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THE ULTRASTRUCTURE OF GAP JUNCTIONS BETWEEN LEYDIG CELLS
UNDER THE EFFECT OF D ETILSTILBESTEROL

Belgin Can"

Cengiz Giiven™

Yiiksel Saran™**

SUMMARY
Estrogen treatment inhibits testosterone synthesis. In this study the ultrastructural effects of dietilstilbesterol
(DES) application on Leydig cells were studied on 30 male Wistar type rats. After the administration of estrogen,
instead of typical Leydig cells immature dedifferentiated Leydig cells were seen in the majority. Intercellular
spaces were expanded and the gap junctions were rarely seen. These findings were in conformity with the pre-

vious data and observations,
Key words: Estrogen, Gap junction, Leydig cell.

Leydig cells have an exceptional situation
among the cell categories of the testis. They have an
endocrine function regulated by gonadotropins of
the pituitary gland (8). They are responsible for
testosterone release. The administration of estrogens
causes a decrease in serum testosterone levels and
this decrease has been attributed to a direct effect on
the Leydig cells and an indirect effect by suppres-
sion of gonadotropins (3,4,7,8,9).

In this study the ultrastructure of gap junctions
between Leydig cells under the effect of dietilstibes-
terol is investigated. Gap junctions coordinate meta-
bolic, hormonal, and physiological processes in a
wide variety of tissues in vertebrates (1). Many of the
treatments are known to influence gap functional
communications in various tissues (2). Although
immunohistochemical methods are more sensitive
than electronmicroscopy in detecting gap junctions
(5), the aim of this study is to show the ultrastructur-
al changes that correlate well with the endocrine
status.

MATERIALS AND METHODS

A total of 30 (10 for control and 20 for the study
group) Wistar type male rats were used. The study

group was given 0.25 mg/per rat dose dietilstilbes-
terol every other day subcutaneously for 2 months
and the control group was injected serum physio-
logic simultaneously.

After ether anesthesia testes were taken from the
rats and fixed at 0 °C for 1 hour in a phosphate
buffered 2% glutaraldehyde and then postfixed in
1% OsO4 for approximately 2 hours. After alcohol
dehydration the samples were embedded in Araldite
CY-212. Sections were cut on a LKB Ultratome Il
with a glass knife, stained with uranly acetate and
lead citrate and viewed on a Jeol 100 Electronmic-
roscope.

RESULTS

In the control group large gap junctional areas
were frequently observed on the cell membranes
(Figure 1). After estrogen therapy Leydig cells dis-
played no uniform morpholical appearance, the typ-
ical leydig cells were rarely seen. Instead, there
were clusters of immature small cells in which
decreased smooth endoplasmic reticulum, lipid
droplets, osmiophilic inclusions enclosed by fila-
mentous material and lobulated irregularly shaped

*  Dept of Histology-Embryology, School of Medicine, University Of Ankara, Specialist.
** Dept of Histology-Embryology, School of Medicine, University Of Ankara, Assoc. Professor
#**  Dept of Histology-Embryology, School of Medicine, University Of Ankara, Professor.
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Figure 4: Experimental group. Leydig cells exhibiting lobulated
nuclei (arrow) and osmiophilic inclusions enclosed
by filamentous material (arrow head). X 7200.

Figure 2: Experimental group. Leydig cell population from Figure 5: Experimental group. Leydig cells possess a well-

testis displays no uniform morphology. Leydig cell defined polygonal cell body. Gap junction (arrow
with altered cell morpology that have lobulated head). Widened intercelluar space (star). Splited gap
nucleus.* containing electron dense inclusions junctional area and dense membranous appearance
(arrow); X 7200. (arrow); X 7200.

Figure 3: Experimental group. Leydig cells are joined by gap Figure 6: Experimental group. Expansion of the intercellular
junction like connections (arrow); X 3600. space (arrow); X 48000.
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nuclei were present (Figure 2,3,4). The gap junc-
tions of the affected cells were rare than the control
cells. Some of the Leydig cells possesed a well-
defined polygonal cell body, widened intercellular
space, splited gap junctional area and dense mem-
branous appearance (Figure 5,6).

DISCUSSION

A remarkable feature of the testis after adminis-
tration of estrogens is the absence of typical Leydig
cells as they transform into immature cells (9).

Exogenous estrogens inhibit the production of
androgens through a direct influence on the Leydig
cells and by the supression of gonadotropins
(3,4,7,8,9). In the recent years there has been some
evidence that gap junctions carry signals that regu-
late hormone secretion (6). Gap junctions in various
tissues may be affected by a variety of treatments (2).
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In our study under the effect of two-months
estrogen treatment the typical Leydig cells were
uncommon and the gap junctions that were seen
numerously between control group Leydig cells
were turned out to be rare. We support the previous
results that as a result of estrogen administration
there might be not only ultra structural changes in
the Leydig cells but also functional defects in the
stages of testosterone synthesis. Although Leydig
cells have the ability to form clusters and to estab-
lish contacts in the form of gap junctions, in conve-
nience with their dedifferentiation and degeneration
they become smaller and this results in an expan-
sion of the intercellular space. For this reason gap
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5) Mikkelsen HB et al: Immunohistochemical localization of a
gap junction protein in the muscularis externa of
murine, canine and human intestine. Cell Tis., Res.
274: 249-256, 1993.

6) Perez EM et al: Characterisation of gap junctions between
pairs of Leydig cells from mouse testis. Am J Physiol
267: 570-580, 1994,

7) Rodriguez-Rigau L) et al: In vitro steroid metabolic studies in
human testes. Steroids 29: 771-787, 1977.

8) Schulze C: Sertoli cells and Leydig cells in men. Embryology
and Cell Biology 88: 1-56, 1984.

9) Schulze C: Response of the human testis to long-term estro-
gen treatment. Cell Tissue Res. 251: 31-43, 1988.






JOURNAL OF ANKARA MEDICAL SCHOOL Vol 18, No 1, 1996 5-8

GROUP PSYCHOTHERAPY WITH DELAYED
TURKISH ADOLESCENTS®

Abdiilkadir Cevik™*

Aykut Ozden™" ¢ Halise Devrimci*™** * Sencan Unal**"
Giilsiin Yavuzcan™* o Bedriye Oncii*

Ugur Ergun™™*

ok

SUMMARY

This paper evaluates the group psychotherapy process of 8 delayed adolescents whose ages differ from 18
to 24, in a multidensional way. The group consisted of 2 males and 6 females and one male psychotherapist.
Each week, the group process was observed by a team of 7 psychiatry residents for 6 months. The principles of
dynamically oriented interactional group psyhotherapy were employed. Although the majority of the partici-
pants showed neurotic symptoms, it was observed that basically they had problems of separation from their fam-
ilies and establishing a stable identity. Some caharacteristics of the Turkish society and family life are discussed
with relevance to symptom formation in these adolescents. The way how hese problems were handled in the
group therapy sessions are discussed, with a particular emphasis on the importance of an eclectic stance on the

side of the therapist.

Key Words: Group Psychotherapy, Turkish Culture, Adolescence.

Adolescence is a period between childhood
and adulthood, where new developments occur,
and as a result, different treatment approaches are
needed for any psychological problem. Certain
characteristics of the adolescent who is in a conti-
nous interaction with his social and physical envi-
ronment, as well as some aspects of his family and
the society in which he lives, play a role in the
symptom formation. Since it is almost impossible to
find the exact cause of a symtom, it would be wise
to say that an eclectic and integrative approach
which tries to cover all the problem areas may be
the most pragmatic one.

In this paper, the group psychotherapy process
of eight late adolescents, whom we preferred calling
“delayed” adolescents for they were still struggling
for separation and individuation problems beyond
the age of eighteen, is discussed. The discussion
included how the society, the families and the
nature of adolescence itself interact and the way
they were handled in the therapy process.

SEPARATION INDIVIDUATION IN
TURKISH ADOLESCENTS

Mabhler (13) stated that; the beninning of walk-
ing in the infancy is one of the first steps of separa-
tion and individuation. However, the emotional
attachment continues until the adolescence period.
According to her, the adolescent must get free from
the infantile object bonds in order to become a
member of the adult world. Blos (3), in his influen-
tial paper named this process as the “secondary
individuation”. The adolescent must succeed in his
emotional separation from the objects which he
internalized in his infancy in order to form a more
stable personality. This process is a struggle for exis-
tence and development, at the same time it is fun-
damental in his identity formation (4, 12).

Separation and individuation grossly begins at
adolescence, but when and how it will end varies
from person to person. Since it is a separation from
the long carried objects, a mourning period follows,

* This article was presented as a free communication on July 1992, at the 2nd International Congress of Eclectic Psychotherapy, Lyonnes,

France.
**  Professor MD, Psychiatry Clinic of the Universitiy of Ankara
***  Resident MD, Psychiatry Clinic of the University of Ankara
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just like other loss experiences. At the same time,
departure form the safe and protective setting of the
childhood is another source of anxiety by itself.
According to Berkowitz (1), the responce given by
the family to the separation attempts of the adoles-
cent, is also determinative on how this process will
end. It is not uncommon for the family to try to inter-
rupt this process, either implicitly or explicitly. From
direct prohibitions, to subtle maneuvers that
increase his dependency or guilt, a wide range of
techniques may be used by the family, consciously
or not.

Whatever the reasons are, any problem in the
separation-individuation process may result in psy-
chological problems and sometimes leave the ado-
lescent passive dependent, as a child. Acording to
Blos (3), the failure in separation from the infantile
objects may reveal itself as ego problems, like; act-
ing-out problems, learning disabilities, lack of initia-
tive and negativism. Considering the process a
mouming, if the adolescent has intensive ambiva-
lence toward his family, the symptoms may further
vary and be complicated (6).

Some aspects of the Turkish society also
enhance the problems of individuation in adoles-
cents. Although Turkey is progressing quite rapidly
and the number of nuclear families is increasing
day by day, Turkish society still has a large tradi-
tional population which retains many of its value
systems and patterns of living, along with strong and
wide family ties. The child is an important and val-
ued part of the Turkish family. The boys are still val-
ued more as a source of future economic support
and security, plus they are supposed to promote the
family name and increase the status of the mother
and the family in his birth. There are no such expec-
tations from the girls but to keep their virginity safe
until they marry, thus not to bring a bad reputation
to the family.

While the parents pay a lot of attention to the
education of their children, they encourage depen-
dency, conformity, submissiveness and passivity,
instead of autonomy, self sufficiency, self control,
creativity and initiative (10). The expectation of obe-
dience, dependency and loss of one’s own identity
in relation to authority figures also show a similarity
to old age security needs of the parents (11, 18).
Independence of a growing child is not functional
and may even be a threat to the livelihood of the
family, since independent offspring may look after
their own self interest rather than of the family ori-

gin. In urban areas, where education level and eco-
nomic staus is much better, compared to rural areas,
western features of social life and values are more or
less established, but some traditional family charac-
teristics, particularly the intergeneration dependen-
cies, have been retained. Therefore, it is difficult to
locate and define the existence of clear-cut tradi-
tional or modern groups (18,19,21). Ozbek and
Volkan (17), named these pseudo-modern, semi-tra-
ditional families as “satellite-extended”. These fam-
ilies represent the majority of Turkish families. The
term, satellite, was originally coined by Volkan and
Corney (20) to describe a developmental compro-
mise, a stable fixation in a psychological orbit
around the central figure from whose representation
the individual fails to separate and achieve true indi-
viduality. In a developmental sequence, the satellite
state lies between a symbiotic relationship with the
mother’s representation and the ability to live
intrapsychically apart from it without loss of identi-
ty. These families may react loosening of its ties with
rage. The same writers also claim that, this problem
is especially evident in girls, who, as a result, pause
their separation individuation process by adopting
their parents’ values and laws, in another word by
making foreclosure.

So, despite all the progress Turkey has achieved
in recent years, it still has a great traditional popula-
tion that makes adolescents’ separation individua-
tion process more difficult to solve. Both the rapid
changes in society and the retaining of some tradi-
tional aspects, cause some problems when they
attempt to form a steady identity (21). Now, a group
therapy process of some adolescents, who became
symptomatic because of issues mentioned above
will be presented.

GROUP PSYCHOTHERAPY

The group was consisted of 8 people, 2 males
and 6 females, all between 18-22 years old. All of
them were outpatient clients and prior to our group
therapy sessions, 3 of them had been hospitalized in
the psycho neurotic disorders ward of the same hos-
pital. After the detailed etiological questioning, it
became obvious that all the patients, though varied
in descriptive diagnosis (e.g. Obsesssive
Compulsive Disorder [OCD], Anorexia Nervosa),
had problems of separation from their families and
various degrees of identity confusion.
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The patients were included in a program of ana-
Iytically oriented, interactional group therapy which
was performed once a week for a period of six
months. During this period no additional individual
psychotherapy or pharmacotherapy was employed,
except for one patient who took clomipramine for
his OCD. Again, no formal family therapy was per-
formed, while some of the families were consulted
when necessary. The sessions were directed by an
experienced male therapist and a session was limit-
ed by one hour. Following every session, which was
observed by a team of 7 psychiatry residents, a dis-
cussion on the process for about 45 minutes took
place.

DISCUSSION

It was not a coincidence to choose group psy-
chotherapy as the therapy modality. It is already
known that group psychotherapy has some advan-
tages over individual psychotherapy when per-
formed with the adolescents: Peer relations have a
valued place for the adolecent who struggles to sep-
arate from his family. As the ties with his family
loosen, he feels himself lonely and empty, fears of
isolation and separation anxiety begins. At his peri-
od, friends become the new objects whom he can
rely on (5). Berzonsky (2) named this situation as
“resatellization”. According to him, when the ado-
lescent begins to separate from his family (desatel-
lization process), he tries to make it easier by using
peer relations. So, it is not unexpected for the ado-
lescent to prefer group psychotherapy, where he can
find some new friends. Additionally, it is evident
that the adolescent, who tries to come over the pain
of separation, devaluates the adults and as a result
he can accept feedback coming from his peers more
easily than form his individual adult therapist (9).

Although this was an analytically oriented
group, the traditional interactional group phenome-
na based on interpersonal relations were used fre-
quently. It is known that a rigid analytical orienta-
tion on the side of therapist might induce regression
and thus pause the progress of the group (16).
Besides, in this period the adolescent is mournful for
the old objects and in search of the new ones which
makes it harder to invest his libido to the therapist
(8). As a result, the therapeutic relationship can
become difficult to proceed, as can be seen by the
increasing number of missing sessions. Odag et al

(16) particulary stressed that, the therapists who
would deal with the adolescents had to be more
flexible and patient.

During the process, several positive and nega-
tive aspects of an adolescent group were observed.
Perceived not only an extension of the adult world,
but also a representative of the father, the therapist
faced with unwillingness to self disclosure and long
silences in the first sessions. Even, they sometimes
tried to devaluate the therapist. Here, the therapist’s
approach became similar to what Winnicott (22)
mentioned long before; trying to create a “holding
environment”. He tried to accept and “survive” as
Winnicott pointed, the instinctual assaults of the
adolescents, without responding by retaliation or
withdrawal. Such an approach provides the adoles-
cent a different emotional experience. The therapist
also tried to sustain as an identification object, who
not only accepts them unconditionally, but also tries
to keeps his neutrality in the face of their over-ide-
alizations and devaluations. We can speculate that,
with this neutral approach, the melting and integra-
tion of the aggressive and libidinal feelings could be
achieved. This approach provided them a “new
object”, by which they had the opportunity to solve
their separation-individuation problem smoothly in
a healthy, universal manner. Here, “new object”
does not mean solely a new person never met
before, but rather, the novel experiences lived with
him is what is meant. Such experiences have the
power to open the obstructed developmental chan-
nels (7).

Limit testing by confrontation with the therapist
was also observed in the group and it was reported
as a common phenomenon of adolescent groups by
numerous writers (14). One can speculate that it
represents not only testing his limits, but also his
therapist’s limits too. Other common phenomena of
the adolescent groups observed in our group
include; setting up sub-groups to reduce group ten-
sion, using intellectualizations very often, giving
direct advises and causing long silences, etc. We all
observed such characteristics in the 20 weeks of the
therapy.

The approach of the therapist became, provid-
ing process commentary in the here and now con-
text. This was done in the light of psychodynamic
rules, like monitoring transference and counter-
transference issues constantly.Given the characteris-
tics of our culture and group, the therapist tried to
become more active in the group, while paying
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attention not to be misperceived as a domineering
teacher or father.

In the beginning the therapist was perceived as
an authority figure, like the representative of the
father, and as a result they related to him in a distant
manner. But as the group proceeded, he became a
discussible and critizable authority figure and they
felt closer to him. Following the group, some of the
patients reported better relations with the authority
figures, outside the group setting, which may impli-
cate that their ego strenghts improved. This went
parallel to their use of more mature defenses and the
elevations in self-esteem.

