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Camplete range of sizes
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~ Titanitm .sr.:ﬂ'enmg ring
_ provides structural
~ integrity and prey
_ orifice deformatior

_ Leaflet angles of up to 78° .
_ provide excellent flow and
Iow mgnrg:mtmn. '
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: w.wbduy

“Top HAT™™ SUPRA-ANNULAR AORTIC VALVE
The FIRST bileaflet mechanical valve designed for supra-anny-
lar placemeni. It provides a potential 60% increase in valve flow
area and a 65% reduction in pressure gradients. With no valve
structure in the annulus, it is ideal for multiple valve procedures

CareOMEDICS PROSTHETIC HEART VALVE-MITRAL
The soft, pliant sewing cuff of the mitral valve is easily sutured to

form a seal around the native annulus. The unique form, easy rota-
tion and intra-annular placement prevent interference with leaflets.

- Umque sew_ gcqﬂ”ts -
 casytosureandwith
— commisural markers e

e fac:h!arﬂ rmplamatian.

Advanced pivot des:gn
allaw.s cammﬂed wa.s'hmg

REDUCED “R” SERIES AORTIC VALVE

With a smaller owter cuff diameter, the "R" series valve provides
a more effective flow area. It is also true-sized 1o eliminate
sizing conflicts and downsizing.

CARBO-SEAL® ASCENDING AORTIC PROSTHESIS
Featuring a unique gelatin impregnation, it provides true zero
pre-clot. The twill woven fabric creates a “floating yarn"
construction that enhances tissie mmrpamnm and softens the

graft, making it easier to handle. Aalall Ol jugail AMSy
SIS0y p e
Dl ab! 35139 ham s Bt L < Gwn
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B 1 CARUBON'"™

MINISWING DR 1

Unique gravimetric acceleration
sensor providing rate adaptation
closely correlated to patient’s needs.

Highly refractory to non
physiological signals

(e.g. vibrations).

Unique and automatic “Rest Mode”
providing a physiological rate
reduction at rest.

Independently programmable
atrial and sensor upper rates.

Programmable time at atrial
upper rate,

Effective algorithms for PMT
interruption and PVC protection.

Adaptive AV delay.
Automatic blanking selection.

Pacing and/or sensing polarities
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maternal  immunologic  relationship throughout
pregnancy was maintained by the shielding role of
blocking antibodies binding to the trophoblastic
tissue. These antibodies were found to be of the IgG
type directed mainly against class Il MHC products
of fetal tissue.” It is possible that any alteration of this
suppressant activity near term might well result in the
increased recognition of tro];)hoblastic tissue by the
maternal immune system."”” Other workers have
speculated on the process of placental aging near
term. . An excessive number of fetal antigens may
become exposed to the maternal circulation near term
so that the various protective factors can no longer
maintain a privileged association. The expected
result would be immune rejection and termination of
the pregnancy and initiation of labor."°

CONCLUSION

Higher IgG deposition was found in placental
tissue as pregnancy advanced. When IgG deposition
is highest, labor starts. This may suggest a role for
trophoblastic IgG in the initiation of labor.
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Gestational Age (Weeks.)

No./ % o :

0=0% 9=15% 4=6.7% | 0=0% = | |
4=6.4% | 10=16% | 21=35% 7=11.8% | 1=1.6%
21=34% | 1=1.6% 3=5% 3=5% | 1=1.6%
| 4=64% 0=0% 0=0% 0=0% 0=0%

Table 2A The distribution of cases in both spontaneous normal vaginal delivery and elective Caesarean section groups
according to gestational age groups (weeks) and immunofluorescent scores of IsG deposition

: Spontaneous NV.D = |
Gestational Age Total Immunofluor. |  Total
(weeks) No./ % Score No./! %  Se

Mean +/- SEM Mean SE

4=6.5% 1.8 +-03 13=21.7% | 1.3 +-0.1 05

' 2.7 +-02 39=65% 2 401 <0001
3.5 +/-0.1 8=13.3% 2.54/-03 <0.001

4 0=0% 0 /
1 60=100% 1.9 +-01 <0.0001

Table 2B The relation between immunofluorescent scores of IgG deposition and gestational age (weeks)
in spontaneous delivery and elective Caesarean section groups.
*Correlation coefficient for spontaneous deliver, r=0.6, P<0.001
*Correlation coefficient for elective Caesarean, r=0.4, P<0.00]

SpontN.V.D
Elective.C.5

distribution of immunofluorescent stain of the
deposited IgG."" This trophoblastic-bound IgG was
found to be of maternal origin crossing the placental
barrier through  Fc  receptors on  the
syncytiotrophoblast.*!* The increment in IgG
deposition found with increasing gestational age
could be due to a rapid increase in the

3 L&
over

Ggmtioml Age {week)

o

Graph 2 The relation of gestational age (weeks) in syncytiotrophoblastic activity or to the development
both spontaneous normal vaginal delivery and of Fc receptors specific for IgG transport after the
elective Caesarean section groups and mid-trimester.>”’ Akin reported in 1990 that
immunofluorescent scores of IgG deposition trophoblastic-bound IgG increased throughout the

third trimester. There was an abrupt and significant
increase of placental IgG at 32 weeks of gestation

DISCUSSION with a second significant rise at 40 weeks of
gestation.'® In the present study, it has been found

Considerable amounts of IgG have been detected that the placentas of women who started labor
in the placentas by various methods using different spontaneously contained a significantly denser
technigues.”®'>'* "The present study confirms these deposition of IgG  than women of the same
findings using a locally modified direct gestational age who had not gone into labor. This
immunofluroescent technique. The procedure finding was also reported by Akin in  his study of
includes the use of tissue fixatives such as Triton X trophoblastic IgG at various gestational ages in
100 and 3% formaldehyde with several washings normal vaginal and cesarean deliveries ussg the P-
with PBS (pH 7.3) followed by using antihuman IgG A-P method (peroxides-antiperoxidase). Some
(FITC) as an indicator of IgG deposition in Work_ers ha_ve suggested that uterine contractions
trophoblastic  tissue. ~ Scoring was done by 3 provide a final boost to the acquisition of maternal
independent observers according to the density and IgG by the fetus. Other workers found that the feto-
)
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INTRODUCTION

Although the exact metabolic and endocrine
pathways that play a role in the initiation of labor are
not yet fully delineated, many theories, including an
1mrnunologica1 basis for parturition, have been
proposed Immunologists view parturition as a
process  that has many similarities to immune
rejection, i.e. the termination of an 1mmunologlc
tolerance between the fetus and the mother.”” It is
well established that all maternal IgG subclasses and
allotypes cross the human placental barrier during
pregnancy, but there is little if any transfer of IgM or
IgA Antibody transport across the placenta
increases sharply after the 22nd week of gestatlon
An abrupt and significant increase in cord and
placental IgG level occurs at 32 weeks of gestation
with a second rise at approximately 40 weeks of
gestatlon  In this study, an attempt was made to
clarify the role of transplacental passage of IgG in the
initiation of labor using a locally modified direct
immunofluorescent technique.

MATERIALS AND METHODS

Pregnant women attending a large university
hospital maternity clinic in Baghdad between
November 1995 and August 1996 were placed into
two groups and enrolled in a prospective study. The
first group included 62 healthy pregnant women who
went into labor spontaneously and had normal
vaginal deliveries. The second group consisted of 60
pregnant women whose pregnancies were terminated
for mechanical reasons before the spontaneous onset
of labor with elective Caesarean sections. Only
normal, singleton pregnancies of not less than 37
completed weeks of gestation as confirmed by early
ultrasound and by examination were selected.
Women were excluded if they had a history of
diabetes  mellitus, hypertensive disorders of
pregnancy, Rh isoimmunization or any recent
infection (e.g. hepatitis). Three cm blocks of tissue
were obtained from a central cotyledon of placenta.
These were sectioned using a cryostat at -30°C at a
thickness setting of 4 microns, Slides were stained
with a locally modified direct immunofluorescent

technique using tissue fixatives Triton X 100
formaldehyde and antihuman IgG as an indicator."
Examination of the slides under immunofluorescent
microscope was carried out by 3 independent
observers.; The density of the immunofluroescent

staining was quantified on a scale of 1-4 on the basis
of the most heavily stained regions as described
elsewhere.'

Photographs were obtained with a built

109910 54 a1 daiileld o

in computerized camera in the College of Science,
Baghdad University in Al-Jadria. :

Two types of statistical tests of significance were
used in the data analysis. The student t test was used
to compare the differences of the means. Regression
correlation was used to determine the correlation
coefficient (r) with its special t test of evaluation.

