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BURKITT LYMPHOMA IN AN ADULT AIDS C2 FEMALE PATIENT (Abstract): We re-
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Burkitt lymphoma is a high-grade B-
cell lymphoma classified as a non-Hodgkin
lymphoma (NHL) (1). There have been
described 3 main clinical types of Burkitt
lymphoma: endemic, sporadic and immu-
nodeficiency-associated (2). Immunodefi-
ciency-associated Burkitt lymphoma is
usually associated with HIV (human im-
munodeficiency virus) infection or occurs
in post-transplant patients taking immuno-
suppressive drugs (3). Burkitt lymphoma
can be one of the diseases associated with
the initial manifestation of AIDS (acquired
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immune deficiency syndrome) (4).

As the other HIV-related non-Hodgkin
lymphomas, Burkitt lymphoma has a poor
prognosis, mainly due to the advanced
stage of disease at the time of diagnosis,
extranodal involvement and B symptoms
(weight loss >10% of original body weight,
night sweats and fever) (5). Patients are
often included into the intermediate or
high-risk group, based on the International
Prognostic Index (IPI), which scores pa-
tients according to age (> 35 years), stagc
11 or IV of disease, increased serum lactate
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Burkitt lymphoma in an adult AIDS C2 female patient

dehydrogenase (LDH), and extranodal

involvement (6).
Burkitt lymphoma is the second com-

monest histological subtype of HIV-related
lymphoma, after diffuse large B-cell non-
Hodgkin's lymphoma (7). There is a clear
correlation between the levels of CD4 cell
count and the risk of developing NHL (5).
It is thought that immune stimulation by
HIV and reactivation of previous Epstein—
Barr virus (EBV) infection due to defective
T-cell surveillance, results in long-term
stimulation and proliferation of B lympho-
cytes, ultimately leading to the develop-
ment of HIV-related NHL (5).

CASE REPORT

A 24-year-old Caucasian female patient,
diagnosed HIV-positive at the age of 11
and currently in C2 stage of HIV infection
due to recurrent pneumonia, presented to
our clinic in June 2013 complaining of
abdominal pain, edema of the upper and
lower limbs, fatigue and altered general
status. The patient reported having amenor-
rhea for 4 months and the occurrence 3
month earlier of pelvic pain which tended
to get worse.

Her medical history was characteristic
for noncompliance to treatment (8), the
viral loads remaining high despite the pre-
scribed intensive antiretroviral treatment.
Until August 2006, the CD4 counts were
between 250-400 cells/mm3, but the viral
Joad had never decreased enough to get
close to undetectable levels, the lowest
viral load that was ever recorded for the
patient being 42.100 copies /ml.  After
Indinavir was withdrawn from the Romani-
an. pharmaceutical market, she was pre-
scribed another type of protease inhibitor,
Saquinavir (SQV), associated with Ri-
tonavir (RTV), Abacavir (ABC) and Dida-

nosine (ddl). Despite the aggressive treat-
ment the results were far from optimal, the
viral load reaching a level of 2.500.000
copies/ml. In September 2009, the patient
was prescribed Kaletra (Lopinavir and
Ritonavir) together with Combivir, the
combination offering a comfortable admin-
istration of only 6 cps/day, association
known as highly active antiretroviral thera-
py (HAART), which covers the sanctuaries
of HIV infection such as the ovarian stro-
ma. Unfortunately the patient was noncom-
pliant. At that time also appeared the idea
of a possible virus resistance to therapy due
to the high viral loads difficult to control
therapeutically. As CD4 levels were low
(123/mm3) while the viral load continued
to be high (128.000 copies/ml), an an-
tiretroviral drug-resistance test was per-
formed in February 201.As the test showed
Darunavir (DRV) to be the most effective
the therapeutic scheme was changed, but
until December 2011 the CD4 levels con-
tinued to decrease while the viral load in-
creased. The patient admitted that some-
times she was not taking her medication for
10-14 days in a row.