In the first few sessions two girls dropped-out of
the group. This 25% range is not unexpected for the
adolescents who are infamous with their unfinished
therapies (15). This group provided them a priceless
emotioanal eperience with its interpersonal matrix.
It also consisted an authority figure, the therapist,
who represented one of the major conflictual per-
sons in their life, namely the father. The adolescents,
without being aware of it consciously or even gain-
ing deep insights, lived almost the same separation-
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GROUP PSYCHOTHERAPY, AS A PART OF A REHABILITAT ON PROGRAM
WITH CHRON C PSYCHOTICS IN TURKEY*

Giiloren Unliioglu™ ¢ Aykut Ozden™" e Cigdem Soykan™*
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SUMMARY
Rehabilitation is clearly a major part of the treatment of chronic psychotic patients because of the rather
deteriorating and debilitating nature of the illness. There are various rehabilitation programs throughout the
world, using diverse modalities. Here, in Psychiatry Clinic of University of Ankara, we have a rehabilitation pro-
gram in the form of a Day Hospital, where patients attend for about 7 months and then followed with group
psychotherapy. In this paper, we want to share our experiences on this program with a particular emphasis on

the group therapy process.

Key Words: Rehabilitation, Chronic mental illness, Group Psychotherapy, Day Hospital.

It is well known that, psychotic disorders go on
with periods of relapses and remissions. With the
help of ever developing psychopharmacological
strategies, one can hopefully reduce the rate of
relapses and even the intensity of infamous “nega-
tive symptoms”. Stemming from the medical model
of the diseases, such results encouraged many clin-
icians that, one day, the “almighty antipsychotic
drug” would come and heal them all. This raises the
question; Are we waiting for Godot?

Not one single drug treatment has “cured” all of
the pervasive problems of these patients yet, and we
are afraid neither will do. Psychosis, with its chron-
ic debilitating, stigmatizing and deteriorating effects
need more aid, than a single pill. Patinets’ self-
esteem, self confidence, initiative, social compen-
tence and relations, quality of life, and even self
care, to count among a lot, all are affected in this
disorder, someway or another.

This realization, decades ago, brought in some
other treatment modalities, under the topic of “reha-
bilitation”. Rehabilitation programs today, include
as many diverse approaches as there are rehabilita-
tion centers (2). Probably, the most preferred one is
the day hospital approach, in which the patient

receives various treatment modalities, while staying
in his/her own environment. Here, we would like to
present the rehabilitation program of our hospital,
with a particular emphasis on the group psychother-
apy process, that patients attend after they complete
their day hospital program.

THE REHABILITATION PROGRAM

Psychiatry Clinic of University of Ankara, is
located in a big metropalitan area with a seperate
building from the main University Hospital. There
are several inpatient departments and one outpa-
tient unit. Various psychotherapy modalities, mostly
individual and group therapies, has long been used.
Patients mainly come from Ankara, where the clinic
is located and generally, the cost of treatment is cov-
ered by the social security system of the gover-
mment. Every year, we see approximately, 16000
patients (most of them are follow ups) in the outpa-
tient unit and 600’ a patients in the inpatient units.
Usually, when a patient is dicharged from the inpa-
tient unit, he/she is given an appointment for follow
up. We believe that, this follow up procedure is
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somewhat insufficient, especially for the chronic
psychotic patients. Given the high number of
patients and inapproprietly low number of doctors
(15-16), a doctor can only give 15-20 minutes to
such a patient, once a month or two! As a matter of
fact, one can only write a prescription and “talk
about” one or two very immediate problems of the
natient... shortly.

In 1988, on realizing the urgent need for a reha-
bilitation program, we began our day hospital pro-
gram (11), with two psychiatrists (one professor,
head of the team and one resident), one clinical psy-
chologist and two nurses. A social worker, also
helped the team when needed. The program con-
sisted of group psychotherapy (twice a week), indi-
vidual psychotherapy (once a week), occupation
therapy, music therapy, family meetings, discussion
hours, psyhoeducation, social hours, outside facili-
ties - going on picnics, museums and movies etc.
And of course, drug therapy and education on drug
maintenance. The program lasts about 8 months,
between October and May and patients attend on
week days, between 8:15 and 16:00 hours. We pre-
fer to accept about 12-14 patients to our yearly pro-
gram. The patients are refferred from inpatient and
oupatient units.

In 1992 with growing experience, we as mem-
bers of the therapy team, changed the name of our
program from Day Hospital to Day Club, and
launched into a very structured, token economy sys-
tem, which was used by other clinicians perfectly,
for a long time (6). On the other hand, we also wit-
nessed the need for a post-rehabilitation activity,
specially for the most withdrawn, troubled and
unemplyoed patients. After a successful rehabilita-
tion program, it was obvious that most of the
patients could be reintegrated back into their social
lifes, bu with some patients, it is quite unlikely to
reach this point with a 7-months-therapy. although
some problems could be solved and various ones
could be covered successfully, some problems
never die... so do solutions. Therefore, we decided
to follow up some of our selected patients with the
use of group therapy sessions.

GROUP PSYHOTHERAPY APPROACH

Group psychotherapy, has long been in the
arsenal of psychiatry. When used properly, it is of
great benefit both for the patients and the clinicians
(10). For the clinician, it is indeed practical and

cost-effective to reach 10-12 patients at the same
time and place, not only having personal interac-
tion, but also having the chance of close observa-
tion of their interpersonal interactions. Its benefit on
the patients is known, for decades, by clinical obser-
vations and empirical researches made both in
Turkey and abroad (8, 9, 12, 15).

Group therapies are also performed with chron-
ic psychotics for decades (9,13) and its role on
rehabilitation is noted by several authors (3,4,10).

Group therapy is not only a process of receiving
treatment, but also a chance to socialize and stay
socialized for the patients. Imagine a patient with
long history of schizophrenia, living in a two-room-
house, with his/her parent(s), day after day, and then
take him/her to a place, where he/she could express
feelings and thoughts, listen to others’ coping mech-
anisms with the same problems and thus, make
friends with whom she/he could drink a coffee or
two afterwards.

THE PATIENTS

In the Fall of 1992, we started our follow up
group therapy sessions, on a weekly basis. At pre-
sent it is still continuing. The group starts at 13:15
and ends at 14:00 approximately, ever Wednesday.
In the beginning, 11 patients (members) who had
completed theri last Day Club program, were
offered to join the follow up group therapy sessions.
Four ot them left the group, after two years. One of
them, a male patient who was employed by the
department of post office, started working and felt
that he did not need group therapy anymore. He
was a relatively high functioning, delusional disoder
patient with somewhat less cohesion to the group.
Later on, another male dropped out without an
obivous reason (who also had an Axis Il personality
disorder, which prevented his gains from the group
because of frictions between fellow members and
sometimes therapists). The other two patients were
females, who left the group since they had to move
out of town. One of them moved because she found
a job and the other left because her husband was a
police officer and he was assigned to a mandatory
duty in South East Turkey. After these partly
inevitable drop otus in 1994, the group left with 7
members. And we decided to take 6 more patients
in, 3 from a previous 1989 program and 3 from
1993 program. One of these new patients, a Bipolar
girl, was later discharged due to imrovement and
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she started working as an arts and crafts teacher. At
present she is on medication and comes back on
individual basis when she thinks she needs consul-
tation or medication. So, as a result, we still have 12
patients attending regularly; 7 of them since 1992
and 5 of them since 1994.

They are all chronic psychotic patients with 8
schizophrenics and 4 schizoaffectives, who receive
various neuroleptics, antiparkinsonian drugs and
lithium (the latter 4 patients). Six of the schizo-
phrenic patients have, predominantly negative
symptoms, while the other two have mixed symp-
toms. When they began the group therapy sessions,
the mean duration of their illnesses was 11.6 years
(between 3-26). During this time, they were hospi-
talized for 3.9 times (between 1-12), excluding the
Day Club, which was not an inpatient facility. Nine
of the patients are female and 3 of them are male,
with mean age 38.6 years (between 24-51). Since
the beginning of the group, only three of them had
a regular job; a teacher in elemantary school who
still works and two civil servants; one of them later
resigned and the other retired. They all live with
their immediate families, which is almost a rule
among the psychotics, in our country. None of them
is homeless or left alone. One of the patients is mar-
ried, four are divorced and the others are single, yet.
We learned that, 7 of them have lower - middle eco-
nomic status, while the other 5 are somewhat better.

Common problems among the patients were;
social withdrawal, low functioning in their homes,
poor judgement, familial conflicts, occupational
problems (again resulting from their low functioning
and poor judgement) and inappropriate behaviors.

THE PROCESS

The group took place twice a week and the ther-
autic approach of the therapists was, mainly sup-
portive-didactic. Whe thought that, although none
of patients were acutely psychotic, an expressive
and highly confrontative style would harm their
rather fragile egos. Instead, we tried to understand
their feelings, thought processes and interactions
with the world around. Trust is an important issue in
psychotherapy. We tried to win their trust, so that
we could open the doors to their minds.
Cohesiveness, too, is an essential part of group ther-
apy. Our work with psychotics showed that, the
Day Hospital activites, clearly, increased the degree
of cohesion in the group.

We could divide the group process into two
periods: First period is, when the patients were
attending the Day Club, where they were also
receiving some other treatment modalities. At that
time, the therapists (1 resident psychiatrist, 1 clinical
psychologist and 2 nurses) were more active than
they are now. We did not prevent questions about
medication, causes of illness and extra-group mate-
rial (whether it was asked directly to the therapist or
not), nor did we insist on the “here and now”
process or self-disclosure. However, it was our goal
to make them feel free on discussing any subject,
and this approach never turned out to bring in too
abstract, illogical or irrevelant material. Rather, they
gradually began to talk about interactions between
them and their families. Maybe we could make
things faster, but this would probably jeopardize
some already inhibited patients, besides none of
them was “expert therapy patients”. In this period,
the predominant therapeutic factors seemed to be
cohesion, universality and instillation of hope. They
were less motivated and more “advice oriented”
than they are now and we had to give more coun-
seling than we do now.

The second period is the two years after the
completion of Day Club program. We took in six
more patients and quite surprisingly, they showed
great adaptation in a short period of time. In this
period, we began to be more confrontative, but not
interpretive and also, without forgetting to give the
necessary support and verbal reinforcement, since
we know that, explorative approaches may be nox-
ious in psychotics (5). Issues like; responsibility tak-
ing, problem solving, disinhibition and socil skills
became subjet more frequently. With established,
strong alliance with the therapists, patients could
face such confrontations on their problem areas,
easily.

RESULTS

In this two and a half years, only two patients
were needed to be hospitdlized, but neither of them
was in a full blown psychotic exacerbation. Instaed,
one of them had become quite inhibited because of
her family conflicts (she has a psychotic brother,
who still terrorize their lives, an over-protective
mother and a silent father), and the other had come
to pre-relaps state, so she needed a time out. Other
patients are, generally better or somewhat stable.
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One of them could re-enter her previous job as an
elemantary school teacher, after she had been
retired for two and a half years because of her ill-
ness. The others were not in an occupation, but they
also became more socially adaptive and well func-
tioning. They began to help each other, which in
turn improved their self esteem. They began to feel
hetter and hopeful for the future. Eventually, they
began to build and use more adaptive coping styles.
Their compliance with the antipsychotics did not
insist on being a problem, which is a big problem in
psychotics universally (4). The relations with their
families improved and this was enhanced by our
occasional family meetings. Our patients usually,
like to put the blame on their families or perceive
them in a distorted fashion. With the help of groups,
hey began to assess their families more objectively
and tried to be in harmony with them. Families’ role
on rehabilition has long been documented in the lit-
erature (1, 4, 14), it could foster but also undermine
the rehabilitation. By realising the importance of this
issue, we planned to organize more structured and
regular family meetings.

Such a long, slow, and less rewarding process
might have caused negative feelings on the thera-
pists, who also had some other duties in the hospi-
tal. It isnot so infrequent for a therapist to have neg-
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GROUP THERAPY WITH MOTHERS OF AUTISTIC CHILDREN
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SUMMARY

Autism is a lifelong, chronic disorder. Therefore families of autistic children require help and support for
their own well being as well. Austistic children are treated intensively whereas families, particularly mothers
receive support, usually informative in content if ever. Most of the small number of studies on this subject stress-
es the socially reserved and secretive style of these families. Mothers who are continuously involved in the treat-
ment of their children are found to be over burdened with responsibility and to present with feeling of weari-
ness, hopelessness, unhappiness and anger for having a distressed child.

This study was designed to help mothers who share this same problem, by means of an interaction group
therapy approach, which aimed to encourage the family in solving their problems and support their coping
mechanisms.

The group consisted of 10 mothers and 2 co-therapists, which met on a weekly basis for 3 months, at the
Center for Autistic Children, University of Ankara. Each session was of 1 hour duration. Seven mothers were
asked to attend the groups regularly, to complete a Q-sort and to choose the therapeutic factors that they con-
sidered to be most helpful. Results showed that mothers found a group of factors, namely instillation of hope,
catharsis, universality and learning to cope better with their problems, to be curative.

Instillation of hope in families dealing with chronic illness’ disturbances has been found to be the main
issue; catharsis which has a second place, suggests that an atmosphere of integration cooperation and mutual
trust has been established, sufficient for the expres sion feelings. Universality permits the mother to understand
that she shares similar problems with other members.

Key words: Autism, child psychiatry, group therapy.

13-15

Autistic disorder is one of the most disabling
disorder of childhood. Beside its impacts on child, it
could be a major source of stress to the family mem-
bers. They have to deal with both management and
care of their child which is generally percevied as
an endless struggle with little success. Contact with
medical staff usually provides no more hope and
indeed, may result with disappointment on families.
They learn that it is a serious, chronic illness and it
is not possible to cure but rehabilitate it.
Rehabilitation programs need to be long termed and
largely depend on the participation of family mem-
bers.

In Child Psychiatry Department of Medical
School of Ankara University, a center for autistic

children was founded at 1991. On working with
autistic child the treatment team realized that most
members of those children’s family members has
emotional problems and are in need of psychiatric
intervention (1,2).

Mothers are the group whose responsibilites
and at the same time, emotional difficulties seems to
be the highest. Any approach to mother could help
both the child and the family (3). In this context, the
treatment team decided to do group therapy with
the mothers of these children. Group approach
aimed at being supportive and based on facilitating
interaction of members. Although it is called as
“therapy”, this is not exactly true because the par-
ticipants are seemingly healthy ones.
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Table I: The demographic characteristics of the moth-
er and the child

Number of Mothers N: 10
Age range Mothers 27-42
X: 34

Education of Mothers
Elemantary 2
Secondary 1
High school 7

Mothers occupation
Occupied outside the home 4
House wife 6

Gender of children Boy: 9

Girl: 1

Age range of children 34-611
Time of diagnosis

Diagnosed recently 6

Diagnosed previously 4

Mothers of 10 autistic child invited to the group
sessions and 7 mothers were an to attended the
groups regularly. The sessions were done from
December 1992 to May 1993, once a week and for
60 minutes. There were two therapists experienced
on both patient and family groups (Table I).

Yalom’s Q sort test was used for comparisons
and to evaluate group process (4,5). Test was given
to the mothers after the 14th session. The rank order
of mothers perception of curative factors are pre-
sented in Table Il

These groups are short-termed and done with
realtively healthy subjects. Therapists had to adjust
their therapeutic approach accordingly and applied
techniques compatible with the features and the

Table II: Curative Factors of the Group

1- Instillation of hope

2- Catharsis

3- Universallity

4- Interpersonal learning-input
5- Guidance

6- Existential factors

7- Interpersonal learning-output
8- Cohesiveness

9- Self understanding

10- Family re-enachment

11- Altruism

12- Identification

aims of the participants. Major aims of this group
were not similar with patient groups and items such
as understanding the dynamic basis of behavior. It
was not an very important issue for the mother.
However, issues concerning about ventilation,
instillation of hope and guidance of mother are
seemed to be appropriate approaches for this group.
Facillitating group interaction for mutual feed-backs
and helping them to see they are not the only one
who has similar problems are other important
issues. Indeed, mothers ranked curative factors relat-
ed with those issues as the most beneficial items for
them. It is better to consider curative factors as a
whole, but to simplify the discussion they were
taken separately.

Instillation of hope

Hope is an important motivation of therapy at
all phases. Also, installation of hope is one of the
most important goals of the therapist (2,6). This
group consists of mothers who are really desperate
about the features of their child, so, it is much more
vital to emerge hope on the side of the mothers.