RESULTS

The immunofluorescent scores of IgG deposition
were found to be higher in the placentas of women
delivered by spontaneous vaginal delivery than in
those delivered by elective Caesarean section
(3.2 0.1) vs. (1.9 0.1), P<0.0001 as shown in Table
1, Graph 1. Linear regression revealed a significant
increase in IgG deposition with advancing gestational
age for both groups. This could be seen more clearly
as a gradual increase in spontaneous normal vaginal
delivery cases as demonstrated in Table 2B, Graph 2.
(r=0.6 vs. r=0.4, P<0.001)

Spontaneous |

Immunofluo. - Elect
NVD Aan
Score No. % No. _
1 2 = 91% | 20= § 22= 100
2 13 =317% | 28= 683% | 41= 100%
g 18 =64.3% 10= 32.7% | 28= 100%
29 =935% = 6.5% | 31= 100%
2 =508% | 60= 492% | 122= 100%
24-01 19401 P < 0.0001

Table 1 The relation between cases of spontaneous normal
vaginal delivery and cases delivered electively by
Caesarean section according to immunofluorescent scores
of IgG deposition in trophoblastic tissue

100
80 +

Elective.C.5 |B|
. Spont.N.V.D gm--_ -'

1 4.8y
immunofi.Score of IgG

Graph 1 The relation between percentage of cases in both
spontaneous normal vaginal delivery and elective
Caesarean groups and immunofluorescent scores

of IeG
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TRANSPLACENTAL PASSAGE OF IgG AS A POSSIBLE FACTOR
IN PREGNANCY LOSS AND INITTATION OF LABOR

u.'ala'.n.“ e g Jaall u\m(:_ad&udn\;stgch U.-.‘]j-‘}"'-“ e )ed

- Kais Kubba, M.D.; Khalida Al-Moussawi, M.D.; Huda Al-Ani, M.D.
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ABSTRACT

Objective: To study the role of the transplacental passage of IgG in the initiation of labor or pregnancy loss.
Materials and Methods: 62 women with spontaneous normal labor and 60 with elective Caesarean section at a
large university hospital in Baghdad, Iraq were placed in a prospective study. Sections of the placenta were
prepared with a cryostat at 300C, stained with a locally modified direct immunofluorescent technique, and
studied with an immunofluorescent microscope to determine the density of IgG deposition. The density was then
quantified on a scale of 1-4.

Results:  Immunofluorescent scores of IgG deposition in trophoblastic tissue were higher in cases of spontaneous
labor (3.2 0.1) than in cases delivered electively before the onset of spontaneous labor (1.9 0.1, P<0.0001).
Linear regression revealed a significant increase in antibody deposition with advancing gestational age in both
groups, being more clear in the spontaneous labor than in the elective Caesarean section group (r=0.6, Vs r=04,
P=0.001)

Conclusion: Higher IgG deposition was found in placental tissue as gestational age advanced. At the point of
highest 1gG deposition, labor began. This may suggest a role for transplacental IgG in the initiation of labor or
earlier pregnancy loss.
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Peripheral T cell lymphomas possess an extremely
heterogeneous histological appearance. In good
quality biopsy material, there should be an abundance
of atypical lymphocytes, which show positive
immunohistochemical reactivity to T cell markers.
Histologically, the infiltrates are polymorphic, and
atypical cells tend to be arranged in a necrotizing
angioinfiltrative growth pattern. Granulomas and
giant cells are not present in T cell lymphomas;
however, thrombosis and necrosis are common
findings.” In the case of Wegener's granulomatosis,
pathologic findings are more specific for the disease.
The main histologic features include: vasculitis with
fibrinoid vascular necrosis, granulomas, and
multinucleated giant cells.

The treatment of nasal T cell lymphoma is based
primarily on radiation therapy with doses up to 60 Gy
or more needed to achieve local disease control.®
Recurrence or the development of disseminated
lymphoma worsens the prognosis, and it is possible
that chemotherapy may be advocated with further
experience in the high grade lesions.®

The treatment of Wegeners granulomatosis is
based primarily on steroids and cytotoxic drugs
(methotrexate, clyclophosphamide). = A five year
remission is obtained in about 90% of cases.’
Disease control is monitored with ESR and c-
ANCA.*"  Generally both tests change in a parallel
manner; however, if the ESR returns to normal with
increased levels of c-ANCA, this is a bad prognostic
sign.  Unfortunately, despite a good initial response,
the patient may experience a recurrence after the
cessation of treatment. In these cases, the c-ANCA
level will rise even before there are clinical
manifestations. Localized cases of Wegeners
granulomatosis and cases resistant to previous
medications may well respond to the regimen of
trimethoprime-sulfamethoxazol.®

In reviewing the features of both Wegeners
granulomatosis and nasal T cell lymphoma (LMG
type), it should be noted that the first is a systemic
disease while the second is localized. While there is
intranasal destruction of bone and cartilage in some
patients with Wegener's granulomatosis, there are
none of these gross destructive changes of the mid-
facial skeleton seen in T cell lymphomas. The
etiology of Wegeners granulomatosis remains
unknown. It may represent a form of hypersensitivity
reaction with an immune response to an unknown
stimulus. A study of vascular lymphoid infiltrates in
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a patient with Wegeners granulomatosis showed T
cells and monocytes to be predominant, implying a
cellular rather than humoral process.'” = This
observation raises the question of a possible
correlation between Wegeners granulomatosis and
other T cell mediated nasal destructive processes.
Could the same pathologic process be involved with
different clinical expressions: one systemic and lethal
and the other localized and destructive?

CONCLUSION

Dealing with granulomatous diseases has become
easier in the past 10 years. The sinonasal lesions are
constant in Wegener's granulomatosis and nasal T-
cell lymphoma (LMG type). They may be the first
manifestations of the disease. Identifying these cases
early in the disease process and differentiating them
from other causes of chronic rhinosinusitis is of
major concern. The earlier these disorders are
diagnosed, the better they are controlled.
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Figure 4 (left): Angiocentric infiltrate with T cell predominance
Figure 5 (right): Lymphoproliferative infiltrate invading the bone lamella without fibrinoid necrosis

scan was performed and showed massive destruction
of the nasal septum, middle turbinates, and a palatine
fistula. See Figure 3. Multiple deep nasal biopsies
revealed an angiocentric immunoproliferative
infiltrate with T cell predominance. See Figure 4.
No fibrinoid necrosis was noted. See Figure 5. The
diagnosis of lethal midline granuloma was based on
these histological findings. A 60 Gy dose of
radiotherapy was administered to the patient. She
showed a good response with no recurrence of
symptoms after two years of follow up.

DISCUSSION

Infectious, neoplastic, or systemic granulomas
may present with upper respiratory midline
granulomas.  These lesions are classically
characterized by a crusting, ulcerative, and
destructive pattern.  These lesions should not be
confused with the “true” midline destructive
granulomas encountered in Wegeners
granulomatosis or in LMG. It is important to confirm
the correct diagnosis because the treatment of each
disorder differs. = Complete blood count and the
erythrocyte sedimentation rate may be helpful. A
chest x ray must be done to rule out diseases such as
tuberculosis and sarcoidosis. Wegener's
granulomatosis may involve the renal system. Renal
function tests and urinalysis may be abnormal in this
case. Sinus CT scan is helpful in determining the
extent of bony erosion. The MRI is valuable in
defining the extent of soft tissue involvement.” All of
these tests are non-specific. The diagnosis of
Wegener's disease is based on clinical, serological,
and histological features. Clinical involvement in at
least two of the three usually affected systems, i.e.
the upper and lower respiratory tract and the kidneys

Wegener s Granulomatosis - - -

leads to a definitive diagnosis. The presence of an
elevated c-ANCA titer is highly suspicious of
Wegeners granulomatosis.  The most important
diagnostic tool, however, is based on
histopathological grounds. Necrotizing vasculitis,
fibrinoid necrosis of vessel walls and granulomas are
imperative features for the diagnosis. Multiple
biopsies should be obtained, mainly from the
peripheral areas of the lesion, to avoid important
central necrotic reactions. In addition, the application
of immunohistochemical studies with monoclonal
antibody panels is now a complementary standard
diagnostic procedure.

The first case presented received IV antibiotics
and endoscopic sinus surgery for a presumed
unilateral pansinusitis without improvement. Despite
the fact that only the upper respiratory tract was
clinically involved, the diagnosis of Wegeners
granulomatosis was strongly suspected on the basis
of the elevated c-ANCA titer. The histopathology
confirmed the diagnosis. When acute sinusitis fails
to respond to conventional therapy, systemic
disorders must be considered. A complete
serological work up and tissue biopsy are mandatory,
particularly in cases of unilateral sinusitis with
granulation tissue.

