pregnant women.
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Gabapentin is Effective in Treating Hot Flashes
Rebar RW.
Joumal watch 2006 Aug l;26(15):120.
[Reddy Sy et al. Gabapentine, estro?en, a d ptacebo for teatinS hot
flashes...Obstet Gynecol 20M JuI; 1 08:4 1 -81
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CONCLUSION & COMMENT: For women ar risk for
pretem delivery, weekly steroid injections have
clinically important short-term benefits, but longer
follow-up will be required to assess fully any potential
risk.

l'igJiill -f ;pl,i. !.ir..J, qi J.tFt J9p
Hospitalization of Pregnant Women

During Flu Season
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CONCLUSION & COMMENT: The incidence of
imprinting enors, even if it is higher in infertile
women or in those who undergo IVF (with or without
intracytoplasmic sperm injection), is still very low.
However, this study adds to the data suggesting that
IVF can be associated with epigenetic changes that
result in human disease. Are these changes related to
culturing early embryos in vitro or to infertility itself?
This important question merits futher study.
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Progestogen-Only Contraception:

Unlimited Use Remains Appropriate
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CONCLUSION & COMMENT: In this study,
gabapentin was as effective as estrogen for short-term
treatment of menopausal hot flashes, despite a

substantial placebo response. However, determining
the balance between benefit and side effects during
longer-term gabapentin therapy will require additional
studies. Of course, gabapentin will not treat other
symptoms associated with eshogen deficiency.
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Does Infertility Therapy Increase Risk for
Genetic Imprinting Disorders?

Rebar RW.
Joumal Watch 2006 June 1:26(11):88-9
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CONCLUSION & COMMENT: WHO has concluded
that no restrictions should be placed on the use of
DMPA and other progestogen-only contraceptives for
reproductive-aged women (18 - 45). The WHO's
position is that, given the uncertain clinical
significance of lower bone density, this potential
problem does not outweigh the advantages of DMPA,
including its ease of use, efficacy, independence from
coital activity, and relatively low coast. Additional
research is indicated to determine if progestogen use is
associated with increased risk for fractures.
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Sperm Counts Recover Fully
After Male Hormonal Contraception

Soloway B-

Joumal Watch 2006 Jun l5;26(12):98.
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CONCLUSION: During this l8-month xrial in patients
with rheumatic disease, alendronate was more effective
in the prevention of glucocorticoid-induced bone loss
than was alfacalcidol.
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Transdermal Fenlanyl for SeVere Osteoarthritis
Bren AS.
Joumal Watch 2006 Aug l;26(15):121.
tLansjfotd R, et aI. Transdennal fentatryl for...Atthritis Rheun 2006
Jun;54:1829-37.1
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CONCLUSION & COMMENT: Keep in mind that
these data cannot be extrapolated to patients who are
treated for longer than 18 months and that nearly all
subjects in these trials were white or Asian. Although,
these data are encouraging for recovery of gonadal
function, the long-term effects of male hormonal
contraception on other systems (e.g., cardiovascular,
prostate) requires further investigations.
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Alendronate or Alfacalcidol in
Glucocorticoid-Induced Osteoporosis

De Nijis RNJ, et al.
N Engl J M€d 2006;355:675-84.
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CONCLUSION & COMMENT: These results support
the practice of performing surgery for hip fracture
within 24 hours. In another recent study, eady surgery
was associated with less pain and shorter length of stay
but not with lower mortality rates. (JAMA
2OO4;29I:I738\.
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Blood Pressure and Mortality in the Very Old

Brett AS.
Joumal Watch 2006 July 15126(14):111.
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CONCLUSION & COMMENT: These findings
established transdermal fentanyl as a treaftnent option
for patients with severe knee or hip osteoarthritis.
However, the average effect was not dramatic, owing
to a substantial placebo effect and a high dropout rate
because of side effects (especially nausea, vomiting,
somnolence, and dizziness).
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Don't Delay Surgery After Hip Fracture

Mrion KL
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CONCLUSION & COMMEMNT: For Dr. Shattuck,
the data imply that the rising rate of autism actually
represents diagnostic shift children who, in the past,
would have been diagnosed inappropriately as
mentally retarded or leaming disabled now are being
categorized accurately as autistic. Of course, a,
correlate is that, for some children, diagnoses might be
shifting inappropriately from other categories /o
autism. Dr. Shattuck and Dr. Newschaffer, a proponent
of the rising-autism-rate hypothesis, continued their
debate in two related editorials. They do agree on one
issue identifying the cause of.autism is critical,
regardless of whether its incidence is increasing.
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CONCLUSION & COMMENT: In this population-
based prospective study of very old people ,.normal',

systolic blood pressure was associated with increased
mortality, but mild-to-moderate systolic hypertension
was not. No randomized trials have established
whether drug therapy reduces morbidity or mortality in
mildly hypertensive very old people. Although this
observational study is no substitute for a randomized
trial, its findings suggests that we should think twice
before initiating drug therapy for mildly hypertensive
people in this age group.
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antidepressant treatments are more effective than
placebo in patients with SAD. Therefore, patient
preference can guide treatment selection.
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Menopause:
Vulnerable Time for New Onset of Depression

Schwenk TL.
Journal Warch 2006 June l;26(ll):88-9.
[Cohen LS et al. Risk of new onset of depression duins ...Arch Gen psychiatry
20O6 Apr;6j:385-90.
Frcetnan EW et al. Associations of homones and ...Arch Gen Psrchiatn 2006
Ait;63:375-e2.1
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Light Therapy or Antidepressants
for Seasonal Affective Disorder?
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CONCLUSION & COMMENT: Although this study
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CONCLUSION & COMMENT: These results do nor
suppod fluoxetine use to maintain remission in
patients with anorexia nervosa. Unfortunately,
counseling and behavioral approaches are only
modestly helpful at best, so altematives are still
limited.
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CONCLUSION & COMMENT: In both studies, weak
but significant associations were found betwden
increased variability in estradiol and follicle
stimulating hormone levels, vasomotor symptoms, and
clinical depression or depressive symptoms during
menopause. Given reports that new onset of depression
in middle or older age is associated with higher risk for
chronicity and recurrence, the current findings support
a more aggressive approach to diagnosing and
managing new-onset depressive symptoms in
menopausal women.
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CONCLUSION & COMMENT: Although these data

do not point to one selective estrogen-receptor
modulator being clearly better than the other, they will
help patients make more informed choices about the
benefits and adverse effects of these two drugs.
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CONCLUSION: Even though different gene sets were
used for prognostication in patients with breast cancer,
four of the five tested showed significant agreement in
the outcome predictions for individual patients and are
probably tracking a common set of biologic
phenotypes.
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CONCLUSION: A newly discovered disorder
characterized by malabsorptive diarrhea and a lack of
intestinal enteroendocrine cells is caused by loss-of-
function mutations in NEUROG3.
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CONCLUSION: The lung metagene model provides a
potential mechanism to refine the estimation of a
patient's risk of disease recurrence and, in principle, to
alter decisions regarding the use of adjuvant
chemotherapy in early-stage NSCLC.
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Biology of Energy and Weight Control Involves
Nerves as Well as Hormones
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CONCLUSION & COMMENT: These findings
demonstrate that afferent vagal signals, traveling from
the liver, play a role in the biology of energy and

weight control. Further research into how these signals

affect energy metabolism, insulin sensitivity, and fat
storage likely will reveal important new targets for
treating obesity .
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CONCLUSION & COMMENT: These researchers

might have identified a new target for PD therapy'
Their studies in yeast allowed the controlled

investigation of the biochemistry of a single cell and

revealed a molecule that protected against the toxic
effects of oSyn. Then, this same molecule was shown

to confer neuroprotection in fruit fly and rat neurons,

suggesting that the same might apply to humans

(although that remains to be proved). This research

demonstrates how the biochemistry of yeast an

ancient, unicellular animal that does not even have a

neuron, let alone a brain can shed light on

neurodegenerative diseases of humans.
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Eads,lo in submitting clinically diagnosed seborrheic
keratoses for routine rnicroscopic examination and
comparing the results with melanocytic nevi,
suggested that clinically diagnosed, surgically
removed seborrheic keratoses are more likely to be
malignant than clinically diagnosed, surgically
removed melanocytic nevi.

Furthermore, Suzukirl stated that the occurrence of
more than six seborrheic keratoses and several
episodes of severe sunburn with blister formation in

childhood may be risk faclors for actinic keratosis.

Tsugi and Modtal2 obsewed a peculiar giant
sebonheic keratosis on the frontal scalp of a 44 year
old male which was successfully treated with topical
fluorouracil.
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of Medical

Clinical examination revealed an oval verrucous
mass originating from the left auricle just above the
tragus and surrounded by an inflammatory base. It was
tender on palpation and yellowish-brownish in color.
This mass measured 4-5 cm in diameter, and was
covered with pus and bleeding spots with a soft friable
consistency. (Figure. 1).

Figures 1. Views of the gross appearance
of the lesion"

Under general anesthesia, an elliptical incision was
done around the mass leaving a 2 mm margin of
normal skin. The mass was excised from its base and

hemostasis secured using unipolar diatherrny.
Undermining of the surrounding skin was performed
followed by a primary wound closure using 3/0 silk
suture. Postoperative wound infection took place on
the fourth postoperative day that was successfully
treated with removal of stitches, daily dressing change,
and antibiotics. The histopathological examination of
the rnass revealed setrorrheic keratosis (Figure 2).

Figures 2. Histopathological exaimination.

DISCUSSION

Seborrheic keratosis is a benign epidermal tumor
with a varying degree of pigrnentation.5 Our patient as

7 years old. Rosai'reported that seborrheic keratoses
are common, benign, pigmented, basal and
keratinocytic proliferations occurring chiefly on the
trunl( of adults. Similarly, Lever and Keena2'6 stated
that seborrheic keratoses usually do not appear before
middle age. Moreover, Terakis demonstrated that
endothelin-l (ET-l) is a strong keratinocyte-derived
mitogen and melanogen for human melanocytes. These
findings suggest that (ET-l) plays a part in the
hyperpigmentation seen in seborrheic keratosis. The
histological similarities of seborrheic keratoses and
common warts led to the investigation of the possible
occurence of human papilloma virus DNA (HPV-
DNA) in a large number of non-genital seborrheic
keratoses using the in situ hybidization technique.
These results suggest that a considerable percentage of
non-genital seborrheic keratoses may be related to an
HPV infection.T

The association of malignant neoplasms arising
contagious with or adjacent to seborrheic keratosis has

been previously documented.8 Cascajo8 found 54
examples of malignant neoplasms in conjunction with
seborrheic keratoses. The posterior thorax was th€
most common site for malignant neoplasms associated
with seborrheic keratoses, whereas the superficial type
of basal cell carcinoma was the most common type of
basal cell carcinomas found in this association.
Cascajo believed that the appellation "collision tumor:"

is not valid because it is unknown whether the
association of seborrheic keratosis with malignant
neoplasms is a random event or whether there is, in
fact, a pathogenic relationship in the development of
two distinctive neoplasms together. Therefore, the
term compound tumor is proposed to designate the
finding of two distinctive neoplasms either directly
contagious with each other or immediately adacent to
each other. Similarly, Maize and Snidere reported that
the incidence of non-melanoma skin cancer in
association with sebonheic keratoses might be greater

than previously reported, particulariy in sebonheic
keratoses situated on photo-damaged skin and of the
reticular type. Seborrheic keratoses that have
undergone recent growth or other ctrinical change
should be biopsied, and all seborrheic keratoses that
are removed should be examined histologically.
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GIANT SEBORRHEIC KERATOSIS OF THE AURICLE IN A YOUNG MALE:
A CASE REPORT AND REVIEW OF THE LITERATURE
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ABSTRACT

Seborrheic keratoses are common, benign, pigmented, basal and keratinocytic proliftrations occurring chiefly
on the trunk in adults. This paper presents the case of a giant seborrheic keratosis on the auricle of a 17 year old
male. This lesion was successfully treated with complete surgical excision.
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INTRODUCTION

Seborrheic keratoses are common benign warty
growths seen most often in the elderly.t They occur
mainly on the trunk and face but also on the
extremities, with the exception of palms and soles.

There may be one lesion, but there are often many.
Although most lesions measure only a few millimeters
in diameter, a lesion may occasionally reach a size of
several centimeters. Crusting and an inflammatory
base are found if the lesion has been subjected to
trauma. Occasionally, sebonheic kemtoses are

pedunculated, especially on the neck and upper chest,
and then clinically resemble soft fibromas.'