Catharsis

Catharsis consists of two interrelated but differ-
ent set of items. Of those, while first set of items (eg.
item 31) pertaining to the ventilation of patients, the
second set covers both expressing feelings and pos-
itive attitudes towards the future. High cathartic
activity in a group may represent altruistic attitudes,
safety feelings, mutual trust and cohesiveness
among the participants. These features are essentials
of a working group. It is more essential in highly
charged mothers of austistic child and usually after
a cathartic activity, their group participation
increase (7).

Universality

At the early phases of treatment, mothers realize
that they are not the only one who has similar prob-
lems; that is called universality. Realizing universal-
ity generally accompanied by releasing feelings.
When the mothers negative feelings towards the
child becomes the issue of the group, most mothers
talk about how they are suppressed and at the same
time relaxed by learning that the others could also
have similar feelings.
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Interpersonal learning output and input

This curative factor emphasizes mutual interac-
tions between patients and its effects on the patient.
it covers, free expression of one-self in group situa-
tion, giving and getting feedback for these self-dis-
closures, and eventually elaboration those feed-
backs for change.

Guidance

This curative factor covers all information pro-
vided by the therapist; such as, suggestion, advise,
guidances for coping with daily problems of life and
didactic information about autism. It has limited
curative effects in patient groups but an important
issue for the participating mother.

Existential factors

This curative factor emphasis the personal
responsiblitiy of the mothers for their lives and prob-
lems (8). The mother is the one who has the respon-
sibilty of her current individual problems, yet she
also has the capability to help her child.

Cohesiveness

Group cohesiveness, on its own, is not usually
considered as a curative factor that causally related
to the changing process, but rather it provides a
baseline for the utility of other curative factors. This
factor cover issues related to the reciprocal accep-
tance and statisfying relationship between the thera-
py group members. The quality of this relationship
provides a safety condition in which members act
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freely and other important curative factors, such as,
catharsis, interpersonal learning can take place.

Self understanding

Intellectual components of therapy process
included into self-understanding factor. Most of the
candidates has been suffering from a free folating
anxiety that they could not explain in any means.
This factor is about providing explanations for the
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OF RESISTANT CHRON C SCHIZOPHREN A
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SUMMARY

Clozapine is an atypical neuroleptic which has been shown in many open and controlled studies to have
superior efficacy in the treatment of chronic resistant schizophrenia. On the other hand, the results of controlled
studies have shown that family intervention program might improve the outcome of schizophrenia. Thus, the
present study was started to examine whether an add-on therapy over clozapine with a family intervention pro-
gram would elicit an add-on improvement on the status of chronic resistant schizophrenic patients.

Schizophrenic patients accepted to be treatment-resistant, participated in a oneyear program, carried out
either with clozapine alone or clozapine via family intervention. The presented preliminary data cover the
results of 20 patients under clozapine treatment (C1) and 14 patient under clozapine treatment with family inter-
vention program (C2) of a 2.5 months follow up. All the patients were evaluated weekly using Modified Brief
Psychiatric Rating Scale For The Assessment of Negative Symptoms (SANS), The Scale For The Assesment of
Positive Symptoms (SAPS) and the Clinical Global Impression Scale (CGIS). Comparison of positive symptoms
of both C1 and C2 groups did not display a significant difference throughout the treatment period. The improve-
ment in negative symptom scores were found initiate after four week of therapy in the C1 group. Although the
scatter plots of the negative symptom scores against weeks seemed to be different, a statistical significance could

17-22

not be reached.

The results of the present trial are preliminary in nature, but promising. Thus, they have to be compared

and discussed with the 1 year follow -up results.

Key Words: Clozapine, family Intervention program, treatment resistant chronic schizophrenia

Despite the proven efficacy of conventional
neuroleptics in chronic schizophrenic patients, a
substantial minority (15-20 %) derive little, if any,
benefit from such medication (23,26), and, thus,
therapeutic approach to this refractory subgroup
represent a major challenge. The generally accepted
criteria for treatment resistance is such: No signifi-
cant symptomatic relief and/or good functioning
with at least three six weeks period of neuroleptic
treatment from at least two different chemical class-
es equivalent or higher to 1000 mg/day of chlorpro-
mazine, in the preceding 5 years (17,18).

The re-emergence of clozapine, a dibenzodi-
azepine compound, as a highly effective and broad-
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spectrum antipsychotic, attracted a world wide
attention due to several unusual characteristics such
as an antipsychotic effect with minimal extrapyra-
midal side effects and hyperprolactinemia and the
striking and significant improvement and rehabilita-
tion it produces in the treatment resistant chronic
schizoprenics (4,12).

Regarding the chronic treatment resistant schiz-
ophrenic patient as a biological/non-biological mul-
tilevel interactive system, it is not a naturalistic
approach to only meditate the biological compo-
nent for a gross treatment. Moreover, a considerable
therapeutic outcome represent not only symptom-
limited improvement but a significant improvement

Ankara University, Faculty of Medicine, Department of Clinical Pharmacology, Ankara
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in social and individual functioning and quality of
life and improvement and rehabilitation mainte-
nance as well. Thus, it is very well known that care
and treatment of chronic schizophrenic patients
extend beyond pharmacologic interventions
(11,13,14,15,20,31). But, the interactive relation-
ship between pharmacological and psychosocial
treatments with clozapine in chronic schizophrenic
patients has scarcely been studied (32).

PATIENT SELECTION AND STUDY DESING

Thirty four chronic schizophrenic patients from
two different psychiatry institutions who met the
DSM IIIR criteria for chronic schizaphrenia (3) but
otherwise healthy were included. The demographic
data for the patients are presented in Table 1. All the
patients met the conventional criteria for drug-treat-
ment resistance; no significant clinical improvement
despite at least three periods of treatment in the pre-
ceding five years with traditional antipsychotic
agents from at least two different chemical classes at
doses equivalent to or greater than 1000 mg/day
chlorpromazine for period of six weeks (patients
with a total rating score of at least 45 in BPRS and
over level 4 in CGl). History of drug abuse, chronic
alcoholism, organic brain syndrome, mental retar-
dation and any contraindication for clozapine treat-
ment were accepted to be the exclusion criteria for
participation in the trial. All patients and/or patient
relatives gave their written informed consents.

Table 1: The Demographic data for the patients

C1 Group C2 Group
MEAN AGE (27) 37.10 (59) (19) 33.789 (50)
SEX 10 F (50 )% 3 F(21.4 %)

10 M (50 %) 11 M (78.6 %)
MARITAL STATUS 4 MARRIED (20%) 2 MARRIED (14.3 %)

16 NON-M. (80%) 12 NON-M. (85.7%)

DURATION OF THE

ILLNES (MEAN YEAR) (5) 12.1 (30) (4)10.21 (15
PREVIOUS

HOSPITALISATION (3) 8.4 (12) (3)7.71(10)
(MEAN NUMBER)

THE DIAGNOSTIC P 15 (75%) P9 (64.2 %)
SUBTYPES D 3(15 %) D 3 (21.4%)

12(10 %) 12 (14.4 %)

P: Paranoid

D: Desorganised
I Indefferentiated

The present study was designed as a two -cen-
ter, open, comparative trial. The patients were all
follow-up patients of chronic schizophrenia and
were included into the study consecutively as they
met the criteria for drug resistance. before all the
patients entered the trial, they all had full physical
and neurological examination and underwent a rou-
tine laboratory analysis.

While all the patients in one center (n=20) were
given only clozapine treatment (C1), in the second
center (n=14), they were given clozapine and an
add-on family intervention program* was carried
out. A one week wash-out period for conventional
antipsychotics and a one month wash-out period for
depot-antipsychotics were assessed before clinical
trials.

For a close follow-up for agranulocytosis, all the
patients underwent a total blood count analysis
weekly, during clozapine treatment. Clozapine
treatment was started at a dose of 25 mg/day and
was gradually increased by 25 mg everyday until a
dose of 300 mg/day was attained and if needed a
final dose of 500 mg/day was given to patients by
gradual increment of 50 mg everyday after a dose of
300 mg/day was achieved.

All the patients were weekly evaluated using
Modified Brief Psychiatric Rating Scale (MBPRS)
(30), The Scale for The Assessment of Negative
Symptoms Scale (SANS)(9), The Scale for The
Assessment of Positive Symptoms Scale (SAPS) (10),
Simpson-Angus Rating Scale for The Assessment of
Eotrapyramidal Side Effects Scale (29) and Clinical
Global Impression Scale (CGIS) (5) were evaluated
before and after a 2.5 months treatment period.

* Family intervention program as a supportive and psy-
choeducational regimen was applied weekly for each fami-
ly group therapy for relatives every two weeks. The duration
of family interviews and group therapies for relatives were
planned to be 45 and 90 minutes respectively. Family inter-
vention program was based on the following characteristics
(7,16):

- The establishment of a collaborative relationship
between the treatment team and family members.

- The provision of information and support.

- Effort to create structured predictable environments in
the treatment setting and in the home.

- Assessing the family unit itself to determine its own
needs and resources.

- Assistance in daily living (problem solving training
and management of stressful life events)

- Crisis intervention.
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Statistical Analyses:

The improvement in rating scores in the two
treatment groups has been given as the relative
improvement with respect to the initial score of
each patient. Results has been presented as the aver-
age values of such improvement in each group.
Pointwise comparison of the two groups has been
achieved by using Student’s independent samples
test. p<0.05 is considered significant, and such
points are indicated on Figures.

RESULTS

Significant improvement in MBPRS and SAPS
scores initiated after the 2nd week. Although there
was found to be a significantly better improvement
of MBPRS scores of C2 group during 4-5-6th weeks
of treatment, the final effect achieved at the end of a
2.5 months treatment in both trial groups did not
show any significant difference (Fig. 1).

Comparison of the improvement of positive
symptoms of both C1 and C2 groups did not display
a significant difference throughout the treatment
period (Fig. 2).

The improvement in negative symptom scores
were found to initiate on the second week in C2
group, but was found to initiate after four weeks of
therapy in the C1 group. Although the scatter plots
of the negative symptom scores against weeks
seemed to be different statistical significance
could’nt be reached (Fig. 3).

Comparison of the improvement in CGl scores,
global improvement scores and side effect scores
before and 2.5 months after the two treatment pro-
tocols, was fount to display a statistically significant
difference as shown in figures 4 and 5. But this sta-
tistical significance was not considered to be mean-
ingful, as, an at least 10 % difference in improve-
ment between the two cilincal trial groups was ini-
tially validated.

The general side effect profile of both the treat-
ment regimens has been shown in Table 2. there
was a total of three drop-outs throughout a 2.5
months follow-up because of hypersalivation,
seizure and leucopenia (3600/mm>).

Table 1: Side Effect profile of both treatment groups

C1 Group C2 Group
LEUCOPENIA 1 (5.5 %) 0(0)
DROWSINESS 16 (88.8 %) 5(35.7 %)
SEIZURE 1(5. %) 0(0)
ORTHOSTATIC
HIPOTENSION 8(42.2 %) 2(14.2 %)
TACHYCARDIA 7 (38.8 %) 3(21.4 %)
FEVER 2(11.1 %) 1(7.1 %)
HYPERSALIVATION 10 (50.5 %) 2(14.2 %)
WEIGHT GAIN 3(16.6 %) 2(14.2 %)
NAUSEA/VOMITING 1 (5.5 %) 1(7.1 %)
CONSTIPATION 5(27.2 %) 4 (28.5 %)
LEUCOCYTOSIS 12 (66.6 %) 5(35.7 %)
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Fig. 1. Comparison of the improvementd in MBPRS scores of chronic schizophrenic patients treated by clozapine alone (C1) and
clozapine treatment with an add-on family intervention program (C22)
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. 2. Comparison of the improvementd in positive scores of chronic schizophrenic patients treated by clozapine alone (Ct) and
clozapine treatment with an add-on family intervention program (C2)
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Fig. 3. Comparison of the improvementd in sans scores of chronic schizophrenic patients treated by clozapine alone (C1) and cloza-
pine treatment with an add-on family intervention program (C2)

DISCUSSION found to be 80 %, improvement in negative symp-
toms could only reach a 35%. As is known, there is

Clozapine was found ta be significantly effec- not a consensus for the improvement of negative
tive against both positive and negative symptoms of  symptoms; it is suggested that the negative symp-
treatment-resistant chronic schizophrenic patients.  toms improvement by clozapine is partly due to a
While the improvement in positive symptoms was  primary efficency and partly may be secondary to
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Fig. 5. Comparison of CGl sideeffects improvement scores

the improvement of positive symptoms. But, the dis-
crepancy between the rate of improvement in posi-
tive and negative symptoms is not yet known (6, 8,
17, 21, 22, 24, 25, 27).
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LIPOPROTEIN (a) LEVELS IN TYPE 1l DIABETES MELLITUS: RELATIONSHIP
TO LIPID PROFILE, METABOLIC CONTROL, MICROALBUMINURIA AND
CORONARY HEART DISEASE
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SUMMARY
Lipoprotein (a) [Lp(a)] is an atherogen particle which structurally resembles low density lipoprotein and
made of one molecule of abolipoprotein (a) and one molecule apobetalipoprotein B-100 linked with a disulfide

bound.

Epidemiological studies showed Lp(a) as an independent risk factor for coronary atherosclerosis which is
the leading cause of mortality in diabetic population. There are contradicting data for the serum Lp(a) levels and

its relation with atherosclerosis in diabetes.

In this study serum Lp (a) levels and its relation with lipid profile, microalbuminuria and coronary heart dis-
ease (CHD) has been studied in 55 type Il diabetic patients, whose median age was 54 (32-75).

Correlation was not found between serum Lp(a) levels and sex, age of DM, metabolic control,, CHD,
microalbuminuria, obesity, body fat distribution, oral anti diabetic and insulin treatment. None of the lipid para-
meters (LDL, HDL, triglyceride, total cholesterol, LDL/HDL ratio) in daily clinical use showed a direct or reverse

relation with serum Lp(a) levels.

In conclusion no evidence for Lp(a) as an additional risk factor for already increased atherogenesis in type

Il diabetes mellitus was found with the criteria used.

Key Words: Diabetes Mellitus, Lipoprotein (a), Coronary Heart Disease.

Individuals with DM have an increased risk for
developing atherosclerotic diseases. This is partly a
consequence of the association of DM with the
other risk factors of atherosclerosis. Lipid disorders
are more common in diabetic persons and are relat-
ed to the degree of glycemic control (20,6). In dia-
betic dyslipidemias, usually characterized by hyper-
trygliceridemia and hypercholestrolemia, there is
usually an increase in VLDL-triglyceride VLDL-cho-
lesterol and LDL-cholesterol levels and a decrease
in HDL-cholesterol levels.

Epidemiological studies examining the frequen-
cy of atherosclerotic manifestations in Diabetes
have shown that an increased risk exists even when
the corrections are made for total plasma choles-
terol, HDL-cholesterol, arterial blood pressure and

smoking. For these reasons the relationship between
DM and atherosclerosis is a subject of common
interest. A positive correlation between plasma Lp
(a) levels and CHD and cerebrovascular accidents
have been reported by both retrospective and
prospective studies (4,19,10,34).

Lp(a) has been decribed by Berg in 1963 (1). It
is made of cholesterol rich nucleus covered by
apolipoprotein B-100 and apoprotein (a) complex
proteins (7,35). Altough a high structural resem-
blance between plasminogen and Lp(a) exists, Lp(a)
has no fibrinolytic activity. However competing
with plasminogen for its endothelial receptors, Lp(a)
may avoid plasminogen’s trombolytic activity (17).
Lp(a) also has a high affinity for the atherom plaques
from wihch it has been isolated (2).
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Plasma level of Lp(a) is mainly genetically deter-
mined (40). However there are some environmental
fatcors that can modify its plasma levels. For exam-
ple, acute phase reactions (26), primary hypercho-
lesterolemia (23) and nephrotic syndromes (41) are
know to incraese plasma Lp (a) levels while weight
loss (37) and alcohol intake (25) are responsible for
the opposite.

Studies conducted on the relationship between
Lp(a) and DM have shown that, especially, for type
I DM metabolic control decreases Lp (a) levels and
rising Lp(a) levels increase rate of atherosclerotic
complications. Data for type Il DM is controversial.

Our aim in this study is to investigate the rela-
tionship of plasma Lp(a) levels with lipid profile and
CHD for type [l DM.

MATERIALS AND METHODS

Fifty-five type Il diabetic patients (24 male, 31
female) who were not using anti-lipemic medica-
tions and had no acute diseases or nephrotic syn-
drome were included in the study. The mean age
was 54 (32-75). All the patients were examined.
Body mass indices (BMI) were calculated. ECG and
echocardiographic findings were studied and
triglyceride, cholesterol, HDL - cholesterol, fasting
and second hour postprandial blood glucose,
HbA1c and Lp(a) levels were mesaured in blood
samples. Twenty-four hours urinary microalbumin-
uria was also detected. Patiets were classified
according to their duration of diabetes as; early DM
(0-1 year), intermediate DM (1-5 vyears), and late
DM (more than 5 years). The diagnosis of CHD was
made according to the history, physical examina-
tion, ECG and stress ECG 2nd echocardiographic
findings. Coronary angiography was not performed.
Microalbuminuria was detected by RIA method
from 24 hours’ urine specimens and results over 30
mg/L were considered positive. Metabolic control of
diabetes was determined according to the results of
fasting, second hour postprandial blood glucose and
HbATc levels as; good, accepteble and poor using
WHO criteria for type Il DM.