The term of midline granuloma encompasses a
large group of disorders, which are characterized by
destructive lesions involving the midline of the head
and the neck. The diagnosis of such lesions was
based on specific clinical findings, namely midline
destructive lesions.  Studies have shown that many
such cases, erroneously designated as lethal midline
granuloma, were in fact non-angiocentric
immunolymphoproliferative T cell lymphoma.*

)
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CASE 1

A 2l-year-old woman presented with severe
headache, left orbital pain, and a temperature of
380C. Physical examination revealed a swollen,
erythematous nasal mucosa along with pus in the left
middle meatus. The nasal septum was deviated to the
left side. A sinus CT scan was done and revealed a
left pansinusitis. The frontal sinus, however, was not
involved. The patient was admitted and put on a
course of intravenous antibiotics (Dalacin). When
the patient failed to improve clinically, a left
endoscopic ethmoidospheonoidotomy with maxillary
meatotomy and septoplasty was performed five days
following her admission. Inflammatory
granulomatous mucous lesions were the major
findings at surgery. No destructive osseous lesions
were noted. Four days postoperatively, the patient
developed fever of 40.50C, hemoptysis, left otalgia,
polyuria, polydypsia, and left knee arthralgia with
effusion. Laboratory data showed an elevated
erythrocyte sedimentation rate (ESR) of 111 mm/hr.
and leukocytosis of 15,000/ml3. Renal function tests
and chest x-ray revealed no abnormalities. A brain
MRI was obtained to exclude the possibility of
diabetes insipidus of central origin. The test was
completely negative. The knee effusion was
aspirated and revealed an inflammatory, non-septic
process. An immunologic evaluation was done. The
diagnosis of Wegener's granulomatosis was based on
a positive test for antineutrophil cytoplasmic
antibody (c-ANCA), 33 IU, along with histological
findings of an acute granulomatous necrotizing
vasculitis with fibrinoid necrosis and no atypical
lymphoreticular infiltrate. See Figures 1,2. The

Figure 1 No atypical lymphoreticular infiltrate
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patient received prednisone 60 mg per day for a 6-
month period. Methotrexate was given concomitantly
for a 4-month period. Two years later, the patient

Figure 2: Fibrinoid necrosis

shows no clinical or radiological signs of recurrence.
The last c-ANCA is 11 IU and the ESR is 30 mm/hr.

CASE 2

A 38 year old woman presented with a history of
repeated anterior epistaxis, facial pain, and palatine
fistula. A past history of asmall sepal perforation
secondary to a submucous resection performed 3
years previously was noted. Physical examination
revealed a destructive process on the lateral nasal
wall, a large septal perforation, and a fistula of the
hard palatine. Renal function tests were normal; a
VDRL, PPD, and a c-ANCA were all negative. A
chest x ray showed no abnormalities. A sinus CT

Figure 3: CT Scan showing aggressive destruction of
lateral wall, septum and palatine fistula
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WEGENER S GRANULOMATOSIS
AND LETHAL MIDLINE GRANULOMA
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ABSTRACT

Wegener's granulomatosis and lethal midline granuloma have been incorrectly defined and diagnosed in the
past. This has led to mistreatment. In this paper, we report two clinical cases, one of Wegener's granulomatosis
and one of lethal midline granuloma. Diagnostic and therapeutic aspects are discussed. These lesions, described as

angiocentric vasculitis, might represent varying expression of one disease, non-Hodgkin’s sinonasal lymphoma.
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INTRODUCTION

Upper respiratory granulomas occur in many
diseases. = They may be the result of infectious,
systemic, or neoplastic disorders. Less frequently, they
are encountered in destructive pathologies such as
Wegeners  granulomatosis and  lethal midline
granuloma (LMG). The treatment differs from one
disorder to the other; thus, it is important to establish
the correct diagnosis. Lethal midline granuloma was
the name given to any inflammatory destructive lesion
of the midface with no established etiology; however,

PN

the studies of specialized histopathologists including
Batsakis, Michaels, and Gregory have clarified the
ambiguity surrounding this entity. At present, LMG is
considered to be a form of extranodal non-Hodgkin's T
cell lymphona.'” Wegeners  granulomatosis is
distinctly recognized; it is believed to represent either
an autoimmune or a hypersensitivity disorder. In this
paper, a case of Wegeners granulomatosis and a case
of nasal T cell lymphoma-LMG type are presented.
The pathological processes, investigational studies,
differential features, and treatment are discussed.
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radiogréphic signs of advanced bone age and breast
development before menstruation

Few wvulval lesions cause vaginal bleeding in
children.  Lichen sclerosis was diagnosed in two
patients. It is most common in children under the age
of 7 years and resolves spontaneously at puberty.
The cause of lichen sclerosis in these patients is
unknown. It has been shown with HLA typing which
shows shearing of HLAA-As 31" that 20% of such
patients have an autoimmune disorder. Genital warts
may occasionally cause bleeding and their presence
may suggest infection by a parent or sexual
molestation. This was not evident in either of the 2
patients in our series. Urethral prolapse may cause
vaginal bleeding in children and was found in 2
patients (7%). It is most common in children
between 5 and 9 years of age,' and may be related to
low levels of estrogens. If the prolapse is large, it is
best treated by surgical excision of the necrotic
mucosa.® In bleeding caused by trauma, examination
under anesthesia is necessary and important because
laceration of the vulva may appear relatively minor
on external inspection and external blood loss may be
small in the presence of a significant vaginal
hematoma."

Only one case of trauma in this study was
associated with the presence of a foreign body. It
was been reported as a cause of up to 30% of vaginal
bleeding in other studies.’ Vaginitis and
vulvovaginitis are relatively common causes of
vaginal bleeding. They occurred in 4 (13%) of the
patients in this study. In one of these, the cause of
vaginitis was pinworm (threadworm) infestation; the
others were mostly due to organisms of low virulence
rather than to specific pathogenic ones.’

CONCLUSION

Vaginal bleeding in children, regardless of its
duration and quantity, is a rare occurrence, and a
serious underlying cause should always be excluded.

21999 - 10 jei -4 e - 1 Maa Gkl el

Examination under anesthesia and vaginoscopy are
mandatory in most cases. The number of patients
seen by any single clinician is small, so it may be
preferable to refer such cases to specialized centers.
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) RESULTS

During the study period, 30 girls were seen. The
age range was 8 months to 10 years. See Table 1. The
etiology of the bleeding is shown in Table 2.

Age (years

0t
153
2-3
3-4
4-5

Cause

Genital tumor
Vulval lesions
| Urethral prolapse

:_‘:"'B'eard of Medical Specializations Vol. 1,'No;'34,.”i_ _

Table 2 Etiology of vaginal bleeding

In 17 girls (56%), the bleeding was from a local
lesion. Omne of these was a malignant genital tract
tumor, Botryoid sarcoma. In 5 children, vaginal
bleeding was secondary to a vulval lesion. These
included: lichen sclerosis (2), vulval warts (2), and a
cavernous hemangioma (1). In 2 cases, the vaginal
bleeding was secondary to urethral prolapse. In5
girls, the cause of vaginal bleeding was trauma. All
of these were attributed to various types of falls. In 4
patients, the bleeding was due to vulvovaginitis.
Precocious puberty was the cause of vaginal bleeding
in & patients (30%). Constitutional precocious
puberty accounted for 5 girls. In 1 patient, pseudo-
precocious puberty was associated with a granulosa
cell feminizing tumor. In the two remaining patients,

Vaginal Bleeding in children -

cyclical bleeding was the only sign of precocious
puberty and a diagnosis of premature menarche was
made. In the remaining 5 patients (17%), no clear
cause could be found.

DISCUSSION

The commonest causes of vaginal bleeding were
local lesions (17) and precocious puberty (8). One
local lesion was a rhabdomyosarcoma, a mixed
mesodernal tumor which may be found at any age
during childhood but is most common in children
under 3 years of age.” The appearance of the tumor
may vary, but classically, as in our case, it resembles
a bunch of grapes. This tumor usually presents with
vaginal bleeding which may include the passage of a
piece of tumor tissue. At times, the tumor may be
visible at the vaginal orifice. Histological diagnosis
may be difficult due to the pleomorphic nature of the
t}lmor.4 Histological misdiagnosis may result in
delayed treatment. In our study, the case was
diagnosed early and treated surgically.