Grossly, the lesions of seborrheic keratosis protrude
above the surface of the skin, are soft, and vary in
color from tan to black. The single heavily pigmented
seborrheic keratosis may be confused clinically with
malignant rnelanoma.3

Histologically, a thickened epidermis secondary to
the accumulation of immature keratinocytes between
the basal layer and the surface as well as invagination
of the thickened epithelium creating keratin tunnels are

seen. The tumor protrudes above the horizontal plane

JABMS 2006;8(3):248-s0E

of the skin.a

Complete surgical excision is recommended for
seborrheic keratosis, and a good prognosis is
expected.a Multiple, small seborrheic keratoses are

readily treated by superficial curettage or freezing;3
however, malignant transfomation has been reported.a

CASEREPORT

A 17 year old male presented in July 2003 to the
ENT clinic at Al-Salam General Hospital in Mosul,
Iraq with a left auricular swelling of 3 weeks' duration.
His condition started as a small painless swelling on
the left ear with itching. Tnitially, it was the size of a
pea and it was pinkish in color. The patient tried to
remove it with his nail, but, to his surprise, the mass

increased in size, became covered with pus, and bled
on touch. At that time, the patient noted pain on
palpation of the mass and fever. The patient consulted
another hospital where drainage under general

anesthesia was performed for an abscess. When the
mass did not respond to this treatment and increased in
size, the patient consulted our hospital where he was
admitted to the ENT ward and excisional biopsy under
general anesthesia was planned.

*Ali A. Muttalib, F.LC.M.S, MD, Lecturer, Department of Surgery, College of Medicine,
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the elderly. Prevention and treatment of hearing loss and initiate cochlear implant surgery in kaq as soon as

should be strengthened in our locality. There is a need possible.
for more hearing and speech centers. We must promote
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Presbyacusis is defined as a symmetrical hearing
defect which occurs after age of 65 years with no
underlying causes.

Table 4 shows the causes of hearing loss in
surveyed subjects.

DISCUSSION

Hearing impairment in the elderly is a well-known
and common problem. Many reports have been issued
about the causes, degree, types, diagnosis and
management of hearing impairment in the elderly.l-l3
In Europe, 70 million are hearing-impaired, and in
North America the figure is estimated at around 30
million. In developing countries, the burden of hearing
impairment is estimated to be twice as large as in
developed countries. probably because of many
untrealed ear infections.t''o

The most vital need in the management of hearing
loss is eady diagnosis, which unfortunately does not
happen.l'3't5 Many older people have trouble hearing,
and many people, including doctors, wrongly consider
hearing impairment an inevitable part of aging, and
this is most probably due to the belief that
presbyacusis is the only cause of hearing impairment.
This is not only a misdiagnosis but may result in a
lreatable medical condition being missed. It is certain
that, although presbyacusis may exist as clinical entity,
it is not as common as is often supposed. It represented
only 207o in our study. Lime reported similar results in
an eadier investigation elsewhere. Delay in diagnosis
affects the ability to participate in social activities and
leads to a sense of isolation and depression.l'8'16
Symptoms such as confusion, withdrawal and
disorientation may be caused by untreated hearing
loss. But as long as the hearing loss remains
undetected there is a risk that the elderly are treated as

if they suffered from Alzheimer disease or
dementia.r'18 An assessment of hearing is essential in
performing good primary health care to the elderly.r8-2o

Several studies are encouraging and demonstrate
that the elderly population with profound hearing loss
obtains significant benefits from cochlear implantation
despite the age related auditory processing
problem.2l-'3 However the facilities for this operation
are not present in kaq now.

There were no statistically significant differences in
the prevalence or causes of hearing impairment in the
surveyed subjects according to socioeconomic status in
the present study.

This study showed that 557o of the elderly surveyed
proved to have hearing loss in comparison with 527o in
other studies in developed countries (USA and
Europe).1-2'18 Men were affected more than women
(statistically signifi cant P <0.00 I ). Garstecki Treported

a similar result. Sixty percent of patients with hearing
loss (337o of the elderly surveyed) proved to have
bilateral hearing loss more than 35db in the good ear,
and 5lVo of them might benefit from a simple medical
or surgical treatment such as removal of cerumen,
treatment of infection or diseases of the extemal,
middle and/or inner ear, surgical removal of any
pathology in the external ear, surgical repair of some
cases of perforated ear drum. We performed
tympanoplasty for some of the cases in this study.

Only 75.5Vo of the elderly surveyed proved to have
hearing loss requiring a hearing aid in comparison with
27Vo in other sndres in developed countries.l'8'16

The high prevalence of hearing impairment in the
elderly in general in our study is mostly due to the
ignorance of people of the benefits of a proper ENT
examination and to the incorrect belief that hearing
loss is an inevitable part of aging. This explains why a
large number of patients had hearing loss due to wax,
which is a treatable form of conductive deafuess. Paul,
in a European study, has written that hearing
impairment is one of the disabilities that can be treated
most inexpensively and with the greatest benefit, for
the individual as well as for society.r'18

Sensorineural hearing loss accounted tot 599o of
hearing impairment in our study in compared with
707o in developed countries, and this is most probably
due to the high prevalence of noise traumal 't't o. a

higher incidence of Mlnilre disease in developed
countries.

CONCLUSION

The prevalence rate of hearing impairment is high in
oul country compared with developed countries, but
cases treatable without a hearing aid are more common
in our country. There is a definite need for early
diagnosis and work to improve primary health care for
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Subiects
Sex . .:Tdtdl,,.-..'r,.ra;

No. . .(%) IMale
No. (%'\

Female
No. (Eo)

82O (57Co)

310 (48Co)

190 (42Vo)

620
330
210

(43Eo)

(szca)
(s8%)

1440 (5'1Ca)

640 Qsqo)
460 (t8Eo)

1220 (48Ea) 2540 (t00Eo)

Table 1. The 2540 subjects according to sex and age group.

P*-value z - test of prcportion according to sex.
S.S. (statistically significant), N.S. (Not significant)

Table 2. Hearing impairment according to age group and sex.

P**-Value** z - Test of proportions between the types of hearing loss.
S.S.(statistically significant), N.S.(Nor $ignificant)

Table 3. Impairment with regard to age group and type of hearing loss.+
*Mixed hearing loss was designated as either conductive or sensorineural according to the sensorineual hearing loss lesel,
was designated conductive while >25dB was designated sensodneural regardless of the level of conductive loss.

Table 4. Causes of hearing impairment in the 1399 subjects.

i.e. <25dR
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INTRODUCTION

Hearing impairment is a serious problem among
elderly people in the world. It is the third most
prevalent chronic condition among the non-
institutionalized elderly population, exceeded only by
arthritis and hypertensive disease.l'2 Many older people
have trouble hearing, and many people, including
doctors wrongly consider hearing impairment an

inevitable part of aging. The most vital need in the
management of hearing loss is early diagnosis, which
unfortunately does not happen. While only 11 percent
of the population is over 65, about half of all hearing-
impaired people are over 65 in some parts of the
world.l-6 As this older segment of the population
grows, the number of hearing impaired individuals will
rise dramatically.

The over 73 population, which has the highest
prevalence of hearing impairment, is growing at a
faster rate than the elderly population as a whole, thus
increasing the number and proportion of hearing
impaired people in the population. In this study, we
aimed to determine the current status of hearing
impairment prevalence in the elderly in Mosul, Iraq,
the possible causes, and the management of this
problem and to report on those who are in need of
hearing aids.

METHODS

A comprehensive survey was conducted of 2540
patients above 65 years of age, l22O females (48Vo)

and 1320 males (52Vo), who attended the different
consultation clinics in two major teaching hospitals in
Mosul. The study was carried out from January 2001
to January 2003. It consisted of 75Vo of the elderly
attending these clinics. The sample selection was
randomly designed, with representation of elder$ from
all the socioeconomic and demographic groups. The
main objective was to screen these people for hearing
impairment. A survey team included an eat, nose and
throat specialist, a nurse, a social worker, and an

audiologist.

After obtaining permission from the patient, a
questionnaire was completed. Hearing was tested by
clinical examination, otoscopy, free field speech

lesting (performed in order to fit hearing aids in those
found to have hearing loss), tuning fork tests,

screening tympanometry, pure-tone air-conduction and

bone-conduction audiometry, and reflex, recruitment
and speech discrimination. In some cases, plain x-ray
study, spiral CT or MRI / MRA was done. The results
obtained were arranged in tables. The data was
analyzedby the Z -test of proportions.

RESULTS

Table I shows the distribution of the 2540 elderly
subjects including the male: female ratio. There were
1320 (52Vo) male and 1220 (48Vo) female.

The subjects were categorized in 3 age groups.

These were: 65-74 years of age {1440 (820) males
(57Eo), (620) females (43Vo)],75-84 years of age {640
(310) males (48Vo), 33O females (52Vo)\, and above 84
years of age {460 (190) males (42Vo),270 females
(587o)]. Hearing impairment was defined as a pure-

tone average (PTA) of thresholds at (0.5, 1,2, and 4
kHz) greater than 25-dB hearing level in either ear.2

Table 2 shows the prevalence of hearing impairment
according to age groups and sex. There were 1399
(557d subjects found to have hearing loss. The
prevalence of hearing impairment was significantly
higher in males {'7 56 (5'7 .3Co)l as compared to females

I6a3 63Co)1. The prevalence of hearing loss was
significantly higher in the age group between 75-84
years of age, {377 (59Eo)} followed by.those above 84

{265 (58Eo)}, and those between 65-74 years {757
(53Ea)j.

The prevalence of sensorineural hearing loss was

significantly higher (597o) as compared with
conductive hearing loss (417o). Sixty percent of the
patients with hearing loss had a loss of more than 357o

in the good ear. The prevalence of hearing loss
according to age groups and fype of hearing loss is
shown in Table 3.
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ABSTRACT

Q|Teotioc: Hearing loss is a serious problem among elderly people in the world. Many people, including doctors,
wrongly consider hearing loss an inevitable part of aging. Our aim is to study the current status of heaing
impairment and loss among elderly in Mosul, Iraq, to report on those who are in need of hearing aids, to compari
the findings with studies conducted abroad, and to study the various causes of hearing loss in the elderly in this
region.

y'letlds: A randomly selected sample was composed of 2540 elderly patients visiting the different consuftation
clinics in two maior teaching hospitals in Mosul in the period from JuIy 200) to January 2003. These people were
screened for heartng impairment and loss. A survey team included an ear, nose and throat specialist, a nurse, a
social worker, and an audiologist- A questionnaire was completed; clinical examination and audiological
assessment was performed. The data was analyzed by the Z test of proportions.

Kasalts: The over all prevalence of hearing loss in the elderly was (55Vo); 60Vo of them had bilateral hearing
loss with more than 35 dB in the good ear, Only l5.5Vo of the elderly surveyed. needed a hearing aid. Sensorineural
hearing loss constituted 59Vo. Hearing loss was more common in mnles and in the age group between 75-79 years.

Conchrslon: The prevalence rate of hearing impairment and loss is high in our country compared with developed
countries, but cases treatable without hearing aid are more common in our country in comparison with those in
developed countries. There is a definite need for early diagnosis and work to improve the primary heahh care for
the elderly to protect them from depression due to this treatable problem. There is a need for more hearing and
speech centers.
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to combination therapy was detected at the end of patients was 32Vo There was no statistically significant
treatment. Lack gf response in the group of patients conelation between the presence of HBV DNA with
with HBV DNA was slightly more frequent than in the sex or age, HCV RNA level, histological changes, and
group of patients without HBV DNA (78vol67Vo), bnt stage of disease. Lack of response to therapy seems
that difference was not statistically significant. Further more frequent in the group of patients with occult
studies with a larger cohort of patients will be useful to HBV DNA. Since it is in accordance with the results
determine if occult HBV infection may be involved in of some other studies, it needs to be further clarified.
HCV resistance to combination therapy.

CONCLUSION Acknowledgments
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infection among HBsAg-negative HCV-infected Syrian Medical Faculty of Damascus University in Syda.
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DISCUSSION

The prevalence of occult HBV infection in HCV-
infected patients reported by several srudies is highly
variable. ranging from 4Vo to 50Vo.' lL is relaled ro the
overall prevalence of HBV infection in the country of
study, reaching the greater values in some endemic
areas where TOVa to 90Vo of the population have been
exposed to HBV. We found that the prevalence of
occult HBV infection in Syrian HCV-infected patients
was 32Vo.It correlates with intermediate prevalence of
HBV infection in Mediterranean countries.ls

Infection with HBV or HCV is associated with
hepatocellular carcinoma (HCC) in approximately
901a of the cases of HCC, and association with the
latter is predominant.s Occult HBV infection was first
reported in the early 1980s when hybridization
techniques for the detection of HBV DNA became
available. These studies showed that HBV DNA could
be detected in HBsAg-negative/anti HCV-positive
patients with HCC. several recent studies using the
more sensitive polymerase chain reaction (PCR)
detected HBV DNA in tissues of HCV-infected
patients with HCC at the rate 6OVo-70Vo.7 It was
suggested that the presence of HBV DNA in the sera
of HBsAg-negative patients irrespective of the status
of antibodies to either HBsAg (anti-HBs) or hepatitis
B core antigen (anti-HBc) is a pivotal factor associated
with the development of HCC.8 Although the role of
occult HBV infection at the end-stage disease is rather
confirmed, its possible role in the earlier stages of
chronic hepatitis C disease is still not clear.