Physical examination revealed: afebrili-
ty, slightly pale teguments, micropolyad-
enopathy in the inguinal, cervical, supra-
clavicular and axillary groups and normal
respiratory tract and cardiovascular system
evaluation. The patient complained of pain
in the right iliac fossa. Gynecological ex-
amination showed a white vaginal dis-
charge, confirmed a hypoplastic uterus, an
enlarged right ovary of approximately
60/50 mm in diameter, with regular con-
tour, sensitive to bimanual palpation.

Relevant laboratory tests included:
anemia (Hb-8.6 g/dl), normal white blood
count (WBC-5.6x10°/ulL), low  GR
(2.7x10°/uL)y, low APTT (20.1/sec), normal
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inflammatory markers (CRP and ESR),
high uric acid (6.61 mg/dl), ALAT, ASAT
(32 U/L and 46 U/L), Coli/ESBL in vaginal
culture.

On the first night in hospital the patient
was hyperpyretic (39°C) and shivering;
before the antibiogram for Escherichia Coli
vaginal infection was available ampicillin
was used as empiric treatment to which the
fever having no response it was replaced
with a 3" generation cephalosporin that
also proved to be ineffective. The next day
the patient was referred to the Infectious
Disease Hospital for further investigations
and specific treatment.

After one month the patient was re-
scheduled for surgery. During this time the
physical status had improved, amenorrhea,
fatigue and the slight abdominal pain re-
maining the only complaints. Anemia was
corrected with oral iron supplements (Hb-
10.2¢/dl), the patient presenting normal

'/"b/
white blood cell count and moderate in-

crease of inflammatory markers (CRP and
ESR).

At surgery, after opening the peritoneal
cavity the following were found: hypo-
plastic uterus (30/20/20 mm); the left ad-
nexa appeared normal; the right adnexa:
right ovary - complete cystic transfor-
mation, size of the cyst about 60/50 mm in
diameter, intact capsule, with a regular
contour and the right tube impossible to
differentiate from the cystic tumor.
Through the transparent cyst capsule a
solid component of the tumor was noticea-
ble. No lymphadenopathy was visible mac-
roscopically in the pelvic area. Right ad-
nexectomy was performed without damag-
ing the cyst capsule. The next day the pa-
tient was transferred to the Infectious Dis-
ease Hospital for further care.

The macroscopic examination of the
ovarian tumor made the diagnosis of solid
ovarian tumor and cut sections of tumor
revealed necrotic areas (Fig. 1, 2).

Fig. 1 Ovarian tumor - macroscopic aspect

The histopathological examination re-
vealed: proliferation of small tumor cells
containing solid deposits, moderate pleo-
morphism, 1-3 macronucleoli, reduced or
moderate cytoplasm, intensive mitotic ac-
tivity and necrosis (Fig. 3, 4). The histo-
pathological diagnosis was suggestive of
small cell neoplasia or non-Hodgkin lym-
phoma (p Tla Nx Mx G3), the immuno-
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Fig. 2 Ovarian tumor macroscopic aspect

histological examination performed about
one month after surgery establishing the
final diagnosis - Burkitt lymphoma (CD20,
BCL6 and KI67 positive and CD3, Cy-
tokeratin AE1/3 negative).

The patient was referred to the Regional
Cancer Institute for further treatment. The
protocol for Burkitt lymphoma required a
CT-scan which was performed in Septem-
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ber and showed supraclavicular, inguinal,
and laterocervical micropolyadenopathies
and a connective tissue mass located in the

thymic compartment.

The routine follow-up 2 months postop-
eratively revealed: absence of pelvic pain,
persistence of amenorrhea for 6 months,

Fig. 3. Tumoral necrosis and intensive
mitotic activity (HE x 40)

In October chemotherapy was initiated,
using the fractioned protocol: course A
consisting in the administration of cyclo-
phosphamide, vincristine, adriamycin
and dexamethasone, followed by course B
including the administration of methotrex-
ate and cytarabine, very well tolerated by
the patient. The next scheduled appoint-
ment for chemotherapy is October 30. Until
then the patient was prescribed Neupogen-1
(granulocyte colony-stimulating  factor)
subcutaneously for 10 days.

