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Abstract: Aim: The aim of the study involved the assessment of long-term effectiveness of mycophenolate mofetil treatment in patients
with chronic non-infectious uveitis.
Material and Methods: A retrospective analysis included case histories of 19 patients receiving mycophenolate mofetil with
a follow-up period of at least 36 months. \We assessed the possibility of reducing the dose of prednisolone to a dose equal to
or lower than 10 mg daily and achieving a remission after mycophenolate mofetil discontinuation. Moreover, the change in the
best corrected visual acuity was evaluated at baseline and at the end of the follow-up.
Results: Nineteen patients were included in the study. The majority of them were women (18/19; 95%). The average age when
immunosuppressive therapy was introduced was 44 years (ranging from 21 to 75 years). The therapeutic success of glucocor-
ticosteroid reduction, defined as the absence of symptoms of inflammation at the dose of prednisolone equal to or lower than
10 mg per day, recorded during at least two follow-up visits planned 28 days apart after one year of therapy was obtained in
13 out of 16 patients (81%), and after two years — in 14 out of 16 patients (87%). After the completion of the therapy the re-
currence was noted in 7 patients on average after a year. The total of 20 out of 31 eyes (64%) achieved vision stabilization, an
improvement occurred in eight eyes (26%) and deterioration in three (10%).
Conclusions: Data obtained from this study confirm the long-term effectiveness of mycophenolate mofetil in the treatment of
non-infectious uveitis.
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Abstrakt: Cel: ocena diugoterminowego efektu leczenia mykofenolanem mofetilu pacjentéw z przewleklym nieinfekcyjnym zapaleniem
btony naczyniowej.
Materiat i metody: dokonano retrospektywnej analizy historii choréb 19 pacjentéw otrzymujacych mykofenolan mofetilu, u kté-
rych okres obserwacji wynosit przynajmniej 36 miesiecy. Oceniano mozliwo$¢ zredukowania dawki prednizolonu do dawki réw-
nej 10 mg badz mniejszej dziennie, a takze uzyskanie remisji po odstawieniu mykofenolanu mofetilu. Analizowano réwniez zmia-
ne najlepszej skorygowanej ostrosci wzroku na poczatku leczenia i na koficu obserwacji.
Wyniki: do badania wiaczono 19 pacjentéw. Wigkszosé z nich stanowily kobiety, az 18 (95%). Srednia wieku podczas wigczania
terapii immunosupresyjnej to 44 lata (zakres od 21 do 75 lat). Sukces terapeutyczny redukcji glikokortykosteroidéw okreslono
jako brak objawéw zapalenia w warunkach stosowania dawki prednizolonu réwnej 10 mg badz mniejszej dziennie, odnotowany
na przynajmniej dwach wizytach kontrolnych oddzielonych 28 dniami przerwy, po roku terapii uzyskano go u 13 spo$réd 16 pac-
jentéw (81%), po dwdch latach terapii — u 14 sposréd 16 pacjentéw (87%). Po zakonczeniu terapii u 7 0séb zaobserwowano
ponowne wystapienie choroby — $rednio po roku. W 20 oczach (64%) sposréd 31 oczu uzyskano stabilizacje widzenia, poprawa
wystapita w 8 oczach (26%), a pogorszenie w 3 oczach (10%).
Whioski: uzyskane dane potwierdzajg diugotrwala skuteczno$é¢ mykofenolanu mofetilu w leczeniu nieinfekcyjnego zapalenia bto-
ny naczyniowej.

Stowa kluczowe:  mykofenolan mofetilu, nieinfekcyjne zapalenie btony naczyniowej, leczenie immunosupresyjne
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Introduction determine explicitly. Local and systemic glucocorticosteroids
Non-infectious uveitis refers to a group of pathologies cha-  (GC) are still the basic treatment. However, due to their inef-
racterized by various etiologies which are frequently difficult to  fectiveness in some patients immunosuppressive drugs need to

ISSN 0023-2157 Index 362646 E




Does the beneficial effect of mycophenolate mofetil persist long-term in the treatment of non-infectious uveitis?

be introduced. In 2000 the American Journal of Ophthalmology

published guidelines referring to the cases in which such a tre-

atment should be considered (1):

* lack of local status improvement following a monthly tre-
atment with glucocorticosteroids (at a dose equivalent to
60 mg of prednisone daily),

* lack of inflammation remission following a long-term tre-
atment with glucocorticosteroids at a dose equivalent to
10 mg of prednisone daily,

» the occurrence of adverse effects during glucocorticosteroid
therapy necessitating the discontinuation or marked dose
reduction,

* in case of poor response to glucocorticosteroid therapy in
a given condition.