We studied a random population of Syrian HCV-
infected patients. In agreement with many other
researches, we did not find any correlation between
sex or age and presence of HBV DNA. Adult men
were slightly more ftequent and adult women were
slightly less frequent in the group of HBV DNA-
positive patients in comparison with the group of HBV
DNA-negative p*tents (50%l32%o and l79ol28vo
respectively), but the differences were not statistically
significant. It is generally considered that the HBV
virus has a strong suppressive effect on HCV
replication in coinfected patients.re Y\hattab E et al
found an inverse correlation in the evolution of HRV
DNA and HCV RNA levels among patients with
chonic hepatitis C and occult HBV infection. In our
study, HCV RNA levels were similar,in three groups

of patients: those without HBV DNA, those with low
level occult HBV DNA, and those with HBsAg-
positive coinfection. The third group was rather small
for calculations of statistical significance (three
patients). Absence of differences in HCV RNA levels
between the first and second groups may reflect
conception about occult HBV infection as active, but
low amount with established level of persistent HBV
DNA in sera of patients near 102-103 copies/ml. No
association of virologic data with detection of HBV
DNA was also reported in some recent studies.16'1?'20

Some research has shown that occult HBV infection
in HCV infected patients can be responsible for both
more severe liver disease and impaired response to
interferon therapy .to '3 Cacciola et al demonstrated that
occult HBV infection is significantly correlated with
cinhosis among Hcv-infected patients.They suggested
that a masked HBV infection may interfere with the
clinical outcome of chronic hepatitis C and favor or
accelerate the evolution to cirrhosis. Cirrhosis is
generally considered the most important risk factor for
the development of hepatocellular carcinoma. Thus, in
addition to its possible direct oncogenic properties,
occult HBV infection may favor neoplastic
transformation in HCV-infected patients through its
contribution to cirrhosis. In this study, we did not find
any significant association between stage of disease or
histopathological lesions with the presence of occult
HBV infection. These data correlate with data of other
research.ts-tt It was also suggested2l that previous
HBV infection (positivity for anti-HBs and/or anti-
HBc antibodies) and not occult HBV infection is
associated with more severe disease among anti-HCV-
positive patients. It seerns that there is no HCV
genotype that is predominant in Sydan patients.
However, more large-scale studies are needed before a
definite conclusion can be reached.

Cacciola et al, along with other authorst0'tt
suggested that occult IIBV infection correlates with a

lack of response to interferon treatment in patients
with chronic hepatitis C.They detected HBV sequences
in 26 of the 55 patients in whom interferon therapy
was ineffective and in 7 of the 28 patients in whom
interferon therapy was effective (P=0.06). However, in
some more recent studies, a correlation was not found
between the presence of occult HBV infection and
impaired response to therapy by interferon alone or in
combination with ribavirin.6 la l6ln rhis study. response
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Variable HBV DNA-oositive oatients (5) HBV DNA-neeative oatients (10)

Genotr.De 1a 0 I (1qo\

lb 0 2 (139o\

5 (1OO7a\ 12 (80Va)

Histological diagnosis
HBV DNA-positive

Datients (5)
HBV DNA-negative

Datients (12)

Minimal or non-specific
chanses

1 (20Vo) r (\Eo) 2 (l2Vo)

Mild to moderate chronic
heDatitis

3 (6OVo) 7 (58Va) 10 (59Vo\

Severe chronic hepatitis with
features of cirrhosis

I (204o) 4 (3470) 5 (297o)

Histological changes:
Fibrosis
No fibrosis (0) 1 (ZOVo) I (8Vo) 2 (12Vo\

Portal fibrosis without septa | (20E) 4 (33Vo) 5 (29Eo\

t (20Vo) 3 (26%o) 4 (24%)

| (20E ) o 1 (6Vo)

linhosis (4) I (20Vo\ 4 t331o) 5 (29qo\

)rtal inflammation
't (20Eo\ 0 1 6/o)
I (2OVo\ 3 (25Vo) 4 (24Vo\

iderate (2) 3 609a) 8 67V"\ 11 t64Eo\
'Severb (3) " ' 0 1 (8Vo) | 6qol

P>0.05 for all pairs of variables.

Table 2. Prevalence of different genotypes in HBsAg-negative HCV-infected patients

divided into two groups: with and without occult HBV infection.

P>0.05 for all pairs of categodes.

Table 3. Histological diagnosis and histological changes in HBsAg-negative Hcv-infected
patients divided according to the presence or absence HBV DNA.

Table 4. Response to combination therapy in HBsAg.negative Hcv-infected patients,
divided according to the presence of HBV DNA.

Among 30 HBsAg-negative Hcv-infected patients
treated with combination therapy were 9 (9130, 307a)

responders ad 21 (21130,707o) nonresponders. The
goup of 9 patients with occuh HBV DNA included 2
(219, 22Vo) responderc and i (7 19, 787o) nonresponders.
In the group of 21 HBV DNA-negative patients, there

were 7 (7121,337o) responders and 14 (14/21, 67 Eo)

nonresponders. Although the group of patients with
occult HBV infection seems to have had more cases

with a lack of response to therapy than the group of
patients without this infection, the difference was not
statistically signifi cant.

G
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Response to therapy
HBV DNA.

Dositive Datients (9) HBv DNA-negative patients (21)

Resoonders 2 (22Vo\ '1 (33Ea) 9 (30Va\

7 (787o) 14 (677o') 2l (707o\

.l-,il 1 .11.o .(,



up to 100 ru/ml which was established by definition as

the cut-off level, according to manufacturer
recommendations. The samples positive for HBV
DNA the frst time were used for PCR amplification
and quantification a second time. Only the samples
positive for HBV DNA two times were considered
positive.

Staldtics.' Quantitative data, HCV RNA levels and

ages, were analyzed by the Mann-Whitney test.

Categorical data, summarized in tables, were studied in
pairs with the Fisher exact test. The P value <0.05 was
considered statistically significant with significant
difference between groups. All calculated P values
were two-tailed or two-sided.

RESULTS

Of 40 chronically HCV-infected patients, 3 (7 .5Vo)

were HBsAg-positive with a level of HBV DNA more
than 10s Iu^iil. Of 37 HBsAg-negative Hcv-infected
patients, 12 had occrlt HBV DNA (32Va) with the
levels of less than 10' IU/ml. Among these 37 patients
14 were men(14137, 38%) wirh a mean age40l18
years, 9 were women (9137 , 240/o) wilh mean age 48 +

18 years and 14 were children (14/37 , 38Vo) with mean
ageSl5years. The group of 12 HBsAg-negative,
HBV DNA- positive HCV-infected patients consisted

of 6 men (6112,50%) wtth mean age 38 I 16 years, 2
women (2112,17%) with a mean age 42 + 12 years and
4 children (411,2,33%) with a mean 

^ge 
'l !4yearc.

The other group of 25 HBsAg-negative, HBV DNA-
negative HCV-infected patients consisted of 8 men
(8125, 32%) with a mean age of 42 + 1 8 years, 7
women (7125, 28Vo) with a mean age of 50 + 20 years

and 10 children (10125,40'/o) with a mean age of 8 1 4
years. There was no significant association of sex or
age and occult HBV DNA in either group (Table 1).

Quantification of serum HCV RNA showed very
similar viral levels in patients with and without occult
HBV infection (Table 1).

We were able to determine the HCV genotype in 15

llBsAg-negative HCV-infected patients. Genotype la
was found in 1 patient (1115,7%), genotype lb in 2
(211,5, l3Eo) and genotype 4 in 12 patients (12115,

807o). The frequencies of the different HCV genotypes

were similar in patients with and without occult HBV
infection (P>0.05, Table 2).

In all the cases difference between groups IIBV
DNA-positive/HBV DNA-negative patients was not
statistically significant (P>0.05 ).

Results of liver biopsies from 17 HBsAg-negative
HCV-infected patients were available. According to
the histological findings, these patients were divided
into three categories: those with minimal or
nonspecific changes, those with mild{o-moderate
chronic hepatitis and those with severe chronic
hepatitis with features of cirrhosis. Distribution of
patients was: 2 (121o), 10 (59Vo) and 5 (29Va)

respectively. Five patients from this group had occult
HBV infection. The distribution was: 1 (207o) had
minimal changes, 3 (60V") had chronic hepatitis and 1

(2OVo) had liver cirrhosis. Twelve patients were HBV
DNA negative and distributed as follows: 1, (8V"),'7
(58Vo) and 4 (34Vo) respectively. Presence of occult
HBV infection did not parallel the severity of chronic
liver disease (Table 3). All 17 patients were also

divided according to the stage of liver fibrosis and the
grade of portal inflammation (Table 3). There was no
significant correlation between liver fibrosis or portal
inflammation and the presence of occult HBV
infection.

Characteristic
HBsAg-negative, HBV
DNA positive patients

HBsAg-negative HBV
DNA-nesative patients rHBsA€,

Number of patients 12 25
6 (50Vo)

2 (llVo)
4 (33Va)

I (32Vo)

7 (28Eo)

10 (40%)

.2.(6
I

1(3 \VoJ .l , '.' '

38+16
42+12

7 +4

42+18
50+20

8+4

44+ 11 .

)vel xlff +6.0xlff 43xl}a t 6.2xIV 5.1x104 i 5.0xl(

Table 1. Characteristics in HCV-infected patients, divided into 3 groups: 1) HBsAg-negative, HBV DNA-
positive; 2) HBsAg-negative, HBV DNA-negative; 3) HBsAg-positive.
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the treatment (interferon at a dosage of 3 million units
plus ribavirin 10 mg/kg weight every 2 days for 6
months for genotypes 2, 3 and for one year for
genotypes 1, 4). At that time, they were divided into
two categories: those who were HCV RNA-negative at
the end of therapy, the "responders", and those, who
still had detectable levels of HCV RNA at the end of
therapy, the "nonresponders".

Quantification and genotyping of HCV RNA:
HCV RNA was isolated from 0.2 ml of serum samples
with a QIAamp Viral RNA Mini kit (QIAGEN Ltd.,
Crawley, United Kingdom). The method was based on
viral capside lysis and RNA capture on column. Lysis
buffer containing RNA canier was added to serum.
After the addition of ethanol, the mix was loaded into
columns: the RNA was twice washed and eluted with
DEPC water. RNA samples were immediately frozen
and stored at -20'C.

Reverse transcription and PCR amplification of
HCV RNA in samples with following colorimetric
quantification or genotyping was made with kits from
Symbiosis Company (Cocconato, Asti, Italia). The
biotin labeled primers to the most conserved 5'

untranslated region of the viral genome were used in
RT-PCR amplification. 50 pl of a reaction mixture
containing 10 pl of RNA sample was amplified in
Flexigene Thermal Cycler (Techne, Cambridge,
England): 30 minutes at 37'C for reverse transcription
and 10 minutes at 95'C for denaturation, than 35

cycles with denaturation for 30 seconds at 95'C,
primer annealing for 30 seconds at 55'C and extension
for 40 seconds at 72"C with a final extension step for 5

minutes at 72'C. Reference controls for external curve:

103, 105 and 107 IU/n were amplified together with
samples.

Colorimetric detection and quantification of
amplified product was based on hybridization reaction
between this product and a specific probe that was
synthesized with the insertion of molecule of
fluorescein. The hybrids labeled with biotin were
immobilized in the wells of a microplate and than
detected with an antibody anti-fluorescein, conjugated
with horse-radish peroxidase and a substrate. Color
production that is directly propodional to the amount
of complementary DNA was read at the end of the

incubation with the substrate. The sensitivity of our
PCR assay reached 500 IU/ml, as determined by the
definition of cut-off level according manufacturer
recommendations.

Identification of the most common HCV types and
subtypes was made by reverse hybridization of
amplified complementary DNA with type-specific
probes. The reverse hybridization assay started with
the denaturation of amplicon DNA. Subsequently,
hybridization buffer was added and a strip, coated with
two control lines and 23 Iype and subtype specific
probes, was added to each sample. Highly specific
washing steps removed any unspecifically bound
DNA. After addition of streptavidin conjugated
alkaline phosphatase to the hybrid, consisting of probe
and biotinlabeled amplicon, the complex was
visualized by the addition of substrate for alkaline
phosphatase.

Quantification of HBV DNA: HBV DNA was
isolated from serum samples according to the same
principles as HCV RNA and with a QIAamp DNA
Biood Mini kit (QIAGEN Ltd., Crawley, United
Kingdom). Lysis buffer contained DNA carrier.

PCR amplification of HBV DNA samples with the
following colorimetric quantification was made with
kits from Symbiosis Company (Cocconato, Asti,
Italia). A region of a IIBV gene (2147 bp) was
amplified with primers labeled with biotin. 10 pl of
DNA sample was mixed with 40 pl of amplification
mix and immediately introduced into Flexigene
Thermal Cycler (Techne, Cambridge, England).
Amplification was made using the following thermal
profile: 5 minutes at 95"C for denaturation, then 3.5

cycles with denaturation for 50 seconds at 95"C,
primer annealing for 40 seconds at 50"C and extension

for 2 minutes at 72'C with a final extension step for 5
minutes at 72"C. To create the external curve reference

controls: 102, 10s, 107 IU/ml were amplifred together
with samples.

