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On the occasion of 30 years anniversary of the Arab Board of Medical Specialization, I want to remind our

readers of the followings:

The Arab Board of Medical Specializations was established in 1978 by the council of Arab Health Ministers.

The goal of the Arab Board is to improve health services in the Arab countries by providing highly qualified

doctors in all specialties and sub specialties. To achieve this goal, the Arab Board formed many scientific councils

to set up the cunicula for postgraduate training in nearly all medical specialties. These councils are composed of

representatives ftom all Arab member countries.

The councils are considered to be the highest authorities in matters conceming recognition of haining centers,

examinations and certification. Those doctors who have completed all training requirements and have passed the

required examinations will be granted the certificate of the Arab Board.

The certificate of the Arab Board is considered to be the highest postgraduate degree a doctor can obtain in a

medical specialty or sub specialty and it is recognized in all health providing institutions across the Arab World.

Doctors who obtain the Arab Board certificate can work as specialist or can persue academic career in many

universities in the Arab countries.

Thousands of highly qualified doctors who obtained the Arab Board certificate are working in all health care

providing institutions including medical schools across the Arab World. Thousands are still under training will

graduate one day to join their colleagues in providing the best care for their countries.

The Joumal of the Arab Board of Medical Specializations was first published about 10 years ago. It deals as it is

known with publishing of original articles and well selected abstracts of papers recently published in intemational

joumals to keep the reader of our joumal up to date.

It is used to contain some informations about academic activities of the Arab Board, but recently we separated

these activities form the journal to keep it pure scientific. Our ultimate goal is to make this joumal medically

indexed joumal.

Future plans of the Arab Board of Medical Specializations are to introduce the CME (Continuing Medical

Education) program and to hold conferences, workshops and symposia" We hope that we can achieve these

additional goals in the near future.

Professor M. Hisham Al-Sibai
Editor-i n -c hi e f

Secretary General Assistant of the Arab Board of Medical Specializations
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IMPORTED MALARIA IN BAHRAIN DURING THE PERIOD 2003-2005:
SPECIES AND MANIFESTATIONS
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ABSTRACT Methoils: Descriptive study using senice statistics
of all reported malaria cases in Bahrain for three

Objective: The Kingdom of Bahrain has been free of years by reviewing the medical records of all malaria
endogenous malaria for the past 25 years. However, cases across all age groups that were admitted to
the high number of immigrants and the frequent Salmaniya Medical Complex (SMC).
travelers to the endemic areas has resulted in malaria Resuks: During the three-year period, there were
cases in the country. This review presents all malaria around 428 diagnosed malaria cases in the Kingdom
cases that have been reported during a three-year of Bahrain, out of which 123 cases were admitted
period.from January 200j to December 2005. to SMC. Among the admitted patients, 90Vo were non-

*Huda M. Al-Ansari, MD, Consultant in Pediatric Infectious Diseases, Pediahic Department, Salmaniya Medical Cenfe, P.O.Box 12, Bahain.
*Safa Al-Khawaja, MD, Consultant in Intemal Medicine, Infectious Diseases, Department of Intemal Medicirc, Salmaniya Medical Cenuq P.O. Box 12,
Bahrain. Lmail: Skhawaj a@healthg ov.bh
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Bahraini, and l0%o were Bahraini all of them were

found to haye had a recent travel to malaria endemic
areas. The most common type of malaia detected was
Plasmodium Vivax (P.Vivax), which was present in 84
patients (7lEo), followed by Plasmodium Falciparumin
(P. Falciparum) in 22 patients (19Vo). However, a
m*ed infection (P. Vivax plus P. Falciparum) was
encountered in I0 patients (8.51o), and an unidentified
species was found in 2 patients (1.5Vo). Mean age of
patients was 30 years (30!12 years) of them 84ok were
males. The most common clinical presentation was

fever (100Vo), while thrombocytopenia was the most
common laboratory finding (84Vo).

Conclasions: During the three-year period of the

study, there were no locally acquired cases of malaria
in the kingdom. All patients were treated successfully
rrith the available anti-mahrtal drugs.

INTRODUCTION

Malaria is still one of the most devastating diseases

in the world. There are around 100 countries in the
world considered malarious or malaria-endemic areas.

Worldwide incidence of malaria is reported to be

approximately 300 to 500 million cases, and every
year, there are about 700.000 to 2.7 million deaths

occuning due to malaria, especially in children of the
developing countries in the tropical region.
Predominantly, P. falciparum is the species found to
be the cause for malaria in ffopical Africa, Southeast
Asia, Oceania, Haiti, the Amazon basin of South
America, and the Dominican Republic. Whereas, P.

Vivax is the one found to be the cause in Central
America, the Middle East, India and Pakistan.r Around
40Vo of the world's populations living mostly in the

world's poorest countries are at the highest risk of
malaria, with the most cases and deaths being reported
from poor countries Like the sub-Saharan Africa.2

Frequent international travelling to countries around
the world, which has become very common, has

changed the conventional epidemiological description
of most of the endemic infectious diseases. Such
epidemic diseases were earlier limited to only certain
parts of the world but now are also prevalent in areas

that were conventionally free of that diseases. Malaria
is a typical example, as around 30.000 travellers from
industrialised countries contract malaria each year.3

Although malaria transmission has been brought
under control in most of Arab Gulf countries,a there

are still some hotspots remaining in the southwestem
regions of Saudi Arabia, with the highest incidence in
Gizan and Asir,s-? which necessitates stringent control.
Iraq, Saudi Arabia and Oman are considered to be
endemic for malaria, with an estimated incidence of
0.01iI000 population. 0.0211000 and <0.01/'l000
re spectively . 

a

Through an active surveillance system of all
possible mosquito breeding sites, and successful
elimination of all sites of endogenous malaria,
Kingdom of Bahrain was considered to be malaria-free
from 1979. Since then, surveillance is going on to
prevent re-emergence of malaria in Bahrain.8

There are a total of 22 Hmary Health Centres

covering the entire kingdom of Babrain, making it easy
for most of the foreigners to access. There are two
tertiary care govemmental hospitals: Salmaniya
Medical Complex (SMC) and Bahrain Defence Force
Hospital (BDF). The latter basically treats the military
recruits.

By the Kingdom s law, all governmental and private

hospitals, health centers and clinics need to report
confirmed malaria cases that are detected through
laboratory tests (positive blood smears for malaria
parasites) to the public health directorate.

They, in tum, report the cases to environmental
health section for surveillance and investigation. Such
reported cases are recorded and followed up by
public health inspector.

METHODS

Descriptive study using available data from
Environmental Health section in Public Health
Directorate was conducted. There was 428 malaia
cases reported to Environmental Health section in
Public Health Directorate, Ministry of Health from
January 2003 to December 2005. Out of this 428
cases; 123 were admitted to SMC; those 123 cases

were further evaluated by reviewing their files. 5 files
were missing, accordingly only 118 patients were
included in this study.

RESULTS

In total, there were about 428 cases diagnosed with
malaria in Bahrain. The annual figures for repoded
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malaria cases during the study period (2003, ZOO4 zl,td
2005) was 147, 179, 124 respectively. The majority of
malaria cases were diagnosed and managed by tertiary
care hospitals with SMC managing 194 cases, which is
almost double of the number of cases in BDF hospital
throughout all three years. Whereas, local health
centers also attended cases that were close to that of
BDF with 90 cases, and a few cases were treated by
the private clinics and hospitals, (detailed figures
shown in Table 1).

Hospital 2003 2004 2005

Sa.lmania Medical Center 69 88 37

Govemmental Health Centers 39 22 29

B. D. F. Hospital 21 43 36

Private hospitals and clinics l8 26 22

Annual total 14'7 179 t24

Table I . Reported cases of malaria
in Bahrain during 2003-2005.

Demographic data: The study took a total of 118
cases under consideration across all age-groups from 1

to 63 years. There were more males than females, with
a ratio of 5.3:1, while the mean age at presentation was
(30+12 years).

Nationalities; The study took into account the
nationalities of the cases and it revealed that non-
Bahraini constituted 94qo of the total cases while
Bahraini patients constituted only 67o of them. The
most common non-Bahraini population were from
India and Pakistan, which put together, constituted a
whopping 877o of the cases (detailed figures are
illustrated in table 2).

Nationalitv

Bahraini 1 (6Vo)

India s6 (47%)

Pakistan 47 Goqa)

Sudan 2 (l.87o)

Bangladesh 2 (l.8Vo)

Ethiopia 2 (l.8Vo)

Yemen 1(0.gca)

Greece 1 (.0.9V")

Travel to €nd€mic area prior to presentation:
Table 3 illustrates the percentage of patients compared
to various destinations to which they recently
travelled. The information of patients' travel to
endemic area prior to presentation was recorded for
about 100 cases, while for the rest of the 18 patients
(out of 118) were unavailable. Invariably, all 100
patients gave a history of recent travel to endemic
areas of malaria prior to clinical presentation. As the
figures in the table suggest, 8870 of the patients
contracted malaria as a result of travel to two
countries, namely India and Pakistan, while the
remaining l2Vo contracted the disease from other
countries such as Yemen, Sudan, Bangladesh, Ethiopia
and other pafis of Africa (detailed figures are
illustrated in table 3).

Country of recent travel

Pakistan 46 (46Eo)

India 42 (42so)

Yemen s (5%)

Sudan 2 (2Vo)

Bangladesh 2 (2Eo)

Ethiopia 2 (2Vo)

Africa I (|Vo)

Table 3. Recent travel outside Bahrain.

Table 4 exhibits the lint between time of arrival to
Bahrain and the clinical presentation of malaria, which
was recorded in about 73Vo of the cases. With regard to
P. Vivax, there were only 13 cases (157o) reported
coming to Bahrain from an endemic area less than
three weeks prior to clinical presentation of malaria,
whereas for P- Falciparum, the majority of cases
(63Vo) were reported for the sarne period of time. This
might be explained by the fact that patients infected
with malaria parasite P. Falciparum communicates
(sought medical advice) quicker than those with P.
Vivax do; possibly due to the severity of the illness, or
possibly most cases of P. yivax reptesenL reactivation
of hypnozytes rather than recent infection, while for P.
Falciparum it would represent recent infection before
anival to Bahrain.

The maximum time lapse between coming from a
malarious area and the onset of malaria was found to
be 3 years (detailed figures are illustrated in table 4).Table 2. Nationalities of patients with malaria.



Table 4. Time of arrival to Bahain prior
to presentation of malaria.

Type of malaria parasite and the country of
recent travel: Table 5 represents the number of cases

affected by each type of malaria parasite against the

country of recent travel by the patient. As mentioned

earlier, P. Vivax was the most common type of malaria
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species encountered among all cases. The highest

portion of this parasite was found in patients who

recently travelled to India, followed closely by those

who visited Pakistan. This order is inter-changed for
the P. Falciparum parasite. Pakistan tops in the rate of
mixed infection, which was seen in 10 (8.57o) cases.

Of the other countries visited, Yemen and Sudan had

equal distribution of incidence between the two types

of parasites (detailed figures illustrated in table 5).

Clinical presentation and hematological findings

on initial presentation: It was unfolded frorn the

recorded details that, invariably, fever was the

common initial clinical presentation of malaria (1007o).

Other symptoms found were hepatomegaly and

splenomegaly found in 13 (Il7o) and ll cases (9.2Vo)

respectively. Anaemia, which is defined in this study

as Haemoglobin <12 gldl, was present in 69 cases

Duration

1-21 days 13 (ts%) 14 (63Co) 2 (22E )

22 days to
1 year

46 (s4C.) 4 (18%) 4 (44Ea) t (sUEa)

>l year 2 (2.3%)

unknown 24 (289a) 4 (t8Eo) 3 QaEo) | (soEo)

Total 85 22 9 2

Pakistan 29 (63Vo) tt (24E") 5 (lIVo) I (2co)

India 34 (8rEo\ 5 (12Vo) 2 (5Vo) 1(2Vo)

Yemen 2 (40Vo) 2 (40Vo) | (2OEa\ 0

Sudan 1(50Eo) 1(507o) 0 0

Bangladesh 2 (tjoE ) 0 0 0

Ethiopia 2 (100Vo) 0 0 0

Africa 0 | (to,Eo) 0 0

Not documented 15 (83Vo) 2 (11Vo) t (6Va) 0

Total 85 22 9 2

Table 5. Type of malaria parasite in relation to the country of recent travel'

Species

P. Falciparum 22

Chloroquine 6 (27 Eo)

Chloroquine followed by other regimen 12 (54Vo)

Quinine & DoxycYcline 3 (l4Va\

Inapproprialg4gtmen _ 1 (57o)

P- Vivax 84

Chloroquine 72 (92E )

Chloroquine followed by other regimen 6 (6.sE")

Quinine & DoxYcYclE" t (l.5Vo)

Mixed
infection

10

Chloroquine 4 (40Eo\

Chloroquine followed by other regimen 4 (40Eo)

Quinine & DoxYcYcline 2 (20Vo)

Unknown
species

2 Chloroquine 2 (t008 )

Table 6. The different regimens used in treating each parasite'
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(59Vo); moderate anaemia (Hb 9-12 gldl) was present
in 54 cases (46 Vo), while severe anaemia (Hb< 9 g/dl)
was present in 15 cases (137o). Thrombocytopenia,
defined as platelet count of less than 150000, was
encountered in 98 patients (837o); oul of whom 18
patients (1570) had severe thrombocytopenia with a
platelet count of less than 20000. According to the
records, there was no significant difference among the
incidence of thrombocytopenia against each
plasmodium species with P. Vivar fotnd in 84Vo, P.

Falciparum in17%o and mixed infection in 807o of the
cases. But severe thrombocytopenia (of platelet less
than 20000) was hiihly encountered in patients with P.
Falciparurn (27Vo) when compared to those with that
of P. Vivax (l3%o) or mixed infection ( 107o).

Treatment: Table 6 illustrate the different regimens
used in treating each paratise.

DISCUSSION

Malaria is a notifiable disease in Bahrain, monitored
by a systematic approach to ensure regular and
efficient reporting of the disease from all quarters of
the healthcare facilities. During the 3-year study period
(2003-2005), there were no cases of endogenous
malaria in the kingdom, and the number of imported
cases was almost constant during that period, with an
average of 150 cases per year. Comparing our results
with that of previous malaria status in Bahrain,
Mahmood et al reported a peak of 600 cases in 1977,
and then there was a steady decline till reaching a
number of 250lyear by 1992,e the number of cases

continued to be declining steadily till a reported annual
number of 54 cases in 2001 as reported by Jassem
Alkhaja et al.ro

Our study shows an increased number of malaria
and is attributed to the increasing number of expatriate
workers in the kingdom as documented by the last
national census in Bahrain in 200l.rr Also, the overall
increase in the global malaria worldwide has

significantly contributed to this higher rate as well as a
better repoding system in Bahrain.

The same trend of increasing expatriate workforce
observed in other Arab Gulf countries such as Kuwait,
and the United Arab Emirates is also contributing to
the increased incidence of imported malaria cases in
those countries.12'ls

The mean age at presentation in our study was 30
years (a!ed I to 63) which was also found in studies

conducted in Saudi Arabia.T'16 There were more males
who contracted malaria, with a sex ratio of 5.3:1. This
was due to the fact that most of the expatriate workers
in Bahrain are males who fall in the age group of 25
and 50 years and do not bring their families with them.
Similar results emerged ftom Saudi Arabia, where the
highest ratio of males was found in both endemic and
non-endemic areas.t The higher number of male
expatriate workers was responsible for malaria cases in
non-endemic area while the higher male ratio in
endemic area was due to their outdoor nature of work,
and traditionally women are fully covered and veiled
and hence are protected from mosquito bites.

Bakain has a long history of having a large
worldorce from India and Pakistan. This is a strong
factor that contributes to the high rates of non-Bahraini
malaria cases (94Vo) rncidence as these expatriates had
recently travelled to their land of origin (887o).
Another interesting fact is that even the Bahraini's who
were diagnosed for malaia (6%) had recently travelled
to endemic destinations. In concordance with these
results, Tawffeq et all? reported that majority of the
imported malaria cases in non-endemic areas in Saudi
Arabia were ftom India and Pakistan.

The type of malaria infection varied in the different
nationalities, reflecting the pattern of species at the
source of infection. P. Vivax was the predominant
species of malaria found in patients coming from
India, Pakistan, Bangladesh and Ethiopia, while equal
distribution of two species was observed in patients
coming from Yemen and Sudan.

It has been cleady observed from our study that
cases infected wilh P. Vivax who present themselves
later than 3 weeks after arrival to Bahrain (567o) may
represent reactivation of hypnozyte. However, l1Vo
who had their onset of rnalaria less than three weeks
after arrival to Bahain from endemic.area could have
contracted the infection during their recent travel.

On the contrary, P. Falciparum infected cases had
presented earlier than P. Vivax species which was
evident from the time lapse of less than 3 weeks
between arrival to Bahrain from endemic area and
clinical onset of malaria being at the peak of 63Vo. At
the same time, lSVo reported even after 3 weeks of
arrival to Bahrain, which points to the ability of the P.
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Falciparum infection to remain silent in the body for In treating mixed infection (P. Falciparum and P.

months. With advancement in molecular tools, it has Vlrrnx) cloroquine was used in the treatment of the
been suggested that a P. Falciparum infection could majority of cases (80%), being successful in 407o, while
remain silent up to one year.ts failure in the remaining 407o mandated a change from

cloroquine to quinine and doxycycline. Two cases were

Usually, the peripheral blood smear for malaria is started from the beginning on quinine and doxycycline.
conducted on all patients who are retuming travellers A1l cases were treated with two weeks course of
from endemic malaria areas presenting with fever. Fever primaquine.

was the constant clinical presentation of malaria (1007o).

Hepatomegaly and splenomegaly were found in 11% There were two cases of unknown species, and they

and 9.27o of cases respectively. Similar findings were have been treated successfully with chloroquine alone,

published in a group of malaria cases from non-endemic followed by two weeks of primaquine.

area of Saudi Arabia.T

thrombocytopenia. Nevertheless, severe

CONCLUSIONS

With this . effective surveillance system of malaria
in Bahrain. there are no active cases of malaria
transmission within the kingdom. However, the
continued presence of imported malaria into the
kingdom may pose a significant health threat,
especially in the presence of the malaria vector. Thus,
effective treatment and vigilance for cases of malaria is

needed, keeping in mind the ability of malaria
parasites to remain as an chronic asyrnptomatic
infection for years, and maintain its ability to produce
the transmissible stage. Such asymptomatic infection
can impose a challenge to local inhabitants should the
mosquito control measure get relaxed and transmission
become leasible.

In certain instances, chemoprophylaxis gets ignored
and neglected by some health professionals, and from
the results of this study, it is clear that all patients have
travelled to endemic areas. Therefore. there should be

adequate health education for patients travelling to
endemic areas.

In addition, there should be awareness of the
possibility of resistance in patients who fail to improve
clinically on chloroquine. Alternative drugs may be
used in such cases. Additionally, awareness about the
importance of primaquine therapy following P. Vivax
and P. Oyale is of paramount importance to prevent
later reactivation of hypnozytes.
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i+cl-,.Jl ottrt*_;J;Jl 6.:^-.3 a+.r-s[ll ;$ll slc' E .l^U$t -*"U
rLJl .r1U.lll ui"L^:$l+ ee;L-J! tjtltYl r:c

Khalid N. Mustafa, MD; Anvtar Shwikha, MD; Imad AJ Thanoon, MD; Farhad NA Hussein, MD.

,.,;1,,,.s' r.ofr .'r ,g9n .rLc' .r .i-3J-.1Jlii .r ,r;1".-- rJli .r

,r-ttl c,oil"

rrill slc E Cr.Qill iiL4: 01! ",ll rrL;Jl i,:" lJ.,sl- I i+r$l ,.rlJl g-!i-JJl ,Jl .9L;..,-i 'lr ol;nJ qr.i :'''-,'\ ei.rl

-U:l-r+,,iJl .rj* C. (Cll J* ,/ .l.j)Ul:F. l: djJ+rinrtll .dJ-,:,).Il ,dr.J{Nl ,:r]sll i$!l eliL:^ C;r) i+ri$l
.ALL rl-ll g-;U.Jll p:Jl g;L-:;.t .1,t-Jl ditll $. 4t"$l

:..,o..U +- ,2007 
o..,1-3.11 6e153 2004 dl,:I irJ$ dr* rJiill qf i'r *s c-r!f. I i:;.r. j 4-lJill '- +>J : es',f .9.,;!

4+"l! *;!l dor,.+J a$ilr,. lroU 'U-l ets.;il ).i! e1.;.,1ca i-'..i3 :lJl tg-e[i.JJl r$ .-EL;-".la ;*-.1* );! a-2,-,
,dr.Jyl .9,:* ({i!sl" I 6i.,,sYl 6lrL;. 6 .:* crlj !l,r\l ._/ i .!l-,!t i+.J+=Jl .:L-raix $Li ic -+l lriiil d*isllr !.'ll

crn ..uLill i-_r.+--r .,-_,rJ! L.r-- .,lc dllir ircEJl c.\::l-r*i;J1 di* C. J-Jl (J.. il.ix.-i-rFll .r+-,,iill ,a*,".!ir*Jl

d" qF+)D !J.,i '1!') .4 ;5J1,3 i..1,. e-r;"i tX .!1!.,Sj- I iJ\.ll '1!.1 
q .-;,.f1 L.r^.. .,.jc ,-,,-i ;-.,. sL-Fill d*n ;r!ol

.E Cl^l4iJl

+LJl 6UJ- ;"uJfl cs,r*: +.)!.il-i-x*Jl; ,.,:,".-rb-eJl ,&.!Jill i+-Jl :,irriJl J .t# e*^ eiDl:il rj,-.3 L! :6ritijl!

L-jJ.(P<0.001) iaL,,ill l-cr^+. elln C- ijJl'lJl+ !il-iX rLJl ,t!.Sll e).ll 'tt i cJi JJI g.eU-lJl ,Jl .;.L:el 
"---.x 

s.

c*"-&:l_r_rJl.r iAJtll ,ir.JYl .i:Kll ;l,su 6lrL^:.. (9j:* ,J fr* Or' -il .:Jr\ 1r)3ll elJl 
"j!+<lt 

6)tJt oi$ +
.t!rl + !-:l . .Jjjr++sjl ")tJr '!t l J,! U'.jFill 4- ij,)tilJL J*t rj.ll Jj*.J 4?rn&'orlJj c. !.U.it :.rl-:;l e.' eliJt 3 .:*e
:.El:;,rHr :,!-i-.-r .tu-)L ri I Fr-l :r^rjYr .i-lsill 6r,s!r JrlrL::.e3i* *3 4rr--;iij .i.e.s E -.;.liriil J" \'$- ! r.r

b t" iJii! C tuJtlJL J,Jl cJ .;,1-l:o)ill dirJi- G3 J*i: ir3rs' g3.r e!i3 , i.rpiJe -r',.11 cr-i- d u;9*. Ol€n C- aJcEJl

.;l+.:SJ e ).Jt ,ll.el

-Cl ,rl (IgG,ISA,IgM) i;cr-:Jl .aLir,,,".r&,ll (9 n*.r !rx!l 3li,:. ilL *i" Uil* i;ij ;U.rsl e),J x! : ols. Eii-Yt

.:lrl--;. ilL,,L o+ .+,:.-x ,r..,.i-..,1 Jiil (;rsi .r!.:x) E O^trlJl g15 Lip.rl. l ee:ti.lJl lrJl 
"+L;.r-.r.1 

.1;.t-Jl JUflt -r:"

.(IgG,IgA,IgM) ,rclrJl c.,lj,'lr+iill csji*-, or.j&-r-)+Jt, ,yr,,Jfut, i,lsll r$!l ,:lr!^:," qej;* 31i:Jl {-se t" 9r;.r,,s}t

Ftery

ABSTRACT

Objective: To assess lhe effects of acute
lymphoblastic leukaemia, the chemotherapy and the

addition of vitamin E as an antioxidant on oxidative

stress parameters (total antioxidant status, serum
albumin, ferritin, myoglobin, ceruloplasmin) and
immunoglobulin levek (lgA, IgM, IgG), in children
with ocute lymphoblastic leukaemia.
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Methods: The stuly was conducted in the Medical
Ciry in Baghdad, between November 2004 and
January 2007. Fifty children were included in this
study, 25 trith acute lymphoblastic leukaemia and 25
age and sex matched apparently healthy children taken
as a control group for the initial laboratory tests.
Initially for both the patients and control groups the

following parameters were assayed, total antioxidant
status, serum albumin, fenitin, myoglobin,
ceraloplasmin and immunoglobulin levels (IgA, IgM,
IgG). After chemotherapy, the same parameters were
assessed again in the patient's group, and also again
after a course of vitamin E.