Precocious puberty is defined as the appearance of
physical signs of secondary sexual development
before the age of 8 years or of menstruation before
the age of 10 years.” Pseudoprecocious puberty may
be caused by a feminizing granulosa cell ovarian
tumor.  Classically, bleeding presents early, and
unlike other causes of precocious puberty, the bone
age is not in advance of chronological age.” The
diagnosis is made by detection of a mass and
endocrine investigations show high estrogen levels,
In most of our patients with precocious puberty,
cyclical bleeding occurred without other signs of
secondary sexual development. This is classified as
premature menarche and is thought to be due to
unusual sensitivity to very low levels of circulating
estrogen.” No treatment is required once a more
serious cause has been excluded. The bleeding
usually stops by 10 years of age and starts again after
the appearance of the other signs of secondary sexual
development. Subsequent development of such
patients appears to be normal, as is their future
fertility.'” Five of the girls had constitutional
precocious puberty which is attributed to the
spontaneous initiation of hypothalamic and pituitary
activity. It presents with cyclical bleeding in
association with other signs of secondary sexual
development. All of the patients in this series had

A.A. Al-Bdour, & 8. Al-Rohani
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VAGINAL BLEEDING IN CHILDREN:
A 6-YEAR STUDY IN JORDAN
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ABSTRACT

The causes of vaginal bleeding in girls aged 10 years and under examined over a 6 year period in military
hospitals in Jordan are reviewed. Of the 30 patients who were seen, in 17 (56.7%), bleeding was caused by a local
lesion of which one case was a malignant genital tumor. Eight children (26.7%) had a form of precocious puberty,

and in 5 (16.7%), no cause could be found.
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INTRODUCTION

Vaginal bleeding in girls is a rare symptom, but it
may be caused by serious underlying pathology. All
children with vaginal bleeding should -be
investigated. Careful examination under anesthesia,
including vaginoscopy, should be performed. This
review included girls aged 10 years and under who

presented to military hospitals with vaginal bleeding

during a 6 year period. The age of 10 years was
chosen as the upper limit for this study because after
that time normal menstruation may begin.® The
military hospitals in Jordan are mainly referral
centers, and many of the patients in this study had
previously been seen in gynecology or pediatric
clinics; therefore, this series may not represent a true
cross-section of the total disease spectrum.

bl Gl el y g S (S W1 (% 16.7) i

METHOD

Patients who presented with vaginal bleeding
between 1992 and 1997 were reviewed
retrospectively. Factors relevant to determining the
etiology of the bleeding such as ingestion of
hormonal drugs, duration of bleeding, and cyclical
nature of the bleeding were noted. The presence or
absence of secondary sex characteristics was noted.
All patients underwent complete examination. In
small infants, examination was performed under
anesthesia.  Vaginoscopy was performed to allow
direct inspection of the vagina and cervix for some
cases.

*Abed-Alnabi Al-Bdour, M.D., Jordanian Board of Obstetric and Gynecology, P.O. Box 536 Amman 11953, Jordan (for correspondence).

* Salem Al-Rohani, M.D., Jordanian Board of Family Medicine.




cases presented within the first week after aspiration,
but many of the referrals were unnecessarily delayed in
pediatric departments by incorrect diagnoses such as
simple infection and even empirical treatment with
antituberculous drugs.

The commonest site of impaction was the right main
bronchus in 392 cases (92%). McKenzie® found the
commonest objects to be peanuts and a higher
 percentage in the left bronchus contrary to what has
usually been reported. In this series there were only 21
cases (5%) in the left bronchus and all of them were in
children older than 2 years of age. Five of them had
previously had unsuccessful bronchoscopy elsewhere.
The fact that more than 90% of the foreign bodies were
radiotranslucent with minimal radiological findings
confirms the view that the only way of excluding
bronchial foreign body is bronchoscopy and this should
be performed in every case with a typical history.
Cunenan® reported a significant drop in mortality from
12% with rigid bronchoscopy to 1% with fiberoptic
bronchoscopy. In this series, the low mortality (0.5%)
is attributed to the fact that all 426 cases were
bronchoscoped by the same experienced surgeon nearly
always in cooperation with the same experienced
anesthetist.

_ _.6f-Medical Specializations Vol |

CONCLUSION

is not an

Foreign body of the bronchial tree
uncommon problem in young Sudanese children. Any
child with a history of choking with a foreign body
should have bronchoscopy in spite of a normal chest x-
ray since the majority of these foreign bodies are
radiotranslucent. Pediatricians and community health
workers should be aware of this problem.
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‘MATERIALS AND METHODS

All children who presented to Wad Medani
Teaching Hospital (Central State, Sudan) with
bronchial foreign bodies during the period from
January 1987 to January 1, 1997 are included in this
study, a total of 426 cases. A routine history and
physical, chest x ray and standard blood and urine
studies were done on all cases. All children underwent
rigid bronchoscopy under general anesthesia with
suxamethonium muscle relaxation. The author
performed all procedures. Operative records included
notation of the site of impaction and the nature of the
foreign body.

RESULTS

Of the total number of children bronchoscoped, 291
(68%) were under two years of age, 86 (20%) were
between 2 and 5 years of age, and 49 (12%) were over
the age of 5. See Table 1.

Age | No.of |
Children
291 20
20 58 .
12 39 10
100 | 298 128

Table 1 Age Groups and Sex Distribution of Sudanese
Children with Bronchial Foreign Body

The male to female Ratio was 2.3:1 (298:128). See
Figure 1.
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Figure 1 Male to Female Ratio

At bronchoscopy, the foreign body was lodged in
the right main bronchus in 392 cases (92%); it was in
the left main bronchus in 21 cases (5%) and in the
trachea in 13 cases (3%). See Figure 2. In 256 cases
(60%), the foreign body was a peanut; in 128 cases
(30%), it was a watermelon seed; in 26 cases (6%),
various plastic objects including plastic beads were
involved; and in 16 cases (4%), various metal objects
were involved. See Table 2.

9991 =10 sed— 4 e — 1 alae Al ol sl

Foreign Body | N

Peanut
Melon Seed
bject

Table 2 Type of Foreign Body

The objects were predominantly radiotranslucent
(90%) with minimal to no radiological findings.

The foreign bodies were successfully retrieved in all
except 2 cases (0.5%) which were the only
intraoperative mortalities of the series.

DISCUSSION

The high incidence of cases in infancy in this study,
(68%), is comparable to the figures reported in the
literature. Birrell et al’ reported an incidence of 75%
and Maran and Stell' reported an incidence of 80% in
patients under the age of 3 years. Holinger and
Holinger* reported that 76% of children were less than
4 years of age. The high incidence in infancy is due to
developmental, anatomical, and physiological factors.
Developmentally, the infant is in the oral phase,
exploring the outside world by putting various objects
in his mouth. Anatomically, the infant's larynx is
higher and relatively wider than the adult larynx.
Physiologically, the cough reflex is weak because
myelination of the central nervous system is completed
only after the second year of life. The majority of these
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ABSTRACT

This study reflects the experience of the author using ri

gid bronchoscopy with foreign bodies in the bronchus in

Sudanese children over a 10 year period from 1987 to 1997. In this period, a total of 426 bronchoscopies were
performed: 291 cases (68%) were below 2 years of age; 86 cases (20%) were between 2-5 vears of age; and 49

cases (12%) were over 5 years of age.

The male to female ratio was 2.3:1 ( 298:128). In 392 cases (92%), the

Joreign body was located in the right main bronchus. In 21 cases (5%), the foreign body was located in the left

main bronchus.

In 13 cases (3%), it was located in the trachea. In 256 cases (60%), the foreign body was a

peanut.  In 128 cases (30%), watermelon seeds were involved. The remaining cases included 26 (6% ) various

plastic objects and beads and 16 (4%) various metal objects.

Ninety percent of the foreign bodies were

radiotranslucent showing minimal or no radiological signs. All foreign bodies were successfully removed except 2

cases (0.5%) which were operative mortalities.
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INTRODUCTION

Aspirated foreign bodies usually enter the right
main bronchus, which is larger and more directly
continuous with the trachea, rather than the left
bronchus. Very few foreign bodies enter an upper lobe
bronchus. Foreign bodies too large for the bronchial
lumen remain in the trachea.' The typical history is
that of a child, under the age of 2 years in 75% of the
cases, having had something in his mouth when he
makes a deep inspiration from laughter or fright. This

action opens the larynx and aspiration occurs. There is
an immediate paroxysm of coughing, sputtering, and
choking with cyanosis as the laryngeal sphincters trap
the foreign body. At this point, the object may be
extruded , or an asymptomatic phase, which may last
for 24 hours or more, follows the descent of the foreign
body into the trachea or bronchus. This is followed by
a pulmonary phase in which symptoms depend upon
the degree of occlusion of the bronchus? and the nature
of the foreign body.?