Patients whose body mass indices were over 27
kg/height m2 were accepted as obese.

Blood samples for lipid measurements were
taken after 12-14 hours’ fasting. Lp(a) levels were

studied by Solid Phase EIA (Macra, Enzyme
Immunoassay Kit, Elkton MD 219-21 Cat D 306 ).
217 normal contols of our laboratory have shown
that Lp(a) levels over 30 mg/dl were high and this is
also the borderline value, which was declared to
increase atherosclerotic phenomenon by some
authors (28,5,29).

HbA1c levels were measured with column
chromatography and statistical analyses were done
using Chi-square, stundent’s t-test and correlation
analysis.

RESULTS

Our results are demonstrated in Table |, Serum
Lp(a) levels of our 55 type Il diabetic patients were
found to be in a broad range (1-90 mg/dl) and the
mean value of the group was 28+27 mg/dl. There
was no correlation between these values and age or
sex of the diabetic patients.

There was no correlation between the metabol-.
ic control and serum Lp (a) levels. Mean Lp(a) level
of the good metabolic control group was 46+31
mg/dl and that of the poor metabolic control group
was 18+18 mg/dl (p > 0.05). Twelve of our 55
patients had CHD and only 3 of these had Lp (a) lev-
els over 30 mg/di (p>0.05). Proteinuria over 30 mg/L
was detected in 10 of our patinets, 2 of whom had
Lp(a) levels exceeding 30 mg/dl. Twenty-three of
our 55 patients were early (0-1 year), 17 intermadi-
ate (1-5 years) and 15 were late (>5 years) cases.
Forty-four percent of the early; 31% of the interme-
diate and 25% of the late diabetics had high Lp(a)
levels (>30 mg/dl). Eight of the 26 obese patients
(BMI > 27) had Lp(a) levels over 30 mg/dl. There
was no statistically important relationship between
the Lp(a) levels of 12 insulin tsing diabetics and the
rest of the group who were on diet and/or oral anti
diabetic (p>0.05).

According to our results we could not find a
positive correlation between the metabolic control
and the Lp(a) levels, on the contrary mean Lp(a) lev-
els of our poor control group were lower than the
acceptable and the good control group levels (46 >
25 > 18 mg/dl) (Table II). Correlation was not found
between CHD and Lp (a) levels of our dibateics.
Duration of the diabetes, proteinuria, obesity of the
diabetic (BMI), insulin or oral anti diabetic treatment
and lipid parameters (LDL-cholesterol, HDL choles-
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Table I: The Relationship between serum Lp(a) levels and metabolic control, Coronary Heart Disease (CHD), proteinuria, dura-
tion of diabetes, Body Mass Index (BMI) and medication of type Il diabetic patinets.
of Patients of Patients
TOTAL Lp (a) < 30 mg/d| Lp (a) > 30 mg/dl mean Lp(a) mg/dI P
Metabolic Control ;
Poor 25 (%46) 22 (%56) 3 (%19) 18,1 > 0,05
Acceptable 15 (%27) 3 (%31) 3(%19) 25,4
Good 15(%27) 5(%13) 10(%63) 46,3
CHD
No 43(%78) 30(%77) 13(%81) 29,1 > 0,05
Yes 12(%22) 9(%23) 3(%19) 24,8
Microalbuminuria
< 30 mg/L 45(%84) 35(%89) 10(%63) 178,0 > 0,05
> 30 mg/L 10(%16) 8(%11) 2(%27) 241
Duration of DM .
0-1 Years 23(%42) 16(%41) 7(%44) 28,4 > 0,05
1-5 years 17 (%31) 12 (%31) 5(%31) 29.1
> 5 Years 15(%27) 11(%28) 4(%25) 30,7
BMI
<27 29(%53) 21(%54) 8(%50) 27,8 > 0,05
> 27 26(%47) 18(%46) 8(%50) 29,6
Medication
OAD* 43(%79) 32(%82) 11(%69) 27,0 > 0,05
Insulin 12(%21) 7(%18) 5(%31) 36,1

* Oral Anti Diabetic

terol, VLDL-Triglyserides, total cholesterol, tirgly-
serides and LDL/HDL ratio) that are in common
clinical use showed no relation with serum Lp(a)
level’s (p > 0.05).

DISCUSSION

The first study about serum Lp (a) levels in DM
was made in 1983 by Schernthaner et al. This study

Table II: Table retaionship between lipid parametrs and meta-
bolic control of dibaetes.

Lipoproteins Metabolic Control

Poor Acceptable Good
Lp (a) 18 +3 25+6 46+ 8
HDL 372 38+3 39+3
Triglceride 314 £ 64 331 £126 210 £ 33
T. Cholesterol 273 +12 268 + 23 262 + 19
LDL 116 £ 12 151 =17 180 +17
LDL/HDL 5,09 4,85 4,17

The results are in mg/dl and mean + SE values

which included types | and [l diabetes showed no
significant difference in Lp(a) levels between diabet-
ics and normoglycemic controls (36). Later on
Ramirez et al published increased serum Lp (a) lev-
els of the diabetic patients when compared with the
normoglycemic controls. This study did not differ-
antiate between the types of diabetes (32).

Bruckert et al in their study with 10 type 1 dia-
betic patinets found that mean Lp (a) concentrations
decreased from 46 to 29 mg/dl by strict metabolic
control in 21 days (3). Haffner and Nagoshima
showed similar results with type | patients (16,30).
Heller in his 61 type | diabetic patient group, found
no statistically important difference in serum Lp(a)
levels compared to 142 normoglycemic control
(16). Gall et al supported him with his 152 type |
DM patients (8). Haffner et al in their study with 68
type | patients and 18 controls, although they made
corrections for Apo (a) phenotype and molecular
weight and excluded patients with microalbumin-
uria, did not find any difference in serum Lp(a) lev-
els. They stated that Apo (a) isoform distribution of
type | diabetics was not statistically different from
that of normoglycemic controls (11).
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For type Il DM,which is also the subject of our
study Heller et al found no difference in Lp(a) levels
among 100 patients on oral anti diabetic and nor-
moglycemic controls. They also declared that
patients treated with insulin have higher serum Lp
(a) levels (18). In our patient group of 55 type Il dia-
betes the mean Lp(a) levels where below 30 mg/dI,
which is declared to be the borderline level for the
risk of CHD by some authors (28,5,29), we found no
difference between the Lp(a) levels of insulin using
patients and oral anti diabetic using group.

Taskinen et al found lower Lp(a) levels in 116
oral anti diabetic using type Il patinets compared to
95 controls. The same authors tested the effect of the
metabolic control and could not find any difference
for Lp(a) levels in strict metabolic control group (39).
We coludn’t find any statistically significant differ-
ence between good, acceptable and poor metabol-
ic control groups as well. Haffner gives similar
results for 260 type |l dibaetics (12). In two other
prospective, small, three week studies on type |l
DM, metabolic control did not change serum Lp(a)
levels (33,13). In another prospective study, howev-
er, a decrease in Lp(a) levels was established with a
strict metabolic control (9).

The most interesting and promising studies in
the subject are about proteinuria and renal failure in
diabetics. Tagekashi et al showed an increase in
serum Lp(a) levels in a stepwise fashion from
microalbuminuria to'macroalbuminuria and chron-
ic renal failure (38). The type of DM was not men-
tioned in this study. Type | DM with increasing Lp(a)
levels parallel to microalbimuniria (27), while in
another no correlation colud be found (15). in our
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with previously untreated pulmonary tuberculosis.

normal or alleviated EEG findings.

SUMMARY
Study objective: To determine the incidence of electroencephalographic (EEG) abnormalities in patients

Design: A prospective study with electroencephalographic evaluations.

Setting: A university hospital-Department of Chest Diseases and Tuberculosis, Turkey.

Patinets: Seventeen patients with previously untreated pulmonary tuberculosis.

Measurements and results: Bacteriologic, radiographic and electroencephalographic evaluations were per-
formed before and after antituberculosis treatment. EEG abnormalities was found in 8 patients (47%). After nine
months of antituberculosis treatment, 6 of those 8 patients who had abnormal EEGs before treatment, showed

Conclusion: EEG abnormalities can be detected in patients with previously untreated tuberculosis After
antituberculosis therapy these abnormalites can be normalized or alleviated
Key Words: Pulmonary tuberculosis. Electroencephalography

Among systemic features of tuberculosis, neu-
ropsychologic manifestations can be developed
(7,9). Some investigators have suggested that the
tuberculosis intoxication can cause these alterations
in CNS (3). However, the mechanisms of CNS alter-
ations in patients with tuberculosis are still not clear.
Thus, further investigations which would elucidate
the relationship between tuberculosis and CNS
alterations are needed. This study was undertaken to
determine the incidence of EEG abnormalities in
patients with previously untreated pulmonary tuber-
culosis.

METHODS

Between June, 1994 and April, 1995, seventeen
patients (n=17) with previously untreated pul-
monary tuberculosis, referred to the University
Hospital, were recruited for the study. None had a
history of epilepsy, alcholism, drug abuse, severe
head injury, cerebro vascular disease, migraine or
other neurological or psychiatric disorders.
Neurological examination was normal. No history
of current or prior seizures was revealed. Blood
chemistries were in the normal range.
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The diagnosis of tuberculosis was based upon
clinical findings, demonstration of acid-fast bacilli
(AFB) in smear or culture of sputum, and pulmonary
tuberculous lesions on the chest roentgenogram.

The radiographs were independently interpret-
ed by two experienced readers. Radiological classi-
ficaiton of disease extent was evaluated according
to the National Tuberculosis Association of the
U.S.A. (11).

Four-drug regimen [isoniazid (H)+rifampicin (R)
+ pyrazinamide (Z) + streptomycin (S)]
(2SHRZ/7HR) for 9 months was given to the
patients. At the end of ninth month control evalua-
tion (clinical, bacteriologic, roentgenographic, and
electroencephalographic) was performed for
patients who had EEG abnormalities before treat-
ment.

Eight-channel EEG registrations were made
(Nihon Kohden EEG-5208). Ag/AgCl electrodes
were applied to the scalp with collodion in accor-
dance with the international 10-20 system. The EEG
was recorded during at least 30-45 min. with the
awake subject lying in a semidarkened room (eyes
closed).

advanced in 5 patients (29.4%). Clinically, none of
our patients had cyanosis and respiratory distress.

Out of 17 patients eight patients (47 %) had
electroencephalographic abnormalities. Table I
demonstrates the EEG findings before and after 9-
month treatment of 8 patients who had abnormal
EEGs before treatment. Six (75%) of them complet-
ed their treatment with clinical, bacteriologic and
radiographic improvement. No side effects were
obsered during the treatment. Control EEG record-
ings were not done for two patients because of their
poor compliance during the treatment.

DISCUSSION

In this study we found the abnormal findings in
patients with previously untreated pulmonary tuber-
culosis. It has been well recognized that abnormal
EEG findings could be detected in patients with
tuberculoma of the brain. These tuberculomas even
can cause epileptic seizures (5, 6, 8). However, in a
study, the abnormalities on EEGs have been found

Table 1. Demographic data of enrolied patients.

RESULTS
No. of patients 17
Table | shows the demographic data of the Gende;\4ale 0
patients. All patients h'ad smear and culture positiv- Female 7
ity for AFB. Radiologic findings of disease extent Age (years)
were as follows: minimal in 2 patients (11.8%), mean % SD ?;’12711 18.01
moderately advanced in 10 patients (58.8%), and far g =
Table Il. Electroencephalographic changes in patients of the study
EEG findings
No. Sex  Age Before After
(yr) Treatment Treatment

1 F 17 Left temporal intermittent theta activity Normal
2 M 38 Paroxymal generalized sharp wave bursts, Bitemporal paroxysmal

most prominent in the temporoparietal region sharp activity
3 F 38 Paroxymal generalized sharp wave bursts Bitemporo - parietal paroxysmal

more prominent in the temporoparietal region theta activity
4 M 32 Bitemporal paroxysmal theta activity Normal
5 M 33 Paroxysmal generalized theta and sharp wave bursts
6 F 71" Generalized background activity, bitemporal

paroxysmal slow and sharp activity Normal
7 F 55 Bitemporal paroxysmal theta activity Right temporal focal theta paroxysms
8 F 18 Bitemporal paroxysmal theta activity _
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also in chronic pulmonary tuberculosis patients
without intracranial tuberculoma. They had been
suffered from severe respiratory distress, and it has
been shown that EEG abnormalities increased with
lowered arterial blood pH, elevated arterial blood
pCO2, and lowered oxygen saturation rate (10). In
contrast, Chelnokova and coworkers (3) have sug-
gested that the abnormalitieosn EEGs of patients
with pulmonary tuberculosis are due to tuberculous
intoxication process affecting CNS. They have
demonstrated the abnormal EEG findings in 54.7 %
of tuberculosis patients who had had extensive dis-
ease and severe symptoms; 25 % of those patients
had epileptiform abnormalities (3). Brosteanu has
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SUMMARY

This cross-sectional study, in a group of 50 rheumatoid arthritis patients, was designed to elucidate the rela-
tionship between radiographic joint damage and various factors such as age, disease duration, seropositivity,
hand deformity, gip strength, hand disability, functional capacity and general disability.

Our results showed that radiographic scores, reflecting the joint damage, was significantly correlated with
the disease duration, hand deformity and grip strength. Additionally, an association between radiologic status
and current functional health status as measured by Stanford Health Assessment Questionnaire, Hand Disability
Index and Steinbrocker Functional Index was demonstrated. When we studied the contribution of the above
factors to the variation of the radiologic scores by multiple regression analysis, we found that hand deformity,
grip strength and disease duration were the primary variables explaining the variation in the total radiographic
score. Seropositivity was a significant factor only in the exp;lanation of the variation in radiographic erosion
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scores,

These data suggest that radiographs of hands and wrists are deflection of disease nature. It is appropriate to
use this tool in the assessment of long term outcome and disability in rheumatoid arthritis.
Key words: Disability, functional ability, outcome, radiological damage, rheumatoid arthritis.

Destruction of bone and cartilage is a regular
consequence of persistent, active synovitis in
rheumatoid arhritis (RA). Because of the predilection
for this destructive pathology in the small joints of
hand and wrist, a number of investigators have pro-
posed that in these joints would represent an index
of disease outcome (22). Consequently, plain radi-
ographs of hands and wrists have been widely used
in clinical practice to diagnose rheumatoid arthritis
(11), to assess severity and progression of disease
(15), to make decisions about medical and surgical
interventions (6,8,11) and to evaluate pharma-
cotherapeutic efficacy (18). Additionally, early in
the disease, this tool is used as a prognostic indica-
tor of future progression and risk of deformity (21),
serios joint damage (2) and poor outcome (3).

Decreased functional status is the final common
result of uncontrolled RA so the measurement of the
outcome both in short and long term is very impor-
tant. According to Fries, outcome is the end result of
the disease whereas the process is merely what hap-
pens along the way to a certain outcome (7)
Radiographic joint damage is a result of the disease
which may ultimately effect joint alignment, joint
function and cause disability (12).

Herein, we designed this study, in a group of RA
patients to assess to what extent radiographic joint
damage was related to the current functional health
status. The correlation between the radiologic status
and various factors such as age, disease duration,
seropositivity, hand deformity, functional capacity,
hand disability and general disability was deter-
mined.
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PATIENTS AND METHODS

The study population included 50 consecutive
patients (39 women, 11 men) seen at Physical
Medicine & Rehabilitation Department at Ibni Sina
Hospital. All the patients met the criteria of
American Rheumatism Association (ARA) 1987
revised criteria for rheumatoidt arthritis (1).

All patients received an extensive evaluation
including seropositivity, hand deformity, single pos-
teroanterior (PA) radiographs of both hands and
writsts, grip strength, functional capacity, hand dis-
ability and general disability all within the same
week. The assessment of all patients was done by
the same observer.

Seropositivity was searched by latex agglutina-
tion test and defined as rheumatoid factor positive
or negative.

Both hands of all patients were examined to
detect the presence of uncorrectable ulnar devia-
tion, swan neck and button hole deformities.
Uncorrectable ulnar deviation was considered to be
present if the deformity coult not be corrected by the
patient. Each deformity on every finger was record-
ed and a hand deformity index of each hand was
formed by the mean of the total number of all defor-
mities in that hand.