DISCUSSION

AIDS and immunosuppression create an
adequate environment for the development
of malignant tumors that are highly aggres-
sive and generally have a poor prognosis
(2). Studies show that an old IV infection
(>8 years) is associated with a higher risk

175"

Fig. 4. Intense proliferation of small cells (1-
3 macronucleols), reduced or moderate cyto-
plasm, containing solid deposits, moderate

absence of digestive or urinary complaints,
fully healed surgical scar. She was pre-
scribed Duphaston 10 mg (2 tablets/day)
for 7 days, followed by combined oral
contraception starting on the first day of
menstruation, in order to control the ovari-

an function.

pleomorphism (HE x 20)

for NHL compared to patients with quite
recent HIV infection (<4 years), our paticnt
being diagnosed HIV positive since she
was 11 years old (4). Prolonged immuno-
suppression is correlated with high CD4
count that is associated to a higher risk for
NHL (CD4 >150 cells/uL), in our casc the
viral load was always high duc to noncom-
pliance with treatment (6).

The most common symptoms in AIDS-
related lymphomas are the B type symp-
toms: fever, weight loss and night sweats
(9), of which our patient presented only
fever (5). Extranodal involvement is quite
common, the most frequently affected be-
ing the gastrointestinal tract, liver or cen-
tral nervous system, bone marrow included
(3). Adnexal involvement is considered a
rare extranodal site of the Burkitt lympho-
ma, especially in the case of a primary
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extranodal involvement (3). Most patients
are diagnosed with advanced-stage disease
(.

The treatment of Burkitt lymphoma in
AIDS patients involves complex chemo-
therapy regimens (10). The HAART thera-
py, also administered to our patient, has
been proven to determine a decline in CD4
cells count and associated with Neupogen
determines less myelotoxicity and a better

tolerance to therapy (10).
The prognosis in AIDS-related Burkitt

lymphoma is poor and survival rates are of
2 to 24 months, evaluated according to
CD4 T-helper lymphocyte count (<100
cells/uL), age (> 35 years), intravenous
drug use and stage III or IV disease at the
time of initial diagnosis (4).
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INCIDENCE OF ENDOMETRIOSIS-A MATTER OF PUBLIC CONCERN (Abstract):
There is an increasing trend in the incidence of endometriomas, the disease affecting about
5-10% of women of reproductive age. Aim: To determine the incidence of endometriosis in
patients undergoing surgery for gynecclogical diseases at the “Cuza-Voda” Obstetrics and
Gynecology Clinical Hospital from Iasi. Material and methods: Retrospective study of
12,178 patients followed up for 5 years (Januvary 2010 to December 2015} assessing the de-
tection rate of endometriosis and possible diagnostic methods, as well as differential diagno-
sis with other pelvic pathologies. Results: Distribution of cases by the six years of study
identified an increase in the incidence of endometriosis in our clinic. A possible explication
can be the improved diagnostic techniques and. also women’s concern with infertility. Of the
12178 operated patients, only 1,100 were diagnosed with endometriosis. The highest inci-
denice was recorded in 2015, 21.10 %. Cenclusions: The incidence of endometriosis was of
9.03% and showed a rise in the past 6 vears, due to the improved diagnostic techniques and
women increasing preoccupation with the topic of infertility. Keywords: ENDOMETRIO-
SIS, INFERTILITY, INCIDENCE.

Endometriosis is one of the most fre-
quent diseases in gynecological practice. It
affects women of fertile age, being the
second cause for surgical interventions
after uterine fibromas during premeno-
pause, There i3 an increasing trend in the
meidence of endometriomas, the disease
affecting about 5-10% of women of repro-
ductive age (I, 2). It 1s one of the most
unportant public health concerns, because
of the continuous Increase in the number of
cases. Also, the risk of malignant transfor-
mation motivates the numerous researches
focused on explaining de development

mechanisms and the progression of this
disease, 10% of endometrioid carcinomas
of the ovary are associated with endometri-
oid carcinomas of the uterus (3, 4). Symp-
toms represent another problem. because
they can vary from total absence to pro-
gressive course with multiple complica-
tions (53 Also, it is important to evaluate
the implications of the disease regarding
wfertilitv. Both endometriosis and the sur-
gical treatment for this disease have fertili-
ty consequences, with alterations of the
AMH values (6).