*Osman Mohamed El Mustafa, M.D. FRCS (ED) DL.OR.CS (London)Department of Surgery, University of Gezira, P.0O.Box 20,Wad Medani, Sudan.
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RADICAL CYSTECTOMY AND ORTHOTOPIC URINARY
SUBSTITUTION

Dgd g eyl
Ibrahim Barghoth , M.D.
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ABSTRACT

Objective: The purpose of this study is to investigate long term clinical outcome of orthotopic bladder substitute.
Patients & Methods: Thirty nine male patients aging 27 to 78 years old (mean age 58 years) underwent radical
cystectomy and orthotepic urinary substitution for invasive bladder cancer with evaluation of four types of
techniques of reconstruction of the bladder from different segments of the intestine and to study the four types of
ureteral reimplantation. .

Results: Referring to the vesico-ureteral reflux and uretero-ileal stenosis, we obtained the best results by
technique ABOL-ENEIN & GHONEIM with 0% and 2.8% respectively .The residual urine was reduced to 10.3%
after 2 years of follow-up, and the best technique referring to this complication was Ileal neobladder. Day urinary
incontinence was diminished after 1 year while Nocturnal incontinence persisted in (35.8%) after /2/ years of
follow-up. Our total complication rate reached 70.7% discussed in details with treatment.

Conclusion: We conclude that the best technique for bladder substitution is ileal neobladder with ABOL-ENEIN &
GHONEIM technique for ureteral reimplantation.

* Tbrahim Barghout M.D., Associate Professor, Surgery Department, College of Medicine, Damascus University, Syria. P.O.Box 5143.
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Group | No. | Scanty | % | Moderate | % | Heavy
Atrophic 24 16 66.3 7 295 1
Normal 20 5 25 8 40 7
Hyperplastic | 37 8 21.6 12 324 17

Table 9. Endometrial Findings and Reportéd Blood Loss

: o .~ Uterine Size.
Small % | Normal | % | - '
Atrophic 24 it 70.8 6 25 1 42
20 7] 10 16 80 2 10
astic 37 2 54 20 54.1 15 40.5
s 2 s i 33.3 2 66.7

Group | No.

Table 10. Endometrial Findings and Uterine Size

T ___ Uterine Depth in Cm
Group No. | <6em % 6-8 cm | >8c _
Atrophic 24 16 | 663 s 137 a0
‘Normal 20 2 10 17 85« 1 5
37503 8.1 20 54.1 14 37.8

10 1 0 | 1 | 333 2 66.7

Table 11. Endometrial Findings and Uterine Depth

| Interval Between Menopause
115 | % 6-10 | 9
131548 17 292 [4 t6d
14 |70 3 15 3 15
8 [21.6 |19 514 [10 27
- 0 lee |1 333

Group
Atrophic
Normal
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parity  of our patients ranged from 0 to 17 with only 3
nulliparous patients found in the group. Although
nulliparity presents a _strong risk factor for
endometrial carcinoma'”'® with Gusberg et al'
reporting that 21.6% of their endometrial cancer
study group were nulliparous, all 3 of our
endometrial cancer patients were multigravida (G 7,
G8, G9). The 3 nulliparous patients in this study
were found to have cystic endometrial hyperplasia in
2 instances and atrophic endometrium in the third.
There was a strong association of hypertension
(36%), obesity (32%), and diabetes (23%) in our
cases. Obesity is'a well-known risk factor for the
development both of endometrial hyperplasia and
carcinoma due to the conversion of the adrenal
prehormone androstenedione to estrone by peripheral
aromatization in the adipose tissue. Women with an
excess of subcutaneous fat have a higher plasma
estrogen level, Wthh leads to abnormal pathology of
the endometrium."” Almost one third of our
patients were obese (32%). The weight of the group
ranged from 43 to 119 kg. The three endometrial
cancer patients were all obese with weights of 84, 96,
and 108 kg. Wynder” reported in 1966 that an excess
of 10-23 kg. of body weight increased the risk of
endometrial cancer 3-fold and that an excess of more
than 23 kg. increases the risk nearly9t1mes Other
studies have confirmed these findings.”'** None of
our study group had used estrogen as hormonal
replacement therapy (HRT), which has frequently
been 2portecl to increase the risk of endometrial
disease.”*® Other studies have confirmed the high
incidence of hypertensu)n diabetes, and obesity
associated with PMB.>® The finding of an increase
in the amount of blood loss reported in cases of
hyperplastic endometrium or carcinoma supports
what has been reported by other authors.>® The
increase in the interval between menopause and the
onset of PMB in patients with hyperplasm and
carcinoma has also been reported by others 6"
The increase in uterine size found in our study in
cases of hyperglama and carcinoma also supports
earlier studies.’ Pain was repcnted by 10% of the
patlents in this study. Kerise et al*® reported a rate of
38% in an endometrial cancer group. Vaginal
discharge with or without bloody staining and foul
odor was found in about 10% of patients, mostly
those with cervicitis, cervical polyps, or cervical
cancer. Pelvic masses other than uterine,
symptomatically  inapparent but detectable by
bimanual pelvic exam, were found in 2 patients and
detected by scan in 4 patlents This is close to the
rate of 5% reported by Reid.® The malignancy rate
of 6/95 (about 6.3%) in our series contrasts with the
mahgnancy rate ranging from 14.3% reported 2/
White™ to about 33% reported by Anderson,

Postmenopausal Bleeding - -
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Procope,”” and McGowan.” The incidence of benign
atrophlc endometnum was higher than that reported
by Reld” and lower than that reported by others.®

Reid” also reported fewer cases of proliferative
endometrium (9%) than that (16%) seen in our cases.
Endometrial hyperplasia was seen in 37% of these
cases. The simple type was 20%, cystic 14%, and
adenomatous 3%. Other studies show less
hyperplasia.”® Cervical polyps were seen in 18 of our
patients and endometrial polyps in 4. This varies
from what has been reported by other authors.
Anderson’ reported 17% endometrial and cervical
polyps. Lidor® reported 8% endomemal and 10%
cervical polyps. Lee* reported ©.7% cervical polyps
and fewer than 1% endometrial polyps. The
endometrial carcinoma found in only 3 of our
patients is much less than that reported by other
stuches Miyazawa’ 8%, Lidor® 7%, White®* 14.3%,
Reid” 5%, and Lee® 11%. The cervical cancer
group was again found in only 3 patients who were
47, 48, and 55 (mean 48.3) years of age. Each was a

-multigravida (G7, G8, and G13). Two presented

with post-coital bleeding and 1 presented with
irregular vaginal spotting. All were squamous cell
carcinoma in type. Cerv1ca1 cancer was not reported
by Lidor6 or White.”® Weinstein et al® reported 1%
in their study. Much higher rates were reported b

Lee™ (12.9%), Panda®(53%), and DeAlbuquerque

(59.26%).

CONCLUSIONS

The mean age of patients with PMB in our study
is similar to that reported by others; on the other
hand, our study, which contained only 3 nulliparous
women, did not reveal nulliparity as an important risk
factor for endometrial cancer as has been reported by
others. The high association of hypertension, obesity,
and diabetes separately and in combination with
PMB was supported by the results of this study. The
incidence of uterine and cervical carcinoma as a

- cause for postmenopausal bleeding is much lower

than that found in many other reports. The low
incidence of endometrial cancer in this group may
reflect the fact that estrogen use for HRT did not
occur in this population. The 3 cases of endometrial
malignancy in this study were all adenocarcinomas.
The 3 cases of cervical carcinoma in this study were
all squamous_ cell in type. Benign cervical and
endometrial lesions were similar in occurrence to
previous reports. Endometrial hyperplasia and
carcinoma were associated with heavier blood loss at
the time of clinical presentation, longer interval
between menopause and the onset of symptoms, and
larger uterine size. These observations also support
previous reports.

F.M. Buzghia
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Table 6. Benign and Malignant Histopathology

Patients in the hyperplastic and carcinoma groups.
More than 1/3 of the hyperplastic and 2/3 of the

carcinoma group had a uterine depth greater than 8
cm. This suggests a strong relationship between
increased uterine size clinically and uterine cavity
depth detected wunder anesthesia and abnormal
endometrial tissue.

In Table 12, the interval between menopause and
the onset of PMB is compared. A longer interval is
associated with the hyperplastic and carcinoma
groups.