Colorimetric detection and quantification of HBV
DNA in amplified samples was made in the same way
as for amplified samples with HCV RNA.

Sensitivity of PCR amplification with following
detection by hybridization with specificprobe continued

(F
R€.tsgL^uJl,o .o ...ar^rJl F r.SJl wl+;Jl .ssrc



INTRODUETION

HBV and HCV infections are highly prevalent in the
world. It is estimated, that there are 350 million HBV
carriers and 170 million HCV carriers worldwide.r
Both hepatitis B virus (HBV) and HCV are transmitted
parenterally and coinfection is not uncommon,
particularly in endemic areas. HBV infection, active or
chronic, is generally determined as HBsAg positivity.
However, the HBV genome is also detected in some
HBsAg-negative patients who have serological
markers of previous inlection tanti-HBs and/or anti-
HBc ) ' or even without any marker.r'-6 These HBV
infections in patients who lack detectable HBsAg are
called occult infections. The serum HBV-DNA levels
are very low (approximately 102-103 copies/ml)7 so
ultra-sensitive polymerase chain reaction (pCR) assays
with detection limits of less than 10 copies of HBV
DNA per reaction are increasingly used. Occult HBV
infection has frequently been detected in parients with
chronic HCV infection. Several studies found that
patients co-infected with HBV and HCV have
increased risks of hepatocellular carcinoma compared
with those with mono-infection.T-e The possible
interplay between the two viruses was intensively
studied recently. The presence of occult HBV infection
may be associated with some epidemiological,
biochemical, virological or histological features, as
well as with stage of disease or response to therapy in
HCV infected patients with chronic liver disease. In
some studies, the clinical significance of occult HBV
infection has been reported,ro 13 although in others
there were no differences between patients with and
without occult infection.6 lars16rt lt seems thal more
studies on different cohorts of patients are needed to
clari! the situation.

The aim of our study was to evaluate the prevalence
of occult HBV infection in Syrian patients with
chronic HCV infection. The possible correlation of the
presence of HBV genome with age, sex, HCV viral
load, histological changes, stage of disease, and
response to therapy was also investigated.

METHODS

Patients:Forg four patients were followed during the
year 2005 in three government hospitals in Damascus
(Al-Assad University Hospital, Al-Moassat Hospital
and Ibn Nafees Hospital) were selected primarily on

the basis of their anti-Hcv-positivity and absence of
any evidence of recent infection, operation, blood
transfusion or renal dialysis, and dental therapy during
the previous six months. None of them had a history of
excess alcohol intake or were infected by human
immunodeficiency virus (HIV). Thity of these
patients had a previously established diagnosis of
ckonic HCV-infection obtained by liver biopsy and/or
quantification of HCV RNA. They were prior to or in
the beginning (during rhe first 3 months) of
combination therapy. Ultra-sensitive quantification of
HCV RNA was performed in all 44 patienrs. Forry
HCV-positive patients were identified as chronically
Hcv-infected and included in the study for further
investigations. They included 16 men (mean age 4l+19
years), 9 women (mean age 48+18 years) and 15
children (mean age 7 +5 years). Nineteen patients
were living in Damascus and its province, six in
Aleppo, five in Deir Azor, tbree in Homs, two in
Tartus and one each in Hama, Kamishli, Daraa,
Hasaki, and Suwaida. Tbree (7 .57o) were HBsAg-
positive; rhe other 37 patients (92.5%) were HBsAg-
negative.

Following HCV RNA quantification, ultra-sensitive
HBV DNA quantification was performed on the same
serum samples of each patient. According to the
presence or absence of HBV DNA, patients were
divided into three groups: group l) HCV-positive,
HBsAg-negative, HBV-positive; group 2) HCV-
positive, HBsAg-negative, HBV-negative; and group
3) HCV-positive, HBsAg-positive, HBV-positive.

Seventeen patients had undergone percutaneous
needle biopsy of the liver within rhe previous six
months prior to therapy, if it was started, and detailed
reports of histological findings were available.
Subjects with different degrees of fibrosis and grade of
necroinflammatory activity were divided into two
groups: those with and those without occult HBV
infection. The patients were also divided into three
categories: those with minimal or nonspecific changes,
those with mild-to-moderate chronic hepatitis, and
those with severe chronic hepatitis with features of
cirrhosis.

Thirty patients were in the early phases of
combination therapy (before or during the first three
months), when quantification of HCV RNA and HBV
DNA was done. They were followed until the end of
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OCCULT HBV INFECTION

AMONG SYRIAN HCV-INFECTED PATIENTS
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ABSTRACT

Qh1eaioe: It is generally suggested that occult HBV DNA can stimulate the development of hepatocellular

carcinoma in HCV-infected patients. However, its possible role in the clinical course of chronic hepatitis C is still
not clear- The aim of our study was to elucidate the prevalence of occuh HBV infection in the population of Syrian
patients infected with HCV and to study whether the presence of this infection matches some epidemiological,
virological, histol.o gical or clinical parameters.

Tlletlds: Forty patients (16 men,9 women, 15 children) chronically infected with HCV (anti-HCV-positive, HCV
RNA-positive) followed up by three state hospitals in Damascus were studied..

ftesnlts: Of 40 Hcv-infected patients, 3 were HBsAg-positive (7.5Vo) and 37 were HBsAg-negative (92.5Vo). Of
37 HBsAg-negative HCV-infected patients 12 (32Vo) had occuh HBV DNA. There was no statisrtcally significant
correlation between the presence of occult HBV DNA and age, sex, HCV RNA level, histological changes or stage
of disease. Lack of response to therapy was slightly more frequent in the group of patients with HBV DNA, than in
the group of patients without it (78qo/677o), but the dffirence was not statistically significant.

Conclqtion: Occuh HBV infection is rather frequent among Syian HCV-infected patients, but it seems not to

Wuence the clinical course of chronic hepatitis C. More studies on a larger cohort of patients are needed.
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vary as to whether intestinal continuity should be
restored immediately or later. Some advocate prirnary
anastomosisla' te' t0 while others advise colostomy
(double-barrel colostomy, Hartmann's procedure, 2t' 22'

23 or the classic Paul-Mikulicz procedure 24' 25' 26)

depending on the available length of the distal stump.
We performed resection and primary anastomosis in
three cases and modified Paul-Mikulicz procedure in
11 cases. Table 3 shows resection and primary
anastomosis compared to resection and colostomy
formation in different series.

The modified Paul-Mikulicz procedure is
technically easily performed as mentioned in step 5

above. No perioperative colonic lavage is required in
perforrning the modified Paul-Mikulicz colostomy
while it is an important step when performing
resection and primary anastamosis. This would shorten
the duration of surgery, which is a vital measure when
operating on patients in poor condition. No stapling
devices or enterotomes are needed to crush the tissue
between the two colonic limbs to join them together as

required in the classical Paul-Mikulicz colostomy.

Author (Year)

Basatani et al (1993)23 10
Theuer and Cheadle
{1991)34

.6

{man et al (1989tr5 .9 4

4 18

3 t4

Table 3. Comparison of type of surgery in various
series: resection and primary anastomosis versrJ

resection and colostomy.

Closure of the modified Paul-Mikulicz colostomy is
easy as mentioned in step 6 above. It is much easier to
close the already formed loop colostomy than to close
the ordinary double-barrel colostomy. In addition, the
closure of the modified Paul-Mikulicz colostomy
requires no re-laparotomy to restore bowel continuity
as required in Hartmann's procedure. Furthermore the

closure is intraperitoneal compared to an
extraperitoneal closure in the classic Paul-Mikulicz
procedure. Intraperitoneal closure of colostomies has

been reported to have a significantly lower
complication rate of wound infection and fecal fistulas
than extraperitoneal closure.3l In our study, colostomy
closure was accompanied by wound infection in one
pat;tent (9.O9%) and a mild degree of colostomy
retraction in another palient (9.09Ea). Complication
rate was 18.187o. These overall results compared well
with those of other investigators .2' 

3l

Mortality rates of between 4-50Vo have been

reported in different series, depending on the general

condition of the patient and presence of concomitant
disease.la' 

r8' 28' 30 In our study, there was no mortality
among our sample of patients. This couid be
explained by the safety of our modification of the
Paul-Mikulicz procedure and by the relatively low
number ol the patients in this series.

CONCI-USION

We advise the use of the modified Paul-Mikulicz
procedure in emergency surgery for sigmoid volvulus
when the colon is found viable and when both limbs of
the stoma can easily be brought to the skin without
tension.

4.

REFSRENCES

l. Winslet MC: Intestinal obstruction, Bailey & Love's Shon Practice Of Surgery, internotionql stadents edition, 4'h

edition 2004:69:1 197.
2. Welton ML, Varma MG, Amerhauser A: Colon, Rectum, and Auns, Surgery Basic Science and Clinical Evidence,

Springer- Veriag edition 2001; I3:698.
Avots-Avotins W, Waugh DE. Colon volvulus in the geriatric patient. Surg Clin North Am 1982; 62: 249-60-

Reilly PMJ, Jones B, Bulkley GB. Volvulus of the colon. In Cameron,IL., ed. Current Surgical Therapy. St Louis:
Decker Inc, 1992, 170-4.

5. Mellor SG, Phillips RKS. The aetiology and. management of stgmoid volvulus in the United Kingdam: How much colon

need be excised? Ann Roy Coll Surg Enel 1990; 72: 193-5.

6. Friedman JD, Odland MD, Bubrick MP. Experience with colonic volvulus. Dis Colon Rectwn 1989; 32: 409-16.

7. Trowell HC. Dietary.fibre and diseases of the large bowel. The Practitioner 1977; 219: 350-4.

G
ffi.ffit:.lgpJl .g.g ... jSJeS+.-J9/ .1,?! .Lr't



of Medical Speci

aponeurosis and to the rectus sheath to prevent
colostomy retraction.
6-In all cases, closure of the colostomy was performed
six weeks later. The closure was intraperitoneal,
similar to that of loop colostomy (Diagram 4)

RESULTS

This study included 20 patients with sigmoid
volvulus treated in Al-Kindy Teaching Hospital during
the period from December 2000 to January 2004.
These patients represented 5.457a of adult patients
treated for intestinal obstruction in the sarne period.
Endoscopic decompression was successful in three
patients (15%). Emergency operation was done in 17
patients (857o). Of these emsrgency operations,
Hartmann's procedure was done in 3.patients (152o),
all with gangrenous colon. In cases when the colon
was viable, we performed resection and primary
anastomosis in three patients (15Vo), and, the modified
Paul-Mikulicz procedure in 11 patients(557o)(Table 1).

Modalities
of treatment

Number of
cases

Endoscopic
decompression

3

Hartmam's procedure 3 15Va

3 1sEo

l1 s5%

Total 20 1007o

Table l. The modalities of treatment
in sigmoid volvulus in this series.

Among those patients with modified Paul-Mikulicz
procedure, rthere were five females .(45.45%) and six
males (54.54Ei) wlth a median age of 58 years (range
48-65). Only one patient (9.099o) develo.ped wound
infection and another patient (9.097o) developed,a mild
degree of colostomy relmction (stoma ris Slurjh w;,ith the
abdomen surface olhas moved bdlov tt, ,canseril by
insufficient stomal leqglh). No mortality was r€dorded.

DISCUSSION

The precise -incidence of .sigmoid volvulus in the
population is'not well-established, and -its prevalence
among patients who present with acute intestinal
obstruction varies geographically. In the United States

and Great Britain, volvulus accounts for approximately
l1o to 7Va of all cases of large bowel obstruction.2T In
contrast, for unclear reasons, the prevalence is much
higher in other parts of the world. In some west
African states, volvulus is responsible for ZOVa to 5OVo
of intestinal obstructions.23 In this study, volvulus of
the sigmoid colon represente d, 5.45Vo of all adult
patients treated for intestinal obstruction through the
same period. This result is comparable to the 4.7Vo
found by Sroujieh er al in Jordan.ra

In the United States, the mean age of patients with
sigmoid volvulus was 62 years; '8 in our study, the
mean age was 58 years, which is close to the mean of
54.5 years reported by Sroujieh in Jordan.ra

The male to female ratio in our study was 1.2: I
while in other studies the ratio were higher.3 5 2e

In treatment, if decompression of the sigmoid
volvulus is unsuccessful or if the mucosa is of doubtful
viability, immediate laparotomy is mandarory. The
actual treatment at laparotomy depends on whether the
colon is gangrenous or not. The frequency of
gangrenous colon in industrialized countries is less
than loVo,l4 23 compared with rates as high as 257o in
developing countries.la't0 In our study, gangrenous
colon was found in 157o of the cases. Table 2 shows
the viability of sigmoid colon in different series.