The classification of immunosuppressive drugs is based on
various mechanisms of action. Four main groups may be distingu-
ished: antimetabolites, T-lymphocyte inhibitors, alkylating agents
and biological drugs. Mycophenolate mofetil (MMF), together with
azathioprine and methotrexate belong to the group of antimetabo-
lites. MMF is a selective, reversible and noncompetitive inhibitor
of inosine monophosphate dehydrogenase (IMPDH). This enzyme
takes part in the synthesis of guanine nucleotides. DNA synthesis
block, GTP pool depletion and protein glycosylation impairment are
the direct consequences of inhibiting its activity.

A high effectiveness of MMF in the treatment of non-infectious
uveitis is well-documented (2, 3, 4, 5, 6). However, the majority of
authors limited the follow-up period to 12 months in patients un-
dergoing the treatment. Few authors published data obtained from
long-term assessment of the effectiveness of this antimetabolite.

The aim of the study involved the assessment of long-term
effectiveness of mycophenolate mofetil treatment in patients
with chronic non-infectious uveitis. The follow-up period of at
least 36 months was an inclusion criterion in this study.

Material and Methods

A retrospective analysis of data included in 31 case histo-
ries was conducted. The study group patients were treated with
mycophenolate mofetil for non-infectious uveitis at the clinic of
Independent Public University Ophthalmic Hospital in Warsaw.
19 patients with a follow-up period of at least 36 months were
qualified for the study.

Patients qualified for immunosuppressive treatment were re-
cruited from a group of the most severe cases. They usually had
had a history of several years of the disease with several recur-
rences of the inflammation. When MMF was introduced into the
treatment most of the patients were receiving GCs. The criteria for
inclusion were as follows: a diagnosis of chronic non-infectious
uveitis, mycophenolate mofetil treatment and 36 months of docu-
mented follow-up. The exclusion criteria were the inflammation of
eye tissue other than uveitis and a shorter follow-up period.

The regimen of mycophenolate mofetil treatment was deter-
mined individually for each patient. The dose depended on the
type of uveitis and the general health of the patient comprising
the body weight and concomitant systemic diseases. Initially,
the majority of patients received 1000 mg of MMF twice a day
and GCs. At first we aimed at the reduction of GC dose combi-
ned with a gradual reduction of MMF dose. Subsequently, MMF
discontinuation was planned. If uveitis recurred during the pro-

cess of dose reduction, the dose of the immunosuppressive
drug was increased again. Since immunosuppressive therapy
may activate viral infections (e.g. herpes simplex virus, cytome-
galovirus, human papillomavirus) and induce atypical infections
(Pneumocystis jirovecii), prophylaxis for 6 months with acyclo-
vir (4 < 400 mg daily) and co-trimazole (480 mg twice daily for
3 months tapered to 480 mg daily) was introduced.

During the treatment we aimed at achieving the remission
of uveitis manifestations while introducing the maximum reduc-
tion of GC dose (equal to or lower than 10 mg of prednisolone)
and a complete MMF discontinuation. According to SUN Wor-
king Group guidelines the therapeutic success of GCs dose re-
duction was defined as the lack of inflammation manifestations
at a dose of prednisolone equal to or lower than 10 mg daily
(or an equivalent dose of methylprednisolone). The remission of
inflammation after GC dose reduction had to be reported during
at least two follow-up visits 28 days apart.

The remission was also determined using those guidelines
according to which 3 asymptomatic months following MMF dis-
continuation was viewed as achieving therapeutic success (7).

At baseline all the patients underwent a complete ophthal-
mological examination including best corrected visual acuity
(BCVA), tonometry, the assessment of the anterior and poste-
rior segment of the eye with the slit lamp. The classification of
uveitis was performed on the basis of guidelines of the Stan-
dardization of Uveitis Nomenclature (SUN) Working Group (7).
The following information concerning the patients qualified for
the study was obtained from their medical histories: demogra-
phic data, information about the duration of the disease and
the number of recurrences prior to MMF introduction, previous
immunosuppressive therapy, the reason for MMF introduction,
drug dosages, disease complications, the frequency of surgi-
cal procedures, treatment duration, follow-up durations and
the occurrence of inflammatory relapses during those periods,
achieving the effectiveness of glucocorticosteroid dose reduc-
tion, successful remission obtained after MMF discontinuation,
reason for MMF discontinuation, the occurrence of adverse ef-
fects and BCVA. The frequency of follow-up visits depended on
the local status and the stage of treatment of a patient.