Resuhs: A highly significant d.ifferences (P<0.001)
in the serum levels of ferritin, myoglobin,
cerul.oplasmin and immunoglobulins were reported in
patients with acute lymphoblastic leukdemia before
cytotoxic therapy in comparison with control group.
Afier having the specific cytotoxic regimen, there was
a significant reduction in total antioxid.ant status,
serum albumin, ferritin, ceruloplasmin and immuno-
globulins, with a stgnificant raise in serurn myoglobin,
in comparison to pre-chemotherapy resuks. After a
course of vitamin E, there was a signfficant raise in
serum total antioxidant status, serum albumin,
ceruloplasmin and immunoglobulins with a significant
reduction in serum myoglobin, without change in
serum ferritin levels in comparison to post-
chemotherapy results.

Conclusions: Chemotherapy in children with ALL
has a bad influence on antioxidant stans of the body
and immunoglobulin levels (IgG,IgA,IgM). Vitamin E
(as an antioxidant) hns a beneficial ffict as reJ'lected
by the raise in total antioxidant status, serum albumin,
ceruloplasmin and immunoglobulins (IgA, IgM, IgG).

INTRODUCTION

Acute lymphoblastic leukaemia (ALL) is the most
common type of childhood cancer.l Reactive oxygen
species (ROS) are essential for life and are involved in
cell signaling. They are used as bactericidal by
macrophages and a component of mitochondrial
respiration, but they may contribute in the etiology and
progression of many diseases.2 Free radicals have been
implicated in the pathogenesis of leukaemia.3
Antioxidants allow aerobic organisms to withstand
daily episodes of oxidative stress by counteracting the
adverse effects of free radicals which are produced by
metabolic activities within the body; in addition, they

delay or inhibit the oxidation of molecules such as
carbohydrate, fat, protein and DNA.4

Aggressive chemotherapy is the comerstone of
cancer therapy, and some reports suggested that
endogenous antioxidants are reduced in patients with
cancer, while others showed that the administration of
antineoplastic agents during cancer chemotherapy
results in much greater degree of oxidative stress than
is induced by cancer itself.s

Antioxidants use is not parf of the conventional
treatment of children with cancer but their use among
cancer patients has increased dramatically during the
past few years. A study in British Columbine showed
lhal 42qo of children with cancer were using
complementary or alterative medicine and almost half
of those children were taking vitamin supplement.6

Lipids and antioxidative factors regulate the
immune function such as immunoglobulins production
and chemical mediators release.T The impact of ALL
and cytotoxic therapy on immunoglobulin levels is not
adequately studied. The aim of this study is to assess
the antioxidative status (through measurement of total
antioxidant status, serum albumin, fenitin, myoglobin
and ceruloplasmin) and immunoglobulin levels (IgA,
IgG, IgM) in children with ALL on specified
cytotoxic regimen and after a course of vitamin E
supplement.

METHODS

The study was conducted in the Medical City in
Baghdad, between Novembet 2OO4 and Jantary 2O07 .

Patients were selected according to certain criteria,
which include children with ALL proved by clinical,
hematological and bone marrow results, planned to
have a specific cytotoxic regimen, their parents agreed
that vitamin E will be added to their treatment.

Out of 38 patients with ALL interviewed and
examined, only 29 were selected to participate in this
study, of which only 25 completed the study. There
were 20 males and 5 females with a meantsD age
5.32+1.02 years. The control groups included 25
apparently healthy children, they were 19 males and 6
females with a meanlSD age 5.8i0.95 years. A 10 ml
venous blood samples were taken from the controls
and patients before starting cytotoxic regimen, and the

10



of Medical

following parameters were measured; total antioxidant
status, serum albumin, ferritin, ceruloplasmin and
myoglobin with immunoglobulin levels (IgA, Igc,
IgM). Then for the patient's group, the same
parameters were measured by the end of the
consolidation phase and after a course of vitamin E in
a daily dose of 200 IU for 30 days given after the
cytotoxic course.

Serum immunoglobulin (IgA, IgG, IgM) were
measured by single radial immunodiffusion (RID)
methods8 using Kallestal Endplate single radial
immunodiffusion test kit (Sanofi Diagnostic, France).
Serum total antioxidants status (TAS), was measured
by peroxidase/H2o2lABTs colorimetric assayt by
using a kit supplied Randox company Ltd, UK. Serum
ferritin level was measured quantitatively by
imrnunoturbidimetric immunoassay method.r0 using

kits from Randox company Ltd, UK. Serum
myoglobin was measured quantitatively by irnmuno-
turbidimetric method,rr using a kit supplied by Randox
company Ltd, UK. Serum ceruloplasmin levels was
measured using an automated biochromatic micro-
method analysis by assay of its p-pheylenediamine
oxidase activity as described bv Hohbadel er al
t1975).r2 Serum albumin level was measured by
Bromocrosol Green Method (Johnson et al, 1999)13
using kit from Randox company Ltd, UK.

Comparison of parameters results within each group
done using t-test, wheras comparison of parameter
results with the control done using unpaired t-test. All
values of laboratory tests were quoted as the meantsE
and a P value of <0.05 was considered to be
significant.

:MeantS.l
TAS (mmol/l) 1.43+0.06 1.42+0.07 N_S

Albumin (g/dl) 3.44+0.20 3.38+0.15 N.S

Fenitin 40.80+8.74 25.)!11.77 0.001+:r.,r

Myoglobin 250.84+ 3.53 48.2+18.5 0.001***
Ceruloplasrnin (mg/dl) 29.40+5.65 18.40+7 .46 0.001**+

IgA (mg/dl) 242.40+10.08 169.4+11.2 0.001**+

IgG (mgldl) 871.1+ 15.16 689.8+20.6 0.001xx*

IgM (mg/dl) 166.2O+2.89 125.4+6.28 0.001+*,&

N.S: non significant
x**: highly significant

Table 1. Comparison between ALL patients before therapy and controls
with regards to serum TAS, albumin, myoglobin, ferritin and ceruloplasmin.

*+x:highly significant

Table 2. Comparison between pre and post chemotherapy cases in ALL patients
with regards to TAS, albumin, myoglobin, ferritin and ceruloplasmin.

TAS (mrnol/l) 1.43+0.06 1.41+0.06 0.001ir++

Albunin (g/dl) 3.44+0.20 2.75+0.12 0.001,i**
Ferritin 40.80+8.74 48.60+8.96 0.001*x*
Myoglobin 25O.84+3.53 121.8+1.28 0.001++*

Ceruloplasmin (mg/dl) 29.40+5.65 23.4O+9.87 0.001***
IgA (mg/dl) '242.40+10.08 137.60+5.4 0-001x**
IgG (mg/dl) 871.10+15.16 636.40+15.04 0.001**+

IgM (mg/dl) 166.20+2.89 119.40+5.19 0.001x++

11
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Parameters
ALL post- chemotherapy ALL post-antioxidant

P-value
Meanls.E Mean+S.E

TAS (mmoUl) 1.41+0.06 1.44+0.06 0.001x**
Albumin (g/dl) 2;15+0.12 3.33+0.19 0_001*irir

Ferritin 48.60+8.96 44.56+8.28 0.006'k**
Myoglobin 1.28+21.8 121.8+1.28 NS

Ceruloplasmin (mg/dl) 23.40+9.87 31.8+1.57 0.001*++

IgA (mg/dl) 13'7 .60+5.4 160.40+4.80 0.001***
IgG (mg/dl) 636.40+15.04 756.60+27.83 0.00?***
IgM ( mg/dlt 119.40+5.19 136.04+5.16 0.001 * + *

***:highly significant differences
NS: non significant differences

Table 3. Comparison between post-chemotherapy and pos!antioxidant in ALL patients
with regards to TAS, albumin, myoglobin, ferritin and ceruloplasmin.

RESULTS

Before starting chemotherapy, patients with ALL
showed a significant difference in serum ferritin,
ceruloplasmin, myoglobin and immunoglobulin
levels (IgM, IgG, IgA) in comparison to the controls,
(Table l).

After a course of cytotoxic therapy, there was a
significant reduction in serum levels of total
antioxidants, serum albumin, fenitin, cedoplasmin
and immunoglobulin levels (IgM, IgG, IgA) and a

significant raise in serum myoglobin level (P<0.001)
in comparison to pre-chemotherapy results (Table 2).

After vitamin E, there was a highly significant raise
(P<0.001) in total antioxidants status, serum albumin,
ceruloplasmin and immunoglobulin with a significant
reduction (P<0.001) in serum myoglobin and no
change in the serum ferritin levels in comparison to
post-chemotherapy results (Table 3).

DISCI]SSION

Our study revealed a significant difference in the
level of myoglobin, ferritin and ceruloplasmin together
with the immunoglobulin levels (IgM, Igc, IgA) in
children with ALL before starting cytotoxic regimen in
comparison to control group.

The increased synthesis and release of ferritin by the
leukaemic blasts were blamed to be responsible for

increased ferritin concentration observed in patients
with myeloblastic leukaemia.la-ls Albed et al, reported
that serum ferritin levels closely followed the activity
of the disease, and the increased pretreatment serum
ferritin levels have normalized completely when
patients achieved a complete remission.l6 Koller et al,
with serial determination of serum ferritin in children
with ALL reported a raise in serum ferritin before
initiation of therapy or in relapse, but a normal serum
ferritin levels does not exclude disease activity or
impending re1apse.l7 Margerison et al, reported an
elevated serum copper and ceruloplasmin levels in
children with lymphomas, but the authors regard them
not better markers of disease activity than ESR.r8
Regarding immunoglobulin levels in ALL before
starting chemotherapy Solanki et al, reported that the
mean levels of IgG and IgA were decreased with
elevated IgM levels.re

This study reveals a significant reduction in TAS
after a course of chemotherapy. Our findings are
consistent with the findings of Ladas et al20 and
Kennedy et al who reported that TAS decreased in
children with ALL during the first six months of
chemotherapy treatment.2r Gadjeva et al, reported a
raise in malondialehyde (MDA) serum level as an
indication of increased lipid peroxidation and a
reduction in superoxide dismutase as an antioxidant
activity in patients with lymphoproliferative
hematological disease on polychemotherapy and
concluded that the oxidative stress and imbalance of
antioxidant enzyme system significantly progresses in
such patients.22
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Apart from the renal loss of low molecular weight

water soluble antioxidants, an increased metabolic

consumption and the degradation of antioxidants in
plasma and tissues resulting from oxidative stress

induced by chemotherapy, may have contributed to the

decrease of plasma antioxidanis concentration.z3

Our study revealed a significant reduction in serum

albumin, ferritin and ceruloplasmin after course of
cytotoxic therapy, with a significant raise in serurn

myoglobin leve1.

Treatment with some drugs have been reported to be

responsible for the raise in serum myoglobin levels as

reported with the antlracycline drugs.2a Another case

where treatment biamed to cause a raise in myoglobin
level, a rare case reported by Nagame et al, in which a

hypothyroid myopathy occur after interferon alpha

therapy.25

Multiple mechanisms have been proposed to explain

ceruloplasmin antioxidant activity including,

scavenging of superoxide and other reactive oxygen

species and inhibiting the fenton reaction by

conversion of Fe+2 to Fe+3 (cedoplasmin is also

called ferroxidase).26 In addition there is evidence that

ceruloplasmin as an antioxidant blocks protein and

DNA damage and that it affords protection against free

radical initial cell injury and lysis.2?

With regard immunoglobulin levels, this study

reported a significant reduction in immunoglobulin

levels (IgM, IgG, IgA) in patients with ALL after a

course of cytotoxic therapy. The first report about

effects of chemotherapy on immunoglobulin levels

came in 1971 by Borella and Webster, who reported

that there was an immunosuppressive effects of long-

term combination chemotherapy in children with acute

leukaemia in remission.2s Wakignchi et al, reported

that IgG2 and IgG4 rnay be more susceptible to

suppre"ssion by chlemotherapy than IgGl and IgG3.2e

Haraldsson et al, reported that the concentrations of
IgA, IgG and IgM decreased- substantially during

t .utttr*t of children with ALL,30 while Martin Ibanez

et al concluded that the majority of patients with ALL
have immunoglobulin deliciency. lgG and IgM were

the most affected immunoglobuli ns.''

Nilsson et al reported there was a loss of antibodies

against measles and rubella in children treated with an

intensive chemotherapy for ALL, and suggested the

reimmunization of the those children as a necessary

step after completion of the cytotoxic regimen.32 Lastly
Luczynski et al concluded that humoral immunity
impai,rment in children witb^^ALL is an effect ol
therapy rather than the disease."

This study also revealed a significant rise (P<0.001)

in the serum level of TAS, serum albumin,
ceruloplasmin with a significant reduction in serum

myoglobin and no change in the serum level of fenitin
in patients with ALL after 30 day course of vitamin E
in a daily dose of 200 IU following the cytotoxic

therapy.

The question always bared in mind; does the

administratibn of antioxidants during cancer chemo-

therapy affect the antineoplastic efficacy or the

devel,opment of side effects?.5 Numerous animal

studies have been published demonstrating decreased

rumor size and,/or increased longevity with the

combination o[ chemotherapy and anlioxidants." "
Kurbacher et al, reported that vitamin C increases the

activity of doxorubicin, cisplatin and paclitaxel in
human breast cancer cells in vitro and concluded that

ascorbic acid and doxorubicin are an attractive future

treatment for breast 
"uncer.t6 

Dasgupta et al reported

that serum vitamin E was found lower than in normal

controls in all cases of leukaemia and lymphoma both

in animal and human, and that supplementary vitamin
E administrated at the initial phase of development of
murine lymphomas reduces the acute of tumor growth

and improved host survival." Antioxidants such as

vitamin A, vitamin C and E, induce gmwth inhibition
to various degrees in rodent and human cancer cells by

a complex mechanism. The proposed mechanisms

include inhibition of protein kinase C activity,
postaglandin El-stimulated adenylate cyclase activity;
furthermore, antioxidant vitamins individually or in
combination enhance the growth inhibitory effects of
inadiations. chemotherapeutic agents. hyperlhermia
and biological response modiliers on tumor cells''o

Kennedy et al, in their study concluded that a lower

intake of antioxidants are associated with increases in
the adverse effects of chemotherapy in children with
ALL.I
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Our study reported a significant raise in the levels of
immunoglobulins IgA, IgG, IgM after a course of
vitamin E.

Vitamin E, a lipid soluble antioxidant vitamin, is
important for normal function of the immune cells.3e It
was found to play a role in blocking the formation of
cancer promoting nitrosamine and helping to enhance
the immune function.ao Dasgupta et al reported that
vitamin E supplementation in patients with leukaemia
or lymphoma can cause elevation in serum IgG
levels.37

It might be regarded as the first study that involved
follow up of children with ALL from the initial
diagnosis before starting specific cytotoxic therapy,
then after a course of cytotoxic therapy and after of
course of vitamin E as a antioxidant, evaluating effects
of cytotoxic therapy and antioxidant therapy on
oxidative stress (reflected by TAS, serum albumin,
ferritin, myoglobin and ceruloplasmin) and immuno-
globulins levels {IgA. IgG. IgMt.

CONCLUSIONS

Chemotherapy in children with ALL have an
influence on oxidative status as reflected by the
reduction in TAS, serum albumin, ceruloplasmin and
on immunoglobulins levels (IgA, IgG, IgM). On the
other hand the administration of vitamin E as a

antioxidant after the cytotoxic therapy does improve
TAS, serum albumin, ceruloplasmin and the immuno-
globulins levels.
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ABSTRACT

Obj ectiv e : Dacryoscintigraphy is a non-invasive,
safe and easy method to evaluate patients complaining
of epiphora. We conducted this study to assess the
value of dacryoscintigraphy in classifling functional
nasolacrimal duct obstruction according to level of
ob struction.

Methoils: This study included thirty patients with
abnormal findings in dac ryo sc inti graphy, complaining
of unilateral or bilateral epiphora, with no tear
overproduction and easy passage on syringing.

.:ll-ll *lj.ll f J'!r J}i$ll .t>J .-+ ;S JS5 !,r ., J.rI J.!l .(e,n- !r

AII images were interpreted blindly by t'rvo nuclear
medicine specialists, third opinion was considered in
case of disagreement.

Results: There were 9 out of 44 eyes with delayed
excretion and no filling of the lacrimal sac; this
group was classified as functional nasolacrimal
duct obstruction at the presacal level (Class A),
There were 19 out of 44 eyes with activity filling
the lacrimal sac but no radiotracer reaching
the nasolacrimal duct, this group was classified as
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functional nasolacrimal duct obsttaction at preductal
level (Class B). Eyes with radiotracer reaching the.

nasolacrimal ducts but no activity reaching the nose

were 16 oul of 44 eyes; this group was classified as

functional nasolacrimal duct obstruction at
intraductal level (class C).

Conclusions: Functional nasolacrimal duct
obstruction is easily diagnosed with dacryo-
scintigraphy. This scan can accurately classify level of
obstruction into presacal level, preductal level and
intraductal level, which may have great impact on
clinical management.

INTRODUCTION

Dacryoscintigraphy is a non-invasive, safe and easy

method to evaluate patients complaining of epiphora.
Epiphora (pathological overflow of tears) is a

common condition in ophthalmologic practice, and

many cases are found clinically to have an obstruction
of the nasolacrimal system. Other causes include
xerophthalmia and drug induced tear overproduction.l

However, there is a subgroup of symptomatic
patients in whom an increased tearing is associated
with patent lacrirnal systems on syringing, a status

termed functional nasolacrimal duct obstruction
(FNLDO). This delayed or absent excretion of tears

without anatomical obstruction of the lacrimal system
is caused by stenosis of the lacrimal system,
anomalous location, blockage of the punctum and

dysfunction of the lacrimal pump.' Silicone tube
intubation is considered one of the essential methods
for management of such patients.3

We conducted this study to evaluate the role of
dacryoscintigraphy interpretation in classifying
FNLDO according to level of obstruction which may
have great impact on clinical management.

METHODS

Thirty patients (age between 16 and 68 years, mean

age of 49.8 years, 21 females and 9 males) (Table 1)

complaining of unilateral or bilateral epiphora with
no tear overproduction and easy passage on syringing

underwent lacrimal duct scintigraphy
(dacryoscintigraphy) to rule out functional
nasolacrimal duct obstruction in the Nuclear
Medicine Division at King Hussein Medical center
between January 2005 and October 2006.

Dacryoscintigraphy was performed in all patients
by dropping of 10-15 Mbq Technetium 99mTc Tin
colloid (GE healthcare) into the inferior fornix of both
eyes (lateral portion of each eyeball). All patients
were imaged by GE dual head gamma camera (using
low energy high resolution collimators).

Patients were requested to remain still, but to blink
normally. A dynamic study was performed initially,
with the tracer distribution imaged every 30 seconds
for the first 15 minutes, then static views were then
taken routinely at 20 and 30 minutes. All images were
interpreted blindly by two nuclear medicine
specialists. In case of disagreement, third observet's

opinion was considered.

Normal scans were considsred when the activity
appears subsequently in the inter-palpebral fissure,
lacrimal sac, nasolacrimal duct and finally reached the
nose within the dynamic period of the study up to 15

minutes. Consequently, the abnormal scintigraphic
appearances were subdivided into three classes: Class
A, presacal FNLDO, defined as stoppage of
radiotracer activity at the inner canthus without filling
of the lacrimal sac by the end of the dynamic study.
Class B, preductal FNLDO, when the radiotracer
activity loaded in the lacrimal sac, but no sign of sac

emptying on the static images up to 30 minutes. Class

C, intraductal FNLDO, when the radiotracer activity
reached the lacrimal ducts in the dynamic study but
without reaching the nose at the end of the study at 30
minutes.

RESULTS

Fourteen patients out of thirty showed bilateral
nasolacrimal duct abnormalities, twelve of them
complaining of bilateral epiphora and two had
unilateral epiphora. The abnormalities were noted in
left side in 21 eyes and in the right side in 23 eyes,
(Table 1) .
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1 52 F Unilateral Left (presacal)

2 48 F Unilateral Right (inraductal)

3 44 F Unilateral Left (intraductal)

4 l6 F Bilateral Lefr & right (sacal)

5 32 F Unilateral Left (preductal)

6 38 F Unilateral Left (preductal)

7 60 M Bilateral Right & left (sacal)

8 6t M Bilateral Left & right (intraductal)

9 58 F Unilateral Right (sacal)

10 52 F Bilateral Left (intraductal) & right (sacal)

11 l8 F Unilateral Right (sacal)

t2 44 F Unilateral Right (intaductal)

13 46 F Bilateral Left (sacal) & right (infiaductal)

t4 60 F Bilateral Left (sacal) & right (intraductal)

15 58 M Unilateral Left (sacal)

16 52 F Bilateral Left (preductal) & right (sacal)

t7 60 M Unilateral Right (sacal)

18 60 F Bilateral Righ & Left (intraductal)

19 68 F Unilateral Right (preductal)

20 60 M Bilateral Right & left (preductal)

21 59 M Bilateral Right (inhaductal) & Ieft (sacal)

22 48 F Unilateral Left (intraductal)

23 50 M Bilateral Right & left (sacal)

'24 56 M I Inilateral Right (intraductal)

25 52 F Bilateral Right & left (sacal)

26 60 M Unilateral Right (intraductal)

27 40 F Bilateral Righte & left (intraductal)

28 48 F Bilateral Righ & left (intraductal)

29 46 F Unilateral Left (preductal)

30 48 M Unilateral Left (preductal)

Table 1. The age, sex, site and level of the abnomalities seen in
all patients enrolled in this study. (F: Femal, M: Male)

There were 9 eyes of the 44 eyes with delayed
excretion and no filling of the lacrimal sac; this group

was classified as functional nasolacrimal duct
obstruction at the presacal level (Class A) (Figure 1).

There were 19 eyes of 44 eyes with activity filling
the sac but delayed excretion and no radiotracer
reaching the lacrimal duct, this group was classified

as functional nasolacrimal duct obstruction at
preductal level (Class B) (Figure 2). Eyes with
radiotracer reaching the lacrimal ducts but no activity
reaching the nose were 16 of 44 eyes; this group was

classified as functional nasolacrimal duct obstruction
at intraductal level (Class C) (Figure 3 and Table 2).
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Classiflcation Level Percentage

Class A Presacal 9 20.46Vo

Class B Preductal 19 43.1a4o

Class C Intraductal 16 36.36V"

BA

":'

Figure 1. Left sided FNLDO at presacal level (Class A), retention of radiotracer activity at the inner canthus
without filling of the lacrimal sac by the end of the study. Normal finding in right nasolacrimal duct. A:

Anterior dynamic images, B: Anterior static image.

BA

Figure 2. Right FNLDO obstruction at preductal level, (Class B), the radiotracer activity loaded in the

lacrimal sac, but no sign of sac emptying on the static images up to 30 minutes.

Normal finding in left nasolacrimal duct. A: Anterior dynamic images, B: Anterior static image.

tla {r

.ll. .fr.

Figure 3. Bilateral FNLDO at intraductal level (Class C), the radiotracer activity reached the lacrimal ducts in
the dynamic study but without reaching the nose at the end ofthe study at 30 minutes

A: Anterior dynamic images. B: Anterior static image.