Author (Year) Viable
bowel

Gangrenous.
bowel

People et al 'lr990):\2 50 4
Eiumu (1985)r0 21 3

Srouiieh zr al (1985)ra 20 3
Draoanas T 196 i )'r t8 5
Results in this study 14 3

Table 2. Comparison of viability
of sigmoid colon in various series.

In the presence .of gangrene, resection is .followed
either by colostomy and mucous fistula or by
Hartmannls procedure, depending on the surgeon's
experience and preference.'17' J8 23 In our woik, the
three cases of gangrenous colon were treatsd .with

Hartrnann's procedure.

Viable colon is encountered much more frequently.
The figures range between 85.97o-92.97o.1430 In ov
series, 8570 of the cases had viable colon. Opinions

ffisg,ffi A Maailicatiar of lhe , . . Al thahwany lW.

G



- ?2006-3 .r.!c. - 8 J+." A.qul 6[.-l . ^:- )U c:]J,.Jl

Figure l. Double-ban'eled colostomy

Figure 3. Modified PaulMikulicz procedure. A. Fashioning the colostomy
by suturing the adjacent mucosa of the two limbs together. B. Suturing to the surrounding skin.

Figure 4. Closure of the colostomy. A. Mobilization of the stoma, B. Closing the roof of the stoma.

Figure 2. Paul-Mikulicz procedure showing resection

of the affected intestine with both ends brought out side
by side flush together.
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limbs ofthe stoma can be brought to the skin. The goal
of this procedure is that the tissue between the double-
barreled tubes is crushed and joined using a side-to-
side stapler with subsequent straightforward colostomy
closure at a later stage. The closure of such colostomy
will be extra-peritoneal.

Volvulus refers to torsion of a segment of the
alimentary tract, which often leads to bowel
obstruction.l'2 The most common sites of volvulus are
the sigmoid colon and cecum. Sigmoid volvulus has
variable geographical and racial distribution, and,
although extremely common in developing countries
like Africa where it affects the young male patient, it
has a much lower incidence in the West where it
affects the old and frail female patient.3-5 Etiology of
the condition remains speculative. While chronic
constipati-o_n is blamed for the Westem type of sigmoid
volvulus,6'7 a high fiber diet has been dlimed a major
factor in the development of sigmoid volvulus in the
African population.a' 8

The management of sigmoid volvulus involves
reliel of obstruction and the prevention of recurrent
altacks.' Decompression by rigid sigmoidoscopy is the
initial treatment.e A rectal tube should subsequently be
placed. in sirz. In children, barium enema has been
shown to be useful in achieving derotation.r0'll,l2 Apart
from failed decompression, indications for urgent
laparotomy are fever, leucocytosis persisting after
decompression, and other clinical indications
suggestive _of intestinal ischemia, perforation or
peritonitis.! rr Gangrenous colons require irnmediate
excision."'o Untwisting under these circumstances is
not advised as this can result in irreversible shock.ls 16

In the presence of gangrene, resection is followed by a
colostomy and mucous fistula or Hartmann's
procedure, depending on the surgeon's experience and
preference, as well as whether or not it is possible to
bring the distal loop to the skin.rT'r8 Viable colon is
encountered much more frequently and either
resectional or non-resectional procedures may be
employed. If sigmoid resection is undertaken, opinion
varies as to whether intestinal continuity should be
restored immediately or later. Some advocate primary
anastomosis,l4Je 20 while others advise colostomy witir
a mucous fistula or a Hartmann's procedure, depending
on the available length of the rectal stump.2t.tL"

The double-barrel colostomy involves the creation
of two separate stomas on the abdominal wall. The
proximal (nearest) stoma is the functional end that is
connected to the upper gastrointestinal tract and will
drain stool. The distal stoma, connected to the rectum
and also called a mucous fistula, drains small amounts
of mucus material (Figure 1). This is most often a
temporary colostomy performed to rest an area of
bowel and to be closed later.

A Paul-Mikulicz procedure is the resection of
affected intestine with both ends brought out side by
side flush together. It is used to treat obstructed
colonic carcinoma, volvulus or localized diverticular
disease. It must only be attempted if both limbs of the
stoma can be brought to the skin. The two affected
segments of bowel are sewn to each other along the
antimesenteric border. The tissue between the now
double-barreled tubes is crushed and joined using a
side-to-side stapler. The mucosa of the two limbs is
sutured to the skin (Figure 2). Subsequently, closure
of the stoma is by closing the roof of the stoma.2a'25,26

METHODS

In this study, we excluded cases of sigmoid volvulus
treated by endoscopic decompression with subsequent
elective surgery later on. In the rest of cases, we
perforrned emergency laparotomy and the following
procedure.
1- Untwisting of the rotation of the sigmoid colon
unless it was gangrenous; if gangrene was present, we
proceeded to the next step without untwisting.
2-Clamping and resection.
3-Exteriorization of both limbs through the abdominal
wall. If the distal limb was too short to be
exteriorized, as in gangrenous colon, we closed it and
brought the proximal end as colostomy (Hartmann's
procedure). Such cases were excluded from the study.
4-In a few cases, when the colon was viable we
performed resection and primary anastomosis. These
cases were also excluded from the study.
5-The modification was performed by fashioning the
colostomy by suturing the adjacent mucosa of the two
limbs together with interupted absorbable sutures and
to the surrounding skin without placing sutures in
between the deepest approximated antimesenteric
borders (Diagram 3). We fixed both limbs with a few
intenupted absorbable stitches to the extemal oblique
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A MODIFICATION OF THE PAUL.MTKULICZ PROCEDURE
IN THE SURGICAL TREATMENT OF SIGMOID COLON VOLVULUS
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..ilgai,Jl a-r-:.9 rLs '.r

ABSTRACT

Qh|eaioc: A modification of the classical Paul-Mikulicz procedure has been used in the emzrgency surgical
treatment of sigmoid volvulus in a number of cases at AI Kindy Hospital in Baghdad, Iraq. These cases are
presented in order to demonstrate the advantages of this modification among other surgical approaches for
volvalus.

ltletAols: This prospective study w&s conducted at Al Kindy Teaching Hospital in Baghdad, Iraq benveen

December 2000 and January 2004. The modification consists offashioning the colostomy by suturing the adjacent
mucosa of the two limbs together without placing sutures in betyveen the deepest, approximated, o.ntimesenteric
borders. Final closure of this colostomy was similar to that of loop colostorty closure. AII the colostomies were
c I o sed in t ra -pe rit oneal Iy.

Kesalts: This modffication was used in eleven patients v)ith sigmoid volvulus who required. emergency surgical
interference, five females (45.45Vo) and six males (54,54Vo) with a median age 58 years (range 48-65). Only one
patient (9.09%) developed wound infection and another patient (9.09Vo) developed a mild degree of colostomy
retraction. AII patients underwent colostomy closure sisc weeks later with mteventful recovery.

Conclusian: This modffication has been used suecessfully in the emergency surgical treatment of sigmoid
volvulus in this series.
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The Paul-Mikulicz procedure is known to be useful obstructed colonic carcinoma, and localized
in the treatment of volvulus of the sigmoid colon, diverticular disease. It must only be attempted if bottt
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CONCLUSION

In conclusion, the majority
males. The most common
conditions were amebiasis and

of the patients were
intestinal pmasitic

giardiasis. H. nana,

Schistosoma, and Ascaris were also identified in stool
samples. Improvements in environmental sanitation
are needed to reduce the rate of infection with
intestinal parasites.
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Parasite
Males. Females

No. Vo No- Vo

Entamoeba bistolytica 157 55 129 45 2 4 .3

Giardia lamblia 155 58.7 111 41.3 266
epsrs nana 29 55.1 23 44.3 t2

Schistosoma mansoni u 88.9 3 l I 27 +

laris 55 9 45 20
J 60 2 40 5 0.8

Lra 2 50 2 50 4 0.6
381 57.3 279 42.7 660

Table 1. Pattem of intestinal parasites detected among 2824 children tested for parasitic infections.

RESULTS

The ages of the patients ranged from 2 months to 15

years. Stool examination was carried o$ in 2824
patients; 1703 (60.3Va) were males and 1l2l (39.1%)

were females. Six hundred stxty (23.4%) specimens
were parasite positive (Table 1). Of these, 286 (I0.1Vo)
werc Entamoeba histolytica, 266 (9.4Vo) Giardia
Iamblia, 52 (l.\Vo) Hymenolepsis nana, 27 (lVo)
Schistsoma mansoni, 2O (O.7Vo) Ascais, 5 (0.27o)

Enterobius, nd 4 (0.lvo) Trichuris tichiura.

DISCUSSION

There were 2824 pediatic cases that underwent
stool examination during the one-year study period.
Not all cases with dianhea and/or abdominal pain or
discomfort were tested for the presence of parasites

because examination of stool specimens for parasites

was based on the clinical judgment of the physician
responsible. Also, many families were poor, unable to
pay for stool examinations, or in a hurry; hence, the

children were managed accordingly.

In this study, the majority of the patients were

males. This can be attributed to the fact that many
families in Yemen have a preference for males which
results in more investigations for them.

In the present study, the most common intestinal
parasites were Entamoeba histolytica and Giardia
lamblia. This agrees with other studies reporting that
Entamoeba histolyticd and Giardia lamblia are the
most important diarrhea-causing parasitic protozoans,3

but it differs to some extent with a study in Saudi

Arabia.rs Outbreaks have been linked to the drinking
of surface water treated by imperfect or insufficient
water refining systems or ingestion of naturai
mountain stream water.)

In the present study 1L nana was frequent. This
agree" with other studies in different parts in YemenT 

t

and in Saudi Arabia.') lt is very common in developing
countries. The presence of H. nana eggs in stool may
serve as a marker for exposure to poor hygienic
conditions.5

In the current study, the frequency rate of S.

mansoni was greater in males than in females. This
agrees with a study in Saudi Arabia.l8 This can be
attributed to boys having more activity involving
contact with contaminated water such as swimming
and ablution. The most prevailing water-bome parasite

in the Republic of Yemen is Schi stosoma.l

Ascaris alld Trichuris were found less frequently in
this study in comparison with other studies in different
pans in Yemen.l2 '' These depend on environmental
sanitation. Moreover, in this study, infestation with
Enterobius vermicularis was low. This is in contrast
with what we find practically, i.e. that it is very
common, being widespread in many families. This can

be explained by the fact that the proper investigative
device, transparent adhesive tape, was not used to take
anal swabs and also that the main complaint, pruritus
ani, was treated accordingly without rectal
examination.
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INTRODUCTION

Microscopic examination of the stool is the basis of
detection of intestinal parasites in parasitology
laboratories. r Twenty-five percent of the worldb
population might be suffering parasitic infestation.
Maximum occurrence is in underdeveloped
agricultural and rural areas in the tropical and
subtropical regions. Some major irrigation projects
undertaken to promote local development in
agriculture have, paradoxically, created significant
problems with parasites, e.g. bilharziasis in Egypt and
Sudan.2

Entamoeba histolytica and, Giardia lamblia are the
most important dianhea-causing parasitic protozoa.3
The protozoan parasite Giardia lamblia is a mun
cause of waterborne enteric disease worldwide.a'5
Waterborne outbreaks have been connected to the
drinking of surface water treated by faulty or
insufficient water purification systems or the drinking
of unprocessed mountain stream water by hikers.s

The most prevalent water-borne parasite in the
Republic of Yemen is Schistosoma, and intestinal
schistosomiasis has been reported in a number of
different surveys.u'tt A variety of studies in the
Republic of Yemen have been conducted on the
different parasites. For example, the frequency of
Entamoeba his^tolyticd has been reported to range from
l.7%o 3670,t2t3 nt of Giardia lamblia from 9.OVo
20.5Vo, Hymenolepis nana from 2Vo 8.3Vo,7Ja and
Ascaris from I6Vo 68Vo.t2'ra The lowest frequency
was j%o-2%o for Enterobius vermicularis.l2'l4 .

In a study in Saudi Arabia, protozoan or metazoan
parasites were detected in 2'I.8Vo of the patients
examined, the most frequent being Giardia lamblia
and Hyme nole p s i s nana.1 

s

In a study of the parasitic causes of diarrhea in
children in India (Delhi), intestinal heiminths and
protozoans were demonstrated in nearly half (46.5Vo)
of 59 cases. Ascaris lumbricoides was observed in I
(0.87o) case, wlile Trichuris trichiura was the finding

in3 (2.49o). Protozoan parasites included Giardia
intestinalis and Entamoeba histolytica in 14 (ll%a)
cases each.16 In Thailand, the percentage of infections
caused by Giardia lamblia and Entamoeba histolytica
was 31 .7Vo and 3.77o respectively.lT

The aim of the study is to identify the frequency of
intestinal parasites in children presenting with dianhea
and,/or abdominal pain to Sam Hospital, Sanaa,
Republic of Yemen

METHODS

The records of parienrs, attending Sam Hospital in
Sanaa during a one-year period, from January 1, 2003
to December 31, 2003 were reviewed. This hospital
provides services to the cormunity through outpatient
clinics and admissions and receives patients from the
city of Sana'a, its surounding areas, and, at times,
from other governorates, in addition to cases referred
from private clinics. The total number of patients seen
for different causes during that period was 24100.
Some of the children with dianhea and/or abdominal
pain were referred to the laboratory unit for stool
examination. Examination of stool specimens for
parasites was based on the clinical judgment of the
physician responsible and the capability of the family
to pay for the stool examination. For this reason, all
children with diarrhea and,/or abdominal pain were not
tested for the presence of parasites.