The incidence of this disease grew ex-
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ponentially, accounting for 2% of the gen-
eral population, being the third cause for
gynecological examination for infertility,
chronic pelvic pain, dyspareunia and dys-
menorrhea. The prevalence of endometrio-
sis has also an increasing trend, up to 25-
50% of infertile women being diagnosed
with endometriosis, and about 30-30% of
women with endometriosis being infertile.
Endometriosis affects 7-15% of women of
reproductive age, and 25-30% of all women
with infertility, having a high social 1m-
pact. The incidence of this disease rose
exponentially following the introduction of
new diagnostic methods such as endovagi-
nal ultrasound and exploratory laparoscopy
(7). Endometriosis affects 1% of asympto-
matic women and up to 60% of women
with chronic pelvic pain (8, 9). Endometri-
osis has a major social impact, and it was
reported that quality of life was significant-
Iy reduced in women with endometriosis
(9, 10}, It is diagnosed in women aged 12-
80 vears old, with a peak incidence around
the age of 28 vears old (11, 12).

Studies show that endometriosis has a
higher incidence in Caucasian, compared
with Afro-Americans or Asian women (13,
14}, Also, patients with endometriosis are
taller, thinner. and have a significantly
lower body mass index (BMI) (14).

The main objectives of this research are
to evaluate the incidence of endometriosis
1n patients undergoing surgery for gyneco-
logical diseases at the Iasi “Cuza-Voda™
Obstetrics and Gynecology Clinical Hos-
pital, and the impact of endometriosis on
guality of life.

MATERIAL AND METHODS

Given that the global estimates of the
incidence of endometriosis vary considera-
bly. the aim of our study was to identify the

110

incidence and prevalence of this disease
among the gynecological patients admitted
to the “Cuza-Voda” Obstetrics and Gyne-
cology Clinical Hospital, Iasi.

This is a retrospective study of 12,178
patients followed up from January 2010
until December 2015 with regard to the
detection rate of endometriosis and possi-
ble diagnostic methods, as well as differen-
tial diagnostics with other pelvic diseases.
This study included all patients admitted to
the gynecology department. Patients admit-
ted to the obstetrics department were ex-
cluded. Surgical interventions were per-
formed either laparoscopically or by open
laparotomy. A number of 1,100 of patients
met the inclusion criteria, the ones diag-
nosed with endometriosis either pre or post
operatory, histologically confirmed.

Data processing was carried out using
SPSS 18.0.

RESULTS AND DISCUSSION

In the total of 1.100 surgeries per-
formed during the interval 2010-2015 at
the “Cuza-Voda” Obstetrics and Gynecol-
ogy Clinical Hospital from Iasi the highest
incidence was recorded in 2015 - 21.1%.
The trend for the following period was
upward (fig. 1). The prevalence of surgical
mnterventions m the Gynecological Depart-
ment ranged from 18.5% in 2010 to 13.8%
in 2015, while the trend during the study
interval was relatively constant (y = 19.31-
0.75x), approximately 14%.

Surgeries for infertility peaked 1 2013-
19.3% and 2014-19.2%, while the trend for
the following period of time was relatively
constant {y = 17.41-0.21x). with an estima-
tion for the near future of 16%. During the
study interval, the most frequent surgeries
involved the ovaries (62.5%), and the
peritoneum {31.8%) (fig. 2).
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Fig. 2. Frequency of surgical interventions performed between 2010 and 20135
in patients with endometriosis, according to their location

endometriosis was relatively constant be-
tween 2013 and 2015 (72-75 cases, while
the number of surgeries for C-section scar,
intestinal, rectovaginal s and fallopian tube
endometriosis was low (fig. 3}

Dastribution of cases which underwent
ovarian surgery showed a slight increase
beginning with 2012 and ranged from 114
cases in 2012 to 139 1n 2015,

The number of surgeries for peritoneal

2 postop scar & bowsd & reciovaging! septum
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114 128 130
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Fig. 3. Distribution of operated endometriosis cases by study vears
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During the study interval, surgeries for
infertility accounted for 10-11% of the total
surgical interventions, while surgeries for
endometriosis ranged from 9.9% to 14%
{fig. 4).