BA

DISCUSSION

Epiphora is defined as the overflow of tears, the
clinical spectrum of epiphora ranges from the
occasionally bothersome trickle to the chronically
irritating overflow. Epiphora is caused by a disruption
in the baiance between tear production and drainage.

Table 2. Types and percentage of FNLDO.
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The lacrirnal drainage system is a continuous and
complex membranous channel whose function is
dependent on the interaction of anatomy and
physiology. Causes of epiphora can be broadly
classified into tear overproduction and lacrimal
excretion dysfunction, and the latter can be further
divided into anatomical obstruction or functional
obstruction.3

Differential diagnosis may be made through various
modalities such as history taking, syringing,
nasolacrimal probing, tear break up time test,
Schirmer test, micro reflux test, Jones dye test and
imaging modalities like dacryoscintigraphy and
dacryocystography.a

Functional Nasolacrimal Duct Obstruction
(FNLDO) is termed when a patient has symptomatic
epiphora, absence of mechanical obstruction of the
lacrimal excretion system, patent lacrimal system to
syringing and no detectable cause of epiphora or lid
abnormality. FNLDO is usually related to stenosis of
the lacrimal excretion system, poor lacrimal pump
function, which may be due to a displaced punctum,
eyelid laxity, weak orbicularis, or cranial nerve VII
palsy.5

Diagnosis of functional lacrimal duct obstruction in
the OPD can be made by using the Jones dye test.
However, test results may vary according to the
relative experience of the examiner, and the patient
may experience discomfort. Although the Jones dye
test is known to provide a more accurate diagnosis
than dacryoscintigraphy, it requires the insertion of a
tube into the nasolacrimal duct to shoot the dye and
thus is more invasive. demands patient cooperation.
and tends to distort the location and cause of duct
obstruction.6

Imaging modalities are essential for the diagnosis
of FNLDO and included dacryoscintigraphy, dacryo-
cystography, computed tomography and MRI.a

Dacryoscintigraphy (lacrimal scintigraphy), a
radionuclide method of imaging the lacrimal drainage
system that avoids intubations and allows a more
physiological assessment of tear flow dynamics.6
Some authors agree that, when considering a1l cases

of epiphora, the scintigram is a more sensitive
investigation and should always be done first.T

In comparison with dacryocystography, dacryo-
scintigraphy is more sensitive test, and provides
relatively objective data on functional duct and yields
more detailed results in cases of partial obstruction.e

Classification of functional lacrimal duct
obstruction according to level of obstruction
appreciably affects the choice of the proper treatment
modality.3

Treatment of functional lacrimal duct obstruction
includes punctuality in cases of punctum stenosis,
blepharoplasty in eyelid laxity or ectropion, and in
cases of partial lacrimal duct obstruction, silicone tube
insenion. employment of dacryocystorhinostomy, and
conjunctivodacryocysto-rhinostomy.'u Among these
modalities, silicone tube intubation is mostly
applicable, easy to perform and gives minimal
discomfort and pain to the patient.rl Distal duct
obstruction is thought to be a result of stenosis in the
region connecting the lacrimal sac and nasolacrimal
duct, and silicone tube insertion may be more
effective in these cases. Many cases with presac
retention may have a primarily canalicular problem
and inflammation of the lacrimal sac which makes
silicone tube insertion less effective here.3 Whereas
those systems with preductal or intraductal delay have
fast transit of tracer into the sac, but an abnormally
functioning nasolacrimal duct: these latter patients
should have a better prognosis with silicon tube
insertion and dacryocystorhinostomy.8

There were many classifications of FNLDO in the
literature, Yong An Chung reported that 17Vo of
patients had delayed secretion in the distal
nasolacrimal (class I), l77o of patients had delayed
secretion in the proximal nasolacrimal duct (class II)
and. 33% had delayed secretion frorn the preJacrimal
sac to the lacrimal sac (class III).3

Weame et al, reported that from 957o of patients
suspected of functional duct obstruction, 137o had pre-
lacrimal sac obstruction, 3570 pre-nasolacrimal duct
obstruction, and 47Vo intranasolacrimal duct
obstruction.8 The chief region of lacrimal drainage
delay was in agreement in 59Vo (29149) of the
abnormal systems and, where different, the scintigram
usually detected an obstruction at a higher (more
proximal) level (35Vo or 16/49) compared with
dacryocystography. It is, therefore, likely that the



pressure needed to inject the contrast during
dacryocystography tends to dilate lesser degrees of
more proximal stenosis in the system.s

Hanna et al, reported |hat in 65Vo of patients
suspected of having functional duct obstruction, 33%
showed nasolacrimal duct obstruction, 25Vo lrcrimal
sac obstruction, and 7Vo decreased flow from the
palpebral fissure to the lacrimal excretion system.12

We aimed in this study to be specific in localization
the level of the obstruction which may help the
treating physician to select the most proper
management modality. In our study, 2O.46Vo ol cases

showed obstruction at level of presac, 43.18% ofcases
showed obstruction at preductal level and 36.36Vo of
cases showed obstruction at intraductal level. The
preductal level and the intraductal level are more
likely to respond to silicone tube insertion than
presacal level obstruction.3

CONCLUSIONS

Functional nasolacrimal duct obstruction is easily
diagnosed with dacryoscintigraphy. This scan can
accurately classify the level of obstruction into
presacal level, preductal leve1 and intraductal level,
which may have great impact on clinical management.
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THE VALUE OF ADENOSINE DEAMINASE ESTIMATION FOR THE DIAGNOSIS
OF TUBERCULOSIS IN THE SERUM, PLEURAL AND ASCITIC FLUIDS
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ABSTRACT

Objective: To study the activity of Adenosine
Deaminase enayme (ADA) in serum, pleural and

ascitic fluids in patients with and without tuberculosis
(TB), and in serum of control subjects.

Methoils: Adenosine Deaminase dctivity was
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estimated in seventy six patients with pleural effusion
and/or ascites,32 patients (15 males and 17 females)
with suspected tuberculosis and 44 patients (24 males
and 20 females) with causes other than tuberculosis.
Serum Adenosine Deaminase was tested and compared
with patients group in 90 apparently healthy age and
sex matched controls.

Resuhs: Tuberculous patients demonstrated
significantly higher activity (P<0.0001) of ADA in
pleural, ascitic fluid and serum when compared with
the non-TB patients. ADA activity w{ts significantb
higher (P<0.0001) in patients with tuberculous fluids
than in their corresponding serum (85.1124.7) U/L
and (32.9110.7) U/L respectively. The study has also
revealed that the serum ADA activity was higher in TB
than non-TB and control groups. In TB patients ADA
activity was (32.9!10.7) U/L, while in non-TB and
control Eroups were (16.9.+11.2) and (21.3X5.5) U/L
respectively. Serum ADA activity of 18 tuberculous
patients who completed their treatment showed a
highly significant decrease (P<0.0001) compared to
levels before treatuenL ( 16.7!3.54) UlL to
(31.51+10.57) U/L. A cutoff value for ADA of more
than 65.3 UlL in pleural J'luid and 35.3 U/L in ascitic
J'luid were used as an indicator for diagnosis of TB,
accordingly the sensitivity and specificity for diagnosis
of TB in pleural fluid were 96Vo, 93Vo and in ascitic
fluid were 86Vo, 100Vo respectively. The serum cutoff
value for ADA of more than 32.2 U/L was an indicanr
for diagnosis of TB with a sensitiyity and specificity of
54Vo, 85Vo in patients with pleural Jluid and 66Vo, 94Vo
in patients with ascites.

Conclusions: Estimntion of Adenosine Deaminase
in pleural and ascitic fluid is a useful and reliable
screening test for the diagnosis of tuberculosis, while
serum ADA is useful to follow the response of
antitube rculo us t re atment.

INTRODUCTION

Tuberculosis (TB) is considered today as the most
important re-emerging disease world wide. The
prevalence varies enormously between countries. The
global TB epidemics has increased largely due to an
increase of 25Vo infecton rate in African countries
because of co-infection with human immunodeficiency
virus.1'2'3

TB, is endemic in haq, and reported cases during
the year 2000
pulmonary and

25251, ot which 19613 were
extrapulmonary. An estimated

TB cases in Basrah City (Southem Iraq) during 2004
were 799 cases, T5Vo of them were pulmonary and
25Vo exlrapulmonary.a

Adenosine deaminase plays a role in the
proliferation and differentiation of lymphocytes. It
presents more in Tlymphocytes than B-lymphocytes
and increases duri ng T-cell differentiation.)

Adenosine Deaminase (ADA) is an enzyme which
is involved in purine catabolism, and is responsible for
the conversion of adenosine deoxyadenosine to inosine
and deoxyinosine respectively, plus ammonia. Further
metabolisation of these deaminated nucleosides leads
to hypoxanthine.s'u The high sensitivity and specificity
of ADA for an early diagnosis of tuberculous plural
effusion is promising.T

Several studies have suggested that an elevated
plural fluid ADA level predicts tuberculous pleuritis
with a sensitivity and specificity of 90 and 1007o
respectively.E ' r0 while other srudies have reported a

sensitivity of l00Vo and specificity of 92-100Vo in
peritoneal tuberculosis. t l'12

AIMS

This study has been carried out to asses the activity
of ADA in the serum, pleural and ascitic fluid of
patients with tuberculous and non-tuberculous
diseases, and to compare the patients serum ADA
activity with their pleuro-peritoneal fluids and with
serum ADA of control group.

METHODS

Seventy six, 39 male and 37 female inpatients of
medical wards at Al-Sadar Teaching Hospital in
Basrah city were studied, their ages ranged between 18
and 85 years. Thirty two patients, 15 males and 17
females with history, clinical and investigatory
features of tuberculosis were labeled as TB group
patients,26 of them (14 males and 12 females) with
pleural effusion, and 6 patients (1 male and 5 females)
with ascites-

were
5638

23



Forty four patients (24 males and 20 females) with
pleural effusion and ascites due to causes other than
tuberculosis were labeled as non-TB goup patients
and were compared with TB group patients. 27
patients (18 males and 9 females) with pleural effusion
and 17 (6 males and 11 females with ascites).

Ninety apparently healthy individuals from Basrah
city (67 males and 33 females) with no previous
illnesses or admissions to hospital were labeled as a
control group.

Only 18 patients who completed successfully their
anti TB treatment were followed, and tested again for
ADA activity in their serum.

Ten milliliters (10 ml) of venous blood and ten
milliliters (10 ml) of ascitic or pleural fluid were
collected. The activity of ADA was determined
simultaneously in serum and centrifuged cell-free fluid
immediately after collection according to method of
Giustil3 with some minor modification.la

The values of ADA activity in this study were
normally distributed around the mean according to one
sample colmogrov test.ls Accordingly the cutoff value
of ADA in TB group was determined by calculating
the meanl2SD of non-TB group.

Data were expressed as a meanlSD. The
comparison between groups was performed with
analysis of variance (ANOVA). Student t-test was
used to examine the difference in the mean of
pa.rameters between two groups. Confidence limits
equal or higher than 95Vo werc considered to be

statistically significant (P<0.05), while confidence

limits equal or higher than 99Vo were considered to be
statistically highly significant (P<0.01).

RESULTS

The results of ADA activity (mean+SD) in TB and
non-TB patients are shown in Table 1. In TB patients,
the ADA activity was 40-140.5 U/L in pleural fluid
and 26-138 U/L in ascitic fluid. In a non-TB patients
the ADA activity was 21-47 UlL in pleural fluid with
exception of two high values (82.3 and 77 .7 U/L), wrd
12.2-30.7 U/L in ascitic fluid. The differences in ADA
activity between TB and non-TB patients were
statistically highly significant (P<0.0001).

The cutoff value of ADA was calculated and found
to be more than 65.3 and 35.3 U/L in pleural and
ascitic fluid respectively. These values were used as an
indicator for diagnosis of TB accordingly.

The distribution of ADA activity in the fluid of TB
and non-TB patients is illustrated in Figure 1.

Alnost all the values of ADA activity in pleural
fluid exceeds 65 U/L with only one exception, while
most of values of ADA activity in ascitic fluid exceeds
35 UiL with only one exception also.

In the non-TB patients, the value of ADA activity
was lower than 65 and 35 U/L in pleural and ascitic
fluid respectively, except in two patients with pleural
effusion

These findings indicate that the mean ADA activity
in tuberculous patients is much higher than in non-
tuberculous patients.

Range Range

Pleural fluid
(No.)

84.8123.3***
(26)

40-140.5
(26)

25.1+20.1
(27\

21.0-4',7
(27

Ascitic fluid
(No.)

86.8134.1***
(6)

26-138
(6)

16.1+9.6
(17)

12.1-30;7
(l',7)

Total
85.1+24.7

(32)
29.5-t40.5

(32)
21.6!17.3

(44)
12.1-47

(44)

***(p<0.0001).

Table l. ADA activity in TB and non-TB patients.
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The reliability of ADA activity in the diagnosis of
TB was done by calculating the specificity and

sensitivity of the test taking into account the above

cutoff values of 65.3 and 35.3 U/L in pleural and

ascitic fluid respectively. The specificity and

sensitivity was 93Vo and 96Vo respectively for the
diagnosis of TB in pleural fluid, and a specificity of
1007o and sensitivity of 86Io for the diagnosis of TB in
ascitic fluid.

Table 2 demonstrates the meanlsD of ADA activity
in the fluid of TB and non-TB patients according to the
sex. There was a highly significant increase
(P<0.0001) in ADA level in both sex groups in
tuberculous patients as compared to non-tuberculous.

The level of serum ADA in TB, non-TB patients
and control group is shown in Table 3.

In TB patients with pleural effusion, there was a
highly significant increase (P<0.0001) in serum ADA
activity as compared to both non-TB and control
groups, while in patients with TB ascites, there was a

highly significant increase (P<0.0001) in serum
activity as compared to non-TB groups, and a

significant increase (P<0.05) as compared with control
group.

The cutoff value of ADA was calculated and found
to be more than 32,3 U/L in serum of TB patients, with
a sensitivity and specificity of 54Vo and 85Vo in

Sex

TB patients Non-TB patients

Pleural fluid Ascitic fluid Pleural fluid. Ascitic fluid

Male
(No.)

87 .4x22.5444
(14)

44.4(1) 23.4!13.1
(18)

19.3+11.3
(6)

Female
(No.)

81.8+25***
(12)

97.4!28.3***
(s)

28.3+30.6
(e)

14.3+8.7
(11)

x*x1pa0.0001).

Table 2. Level of ADA according to the sex in TB and non-TB patients.

a Types TB patients vs. types non-TB patients ***(P<0.0001).

b Types TB and non-TB patients vs. confol subjects *x*(P<0.0001), *x(P<0.001), *(P<0 05)

Table 3. Serum ADA activity in TB, non-TB and healthy control groups.

TB effusion ADA level
84.8+23.3 (26) 33.6t11.5 (26)

TB ascites ADA level
86.6+34.1 (6)

29.4!45 (6)

P<0.0001

Table 4. Tuberculous and ascitic fluid ADA activity and their corresponding serum level.

TB patients Non-TB patients Control group

Mean + SD Range Mean + SD Range MeantSD Range

Pleural effusion
(No.)

33.6111.5***a,b
(26)

16.6-58
(26)

19.1+12.4
(27)

2-36
(27)

21.3+5.5
(90)

11.2-34.48
(e0)Ascites

(No.)

+**a 29.4+4.5*b
(6)

22.1-34
(6)

13.518.2++b
(t7)

2-32
(17)

Total
(No.)

32.9+10.7
(32)

16.6-58
(32)

16.9+11.2
(44)

2-36
(44)
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patients with tuberculous effusion, 66Vo and 947o in
patients with ascites respectively. Figure 2 shows the
distribution of serum ADA activity in TB, non-TB and
control groups. There is a significant overlap of ADA
values in all groups.

As presented in Table 4, both patients with
tuberculous pleural effusion and ascites showed highly

significant increase (P<0.0001) in their ADA activiry
as compared with their serum ADA activity.

Table 5 presents the values of serum ADA
measured in 18 patients before and after completing
their treatrnent. There was a highly significant decrease
(P<0.001) in the mean level of serum ADA after
reatment as compared to that belore treatment.

**(P<0.001)

Table 5. Serum ADA before and after treatment with anti TB.

Table 6. Statistical means of fluid ADA activity
in TB and non-TB patients from different countries.

Table 7. Statistical mean of serum ADA activity
in TB and non-TB patients from different countries.

Pleural effusion 14 31.51+10.57** 16.71+3.54

Ascites 4 30.33+1.32++ 18.41+4.1"7

Non-TB group
ADA. ru/L) Reference

Pleural fluid

Armenia 69 8.4 20 36

Brazil 45 53 37 40 26

Pakistan 60 40.2+1O.82 24+11 40 23

Spain 129 111.1+36.6 i9.8 47 ?5

India 60 63.21+33.01 51.1+29.71 50 7

Thailand 2t6 110+4.5 28+5.3 60 37

Mexico 154 123.25 30.36 70 35

Iraq 53 84.8+23.3 25.1+20.1 65.3 Present study

Ascitic fluid
Brazil 44 133.5+24.74 41.65+52.07 3t 38

Thailand 5l 101.84 19.49 30 39

Iraq 23 86.8+34.1 16.1+9.6 35.3 Present studv

Reference

India 75 39.6+18.3 18+13.7 122

Finland 90 32+3.3 16.8+10.2 98

Turkey 85 28.5+9.9 15.1+3.7 112

India 135 40.19+1.57 16.2+1.85 102

haq 76 32.9+10.7 21.3+5.5 Present study
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Figure 1. The distribution of fluid ADA activity
in TB and non-TB patients.

DISCUSSION

The diagnosis of tuberculosis which depends on
biochemical, cytological and bacteriological tests are
less sensitive and time consuming. Pleural biopsy is
invasive procedure and its overall sensitivity is 50-
807o; therefore, there is a need for a sensitive and
specific test to diagnose TB in pleural and ascitic fluid
which would be reliable and rapid.

ADA level has been studied in pleural,
peritoneal fluid and pulmonary tuberculosis and
found to be useful in the diagnosis of
tuberculosis. I 6' I 7' I 8't9'20'2 t'22

In this study, a high level of ADA activity was
found in both pleural and ascitic fluid in tuberculous
patients which was highly signifrcantly different
(P<0.0001) from non-tuberculous patients. This was
consistent with other studies.23'24

These results showed that a routine determination of
ADA level in pleural and ascitic fluid could provide a
very reliable basis for deciding anti-tuberculous
therapy before the result of biopsy and culture have
become available or even without a need to do a
biopsy or culture.

The ffierences in ADA activity level in population
from different countries, indicate that in order to make
a successful use of the ADA test for diagnostic
purpose, it is necessary to determine the mean value of
the parameters in both tuberculous and reference group

Figure 2. The distribution of serum ADA activity in TB, non-TB and control groups.

TB Non-TB
Pl€ural fluid
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for a given population, this makes a possiblility to
establish a diagnostic cutoff values for these
parameters.

By using these values, it becomes possible to
differentiate tuberculous fluids from other causes of
fluids, with a highest level of probability.25

The ADA cutoff value indicative of tuberculosis is a
subject for debate, since literatures present great
variation of these values. The cutoff value in ADA in
this study was comparable with many other interactive
studies. Table 6 shows values ranging from ZO-7OUIL
in pleural and 30-31 U/L in ascitic fluid. These
differences between ADA level seems to be due to
different methods of ADA measurement used.26

Adenosine deaminase is present also in the serum
and is essential for the maturation and function of
lymphocyte especially those of T-cell lineage and is
required for the maturation of human blood monocyte
to macrophage.2T In this study the mean serum ADA
activity in tuberculous patients was highly
significantly elevated (P<0.0001) than in non-
tuberculous patients and control group.

Increased serum ADA level in tuberculosis may be
due to stimulation of cell-mediated immunity, a fully
functioning cell-media(ed immune response is
dependent on normal lymphocyte metabolism, which
is in part regulated by AD4.28'2s':o

Serum ADA levels measured in 18 patients who had
completed the treatment were low as compared to their
level prior treatrnent, this low level of serum ADA
could be due to nomralization of altered lymphocytes
tumover induced by tuberculosis, this makes
estimation of serum ADA is useful to follow the
response of anti-tuberculous treatment.3l'32'31

The results of this study were comparable with
many other studies (Table 7).

This study has also shown a highly significant
elevation of ADA level in tuberculous fluid rather than
in serum, which was consistent with other study.3a The
possible explanation for this may be related to higher
percentage of T-lymphocytes population in
tuberculous fluid as compared to that in peripheral
blood, the high activity of ADA may be related to the

maturation stage of T-cells rather than to their
number.T

The explanation for the higher ADA activity in
tuberculous pleural-peritoneal fluid rather than in
serum, is that the cells with pleuro-peritoneal cavity
are locally synthesizing ADA, it seems reasonable to
regard the high ADA activity in tuberculous effusion
as a reflection of local activation of T-lymphocytes.35

CONCLUSIONS

Estimation of Adenosine Deaminase in pleural and
ascitic fluid is a useful and reliable screening test for
the diagnosis of tuberculosis, while serum ADA is
useful to follow the response of antituberculous
treatment.
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INDICATOR) AND GLYCATED HEMOGLOBIN IN PATIENTS WITH DIABETIC
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ABSTRACT

Objective: The aim of the of the present study is to
determine the biochemical markers predicting the
development of rliabetic peripheral neuropathy (DPN)
and the association befiveen these markers.

Methoils: Fasting blood samples were collected

from 140 diabetic patients classifietl into two groups:

group 1 consisted of 70 diabetic patients (33 females
and 37 males, aged between 17 and78 years) without
peripheral neuropathy (DPN -) proved by clinical
evaluation and Nerve Conduction Sndy (NCS)
performed by the neurologist; group 2 consisted of 70
diabetic patients (46 females and 24 males, aged
between 24 and 80 years) with peripheral neuropathy
(DPN +) proved by NCS. They were attending

*Raad Y. Al-Hamdani, MD, Professor in Clinical Biochemistry, Department of Clinical Biochemistry, College of Medicine, Unive$ity of Mosul, Mosul,
Imq. E- mail: raadhamdani@yahoo.com.
*Nagham F. Al-Amory, MD, Assistant Lec(uler in Clinical Biochemistry, Section of Biochemistry- Medical Lab, Al-khansaa Teaching Hospital, Imq.
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Al-Waffa'a diabetic clinic in Mosul during the peiod

ftom 1" of October 2005 to the l" of March 2006.

HbAlc was measured using cation-exchange resin to
separate HbAIc from other types of HbAl and
measured spectrophotometrically, which is also used

to measure serum malondealdehyde (MDA).
Results: The majority of the patients with (DPN +)

were in the poor glycemic control when the criteria of
HbAlc or FPG were used separately, and there is an

increase in the sensitivity when using combined

criteia. Most of the patients t|,ith DPN had hiSh level

of MDA concentration, with increasing in the

sensitivity and specificiry when combined wtth HbAlc
measurement.

Conclusions: It is important to use HbAlc for the

follow up of glycemic control in diabetic patients.

Measurement of MDA is recommended for all diabetic
patients as possible predictor for the development and
the progression of peripheral neuropathy.

INTRODUCTION

Diabetes Mellitus (DM) is a chronic metabolic
disorder characterized by cfuonic hyperglycemia due

to absolute or relative insulin deficiency, resistance to
insulin, or both.l'2 Lack of insulin affects the
metabolism of carbohydrate, protein, fat and causes

significant disturbances of water and electrolyte
homeosrasis.l The effects of diabetes mellitus include
long-term damage, dysfunction and failure of various
organs especially eyes, kidneys, nerves, heart and

blood vessels.a's

Diabetic neuropathy is a destructive disease of the
peripheral nerve leading to symptoms of pain,
parasthesia, abnormal gait or problems arising from
neurological deficit.6 Recent analysis indicates that

subjects with impaired glucose tolerance (IGT) already

have disturbanci of the peripheral nerve function.T

The diabetes is the leading cause of neuropathy in the

westem world, and the neuropathy is the greatest

source of morbidity and mortality in diabetes patients.