All stool samples were examined immediately
according to standardized methods exclusively in the
laboratory unit of the hospital.

Children being investigated for intestinal protozoa
or helminthic infections provided stool samples. A
normalsaline sedimentationtechniquewas implemented
for stool examination. Normal ethyl acetate
sedimentation or direct smear methods were also used
when necessary.

Information about age and sex were also collected
and analyzed manually.
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FREQUENCY OF INTESTINAL PARASITES IN CHILDREN
PRESENTING WITH DIARRHEA ANDIOR ABDOMINAL PAIN

TO SAM HOSPITAL, SANA'A, REPUBLIC OF YEMEN
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ABSTRACT

O6;ecaoe: To detect the frequency of intestinal parasites in children presenting with diarrhea and/or abdominal

pain to Sam Hospital, Sana'a, Republic of Yemen.

/tctAdr: A record-based stud.y was performed during a one year period from January 1, 2003 to December 31,

20A3. The total number of patients seen for dffirent causes through that period was 24100. The charts of those

children with diarrhea and/or abdominal pain or discomfort who were referred to the laboratory unit for stool
examination were analyzed. A normal saline sedimentation technique was adopted for stool. examination. Normal
ethyl acetate sedimentation or direct smear methods were also used when necessary. Data about age and sex were

collected.

ftasulu: The ages of the patients ranged from 2 months to I 5 years- Stool examination was carried out in 2824

patients; 1703 (60.3Vo) of them were males and 1121 (39.74o) were females. Six hundred sixry (23.4Vo) specimens

were parasite positiye. Of these, 286 (10.1Vo) were Entamoeba histolytica, 266 (9.4Vo) Giardia lamblia, 52 ( 1.87o)

Hymenolepis nana, 27 (l7o) Schistsoma mansoni, 20 (0.7%) Ascaris, 5 (0.2%) Enterobius, and 4 (0.11o) Trichuris
t rich iu ra.

Conclatton: The majority of the patients were males. The most freqaently found intestinal parasites in children

were Entamoeba histolyticafollo'reed by Giardia, H. nana, Schistosoma mansoni, and Ascais'
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Patient Time of onset of keratitis Systeeic or local diseases
1 Between 2-7 Dost oDerative davs Nit

Betwe€E 2-7 Dost oDetative davs Nil
-t F st Dost oDerative dav History of HSV keratitis',4 . Betweeo 2-? post operative davs Nil

1.5 Befnje€n 2-7 Dost oaentive davs Diabetic rnellitus
ietweea 2-7 Dost oDerative davs Nil'7 Between 2-? Dost orerative davs Nit

'r,..8.'
-t9 :

. Betwe€lt 24 Dost oDerative weeks Nil
.t.. Fir$t Dost oD€rative dav History ofHSV keratitis

On h Hormonal therapy for carcinoma of prostate

Table 2. Time of onset of kemtitis, systemic and local diseases in patients
with HSV epithelial keratitis post cataract surgery (presented successively).

Further multicenter studies with a higher number of CONCLUSION
cases. including the new method of cataract surgery bV
phacoemulsificition are required. ln aaaition,'f itre'r .. HSV keratitis is one of the rare but vision

studies are recommended for detectins recune;; ;f rhreatening complications during the early post

HSV stromal keratitis after cataract surierv usins new cataract surgery period. Close follow up is essential

diagnostic technology (e.g. pCR). - 
9""."g this period, in order to treat this disease which' is blinding if not detected and treated early.
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patients presented one week after surgery with
dendritic or amoeboid ulcers; one of them had two
amoeboid ulcers, which presented simultaneously in
the cornea. One patient presented at the third
postoperative week with a large amoeboid corneal
ulcer. Two of the patients who developed HSV
epithelial keratitis on the first postoperative day had a
history of previous recurrent attacks of HSV keratitis.
One of them was a 43 year old male. His last attack of
HSV keratitis (epithelial and stromal) was 12 months
before surgery. The other patient was a 64 year old
female; her last attack of HSV epithelial keratitis was
l8 months before surgery.

Patierit Age Sex Residence OccuDation
1 68 Male Urban
2 '70 Female lJrban Horrsewife .

3 43 Male I Irhan Teacher
4 60 Male Urban UnemDloved
5 65 Female Urban Housewi
6 10 Male Urban Retircd
7 80 Male Itrban Decrepit
8 62 Male Urban Unemployed
9 64 Female Urban Housewife
l0 68 Male Urban Phvsician

Table L Demographic characteristics of patients
with HSV epithelial keratitis post cataract surgery

(presented successively).

All the 10 patients with HSV epithelial keratitis
were using topical steroids and antibiotics at
presentation. Corneal sensation was diminished in all
infected eyes. Associated systemic illness included one
patient with poorly controlled diabetic and another
who was taking hormonal therapy for carcinoma of the
prostate. All cases with viral ulceration had a good
response to topical acyclovir ointment and heaied
within 3 weeks.

DISCUSSION

This study followed patients lor HSV keratitis post
cataract surgery. The danger of this complication is
that its diagnosis may be delayed because the early
symptoms of keratitis such as foreign body sensation,
lacrimation, photophobia, and redness of the eye may
be confused with the early post operative complaints.
These complaints are more common with the relative
large limbal incision in the ECCE method.
Phacoemulsification with small tunnel incision is still
not performed in government Iraqi hospitals. The
continued using of topical corticosteroids allows the

infection to progress rapidly to stromal thinning and
perforation. Sudden withdrawal of topical
corlicosteroids after chronic use causes exacerbation of
inflammatory reaction and suppuration of the cornea,
which may be mistakenly diagnosed as bacterial
keratitis and treated with antibiotics without the use of
antiviral drugs .

The characteristics dendritic or geographical ulcers
are almost pathognomonic for HSV epithelial keratitis
and can easily be differentiated from other epithelial
lesions (e.9. recurrent epithelial erosion, herpes zoster
virus pseudodendrites, neurotrophic keratitis, and
Thygeson's superficial punctate keratitis) by history
and clinical signs. Therefore, the diagnosis of HSV
epithelial keratitis (dendritic, or geographical ulcer) is
based on clinical features. Polymerase chain reaction
(PCR) had been used for detection of atypical cases

especially in stromal keratitis.r2'r3 The facility for this
testing is not available in kaqi hospitals.

Preoperative sedation is not given routinely before
cataract operations in governmental Iraqi hospitals.
Patients have to sit anxiously in the waiting room near
the theater, sometimes for a few hours, until their turn
comes,

The emotional stress accompanying surgery and the
use of corticosteroids (subconjunctival and topical)
after surgery are factors that may trigger latent HSV. A
past history of herpes simplex keratitis may cary an
increased risk of recurrence after cataract surgery, but
the absence of such a history does not eliminate the
possibility of activation of a latent virus from an old
subclinical primary infection.

In other studies about HSV keratitis after
keratoplasty, it was found that the frequency of
recurrent epithelial keratitis in grafts ranged from l5Vo
to 44Vo, wtth the majority of attacks during the first
post operative y"-.n''o'" Previous studies suggest that
oral acyclovir 400 mg twice daily reduced the rate of
recunence of herpes simplex virus eye disease.la'15'16

Systemic acyclovir has been used for patients
undergoing keratoplasty for herpetic keratitis to reduce
the recurrence rate.lT''8 It is probably advisable for
patients with a previous history of herpes simplex
keratitis who require cataract surgery (and other
ocular surface surgeries) to receive prophylactic oral
acyclovir 400 mg twice per day during the early post
operative period.

(l}
ffi88 WWza6 ..-s-.-iJl .1..g ...ar)nJl 6rl4-b -1"!l



affects up to l0 million people worldwide.T Comeal
infection with herpes simplex virus is one of the
important causes of corneal blindness.a'8

Comeal manifestations of recurrent HSV infection
may be epithelial (dendritic, geographical ulcer) or
stromal (disciform, necrotizing). Ocular surface
operations (e.9. keratoplasty, cataract extraction) are
associated with some factors that may trigger the latent
HSV infection e.g. emotional stress and use of topical
cofiicosteroids. There are several previous studies
about recurence of HSV keratitis post
keratoplasty.e'r0'r I but to my knowledge there are no
studies about activation of HSV keratitis after cataract
surgery.

The objectives of this study are to determine the
incidence and time of presentation for HSV epithelial
keratitis in the early post cataract surgery period.

METHODS

This prospective study involved all patients who
successively underwent cataract surgery between May
1, 2000 and April 30, 2005 by the same surgeon at Ibn
Al-Haetham Teaching Eye Hospital in Baghdad, Iraq.
Medical and ophthalmic history was taken, recording
any previous history of viral keratitis. Routine
preoperative examination of the anterior segment of
the eye was performed under slit lamp visualization
with special concem for signs that might indicate old
viral keratitis (comeal scars and diminished corneal
sensation). Operations were performed (under general
or local anesthesia) by extra-capsular cataract
extraction (ECCE) method, through upper limbal
incision with or without IOL implantation. At the end
of the surgery, subconjunctival injection of
dexamethasone and gentamicin was given. Post
operatively, patients were examined (at Ibn Al-
Haetham Teaching Eye Hospital) by the same surgeon
or by his assistants. All cases with post operative
complications were referred to the surgeon. Patients
were examined (unless in exceptions) in the first
postoperative day, after one week, and after four
weeks. Patients were put on topical antibiotics
(norfloxacin 0.37o or ciprofloxacin 0.3Vo) and topical
corticosteroids (dexamethasone O.l7o)- Eye drops were
given (unless in exceptions) five times per day during
the first post operative week then three times per day
during the subsequent three weeks.

Patients were enrolled in this study if they had
clinical signs of active HSV epithelial keratitis during
the first four weeks after surgery. Patient age and sex
were recorded. Examination of the infected eye with
slit lamp using fluorescein paper and Rose Bengal
stains. The shape and size of the ulcers were recorded.
Clinical signs of active HSV epithelial keratitis were
the characteristic dendritic or amoeboid ulcers.
Features of dendritic ulcer include a branching linear
epithelial defect with terminal bulblike enlargements
at the end of each linear branch. The HSV amoeboid
ulcers are basically enlarged HSV dendrites, with
scalloped or geographical borders. The ulcers
(dendritic or amoeboid) stained brightly with
fluorescein, while the edges stained with Rose Bengal.
Ulcers were associated with diminished comeal
sensation. Similar conditions, e.g. recurrent epithelial
erosion, herpes zoster virus pseudodendrites,
neurotrophic keratitis, and Thygeson's superficial
punctate keratitis were excluded.

Management: All patients with herpetic keratitis
were treated with topical acyclovir 37o ointment five
times per day, along with discontinued instillation of
topical corticosteroids.

RESULTS

During the five years of this prospective study, 1679
patients underwent cataract surgery. Two patients had
a definite history of previous attacks of HSV keratitis
on the eye undergoing surgery. One of them had
vascularized paracentral comeal opacily, and both of
them had depressed corneal sensation. Except for these
two patients, none of the other patients had a history or
clinical signs that might indicate old infection with the
HSV keratitis. Ten of the 1679 patients (0.67o)
developed HSV epithelial keratitis during the early
postoperative period (4 weeks), including the two
patients with a previous history of HSV keratitis. All
the 10 patients had uncomplicated cataract extraction
with PC-IOL (posterior chamber intraocular lens)
insertion.

The age of nine of the ten patients was over 60
years. Seven of these patients were male. All the
patients were from urban areas (Table 1).

The time of onset is shown in Table 2. Three
patients developed HSV epithelial keratitis (dendritic
or amoeboid ulcers) on the first postoperative day. Six
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ABSTRACT

OL\ertioes: To study the incidence of herpes simpkx virus (HSV) epithelial keratitis in the early post cataract
surgery period.

ll4ethds: During the five years of this prospective study, all patients who underwent cataract surgery by one
sur9eon at lbn Al-Haetham Teaching Eye Hospital in Baghdad, Iraq were followed postoperatively. If they had
clinical signs of HSV epithelial keretitis (dendritic or geographical ulcers) during the first four weeks ajler
surgery, they were enrolled in the study.

KuuUt: Of the 1679 patients undergoing cataract surgery, l0 patients (0.6Eo) developed HSV epithelial
keratitis during the first four weeks after surgery. Nine of the ten (90Vo) developed HSV epithelial kerctitis during
the first week afier operation, Only two of the patients had a history of HSV keratitis.