DISCUSSION

All of the patients underwent examination under

_anesthesia and tissue sampling. Diagnostic dilatation

and curettage was used to obtain tissue samples. This
is the preferred method, according to a number of
studies, with a hlgh rate of accuracy.*™>*’ Other
methods reported m the literature include asp1rat10n
of the uterine cav:ty, ®and Gravelee jet 1rr1gat10n

Histological methods are reported to be superior to
cytologlcal methods in the detection of early
lesions.'>"? Some centers are now using hystcroscopy
with endometnal sampling on a simple outpatient
basis.'"*!”” The mean age of our group, 54.29 years, is
similar to that reported by Miyazawa® and Lidor® who
reported ages of 55 and 56 respectively. The 3
patients in the endometrial carcinoma group were 60,
62, and 65 years old. This is similar to the mean ages
of 663—and 65 6 reported in other studies.>'® The
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Anemia (Hb<1 1g%) o

Other blood disorders

Other heart disease

Estrogen hormonal therapy in fertlhty 1" or2°

Ischemic heart disease ' L ;;‘_'*-j e
- 0
5
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Table 3. Associated Medical Conditions

*N.B. Patients had more than one disease

. '.Poiyp o
_Utcnne size: Small
Normal

_ Bulky

Table 5. Abnormal Findings Detected on Physical
Examination

The abnormal findings noted on examination are
shown in Table 5. Atrophy of the vulva, vagina, and
cervix and small uterine size are considered normal
findings. Uterine size was considered abnormal if it
was felt to be bulky. This was noted in 20 cases.
Only one of these cases was proved to have fibroids
byscan.

In Table 6, the histopathological findings are
reported. - Five specimens could not be processed.
Some patients had abnormal pathology at more than
1 site.

2 @ Postmenopausal Bleeding - - -

Post- cmtal ‘bleeding
>1 attack
Moderate blood loss
>lasttack S
Severe blood loss l-attaék' o
>lattack 12
'lnterval‘between menopause and PMB

Table 4. Clinical Symptoms and History at presentation
(Symptoms may have been multiple)

Endometrial  histopathology ~ was  analyzed
separately against different clinical parameters.
There are four categories of endometrial tissue:
atrophic, normal (prohferatwe or secretory),
hyperplastic, and endometrial carcinoma. In Table 7,
the endometrial findings are analyzed according to
patient age. All cases of endometrial cancer were
seen in patients over the age of 50.

Endometrial  histopathology ~ was analyzed
according to parity as seen in Table 8. It is of interest
that no cases of endometrial carcinoma were found in
nulliparous patients.

In Table 9 it is shown that two thirds of patients
with atrophic endometrium had scanty blood loss. In
the hyperplastic and carcinoma groups, 31 from 40
patients had moderate to heavy blood loss.

Uterine size according to endometrial group is
tabulated in Table 10. The uterine size was felt to be
bulky in 17 of the 40 patients in the hyperplastic or
carcinoma groups. The 1 bulky uterus in the atrophic
group was attributed to a small subserous fibroid
detected on sonography

Table 11 shows the measurement of the uterine

cavity taken at the external cervical os at the time of
EUA. The uterine size was more than 6 cm. in 37/40

»
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INTRODUCTION

The cessation of menstruation is the cardinal
symptom of the menopause, and postmenopausal
bleeding is defined as that vaginal bleeding which
occurs more than one year after the last menstrual
period. Postmenopausal bleeding is considered an
important and alarming symptom both to the patient
and to the gynecologist, and it requires a complete
evaluation as quickly as possible in order to ensure
the absence of malignancy and to identify and treat
high risk patients such as those with endometrial
hyperplasia. The ovarian influence on the
endometrium will be absent in a postmenopausal
woman due the absence of ovarian follicular units,
but if estrogen is still available to the endometrium
from othér sources, it may lead to endometrial
proliferation which may develop into hyperplasia or
even carcinoma. Extragonadal sources of estrogen
include exogenous estrogen replacement therapy and
the peripheral conversion of circulating prehormones
such as the conversion of androstenedione to estrone
in the adrenal cortex (stress) and fat cells
(obesity).!” The efficiency of the aromatase enzyme
increases with age and may be a compensatory
mechanism for the menopausal loss of estrogen.
Other possible abnormal sources of estrogen are the
hormonal secreting ovarian tumor and the reduced
metabolic clearance of androstenedione in liver
disease, congestive heart failure, and thyroid disease.

MATERIALS AND METHODS

All cases of PMB were admitted to the
Gynecology Department of Al Jamahiriya Hospital,
Benghazi where a detailed history and physical were
performed. Laboratory investigations included blood
group and Rh factor, fasting blood sugar, liver
function tests, bleeding time, clotting time, CBC,
urinalysis, diagnostic pelvic ultrasound, ECG, chest
x-ray, thyroid function tests, lipid profile, and Pap
smear. The patients were evaluated by an anesthetist
and re-examined in detail under general anesthesia.
Fractional - curettage was performed for histo-
pathological examination.

RESULTS

The patients were analyzed according to the
following parameters: age, parity, associated medical
disease, symptoms, abnormal clinical findings
detected prior to dilatation and curettage, and various
benign and malignant histopathological findings.
The endometrial histology - was then analyzed in
terms of patient age, parity, history of blood loss,

ABie .o
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uterine size, uterine depth, and the interval between
menopause and the onset of PMB.

The patients ranged in age from 39 to 80 years
with a mean of 54.29. The most affected ages were
between 50 to 64 years of age (68%). See Table 1.

Age Group in Years
<45 7
4549 . 1 16
50-54 29 |29
55-59 21 2
60-64 18 18
65-69 4 4

Table 1. Age Distribution

The parity of the patients ranged from 0to 17.
Only 3 patients (3%) were nulliparous. Most were
grand multiparous. See Table 2.

Table 2. Parity Distribution

Table 3 shows that the most common medical
diseases noted were hypertension (36%), obesity
(32%), and diabetes (23%). The three conditions in
combination were found in 18% of the patients.
Abormal premenopausal bleeding, mostly in the form
of menorrhagia or polymenorrhagia had been
detected in 23% of the patients.

Table 4 demonstrates the pertinent history and
symptoms at the time of clinical presentation.

There was a wvariable amount of blood loss
reported. None of the patients reported feeling a
mass. The pain reported by 10 of the patients might
be explained on the basis of pelvic congestion,
malignant invasion, or incidental benign pathology
such as urinary tract infection. The interval between
the onset of menopause and PMB was variable. In
38 of the patients it was less than 5 years, while in 62
of the patients, it was 6 years or more. '

»
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POSTMENOPAUSAL BLEEDING IN LIBYA
A STUDY OF PREDISPOSING FACTORS AND ASSOCIATED PATHOLOGY
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Fariha M. Buzghia, M.D.
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ABSTRACT

Objectives: This project was designed to study postmenopausal bleeding (PMB) in Libya in terms of etiology, risk
factors, incidence of malignancy, and associated pathology.

Patients & Materials: One hundred cases of PMB admitted to Al Jamahiriya Maternity Teaching Hospital in
Benghazi, Libya from October I, 1997 to June 30, 1998 underwent a detailed history and clinical examination
including full laboratory investigation, pelvic ultrasound, and examination under anesthesia (EUA) with dilatation
and curettage and tissue sampling.

Results: The age range was from 39 to 80 years with a mean of 54.29. Benign pathology was found in 89/95 cases.
(Five specimens could not be included in the study). These included senile atrophic endometrium, normal
functioning endometrium, endometrial hyperplasia, endometritis, endometrial polyps, cervicitis, and cervical
polyps.  Malignant pathology was found in 6/95 cases including 3 cases of cancer of the cervix and 3 cases of
“adenocarcinoma of the endometrium,

Conclusions: Postmenopausal bleeding is an important symptom and requires careful and prompt evaluation to
eliminate the possibility of malignancy as quickly as possible.
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Table 4 Organism, No. of Isolates, and Percentages
DISCUSSION

The infecting organisms in otomycosis in
Sudanese patients were found to be predominantly
due to Aspergilli of various species. The most
common species were niger and flavus. These results
“are comparable with the results obtained by Enweani
and Igumbor’ from Nigeria, Yehia et al® from Iraq,
and Giti-Roy’ from India. Candida infections were
not encountered in the group studied. Infection with
a single organism was noted in the majority of cases
(72%), and the most prevalent organism was A zgzer
(50%). A. parasiticus was only isolated from mixed
infections. This casts some doubt on its real
etiological role as an infecting organism. The
different fungal infections can be suspected on
otoscopy by noting the color of the fungal debris. In
A. nigerinfections, the conidiophores may be seen as
black specks in the debris,® in A. flavus as yellow,
and in A. aculeatus as brown.

CONCLUSION

Otomycosis in Sudanese patients are predominantly
due to Aspergi/li of various species. Fungal infection
of the skin of the external canal is usually unilateral
disease and should be suspected whenever there is a
history of itching, earache, and colored debris
detected on otoscopy.
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" INTRODUCTION

Otomycosis is a superficial mycosis of the
external auditory canal skin. It is characterized by
severe itching of the external ear canal skin, otalgia,
and mild conductive deafness if the external ear canal
is blocked by fungal mass or edema. On otoscopy,
the external ear canal is full of fungal debris, hyphae,
and spores. The color of the fungal debris depends
largely on the nature of the infecting organism. The
condition is most commonly due to Candida and
Aspergillus of various species.”