The overall annual incidence of neuropathy was 2Vo in
the United Kingdom Prospective Diabetes Study
(UKPDS) and Diabetes Control and Complications
Trial (DCCT).8

The most widely used clinical test in diabetes is the

measurement of blood glycated hemoglobin (also

called HbAlc), it gives an assessment of long-term
glycemic control.e The American Diabetes Association
(ADA) began to make treaftnent recommendations
based on HbAlc following publication of the results of
the Diabetes Control and Complications Trial (DCCT)
in the 1990s. The HbAlc has become the gold
standard for the therapeutic management of diabetes

mellitus in research and in the clinical setting.r0

The ADA recommends that the goal of glycemic
control is an HbAlc level less than 77o assuming a

patient can achieve this goal without undue risk of
significant hypoglycemia and the physicians should
reevaluate the treatment regimen with [IbA1c values
consistency more than 8%.rl

Enhanced oxidative stress and changes in anti-
oxidant capacity observed in diabetic patients have

been implicated in the etiology of chronic diabetic
complications, as increase of production of reactive
oxygen species (ROS) which is one of the main causal

factor in the complex process of the pathogenesis of
diabetic neuropathy. l2

Malondialdehyde (MDA) is one of the major
products of lipid peroxidation (LPO) that has been

widely used as an indicator of oxidative damage to
unsaturated lipids. Therefore, MDA is appropriately
used for measuring LPO.I3'14 Its plasma concentration
is increased in diabetes mellitus, and it is found in the
atherosclerotic plaque deposits promoted by diabetes.ls

MDA is still widely used in clinical chemistry
laboratories to monitor oxidative stress. and as an

index of lipid peroxidation.16

The aim of the present study is to measure and

compare the glycemic control, manifested as FPG
(Fasting Blood Glucose) and HbAlc, with the
development of DPN, and to assess the effect of the
different anthropometric faitors, including age, sex,

duration of disease, type of diabetes, on the
development of DPN, and to determine the
relationship between the oxidative stress, manifested
as MDA, and the development of DPN.

METHODS

This is a case-control study conducted during the
period from the 1"' of October 2005 to the 1" of March
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2006. The subjects included were divided into two
groups:

l- Control group (Diabetic without peripheral
neuropathy) (DPN -): Seventy patients without DPN,
included 33 females and 37 males, aged 17-78 years
with a mean age of (47.3+12.4 SD) years. All patients
in this group were examined clinically by the
neurologist followed by Nerve Conduction Study
(NCS) and proved to have no DPN. They were
selected from Al-Waffa'a diabetic clinic.

2- Diabetic group with peripheral neuropathy
(DPN+): Seventy diabetic patients with DPN,
consisted of 46 females and 24 males, aged 24-80
years with a mean age of (55.5+9.19 SD) years. This
group was diagnosed previously to have diabetes
mellitus and they were regular attendants of al-Waffa a
clinic for checking of their disease control and
treatment.

The patients were classified into good-fafu and poor
control according to their fasting plasma glucose as

shown in Table 1.

Good -fair <8.25 (<149)

B Poor >8.25 (>149)

Table 1. Glycemic control according
to FPG level, (WHO, 1993).

Depending on HbAlc measurement, the glycemic
control was classified according to their HbAlc level

in percetage (7o), as shown in Table 2.

llbAlc Vo

(Stanbio lab data)
Level of control HbAlc (7o)

Good <6.8

B Fair- Poor >6.8

Table 2. Glycemic control according
to HbAlc level (Stanbio, 2003).

Fasting blood samples were obtained from all
subjects included in the study. HbAlc is measured in
whole blood sample by ion- exchange resin quantita-
tive spectrophotometric determination,rT using a kit
supplied from Stanbio (USA).

Serum MDA concentralion was measured bv
method ol Buege and Auset. 11978.1.18r" MDA i;
formed from breakdown of polyunsaturated fatty acids.
MDA has been identified as the end product of lipid
peroxidation that reacts witl thiobarbituric acid to give
a red chromophore, absorbing at 535 nm, which is
useful in determination of lipid peroxides.20

RESULTS

The demographic and clinical characteristics of the
study are presented in Figure 1. The results of data
malyzed are arranged according to the grouping of the
subjects encountered in this study. The subjects were
classified in to two groups: group 1 (diabetics without
peripheral neuropathy), and group 2 (diabetics with
peripheral neuropathy).

DPN- DPN+

No. Va No. Vo

Good and fair control <8-2 47 67.1 26 31.7
<0.001

Poor control >8.2 23 32.9 44 62.9

Table 4. Short glycemic assessment of diabetic patients according to (FPG).

DPN+
P-value

Rarge Mean t SD Range

FPG t mmoL/lt 7.33 + 2.14 4.0-15.0 9.99 t 3.00 5.6-19.33 <0.001
HbAlc tVo) 6-3510.88 5.0-10.0 8.69 + 1.84 6.0-12.6 <0.001
MDA (umol/l) o.20!0.12 0.03-0.40 o.54+ 0.42 o.20-2.90 <0.001

Table 3. Biochemical parameters of the studied groups.
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Different biochemical parameters were measured in
both groups including: FPG. HbAlc. MDA. The
results are presented as mean I SD in Table 3.

The assessment of glycemic state of the studied
groups is presented in Table I and 2. The diabetic
patients were classified according to their FPG (short
glycemic assessment) into 2 subgroups as in Table 4.

Forty-four pattents (63Vo) out of seventy in DPN+
group were in poor control category, compared with
twenty-three (3370) patients from (DPN -) group, with
a highly significant difference (P<0.001). This means

that most of the patients with (DPN +) were grouped

into a poor control category, (i.e. FPG>8.25 mmol./i).

According to HbAlc (glycemic assessment of 2-3
months) diabetic patients were further classified into
two subgroups as in Table 5. Sixty-five parienls (93%)

out of seventy in DPN group were in the fair and poor
control category, compared with twefiy (29%) patienls
from (DPN ) group, with a highly significant
difference (P<0.001). This means that most of the
patients with (DPN +) were grouped into'a fair and
poor control category, (i.e. HbAlc>6.87o).

Combined assessment of glycemic state (FPG and
HbAlc): Using 2X2 contingency table, the patients in
both groups were subdivided into two groups in regard
to HbAlc (<6.8Vo, or >6.8), and FPG into (58.25

mmol/I, >8.25 mmol/l). when we applied the glycemic
indicator separately the sensitivity and the specificity
were demonstrated in Table 6. The sensitivity for both
groups, was 77Vo tssing HbAlc and 637o using FPG
while the specificity for both groups, was 9170 using
HbAlc and 67a/o using FPG.

By using combined criteria (both FPG and HbAlc)
for each group separately (with and without peripheral
neuropathy), the sensitivity was increased from 77Vo

(using HbAlc) 1nd 63Vo (using FPG) to 81% using
both criteria in (DPN +) groups, as i1 Table 7.

Effects of malondialdehyde on diabetic peripheral
neuropathy: Using a 2X2 contingency table for MDA
in both groups, and using our own reference range as a

cut-off level, the majority of patients in (DPN +) group
(65 out of 70 i.e. 93%) were in the level above the cut-
off point of MDA (>0.2) compared wi:th 31 (44Vo) ou.t

of 70 patients in the (DPN -) group with a highly
significant difference (P<0.001) between both groups

as shown in Table 8.

Combined assessment between (HbA1c) as

glycernic indicator and (MDA) as oxidative Stress

indicator was done. By using such combined criteria
for each group separately (with and without peripheral
neuropathy), the sensitivity and the specificity were
8670 as shown in Table g.

llbAlc (Vol
DPN . DPN +

P-value
No. Vo No. Vo

Good control <6.8 50 71.43 5 7.1
<0.001

Fair and poor control >6.8 20 28.57 65 92.9

Table 5. Glycemic assessment according to the glycated hemoglobin of diabetic patients.

HbAlc (7o) & FPG (mrnol/l)

>6.8 >8.25 <6.8 <8.25

No. Vo No. Vo

DPN
+ 42 60.0 28 40.0

10 t4.3 60 85.7

Sensitivity 80.8Vo

Specificity 68.24o

P-value <0.001

Table 6. The association between individual glycemic indicators (HbAlc, FPG) in the studied groups.
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No. Vo No. 9o No. Vo

DPN
+ 65 92.9 5 '7 .l 44 62.9 26 37.1

20 28.6 50 71 .4 23 32.9 47 6'.7 .t
Sensitivity 76.5Vo 62.9Vo

Specificity 90.9Vo 67.1%

P-value <0.001 <0_00'l

Table 7. The association between combined glycemic indicators
(HbAlc and FPG) in the studied groups.

Table 9. The association between combined glycemic indicators
HbAlc and oxidative stress indicators (MDA) in the studied groups.

1

Male Female <10 >1

Gender Duration

<40 >4
Age (year)

ql

!q)

>0.2 <o.2
No. % No. Vo

DPN + 65 92.9 5 7.1
3l 44.3 39 55.7

Sensitivity 92.9Vo

Specificity 55.7V"
P-value <0.001

Table 8. Shows the association between MDA in the studied groups.

>o.2 <6.8 <0.2
No. % No. 4o

DPN
+ 60 85.71 10 14.29

10 14.29 60 85.71

Sensitivitv 85.7\Vo
Specificiw 85.00va

P-value <0.001

Fig 1. Distribution of age, duration and gender of the studied groups.
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DISCUSSION

Diabetes is a chronic illness that requires continuing
medical care and patients' self-management education
to prevent acute complications and reduce the risk of
long-term complications.2l'22 Aging and westemization
of life in developing countries have led to dramatic
increase in this worldwide health problems.23 The
DCCT and the UKPDS have shown that rigorous
glycemic control is important for prevention of
microvascular and macrovascular complications.z.2s

The problem of patients is that they think that FPG
measurement is enough as an index of glycemic
control. In addition very few patients do the 2hPG
measurement, and if they do it, it could be very rare in
spite of the well-documented importance of 2hPG in
reducing the risk of microvascular and macrovascular
complication.

For the best of our patients to do blood glucose
(fasting or post-prandial) measurements, once weekly,
on the other hand the importance of regular
measuement of HbAlc as part of their follow up once
of every 3-4 months as a marker of long-term glycemic
control and has been shown to correlate with mean
blood glucose concentration.26

In the present study, with the glycemic indicators
being used separately (FPG or HbAlc), most of rhe
patients in (DPN +) group wefe in the poor control
category regarding FPG, and most of the (DpN +)
patients were in the fair-poor control category
regarding HbAlc, as shown in Table 4 and 5,
indicating that poor glycemic control (assessed by FPG
and HbAlc) is a strong predictor for the development
Of DPN.

These findings were consistent with that stated by
other studies in kaq.26'2t'zt This seems to be in
harmony with the findings of DCCT stating that the
strict glycemic conffol could postpone or hinder the
progression of diabetic microvascular complications
and polyneuropathy. Similar findings were observed in
the EURODIAB IDDM Complications Study which
found a significant correlation between the presence of
diabetic peripheral neuropathy and the quality of the
glycemic control.2e

Finatly, the Wisconsin Epidemiologic Study of
Diabetes Retinopathy (WESDR), and the Kumamoto

Study in Japan, demonstrate a relationship between
glycemic control (HbAlc) and a reduction of the
microvasc^uiar complications and neuropathic
problem.ro

From what has preceded, our findings seems to
mimic that of other studies,30'3r'32 which revealed a
strong correlation between poor glycemic control and
DPN.

It is worth mentioning that the sensitivity of FpG
and HbAlc for (DPN +) parients werc 63Vo and 77Vo
respectively. This was increased when using combined
criteria to 81% as shown in Table 6 and 7, which
reflect that most (DPN +) patients were in the
combined poor control category (FPG>8.25 mmol/l)
and fair-poor control category with (HbA1c>6.82o),
this means that glycemic indicators are more useful in
predicting DPN when combined.

MDA, one of the major products of lipid
peroxidation, has been widely used as an indicator of
oxidative damage to unsatuated lipids. Therefore,
MDA is a appropriately used for measuring lipid
peroxidation (LPO). Quantitation of MDA also is
useful as a marker of oxidative stress.33 

3a

The DCCT points to a strong consistent relationship
between hyperglycemia and the incidence and
progression of diabetic complications in both patients
with type I and with type 2 diabetes mellitus. One of
the important consequences of chronic hypergtycemia
is enhanced oxidative stress resulting from imbalance
between production and neutralization of reactive
oxygen species.35 Oxidative stress could worsen the
complications, and complications could alter
requirements for antioxidants. 12

The present study showed that the majority of the
patients in (DPN +) group were in the level above the
cut-off point of MDA as in Table 3 and 6, indicating
that high level of oxidative stress and lipid
peroxidation (assessed by MDA) is a strong predictor
for the development of DPN.

From the above results, it seems that there is a
highly significant difference between the increase in
the level of MDA and the development of DpN. In the
same manner a study in Ankara demonstrates that
MDA level becomes higher in diabetic patients with

JJ
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microvascular complications (including neuropathy) as
compared to diabetic patients without angiopathic
complications.ra On the same line another study
provides evidence for an independent association
between various plasma marker of oxidative stress
(including MDA) and the severity of DPN.36

The present study also demonstrated that combined
assessment by (HbAlc) as glycemic indicator and
(MDA) as oxidative stress and LPO indicator for each
goup separately (with and without peripheral
neuropathy) the sensitivity and the specificity was 867o
as in Table 8.

These findings were consistent with that of another
study which finds the link between hyperglycemia,
oxidative stress induced, and diabetic complications
that have been recently reviewed.3T Similarly
Katarzyna et al38 demonstrated a strong independent
effects between the blood glucose control (HbAic) and
the effect of free radical indices (MDA) on the
development of microvascular complications
(including neuropathy), on the same line another study
showed that type 1 and 2 diabetes mellitus patients in
poor control (i.e. high HbAlc) or with
microangiopathy had higher level of MDA than those
in good control or without angiopathy.3e On the other
hand Gallou et af\ found that there was no correlation
between MDA concentrations and glycemic control.

CONCLUSIONS

Strict normalization of glycemic control may pafily
reverse the causes of diabetic polyneuropathy.
Glycated hemoglobin is of considerable value in
monitoring long-term control in diabetic patients,
determining in which category the patients are, stating
the need for new therapeutic strategy to avoid
development or slow the progression of complications.

We recommend that HbAlc measurement should be
available routinely in diabetic clinics, and it should be
done routinely for every diabetic patient as
recommended by the American Diabetes Association
(ADA) at least twice per year in patients who have
stable glycemic control, and 4 times per year in
patients who are not meeting their glycemic control
goals aiming to be <7Vo to prevent the development
and reducing the progression of complications.

Measurement of MDA is recommended as routine
investigation for all diabetic patients, which is

important to predict the development and progression
of DPN.

There is no effective treatment for diabetic
neuropathy, hence it is important to focus on
preventing this complication and minimizing the risk
of secondary complications (i.e. injury). Health
education and standard care for every diabetic patient
to achieve the goal of glycemic control in order to
prevent micro and macrovascular conplications is
recommended.
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ABSTRACT

Objective: Inryngeal carcinoma is regarded. as the
commonest upper aerodigestive tract cancer and lhe
commonest head and neck cancer. Our aim is to
present data about the inci.dence of vartous laryngeal
carcinoma in Mosul after l99l and compare the
resuhs with previous stu.dies before the war.

Methods: Retrospective stud.y done in Oncology and
Nuclear Medicine hospital, Mosul Military Hospital
Al-Zahrawi Teaching Hospital and Al-Rahma private
hospital, over eight years period from January 1994
till December 2002. Four hundred twenty patients with
hryngeal carcinoma were included in the stufi.

Clinical data including age and sex of the patients,
in addition to the histological reports frohx the case

fi.les were collected and analyzed.
Results: Out of the total 420 patients with laryngeal

carcinoma, male to female ratio was 3-6:1, of which
97.2Vo were squamous cell carcinoma, l.4%o aleno-
carcinoma. The age range was between 36 and 85
years with mean o.ge of 60 years. Heavy smoking was

found to be highly significant related to the
development of laryngeal cancer as 887o of the
patients were heaty smokers.

Conclusions: This study revealed higher frequency
of laryngeal cancers than whnt reported by previous

*Abdulmuhsen Y. Saleern, MD, Senior Specialist irl Otolaryngology, Head of ENT Department, Al-Rahma and Mosul General Teaching Hospital, Mosul,
Ilaq. E.mail:Zkalaf@yahoo.com
*Muna Mune€r, MSc, Departrnent of Medical Community, Medical College, Universiry ofMosul, haq.
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studies performed in the same locality (Mosul) during
the previous decade. This could be attributed to the
general effect of the Gulf War 1991 and the type of
weapons used in it. There is a need for more study in
different parts of lraq about this theory as a cause for
the increasing incidence of malignancy in lraq ajler
the War of 1991.

INTRODUCTION

Laryngeal cancer, like many other cancers,
engenders gamut of emotional personal feeiings by the
patient, treafnent options for the physician, and
rehabilitation decisions for the patient, physician and
speech therapist.l

Emperor Frederick III of Prussia and the German
Kaiser died of cancer of the iarynx in 1888. The
evidence is so overwhelming that the Emperor's
laryngeal cancer was induced by tobacco.2

The mutagenic effect of tobacco is the most
important etiological agent. All types of alcohol
consumption are associated with increased relative risk
(2.2 fold) compared to non-drinkers. Combined
alcohol and smoking abuse increase the laryngeal
carcinoma risk by 507o over the expected additive
rate.'" Overall, the incidence of laryngeal squamous
cell carcinoma showed a gradual rise with increasing
social deprivation.5'6'7'8'e

Mutation of the p53 gene is one of the most
common genetic alterations detected in sequamous cell
carcinoma of the larynx and implicates this gene as
critical site of specific damage by mutagenic
carcinogenes in tobacco. lo'1 I

The incidence of laryrrgeal carcinoma seems to be
relatively high in the north of Iraq. r2'13'tt't5 The aim of
this study is to present data that provide some
information conceming the types and relative
incidence of laryngeal carcinoma in Ninevah province
after the gulf war 1991, their relation to age and sex,
and to compare it with other studies done in the same
area during the immediate previous decade and in
different geographical locations.

METHODS

During the 8 years period ftom January 1994
through December 2002, case files of 420 patients with
laryngeal carcinoma were reviewed retrospectively.
These case files were retrieved from Oncology and
Nuclear Medicine hospital, Mosul Military hospital,
Al-Zafuawy teaching hospital, and Al-Rahma private
hospital (Mosul-Iraq). The records of the patients were
reviewed and the data conceming age, sex, smoking
and histopathology of the lesion were compiled.

The information in these case files were analysed by
using Z-test between two proportions (male and
female). The results were also compared with those of
other studies done il the same area during immediate
previous decade and in different geographical
locations, then the results obtained were ananged in
tables and graphs.

We consider patient as hear.y smoker according to
the following definition: { Heavy smoking = (number
of cigarettes smoked per day) X (number of years of
smoking) > 600).

RESULTS

Table I summarizes the sampled data in general.
There were 420 patients with laryngeal carcinoma, the
age range was between 36-85 years with mean age of
60 years. Males represented the larger group of 330
(78.57o) cases while females were 90 (21.57o) cases
with 3.6:1 male to female ratio. Squamous cell
carcinoma (SCC) was found in 408 (97 .2Vo) of all
cancer cases. The highest incidence of SCC was in the
sixth decade with (58) years mean age. There were 326
(807o) males and,82 (20Vo) females with 4:1 male to
female ratio. Adenocarcinoma was reported in only 6
cases (l.4%o), 3 cases (0.7Vo) of carcinoma in situ, 2
cases (0.477o) of vemrcous carcinoma and one case
(0.23Vo) of plastocytoma was reported. Distribution
shown in Figures 1,,2 and 3.

The difference between incidence of male and
female was a statistically significant which is 78.37o
vs. 21.7 Vo, P<0.OO1 for laryngeal cancer.

39



f-

of Medical

Table 1. Age distribution of the trampled cases in relation to sex

A denocarcinoma

1o/o

a%

I o/o

I o/.

ayo

6yo
5 0/o

4yo
3 0/o

2%o

4%

0%

Figure 1. Distribution of patients with squamous cell

carcinoma according to age, sex and smoking'

Heavy smoking was found to be highly significant

related to the development of laryngeal cancer as 887o

above 7 6 -7 3-44-5

lMale gFemale tr Heavy smoker ENon smoker

I o/o

o o/"

5-6

Figure 2. Distnbution of patients with adenocarcinoma

according to age, sex and smoking.

of the patients were heavy smokerc' 7;32.2;
(P<0.0001), as shown in Table 2 and Figures 1 , 2 and 3'

36-40 41-50 5l-60 61:70 Above ?0 Total
botl

F M F M F M F M F M F M

scc 3 5 25 45 198 20 68 12 32
82

2OVo

326
ao1o

408

A denocarcinoma I 2 z 1
5OVo

3

50Vo
6

Otler (carcinoma

in situ, vemrcous
carcinoma,

l 1 1
5

83.5Va

1

l6.5Vo
6

Total 3 5 25 49 200 23 '70 l3 32

scc Adenocarcinoma C)ther
Total Vo

M F M F M F

Heavv smoker 286 75 2 3 I 4 371 88Vo

Non heavy smoker 20 4 0 0 0 0 24 6Eo

Non smoker 20 3 0 0 I 25 64o

Total 326 82 3 3 1 5 420 ItNV"

Table 2. The distribution of smoking in patients with laryngeal cancer'

Sequamous Cell Carcinoma
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Other Carcinoma

above 6 -7

7

5-6 4-5 3-4

I Male B Femaletr Heavy Smokertr Non Smoker

Figure 3. Distribution of patients with other types

of laryngeal carcinoma (carcinoma in situ,
verrucous carcinoma, plastocytoma) according

to age, sex and srrroking.

DISCUSSION

Laryngeal carcinoma is a common malignant tumor
among asian races''t'tu This neoplasm occupies a

considerable percentage among general cancers in
Ninevah, Baghdad and Basrah,lt''3'to'15'17 a fact that is
true in nearby countries like Saudi Arabia.l8 Laryngeal
cancer is regarded as the commonest upper aero-
digestive tract cancer and the commonest head and

neck cancer.l's'7'16 More than 957o of laryngeal cancers

are squamous cell carcinoma (SCc;.s'z'e'tu Sequences
of a typical hyperplasia, dysplasia and invasive
carcinoma constitute a spectrum of epithelial changes

that can be seen in the larJnx.s t6 The cellular changes

are often related to tobacco smoke,2'3'a'11 the risk is
often related to the level of smoke exposure,3'5'6 to the
ionic radiation, dusts such as asbestos, some nutritional
factors including alcohol and infection with human
papilloma virus.3 

7'1e'20

The high frequency rate of laryngeal cancer (8.l7o
of al1 newly diagnosed cancers and 50.5V0 of all
sequamous cell carcinomas of the head and neck) in
ninetiesr2 in comparsion with frequency of laryngeal
carcrnoma (6-34Vo and 46.6Vo respectively) in previous

study done in same area (Mosul) in the eightiesl3'ra and

this is statistically significant (P<0.01). Although our
study showed that (887o) of the patients with lalyngeal
carcinoma are heavy smokers, study done in the same

r%
9%
8%
7%
6%
5%
4%
3%

I o/o

0%

locality (Mosul) in the nineties show that there is no
significant change in the habit of smoking among our
population.r2 The oncogenic effect of the ionizing
radiation on laryngeal neoplasia in our locality
compared to other studies may be more realistic and
this could be attributed to the general effects of the
Gulf War 1991 and the type of w-eapons used in it.2r

There is increase in frequency (97.27o) of SCC of
laryngeal cancer. This fact was also proved by other
studies in Ninevah,l3 Saudi Arabial8 and England22 in
the eighties.

Diagnosis of laryngeal dyspiasia and carcinoma at
its early stages is of great benefit, as the neoplasia at

these stages is amenable to surgery although at the
price of changing the nature voice.