By analyzing the medical records of pa-
tients admitted for endometriosis treatment,

we found that the main symptom described
was chronic pelvic pain, followed by other
complaints such as: infertility, dysmenor-
rhea, dyspareunia, menstrual spotting,
ovarian tumor detected during a routine
check-up, abnormal menstrual cycles, bow-
el malfunction and vrinary complaints.

k-

¢
SO
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fi
E4)
S

m

= yurrher of surgeries
® indertitity

# endometriosis

parsie

e

2012 2013

YENTE

18

201%

Fig. 4. Prevalence of cases with endometriosis and infertility
from the total surgical intervention in the gynecology department

Infertility was described as the umpossi-
bility of conceiving after regular. unpro-
tected sexual contacts for 12 months, after
excluding any documented cause of male
infertility, Also evaluated was the social
status of these patients and we noticed that
the patients with a higher education level
and those with a good socio-economic
status had better use of healthcare services,
the last ones representing 94.5% of the
total mumber of endometriosis patients.
According to civil status, 847 of our pa-
tients were in a stable relationship. Of these
72.54% were married, 15.34% were not
married, and only 12.12% were cohabi-
tating. As to the place of residence, 953 of
the 1,100 pauents lived in an urban area
and only 147 in roral areas.

Endometriosis 15 a major public health
concern mainly because of the continuously

i1z

#0

increasing number of cases and the risk of
ovarian malignancy. Ten percent of endo-
metrioid carcinomas of the ovary were
associated with endometrioid carcinomas
of the uterus, fact that motivates the nu-
merous researches focused on explaining
de development mechanisms and the pro-
gression of this disease (6). The incidence
of this disease rose exponentially following
the introduction of new diagnostic methods
such as intravaginal ultrasound and lapa-
roscopy, an incidence of 2% in the general
population being reported. It represents the
third cause of gynecological assessment for
infertility, chronic pelvic pain, dyspareunia
and dysmenorrhea.

The prevalence of endometriosis rose
dramatically going up to 25-50% i women
with infertility, 30-50% of women with
endometriosis suffering also from infertili-
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ty. Endometriosis affects 7-15% of women
of fertile age, representing 25-30% au ste-
rility cases, with an important social impact
(7). The main form of endometriosis that
can be found prior to surgical intervention
1s ovarian endometrioma. Knowing the
importance of early diagnosis, pelvic pain,
dysmenorrhea, dyspareunia, or infertility
can suggest 1t. Of the total number of pa-
tients, 1,100 had an intraoperative diagno-
sis of pelvic endometriosis, histologically
confirmed, accounting for 9.03%, This
finding agrees with the data in the literature
reporting an incidence of up to 10% (6,15).

Distribution of cases by the six years of
study identified an increase in the inci-
dence of endometriosis in our clinic. A
possible explication can be the improved
diagnostic techniques, and also women’s
concern with infertility. Ovarian endome-
triomas are a common manifestation of
endometriosis. These “chocolate™ cysts are
surrounded by a pseudo capsule adherent to
the normal ovarian tissue. The ovary can be
attached to the peritoneum, bowel and
pouch of Douglas. frequently with modi-
fied pelvic anatomy.