Conoh.tlant: HSV keratitis is one of the complications that may occur during the early post cataract surgery
peiod 
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Humans are the only natural reservoir for the herpes the eye. Ocular HSV infection has an annual incidence
simplex virus (HSV), which is endemic worldwide. of about 8.4 new cases per 100 000 persons.a

Nearly 757o of the population is infected with HSV at
some time during the life span.l Serum neutralizing Ocular HSV can present as a primary or recurrent
antibodies to HSV may occur in 50Vo to 9070 of people infection. Recurrence of infection may be triggered by
over the age of 15 years, and it is more common in poor general health, trauma, emotional upset and the

those with low socioeconomic status.2,3 The HSV can use of topical corticosteroids.' o The most common
infect skin, mucous membranes, nervous system and manifestation of recurrent infection is keratitis, which
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our point of view, this can be explained by the
increased exposure of males to the vector. This result
is not in agreement with our study conducted in
Hodeidah among Yemeni retumees,2l but it is similar
to findings of another study previously conducted in
Socotra Island.T

From the total 82 positive cases, only 26 (31.770)
satisfied the inclusion criteria. Reasons for exclusion
included: low parasitemia [less than 2000 parasites
per mmt (23 children)1, high parasitemia [more than
100.000 per mm3 18 chiidren)], other plasmodium
infection [(6 children with P.vivax infection)], history
of taking chloroquine within the previous 14 days (15
children), and failure to complete the fuIl 7-days of
tests (4 children).

At day 7, 22 of 26 cases (84.62Vo) had become free
of parasitemia, while 4 (15.387o) had positive results.
The prevalence of choroquine resistance in Hudibou
elementary school children is thus calculated at 15.38
Vo. From our point of view, the reason for this high
prevalence is drug pressure due to frequent self
medication or the inappropriate use of antimalarial
drugs for the management of any kind of fever or
headache. A previous study conducted in Socofa
revealed that 35.5Va of the study population practicing
self-medication against malaria.'

Monitoring of parasitemia among the resistant cases

is shown in Table 4. There was marked reduction at

day 2 for all cases, and half of them became free of
parasitemia at day 4 but became positive again at day
6. In the other half, the reduction continued until day 7
without clearance.

The resistance existing among our sample is of early
Rl (7 .69Vo) and RII (7.697o) types. In comparison to
studies conducted in other areas in Yemen, there was
no RII resistance detected in any previous 1-day in
vivo study conducted in the Republic of Yemen. The
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CONCLUSION

In order to study the response of P. falciprtrum to
chloroquine among the elementary school children in
Hudibou, Socotra Island, a standard 7 day in vivo test
was conducted. The study showed that among the
study population of 728 pupils, four cases (15.387o) of
chloroquine resistance were observed, of which
2(7.69Vo) represented early RI and 2(7 .69Vo)

represented RII.
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of Medical S

(92.31Eo ) became parasite free by day 4; however, at
day 6, recrudescence occurred in 2 cases (j.6gEo).
Four cases (15.38%) demonstrated positive
parasitemia at day 7.

Of 26 positive cases meeting cirteia for in vivo
testing, four (15.387o) were resistant to chloroquine.

As shown in Table 3, in cases No.l and 2, the
parasiternia cleared at day 4 then there was a
recrudescence at day 6, while in cases no.3 and 4 there
was marked reduction in the parasitemia without
clearance.

Dav Parasitem
Case No.

I
Case No.

2
Case No.

.,
Day 0 5300 6700 43500

Day 1
2900

(s4.72Ea)
6000

(89.55Vo)
7400

(17 .01vo\
110s0

(42.OZVo)

Day 2
1700

(32.077o)
2400

(35.82Eo\
3600

(8.277o\
8350

(31.7 5Va)

Day 3
800

(15.09Eo)
1000

(14.929o)
3100

(7.l2Vo'l
6800

(2s.86%j

Day 4 0 0 2500
(5.7 5Eo)

6100
(23.19%)

Day 5 0 0 2000
(4.6Vo)

4500
(1'.7.ttvo)

Day 6
1300

(24.52Ea)
600

(8.95Vo)
1300

(2.99Va)
3600

(13.69Vo\
1400

(26.42Vo)
1100

(16.42Ea)
1050

(2.4tEo)
2250

(8.56Vo)

Table 3. Monitoring of parasitemia
among resistant cases.

Figure 3 demonstrates the overall resistance pattern
found in the cases. Two cases were early RI (7 .6gEa)
and two cases were RII (7 .69Vo); the remaining 22
cases (84.607o) were sensitive.

Figve 2. Prevalence of chloroquine resistance.

Sensitive,

84.60%

Figure 3. Degrees of resistance.

DISCUSSION

In the elementary school in Hadibou, 1255 chidren
are registered. Only 728 of them were included in our
study because the school attendance was decreased
because of the holy month of Ramadan and the Eid
holidays. Most of the children who were not included
in the study were pupils of the first, second and third
classes and belonged to the youngest (6-9) age group.
As a consequence, the age group of 10-14 years was
the largest group (78.987o) in the sample. Of the 728
children exarnine d,, 82 (1 I .26Ea) demonstrated positive
parasitemia. This result is markedly lower than the
results of previous studies conducted in this Island.
The prevalence was 26Vo in the cold season,T and
22.2Va in a short study conducted in the elementary
school among a large study conducted by WHO and
the Ministry of Public Health to evaluate the situation
of roll back activities against malaria after the
disastrous rainlall and floods in the Island during
November and December in 1999.8

From our point of view, this can be explained by the
low amounts of rainfall in that year in comparison with
the average amount of rainfall in the wet season
(November to December) annually. Another possible
explanation is that our study was conducted aftbr the
well ananged campaign for Roll Back Malaria in the
Island, organized by the Ministry of public Health,
WHO, and other parmers. which started in February
2000.E The highesr parasire rate was found in the agl
group 6-9 years old. According to sex, the parasite rate
was slightly higher in males (11.687o) than females
(lO.73Eo), which was not significant statistically. From

G

First degree

15.38% Resistant
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- Sensitive: clearance of asexual forms of parasites

within 7 days of the beginning of the treatment without
recrudescence,
- First degree of resistance (RI): clearance of asexual
forms of parasites, followed by recrudescence within 7

days of the beginning of the treatment.
- Second degree of resistance (RII): marked reduction
of asexual forms of parasites, but without clearance

within 7 days of the beginning of the treatment,

followed by recrudescence.
- Third degree of resistance (RIII): no marked
reduction oI asexual lorms of parasites.

Special forms were prepared, one of them for
recording all needed information for each child, and

the other to record information about all children under
study. Chi-square test was used to calculate the
probability of statistical significant deference between
variables.

RESULTS

The study included 728 of the elementary school

children in Hudibou during the period from November
4-November 2412O0O. Twenty seven were from 6 to 9
years of age (3.7Va);575 were from 10 to 14 years of
age (78.9Vo), and 126 were 15 years of age and over
(17 .3Vo). Our sample consisted of 411 males (56.4 Vo),

and 317 females (43.6Vo). Ott of7 28 children, 82 were

infected with malaria parasites. The parasite rate was

ll.26Vo. The parasite rate varied according to the age

group (Table 1).

Of the 82 positive cases, 72 were infected by P.

falciparum, while 6 were infectedby P. vivax.

From Table 1, it is clear that the youngest age group

(6-9) is the most affected. The difference in the
parasite rate among children aged 6-9 years and

children aged 10-14 years was not statistically
significant (P= 0.630). The parasite rate among

children aged 10-14 years was less than that among

children aged 15 and more years. This difference was
statistically significant (P= 0.012) .

Of 411 male children, 48 (11.68Vo) were positive for
malaria. Of 317 female children, 34 (10.731o)were

infected with malaria parasites. This difference was not
statistically significant (P=0.686).

From the 82 positive cases, only 26 (327o) met the
criteria to be included in the study. The reasons for
exclusion included low parasitemia (less than 2000
/mm31, high parasitemia (more than 100,000 /mm3),
infection other than P. falciparum, history of taking
chloroquine within the previous 14 days, and

discontinuation (Figure 1 ).

Hish Parasitemia

viuuX"inl"rion oi.lslinuution

Figure 1. Reasons for exclusion.

We studied the initial parasitemia among all positive
cases which met the criteria to be included in the in
yiy, test; almost half of the cases had an initial
parasitemia up to 10000 parasites pe. --t The
distribution of parasitemia among cases is shown in
'lable 2.

Table 2. Initial parasitemia among

Positive cases (n = 26).

Of the 26 cases meeting the criteria, 19 (73.08Va)

became free of parasites at day 2 while 24 cases

...e,,.sSsrslsu a.9Li;-oJl L-)\lo.ll

Table 1. Parasite rate according to age group.
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yeer,90Vo of them occurring in Africa.l In the Eastem
Mediterranean Region at the present time, abottt 45Vo
of the population lives under the risk of both
Plasmodium falciparum (P. falciparum) and P. vivax,
and an additional 15% under the risk ofP. uivar alone.
The estimated number of cases occurring in the region
annually is of the order of 13 million, of which TOVo
are caused by P. vlvar.

Of all estimated cases, 96Vo occur in just five
countries: Afghanistan (mostly P. vivax), l,Jiaq
(exclusively P. vivax), Somalia, Sudan, and Yemen
(mostly P. falciparaz). The estimated deaths are about
35000 a year, with -the majority occurring in Somalia,
Sudan, and Yemen.2

Malaria represents a public health problem in the
Republic of Yemen. The predemonent parasite is p.

lalciparum.'o5 Malaria in Socorra lsland is regarded as
highty mesoendemic or hyperendemic:o this level ol
endemicity was confirmed by a recent longitudinal
study conducted during the period November 1996-
october 1997.7 Khalifa8 confirmed that malaria is
considered as the main disease in Socotra Island;
moreover, the treatment of malaria there is haphazard.

Drug resistance in malaria has been defined as the
ability of the parasite stain to survive and or multiply
despite the administration and absorption of drug given
in a dose equal to or higher than that usually
recommended, but within the limit of tolerance of the
subject.e

The spread of chloroquine(CQ) resistant malaria has
a dramatic impact on the level of malaria mortality in
most epidemiological contexts in tropical Africa,l0 and
in . other areas.ll Malaria remains i major cause of
childhood morbidity and mortality. The changing
susceptibility of the malaria parasite to drugs means
that it is no longer possible to make a global
generalization about its chemotherapy.l2

Many studies in Africa, the Amazon, and Southeast
Asia have revealed that children are at high risk of
resistant malaria.ll-16

Generally, there have been limited studies on
chloroquine resistant malaria in Yemen. Some were in
vivo and. others in yitro. Some rcvealed first degree

resistance, while others revealed parsites sensitive to
chloroquine.lT 22

Unfortunately, such studies have not been conducted
in Socotra Island, although many factors marking the
area at high risk for developing CQ resistant malaria
are present there including high endemicity of malaria,
misuse of anti-malarial drugs, and self-medication with
antimalarial drugs.6'8 The study objectives were to
measure the prevalence of malaria among primary
school children in Hudibou, to detemine the
magnitude of susceptibility of P. falciparum to
chloroquine, to report the degree of resistance, if
present, and to calculate the mean parasite clearance
time.

METHODS

The study was conducted in Hudibou, Lhe capital
city of Socotra Island, Republic of Yemen. Socotra
Island is the largest Arabic Yemeni island situated in
the Indian Ocean. A cross-sectional descriptive study
(prevalence study of chloroquine-resistant malaria)
was conducted among elementary school children.
The survey method was adopted, using the standard
WHO 7 day in vivo test. Seven hundred twenty eight
children were enrolled in our study. The inclusion
criteria were: single species infection (P. falciparum),
not less than 2000 and not more than 100.000 asexual
parasites per cubic ml of blood, and no history of drug
ingestion (4-amino quinolines, quinine, and
tetracycline) within the previous 14 days. Written
"with explanation" informed consent was obtained
from each subject. In the case of very small children,
the consent was obtained from the father. Thick and
thin films were obtained from each individual every
day using sterile (disposable) lancets. Three percent
Giemsa stain was used for staining blood films for 30
minutes. Positive cases were treated with chloroquine
phosphate (10 mg/kg on the first and second days, and
5mg/kg on the third day). Clinically severe cases or
cases with a high level of parasitemia were excluded
and treated immediately according to the standard
regimen, taking into account their health status.
Fansidar and quinine as a second and third line of
treatrnent were available for the treatment of the
resistant cases after completion of the study period.
Monitoring of the response of malaria infection to
treatment was recorded based on the threshold of
microscopic potency of parasitemia as follows:
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ABSTRACT

Qiiuttoc: OnIy a few studies of chloroquine-resistant mctlaia haye been conducted in the Republic of Yemen;

such studies have not been conducted in Socotra Island. It is the aim of this study, to conduct such a study among
the school children on the island.