Our study showed male predominance over female
for laryngeal carcinoma and this is statistically
significant, P value was 0.001. This fact was also
proved by other studies in Ninevah in the eighties,r3
England and Wales in the sixties.6'72r The industrial
environment and the habit of smoking were of
etiological importance.

CONCLUSIONS

This study reveaied higher frequency of laryngeal
cancers than what reported by previous studies
performed in the same locality during the previous
decade, and this could be attributed to the general
effects of the Gulf War 1991 and the type of weapons
used in it (as there are no change in smoking habit),
but more studies in different part ofkaq ene needed to
prove that theory.
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ABSTRACT

Objective: To study the clinical presentations of
Juvenile Nasopharyngeal Angiofibroma (JNA) in
sudanese patients in comparison to other similar
international series.

Methods: This is a retrospective study conducted in
Al-Khartoum ENT Teaching Hospital and lbn-Sina
Specialized Hospital covertng a peiod of ten years
(1995 till200sI

Results: A total number of 13 patients records were
reviewed. The disease was found exclusively
in adolescent males with marimum incidence at 21-25

years of age (46.1Vo). The most common presenting
symptoms were nasal obstruction and epistaxis seen in
a partents (I00Vo), rhinolalia clausa in 7 patients
(53.8Vo), headache in 4 patients (30.7Vo), earache and
conductive heaing loss in 4 patients (30.7%| visual
disturbances in I patient (7.6Vo). The duration of
symptoms at presentation was 6-l I months in 7
patients (53.8Vo), 12-17 months in 4 partents (30.71o)

awl 18-23 months in 2 patients (15.3Vo). The most
common clinical signs were nasopharyngeal mass seen

in all patients ( 100Vo), nasopharyngeal mass with
nasal ertension in I0 patients (76.77o), proptosis in 4

*Mauna Ahmed Abdul Rahim, MD, Consultant ENT Surgeon, Khartoum ENT Teaching Hospital Sudan.
*Nagat Abdalla El Awad, MD, Assistant Professor, Consultant ENT Sugeon, Faculty of Medicine, Unive$ity of Khartoum, Sudan.
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patients (237o) and cheek swelling in 4 patients (23%),

Conclusions: JNA is a rare head and neck

neoplasm in sudanese patients. The disease was found
exciusively in males in the second and third decades of
lfe. The most common presenting symptoms were

nasal obstruction and intermittent epistaxis- The most

common presenting sign was a nasopharyngeal mass'

INTRODUCTION

Juvenile Nasopharyngeal Angiofibroma (JNA) is a
benign and locally aggressive head and neck tumor' It
often acts in a malignant manner by eroding into the

surrounding sinuses, orbit or cranium. The tumor

arises in the nasopharynx, which is the part of the

pharynx that lies behind the nasal cavity and above the

soft palate.r

The tumor etiology has not been clearly determined

yet. The most acceptable theory is that JNA originates

from hormonal dependant hamafiomatous tlssue -

Recent studies demonstrated estrogen and

progesterone receptors in tumor specimens, but

gonadotrophin levels in all patients were normal'

Another theory states that tumor originates from

embryonic perichondreum and periosteum of the

occipital and sphenoid bones. The site of origin is
usuallv broad-based on the postero-lateral wall of the

nasal iavity.2

The most common presenting symptoms are nasal

obstruction and epistaxis. Symptoms are usually

present lor several months befiore the patient is seen'

On examination, virhrally all patients have a
nasopharyngeal mass, usually pink+o-purple in colour

and nodular in appearance. The diagnosis is based on

clinical suspicion, physical examination, imaging

studies and is confirmed by histopathology.

METHODS

A retrospective review of hospital records of
patients who presented with JNA at the E'N'T

d"pu.ttn"nt Ibn-Sina Hospital and Khartoum E'NT
Hospital, Khartoum (Capital of Sudan) during the

period from December 1995 tiil December 2005'

i{ospital records were searched for cases of JNA'

originally diagnosed during the specified period'

History, clinical examination and investigations sheets

were studied. Analysis was performed using

computerized software package (SPSS). The results

were tabulated and presented in percentage form.

Patients who presented with other benign

nasopharyngeal lesions were excluded.

RESULTS

A total number of 13 patients with JNA were

reviewed. The disease was found exclusively in

adolescent males. Their ages between 13-25 years with

a mean age of 20 years. There was a peak of maximum

incidence at 21-25 years of age (46.1Vo),Ftgute l.

251"

20"k

15%

10"/"

5%

Figure 1. Age distribution of JNA.

The most common presenting symptoms of JNA in

sudanese patients in the order of frequency were: nasal

obstmction and nasal bleeding in all patients (1007o)'

rhinolalia clausa in 7 patients (53.87o)' headache in 4
pa,nenls (30.7Eo), earache and deaftress in 4 patients

(30.77,) and diplopia in 1 patient (7 .6Vo), Tablel.

0 10 11-15 16-20 21-25

Age grouPs

Table 1. SYmPtoms of JNA.

The duration of symptoms at presentation ranged

from 6 to 23 months. The different percentages are

shown in Figure 2.

Symptoms No. of patients %

Nasal obstruction 13 I007o

Nasal bleeding l3 t00V.

Rhinolalia clausa 7 531o

Ear symptoms 4 30Vo

Headache 4 30Vo

Visual disturbances 74o
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6.11. t2-17. 18-23

Figure 2. Duration of symptoms of JNA.

The most common sign was a nasopharyngeal mass

in all patients (1007o), followed by nasopharyngeal
mass with nasal extension in l0 patients (76.97o),

proptosis in 3 patients (237o) and cheek swelling in 3

patients (237o), Table 2.

Sign

Mass confined to
nasooharvnx

13 t00V.

Mass extending to the nasal
cavitv

10 76.9Vo

Proptosis 2 15.3Vo

Cheek swelling 2 15.3Vo

Table 2. Signs of JNA.

DISCUSSION

This study was conducted in Al-Khartoum state

(capital of Sudan) at Ibn-Sina Hospital, which is the
national referral hospital, and Al-Khartoum E.N.T
Hospital, which is the main E.N.T hospital in Sudan.

In this study period, thirteen patients with JNA were
admitted to Al-Khartoum and lbn-Sina specialized
hospitals. All patients did not have a pre-operative

biopsy as it may lead to severe haemorrhage.

This study is subject to the limitations of
retrospective studies. There is no registry about this

condition in Sudan. Shaheen, Figi and Handosa

suggested high incidence of the disease, which may be
doubtful because of questionable histology and
inclusion of females and patients of extreme ages.a-8

Harrison recorded an incidence of one per 15.000
patients.a

In this study the disease was found only now in
adolescent males. There is a general agreement that
this is exclusively a disease of males, and the mean age

at presentation is around 20.4 Age range woddwide,
however varies between 7 and 19 years, with isolated
patients prcsenting earlier or later.e In this study the
age of patients at presentation ranged between 13-25
years with a peak incidence between 20-25 years.

Sudanese patients presented late possibly because of
scarcity of specialist services.

The symptoms in sudanese patients are similar to
those reported in the intemational series. Persistent
nasal obstruction and nasal bleeding of various degrees

of severity were the major presenting symptoms which
were encountered in all cases associated with
rhinolalia clausa in 7 patients (53.87o). JNA causes

earache, conductive hearing loss, headache and visual
disturbances. The duration of symptoms tt
presentation ranged between 6-23 months. No patient
presented earlier than 6 months, which was also
observed by Gullane.l

The most common presenting signs were

nasopharyngeal mass in all patient followed by
nasopharyngeal mass with nasal extension in 7 67o of
patients, proptosis and cheek swelling in l5.3%o of
patients. Antonilli obsewed that proptosis, cheek
swelling, bulging palate and intra-onl mucosal mass

are ominous indications of extensive tumor spread.10'13

CONCLUSIONS

JNA is a rare head and neck neoplasm in sudanese
patients. The disease was found exclusively in males in
the second and third decades of life. The most
common presenting symptoms were nasal obstruction
and intermittent epistaxis. The most common
presenting sign was nasopharyngeal mass. In any
adolescent male with long standing nasal obstruction
and intermittent epistaxis, JNA should be suspected

and specialist advice requested.
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ABSTRACT

Objective: The Lttryngeal mask airway (LMA) is being increasingly used instead of face mask or tracheal tube

(TT) during administation of an anesthetic. using of propofol is the best choice for induction of anaesthesia to

insert LMA, but the use of sevoJlurane recently for induction of anaesthesia in a short time drew afiention to use it

for LMA insertion. The aim of this study is to answer the following questiones: Can we use sevoflurane instead of
propofol for anesthesia induction and. l,lulA insertion in all ages? What is the time needed for anaesthesia induction

and LMA insertion when we use sevoJ'luran 8Ea with (N2O+O) 50Vo? Is there any benefits in using sevoflurane

instead of propofol for I'lt[A insertion?
Methoils: In a prospectiye study at Al-Assad Ilniversity Hospital between 2006 and 2007, sixty patients

(n:60), ASA classification (I- - I) were subjected to minor surgery allocated randomly to ttvo groups (n=30),

propofol IV (l.7-j.3 mg/kg) and fentanyt IV (1 1.5 pg/kg) were used for anaesthesia induction in the Jirst group

(P), versus sevoflurane 8Vo with (NzO+O) 50%, and fentanyl II/ (0.5-1.5pg/kg) in the second group (S). We

assessed the follnwing insertion conditions: coughing, limb movement, hiccup and laryngospasm, in addition to

card.iovascular and. respiratory changes during anesthesia induction (bradycardia, hypotension, apnea ..) .

Results: Mean dose of propfol and fentanyl in Brcup P was (2.2710.39 mg/kg), ( 1.0910.28pg/kg) respectively,

but the mean d.ose of fentanyl in group S was (0.98!0.23 pg/kg). The mean time to lose of consciousness was

(44X24.5 sec) in group P and (54.16118.6 sec) in group S, whereas the mean time for deep anesthesia and l'luIA

insertion was (1.36t0.8 min) in group S and (60 sec) in group P. One patient had hypotension (3.3Vo) in group S

and another one hnd bradycardia (3.34o), but in group P three patients had hypotension (10Vo) and seven had

undesirable hands movement (23.3V.). The mean time of apnea during induction was (141 sec) in group P and

(21.16 sec) in group S.

Conclusionsz We can use sevoJ'luran 8Ea with 50Eo (N1O+O) instead of propofol for anaesthesia induction

and LMA insertion in all ages, but the deep anaesthesia takes longer time with sevoflurane copared with propofol.

The card.iovascular and respiratory changes, and undesirable hands movements were less with sevoflurane versus

propofol.
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A CLINICAL COMPARATIVE STUDY BETWEEN METAL REMOVABLE
PARTIAL DENTURES AND FLEXIBLE PARTIAL DENTURES

45 -iJl 4jil'-ll 4jjjJl 4$Jl tj{+. !l o+ ij_.rt!^ q;_,.,J* Ll;r
ijll 4"':j.ll ; Ji$.,i1 J

Iyad Al-Shaarani, D.D.S, Ph.D

;l.--r,Jl rLl .r.1i

ABSTRACT

Objective: The problem of missing teeth calls continuing search for new prosthetic materials which meet the
functional, esthetic, phonetic and healtlry aspects of the patient. This stu.dy is a clinical comparison between recent
flexible removable partial d,entures and metal removable panial dentures which are common in use.

Methoils: Twenty patients in removable prosthodontics department, Damascus University who had various
partial edenfitlous areas according to Kennedy's classification were enrolled in this study. Two removable partial
dentures (netal and flexible) were fabricated for each patient, one of these dentures was used for 6-8 weeks, then it
was removed for ten days, after that -the second one was used for the same period, after each use the required
resuhs were recorded.

Resuks: The results ind.icated. that flexible removable paftial dentures can be used in Kennedy's class III, N
partially edentulous conditions, because they provide good functional, esthetic and healthy aspects, but they need
many and continuing modifications in Kennedy's class I, II partially edentulous conditions.

Conclusians: The use offlexible removable panial dentures provided positive clinical resuhs in some partially
edentulous types, which encourages making further sndies about the rest of the properties of these materials.

*Iyad Al_Shaarani, D,D.S, Ph.D,Associated hofessor, Faculty of Dentistry, Department of Removable Prosthodontic, Damascus, Syria.
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HYDATID DISEASE OF THE PELVIC BONE:
A REPORT OF THREE CASES
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ABSTRACT

Hydatid disease is a common case caused by the

tapeworm Echinococcus. Hydatid disease of bone is
rare. We present three cases of hydatid disease of
pelvic bone, the patients were from rural areas, and

were young in age. The hydatid disease of pelvic bone

cause osteolytic lesions with expansion of cortex,

articular cartilage. There is no calcification found
when hydatid disease extends to soft tissue. Radical
surgical resection of affected bone is the standard

treatment for hydatid disease of pelvic bone when it is
applicable, but in our patients surgical resection did
not applied because of the lack of surgical facilities.
Chemotherapy by albendazole had encouraging results
in control pelvic hydatid disease in prolonged course.

We should be aware of hydatid disease in any

destructive lesion of pelvic bone, especially in case of
patients from endemic areas like Iraq.

INTRODUCTION

HYdatid disease is caused bY the larval form of two

small tapeworms (Echinococcus); Echinococcus
granulosus, the common unilocular form and

Echinococcus multilocularis, alveolar form.
Echinococcus granulosus is rhe rnost common cause of
hydatid disease in humans, it has world wide
geographic distribution, it is endemic in the middle
east, inctuding kaq (mostly in nortlh;.1'2'3'a's'r'r's'e

Echinococcus multilocularis is less common and most

seen in colder climate like North America, Siberia and

Nonh Europe. Hydatid disease is common among

sheep farmei. but bone lesions are rare.' t ot0tt

Hydatid disease always primary, with the larva
reaching the bone via a systemic artery. In bone
involvement, pericyst formation does not occur,
thereby allowing aggressive proliferation in an

irregular branching fashion along the lini: of least
resistance, especially the bone canals.t''t' The parasite

replaces the osseous tissue between trabeculae due to
the slow growth of multiple vesicles. With time, the
parasite reaches and destroys the cortex, with
subsequent spread of the disease to surrounding
tissues.t2't3 Hydatid disease in bone is slowly enlarged
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with litde respect for cortical or epiphyseal
boundaries.s'l3 A secondary infection is engrafted on
the hydatid process and produce an inflammatory
ostitis.r2'13 Hydatid disease in bones occurs most in
commonly vascularised areas. The vertebrae, long
bones, ileum,_ skull and ribs are affected in descending
order.s'6'ra'r5'16 The hydatid disease of the bone is often
asymptomatic for long duration and usually detectd
after sudden fracture, secondary infection, or pressure
symptoms. t'5'tt''3

In hydatid disease there are no pathognomonic
signs, and lacks a typical clinical appearance and
image characteristics on X-iay, and other imaging
studies are not diagnostic.a'r2'r3' 

ra''5'r6 Hydatid disease
giving rise to a multilocular cyst causing scalloping of
the cortex but with little expansion, sclerosis or
periosteal reaction.s 6'16'17 The differential diagnosis of
bone hydatid disease includes aneurysmal and solitary
bone cysts, giant-cell tumor, neurofibromatosis,
fibrocystic disease, chondrosarcoma and
tuberculosis.5'13

The aim of this report is to present these rare cases
of pelvic bones hydatid disease and to alert
orthopaedic surgeons of this rare condition to
emphasize the fact that this disease should be
suspeccted in any cystic lesions affecting the bone,
especially in endemic area. This is the first report in
Mosul (north of Iraq).

CASE PRESENTATION

Case 1: A 32-year-old man ftom rural area 150 km
in southeast of Mosul city was presented at August
1999 with pain in right inguinal region. X-ray film
shows multilocular osteolytic lesion of the pelvic bone,
with expansion of cortex and incomplete penetration of
acetabular articular surface (Fig 1), the lesion
diagnosed as bone tumor. During biopsy of pelvic
lesion we found daughter cyst of hydatid disease of
right pelvic bone. The cyst had been curetted and
irrigated with l07o hypertonic saline, the patient
treated postoperativly by antibiotic and albendazole (10

mg/kg daily). Chest X-ray, skeletal survay, ultrasono-
graphy of liver and abdomen show no other lesions.
Histological examination of biopsy specimens
confirmed the diagnosis of hydatid disease. The wound
heals and the patient treated by prolonged course of

albendazole for 12 months. This produced a definite
symptomatic response and X-ray films -taken every 6
months- show no change in radiographic feature for
last five years. He maintained on albendazole for one
month every six months.

Figure 1. X-ray show multilocular osteolytic lesion
of the pelvic bone, with expansion of cortex and early

penetration of acetabular articular surface.

Case 2: A 2l-year-old woman from rural area 40
km north to Mosul city presented at February 2001
with discharging sinus in right inguinal region of six
months duration. Her general condition was good, X-
ray show well define multilocular osteolytic lesion in
the superior pubic rami extent from I cm lateral to
symphysis pubis medially to acetabulum laterally (Fig
2). Staphylococcus aureus and Pseudomonas
aeruqenosa found in culture of discharge. Diagnosis of
chronic osteomylitis was made, and surgical curettage
of lesion revealed daughter cyst and hydatid
membrane, the histological examination of biopsy
specimens confirmed the diagnosis of hydatid disease.
Chest X-ray, skeletal survay, ultrasonography of liver
and abdomen show no other lesions. Antibiotic and
albendazole (10 mg/kg daily) started for three months,
sinus healed. Four months later few drop of discharge
come out from sinus, X-ray show no change, she
respond well for another course of antibiotic and
antihelmenthic for three months and sinus heal. Small
amount of discharge recures every few months, and
responds to antibiotic and albendazole. For last two
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Emara KM (2007)
Albendazole 15 ngkglday

for 18 months
Surgical excision 6 years No recurrence

Ebrahimi A (2007) Not mentioned
' Three surgical'

excision 23 yeus Recurrence

Kalinova (2005) Albendazole 10 mg&g/day
for 3 months

Complete surgical
excision 2 yeus No recurrence

Michail O P (2007)
Albendazole i0 mg/kg/day

for 8 months
Surgical excision 2 years Recurrence

Ci-Peng T (2005) Albendazole 10 mg/kg/day
for 2 years Surgical excision 14 Years Recurrence

Kashani F O (2007)
Albendazole 15 mg/kg/day

for 6 week
Radical surgical

excision
14 months No recurrence

Kural C (2008)
Albendazole 15 mglkg/day

for 1 years Surgical excision 3 years Recurrence

turi H (2007)
Albendazole 10 mg&g/day

for 3 months
Complete surgical

excision 1 year No recurrence

Table 1. Summery of the results of treatment

of hydatid bone disease in different recent references.

years she kept on albendazole for one month every six
months with no recurrence of discharge.

Figure 2. X-ray show well define multilocular
osteolytic lesion in the superior pubic rami extent from

1 cm lateral to symphysis pubis medially to
acetabulum laterally.

Case 3: A 28-year-old shepherd from rural area 15

km south to Mosul city presented at September 2002
with pathological ftacture of left femur after simple
fall in ground. He had three-year history of pain and

weakness of left thigh and diagnosed as tuberculosis of
the hip joint, he receive irregular course of
antituberculous drugs with no benefit. X-ray show ill
defines osteolytic lesion in left pelvic bone with
irregular expansion in internal side of pelvic bone @ig
3). The osteolytic lesions extend to the head, neck, and
proximal half of the femur with pathological fracture
in subtrochentric region of the femur (Fig 3). Chest X-
ray, skeletal survay, ultrasonography of liver and show
no other lesions. Exploration of left hip reveals large
cavity containing fluid and very large number of
daughter cysts, the cavity extent in side pelvis and
thigh. Skeletal traction started with antibiotic and
albendazole (lO,mg/kg daily). The wound of surgery
healed, but sinus in medial side of upper paft of thigh
start to discharge pus and daughter cysts. The culture
of the discharge shows Staphylococcus aureus and
E.coIi.

The sinus continues to discharge pus,
membranes and daughter cysts for two year in spite of
use of antibiotics and albendazole (10 mg/kg daily).
The hydatid cyst of bone had been complicated by
secondary osteomylitis. Pathological fracture of the
subtrochentric region of femur, which was treated
conservatively, failed to unite. Intermittent sinus
discharge recure for last two year at the site of
nonunion, treated by antibiotic and albendazole.
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Figure 3. X-ray show ill defines osteolyric lesion in
left pelvic bone with irregular expansion of pelvic

bone. The osteolytic lesions extend to the head, neck,
and proximal femur with pathological fracture in

subtrochentric reaion-

DISCUSSION

Hydatid disease or hydatidosis caused by
Echinococcus granulosus is the most widespread,
serious human cestode infection in the world. Bone
involvement is reported in 0.5- 4Vo with spinal
involvement reported in 507o of these caser.t0tt
Echinococcus multilocularis is unknown in our
locality and most seen in colder climate.T'8'e The
recognition of hydatid disease in any bone requires a
high level of suspicion, unless the patient is known to
have cysts elsewhere or comes from an endemic area.
However, in this day of frequent overseas travel, it
could be found anywhere in the world.a'6'10'11'13

Confusion with any other osteomyelitis is the usual
error, but a tumour may also be suspected.lz'l3 In our
patients the diagnosis was made intraoperatively and
other diagnosis was suggested. However, in most
patients whose cases have been reported, the correct
diagnosis was made only after surgical exploration that
resulted in spread of the fluid in the hydatid cysts and
therefore of the infestation.2'3'13 Complication by
infection is serious problem that might start before or
after surgical treatment as in our patients.2'3'11

The patients in our report were from rural areas,
young in age, and have close contact with sheeps as
expected, since hydatid disease is more common in
rural community, this findings supported by other
reports which found it more in young male.8 10'13 

T'tre

most comnon osseous change in our patients is a
combination of cysts and reactive sclerosis, giving the
appearance of a honeycomb.4.5,6,13,18'1e'20.21 Jn our
patients we noticed marked expansion of bone, with no
calcification when the cyst penetrates the soft tissue,
which is similar to some reports,l3'21'22 and different
from others findings.a3'6 The absence of calcification
in soft tissue could be explained by presence of
infection in our cases, which made soft tissue
involvement in form of abscess formation. Expansion
of bone could be explained by fact that the hydatid
disease process take very long time that allow the bone
to expand by slow remodeling. Articular cartilage
offers no resistance to growth of hydatid cyst,s.l3'r8 this
is seen clearly in the third case where the lesion
extended from pelvic bone to femur through hip joint.
This differs from other studies which mention that
articular surface never breached.5,6

The behavior of osseous hydatid cyst resembles that
of locally malignant lesion.tt''3'24'2s Hemipelviectomy,
hindquarter amputation, pelvic resection and prosthetic
replacement have been advocated to completely
eradicate the disease but the published results have
been discouraging .3'1't3'23'24'2s'26 Inoperable cases can be
treated with albendazole (10 mglkg) or mebendazole
(40-50 mg/kg). Albendazole is the drug of choice
because of its greater absorbance from the gastro-
intestinal tract and achievement of higher plasma
levels.l'3'13'23'20'25 It is difficult to determine a treatment
guidelines be9.4q9 9! thq relative infrequency of bone
hydatidosis.2'14'15'le'20'22'23,u The results of surgical
treatment and chemotherapy by albendazole in recent
literatures are summarized in Table 1.z,t4,t5,te'zo'22.23'24

The World Health Organization (WHO) suggests
adjuvant chemotherapy with albendazole for at least 2
years after surgery. In cases where only a palliative
treatment is possible, albendazole administration could
be continuous.2s

Recurrence of a hydatid cyst is expected in pelvis
even if combined with chemotherapy.3 Our patients
results indicate that treatment with albendazole had
encouraging results in control pelvic hydatid in
prolonged course. Lesions of the pelvis seldom resolve
completely and usually take a chronic course with
many relapses.' Radical resection not appled in our
patients because of shortage of surgical facilities,
extensive invasion of the lesions. Usuallv the disease is
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so extensive that only palliative excision is possible,

which is difficult to be applied in poor country with
limited resources. In addition, with surgical treatment
there is a risk of producing an acute anaphylactic
reaction or encouraging further dissemination if the
antigenic hydatid fluid escapes into the surrounding
tissues.26 

2t 28 2n The best chance of complete cure of
bone hydatid by surgical treatment involves radical
excision together with irrigation using scolecidal
asents: this is onlv feasible at certain sites such as ribs,
fiiulae or scapulae .7 

rt2527 2s

In our patients the pelvic bone aflected only. with
no other organ involvement, which might be explained
by the fact that in bone hydatid the pericyst formation
does not occur. thereby allowing protective immunity
to hydatid disease to develop, which prevents other
organ af{ection. This idea supponed by Naji K
trndlngs.-

CONCLUSIONS

The discovery of an effective oral or parenteral

medication able to destroy the parasite, sterilize the

cyst and prevent recurrence has long been a cherished
hope.'. "" Chemotherapy by albendazole had

encouraging results in control pelvic hydatid disease in
prolonged course. It is important to consider
Echinococcus infestation of bone in the differential
diagnosis of destructive osseous lesions in
geographical areas where the disease is endemic.2'5

This fact should be in mind of any orthopedic surgeon
work in kaq, since it is one of well-known endemic
area in world.
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DOWN'S SYNDROME ASSOCIATED WITH INFANTILE HYPERTROPHIC
PYLORIC STENOSIS

olltlt -tr.'tl ,Jldl J;,.5 e ^iiil-i^ 6jl: ar;)i^
Mohammed J. Al-Khalidi, DCAFICMS; Mohammed K. Mohammed, CABS.