Grip strength of both hands was measured by a
vigorimeter (kPa/cm2).

General disability was assesed by Stanford
Health Assessment Questionnaire (SHAQ) (9). In
this questionnaire, functional ability was measured
in 8 general component categories; dressing and
grooming, arising, eating, walking, hygiene, reach,
grip strength, and outside activities; by a total num-
ber of 21 questions. The difficulty in performing
each activity was scored on a scale 0 to 3 (0 = with-
out and difficulty, 2= with much difficulty, 3 =
unable to do). Hand disability was evaluated by a

Table : Questions included in Hand Disability Index.

ARE YOU ABLE TO

Dress yourself, including trying shoelaces and doing buttons?
Cut your meat?

Lift a full glass to your mouth?

Open a new milk or juice carton?

Open room doors?

Open jars which have been previously opened?

Turn taps on and off?

special hand disability index which was formed by
the seven items included in SHAQ (5,14) Both
instruments are widely used for functional assess-
ment in rehabilitation medicine and the appropriate
modifications were made so as to adapt them to
Turkish conditions. Questions included in hand dis-
ability index are shown in Table I. The total score of
SHAQ was calculated as the mean of all answers
(range = 0-3) and hand disability was calculated as
the sum of scores of the seven items (range = 0-21).

Functional capacity was evaluated by Stein
brocker index (24). Details of this index is shown in
table Il.

Radiographs of the hands and wrists were
assessed by the same radiologist. The hand and
wrist joints were evaluated for joints space narrow-
ing, erosion and malalignment by the method
explained by Kaye et al (13). Schema of hand joints
which were evaluated for the above indices are
shown in Figure |. Scoring options for joints pace
narrowing were O=normal, 2=mild, 3=moderate,
4=severe, 5=ankylosis. Scoring options for erosion
were O=normal, 2=mild, 3=moderate, 4=severe.
Scoring options for malalignment were O=normal,
2=subluxation and 4=dislocation. No equivocal
results (=1) were used. Overall, 40 readings were
recorded for each hand, including 14 joints space
narrowing scores, 11 erosion scores and 15
malalignment scores. Joints that could not be evalu-
ated for any of the 3 radiographic findings (e.g.,
joints with dislocation or subluxation that could not
be read for joint space narrowing) were recorded as
missing in that category of evaluation and were not
included in the computation of mean scores. Joints

JOINT SPACE
NARROWING

EROSION  MALALIGNMENT

Figure 1. Schema of hand joints, evaluated quanhtitatively for
' joint space narrowing, erosion, or malalignment.
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Table II. Steinbrocker Functional Index

Grade Definiton Description

I Fit for all activities Complete ability to carry out all usual duties without handicap

] Moderate restriction Adequate for normal activities, despite handicap or limited motion at one or more joints
Hi Marked restriction Limited only self-care and little or none of the duties of normal occupation

v Confined to chair or bed Incapacitated, largely or wholly bedridden or confined to wheelchair or no self-care

From Steinbrocker et al. (24)

Table 11l. Demographic, clinical and radiological characteris-
tics of the patients.

MEAN = SD RANGE
Age 48.2 + 15.1 16-80 years
Disease duration 8372 1-30 years

Grip strength 24.81 = 22.25 0-91
R- 26.12 +£ 22.55
L- 24.16 + 22.43
Hand deformity 0.40 = 0.50 0-2
R- 0.41 £ 0.54
L- 0.38 £0.50
Hand disability 8.08 £5.55 0-21
General disability 1.18 £0.79 0-3
Total radiographic score 1.36 = 0.66 0-4
R- 1.39 £ 0.66
L- 1.35 + 0.64
Joint space narrowing 2.25 £ 0,98 0-5
R- 2.22 £1.01
L- 2.32+098
Erosion 1.88 + 0.89 0-4
R- 2.01 £0.86
L- 1.84 +0.88
Malalignment 0.26 £ 0.49 0-4
R- 0.29 £ 0.52
L- 0.24 £ 0.54

with the evidence of prior articular surgery were
presumed to be severly effected, and were assigned
erosion and joint space narrowing scores of 4, but
malalignment was assessed for subluxation and dis-
location as above. The mean of all scores were
determined. The total radiographic score calculated
was the mean of the 40 individual scores. The
mean, rather than the total, was used in the analysis,
to adjust for joints that could not be evaluated.

Storage and the analysis of the data were
accomplished using the Statistical Package for the
Social Sciences (SPSS) software program. Tests used
were simple correlation analysis, stepwise multiple
regression analysis, chi-square and t-test.

RESULTS

Demographic, clinical and radiologic charac-
teristics of patients are shown in Table Ill. The mean
age was 48 years and the mean disease duration
was 8.3 years.

27 patients (54 %) showed deformity. Almost all
patients showed erosion and joint space narrowing
in their hand and wrist joint radiographs but
malaligment was seen in 21 patients (42%) only. 9
patinets were in steinbrocker functional grade Il or
IV whereas 41 patients were in grade | or Il. 39
patients showed seropositivity.

Table 1V. Correlations of total radiographic score and joint space narrowing, erosion, malalignment scores with various factors.

Total radiographic scone Joint space Erosion (r) Malalignment (r)

correlation coefficent (r) narrowing (r)
Age 0.28*** 0.22 0.30*** 0.13
Disease duration 0.50* 0.56* 0.44* 0.34%*
Grip strength -0.58* -0.55* -0.48* -0.42*
Hand deformity 0.63* 0.62* 0.48* 0.55*
Hand disahility 0.51* 0.48* 0.35% 0.25
General disability 0.50* 0.55* 0.36** 0.42%+

*p < 0.001, **p<0,01, **p<0.05
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All the patients were right handed and no sig-
inificant difference was found between the right and
left hand regarding grip strength, hand deformity,
joint space narrowing, erosion, malalignment scores
and total radiographic scores (p>0.05). So mean
scores of the right and left hand for the above
indices, were used in the statistical analyses.

Table IV. represents the correlations of total
radiographic score and joint space narrowing, ero-
sion, malalignment scores with various factors. The
total radiographic score and joint space narrowing,
erosion, malalignment scores were significantly cor-
related with the disease duration.

A significant correlation between total radi-
ographic score and age was found although the cor-
relation coefficient was low (r=0.28), showing a
weak correlation. The strongest factor correlating-
with the total radiographic score was hand deformi-
ty (r=0.63) The other correlating factors with the
same varible were grip strength (r=-0.58), hand dis-
ability (r=0.51), general disability (r=0.50) and dis-
ease duration (r=0.50).

We found that patients in worse functional
garde showed more radiological deterioration.
Thus, total radiographic score the patients in func-
tional grade lll, IV and in grade |, [l were 1.85 + 0.32
and 1.26+0.61, respectively (p < 0.01).

Multiple stepwise regression analysis were per-
formed to assess the relative contribution of age, dis-
ease duration, hand deformity, grip strength, hand
disability, functional grade, seropositivity to-explain
the variation in radiological status. The analysis
revealed that the best set of powerful predictor vari-
ables of radiographic scores were hand deformity,
grip strength and dlsease duration which colud
explain the 54 % (R": 0.54, p < 0.001) and 56 % (R
0.56, p<0.001) of the variation in total radlographuc
score and in joint space narrowing score, réspec-
tively. Variation in erosion scores was explained sig-
nificantly by grip strength, disease duration and
seropositivity (R*: 0.43, p < 0.001). Hand deformity
could explain 39% of the variation in malalignment
scores: (R :0.39, p<0.001). :

DISCUSSION

Radiographs represent a biologic end point
resulting from inflammatory and enzymatic destruc-
tion of cartilage and subchondral bone (17). The
principal radiographic changes-bone erosions and

cartilage loss-are mainly related to rheumatoid pan-
nus and possible mechanisms involve enzymes such
as collagenase, soluble factors such as catabolin,
chondrocyte dedifferentiation and mesenchymal
cell proliferation which are regarded as the chronic
phase of RA and are only indirectly related to the
mechanisms of the acute synovitis in the acute

_ phase (19).

Rheumatoid arthritis extends over an average
course of 25 years so the health status at a selected
time point is significantly effected by the accumu-
lated past damage (7). It is of paramount importance
that we have to minimize the overall impact of the
disease overtime without neglecting the potential
longterm difficulties.

The current study is cross-sectional, correlating
the degrees of abnormalities seen on hand and wrist
radiographs with various factors including contem-
poraneous functional health status. Disease activity
was not taken into consideration depending on the
previous reports stating that radiographs are not
expected to reflect current imflammatory activity
adequately (16).

Almost all our patients had radiological changes
reflecting the disease nature. Radiologic changes
and hand deformity were somewhat higher for the
rihgt hand than the left hand, but the differences
were not statistically significant neither for deformi-
ty nor for the radiological status, as reported before
(10).

Rheumatoid arthritis is a chronic disease with
major impact on functional ability which is usually
concerned with the performance on activities of
daily living and functional outcome assesses this
disability. Sherrer reported that 90% of 681 RA
patients with a mean disease duration of 22 yeras
had functional disability by SHAQ score of greater
than zero and he also found that the best predictors
of disability in the population were age, radiologic
grade, sex and initial functional class (23). An asso-
ciation of radiographic scores with impaired funci-
ton as measured by SHAQ has also been observed
by Sharp (20). In another study, it was emphasized
that radiographic joint -space narrowing and
anklyosis was a relatively common feature of RA,
and a marker of patients whose disease was clini-
cally and functionally more severe (13). In our
study, we demonstrated a correlation between radi-
ological status and SHAQ scores, functional index,
supporting the above studies. Regan and cowokers
reported a lack of correlation between the severity
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of abnormalities observed on hand radiographs and
funcitonal health status (17) but in that study, the
authors used a method of radiological evaluton
which is the oldest in this filed and the changes
were not quantitatively assessed.

Prevention of hand disability as well as general
disability must be one of the chief aims of RA thera-
py since manual dexterity is crucial in our daily life.
It was reported that there was some loss of hand
function associated with increasing radiographic
joint damage. In the same study, grip strength corre-
lated with the jonit damage strongly (18). The pre-
sent study revealed significant and strong correla-
tions of total radiographic score with hand disabili-
ty and grip strength. Also regression analysis showed
that grip strength, an indicator of hand function, was
a significant variable explaining the variation in the
radiologic status.

Fuchs reported their finding of a relationship of
radiographic scores with the disease duration and
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URINARY TUBERCULOSIS: HOW DID WE DIAGNOSE
AND MANAGE GENITO-URINARY TUBERCULOSIS?
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sputum and gastric washings

acceptable results were shown in 13.3%.

losis with other infections.
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SUMMARY
This study was designed to show our experience of urinary tuberculosis in Giilhane Military Medical
Academy and Faculty, Department of Urology. It was a retrospective study involving 60 patients (51 male, 9
female). The study period was between 1982-1992. The mean age was 30.4 (7-80). Cases were identified by:
" 1) Review of diagnosis on discharge during the study period
2) Review of consultations performed by urology department
3) Review of all cases in which Mycobacterium Tuberculosis organisms were cultured from sites other than

4) Review of all cases in which the histologic diagnosis were extrapulmonary tuberculosis.
The charts of patient swith suspected genitourinary tuberculosis were reviewed. Management always
included appropriate chemotherapy and surgery when indicated. The complete recovery rate was 70%, while

It is concluded that genitourinary tuberculosis remains an important infectious disease problem in our
country and given appropriate treatment, patients can be cured. But we must investigate genitourinary tubercu-

»Genitourinary tuberculosis is secondary to
hematogenous spread from pulmonary tuberculosis
and remains a problem in areas of the world where
health conditions are poor and adequate
chemotherapy is not available. Urinary tuberculosis
is a disease of young adults (60% of patients are
between the ages of 20-40). The kidney and posibly
the prostate are the primary sites of tuberculosis in
the genitourinary tract (2,6). All other genitourinary
organs become involved either by ascent (prostate
to bladder) or descent (kidney to bladder; prostate to

epididymis). The testes may become involved by

direct extention from epididymal infection (1).
There is no classic clinical picture for genitouri-
nary tuberculosis. Tubercle bacilli may invade one
or more of the organs of the genitourinary tract and
cause chronic granulomatous infection that shows
the same characteristcs as tuberculosis in other

organs. If you evaluate the patients with chronic,
unexplained symptoms of urinary system and with
present or past history of tuberculosis, you see that
many cases of urogenital tuberculosis can be dis-
covered and it is not, as sometimes quoted “a once
in a lifetime diagnosis”(1).

PATIENTS AND METHODS

The study population includes the patients with
genitourinary tuberculosis seen in Giilhane Military
Medical Faculty, Urology department from 1982 to
1992. Cases were identified by:

1) Review of diagnosis on discharge during the
study period

2) Review of consultations performed by urolo-
gy department

* Giilhane Military Medical Academy Department of Urology. Prof. Dr.
**  Giilhane Military Medical Academy Department of Urology. Asc. Prof. Dr,
**  Giilhane Military Medical Academy Department of Urology. Resident.
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3) Review of all cases in which Mycobacterium
Tuberculosis organisms were cultured from sites
other than sputum and gastric washings.

4) Review of all cases in which the histologic
diagnosis were extrapulmonary tuberculosis.

The charts of patient V\(ith suspected genitouri-
nary tuberculosis were reviewed. Criteria for the
diagnosis of genitourinary tuberculosis were strict.
Isolation of M. tuberculosis was the evidence of
active tuberculosis. Positive urine cultures indicated
infection of kidney ureter or bladder. Adequate cul-
tures were not obtained for all patients, with inade-
quate or negative cultures were still classified as
having genitourinary tuberculosis if they had histo-
logic proof of granulomatous inflamation plus com-
patible clinical roentgenographic and skin test find-
ings.

Sixty patients with genitourinary tuberculosis
were identified. They ranged in age from 7 to 80
years (mean 30.4 years). The group included 9
women and 51 men. The anatomic locations of
infection in 60 patients with genitourinary tubercu-
losis were at table 1.

Table 1: The Locations

LOCATION NUMBER OF CASES PERCENTAGE
Kidney 25 42
Ureter 2 33
Bladder 8 13
Prostate 2 33
Epididymis 15 25
Testes 8 13

For 9 women, the site of infection was the kid-
ney. We didn’t find any sign of female genital tract
tuberculosous infection. Three women and fifteen
men had active tuberculosis with positive cultures.
Twenty patients had past history of tuberculosis. But
they had never received chemotherapy. In all of 20,
infection was pulmonary tuberculosis. Twenty
patients (10 were the cases with the past histories of
tuberculosis) had scarring or calcification on their
chest roentgenograms compatible with previous
clinically silent tuberculosis.

RESULTS

The presenting symptoms focused largely on the
genitourinary tract (77% of cases) (Table 2).

Table 2: Presenting symptoms and signs.

SYMPTOMS and SIGNS NUMBER PERCENTAGE
Edididymitis 12 20
Frequency, burning 24 40
Hematuria 18 30
Renal colic ) 6 10
Albuminuria 6 10
Hematospermia 3 5
Painless mass in scrotum 8 13
No genitourinary symptom 14 23

Symptoms of urinary irritation was the com-
monest initial symptom of genitourinary tuberculo-
sis in our group. Hematuria was the next most com-
mon symptom, and painless, total hematuria.
Epididymitis was more commonly at rigth side.
Renal colic, albuminuria and hematospermia were
all found occasionally.

Elapsed time between the first symptom and the
diagnosis of urinary tuberculosis varied from 1
month to 24 years after the patient had brief, period
of symptoms, which then subsided and remained
quiescent for many months or years, before recur-
ring and causing the patient to seek medical aid.

The patients. who had no genitourinary symp-
toms and in whom a diagnosis of renal tuberculosis
was made, were a heterogenius group. In three
patinets, culture of a draining sinus finally made the
proper diagnosis. One of these had a pyelolithotomy
sinus, another a suprapupic fistula. In the others,
urine smear was positive while the chest signs and
symptoms were being evaluated. Vague generalized
malaise, fatigability, low grade but persistent fever
and night sweats were some of the non-specific
complaints. Physical examination was rarely diag-
nostically helpful. In thirty-two cases there were no
abnormalities related to tuberculosis. Five patients
had signs of active tuberculosis and four had stigmas
of old tuberculosis. A thickened, nontender or
slightly tender epididymis was discovered in 10 of
cases. In 2 cases, a chronic sinus through the scro-
tal skin was pathognomonic of tuberculous epi-
didymitis. In four of them, the epididymis could not
be differentiated from the testis with palpation. In
four cases, hydrocele accompanied tuberculous epi-
didymitis. In four of them, the epididymis could not
be differentiated from the testis with palpation. In
four cases, hydrocele accompanied tuberculous epi-
didymitis. In 4 of 15 cases with epididymitis, ipsilat-
eral seminal vesicle was indurated, enlarged and
fixed. '
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Laboratory findings: Proper urine analysis
afforded the most important clue to the diagnosis of
genitourinary tuberculosis. Ninety percent of cases
had abnormality of the sediment.