In the presence of skin debris, the external ear
canal offers the right temperature and humidity for
fungal growth. Otomycosis exists in two clinical
forms: a primary and a secondary. Primary
otomycosis is common in tropical conditions where
fungi and fungal spores are abundant in the
environment.  Secondary otomycosis occurs as a
result of prolonged or unnecessary use of broad
spectrum antibiotic ear drops which suppress the
normal bacterial flora of the external canal skin to the
benefit of fungi.® Secondary otomycosis occurs in
both temperate and tropical climates.

Donisi et al’ reported A. fumigatus as a cause of
deep mycosis in a patient with AIDS with
involvement of the middle ear, compression of the
facial nerve and lung invasion.

MATERIALS AND METHODS

This study was carried out during the hot humid
part of the year (July-August )1996 at Wad Medani,
Gezira State, Central Sudan. All 64 patients who
presented with clinically suspected otomycosis had
ear swabs taken. All patients had unilateral disease.
Swabs were immediately cultured on Czapek agar
(CZA) medium and incubated for 7 days at 250C in
complete darkness. Identification was determined
using the method described by Samson and Pitt’
through observation of the fruiting structure (head,
stipe, metula, phialide and conidia) as well as color of
conidia in mass and color produced in the mycelium
in contact with agar medium.

RESULTS

In 46 patients (72%), cultures obtained grew only
one organism. In the remaining 18 patients (28%),
cultures grew (wo or more organisms in various
combinations. In mixed cultures, two organisms
were grown from 16 patients (25%) and three
organisms from 2 patients (3%). See Table 1.

The Causative Organisms - . .

E
e
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Table 1. Types of fungal infection

The organisms isolated as a single organism
infection (Table 2) were A. niger in 26 patients
(56.5%), A. flavus in 9 patients (19.6%), A. aculeatus
in 5 patients (10.9%), A. nidulans in 4 patients
(8.6%), A.candidas and A. versicolor in 1 patient
each (2.2%).

No. of
Cases

Table 2. The organisms in patients infected with a single
organism

In 18 patients (28%), the organisms isolated were
mixed infections with two or more organisms (Table
3) mainly A. niger and another Aspergiflusor more.

t A flavus

+ A. aculeatus
- A. nidulans
. fumigatus

olor+A. aculeatus
. aculeatus+A. flavus
culeatus+A. parasiticus

Table 3. Organisms causing mixed infections, numbers,
and percentages

Table 4 shows the number and percentages of
different isolates. A. niger was isolated from 42
patients (50%); A. flavus  was isolated from 17
patients (20%); A. aculeatus was isolated from 12
patients (14%); A. nidulans was isolated from 5
patients (6%): A. versicolor was isolated from 4
patients (5%); A. candidas was isolated from 2
patients (3%); , and A. fumigatus and A, parasiticus
each isolated from 1 patient (1%).
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ABSTRACT

Objective: to determine the causative organisms of otomycosis in Sudanese patients

Design: Prospective study of consecutive patients with clinically suspected otomycosis

Setting: ENT Departmment, Wad Medani Teacking Hospital, Sudan

Subjects: 64 Sudanese patients

Interventions: Ear swabs cultured for fungal growth

Results: All 64 patients had unilateral disease. Infection involved one organism in 46 (72%) patients. Infection
involved 2 organisms in l6 (25%) patients. Three organisms were involved in 2 (3%) patients. Eighty four isolates
were obtained: 42 (50%) were Aspergillus niger; [7 (20%) were A. Flavus; 12 isolates (14%) were A. aculeatus; 5
isolates (6%) were A. nidulans; 4 isolates (5%) were A. versicolor; 2 isolates (3%) were A. candidas; I isolate
(1%) each occurred for A. fumigatus or A. parasiticus.

Conclusion: Otomycosis in Sudanese patients is predominantly due to Aspergilli of various species and it is
usually a unilateral ear disease. No Candida species were encountered in this study.

C,anlua:cLe

c Oaa sl el v V) Uadll dysal) Apad) SN aaat : Cagll

AN il Ly Aditie Aailiia (53 Und Y la) Al Al 50 asenadl)

Ol (JSae 293 jaiall N PN pua ¢ candatll | S35 aSe 1 GlSall

- il il culia b de) )5l ilaie Lgia cadal 33 U L) dEaDlie dpia e dlls 64 tciliad)

Ui ¢ p—taill Ga 3l & 9 Led Cansall IS (%72) Ala 46+ cilall Tualal il Lo 4nsiall 64 1) CVL ppen 1 gl
skl G gl A Cudl IS %3 ol s ¢ skl e cpe g camdl kil S %25 Alla 16 b

175 ¢ elasudl CLalla N e (%50) de 42 p) oY) dabiad) il ) (e Leasen Chan g uin el JS e die 84 e
£ 3 e LI (e (%6) e (5) 5 ¢ ALY Slali ) e (%14) A 125 ¢ ol jhall SldlE Sl e (%20) due
(ol) Baad g Al g ¢ Camnll SLELI N e (%3) e 5 ¢ ol sSam b & 5 (e SLELE N (e (%5) Clie 4 5 GulY s
- panlh Gl ) el caabiad ol Al Al o388 (gl g g g e o il g sl e s ) cils
Al o s el Aot ) g Adtia ) s ) LIe A cpla gl oyl & 31Ul A
v ol liapd) sy Al 4 caalias

* Osman M. El Mustafa, M.D., Assistant Professor, Department of Surgery, University of Gezira, P.O. Box 20, Wad Medani, SUDAN.
* Nafisa El Mahi Ahmed, M.D., Professor and Head Department of Plant Pathology, Agricultural Research Corporation, P.O. Box 126 Wad Medani, SUDAN,




Figure 3 Chest x-ray showing a bronchocele (*)
in the left upper lobe secondary to an obstructing
endobronchial carcinoma that was demonstrated at
bronchoscopy.

CONCLUSION

In conclusion, the diagnosis of CBA should be
considered in the presence of a bronchial mucocele and
regional hyperinflation of the lung. Bronchoscopy and
CT should be performed to exclude an acquired

he Arab Board of Medical Specializations Vol. 1, No. 4,0ct

Congenital Bronchial...

bronchial
See Figure 3. Recognition of the anomaly
radiographically and by CT may prevent unnecessary
surgery in an otherwise asymptomatic individual.

proximal bronchial obstruction such as

carcinoma.
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Figure I Chest x-ray showing a rounded opacity (*)
adjacent to the left hilum with an area of regional
hyperlucency

At this stage, malignancy was suspected. Fiberoptic
bronchoscopy was performed and no endobronchial
lesion was identified. Transbronchial biopsy
specimens were negative for malignancy. A CT scan
revealed a lobulated mass in the left upper lobe
surrounded by an area of increased translucency. See
Figure 2.

Figure 2 Computed tomography demonstrating
the bronchocele (arrow)

No mediastinal  lymph  adenopathy  was
demonstrated. The findings were thought to be
compatible with the diagnosis of congenital bronchial
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atresia; however, because of the risk of malignancy and
in view of the patient's symptoms, the left upper lobe
was resected. The histology showed a solitary cyst
lined by ciliated columnar epithelium that had no
demonstrable bronchial connection. Adjacent to the
cyst, the lung parenchyma was normal and no
malignant cells were found. The patient made a full
recovery and remains symptom free on follow up.

DISCUSSION

Bronchial atresia is the second most common
congenital tracheobronchial malformation."** Almost
invariably, a single lung segment is affected.
Involvement of multiple lung  segments has been
reported only in a few cases.! Most patients are
asymptomatic at the time of presentation; however,
some may present with dyspnea. Pneumonia and
bronchial asthma have been reported in some cases.'
The diagnosis of CBA is often suggested by CT. The
chest x-ray typically shows the mucus filled bronchi
(bronchocele) as rounded branching opacities radiating
from the hilum.' The adjacent lung shows features of
air trapping and produces an area of regional
hypertranslucency around the affected bronchi.'*
Computerized tomography is a very sensitive method
for demonstrating the typical features of CBA
including the air trapping whlch can be clearly deplcted
by performmg expiratory CT.* In addition, CT is
useful in excluding the presence of a hilar mass and
depicting the virtually pathognomonic appearance of a
non-enhancing branching 0pac1ty surrounded by
regional hypertranshucency.”  High resolution CT
scanning also allows precise delineation and
locahzallon of the lesion due to improved spatial
resolution” Spiral CT with multiplaner reformation can
be useful in distinguishing a bronchocele from other
nodular lesions such as intrapulmonary vascular
malformations.”’