.^- - ,f^15 r--:-.r.4rJIiJl DLr' .^- . .J

llt^rll u.il"
ilii oil, 'U.!lr rr,-.ll (:tar..ji l-ej- i.!" !-J l,ili cJbjji C. dllJii dJ+ iU 

"ili 
i3.r.i 9 "i:l" r;,:Jt' .ei g3l.r LJ)i.

LJ. u €-i s.li; d+-bi c- oJ) Lj):" l.€+i ,-:it_i i!.: llL: &r\ ++.,,: i .LllJl orA (5, i:Jxl olaytill r*, i_,i- l,:lt illJJl,
.J*l-ll diljll "J' 

,r"ll clil, lrr.rag.r 41-.11 6rA CFlJ,i"l JIUJI lia j ei"j- .6 1

ABSTRACT

Down's Syndrome (DS), or Mongolism, is a

commonly occurring congenital abnormality that had
been known to be associated with major congenital
anomalies, of which are gastrointestinal malformations
that rank second after cardiac rnalformations.

In the present paper, a rare association between DS
and Infantile Hypegrophic Pyloric Stenosis (IHPS),
occurring in a female infant, is reported. The condition
is discussed and some highlights on such an
association were presented.

INTRODUCTION

DS is a commonly occurring chromosomal
abnormality with a world wide frequency of 1 in 700
to 1in 1000 live births.l Mental retardation,
dysmorphic features along with distinctive phenotypic
traits, characterizes this syndrome.2

It has been known to be associated with major
congenital anomalies headed by congenital heart
diseases while the most common non-cardiac
anomalies are gastrointestinal; namely duodenal
atrasia, imperforate anus and Hirschspring's disease in
this order.3 The association or co-occurrence of these
anomalies in DS infants, especially when combined

with the presence of cardiac defects, is a considerable
cause of major morbidity and mortality making earlier
recognition a matter of paramount importance.a

In the present paper, we are reporting a rare
association of DS with Infantile Hypertrophic Pyloric
stenosis (IHPS) in a newbom female.

CASE PRESENTATION

A female infant delivered on the 23'd of January
2005 to a 32-year-otd, mother and 34-year-old father
from Baghdad. The delivery was full term by
cesearean section (CS) with a birth weight of 3500 g.

On the 3'd day of life, she had been brought by
parents to the private clinic because of jaundice. On
examination; the jaundiced infant showed classical
features of DS; small head, brachycephaly, up-slanting
eyes, depressed nasal bridge, protruded tongue, small
hands with clinodactaly. wide space between the big
and 2no toe ol the foot, along with generalized
hypotonia and frog-like posture. No other associated
abnormalities were clinically detectable. The infant
was the second baby to the parents; the first one was a
normal 3-year-old boy.

On investigation; fathet's blood group was A-
positive, mother's was O-positive, while the infant

*Mohamrned Jalal Al-Knalidi, DCH, FICMS, Pediatrician, Al-Kindy Teaching Hospital, Assistant Professor, Depanment of Pediatrics, Al-Kindy
College of Medicine, Baghdad, Iraq. E- rnail: jnkhalidi@yaloo.com
*Mohairuned Kamil Mohamrned, CABS, Consultant Surg€on, Al-Kindy Teaching Hospital, Assistant hofessor, Department of Surgery, Al-Kindy
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blood group was A-positive. Total serum bilirubin
was 12 mg/dl (direct hyperbilirubineamia of 2 ngldl
and an indirect of 10 mg/d1), PCV was 52Va arrd
hemoglobin concentration was 17 g/dl. The jaundice
was treated conservatively; the condition subsided
within two weeks.

On the 12th of February 2005, she was around 4
weeks old when she presented with repeated projectile
non-bilious vomiting after each feed. On examination;
she was not jaundiced, her weight was declined to
2800 g and the infant was markedly dehydrated. There
was a moderate upper abdominal distention and
feeding test demonstrated an olive-shaped mass at the
epigastrium which raised the possibility of a
hypertrophied pylorus. An ultrasound examination
confirmed the diagnosis of Hypertrophic Pyloric
Stenosis.

A colleague surgeon was consulted and an urgent
surgical intervention was decided on the 13'h of
February 2005. It was necessary to rehydrate with 1/2

Glucose Saline Solution and a correcting dose of
potassium (2.57o Dextrose plus 0.457o sodium chloride
plus 1 g of Potassium chloride in 500 ml of fluid), a

small nasogastric tube was placed and the operation
was performed through a small transverse upper
abdominal incision (Figure 1). The hypertrophied
pylorus was exposed and a "Ramistid's" pyloro-
myotomy, down to the mucosa, performed. Surgery
was uneventful and a quick recovery was noticed.

Figure l. Healed small transverse
upper abdominal incision.

Postoperatively, vomiting ceased, breast feeding
was commenced 8 hours after operation and the infant

retumed home the second day. The infant was
followed up weekly; one month later, her weight
becomes 4500 g with a relatively good health.

DISCUSSION

Historically, the name "Down" comes after the
physician "Dr. Langdon Down", who first described
the collection of findings in 1866.5

Essentially, DS is a genetic condition resulting from
the presence of all or part of an extra 21"t chromosome,
thus also called "Trisomy 21".6 The extra chromosome
2l affects almost every organ system resulting in
clinically significant mental retardation, dysmorphic
physical features and life threatening complications.T
No racial predilection is known, but males is slightly
more affected than females.8

All the characteristics cranio-facial and physical
features of DS need not to be present in every case;
major frequently recognizable features were
mongoloid slant, ear abnormalities, epicanthic folds,
flat facies and hypotonia.e Clinical diagnosis is highly
accurate shofily after binh by recognizing the
dysmorphic features. 

1o

Many infants with DS have a4 associated or "co-
occurring" congenital malfoirations requiring
intensive surgical and medical management.ll In
addition to congenital heart defects, that co-occurred
most often in DS infants (507o compared with infants
without DS), the risk of gastrointestinal
malformations, genitourinary malformations and
abdominal wall malformations, were also elevated.12

The high frequency of congenital malformations in
DS infants is believed to be due to the fact that the
autosomal trisomy state amplifies expression of
exposure to teratogens. 13

It is very interesting that DS had been recognized as

the most common predisposing condition to serious
gastrointestinal anomalies, with a reported incidence of
around 5-107o in DS infants, although such an
association is not very clear, as none of these
anomalies is specific to the trisomy state. In addition,
the underlying defects that usually cause
gastrointestinal anomalies (i.e., failure of foregut
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canalization, failure of neural crest cell migration, or
malformations of the anterior abdominal wall, etc) are
also encountered in unaffected infants.l3 Tracheo-
esophageal fistula, duodenal obstruction with or
without pyloric stenosis, annular pancreas, imperforate
anus and Hirschspring's disease are the most prevalent
lesions.13 In addition, jejunal angiomatoses,t' pre-
pyloric web,ls and esophageal atrasia,l6 had all been
reported.

Reviewing the literature, the condition of the infant
reported in this paper demonstrates a rare association
or co-occurrence of IHPS and DS without the presence
of any demonstrable cardiac abnormality.

IHPS is known to be exremely rare in neonates. it is
also rare in infants older than 6 months. The reported
incidence of IHPS is 3 cases per 1000 births,rT it is 4
times as common in males as in females. Non-bilious
vomiting, occurring between 3'd and 6'h week of life,
which becomes forcible and projectile after 2-3 days,
is the typical presenting symptom, while clinical
demonstration of the hypertrophied pylorus, as a
palpable upper abdominal mass, is very diagnostic.rT

Up till now, the exact etiology of IHPS remains
unclear and it is probable that several predisposing risk
factors would be associated with this condition.l8

Helicobactor Pylori (HP) infection was proposed to
be the cause of some cases of IHPS. Nonspecific
evidences (seasonality and increased risk with both
feedings), the fact that children with IHPS have
shxcturally normal pylorus at birth and do not
resemble children with congenital anomalies, strong
male predominance and social class variations; which
are features common in HP infection, the possibility
that children with IHPS are more likely to develop
chronic conditions such as peptic ulcer, are all
supportive evidences of this hypothesis.le

Another testable theory about the cause of IHPS was
proposed, based on the inheritance of a Parietal Cell
Mass (PCM) at the upper end of the normal range.to It
is proposed that persisting duodenal hyperacidity,
which is created by the inherited high PCM, will lead
to loss of gastrin control. These two factors produce
pyloric stenosis tlrough work hlperkophy from

repeated pyloric contractions in response to
hlperacidity.20

The diagnosis of IHPS can be made on clinical
ground in the majority of cases; however, sonography
is simple, non-invasive and accurate in most of cases.2l
It facilitates rapid diagnosis, prompt selection of more
suitable surgical candidates and early intervention.2l

lmmediate operation is indicated in the majority of
cases, Ramistid's pyloromyotomy is the most
appropriate curative procedure.lT

A prominent complication of pyloromyotomy is
intra-operative duodenal perforation. It should be
infrequent, but when it occurs, it should be recognized
and treated promptly. Incomplere pyloromyoiomy is
uncofirmon and, as a matter of fact, it should not
happen.22

CONCLUSIONS

The possibility of the co-occurrence of congenital
malformations in infants bom with DS and the
morbidity and mortality of such an association should
call for proper search for these malformations in such
infants. The association of DS and gastrointestinal
anomalies is a major cause of morbidity. Prompt and
proper treatment after diagnosis is of paramount
importance.
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Interesting Case

Pituitary Apoplexy

ir."l=,ill aituJl

A 70-year-old man presented with a five-day history of worsening headaches associated with vomiting
and confusion on the day of admission. He was being treated with warfarin for transient ischemic attacks

and left ventricular dysfunction. There was no history of endocrine dysfunction, and he had no visual
symptoms. The blood pressure, pulse, and visual fields were normal, and there were no signs of adrenal,
gonadal, or thyroid deficiency. The prothrombin time was 26.6 seconds (intemational normalized ratio,

4.9). The serum concentrations of follicle-stimulating hormone, luteinizing hormone, testosterone,
prolactin, thyrotropin, thyroxine, and insulin-like growth factor I were low. The basal serum cortisol

concentration was 1.0 pg per deciliter (28 nmol per liter), and it increased to 15.1 pg per deciliter (477

nmol per liter) after the administration of corticotropin. A Tl-weighted magnetic resonance image
showed a large soft-tissue mass in the pituitary fossa (solid arrow in Panel A) and areas of intermediate
and high intensity (open arrow), suggesting hemorrhage. The addition of gadolinium contrast medium

showed that the mass had a heterogeneous pattem of enhancement (arrow in Panel B).
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of hemorrhage or infarction into a nonsecreting pituitary adenoma. The padent was treated with
intravenous hydrocortisone, which resulted in rapid improvement, and with levothyroxine.

One month later, magnetic resonance imaging showed a substantial decrease in the size
of the pituitary mass, with some residual hemorrhage.
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HISTORICAL HIGHLIGHTS ON IRAQI CONTRIBUTION
IN MENTAL HEALTH
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ABSTRACT

This article aims to highlight the roots of approaching the mentally ill patients in ancient lraq, with the

continuous progress of mental health system and medical education during the glorious Abassian era in lraq as

Baghdad was the capital for many prestigious medical and scientific foundations like libraries, schools, translation

centers, attracting medical students and trainees from all over the world. Data was collected by scaning available

literatures and archiyal d.ocuments where there was vague focus on contribution of lraq in history of mental health
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Effectiveness of Maternal Influenza Immunization in Mothers and Infants
e+.a. Jl9 piU ayUl al' iic ligJi$ 
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K Zaman, et al.

NE J M 20 O 6:,359:1ffi 5 -1564.

Background: Young infants and pregnant women are at increased risk for serious consequences of influenza
infection. Inactivated influenza vaccine is recommended for pregnant women but is not licensed for infants younger
than 6 months of age. We assessed the clinical effectiveness of inactivated influenza vaccine administered during
pregnancy in Bangladesh.
Methods: In this randomized study, we assigned 340 mothers to receive either inactivated influenza vaccine
(influenza-vaccine group) or the 23-valent pneumococcal polysaccharide vaccine (control group). Mothers were
interviewed weekly to assess illnesses until 24 weeks after birth. Subjects with febrile respiratory illness were
assessed clinically, and ill infants were tested for influenza antigens. We estimated the incidence of illness,
incidence rate ratios, and vaccine effectiveness.
Results: Mothers and infants were observed from August 2004 through December 2005. Among infants of mothers
who received influenza vaccine, there were fewer cases of laboratory-confirmed influenza than among infants in
the control group (6 cases and 16 cases, respectively), with a vaccine effectiveness of 63Vo (95Vo confidence
interval [Cl, 5 to 85). Respiratory illness with fever occurred in 110 infants in the influenza-vaccine group and 153
infants in the control group, with a vaccine effectiveness of 294o (957o Cl,1 to 46). Among the mothers, there was
a reduction in the rate of respiratory illness with fever of36Vo (95Vo Cl,4 to 57).
Concfusions: Inactivated influenza vaccine reduced proven influenza illness by 63Vo in infants up to 6 months of
age and averted approximately a third of all febrile respiratory illnesses in mothers and young infants. Maternal
influenza immunization isa strategy with substantial benefits for both mothers and infants.
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The Importance of Cerebral Aneurysms in Childhood Hemorrhagic Stroke

JliS,Jl'!. AlJiJl dltis*Jl # 4+. t",!l fl erl.4-cl A.r.o I

Siroke zOOb l'|av 20.

Background And Purpose: Prior population-based studies of pediatric hemorrhagic stroke (HS) had too few

incident cases to assess predictors of cerebral aneurysms, a HS etiology that requires urgent intervention.

Methods: We performed a retrospective cohort study of HS (intracerebral, subarachnoid [SAH], and

intraventricular hemorrhage) using the population of all children <20 years of age enrolled in a large Northem

Califomian healthcare plan (January 1993 to December 2003). Cases were identified through electronic searches

and confirmed through independent chart review by 2 neurologists with adjudication by a third; traumatic

hemorrhages were excluded. Logistic regression was used to examine potential predictors of underlying aneurysm.

Results: Within a cohort of 2.3 million children followed for a mean of 3.5 years, we identified 116 cases of
spontaneous HS (overall incidence, 1.4 per 100 000 person-years). Cerebral aneurysms were identified in 15 (1'3Vo)

of HS cases. Among 21 children with pure SAH, 57Eo were fotnd. to have an underlying aneurysm compared with

only 2Vo of 58 children with pure intracerebral hemonhage and 59o of 37 children with a mixed pattem of
hemorrhage (intracerebral hemorrhage and SAH). Independent predictors of an underlying aneurysm included pure

SAH (OR, 76;957o CI,g to 657i P<0.001) and late adolescent age (15 to l9 years versus younger age groups; OR,

6.4',957o CI, I .0 to 40: P=0.047 t.

Conclusions: Cerebral aneurysms cause the majority of spontaneous SAH in children and account for more than

107o of childhood HS overall. Children, and particularly teenagers, presenting with spontaneous SAH should be

promptly evaluated with cerebrovascular imaging.
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Effect of Childhood Cancer Treatment on Fertility Markers in Adult Male Long-Term Survivors

i+iJlJl .,p53Jl $t A.g..iJ' clLa"rlg sJ' '{IgiJeJl 4lrn '-rUlJeJ,r a+Jb" Ji'g

van Ca1lerer NJ, el al.

YeAlaNr Blaoa Cancer 2AOb 5e? 25.

Background: Although it is accepted that pediatric cancer treatment harbors a risk of gonadal damage' large cohort

studies using up-to-date fertility markers are lacking'
procedure:ihe aim of our study was to evaluate the gonadal toxicity of childhood cancer treatment using fertility '

markers. We included 248 adulimale long-term survivors of childhood cancer. Median age at diagnosis: 5 yea$,

median age at follow-up: 24 years, median follow-up time 18 years. We evaluated patient characteristics' treatnent

modalitiei, testicular siie, and endocrinological parameters including Inhibin B, luteinizing hormone (LH), follicle-

stimulating hormone (FSH), and testosterone.

Results: The median value of lnhibin B in tlle cancer survivor group was 126 ngll- versus 177 ngll- in the control

g.*p ip . o,oor). In the survivors,67vo had Inhibin B levels below the normal reference value of 150 ngil

!o.p*"d wi+h z6E in the control group (P < 0.05)- Inhibin B was the most sensitive discriminator between

,o*iuo.. and controls. Significantl/ decreased Inhibin B levels and increased FSH levels were found in men

treated for Hodgkin and non-Hodgkin lymphoma, acute-myeloid leukemia, neuroblastoma, and sarcoma as

"o-p*"6 
to otlier malignancies. Cumulativi dosages of procarbazine and cyclophosphamide were the only

ina"p"nO"n, chemotherap-y-related predictors for decrease_of Inhitin B levels and increase of FSH. Age at time of

treatment did not influence post-treatment Inhibin B or FSH levels'

Conclusions: Severe gonadh impairment is a risk in a considerable subgroup of childhood cancer survivors based

on cunent fertility maikers like ftftitin g. Males receiving gonadotoxic treatment before puberty are not protected

from post treatment gonadal dysfunction.
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4ril*lJl .f l5'J 19 .tr$l

Use of I-etrozole in Assisted Reproduction
rl*rJl ul.*liill Airc 13 letrozoleJl llrli*l

Hum R.prca U?aatu 2OOA ,ep 23.

Background: Irtrozole is the third-generation aromatase inhibitor (AI) most widely used in assisted reproduction.
AIs induce ovulation by inhibiting estrogen production; the consequent hypoestrogenic state increases GnRH
release and pituitary follicle-stimulating hormone (FSH) synthesis.
Methods: A systematic search ofthe literature was performed for both prospective and retrospective studies. Meta-
analyses of randomized clinical trials (RCTs) were performed for three comparisons: letrozole versus clomiphene
citrate (CC), letrozole + FSH versus FSH in intrauterine insemination (IUI) and letrozole + FSH versus FSH in
IVF. In the absence of RCTs, non-randomized studies were pooled.
Resu,lts: Nine studies were included in the meta-analysis. Four RCTs compared the overall effect of letrozole with
CC in patients with polycystic ovary syndrome. The pooled result was not significant for ovulatory cycles (OR =
1.17195Vo CI 0.66-2.09), or for pregnancy rate per cycle (OR = 1.47; 95Ea Cl0.73-2.96) or for pregnancy rate per
patient (OR = 1.37;95Vo Cl 0.70-2.71). In three retrospective studies which compared L + FSH with FSH in
ovarian stimulation for IUI, the pooled OR was l.L5 (95Vo CI 0.78-1.71). A final meta-analysis included one RCT
and one cohort study that compared letrozole + gonadotrophin versus gonadotrophin alone: the pooled pregnancy
rate per patient was not significantly different (OR = 1.40;95V0 Cl0.67 -2.91).
Conclusions: Letrozole is as effective as other methods of ovulation induction. Further randomized-controlied
studies are warranted to define more clearly the efficacy and safety of letrozole in human reproduction.
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Vulvodynia in Preadolescent Girls

4i.o lFJl iF e!3,rliUJl ,ris ejJl tli
ReeA bA,el a .

J Low Genitlracl Dib zOOb OcNt12(4)257-d.

Objective: Although vulvodynia occurs in approximately 7Vo of a& t American women, we hypothesize that
vulvodynia also occurs in young ghls and that they respond to treatments that are similar to those used in women
with this disorder,
Materials And Methods: This is a retrospective case study of vulvodynia in preadolescent girls seen in our
referral practice. Records of all office visits and any telephone or e-mailed follow-up were reviewed.
Results: Between October 1996 and April 2006, 6 girls ages 4 to 11 years were evaluated and diagnosed with
vulvodynia. Pain had been present for several months to 7 years, and most patients had been seen by several
physicians before having this diagnosis made. Treatment was typically initiated with a tricyclic antidepressant, and

5 of the 6 gftls noted improvement in their symptoms, including 2 who had marked improvement, and another 3

with substantial improvement who were able to discontinue therapy without a recurence.
Conclusions: Vulvodynia does occur among young girls and, when treated as a neuropathic pain disorder, was
found to dramatically improve or remit in the majority of thbse treated in this small case series. This
underrecognized disorder should be considered in cases of ongoing vulvar discomfort, regardless of age.
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Comparison of Hysterosalpingography and Laparoscopy in The Evaluation of Infertile Women
pLriJl rle frJl gyl,r, fi+ij i{l iJrijt .+l!i. S i,i.33ftg =Jl l-gei llrijrl Allir

Sakar MN, el 21.

Sauai Mea J 2oa9 5epi29(9):1315-b,

Objective: To compare tuboperitoneal factors of infertile women by hysterosalpingography (HSG) and

laparoscopy.
Methods: In this cohort study, 82 infertile cases were evaluated retrospectively by laparoscopy, 3 months

subsequent to HSG in the Department of Gynecology and Obstetrics, Medical School of Dicle University,
Diyarbakir, Turkey, between March 2004 and April 2006. The findings of HSG and laparoscopy were compared.
Results: Out of the 82 infertile women, pathological findings were observed ln 45.lVo by HSG, and 54.9Va had no
pathological finding. On laparoscopic evaluation, however, pathological findings were observed in 65.857o, and

34.157o had no pathological findings. The pathological findings were detected by laparoscopy in 20 of the
45(44.4Vo) patients who had no pathological findings by HSG, and no pathological frndings were detected by
laparoscopy in 3 of the 37 (8.1Va) patients who had pathological findings by HSG. Laparoscopy revealed no
pathological findings in 6 of the 35 patients who had tubal pathology by HSG. The sensitivity of HSG was 637o,
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specificity was 89.3Vo, and the positive predictive value was 92Vo, with a 55Vo predictive value, and the accuracy
ralio was'72Vo.
Conclusion: Laparoscopy is a superior method for the research of tubal and pelvic pathologies in the evaluation of
infertility. However, HSG is a more economical and elementary method suitable for evaluation of endometrial and
tubal pathologies, and laparoscopy is an appropriate method for examining the extemal pafi of tubae, fimbriae, the
relation of tuba and ovary, endometriosis, adhesions, tuberculosis, and other pathologies. Therefore, these 2
methods are not altemative, but complementary.
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Surgery
4.llFJl

The Managernent of Patients With Intradural Post-Traumatic Mass Lesions
;i!lf l .Ji,lr A-,r.aJl arliSll ggll rF.f Xri

Cohpaqnare C, el al,

Neffoturqery 2OO7 Ju:61(1 9u??l):252-4o: aiecr7eian 240-1.