1) Persistent pyria without organisms on culture
or on smear staint with methylene blue meant tuber-
culosis until proved otherwise (At 17 cases). Acid-
fast stains done on the controlled sediment from a
24 hour specimen were positive in at least 50% of
cases.

About 12 of patients with tuberculosis had sec-
ondary pyogenic infections, the clue (sterile pyuria)
was thereby obscured. If clinical response to ade-
quate treatment failed and pyuria persisted, tuber-
culosis had to be ruled out by bacteriologic and
roentgenologic means. We did this and obtained
positive culture results.

2) Culture for tubercle bacilli form the first
morning urine were positive in a very high percent-
age of cases of tuberculous infection. M. tuberculo-
sis was isolated from at least one urine specimen in
34 patients.

Only ten patients were anemic, and renal func-
tion, however, was well preserved. Five patients had
azotemia. In three, this was due to other causes
where as in two azotemia couldn’t be explained
only by tuberculosis.

The diagnosis of tuberculosis was established
clinically in 45 patients. In nine patients, tuberculo-
sis was an unexpected pathologic finding (discov-
ered at operation). Intradermal skin tests were posi-
tive in 20 of 21 patients tested. Urine cultures were
of even great diagnostic significance. M. tuberculo-
sis was isolated from at least one urine specimen in
50 patients. In 9 cases, only post-operative speci-
mens were cultured and antituberculous therapy
had already been started.

Intravenous pyelograms were obtained in 34
patients and were abnormal in 32. In 8 patients, the
abnormalities were mild, consisting of calyceal on
pelvic dilation or deformity limited to one kidney
with normal excretion of contrast material and nor-
mal ureters and bladder.

Ten patients had moderate abnormalities or uni-
lateral destructive changes including focal calcifica-
tion, dilatation or unilateral destructive changes
including focal calcification dilatation or unilateral
destructive changes including bilateral calyceal
dilatation, small cavities or filling defetcs, cortical
scarring or nonvisialization of one calyx. At 12
patients, intravenous pyelograms showed advanced

disease at the time of diognosis, including destruc-
tive lesions in both kidneys or major unilateral dam-
age, such as large cavities or autonephrectomy.
These advanced changes reflected ongoing tubercu-
lous infection for substantial periods of time prior to
diagnosis. Retrograde pyelograms and renal arteri-
ograms corraleted well with intravenous pyelograms
and were not diagnostically helpful. At some cases
for the management of therapy renal scanning gave
us information of functional renal tissue and infor-
mation as to the extent of the disease. Cystoscopy
was really of little importance genitourinary tuber-
culosis. We used cystoscopy to assess the extent of
the disease in the bladder and the response of the
bladder to chemotherapy. Bladder biopsy was used
when tubercles were seen in the bladder of when an
ulcer was present some distance from a normal,
uteric orifice. Ultrasound was used to monitor kid-
ney lesions and the volume of a contracted bladder
during treatment. CT Scan was used in the early
management of tuberculosis, because intravenous
urography gave us accurate pictures (4,5). PROCE-
DURES ADOPTED IN ESTABLISHING THE DIAG-
NOSIS are shown at Table 3.

Table 3: The Procedures.

PROCEDURES NUMBER POSITIVE %
DONE FINDINGS
3 Direct Urine Smear 50 30 60
Plain X Ray of Chest 50 20 40
Plain X ray of Abdomen 40 22 55
Bilateral Renal Cal. 3 7.5
Unilateral Renal Cal. 15 37.5¢
Calcification Along- 4 10
The Ureter
Intravenous Pyelogram 34 32 94
No Abnormality Detected 2 0.6
Mild Abnormality Detected 8 24
Moderate Abnormality Detected 10 29
Advanced Abnormality Detected 12 35
Cystoscopy 20 8 40
Normal Bladder 12 60
Patchy Cystytis 4 20
Small Capacity 2 10
Ulceration 1 5
Tubercles and Granulation Disease 1 5
Biopsy During Cystoscopy I 15 4 27
Renal Scanning 20 8 40
CT Scan 8 6 75
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Treatment: Therapy was directed by numerous
physicans and was not uniform. 25 patients were
treated with chemotherapy alone; 30 patients were
treated with both chemotherapy and surgery. No
follow - up data was available in nine.

There was - no uniformly recommended
chemotherapeutic program. Patients with positive
urine cultures but negative findings on urine analy-
sis and normal urograms usually treated with isoni-
azid (200-300 mg oralliy once daily) and rifampin
for one year. Patients with clinically manifest tuber-
culosis were usually treated with three antitubercu-
lous drugs such as isoniazid, etambutol (25 mg/kg
daily for two months, then 15 mg/kg orally once
dailly), and rifampin (600 mg orally once dailly) for
two years. If the patient’s initial urinary isolate was
M. tuberculosis resistant to isoniazid or was one of
the nontuberculous (atypical) myobacteria, isoni-
azid therapy should be continued, but two other
drugs were chosen on the basis of invitro suscepti-
bilities.

If, after 3 months with triple chemotherapy, cul-
tures still positive and gross involvement of the
affected kidney was radiologically evident, nephrec-
tomy was performed. Twenty patients were treated
with chemotreapy completely. The urine was stud-
ied bacteriologically every 3 months during treat-
ment and then every year for 10 years. We deter-
mined that after 3 months of chemotherapy, the
urine was sterile and at the end of one year-two
years course chemotherapy, there were some signs
of recovery radiographically. Five had persistently
positive urine cultures on therapy, but all of them
took medications erratically. After 6 months no fol-
low-up data were available in these five patients.

Surgery continues to play an important role in
the modern philosophy of the management of geni-
tourinary tuberculosis. Fifty percent of our patients
required some operative procedures.

The indications for nephrectomy were a non-
functioning kidney, extensive disease involving the
whole kidney, together with hypertension and pelvi-
ureteric obstruction. If it was decided that surgical
treatment was essential, nephrectomy was per-
formed between 3-6 months after the start of
chemotherapy, so that we saw whether there was
any well being with chemotherapy alone and the
organisms were destroyed. We performed 15
nephrectomy and 3 partial nephrectomy. The indi-
cation for partial nephrectomy was a localized polar
lession containing calcification which was slowly

increasing in size and threating to destroy gradually
the whole kidney (2).

There were two patients with stricture of the
lower third of the ureter. A normal chemotreapy
regime was started. If there was no deterioration or
no improvement after three weeks of chemotreapy,
corticosteroids, 20 mg t.i.d. was given together with
other chemotherapy. but we didn’t have any
improvement and we performed surgical reimplan-
tation (8).

The main indication for epididymectomy was a
caseating abcess that was not responding
chemotherapy. We performed epydidymectomy at
two cases with fistulectomy for this. indication.
Another indication was a firm swelling that had
remained unchanged or slowly increased in size,
despite antibiotics and antituberculous chemothera-
py because unsuspected malignancy of the epi-
didymis might be present (9). We performed epi-
didymectomy in five patients for this indication. And
we performed orchidectomy at three patients;
unsuspected malignancy of the testis might be pre-
sent.

All patients were seen 3, 6 and 12 months after
the course of chemotherapy had been completed.
Every time, three consecutive early morning speci-
mens of urine were examined. Intravenous urogra-
phy was performed also. If the radiological
appearences remained unalthered and the urine was
persistently sterile, the patient is discharged with
instructions to report back if there was any recur-
rence of the previous urinary symptoms. Results are
shown at Table 4.

Table 4: Results of Treatment

RESULTS ONLY SURGERY %
CHEMO-  COMBINED
THERAPY WITH
CHEMO-
THERAPY
Complete Disappearance
of Signs And Symptoms 20 22 70*
Partial Ameloration of Signs
and Symptoms — 8 13*
Failure of Treatment or
Recurrence 5 — 8

No Follow-Up Data 5 Without Any Therapy 8

(": Total
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DISCUSSION

Tuberculosis is an acute or chronic infectious
disease, which is usually caused by Myobacterium
tuberculosis in Turkiye. Mycobacteria, customarily
gain access to the human body by inhalation,
although the bovine organisms may be acquired by
ingestion of unpasteurized milk. After initiation of
the tuberculous infection, a primary pathologic
focus develops which usually heals spontaneously.
In addition, the primary infection frequently results
in an initial silent bacillemia that is responsible for
systemic spread of mycobacterium with latent infec-
tion of many organs. These latent foci of tuberculous
infection may break down and result in overt tuber-
closis of the kidney or other part of genitourinary
system. Bacillemia and seeding of the genitourinary
system may also occur from a focus of progressive
primary or reactivation tuberculosis in the lung or
from clinically evident secondary tuberculosis in
any other organs. Therefore any individual with pre-
vious tuberculous infection is at risk for develop-
ment of genitourinary involvement(2).
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Genitourinary tuberculosis is rarely an acute
disease. And usually does not initially present with
any severe episode. Urologist should thus consider
the possility in patients who have presented on sev-
eral occasions with vague urinary symptoms, usual-
ly combined with a lower urinary tract infection for
which there is no obvious cause. Males predomi-
nant over females and 20 to 40 is the predominant
age group (4,5). The urine is normally sterile on rou-
tine culture, and most patients have a high propor-
tion of pus cells in the urine (6).

It is apparent that any patient with epydidymitis,
hematuria or persistent urinary sympotms should be
investigated for possible tuberculosis of the urinary
tract. Lesions diagnosed before the disease had pro-
gressed were always easiest to treat. If the diagnosis
is missed, the kidneys will bedestroyed in spite of
our ability to control the disease with modern
chemotherapy. Tuberculosis is a great imitator and
any patient with unexplained symptoms in the uri-
nary tract should be investigated for tuberculosis.
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THE SELECTION OF ANTIBIOTICS IN DEEP NECK INFECTIONS

Can Ko¢" » M. Cem Ozbek” » Erding Aygenc” * Cafer Ozdem"

SUMMARY

Although the advent of antibiotics has reduced the overall number of deep neck infections (DNI), they still
occur with a definite potential for significant morbidity and even mortality. In the years between 1992 and 1995,
21 patients hospitalized at Ankara Numune State Hospital with DNI are enrolled in this study.

Eight were managed with surgical drainage and antibiotic treatment and the rest received only antimicro-
bial therapy. Drainage was performed in those with abscess formation,

Penicillin G was administered to 18 patients and 14 of these patients responded well only to penicillin ther-
apy. As no clinical improvement was seen in 4 patients after 48 to 72 hours, the parenteral therapy was
changed. So 77 % of the patients who had received penicillin initially go on well with this treatment

As a result we can say that; if the patients are not compromised or systemically ill and has not got the infec-
tion in the hospital then only penicillin therapy still remains a good choice when it is used in appropriate

dosage.
Key Words: Deep neck, antibiotic, infection

The infection between the superficial and deep
parts of the deep neck fascia is called deep neck
infection. Infection occurs in deep cervical fascia by
the secondary invasion of the organisms.

Before antibiotics came into use, DNI mostly
originated from the pharynx and tonsil infections.
DNI can occur as a result of infections of the phar-
ynx, tonsils, salivary glands, temporal bone,
paranasal sinuses, deep lymph nodes, oesophagus
and from upper respiratory tract infection. Recently
reports of DNI about injection of illicit drugs have
been appearing in foreign countries and have
become the major source in some of them(10).

Trismus, swelling of the neck, dysphagia, fever,
neck paint that limits the motion of neck are to most
frequently seen symptoms. There are life threatening
complications of infections in this region. Acute
upper airway obstruction, rupture of the abscess into
the pharynx or trachea resulting in asphyxiation,
lung abscesses or empyema, pneumonia, suppura-
tive descending mediastinitis, thrombophlebitis with
thrombosis of the internal juguler vein; and erosion

*  Ankara Numune State Hospital 2nd ENT Clinic, Ankara

of the carotid or vertebrai arteries resulting in hem-
orrhage are the most important ones among them.

If these life-threatening complications are taken
into account, it becomes appearent how it is impor-
tant to early diagnose and treat these infections with
appropriate antibiotics.

In the treatment of deep neck infections, besides
antimicrobial treatment surgical drainage is also
advised. Dzyak and Zide (4) had reported that with
antimicrobial therapy only 10-15% of the paitents
were trented and all the others had needed surgical
drainage.

On the other hand Broughton (3) have
recomended that more than 50 % of the patients
were treated only by medical therapy. In the years
between 1992-1995, of the 21 patients with deep
neck infecitons hospitalized at Ankara Numune
State Hospital, 8 were managed with surgical
drainage and antibiotic treatment and the other 13
patients were given only medical therapy. Surgical
drainage was administered to those with abscess for-
mation.

Received: Oct 19, 1995 Accepted: April 10, 19996
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MATERIALS AND METHODS

The 21 patients ranged in age from 14 to 44
years, with the average of 23 years. 14 were male
and 7 were female. Symptoms had begun before
admission to hospital with a mean of 4.8 days and
all of the patients had been treated with an oral or
IM. antibiotic before hospitalization (mean 2.4
days).

All patients received parenteral antibiotic thera-
py with hospitalization. Parenteral therapy was con-
tinued for a mean of 8 days (range, 6 to 11 days).
Eighteen patients were begun penicillin G 16-20
million units/day. Since no clinical improvement
was seen, 3 of them received sulbactam-ampicillin

Table 1: Clinical Profile of 21 Patients With Deep Neck Infections

(SAM) 4x1.5 gr/day after 48-72 hours and one was
begun ceftriaxone 1.5 gr/day according to the results
of bacterial culture. One patient was allergic to
penicillin and treated with cefoxitin and 2 patients
received SAM as they were systemically ill. The eti-
ologies, parenteral therapy and results are shown in
Table 1.

Reduction in fever and neck swelling, improved
range of motion of the neck with decreased pain,
improved oral intake were considered to be clinical
improvement. All the patients received orl therapy
after parenteral treatment andthey were given amox-
icillin 3x1 gr/day, amoxicillin-clavulanate 3x625
mg/day, SAM 4x375 mg/day and cefuroxim axetil
2x500 mg/day.

CASE ETIOLOGY SURGERY ORGANISM DRUGS CHANGE IN
THERAPY
1 URI Pen G
2 Per. Abs Pen G
3 Unknown (+) An.GNR, alpha strep. Pen G
4 Tooth Exraction Pen G
5 Tonsillitis Pen G
6 Unknow (DM)* (+) S.aureus, An. GPC SAm
7 URI Cfx.
8 Tonsillitis Pen G
9 Unknown (+) AN.GNR Pen G (+) Cftrx.
10 URI Pen G
11 Unknown Pen G (+) SAM
12 URI (+) GPC Pen G
13 Tooth Extraction Pen G
14 A. Parotitis (+) GPC, alpha strep. Pen G
15 Unknown (DM)* (+) S. aureus, alpha strep. SAM
16 Per. Abs. (+) No growth Pen G
17 Unknown (P)** Pen G
18 URI Pen G
19 URI Pen G (+) SAM
20 Tonsillitis Pen G
21 Unknown Pen G (+)SAM

* Diabetes Mellitis ** Pregnant Ceftrx. : Ceftriaxone

SAM: Sulbactam-ampicilin

Cfx: Cefoxitin, URI: Upper respiratory tract infection, Per. Abs.: Peritonsiller abscess, GPC: Acrobic.gram-positive cocci. An.GPC:

Anaerobic gram-positive cocci,

An.GNR: Anaerobic gram-negative rods.
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RESULTS

The mostly seen symptoms at the time of
preesntation were; fever (100%), limitation of
motion of the neck and pain (90%), dysphagia
(52%) and sore throat (38%).

The most common physical findings at the time
of admission were swelling of the neck (100%), stiff-
ness of the neck at the time of movement (85%),
dental cares (38%) and tonsillitis/pharyngitis (28%).
Leukocytosis was present in all patients (mean
16.100/mm3).

Of the 21 patients, 8 were managed surgically
and specimens were collected for bacteriologic
examinations .Except one, all of the specimens
yielded bacterial growth. The patients who were
managed with surgical drainage and the bacterial
isolates are shown in Table 1.

DISCUSSION

Aerobic and anaerobic pathogens are often the
causes of deep neck infections together (1,2,5). The
most common isolated aerobic organisms in the lit-
erature are alpha and gamma hemolytic streptococ-
ci, group A beta hemolytic streptocci and
Staphylococcus  aureus. Neisseria  species,
Moraxella catarrhalis, Haemophilus species are iso-
lated occasionally. The predominant anaerobes
have included Bacteroides species,
Peptostreptococcus species and Fuscbacterium
species(8). The treatment should be directed
towards these pathogens.