/lethis: A cross sectional descriptive study using a 7 day in vivo test was conducted in order to determine the
prevalence of malaria among elementary school children in Hudibou (Socotra Island), to study susceptibility ofP.
falciparum to chloroquine, and to determine the degree of chloroquine resistance.

Kuttlb: Findings revealed that the prevalence of mnlaria was I lVo, chloroquine-resistant malaria was found to
be 15.38Vo. First and second degree of resistance were reported.

Conclaston: Four cases (15.387o) of chloroquine resistance were observed, of which 2(7.69Vo) represented early
RI and 2(7.69Vo) represented RII.
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INTRODUCTION
Malaria still remains one of the most

diseases occurring in the world. At present,

JABMS 2006;8(3):216-21E

*Ali Mohamed Assabd, MD, Cornmunity Medicine Department, Faculty of Medicine & Health Sciences, Sanaa Univercity, P. O. Box 13189 Sanaa,
Republic of Yemen. E-mail: aliassabri@yahoo.com
*Haykal Abdulla Al-Muhdar, Faculty of Medicine & Health Sciences, Sana a University, Republic of Yemen.
*Moharruned Saleh Abdulrazaq, MD, Faculty of Medicine & Health Sciences, Sana a University, Sa[a a, Republic of Yemen.
*Saeed Saleh Al-Derwi, MD, Faculty of Medicine & Health Sciences, Sana'a Unive$ity, Sana'a, Repubtc of Yemen.
*Jamela Saleh Al-Reyashi, MD, Faculty of Medicine & Health Sciences, Sanaa University, Sanaa, Republic of Yemen.
*Adel Ali Al-Anesi, MD, Faculty of Medicine & Health Sciences, Sana a Universify, Sanaa, Republic ofYemen.
*Manal Abdolwadood Dogeish, MD, Faculty of Medicine & Heallh Sciences, Sanaa University, Sana4 Republic ofYemen.

countries or territories in the world are considered
devastating rnalarious. The incidence of malaria worldwide is
about 100 estimated to be 300-500 million clinical cases each
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patientsl6'17 which was also correlated with clinical
stage.ts't9'20

Higher levels of IL6 and expression of its two
receptor subunits, IL6 R and signal transducing
glycoprotein 130 (gp130) were detected in breast
cancer tissues in association with earlier stages of the
disease, reportedly predicting a better prognosis in
disease progression.l r

In vitro dat^ suggest that cytokines such as IL6 may
provide growth stimulus for breast cancer cells but the
mechanism is still unclear. One possible explanation
lies in the fact that most breast cancer cells are
estrogen-dependant in their growth; IL6 is thought to
exert some effect on cellular proliferation by means of
a steroid-catalyzing enzyme in the tissues which
enhances breast tumor growth.2l'22'23 It is possible that
in tumors that express three or more steroid-converting
enzymes, these enzymes may work with the cytokines
to provide sufficient quantities of bioactive estrogen
from less active precursors and thus overcome the
normal inhibitory effect that cytokines have on cell
growth."''5

Metastatic breast cancs is currently incurable.
Patients with localized breast cancer and locally
advanced tumors have a higher risk of recurrence and
subsequent death from disease. Interleukin 6, which is
implicated in mediating immune surveillance, may
influence recurrence and metastasis. We compared the
serum level in patients with local recurrences to those
with distant metastasis and found that there was a
difference in levels at different metastatic sites.

Serum IL6 was significantly higher in metastatic
breast cancer patients than in those with local
recurrence. This is in agreement with the results

REFERENCES

reported by Benoy et all7 in which levels of IL6 were
elevated nearly 10 times in metastatic breast cancer
patients compared with loco-regional disease.

Higher detectable levels of IL6 were found in
patients with numerous metastatic sites and the liver
than in those with a single metastasis in bone, brain, or
lung. These results were in agreement with results
reported by Sagallo et alt and Zhang and Adachi.26

Many factors can influence cytokine production and
subsequent serurn levels, which can confound the
relationship between these substances and disease
progression. Polymorphism in the IL6 promoter region
appears to modulate serum levels of the cytokines via
regulation of gene transcription and provides important
information linking IL6 to breast cancer recunence
and metastasis.26 Serum IL6 levels have been directly
associated with serum levels of soluble intracellular
adhesion molecule-1 and E-selectin which are tumor
markers that play a role in the progression and
metastasis of breast cancelt by enhancing adhesion of
tumor cells to endothelial cells at distant sites.

CONCLUSION

Our results suggest that serum levels of IL6 may be
a discriminative factor separating healthy controls,
patients with local recurrence, and patients with
metastatic breast cancer. Further studies are required to
investigate the importance of IL6 as a predictive factor
for breast cancer recurrence and disease progression.
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14.51). The Fisher and analysis of variance
(ANOVA) tests demonstrated significant differences in
the means of IL6 between the groups studied (p <
0.000s).

lnterlukin

Oontrot Stage stage satage stage

tulnor stage

Figure l. Serum inrerleukin 6 levels (pg/ml)
in breast cancer patients at different clinical stages.

There was a significant increase in the level of IL6
(P < 0.05) in stages I, II, III and IV when compared
with heahhy controls. The increase in the IL6 level in
stage III breast cancer patients was not significant (p >
0.05) when compared with stage II patients, while
Stage IV patients showed a significant increase in IL6
levels when compared to patients at stage II and III, so
there is a significant correlation between serum IL6
levels and different clinical stages of breast cancer (p
<0.05).

The levels of IL6 were measured in breast cancer
patients with different metastatic sites and were
compared with the level of IL6 in patients with local
recurrences. The following results were noted in
Table 2.

(37.00 pg/ml 4.24) and (62.5 pglml 6.45)
respectively. Statistical analysis showed significant
differences in IL6 level in parients with different
metastatic sites.

numerous

lung

brain

bone

live r

local

lnterlukin mean value ( pg/ml)

Figure 2. Interleukin 6levels in breast cancer patients
with different metastatic sites.

The lowest significant difference (LSD) test showed
a significant increase in the level of IL6 in patients
with liver and multiple metastases when compared
with patients with local recurrence and those ;ith a
single bone, brain, or lung metastasis (p< 0.05).

There was no significant difference in the level of
IL6 in patients with bone, brain, lung, and local
recurrence when compared with each other.

DISCUSSION

Cytokines may stimulate cancer cell growth and
contribute to local recurrence as well as metastasis. Of
these IL6, which is secreted from cells of the immune
system, is the most potent factor. The continuous
synthesis and secretion of IL6 increases its serum
concentration in a manner that might be useful as a
marker of immune system activation and disease
progression.

Significantly higher serum levels were detected in
breast cancer patients compared to a normal healthy
control group with direct association to different
clinical stages. Comparable results were reported in
several studies, which revealed statistically higher
serum concentration of IL6 in breast cancer
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Site of metastasis Number IL6 level (Ds,/ml)
Local 6 27.O5.O9
Liver 7 52.56.4
Bone 7 33.06.7
Brain 7 27.53.5
Lung 7 37.04.2
Multiole 7 62.5.4
Total 41 40.115.02

*Mean values standard deviation

Table 2. IL6 levels in br.east cancer patients with
di llerent merasratic sires.

The mean values of IL6 serum level in local
recunences; liver, bone, brain, lung and numerous
metastases were (27 pg lml 5.09), (52.500
pg/m16.45), (33.00 pg/m16.7),(21.00 pgtnt 3.53),
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INTRODUCTION

Breast cancer is one of the most common four
cancers affecting women. It is the second most
common cause of cancer deaths following
bronchogenic carcinoma. Early diagnosis and staging

of the disease are important in controlling progression

and metastasis. Tumor markers may be helpful in the

initial assessment of the extent of disease as well as in
monitoring tumor growth and recurrence. Interleukin
6 (IL6) is a pleiotropic, proinflammatory cytokine
which is produced by a number of immune system

cells that invade and infiltrate tumors including
macrophages, T lymphocytes, B lymphocytes,
fibroblasts, endothelial cells in addition to tumor cells.

Interleukin 6 may be involved in the host immune
response to a tumor and may play a role in the
proliferation and metastasis of cancer by up regulating
anti-apoptotic and angiogenic proteins in tumor cells.'
Elevated levels of IL6 are observed in human body
fluids during acute and chronic infections, neoplasia,

autoimmunt diseases, psoriasis,2 rheumatoid arthritis,
multiple myeloma,3 chronic inflammatory diseases,

and certain tumors.a Several studies addressed an

elevated serum level of IL6 in a variety of cancers

including lung,5 prostate,6 and ovarian cancer.t lt has

also been correlated to different clinical stages in
colorectal cancers and with tumor size and grade in
sarcomas,t suggesting that IL6 is a useful factor for
determining prognosis, extent of disease and tumor
progression.5'6'e't0 In breast cancer, expression of IL6,
IL6 receptors and glycoprotein 130 were associaled

with good prognosis.rr while in metastatic breast

cancer, elevated serum levels of IL6 were correlated

wirh ooor survival.r'12 Lnterleukin 6 decreases

significantly after vaccinationr3 and chemorherapy 
r"

The airii of this study was to evaluate the serum

level of IL6 in women with breast cancer at different
clinical stages and with different metastatic sites.

METHODS

Ninety+hree female patients with breast cancer were

included in the study.

Clinical staging was established on the basis of the

American Joint Committee on Cancer.15 Samples were

examined after mastectomy before any adjuvant

therapy was given. The results were compared with
those of 20 healthy controls. Blood samples were
collected from patients at both Al-Kindy College of
Medicine and the Hospital of Nuclear Medicine and

Radiotherapy in Baghdad by authorized health staff
from August 15 to September 15,2004. Serum was

separated and preserved at a temperature of G15'C).
Enzyme linked immunosorbent assay (ELISA) was

used for determination of serum IL6 level according to
the specifications of the manufacturer (MBTECH).
Monoclonal antibody specific for IL6 cytokine was

fixed to the surface of a microtiter plate. The standard
samples and standards were applied. A second

antibody which was biotinylated was used to detect the

antigen; streptavidin alkaline phosphatase was then

added. Addition of phosphate substrate (Sigma) for the

enzyme allowed detection of the bonded antigen via a

colorimetric reaction.

Statistical analysis: Analysis of variance (ANOVA),
lowest significant difference (LSD), and corelation
were used to assess the significance between the

studied groups.

RESULTS

The mean age of the study group was 47 years

(range 30-69 years). Seven cases were found to be

stage I; 14 cases were stage II; 11 cases were stage III;
and 35 cases were stage IV. Serum levels of IL6 were

assessed in patients with breast cancer and 20 healthy
controls. The clinical stages and the mean values of
IL6 are summarized in Table 1. (Some cases were

excluded because accurate staging was not available).

*Mean valueststandard deviation.

Table 1: Serum IL6 levels (pg/ml) in breast cancer
patients at different clinical stages.+

Stage I patients had the lowest mean value of IL6
(13.7 pg/nil 8.6). The highest level was present in
stage fV patients with a mean value of (45.06 pglml
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ABSTRACT

Qiioutoe: Interleukin 6 is pleiotopic, proinflammatory cytokine that may be hetpful in the initial assessment of
breast cancer growth and monitoing tamor progression, recunence, and metastasis.

TtletAols: Serum interleukin 6 levels were evaluated in women with breast cancer at different clinical stages and
metastatic sites and controls using the ELISA technique-

RuuLt: Our results revealed significantly higher serum interleukin 6 levels in breast cancer patients compared
to a heahhy control Sroup (P<0.05) and a direct association with different clinical stages. Serum interleukin 6
levels were signfficantly higher in metastatic breast cancer than with local recurrence e;0.05). Higher detectable
levels of IL6 were found in patients with liver and numerous metastatic sites than in those with a single metastasis
in bone, brain, or lung.

Concl atinn: These dnta suggest that IL6 level may be a useful discriminative factor separating healthy controls
and breast cancer patients, and patients with local recurrences or metastatic disease.
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Now, for the very_ first time, 
. 
a low molecular weight heparin has received a licence for the

treatment of PE. This means that instead of having to give 
-patients 

a continuous i.v. infusion of
unfractionated heparin' yo.u cln simp.ly g1v-e them ioncJ-daiiy injection of innohep, which is just
as effective,t but without the drawbaiks of having to maintain an intravenous line. 

^

innohep is the only truly once-daily treatment for PE and DVI and is also available as variable-dose
ryninges for added convenience and simplicity.

innohepo Anlicoaqula. . Tnzap.r. sod,un. Vi.ls of 2 ml IO.OOO anlr-Xa
lu/a, p'esefreo wilh bFn2y' a.ol.or ]i./apa r )odLn 2o,OOO sr !-ta tJ n. ore5etoeo w,ln
be./yl alc ohol, srdb lzed s1l- sod ur b srlpl ire. Syrlnse ot 0.35 mt or 0.45 mt r]nTarar n sod
un 1 0,000 ar Xa U hl Gradual€d svdnqe ol 0.50 m|. 0.70 mt or 0.90 mt Trnzaoa;n \ooium
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