Objective: Controversy exists about the indications and timing for surgery in head injured patients with an
intradural mass lesion. The aim of this study was to survey contemporary approaches to the treatment of head
injured patients with an intradural lesion, placing a particular focus on the utilization of decompressive
craniectomy.
Methods: A prospective intemational survey was conducted over a 3-month period in 67 centers from 24 countries
on the neurosurgical management of head injured patients with an intradural mass lesion and,/or radiological signs
of raised intracranial pressure. Information was obtained about demographic, clinical, and radiological features;
surgical management, and mortality at discharge.
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Results: Over the period.of the study, data were collected abofi 729 patients consecutively admitted to one of the
participating centers. The survey included 397 patients with a severe head injury (Glasgow Coma Scale [GCSI 3-
8), 155 with a moderate head injury (GCS 9-12) and 143 patients with a mild head injury (GCS 13-15). An
operation was performed on 502 patients (697o). Emergency surgery (<24 h) was most frequently performed for
patients with an extracerebral mass lesions Gubdural hematomas) whereas delayed surgery was most frequently
performed for an intracerebral hematoma or contusion. Decompressive craniectomy was performed in a substantial
number of patients, either during an emergency procedure (n = 134, 337o) or a delayed procedure (n = 47, 3lVo).
The decompressive procedure was nearly always combined with evacuation of a mass lesion. The size of the
decompression was however considered too small in 257o of cases.

Conclusion: The results provide a contemporary picture of neurosurgical surgical approaches to the management
of head injured patients with an intradural mass lesion and./or signs of raised intraffanial pressure in some

Neurosurgical Units across the world. The relative benefits of early versus delayed surgery in patients with
intraparenchymal lesions and on the indications, technique and benefits of decompressive craniectomy could be
topics for future head injury research.
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Percutaneous Fetoscopic Patch Closure of Human Spina Bifida Aperta
$l 11r tfgl'tl cl'riJl J4c ,irEJ t'$i.sq CAii.eIl 09il'.J' dlg,ra $li I

Ko f, ei a.
5wo Endaoc 20Ob 5ep 26.

Background: A percutaneous minimally invasive fetoscopic approach was attempted for closure of a spina bifida
aperta in two fetuses with L5 lesions. The goal was to obviate the need for postnatal neurosurgery to manage this
condition.
Methods and Results: The percutaneous fetoscopic procedures were performed by a two-layer approach at

respectively 22 +l- 2 and 22 +/- 4 weeks of gestation. The fetuses were delivered respectively at 32 +/- 6 and 32 +3
weeks of gestation. Their neural cords were completely covered although in small areas skin closure was
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incomplete. Postnatally, complete skin closure occurred beneath an occlusive draping within 2 to 3 weeks such that
neurosurgical intervention was not required. Both neonates showed reversal of hindbrain herniation, near-normal
leg function, and satisfactory bladder and bowel function. For one of the two fetuses, ventriculoperitoneal shunt
insedion was not required.
Conclusions: Percutaneous minimally invasive fetoscopic patch closure of spina bifida aperta offers a substantially
less maternal trauma than open fetal surgical repair and currently may even obviate the need for postnatal
neurosurgical repair. With a little further improvement in surgical techniques and a better understanding of
incorporating surgical patches into the fetus, complete skin closure seems possible in the near future.
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Could Lymphatic Mapping And Sentinel Node Biopsy Provide Oncological providence
For Local Resectional Techniques For Colon Cancer?
a-lLJl diirJl 4cf9 ,ii'r3li.eJll ,4rJ' e,A3i +,si .!ir i-l^

lOgJgSJl 9l&;r olLr q3 e.;- g.Jl JLaii.*!, el+ii t,riidf 4.-. liJl u.e

Cahlll R/', et al.

BMC SrrO 2AAAi24,b(1),17 ,

Background: Endoscopic resectional techniques for colon carcer are undermined by their inability to determine
lymph node status. This limits their application to only those lesions at the most minimal risk of lymphatic
dissemination whereas their technical capacity could allow intraluminal or even transluminal address of larger
lesions. Sentinel node biopsy may theoretically address this breach although the variability of its reported results
for this disease is worrisome.
Methods: Medline, EMBASE and Cochrane databases were interrogated back to 1999 to identify all publications
conceming lymphatic mapping for colon cancer with reference cross-checking for completeness. All reports were
examined from the perspective of in vivo technique accuracy selectively in early stage disease (i.e. lesions
potentially within the technical capacity of endoscopic resection).
Results: Fifty-two studies detailing the experiences of 3390 patients were identified. Considerable variation in
patient characteristics as well as in surgical and histological quality assurances were however evident among the
studies identified. In addition, considerable contamination of the studies by inclusion of rectal cancer without
subgroup separation was frequent. Indeed such is the heterogeneity of the publications to date, formal meta-
analysis to pool patient cohorts in order to definitively ascertain technique accuracy in those with T1 and/or T2
cancer is not possible. Although lymphatic mapping in early stage neoplasia alone has rarely been specifically
studied, those studies that included examination of false negative rates identified high T3l4 patient proportions and
larger tumor size as being important confounders.
Conclusion: The specific question of whether sentinel node biopsy can augment the oncological propriety for
endoscopic resective techniques (including Natural Orifice Transluminal Endoscopic Surgery [NOTES]) cannot be
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definitively answered at present. Study heterogeneity may account for the variability evident in the results from
different centers. Fnhanced capacity (perhaps to the level necessary to consider selective avoidance of en bloc
mesenteric resection) by its confinement to only early stage disease is plausible although not proven. Specific study
of the technique in early stage tumors is clearly essential before proffering this approach.
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Testicular Catch-Up Growth After Yaricoceletomy: Does Surgical Technique Make A Difference?
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Objectives: Catch-up growth of the affected testis in adolescents after varicocele repair has been well documented.
Many investigators have found evidence that testicular hypotrophy related to varicocele can be reversed by early
intervention. The aim of this study was to analyze the testicular catch-up growth rate in pediatric patients,
correlating it with patient age at surgery, varicocele size, procedures used, and semen quality.
Methods: Between March 1990 and September 2006, a total of 465 varicocelectomies were performed at our
department. We evaluated the mean testicula.r volume before and after varicocelectomy in patients aged 9-14 years.
Two procedures were used: laparoscopic artery-preserving varicocelectomy (group 1) and open inguinal
microscopic artery-preserving varicocelectomy with a venous-venous b)?ass (group 2). The testicular volume was
measured before and a.fter surgery using ultrasonography, and the mean testicular catch-up growth was recorded.
Results: Although the overall catch-up $owth rate for both groups was 80Vo, after 18 months, only 457o of patients
in group 1 and 34Vo of patients in group 2 had equal bilateral testicular volume. None of these procedures showed a
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statistically significant conelation with age at surgery, varicocele size, or catch-up rate. The semen analysis results
did not show statistically significant differences between the 2 goups.
Conclusions: Although 80% of patients demonstrated testicular catch-up, with a different distribution depending
on the procedure type used but without statistically significant differences, only 32Vo of patients had complete and
real teslicular volume catch-up.
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Prevention and Management of Transcatheter Balloon-Expandable Aortic Valve Malposition
i.'ICliJL tgJFl snill,llill 6.;(,r'J I ;LeeJl e;g '9.r,$lr, 13 {t3tl9 .'1-rs,ll

Ali /,M, er: al.

Catheter Cataiavabc rtew 2OOb Jun 16:72(4):573-57b.

Objectives: Early clinical outcomes in selected high-risk patients undergoing catheter-based aortic valve
replacement (AVR) compare favorably with conventional surgical AVR. Improved understanding of the
mechanisms of success and failure of transcatheter AVR will likely improve outcomes furlher. To this end, we
exarnined our experience during the developmental phases of transcatheter AVR and describe the causes and

management of prosthetic valve malposition.
Methods: Transcatheter balloon-expandable AVR was performed in 170 patients at two centers. Malposition was

defined as prosthetic valve implantation in a location other than within the native valve. Patients were prospectively
identified and followed as part of an ongoing database.

Results: Valve malposition occurred in 9 of 170 patients (5.37o). Final position was supravalvular in eight of nine

cases. In all cases, embolization to the ascending aorta occuned within a few cardiac cycles following deployment.

Importantly, late embolization was not observed. In most cases, the prosthesis was uneventfully repositioned in the
more distal aorta. Positioning was subvalvular in one patient (0.6%), resulting in a severe regurgitation with
residual native valve stenosis. Implantation of a second transcatheter valve was attempted in six patients and was

successful in all. Conventional AVR was performed in two patients, with early mortality in one. At late follow-up
(mean 412 days), seven of nine patients remain alive ('78o/o) \\ith a functioning prosthesis and relief of aortic
stenosis.
Conclusions: Malposition of cunent balloon-expandable aortic valves is a largely preventable complication. An
improved understanding of the procedure will likely minimize this possibility and mitigate the consequences should

malposition occur. (c) 2008 Wiley-Liss, Inc.
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Cardiovascular Diseases

Ajbgll A'1$Jl.fly'Jl

Cardiac Troponin And Outcome in Acute Heart Failure
rbJl eJilll!'e5 crrb' q+ &-}.Fl eCqiJl'l v+UJl Crli- fgijl AlIe

W. F rank eeacock, et al.

NE)M 2Aob.35bt2117 -226.

Background: Cardiac troponin provides diagnostic and prognostic information in acute coronary syndromes, but

its roli in acute decompensated heart failure is unclear. The purpose of our study was to describe the association

between elevated cardiac troponin levels and adverse events in hospitalized patients with acute decompensated

heart failure.
Methods: We analyzed hospitalizations for acute decompensated heart failure between October 2001 and January

2004 that were recorded in the Acute Decornpensated Heart Failure National Registry (ADfmRD. Entry criteria

included a troponin level that was obtained at the time of hospitalization in patients with a serum creatinine level of
less than 2.0 mg per deciliter ( 177 pmol per liter). A positive troponin test was defined as a cardiac troponin I level

of 1.0 pg per liter or higher or a cardiac troponin T level of 0.1 pg per liter or higher.

Results: Troponin was measured at the time of admission in 84,872 of 105,388 patients (80.57o) who were

hospitalized for acute decompensated heart failure. Of these patients, 67 ,924 had a creatinine level of less than 2'0

mg per deciliter. Cardiac troponin I was measured in 61,379 patients, and cardiac troponin T in 7880 patients (both

p.otiins r"." measured in 1335 patients). Overall,4240 pattents (6.2Vo) were positive for troponin. Patients who

were positive for troponin had lower systolic blood pressure on admission, a lower ejection fraction, and higher in-

hospiial mortality (8b7, vs. 237o,P<0.001) than those who were negative for troponin. The adjusted odds ratio for

deih in the group of patients with a positive troponin test was 2.55 (957o confidence intewal,2.24 to2.89; P<0.001

by the Wald test).
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Conclusions: In patients with acute decompensated heart failue, a positive cardiac troponin test is associated with
higher in-hospital mortality, independently of other predictive variables.

-.[^,'s:11 J-.ll c.EIl )J or o')er gi )j r;.rtJ a:l"jls)l c.il-j)i,J or !-rlsb i+,aji.l,: diurL- *+lill a$. ]rJi} p.rq :\,ll {jli
ri' !_ro-r _Fll grldlr 

s+lill drilrjl ,:L.j*. tlnJt u+ i.clJl +'l.j JJ 4-1JJt DrA d+ .e;lr Jin Jlji l- L:rt-J
.i--:j--ll JL-,SL iJl ,, r:ll J ..o!J 4e1--Jl orL:.Jl ,,;_y

4;ls-j 2001 .J:!l +-,,.j1 dr+;J,lrll ..+ L:rLll Jl-,SiL $Jl ,,Jitl Jr,-! i+$ cj,ill j 4,i,ll .a)1. c!l! i :,,:sil ciJ!
,'^rlt 

os cJj+.lt .1r.r--L. ,"r..i .(ADHERE) L:rl*Jl JL"S.:L+.rl-ll r--J!lt r "-! 6ytJ Gjbll J+J d,frJr rrllr 2004 dEft
s-;,9 .({J:.;.,r9 177 ri) JVcL 2.0 i{+J .J-ll ..J,'n- - LJFl i^r! j.jl+l Y .,-;r $c Jrai! ]je i-l.ill :J,n}rJil rr! .i-
-! i* o:s u.::" -el ._.;si ,l lrty"t 1.0 : Li I o+.t!l d+" r:J.I d,!i* ors t"rb t+.I.I 4jF ir,jrrll Jtnil

.rsl ,i ,yC; ,_.,s- 6.1 : r:i T s+EI r.lr,r.1l.,.rj!

rt. ,,,!r rr-il 4++:i J^iJt ,J l:l$ .r.ll ,t t4s^ 105388 &1 11 84872 jje J}!! $o ir,jj,J.r.Jill l!L-ri*. .r$ ; :6:ts.tt

csr"* u"S i .t-r_r" 67924 )b JtaL 2.0 u. Jii d,is iH-,:" lrst ,-1t"33*" LrU oy3a ,.r* c.r._r ,(%S0.5 i,."!) i;rt-Jl rL'SjL
gi -u-rl ;l-.-l''., .(L+-r 1335 io 1-6r!< u.t,i i) t+-,. 7880 i. T .,,i!! drilritllr ,i.an A|ZIS $e I qr+ril a,:,i "',.rJill
i"S .,J:iill r:" d;iii ,=::Lri:l L:. '- rr+J C,+y._r_,r,ll o-".U.,. J .;-,'"tt dli !-j .&.i ..JJrll .--.1...,. ] l-dlS (%6.21 -;_2A A a2a0
c.,;.! ..1,:" e.r;.lt .€*L,+!l - Lru. lO.OOttf ,%2.7 Lt\i^ %S.0) ,rilJl g'.; clsjJl ,+9 LEj c- .Ui ef ;s ,,r
0.001>P ,2.89 ;-12.24,%95 iii &lji,l 2.55 i,,:" r.-r;!l ,r-".l5j.I .*!l 1-.r+- d 6l+Jt i+":lli ilill :rs:jrl {r,"r

.(Wald rtn:. 1+

elli, i;-rL-11 _.!-,31-r :!.r.ll !iil. I Jr"-i ts-;" rjc j,,i..I Llilr cJl-ti" !l i.)lj C. .++$.lt dr.jlrJijt -,rti::J i+L,. J ,3!l; :ols, E.i.r..r!l

.(,Jall i.rj+nll ol;ill 6 Jn* ,Js,j!

Effects of Bisoprolol on Serum Interleukin-6
And Tumor Necrosis Factor-Alpha Level in Patients With Congestive Heart Failure

(IL-6) 6-0{- yjily gaall ol,r3&rall ,lc bisoprolol .lt.;r3- i:
CHF gt'''-v1 .,."'l J!'oi giJ.,!r (TNF-alpha) liJi f.lgtt.r.i,icjt ul"ctrJlg

fanqFK, et al.

Xi baa Yu F eh Zt Mian \i Xue Za Zhi 2AAA Oect24(12)t1177-9.

Aim: To investigate the levels of the serum interleukin-6(Il-6)and tumor necrosis factor-alpha (TNF-alpha) in
patients with congestive heart failure (CHF) and to evaluate the beneficial effects of beta-blockers on the above
variables.
Methods: Studied 110 patients with CHF randofi y treated with routine drugs (ACE Inhibitors, diuretics and
vasodilator drugs, n=55) or additional beta-blocker bisoprolol (n=55). The levels of serum IL-6 and TNF-alpha in
above patients with CHF at the different period of the course and in 50healthy humans were determined by
radioimmunoassay. Simultaneously, the left ventricular ejective fraction (L\IEF) of above patients were measured
by nuclide ventricular imagery.
Results: Compared with control group, the levels of serum IL-6 and TNF-alpha in patients with CHF were
significantly hcreased during the course. There was a significantly negative correlation between IL-6, TNF-alpha
and LVEF at 12 weeks after the treaunent, and there were significant differences of serum IL-6 and TNF-alpha
level among I'IYHA II, III and IV in CHF patients. The leve] of serum IL-6 and TNF-alpha were decreased more
significantly in the bisoprolol group than in the routine group (P<0.05 ).
Conclusion: Serum IL-6 and TNF-alpha level might play an important role in pathogenesis of CIIF. Beta-blockers
had suppress neurohumoral over activation in patients with CHF.
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Pulmonary Diseases
A.;,aIl UAlJ.e'Jl

The Impact of Obesity on Pulmonary Function in Adult Women
ntiJ$l eld,ll ,rlc ;i/l ili,4r- 9 sJs l9ll1ll .Hfti

Coola D, et al.

Cunico 2OAB O ect6z(6)1719-24.

Introduction: Obesity can cause deleterious effects on respiratory function and impair health and quality of life.

Objective: To evaluate the effects of obesity on the pulmonary function of adult women.

Methods: An obese group, constituted of 20 women between 20 and 35 years old with a BMI of 35 - 49.99

kg/m(2) who were non-smokers and sedentary and had no lung disease were recruited. The non-obese group

consisted of 20 women between 20 and 35 years old who were sedentary and non-smokers and had no lung disease

and a body mass index between 18.5 and 24.99 kg/m(2). Spirometry was performed in all subjects. The statistical

analysis consisted of parametric or non-parametric tests, depending on the distribution ofeach variable, considering

p<0.05 to be statistically significant.

Results: The obese group presented a mean age of 25,85 +/- 3.89 years and a mean BMI of 41,.1 +l- 3.46 kglm(2),

and the non-obese group presented a mear. age of 23.9 +l-2.97 years anda mean body mass index of 21.91 +/- 1.81

kg/m(2). There were no significant differences between the obese group and the non-obese gmup as to the age,

vital capacity, tidal volume, forced vital capacity, and forced expiratory volume in one second. However, the obese

group presented a greater inspiratory reserve volume (2.44 +l- 0.47 L vs. 1,.87 +/- 0.42 L), a lower expiratory

reserve volume (0.52 +l- 0.32L vs. I.l5 +l- O.32L), and a maximal voluntary ventilation (108.5 +/- 13.3 L/min vs.

122.6 +l- 19.8 Umin) than the non-obese group, respectively.

Conclusion: The alterations evidenced in the components of the vital capacity (inspiratory reserve volume and

expiratory reserve volume) suggest damage to the chest mechanics caused by obesity. These factors probably

contributed to a reduction of the maximal voluntary ventilation.
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Neurology
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Anticoagulation After Cardioembolic Stroke: To Bridge or Not to Bridge?

5 ar.r g,e *+)lrJl .*+J, t',\i.idl :d4liJl {aall erE5rll .FJa $e .iiijl gl,ll,A.er irJb.eJl

llen Hallevi, eL al.

/,r ch Neur ol 200A65(9)|1169 -1173.

Background: Most patients with cardioembolic stroke require long-term anticoagulation. Still, uncertainty exists
regarding the best mode of starting long-term anticoagulation.
Design, Setting, and Patients: We conducted a retrospective review of all patients with cardioembolic stroke
admitted to our center from April l,2004, to June 30, 2006, and not treated with tissue plasminogen activator.
Patients were grouped by treatment: no treatment, aspirin only, aspirin followed by warfarin sodium, intravenous
heparin sodium in the acute phase followed by warfarin (heparin bridging), and full-dose enoxaparin sodium
combined with warfarin (enoxaparin bridging). Outcome measures and adverse events were collected
prospectively. Laboratory values were captured from the records.
Main Outcome Measures: Symptomatic hemorrhagic transformation, stroke progression, and discharge modified
Rankin Scale score.
Results: Two hundred four patients were analyzed. Recurrent stroke occurred in 2 patients (1%). Progressive
stroke was the most ftequent serious adverse event, seen in 11 patients (57o). Hemonhagic transformation occured
in a bimodal distribution an early benign hemorrhagic transfomation and a late symptomatic hemorrhagic
transformation. All of the symptomatic hemorrhagic transfomation cases were in the enoxaparin bridging group
(10Vo) (P=.003). Systemic bleeding occurred in 2 patients (l%o) and was associated with heparin bridging
(P = .04).
Conclusions: Anticoagulation of patients with cardioembolic stroke can be safely started with warfarin shortly
after stroke. Heparin bridging and enoxaparin bridging increase the risk for serious bleeding.
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The Brain Injury Biomarker VLP-I Is Increased
in the Cerebrospinal Fluid of Alzheimer Disease Patients

.,;'e-,rb!l 'lr .iJa,!..J- 9.rdl 
'+!a!l 

Jl*'ll *9 a+ct-.tt 4r51U VLP-I g9lFJl ;*lgJl \59i../a 6Jb-J

C iric a Cheni 6try 2OO 8:5411617'1623

Background: Definitive diagnosis of Alzheimer disease (AD) canbe made only by histopathological examination

of brain tissue, prompting the search for premortem disease biomarkers. We sought to determine if the novel brain

injury biomarker, visininJike protein 1 (VLP-l), is altered in the CSF ofAD patients compared with controls, and

to compare its values to the other well-studied CSF biomarkers 42-amino acid amyioid-B peptide (A0r-+z), total Tau

(Tau), and hyperphosphorylated Tau (pTau).

Methods: Using ELISA, we measured concentrations of ABr-rz, tTau, pTau, and VLP-I in CSF samples from 33

AD patients and 24 controls, We compared the diagnostic performance of these biomarkers using ROC curves.

Results: CSF VLP-I concentrations were significantly higher in AD patients [median (interquartile range) 365

(166) ng/Ll compared with controls [244 Qa2.5) nglL]. Although the diagnostic performance of VLP-1 alone was

comparable to that of AB, tTau, or pTau alone, the combination of the 4 biomarkers demonstrated better

performance than each individually. VLP-l concentrations were higher in AD subjects with APOEe4le4 genotype

1599 (24q nen l compared with e3lc4 t376 
,]r27) ngll-l and e3le3 [280 (1 15.5) ng/L] genotypes. Furthermore, VLP-

I values demonstrated a high degree of correlation with pTau (r = 0.809) and tTau (r = 0.635) but not Apr-a2 (r = -
0.233). VLP-I was the only biomarker that correlated with MMSE score (r = - 0.384, P = 0.030).

Conclusions: These results suggest that neuronal injury markers such as VLP-1 may have utility as biomarkers

for AD.
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Ultrasonographic Imaging of BiIe Duct Lesions in Autoimmune Pancreatitis
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Koyafia R, el al.

? anc. e a6 20 O I O ct :37 (3):259 - @.

Objectives: Patients with autoimmune pancreatitis (AIP) commonly have lesions in the bile duct itself and show
stenosis of the bile duct system; however, no detailed study has evaluated the ultrasonographic findings of bile duct
lesions in AIP. In this study, we monitored the clinical course and imaging findings, mainly ultrasonographic, of
bile duct lesions in AIP.
Methods: We retrospectively analyzed the incidence of bile duct lesions, imaging findings, and clinical course in
37 patients with AIP.
Results: Characteristic bile duct and gallbladder wall thickening was recognized on ultrasound in 37 .8Vo (14137) ot
AIP patients. We divided the patients into 2 types according to the ultrasonographic findings of bile duct wall
thickening: (1) 3-layer type (64.3Vo) and (2) parenchymal-echo type (35.7Vo). All 14 cases were treated with
prednisolone, with immediate resolution of the bile duct lesions.
Conclusion: Sclerosing cholangitis is one of the extrapancreatic lesions that are commonly detected in AIP
patients; it is detected on uhasonographic imaging as characteristic wall thickening. Our ultrasonographic findings
reflect the fact that bile duct wall thickening in AIP is an inflammatory process that responds to prednisolone
therapy. Ultrasonography is a useful tool in detecting biliary tract lesions in AIP.
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The Relationship Between Gallstone Disease and Gall Bladder Volume
g-g|.J-,aJI J.alFt --a9.ir-g,i..J' ,rt!a-J, ch g_r {,3IrJl

Olokaba A,b, et. a .

Ntqet J CIir Pradt 2AAb Jun l(2):b9-93.