It is now recognized that DNI, caused by beta-
lactamase producing organisms are not unusual
(1,2). This is consistent with the 3 patients that we
could not cure with penicillin monotherapy. These
3 patients received SAM as no clinical improvement
was seen after 48 to 72 hours. In the study by Brook,
results of the cultures from his patients yielded, all of
S. aureus, 33% of Bacteriodise melaninogenicus
and 67 % of Bacteriodes oralis were betalactamase
producing. In the same study, from 71% of the
patients penicillin-resistant organims were recov-
ered(2). In another study, it has been found that 41
% of the areobes were producing beta-lactamase(4).

Anyhow, if the patient is not compromised, sys-
temically ill and has not got the infection in the hos-
pital, then only penicillin therapy still remains a
good choice when it is used in appropriate dosage.

Of our series, 5 patients had tonsillitis and periton-
siller infections. These patients responded to peni-
cillin monotherapy dramatically. Also the choice of
specific antibiotics for the treatment of odontogenic
infections requires not so much the results of bacte-
rial culture as many of these organisms, including
both anaerobes and areobes are sensitive to peni-
cillin (6,9).

Two patients had diabetes mellitus and one of
them received ceftriaxone and the other SAM
according to the results of the cultures and a preg-
nant patient in her first trimester was administered
penicillin G.

Life threatening complications of DNI, may
happen much more easy in systemically ill patients
such as diabetes mellitus and 1eukemia, so it would
be weise to select antibiotics active against beta-lac-
tamases and gram negative bacilli (e.g. SAM).

‘Penicillin allergic patients may be treated with an

antianareobic cephalosporin like cefoxitin or with
clindamycin at high doses (4x600 mg) if gram-neg-
ative pathogens are not considered to be the cause
of the sepicific infection.

Metronidazole, although highly active against
anaerobic gram - negative bacilli, it is only moder-
ately active against anaerobic cocci and is not
active against aerobes including streptococci (6,7).
For that reason it should not be used as a single
agent in deep neck infections. Imipenem have been
recently come into use in DNI but it should be
spared for the serious hospital infections in order to
prevent early resistance.

CONCLUSION

In our opinion, if the source of the infection is
outside the hospital and the patient has no other dis-
ease, then penicillin monotherapy is really an effec-
tive choice for the treatment of deep neck infec-
tions.

Since gram-negative bacilli and beta-lactamase
producing organisms are found at a higher ratio in
comprimised and systemically ill patients, it would
be appropriate to start therapy against these
pathogens.

Of the 21 patients hospitalized with deep neck
infections, 18 were administered only penicillin G
and 14 of these (77%, overall 66%) responded well
to the treatment.
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Especially, when it is compared with the other
antimicrobial drugs, the low incidence of the side
effects and the low price of the drug still make it the
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NONINVASIVE POSITIVE PRESSURE VENTILATION

Neyyir Tuncay Eren” * Yesim Batislam™

SUMMARY

Although mechanical ventilation via endotracheal intubation is usually a lifesaving method in conditions
associated with respiratory failure, many efforts have been spending to provide sufficient support avoiding endo-
tracheal intubation for many years. Approaching positive pressure on both inspiration and expiration separete-
ly (Bilevel positive airway pressure-BEEPUP) via a nasal or full face mask can reduce the need for endotracheal
intubation. During the past few years noninvasive ventilation via a mask have been used for the treament of
both acute exacerbations of chronic obstructive respiratory disease and the acute respiratory failure wih alveo-
lar hypoventilation. Although many of the studies on noninvasive ventilation reported that the satisfactory results
have been obtained, some suspected results have been reported. Since the noninvasive ventilation has several
advantages, more investigations should be done to find out the certain indications.

Key Words: BEEPUP, Epap, Ipap, COPD, Respiratory failure, noninvasive ventilation.

Mechanical ventilation has been successful in
supporting ventilation in patients with respiratory
failure. The mechanical ventilation through endotra-
cheal intubation are not optimal for the comfort of
the patients and ancilliary care. For purposes of
improving comfort and while providing ventilatory
support without the physical and psychological
trauma associated with tracheal intubation, ventila-
tory support can be administered through a tight-fit-
ting nasal or face mask. The treatment of sleep
apnea (18), acute respiratory distress(9), nocturnal
muscle fatigue (20) and chronic obstructive pul-
monary disease (6,17).

The noninvasive pressure ventilatory support
system is based on a standard nasal CPAP
(Continuous positive airway pressure) flow genera-
tor. A pressure controlling valve maintains pressure
at one of two different levels, the expiratory positive
airway pressure (EPAP) level (equivalent of PEEP of
conventional mechanical ventilation) or the inspira-
tory positive airway pressure (ipap) level (equivalent
to pressure support), even in the presence of rapidly
changing flows. (1,11).

Historical Perspective

Although the first mechanical ventilators were
described in the late 1700s, invasive mechanical
ventilation could be introduced hundred years later.
But it was not extremely used until the late 1950s,
when experience using anesthesia for surgery led to
the development of positive pressure that reliably
delivered preset pressures and volumes. These early
positive pressure ventilators were used almost
exclusively with artificial airways (3,8,10).
Noninvasive administration of intermittent positive
pressure became popular during the 1950’s through
the 1970s for several respiratory disorders with the
use of intermittent positive pressure breathing
through a mouthpiece.

During the 1960s and 1970s, a few centers used
noninvasive positive pressure ventilation to provide
ventilatory support to patients with chronic respira-
tory failure, but the technique required cooperative,
motivated patients and considerable patience and
coaching from medical staff. During the mid 1980s,
investigators began applying intermittent positive
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pressure ventilation through nasal interfaces and
rapidly discovered that it augmented ventilation in
patients with chronic respiratory failure, particularly
during sleep. Most recently, small, relatively inex-
pensive, easily portable ventilators were developed
to be used specifically with noninvasive positive
pressure ventilation using a nasal mask.

Noninvasive Ventilation in Acute
Respiratory Failure

Acute respiratory failure has been primarily
treated with mechanical ventilation through endo-
tracheal intubation for several years. Many compli-
cations including upper airway trauma, nasocomial
infections, barotrauma, etc. and the difficulties on
patient care associated with this type of mechanical
ventilation. To avoid tracheal intubation and its
attendant complications, investigators recently
began administering noninvasive ventilation to
selected patients with acute respiratory failure. The
theoretical advantages of this ventilation are to
improve patient comfort, to reduce the need of
sedation, and to maintain airway defense, speech
and swallowing. Of course there are some limita-
tions to use this system extensively including the
need for patient cooperation, the lack of direct
acces to airway, which could promote mucus plug-
ging or atelectasis in patients with copious secre-
tions, facial skin ulcers caused by mask pressure and
aeorophagia. Results of the treatment of the patients
with acute respiratory failure in some studies are
shown in Table 1.

Patients in most studies used noninvasive posi-
tive pressure ventilation for 8 to 20 hours per 24-
hour period, but in one study patients were given 1-

Table 1: Studies on the use of noninvasive Positive Pressure
ventilation in Acute Respiratory Failure

hour rest rest periods after 2 or 3 hours of use,
amounting to approximately 18 hours of use per 24-
hours period. (14,15). Although most studies report-
ed a 60% or more success rate for noninvasive ven-
tilation in patients with acute respiratory failure,
some studies reporting the minimal no success in
patients with acute respiratory failure, caused by
COPD exacerbation (2,4) were present. However
most of the recent studies reported the very high
success rate for the treatment of patients with acute
respiratory failure caused by COPD exacerbation by
nonivasive ventilation. (7,13,16). In these studies, it
is reported that in 70-85 % of the patients were
applied nonivasive ventilation, endotracheal intuba-
tion was avoided. The selection guidelines for non-
invasive positive pressure ventilation use in acute
respiratory failure are listed in Table 2.

Use of Noninvasive Positive Pressure
Ventilation in Chronic Respiratory Failure

There have been several studies reporting the
results of the treatment of the patients with chronic
respiratory failure secondary to neuromuscular dis-
eases, thoracic wall deformities, obstructive sleep
apnea, etc. by intermittent positive pressure ventila-
tion (5,12,19). These studies showed that noninva-
sive positive pressure ventilation support in patients
with chronic respiratory failure due to disorders
mentioned above, alleviation of day time symptoms
of hypoventilation and improvement in daytime gas
exchange. However most of the studies were uncon-
trolled cohort studies, in which success rates
depend on the patients’ severity of illnesses. Some
studies on the use of noninvasive positive pressure
ventilation were listed in Table 3. Despite convinc-

Table 2: Selection Guidelines for Noninvasive Positive Pressure
Ventilation Use in Acute Respiratory Failure

Arterial Blood Gases Duration

of Use

Years Baseline After NPPV Hours
of Trials per day

pH pCO2 pH pCO2

1991 7.38 49.2 7.40 443 6.8
1991 7.28 73.0 7.41 48.1 7.3
1992 7.33 73.5 7.37 60.0 4.0
1992 7.28 69.5 7.34 63.2 -
1993 7.35 64.5 7.38 54.3 7.6

Respiratory Failure or insufficiency without need for immediate
intubation with the following:
- Acute respiratory Acidosis
- Respiratory distress
- Use of accessory muscles or abdominal paradox
Cooperative patient
Hemodynamic stability
No active cardiac arrythmias or ischemia
No active upper gastrointestinal bleeding
No excessive secretions
Intact upper airway function
No acute facial trauma
Proper mask fit achieved
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Table 3: Studies on the use of Noninvasive Positive Pressure Ventilation in Chronic Respiratory Failure

Arterial Blood Gases

Duration of Use Symptom Relief

Years of Trials Baseline After NPPV Trial Time
pO2 pCO2 pO2 pCO2
1990 48.0 69.2 64.0 46.0 24 hrs Yes
1990 - 61.0 - 50.1 2.0 wk. Yes
1991 52.0 64.0 68.0 51.0 2.0 wk. Yes
1991 7.28 69.5 7.34 63.2 5.8 mo. Yes
1992 - 58.3 - 46.3 14.0 mo. Yes

ing evidence that intermittent positive pressure ven-
tilation is effective in treating certain forms of chron-
ic respiratory failure, patients must be carefully
selected to optimize chances for success (Table 4).
The patients with obstructive sleep apnea, central
hypoventilatory disorders and stabilized COPD are
usually suitable candidates for the chronic use of
noninvasive ventilation. The patients with very
slowly progressing neuromuscular disorders are also
good candidate for this ventilation. But the patients
with rapidly progressing muscular disease, such as
Duchenne type muscular dystrophy, applying non-
invasive ventilation may not a feasible approach for
its very short term use. Although noninvasive venti-
lation can be used uninterruptedly, some authors
recommends permanent tracheostomy in the
patients who required positive pressure ventilation
more than 16 hours per day.

Conclusions

It is obvious that, noninvasive positive pressure
ventilation offers many advantages comparing with
the alternative methods, such as endotracheal intu-
bation and negative pressure ventilation. With acute
respiratory failure, noninvasive ventilation may
obviate the need for endotracheal intubation, thus
possibly decrease the length of stay in the intensive
care unit. With chronic respiratory failure, it revers-
es nocturnal hypoventilation and improves daytime
symptoms and gas exchange.
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usually better tolerated by the patients. Despite all
the advantages of the noninvasive ventilation,
patients must be selected carefully. Patients with
acute respiratory failure must be sufficiently cooper-
ative and to coordinate their breathing with the ven-
tilator and the patients must not have excessive
secretions.

Respiratory failure is a life threatening condi-
tion. So the patients with respiratory failure must be
carefully managed. Many controlled studies are
needed to compare the various types of ventilation.

2) Brochard L, Isabey D, Piquet ], Amaro P, Mancebo J, Messadi
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with a face mask. N Engl ] Med. 1990; 323: 1523-30.



52 NONINVASIVE POSITIVE PRESSURE VENTILATION

3) Bryant LR. Mechanical respirators. Their use and aplication
in lung trauma. JAMA. 1967; 199: 149-54.

4) Chevrolet )JC, Joillet P, Abajo B, Toussi A, Louis M. Nasal pos-
itive pressure ventilation in patients with acute respi-
ratory failure. Difficult and time consuming proce-
dure for nurses. Chest. 1991; 100:775-82.

5) Di Marco AF, Connors AF, Altose MD. Management of
chronic alveoler hypoventilation with nasal positive
pressure breathing. Chest. 1987; 92:952-4.

6) Driver AG, Blackburn BB, Maraiard SP. Nutritional assesment
of patients with chronic obstructive pulmonary dis-
ease and acute respiratory failure: Chest 1982:
82:568-571.

7) Foglio C, Vitacca M, Quadri A, Scalvini S, Marangoni S,
Ambrosino N. Acute exacerbations in severe COLD
patients. Treatment using positive pressure ventila-
tion by nasal mask. Chest, 1992; 101:1533-8.

8) Goldstein RS, Molotiu N, Skrastins R, Long S, de Rosie J,
Contreras M, et al. Reversal of sleep induced
hypoventilation and chronic respiratory failure by
nocturnal negative pressure ventilation in patinets
with severe ventilatory impairment. Am Rev Respir
Dis. 1987; 135:1049-55.

9) Greenbaum DM, Miller JE, Eross B, Snyder JV; Continious
positive airway preesure without tracheal intubation
in spontaneously breathing patients. Chest 1976; 69:
615-19.

10) Hill NS. Clinical applications of body ventilators. Chest.
1986; 90:897-905.

11) Hurst JM, Deltaven CB, Branson RD, Use of CPAP mask as
the sole mode of ventilatory support in trauma
patients with mild to moderate respiratory support. J.
Trauma 1985: 25; 1065-68.

12) Leger P, Lennequin J, Gerard M, Robert D. Home positive
pressure ventilation via nasal mask for patients with
neuromuscular weakness or restrictive lung or chest
wall deformities. Respiratory Care. 1989; 34:73-7.

13) Marino W. Intermittant volume cycled mechanical ventila-
tion via nasal mask in patinets in respiratory failure
due to COPD. Chest. 1991; 99:681-4.

14) Meduri GU, Aboi Shala N, Fox RC, Jones CB, Leeper KV,
Wunderink RG. Noninvasive face mask mechanical
ventilation in patients with acute hypercapnic respi-
ratory failure. Chest. 1991; 100, 445-54.

15) Meduri GU, Conoscenti CC, Menashe P, Nair S.
Noninvasive face mask ventilation in patients with
acute respiratory failure. Chest. 1989; 95:865-70.

16) Pennock BE, Kaplan PD, Carlin BW, Sabangan JS,
Magovern JA. Pressure support ventilation with a
simplified ventilatory support system adminitered
with nasal mask in patients with respiratory failure.
Chest 1991; 100:1371-6.

17) Petrof B)., Legare M., Goldberg P., Milic-Emili ]., Gottfriend
Sb. Contunious positive airway pressure reduces
work of breathing and dyspnea during weaning from
mechanical ventilation in severe chronic obstructive
pulmonary disease. Am. Rev. Respir. D 1990; 141:
281-89.

18) Sanders MH, Moore SE, Evasluge J.; CPAP via nasal mask: a
treatment for occlusive sleep apnea, Chest 1983; 83:
144-45.

19) Strumpf DA, Millman RP, Hill NS. The management of
chronic hypoventilation. Chest. 1990; 98: 474-80.

20) Strumpf D, Carlisle CC, Millman RP- Simth KW, Hill NS. An
evaluation of the Respironics BIPAP Bi-level CPAP
device for delivery of assisted ventilation.
Respiratory Care 1990; 35: 415-22.



JOURNAL OF ANKARA MEDICAL SCHOOL Vol 18, No 1, 1996

53-56

ENDOVASCULAR COIL EMBOLIZATION OF BASILAR ANEURYSMS:
REPORT OF TWO CASES

Ayhan Attar™ ¢ Sadik Bilgi¢™™* o Ertekin Arasll**  Nihat Egemen”” ¢ Hakan Tuna®

Celal Bagdatoglu® « Umman Sanhdilek

kKA

case with subarachnoid hemorrhage is discussed.

SUMMARY
In cases of cerebral aneurysms in whom surgical therapy, fails or for aneurysms of surgically inaccessible
anatomic locations, interventional techniques that make use of coils may be a useful therapeutic alternative. In
this report, the endovascular coil embolization therapy for a incompletely surgically clipped basilar aneurysm

Key Words: Basilar Aneurysm, Endovascular Therapy, Coil Embolization.