Bronchoceles are seen not only with CBA but may
also develop secondary to acquired bronchial
obstruction and in association with allergic
bronchopulmonary aspergllloms as a complication of
bronchial asthsma.® They may be confused with
vascular anomalies within the lung. Other lesions that
may mimic CBA include interlobular sequestration and
pulmonary bronchial cyst; these conditions very rarely
exhibit the fea{ure of hyperaeration around the
pulmonary mass.’ The traditional treatment of
suspected CBA 1is surgical resection to confirm the
diagnosis and to avoid the associated complications;’
however, with modern imaging techniques and
fiberoptic bronchoscopy, it is now possible to make a
firm diagnosis of CBA and avoid unnecessary surgery
in asymptomatic cases.
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CONGENITAL BRONCHIAL ATRESIA
A RARE ANOMALY WHICH CAN BE MISTAKEN FOR A BRONCHOGENIC TUMOR
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ABSTRACT

Congenital bronchial atresia (CBA) is a rare anomaly that results from a congenital focal obliteration in the
proximal development of the bronchi. Short atretic segments lead to an accumulation of mucus within the distal
bronchi to form a bronchocele and underventilation of the affected lung segment. Radiographically, CBA is
characterized by the presence of a branching opacity, the bronchocele, radiating from the hilum and surrounded by
an area of hyperlucency. These features can be recognized on the chest radiograph, but they are even more clearly

defined by computerized tomography.
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INTRODUCTION

Bronchial atresia is a rare anomaly first described
by Falor and Kyriakides in 1949. It is a local
obliteration of the proximal lumen of a segmental
bronchus which results from local mterruPtlon of
bronchial arterial perfusion late in fetal life> or from
the separation of a tip of a primordial bronch1a1 bud
from the bud which then continues to develop The
bronchial tree distal to the obstruction is patent and
contains mucus plugs while the alveoli distal to the
obstruction are air filled due to collateral air drift. The
left upper lobe is affected in most of the cases™®
followed in frequency by the left lower lobe. The right
lower and middle lobes are rarely involved. The
abnormality is found as an incidental finding in about
50% of cases. Itis most often seen in young men and
frequently produces no signs or symptoms.

The radiographic features may be highly suggestive
of the diagnosis. The involved segment is
overexpanded as a result of collateral air drift with
expiratory air trapping A finger-like projection lateral
to the hilum, Wthh is due to a mucus filled bronchus,
is characteristic.*

CASE HISTORY

A 30 year old man was referred to the chest clinic at
King Hussein Medical Center with a 3 month history of
non-specific discomfort and infrequent hemoptysis.
The patient had smoked 30 cigarettes daily for the
previous 10 years. On examination, there were reduced
breath sounds in the left upper lung field. Pulmonary
function tests were unremarkable. A chest x-ray
showed a rounded opacity in the left upper lobe. See
Figure 1.

# Khalid M. Al- Daoud FRCR, B.O.Box 357 Alramtha, Jordan.
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innohep®

tinzaparin sodium

Now, for the very first time, a low molecular weight heparin has received a licence for the
treatment of PE. This means that instead of having to give patients a continuous i.v. infusion of
unfractionated heparin, you can simply give them a once-daily injection of innohep, which is just
as effective,' but without the drawbacks of having to maintain an intravenous line.

innohep is the only truly once-daily treatment for PE and DVT, and is also available as variable-dose

syringes for added convenience and simplicity.

innohep® Anticoagulant. Tinzaparin sodium. Vials of 2 ml Tinzaparin sodium 10,000 anti-Xa
1U/ml, preserved with benzyl alcohol. Tinzaparin sodium 20,000 anti-Xa IU/ml, preserved with
benzyl alcohol, stabilized with sodium bisulphite. Syringe of 0.35 ml or 0.45 ml Tinzaparin sodi-
um 10,000 anti-Xa IU/ml| Graduated syringe of 0.50 ml, 0.70 ml or 0.90 ml Tinzaparin sodium
20,000 anti-Xa IU/ml stabilized with sodium bisulphite. Properties Tinzaparin sodium is a low
molecular weight heparin produced by enzymatic depolymerization of conventional heparin. The
molecular mass is between 1,000 and 14,000 dalton, with a peak maximum molecular mass of
approx. 4,500 dalton. Tinzaparin sodium is an anti-thrombotic agent. Innohep has a bioavailabil-
ity of about 90% following subcutaneous injection. The absorption half-life is 200 minutes, peak
plasma activity being observed after 4-6 hours. The elimination half-life is about 80 minutes.
Tinzaparin sodium is eliminated, primarily with the urine, as unchanged drug. The pharmacoki-
netics/pharmacodynamics of Innohep are monitored by anti-Xa activity. There is a linear dose-
response relationship between plasma activity and the dose administered. The biological activi-
ty of Innchep is expressed in anti-Xa international units. Indications Treatment of deep-vein
thrombosis and pulmonary embolism. Prevention of postoperative deep-vein thrombosis in
patients undergoing general and orthopaedic surgery. Prevention of clotting in in-dwelling intra-
venous lines for extracorporeal circulation and haemodialysis. Dosage Treatment of DVT and
PE: The recommended dose is 175 anti-Xa IU/kg body-weight s.c. once daily.
Thromboprophylaxis in patients with moderate risk of thrombosis (general surgery): On the day
of operation 3,500 anti-Xa IU s.c. until 2 hours before surgery and postoperatively once daily
3,500 anti-Xa IU for 7-10 days. Thromboprophylaxis in patients with high risk of thrombosis (e.g.
total hip replacement): On the day of operation 50 anti-Xa 1U/kg body-weight s.c. until 2 hours
before surgery and then once daily until the patient has been mobilized. For short-term
haemodialysis (less than 4 hours): A bolus dose of 2,000-2,500 anti-Xa IU into the arterial side
of the dialyser (or intravenousliy) at the beginning of dialysis. Long-term haemodialysis (more
than 4 hours): A bolus dose of 2,500 anti-Xa IU into the arterial side of the dialyser (or intra-
venously) at the beginning of dialysis, followed by an infusion of 750 anti-Xa |U/hour. Dose
adjustment: Increase or decrease of the bolus dose, if required, can be made in steps of 250-
500 anti-Xa |U until a satisfactory response is obtained. Overdose An overdose of Innohep may
be complicated by haemorrhage. At recommended doses there should be no need for an anti-

dote, but in the event of accidental administration of an overdose, the effect of Innohep can be
reversed by intravenous administration of 1% protamine sulphate solution, The dose of prota-
mine sulphate required per neutralization should be accurately determined by titrating with the
plasma of the patient. As a rule, 1 mg of protamine sulphate neutralizes the effect of 100 anti-
Xa IU of tinzaparin. Adverse effects Innohep is safe with regard to bleeding risks, when applied
at the doses recommended, provided that patients with increased bleeding potential (bleeding
disorders, severe thrombocytopenia) are excluded or treated with special care.
Contraindications Known hypersensitivity to any of the constituents. The 20,000 anti-Xa I1U/m|
formulation of Innohep contains sodium bisulphite, which may cause allergic reactions, includ-
ing anaphylaxis in predisposed patients. In the remaining formulations without sulphite, this risk
does not exist. Other contraindications are generalized or focal *haemorrhagic tendency.
Uncontrolled severe hypertension. Acute cerebral insults. Septic endocarditis. Special precau-
tions Innohep should be given with caution to patients with renal or hepatic insufficiency. In such
cases a dose reduction should be considered. Innohep should not be administered by intra-
muscular injection due to risk of local haematoma formation. Interactions Concomitant admin-
istration of other drugs affecting haemostasis, e.g. vitamin K antagonists and dextran, may
enhance the anticoagulant effect of Innohep. Use during Pregnancy and Lactation Only limit-
ed clinical documentation is available on Innohep so far, and there has been no evidence of
adverse reactions in animal models. No transplacental passage of Innohep was found (assessed
by anti-Xa and anti-lla activity) in patients given doses of 30-40 anti-Xa |U/kg in the second
trimester of pregnancy. It is not known whether Innohep is excreted in breast milk.
Incompatibilities Innohep is compatible with isetonic sadium chloride (9 mg/ml) or isotonic glu-
cose (50 mg/ml). It should not be admixed with other infusion fluids. LEO PHARMACEUTICAL
PRODUCTS- BALLERUP - DENMARK 11/97

Reference B
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N Eng! J Med 1997 ;337
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