The aim of the study involved the assessment of the effec-
tiveness of mycophenolate mofetil treatment in patients with
chronic non-infectious uveitis. The effectiveness was assessed
at several levels. Firstly, it concerned the possibility of reducing
GCs dose to a pre-specified level. Secondly, it analysed the fact
of achieving remission after MMF discontinuation. Thirdly, we
evaluated the treatment basing on the comparison between ba-
seline and final BCVA.

Visual acuity was assessed during each follow-up visit with
the Snellen chart. The values obtained during examination were
changed in accordance with appropriate rules into logMAR units
with the lowest: counting fingers in front of the patient’s eye — 1.9;
hand motion in front of the patient’s eye — 2.3; light perception
— 2.7; no light perception — 3.0. Improvement or deterioration in
visual acuity was reported with a change of at least 0.3 logMAR
which translates into three rows on the Snellen chart.

Follow-up visits involved taking a history concerning possi-
ble adverse effects of the therapy and the assessment of basic
laboratory tests. The small size of the study group was the re-
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ason why statistical formulas could not be used. Therefore, the
calculations were executed with Excel spreadsheet.

The retrospective study was approved by the Bioethics Bo-
ard of the Medical University of Warsaw.

Results

19 patients were included in the study. The majority of them
were women (18/19; 95%). The average age when immunosup-
pressive therapy was introduced was 44 years (ranging from
21 to 75 years). Table | includes patient characteristics.

Patients qualified for immunosuppressive treatment were re-
cruited from a group of the most severe cases. Over half of the
patients had had at least 6 inflammatory episodes prior to MMF
introduction and the average duration of the disease was 10 years.

Patients characteristics/

The average duration of follow-up after MMF therapy ini-
tiation was 51 months, the longest one was 106 months with
a minimum of 36 months being an inclusion criterion. One pa-
tient was also continued on cyclosporine for the first 10 months
of mycophenolate mofetil treatment.

The therapeutic success was defined as the absence of
symptoms of inflammation at the dose of prednisolone of
<10 mg per day, recorded during at least two follow-up visits
planned 28 days apart. Three patients did not receive GCs
during MMF treatment. A yearly therapy proved successful
in 13 out of 16 patients (81%), and two years of therapy — in
14 out of 16 patients (87%). Detailed data concerning GC dose
reduction are included in Figure 1. Notably, some patients had
the dose reduced to 10 mg during the first year, and then GC

Charakterystyka pacjentow n E
Mean age/ Srednia wieku [years/lata] 44.3 (21-75)
% female/ % kobiet 18 95%
Unilateral uveitis (R/L)/ Choroba jednooczna (P/L) 7(2/5) 37% (11/26)
Bilateral uveitis/ Choroba obuoczna 12 63%
Uveitis type/ Typ zapalenia
Anterior uvritis/ Zapalenie przedniego odcinka btony naczyniowej 6 32%
Intermediate uveitis/ Zapalenie czesci posredniej btony naczyniowej 3 16%
Posterior uveitis/ Zapalenie tylnego odcinka btony naczyniowej 4 21%
Panuveitis / Zapalenie catej btony naczyniowe;j 6 32%
Mean durationof uveitis before MIMF/ Sredni czas trwania choroby przed wiaczeniem MMF [lata] 10.3
min [years] 0.1
max [years] 31
Number of episodes before MMF/ Liczba epizodéw przed wigczeniem immunosupres;ji
Less than 5 episodes/ Ponizej 5 epizodéw 8 42%
6—10 episodes/ Od 6 do 10 epizodéw 2 10%
More than 10 episodes/ Powyzej 10 epizodow 9 48%
Previous immunosuppresive treatment/ Wcze$niejsze leczenie immunosupresyjne 1 37%
Azathiopryne 5 12%
Cyclosporyne A 1 14%
Methotrexate 1 14%
Reason for starting MMF treatment/ Powéd wtaczenia MMF
Ingfﬁcacy of c.orticosF.eroid the.rapy/ o 8
Niepowodzenie terapii samymi steroidami
Dependence on steroids/ Steroidozalezno$¢ 2
Inefficacy of preyi_o_us immun9suppresive therapy/ 5
Brak skutecznos$ci innych lekéw immunosupresyjnych
Other reason/ Inny powdd 4

Tab. 1.
Tab. I.