Morgagni in 1761 was probably the first person
to recognize an intracranial aneurysm at the time of
autopsy. The first clinical diagnosis of aneurysm
that was proven later at autoppsy was made by
Hutchinson (10). Subsequent to the use of carotid
angiography by Moriz in 1927, aneurysms recog-
nized as a definite clinical entity. Intracranial
aneurysms are more common in 1% of the general
population (11). They are more common in females.
The youngest case of an aneurysm recognized and
treated successfully is a 4 week old infant (10). Of
intracranial aneurysms, 85 to 90 percent are in the
anterior portion of the circle of Wills and 3 to 15
percent in the posterior or vertebral basilar system
(13,14). Interventional treatment of complex
intravascular disorders, including arteriovenous
malformations and fistulas was first reported in the
early 1970’s by Serbinenko (15). Since then, contin-
ued advancements in microballoon and catheter
technology, steerable guide wires, permanent solid-
ifying materials, and high resolution Digital
Substraction Angiograpy with road mapping capa-
bility have allowed access to nearly all cere-
brovasscular territories (2,7). The combination of
partial surgical clipping followed by endovascular
treatment of the remaining aneurysm may prove to

be new theraphy for difficuilt aneurysm that can not
be treated by either modality alone(5).

CASE REPORT

CASE 1:

A 44 year old-man was transferred to depart-
ment of Neurosurgery, University of Ankara. He was
in a severe disabled condition with a GCS of 4
points. From his past medical history, it was learned
that 3 months ago, the same patieent was admitted
to an another neurosurgical center with the com-
plaints of headache, nausea and vomiting. Except
from the neck stifness, no profound neurological
abnormalities was detected. After diagnostic work-
up, he was operated for a giant-basilar aneurysm via
pterional approach. The aneurysm was tried to be
clipped and because of premature rupture and
bleeding during operation, also wrapping was
employed. The patient had no extra neurologic
deficit in the early post operative period. He was
readmitted to the same center after a month from
discharge with a sudden loss of consciousness.
Hydrocephalus was revealed by cranial CT scans
and V-P Shunting procedure was performed.
Respiratory distress began after the second opera-
tion and the patient was sent to our clinic.
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Fig. 1. Vertebral angiography in lateral view demonstrated ba-
silar tip aneurysm.

On admission, the patient was unconscious and
had no response to painful stimuli. He had anisoco-
ria, with the right pupil beign more dilated than the
left. The V-P shunt device was found to be nonfunc-
tioning. His CBC and blood biochemical analysis
were normal. After 4 vessel DSA, a basilary tip
aneurysm without involvement of both posterior
cerebral arteries was detected (Fig. 1) The two clips
which had been employed in the previous operation
were not located on the neck of the aneurysm. After
these, coil embolization of the aneurysm (Fig.2) and
a MP-VP shunt revision was performed. On control
DSA, the aneurysm was found to be entirely filled
with coils and on control CT Scans hydrocephalus
was decreased. In the post operative period, the
patient improved neurologically. He was obeying
verbal commands, trying to speak with ongoing left
hemiplegia in the first postoperative month. He is
still in the rehabilitation program of our clinic.

CASE 2:

58 year old woman was admitted to University
of Ankara, Department of Neurosurgery complaints
of headache and vomiting. From her past medical
history, it was learned that 15 years ago she had
operated for right posterior communican arteria
aneurysm in another neurosurgical center. After this
operation she had left hemiparesia. Her physical
examination was normal. Neurological examination
was normal except left hemiparesia, (+) neck stifness
and slightly increased deep tendon reflexes. CBC
and biochemical analysis were normal. Mctallic

Fig. 2. After coil embolization, total aneurysm occlusion was
demonstrated.

aneursym clip artefact and subarachnoid hemor-
rhage was seen on cranial tomography. Digital sub-
straction angiography revealed a basilar tip
aneurysm. The patient was hospitalized, 1 week
later her neurological condition was stabil, and
through femoral catheterization, aneurysm was
obliterated by microcoils without any complication.
Control DSA showed obliteration of aneurysm. 1
month later, on control neurological examination,
she had no neurological deficit except left hemi-
paresia.

DISCUSSION

Two percent of the entire population of the
United States will have an intracranial aneurysms. In
North America, 25000 intracranial aneurysm rup-
ture every year followed by bleeding into the sub-
arachnoid space or cerebral tissues(16). The prima-
ry purpose of treatment for ruptured intracranial
aneurysms is to prevent rebleeding which in most
cases would be catastrophic.

We don’t have enough information about statis-
tical analysis of aneurysms in Turkey. Interventional
treatment of complex intracranial vascular disorders
including arteriovenous malformations and fistulas
was first reported in the early 1970’s by Serbinenko.
Since, then, continued advancements in microbal-
loon and catheter technology, steereable guide
wires, permanent solidifying materials and high res-
olution digital subtraction angiography with road-
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Fig. 3. Vertebral angiography of the second case showed basi-
lar tip aneurysm.

mapping capability have allowed access to nearly
all cerebrovascular territor ies (7). Aneurysm occlu-
sion with coils was first reported by Hila (9) in 1988.
Coils of various sizes and shapes can be deposited
inside the sac, allowing more homogenous filling of
the lumen and a stable occlusion (3).

The indication for endovascular treatment was
based on a consensus between interventional neu-
roradiologists, neurosurgeons and anesthesiologist.
Endovascular treament was considered primarily for
anatomical reasons (giant , most posterior circula-
tion aneurysms), clinical reasons (Hunt and Hess
grades 3 and 4, anesthetic contraindications) or
when surgery was refused by the patient or the
patient’s family(2).

Most reports have discussed remnant aneurysm
filling below the clip with regard to ‘regrowth or
rehaemorrhage’. The management of incomplete
clipping of an aneurysm neck with contrast filling of
its residual aneurysm cavity above the clip have
been a clinical situation rarely reported in the liter-
ature (1). The issue of how to manage a residual
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Fig. 4. After coil embolization, total aneurysm occlusion was
demonstrated.

aneurysm should be surgical. Drake et al. have rec-
ommended reoperation and reclipping to obtain
complete aneurysm occlusion (4,12). Endovascular
treatment should be considered when surgery has a
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occlusion has previously been limited to ballon
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plications of bone marrow transplantation.

SUMMARY
A 19 year-old-woman underwent an allogeneic bone marrow transplantation for chronic myelogenous
leukemia (CML). She had both early and late onset haemorrhagic cystitis (HC) developed on the infusion day
and the 28th day, respectively. Gross haematuria persisted up to day +97. haematopoiesis became granulocyte-
colony stimulating factor factor (G-CSF) dependent during this period. No viral etiology was identified for HC
or poor graft function. HC was treated by formalin instillation and engraftment failure was overcome by second
allogeneic peripheral blood stem cell transplantation. We report here a very rare coexistence of two major com-

Key Words: Hemorrhagic cystitis, engraftment failure

Hemorrhagic cystitis (HC) refers to the syn-
drome of hematuria and symptoms of lower urinary
tract irritability. The incidence of hemorrhagic cysti-
tis which is seen after bone marrow transplantation
(BMT) varies considerably according to condition-
ing regimen and the preventative measures (1). HC
which has two main patterns of onset, can occur at
any time after BMT. Early onset HC is due to drugs
such as cyclophosphamide used in conditioning.
Late onset HC occurs weeks to months after the
transplantation and its pathogenesis is more com-
plex. Early onset HC is a well-known risk factor for
late onset HC. Most of the cases are associated with
viruria or graft versus host disease (GVHD). We pre-
sent here a patient having both early and late onset
HC and subsequent graft failure with no document-
ed GVHD or viruria.

CASE REPORT

A 19-year-old woman with chronic myeloge-
nous leukaemia underwent BMT from her HLA-
matched sister using busulfan (16 mg/kg) and
cyclophosphamide (200 mg/kg) conditioning.
MESNA, forced diuresis and urine alkalinization
were used as prophylaxis for HC. A total of 1490 cc

bone marrow was harvested under general anesthe-
sia. Mononuclear cells separated with a cell separa-
tor (COBE Spectra). 1,1 x 1Dn/kg mononuclear cells
and 3,26 x 10° CD34 (+) cells/kg were transplanted.
She received cyclosporine and short-term
methotrexate for GVHD prophylaxis and acyclovir
for herpesvirus, fluconazole for candida. G-CSF
(Neupogen, Roche) were given to fasten the
haematopoietic recovery. On the infusion day, she
presented with urinary frequency and dysuria with
microscopic haematuria. The culture of urine was
negative for bacteria. The amount of hydration was
increased to seven liters per day. The symptoms and
signs disappeared on the 6th day. The urinary dis-
comfort with gross haematuria reappeared on the
28th day. This time, the culture of the urine revealed
the Klebsiella as causative agent, thus imipenem
and amikacin were started. Although the CMV IgM
was negative, iv Ig 500 mg/kg weekly were added.
Gross haematuria decreased by the time. One week
later, the urinary symptoms and haematuria were
minimal and urine culture was again negative for
bag:teria. The neutrophil count reached to 0.5 x
107/L on day 34. imipenem and amikacin treatment
were stopped on day 37. But the haematuria aggra-
vated within 24 hours after the cessation of the ther-
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apy. On the 40 th day, complete blood count
showed a leukocyte of 2.1 x 109 /L, platelet of 19 x
10%/L and Hb 8.4 g/dl. G-CSF was stopped on day
43 and ciprofloxacin po was added to treatment for
prophylaxis.. Electron microscopy showed no inclu-
sion body for virus in urine. The neutrophil count
decreased to 0.5 x 10%/L on day 47. Anti Parvovirus
B19-IgM and CMV-IgM were negative on the same
day. Staphylococcus (coagulase negative) was iso-
lated in culture of urine on day 51. (Sulbactam +
ampicillin) treatment was started according to the
drug sensitivity test. Histopathologic examination of
bone marrow revealed advanced hypocellularity
with marked oedema. But platelet counts reached to
>20 x 1091 and >100 x 109L on day 50 and 59,
respectively. Vesicular washes were started.
Cytogenetic examination of bone marrow resulted
in Ph (-) karyograms, which was confirmed by
(FISH). Haematuria persisted with deep fluctuaitons
during this period. Although the findings indicating
viral etiology were negative, ribavirin capsule which
is used successfully in adenovirus associated haem-
orrhagic cystitis after intravenously (3), (VirazideR,
Cilag) 1200 mg/day per oral were started because of
unavailability of parenteral form in our country. Hb
level decreased to the nadir of 4.6 g/dl due to
haematuria. Leukocytes became G-CSF dependent
and decreased to 0.8 x 109/ without G-CSF on day
87. Patient’'s sympoms did not improve with rib-
avirin treatment. A large haemorrhagic area and
some large clot formation were seen and removed
by cytoscopy. Formalin instillation was the treat-
ment of choice on day 97. On the same day com-
pleete blood counts were as follows: neutrophil 0.4
x 109/L platelet 19x10%L, Hb 6.6 g/dl. it was decid-
ed to perform an allo PSCT to overcome the sec-
ondary engraftment failure. The donor’s leukocytes
were stimulated with G-CSF 30 MU/day. A total of
7.1 x 108/kg mononuclear cells and 5.7 x 106/kg
CD34 (+) cells/kg were harvested and infused imme-
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diately on day 6 and 7. There were no platelet
requirement and only two packs of erythrocytes
were given after the allo infusion up to the discharge
of patient. On day 134, after 27 days from the
alloinfusion, she was discharged with hematological
values as follows: WBC 2.2 x 109/L, neutrophil 1.6
x 10%L, platelet 65X109/L, Hb 9.2 g/dl. She has
been alive and well for a year.

DISCUSSION

A number of variables have been associated
with graft failure. Included among these are inade-
quate conditioning regimen, inadequate number of
stem cells, damaged stem cells by prior chemother-
apy and infections (2). A vairety of infectious agents
including bacteria, fungi, viruses have all been asso-
ciated with haematopoietic suppression. Certain
CMV isolates also appear to affect stromal cells. But
there is no known, common etiologic agent both for
engraftment failure and (HC). CMV IgM and anti-
HCV were negative in our patient in several situa-
tion. Although the influence of the number of
infused progenitor cells on the engraftment is con-
troversial, transfused (MNC) and CD34 (+) cells
number were within the acceptable limits in our
patient. Also, inadequate conditioning regimen was
not a contributing factor in this case. She had been
transplanted within 1 year after the initial diagnosis
of CML. So, she had not received prior chemothera-
py which may damage to stem cells. Finally, there
were no HLA-disparity and ABO-incompatibility.
Although an association between hepatitis and
incomplete recovery after syngeneic transplant has
been reported and treated successfully with second
transplantation(4), we report this case because both
for the rare coexistence of HC and poor graft func-
tion and also the overcoming of these complications
by allogeneic stem cell transplantation.
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after bone marrow transplantation successfully treat-
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features of malakoplakia.
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SUMMARY
Malakoplakia is a rare granulomatous disease most commonly affecting the urinary tract, mainly the blad-

A 71-year old man with a history of recurrent urinary tract infection, urinary frequency and nocturia was
referred with a diagnosis of infravezica obstruction. Both physical examination and laboratory findings were sus-
picious for prostate cancer. Transrectal needle biopsy was performed and pathology revelaed histopathologcal

A prostatic malakoplakia that mimics prostate
cancer is presented. Malakoplakia of the prostate is
a rare granulomatous disease. And it is found that
Malakoplakia is seen more often in the bladder than
the other part of the urinary tract.

In this report, we describe both physical exami-
nation and laboratory findings.

The synchronous presentatism of prostate can-
cer and prostatic malakoplakia is also discussed
under the view of literature.

CASE REPORT

A 71-yearold man with a history of recurrent
proven Escherichia coli urinary tract infection, uri-
nary frequency and nocturia was referred with a
diagnosis of bladder outlet obstruction. Prostate
Spesific Antigen level was found significantly ele-
vated as much as metastatic prostate cancer. Digital
examination and transrectal ultrasound of the
prostate were most compatible with carcinoma. On
the other hand, isotope bone scan showed no evi-
dence of bony metastases. Transrectal needle biop-
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sy was performed and pathology revealed

histopathological features of malakoplakia (Fig.1).
the patient was then treated with long-term use of
trimethoprim-sulfamethoxazole and ascorbic acid.
After a 27-month-follow-up period the patient
remained well without urinary tract infection.

L L,
— . ! &

Fig. 1: Histiocytes (so called von Hansemann cells) which inc-
lude intracytoplasmic inclusion known as Michaelis-
Gutmann bodies (arrow) are seen (x100, H-E).
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DISCUSSION

Malakoplakia is a rare granulomatous disease
most commonly affecting the urinary tract, mainly
the baldder (6,7). Less frequently the condition
affects the genital tract and retroperitoneum, and
sooradic cases have been reported involving the
lung, brain, conjunctiva, pancreas, skin, tonsils,
adrenal gland and skeleton (6,7).

The etiology and pathogenesis of malakoplakia
of the prostate are unsettled. The first case involving
the prostate was reported by Carruthers in 1959(1).
Twentynine additional cases have been reported in
the more recent literature (2). The patients, who
range in age from the fifth decaded to the ninth

REFERENCES

1. Carruthers NC.: Malakoplakia: report of a case. Canad } Surg,
2:213, 1959.

2. Coup AJ.: Malakoplakia of the prostate. ) Pathol, 119: 119,
1976.

3. Ferreira AA, Alvarengo M.: Malakoplakia of the prostate con-
fused with clear cell carcinomas. ] Urol, 116: 828,
1976.

4. Klaaborg KE, Bennedbaek ) and Staklint H.: Two cases of
malakoplakia of the prostate. Eur Urol, 11:137,
1985.

5. Liu S Christmas T} and Kirby RS.: Malakoplakia and carcino-
ma of the prostate. Br J Urol, 72: 120, 1993.

decade, most commonly have urinary retention or
dysuria (9), and has been frequently reported to be
associated with recurrent E. Coli Urinary tract infec-
tions (8), as in the present case. The diagnosis is his-
tological, with the classical Michaelis-Gutmann
bodies as its pathognomic finding (4).

As in other locations, malakoplakia of the
prostate has been mistaken for carcinoma (2,3). On
the other hand two cases of malakoplakia associat-
ed with prostatic carcinoma has been reported pre-
viosly (5). Additionally , there have been four previ-
ously reported cases of malakoplakia misdiagnosed
histopathologically as carcinoma of the prostate
(2,3,8,10). So, one must be alerted for the presence
of malignancy when come across malakoplakia of
the prostate.

6. Long JP, and Althausen AF.: Malakopakia: a 25-year experi-
ence with a review of the literature. ] Urol, 141:
1328, 1989.

7. Mc Clure J.: Malakoplakia ] Path, 140: 275, 1983.

8. Mc Clure ).: Malakoplakia of the prostate: a report of two
cases and a review of the literature. J Clin Pathol, 32:
629, 1979.

9. Petersen RO.: Urologic Pathology, ]B Lippincott Company,
Philadelphia, 1993, pp 588-590.

10. Rubenstein M Bucy }G.: Malakoplakia of the prostate. South
Med ), 70: 351, 1977.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'STEP'] [Based on 'STEP'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /ExportLayers /ExportAllLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed true
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