The incidence of cesarean section de-
Iivery grew in the past vears so the num-
ber of cases with endometriosis at the
level of the cesarean scar was also rising.
Because endometriosis 15 frequently un-
derdiagnosed because of the absence of
symptoms, ifs prevalence cannot be pre-
cisely estimated. According to studies
endometriosis is present in 1% of asymp-
tomatic patients, and in 60% of women
with chronic pelvic pain (8, 9},

In 2012, a German study concluded that
the mncidence of endometriosis is 0.8% (8,
9y, and a 2013 study showed that 62% of
patients presenting chronic pelvic pain or
dvsmenorrhea had endometriosis (9. 16}

But there are also studies reporting an inci-
dence of endometriosis of 2% in the gen-
eral population (17) associated with chron-
ic pelvic pain in 70% of cases and with
infertility in 25-30% (18, 19). Vercellini er
al., in a 2016 study state that 5% of women
of reproductive age suffer from this disease
(20, 21, 22).

Of the 12,178 operated patients in
“Cuza-Voda” Obstetrics and Gynecology
Clinical Hospital from Iasi, only 1,100
were diagnosed with endometriosis. From
January 2010 tull December 20135, there
was an increase for the incidence of endo-
metriosis in women in the Moldavian area.
Therefore, endometriosis is a disease with
constantly increasing incidence, whose
etiology is not fully elucidated and, moreo-
ver, with a major impact on physical, men-
tal and social health.

From a demographic point of view, the
patient with pelvic endometriosis i3 a
woman residing in an urban area, married,
with higher education and a high socioeco-
nomic status, presenting to the physician
with chronic pelvic pain, dysmenorrhea,
dyspareunia and/or infertility. Although all
these symptoms have a high sensitivity for
endometriosis, their specificity is at the
opposite pole, being low. Therefore, both
the unique symptoms and the sympto-
matology should be noted by the clinician
in a timely manner, with the exclusion or
confirmation as soon as possible of the
diagnosis of endometriosis. In our study,
we brought up to date the literature data
regarding the incidence of endometriosis,
and also contributed with the demographic
characteristics of our study group.

With the help of the data from litera-
ture, we conducted an empirical research of
an actual theme, endometriosis being one
of the great unknowns of medicine, a fluid
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theme that continues to surprise elements
of novelty that emerge to the surface, fre-
quently succeeding to induce m error even
a close researcher. So, as to endometriosis
incidence, we provided not only a much
needed up-to-date of known statistical data
but also a precise analysis at regional level.
The incidence of endometriosis and its
impact on women life were studied in a
large sample group.

That is why, one of the perspectives
opened by this article is the need for a mul-
ticenter study, that can sum up data from
all regions of Romania in order to obtain a
clearer image of these parameters, nation-
wide, and to compare the Romanian re-
gions and why not, international studies
regarding this matter. Also, a multicenter
study presents the advantage of identifying
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NEOADJUVANT CHEMOTHERAPY VERSUS UPFRONT DEBULKING SURGERY
IN ADVANCED TUBO-OVARIAN CANCER

In a comparison of neoadjuvant chemotherapy and upfront debulking surgery, they noted no
difference in overall survival among 1220 women with International Federation of Gynecol-
ogy and Obstetries (FIGO) stage HI-IV tubo-ovarian cancer. Median overall survival, which
was the primary endpoint of the analysis, was 26 9 months (IQR 12-7-301} in patients ran-
domly ailocated to receive upfront debulking surgery, and 276 months (14 1-51-3) in wom-
en randomly assigned to neoadjuvant chemotherapy (hazard ratio [HR] 0-97. 95% CI 086~
109 p=0-586}. In subgroup analyses. a gain of 3 months in median overall survival was
noted for neoadjuvant chemotherapy as compared with upfront debulking surgery in 230 pa-
tients with stage IV disease, whereas overall survival was better with upfront debulking sur-
gery than with necadjuvant chemotherapy in 266 women with stage IIC disease and ex-
trapelvic metastases smaller than 3 cm (Anpa Fagotti, Giovanni Scambia. Neoadjuvant
chemotherapy versus upfront debulking surgery in advanced tubo-ovarian cancer.The Lancet
Oncology BOL hitps://doi.org/ 10 1016/51470-2045(18)30625-91).