Background: The role of a large gallbladder volume with regards to a predisposition to gallstones is unknown. It is
likely that an increase in gallbladder volume could result in impaired gallbladder motility and bile stasis which may
encourage gallstone formation. This study is therefore to determine the relationship between the presence of
gallstone disease and gall bladder volume.
Methodology: One hundred type 2 diabetic patients and 100 age and sex-matched controls underwent real time
ultrasonography to determine the relationship between the presence of gallstone disease and gallbladder volume.
Their demographic characteristics were recorded and compared- The ultrasound examinations was done in the
moming following an ovemight fast (to prevent gall bladder contraction) without sedation. Longitudinal and
transverse scans of the right upper quadrant was done in both the supine and left lateral positions The gallbladder
volume was measured.
Result: The rnean gallbladder volume in diabetic patients with gallstone disease 28.4 +/- 18.6 ml was higher than
in those without gallstone disease 27.4 +/- 14.8 ml p = 0.844.The mean gallbladder volume in the controls with
gallstone disease 26.5 +/- 14.7 nI was also higher than in those without gallstone disease 24.1 +l- 12.7 mlp =
0.189.
Conclusion: The fasting gallbladder volume tended to be larger in patients with gallstones (i.e. both diabetic
patients and controls).
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Novel Biomarker For Risk of Prostate Cancer
,rE.*g!l oUaJr JgJ.i .rla.s.l O -lsJl A-9!t-Jl g1.../lg'll

YanqL, el a .

Troetale 2OAA 9ep 2+.

Background: Although the estrogens estrone and estradiol are recognized to play very important roles in the risk

of developing prostate cancer (Pca), the molecular mechanism by which estrogens initiate and/or promote Pca is

still unknown. Substantial evidence supports that specific metabolites of estrogens, catechol estrogen quinones, can

react with DNA to form depurinating estrogen-DNA adducts. Apurinic sites derived from depurination of these

adducts can induce mutations leading to cancer. Once reieased from DNA, depurinating estrogen-DNA adducts are

shed from cells into the bloodstream and excreted in urine. By analyzing profiles of estrogen metabolites,

conjugates, and depurinating DNA adducts in urine ftom men with and without prostate cancer, potential

biomarkers of Pca can be detected. The goal of this case-control study was to detect and identify potential

biomarkers of Pca.
Methods: Urine samples from fourteen cases, men diagnosed with Pca, and 125 controls, men who had not been

diagnosed with Pca, were partially purifred by solid phase extraction and analyzed by ultraperformance liquid
chromatography/tandem mass spectrometry. The urinary levels of androgens, estrogens, estrogen metabolites,

conjugates and depurinating DNA adducts were measured.

Results: The ratio of depurinating estrogen-DNA adducts to the sum of the corresponding estrogen metabolites and

conjugates was significantly higher in cases (median: 57.34) compared to conffols (median: 23.39) (P < 0.001).

Conclusions: This study suggests that depurinating estrogen-DNA adducts could serve as potential biomarkers to

predict risk of Pca. They also could be useful tools for early clinical diagnosis and development of suitable

strategies to prevent Pca.
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Cisplatin and Weekly docetaxel With Concurrent Thoracic Radiotherapy
for Locally Advanced Stage III Non-Small-Cell Lung Cancer
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Nakamnra M, et, a ,

Cancer Chemoihe. ?hafinaaolzOOb 5e? 26.

Purpose: Our objective was to assess the efficacy and toxicity of concurrent chemoradiotherapy with cisplatin +
weekly divided-dose docetaxel in patients with stage III non-small-cell lung cancer (NSCLC).
Methods: A total of 34 patients aged less than 75 years old with locally advanced stage III NSCLC were enrolled.
The patients received intravenous infusions of cisplatin (80 mglm(2); day 1) and docetaxel (20 mglm(2); days 1, 8,
15), followed by a week s drug-free interval. Standard concurrent thoracic radiotherapy was given for 6 weeks (2

Gy per fraction; total dose, 60 Gy).
Results: Over Grade 3 neutropenia, esophagitis and pulmonary toxicities were observedin23.5, 17.6 and Il.8/o of
the cases, respectively. One complete response and 20 partial responses were obtained, with an objective response
rate of 61.8Vo. The median survival time was 26.4 months (957o CI 16.9-not reached) and the 1- and 3-year survival
rates were 76.5 and 4L.2Vo, respectively.
Conclusion: Cisplatin + weekly docetaxel with concurrent radiotherapy is a feasible and effective regimen for
locally advanced NSCLC.
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Community Infections Caused by Extended-Spectrum p-Lactamase Producing Escherichia coli
rl;5Jl 6al9.1lnE5I giII 4+itaJ' ,lr- 9,195,11 l+&-Ji.fuJ I ;r5t.++ a*Ct e-i+.cJt crUEil

Je.i6 Radiquez-tsa1o, ei al.

Arch lhtcrn Med 2AAbtl6A(nt1b97 -1902.

Background: Extended-spectrum B-lactamase @SBl)-producing Escherichia coli is an increasingly important
group of community pathogens worldwide. These organisms are frequently resistant to many of the antimicrobial
agents usually recommended for the treatment of infections caused by E coli, sllch as penicillins, cephalosporins,
fluoroquinolones, and trimethoprim-sulfamethoxazole. Data concerning risk factors, clinical features, and
therapeutic options for such infections are scarce.
Methods: A case-control study was performed to investigate the risk factors for all types of community-acquired
infections caused by ESBl-producing E coli in 11 Spanish hospitals from February 20O2 to May 2003. Controls
were randon y chosen from among outpatients with a clinical sample not yielding ESBl-producing E coli. Tlte
clinical features of these infections were investigated in the case patients. The efficacy of fosfomycin tromethamine
and amoxicillin-clavulanate potassium was observationally studied in patients with cystitis.
Resnlts: A total of 122 cases were included. Risk factors selected by multivariate analysis included the following:
age older than 60 years; female sex; diabetes mellitus; recurrent urinary tract infections (UTIs); previous invasive
procedures of the urinary tract; follow-up in outpatient clinic; and previous receipt of aminopenicillins,
cephalosporins, and fluoroquinolones. Urinary tract infections accounted for 93Eo of the cases; 670 of the patients
were bacteremic and 1,0Vo needed hospitalization. The cure rate of patients with cystitis was 93% with fosfomycin
therapy (all isolates were susceptible); among patients treated with amoxicillin-clavulanate, cure rates were 937o for
those with susceptible isolates (minimum inhibitory concentration::8 pglml-) and 567o for those with intermediate
or resistant isolates (minimum inhibitory concentration 216 pglml,) (P = .02).
Conclusions: In predisposed patients, ESBl-producing E coli is a notable cause of community-acquired infection,
and particularly UTI. Fosfomycin and amoxicillin-clavulanate appear to be effective for cystitis caused by
susceptible isolates.
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Rheumatology And Orthopedics
plJirJl .f l.pi9 a!-$Jt 

"Fl;e'Jl
Lactoferrin Is A Survival Factor for Neutrophils in Rheumatoid Synovial Fluid

+'gijl +eli-eJl ,-rl{iJl crXE q.e qliJyl Jl4ll 'al 
,r:,l*Jt 'l+ elcb,s Ce.Jtegi$Ul .Jg,r

WanL9H, et al.

Rheumaiology (Oxfod) 2oob Nav 23.

Objectives: Lactoferrin is an iron-binding protein that is released from activated neutrophils at sites of
inflammation and has anti-microbial as well as anti-inflamrnatory properties. This study set out to determine
whether lactoferrin can delay neutrophil apoptosis and could act as a survival factor for neutrophils in SF.

Methods: Human peripheral blood and SF neutrophils were incubated with iron-free lactoferrin and apoptosis

determined after t h. SF from patients with RA was added to isolated neutrophils, with or without

immunodepletion of lactoferrin, and effects on neutrophil apoptosis determined. Levels of lactoferrin in SF were

assessed and related to disease duration and markers of disease activity.

Results: Iron-free lactoferrin significantly delayed apoptosis of peripheral blood neutrophils, in a concentration-

dependent manner after t h in culture (P<0.04). Lactoferrin could also delay apoptosis of neutrophils isolated from

SF of patients with RA. SF from patients with established RA delayed apoptosis of peripheral blood neunophils

and this effect was significantly reduced by depletion of lactoferrin (P<0.03). Lactoferrin levels in SF from patients

with established RA did not correlate with disease severity, but did conelate with markers of inflammation (CRP)

and with the presence of RF. SF from patients with arthdtis of <12 weeks duration did not contain significant levels

of lactoferrin.

Conclusion: Lactoferin contributes to extended neutrophil survival in the rheumatoid joint in the established phase

of RA but not in very early arthritis.
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Endoscopic Plantar Fasciotomy in The Treatment of Chronic Heel Pain
g*'Fl .'r&Jl di {+Jb-'l.itJiriJl,r ,{'r.a'ei'l|  lliJ'll tF

UrwitzE?, et A.
Can J qu.q2OOA Auqbl(4):281-3.

Objective: To evaluate endoscopic plantar fasciotomy for the treaffnent of recalcitrant heel pain.
Method: We undedook a retrospective study of the use of endoscopic plantar fasciotomy in the treaftnent of
chronic heel pain that was unresponsive to conservative treatment. Over a lO-year period, we reviewed the charts
of 55 patients with a minimum l2-month history of heel pain that failed to respond to standard nonoperative
methods and had undergone the procedure described. All patients were clinically reviewed and completed a
questionnaire based on the American Orthopaedic Foot and Ankle Society (AOFAS) score for ankle and hindfoot.
Results: The mean follow-up was 18 months. The mean preoperative AOFAS score was 66.5; the mean
postoperative AOFAS score was 88.2. The mean preoperative pain score was 18.6; the mean postoperative pain
score was 31.1. Complications were minimal (2 superficial wound infections). Overall, results were favourable in
over SOVo of patients.
Conclusion: We conclude that endoscopic plantar fasciotomy is a reasonable option in the treatment of chronic
heel pain that fails to respond to a trial of conservative treatment.
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Allergic And Immunologic Diseases

U,sJ.:iJlg 4f U.eJl gal -ni

Studies of The Mechanisms of Bradykinin Generation in Hereditary Angioedema Plasma
i!:,J9,ll ,iJiLgJl drr{l rtsf tej[ *! g*+lrlJ.Jl rJ- 9i glJi AdlJ,r

Joaeph K, et al.

A,nh Alleray A,1thn a lmmvol 2OOb 5ep1O1(3):27 9 -A6.

Background: Factor Xll-dependent bradykinin formation is thought to be responsible for the swelling associated
with the various forms of Cl inhibitor deficiency, and complement activation is augmented during attacks of
swelling.
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Objectives: To further elucidate the interactions of the kinin-forming cascade that lead to complement acfivation

during aftacks of swelling and to determine whether fibrinolysis is augmented as well.
Methods: We compared spontaneous and kaolin-induced activation of nomnl plasma with the plasma of patients

with hereditary angioedema.

Results: Hereditary angioedema plasma demonstrated augmented factor XII activation, production of factor Xtrf,
prekallikrein activation, and high-molecular-weight kininogen cleavage, and, as a result, bradykinin formation was

markedly increased. Baseline levels of C4a and plasmin-alpha 2 antiplasmin complexes increased, and, on

activation with kaolin, levels increased further.
Conclusions: All parameters indicative of activation of the bradykinin-forming cascade are activated in hereditary

angioedema plasma vs normal plasma. Production of factor XIIf, demonstrated for the first time in whole plasma,

may be responsible for Cl activation based on C4a production. The factor Xll-dependent fibrinolytic cascade is

also activated.
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Psychiatry
Ar,,rilJl 

"la15'11
Metaboric and .*$:#;:tfLf 

tTii".*TlH fi:",:::tedrtrith 
Antipsychotic

iLJi.6lFlg JLiJ."{ I rir gblJl crl,rLban 4rJbal,l,iiilFl Aib3Jl .i-t'JiJlg 4$lii*I I ;!ll;Jl arlFl

Mclnlyre R5, et al,

Arch Pea:atr Aaoboc Uea 2Aobi162(1o)t929-935

Objective: To identify factors associated with incident cardiovascular events and metabolic disturbance in

children and adolescents treated with antipsychotics.
Design: A retrospective cohort design evaluating Medicaid medical and pharmacy claims.

Setting South Carolina's Medicaid program covering outpatient and inpatient medical services and medication

prescriptions from January 1, 1996, through December 31,2005.
iarticipants: A treatment cohort of 4140 children and adolescents prescribed I of 5 atypical or 2 conventional

antipsychotics, and a random sample of 4500 children not trea0ed with psychotropic medications.

Main Exposure Antipsychotics.
Main Outcome Measures: Incidence/prevalence rates for obesity, type 2 diab€tes mellitus, dyslipidemia,

cardiovascular events, cerebrovascular events, hypertension, and orthostatic hypotension-
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Results: Compared with the control sample, the treated cohort had a higher prevalence of obesity (odds ratio [OR],
2.13), type 2 diabetes mellitus (OR, 3.23), cardiovascular conditions (OR, 2.70), and orthostatii hypotension (Oi,
1.64). In the treated cohort, patients exposed to multiple antipsychotics were at significantly higher risk for incident
obesity/weight gain (oR, 2.28), type 2 diabetes mellitus (oR, 2.36), and dyslipidemia (bR, 5.26). Incident
cardiovascular events were more likely with the use of conventional (OR, q34) or multiple (OR, 1.57)
antipsychotics and mood stabilizers (OR, 1.31). Incident orthostatic h)?otension was more prevalent in those
coprescribed selective serotonin reuptake inhibitors (oR, 1.77) and mood stabilizers (oR, 1.35).
Conclusion: Antipsychotics are associated with several metabolic and cardiovascular-related adverse events in
pediatric populations, especially when multiple antipsychotics or classes of psychotropic medications are
coprescribed, controlling for individual risk factors.
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Psychotherapy Versus the Combination
of Psychotherapy and Pharmacotherapy in the Treatment of Depression

,-rliiSl I ;irJb-e y' AilgrJl ;i.:JbrJl 4re a5lL&.cJl ,i-r-rilJl 4.rJ!&rJlr AJEa n!!,iiJ, 4.rJ!r..Jl

CuJpetoT,elal.
Aepra.o Allxlety 2OOb Nov 21,

Background: A large nurnber of studies have shown that psychological treatments have significant effects on
depression. Although several studies have examined the relative effects of psychological and combined treafinents,
this has not been studied satisfactorily in recent statistical meta-analyses.
Method: We conducted a meta-analysis of randomized studies in which a psychological treatment was compared
to a combined treatment consisting of the same psychological treatment with a pharmacological therapy. For each
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of these studies we calculated the effect size indicating the difference between the psychological and the combined
treatment.
Results: A11 inclusion criteria were met by 18 studies, with a total of 1,838 subjects. The rnean effect size
indicating the difference between psychological and combined treatment was 0.35 (957o Cl:.0.24 approximately
0.45; P<0.001), with low heterogeneity. Subgroup analyses indicated that the difference between psychological and
combined treatments was significantly smaller in studies in which cognitive behavior therapy was examined. We
also found a trend (P<0.1) indicating that the difference between psychological and combined treahent was
somewhat larger in studies aimed at specific populadons (older adults, chronic depression, HIV patients) than in
studies with adults, and in studies in which Tricyclic antidepressants or SSRIs were examined, compared to studies
in which a medication protocol or another antidepressant was used. At follow-up, no difference between
psychological and combined treaftnents was found.
Conclusion: We conclude that combined treatment is more effective than psychological treatment alone. However,
it is not clear whether this difference is relevant from a clinical perspective.
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Ophthalmology
4i.rrJ'.fl;e'Jl

Latent Asymmetric Intraocular Pressure as a Predictor of Visual Field Defects
Ar. J,4,!l ALgL e lrgr.lJ glrc flrS Jbl!.Jl )+i gnlS'll r+!l !Al{ J.i,,a

Sarir ' onq, el al.

Arch Aphth^no 2006:126(9):1211-1215,

Objective: To investigate the association of latent asymmetric intraocular pressure (IOP) (IOP asymmetry between
fellow eyes when patients were in the supine position but not when sitting) with visual field (VD defects in patients
with open-ahgle glaucoma.
Metlods: Fifty-three patients with open-angle glaucoma, who were receiving the same topical medication in both
eyes, were enrolled and were housed in a sleep laboratory for 24 hours. Intraocular pressures were measured when
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the patients with open-angle glaucoma were in the supine position or were sitting. A group of patients with latent
asymmetric IOP was identified. Intraocular pressure asymmetry, monocular diumal IOP fluctuation, and VF
indexes were compared between the groups with and without latent asymmetric IOP.
Results: Among the study population, 16 patients had latent asymmetric IOP. Compared with fellow eyes, their
hypertensive eyes demonstrated greater IOP fluctuations in the sitting and supine positions and had more aggressive
VF defects. In addition, the eyes in patients having latent symmetric IOP showed significantly greater diumal IOP
fluctuations in the sitting and supine positions and more severe VF defects compared with the eyes in patients
having symmetric sitting and supine position IOPs.
Conclusions: Patients with latent asymmetric IOP are at increased risk of VF deterioration. Latent asymmetric IOP
may be a predictor of glaucomatous VF defects. Further investigation in a larger, more diverse group of patients is
needed to assess the diagnostic implications of latent asymmetric IOP relative to glaucoma therapy.
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Cytomegalovirus Retinitis in the Absence of HIV or Immunosuppression
HIVI ALal 9i ,r' lic l+!ii r9r. 9 ,rLir CMV 

-LD{.lir'! fi,.b'cJl .rg.FiJ! A;Syl et$Jl /glr' JgJ.j

SloanDJ, et al.

Et J jphth almol 2AOb 5 ept enber -Octobe.t16tb13-b15.

Purpose: Cytomegalovirus (CMV) retinitis classically occurs in advanced human immunodeficiencyvirus (HIV)
infection but is rare in other forms of imrnunosuppression. The authors report a case of CMV retinitis in an HIV-
negative man with idiopathic CD4 lymphocytopenia (ICL). This is the first such case to be confirmed by
polymerase chain reaction (PCR) of aqueous humor.
Methods: Case report.
Results: A 69-year-old retired Chinese seaman presented with gradual visual deterioration. He was a diet
controlled diabetic on regular steroids for presumed asthma. Examination showed no diabetic eye disease but
confirmed acute retinal necrosis (ARN). Anterior chamber tapping of the aqueous humor was PCR positive for
CMV. HIV antibody and RNA tests were negative but his full blood count revealed lymphocytopenia, with a low
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CD4+ subset. He responded to a 3-week course of intravenous ganciclovir therapy followed by suppressive oral

valganciclovir.
Conclusions: CMV is associated with sighrthreatening retinitis in HIV infection at CD4+ counts below 50

cells/&mu;L and in transplant recipients or heavily immunosuppressed patients. Systemic steroids are a risk factor
for clinical disease in these groups. It is extremely rare to report CMV eye disease in previously healthy

individuals. This case illustrates that the condition does occur in association with ICL. Corticosteroids may be

implicated in disease reactivation. Molecular METHODS are necessary to confirm the diagnosis.
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Dermatology
,i+J+J'"h15'Jl

A Prospective Study of Patient Adherence to Topical Treatments: 957o of Patients Underdose
,;iJ+Jl og.ai-ir u,AFl gn 195 r4'uignll sLalL.qJ r'.aFl Jliie I J9r i{'r!ii*r 4..v13

Slorm 1,, el al.

J Am A,cad Oernato 2OO8,23.

Background: Adherence is essential to a positive treatment outcome. Whether adequate doses of topically applied

drugs are used among patients with dermatologic conditions has not been investigated adequately.

Objectives: The objective of this prospective study was to determine to what extent fiIst-time outpatients with
dermatologic conditions apply the appropriate dosage of initial treatment with topically administered medication.

Methods: Consultations with first-time patients in the dermatologic outpatient clinic were observed. Patients

receiving a prescription for a previously untried topically administered drug were eligible. The expected quantity of
topical treatment to be used by each patient was calculated from the affected skin area to be treated. The affected

area was estimated in numbers of palms of the hand, and an amount of 0.25 g of ointment or cream was chosen as

sufficient treaffnent to cover the area of one palm. Two weeks after the consultation, a questionnaire with items

regarding the size ofthe affected area, intentions to follow the treatment, and the applied dose the previous day was

103



of Medical

mailed to each patient. The questionnaires were personally collected from the patients' homes and at the same visit
the patients' topical drug containers were weighed on a balance. Both patients and staff were blinded to the
particular study purpose conceming adherence and dosing.
Results: In all, 17 patients were eligible. The majority received a prescription for topical corticosteroids, and the
median area to be treated was 3 palms of the hand (interquartile range: 1.5-8). Two patients did not redeem their
prescriptions. Only one patient used the expected dosage; in general median 35Vo (interquartile range:22%-50Vo) of
the expected individual dosages were used. Limitations: Only first-time patients who received a new and previously
untried topical treaftnent were included, resulting in a small study size.
Conclusions: Most frst-time patients with dermatologic conditions underdose new topical treatments.
Consequently, clinicians should always consider nonadherence when topical therapies fail.
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Hemangiomas of the Nose: Surgical Management Using a Modifred Subunit Approach '

' AJ,tr.Jl 4piJl crlr:,gJ| fuli.e :.!ri'31 *3 {3ls,9Jl pl.g:l

Mll+,on Waner, el al,

ArLh Facial elast bLt42OOb:'A(b):529 33a.

Objectives: To study a new surgical approach to pediatric nasal hemangiomas and the need for early surgical
intervention. Childhood hemangiomas are most common in the head and neck area. They can result in life-altering
situations by causing airway obstruction, disfigurement, ulceration, and other adverse effects.
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Design:- A retrospective study.of 44 consecutive patients with hemangiomas treated in our clinic during the last 9years The clinical characteristrrs of these hemangiomas are assessed and the outcome after surgery is discussed
with respect to different surgical approaches. A new modified subunit approach is introduced. l
Results: Based on the subunit principle, the incision line was modified to allow better access to all nasal subunits.The results using this technique were superior to the results using conventiond il"ir,i;;, with respect toaccessibility of the tumor, ability to trim excess skin after tumor removal, and aesthetic outcome. In contrast toreports in the literature, early surgical intervention is advocated as a result of this study.
Conclusions: This modified surgical technique shows superior results to the techniques used in earlier years. We
strongly advocate early surgical intervention.
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Impact of Upper Airway Surgery on CpAp Compliance
in Difficult-to-Manage Obstructive Sleep Apnea
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Ct ar^raahe'a- ah R,Pt al.

Arch Atabryngol Hcaa Ne'tk gurq ZOOblZ4(g):gZ6-93O.

oi-iective: To study the role of adjunctive upper airway surgery in obese patients with obstructive sleep apnea(oSA) who were poorly compriant with continuous positive airway pressure lbpAp; therapy.
Design: Retrospective study of obese patients with OSA and documented poor CpAp compliance who underwent
noncurative upper airway surgery for anatomical obstruction. Data collicted included polysomnogram (pSG)
parameters, CPAP settings and compliance, and surgical complications.
Setting: An urban academic county hospital with an S-bedileep laboratory. Data were collected retrospectively
from 2002 through 2005.
Patients: Subjects who met the following criteria: (1) documented OSA (apnea-hypopnea index IAHII 15.0)
tr.eated with CPAP 

\herapy, (2) poor cpAp compliance (<4 hours per night), (if subje#aio opp", ui*uy ,urg"ry,(4) repeated PSG after surgery revealed persistent osA (AHI 15) requiring continue-cl treatmeni wittr cpep, ana (s)
availability of presurgery and postsurgery CpAp compliance data.
Main Outcome Measure: Compliance with CpAp.
Results: Data from 11 patients were available for analysis. Their PSG parameters revealed the mean AHI (79.0
before surgery vs 30.2 after surgery; P < .001) and mean cPAP pressure setting (11.8 cm Hzo before surgery vsi0.4 cm HzO after surgery; P =.09) improved following surgery. A mean inirease of 4g.6 minutes in CpAp
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compliance was noted after surgery (P = .03). Eight of the 1l patients improved their CPAP compliance following
surgical intervention, including 5 who improved by more than I how.
Conclusion: Upper airway surgery in select patients with OSA may improve CPAP compliance and should be
considered as a potential adjunctive therapeutic measure in poorly compliantpatients with OSA.
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