Patient characteristics, uveitis and treatment.
Charakterystyka pacjentéw, choroby i leczenia.
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dose was further reduced to 5 mg and even discontinued.
At the beginning of MMF treatment 13 patients received predni-
sone at a dose higher than 10 mg daily (68%).

Corticosteriod dose reduction’ Osiagniccie krvierinm
redukefi dawkl (IS
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Fig. 1. Prednisone dose reduction after one, two and three years

of follow-up.
Ryec. 1. Uzyskanie redukcji dawki prednizonu po roku, dwdch i trzech
latach obserwacii.

All the patients received MMF for the first 6 months. After
a year the treatment was continued in 12 patients (63%), and
after two years — in 4 patients (21%). The average baseline
dose of MMF was 1763 mg, with 16 patients (84%) receiving
1500 mg or 2000 mg daily. The first dose reduction was done
after the average of 4 months of treatment with 13 patients
(68%) having the dose reduced during the first 3 months of
treatment. Average doses during two years of follow-up are
included in Figure 2. The increase at 18 months of treatment
was associated with an increased MMF dose in two out of six
patients. In one patient the change of dose was connected with
perioperative cataract prophylaxis and in the other — to the oc-
currence of an inflammatory episode.

The average duration of treatment in the study group was
30 months (from 4 to 106 months). The average duration of fol-

Recurrence of inflammation/ Nawroty zapalenia

Patients with recurrences after dose reduction of MMF/
Liczba osdb, u ktdérych wystapit nawrét po redukcji dawki MMF

Patients with recurrences after MMF discontinuation/
Liczba os6b, u ktérych wystapit nawrét po odstawieniu MMF

Has the immunosuppressive drug been re-introduced?/
Czy lek immunosupresyjny zostat ponownie wigczony?

fAverage MMF dosagef

Srednia dawka MAF

Fig. 2.  Average MMF dosage.
Ryc. 2. Srednie dawki MMF.

low-up after treatment was 21 months (from 0 to 42 months).
The analysis of the causes of MMF discontinuation were as fol-
lows: 59% patients achieved a therapeutic success, in 10% the
therapy was ineffective, 5% of patients had adverse effects, one
patient (5%) failed to observe medical advice and made a per-
sonal decision to discontinue the drug. Four patients continued
treatment with MMF at the moment of study completion.

During the treatment, inflammatory episodes occurred in eight
patients (42%). Recurrences were the most common after GC dose
reduction — 4 times, 3 episodes were reported with mycophenola-
te mofetil dose reduction and 3 others when both MMF and GCs
were reduced. The average MMF dose at which the inflammatory
process recurred was 875 mg, with as many as 5 patients (62.5%)
receiving a 500 mg dose of immunosuppressive drug at that time.
However, after completing the treatment the disease recurred in 7
patients — on average after a year. Interestingly, an inflammatory
episode occurred in 5 patients over a 7-month period, while no re-
currences were noted over a 3-month period. A remission criterion
was met in all the patients after MMF discontinuation. Detailed
data are included in Table II.

Data/ Dane
6
The mean dose of MMF at which the uveitis recurred/ 875 mg/da
Srednia dawka jakg podawano gdy wystapit nawrét g/day
How many patients then received 500mg/ day?/ 5
llu pacjentéw otrzymywato wtedy 500 mg/dz?
7
The average time after which the relapse occurred [month]/
o . - > . o 1.7
Po jakim czasie od odstawienia wystapita nawré6t? [w miesigcach]
The number of patients whose relapse occurred after 7 months?/ 5
U ilu pacjentéw nawrdt wystapit do 7. miesigca?
3
Which drug was re-introduced?/ Jaki lek wigczono ponownie? MMEF-2
MTX-1

Tab. Il

Detailed data on recurrence of inflammation during the whole observation.

Tab. Il. Szczegétowe dane dotyczace nawrotow zapalenia podczas catej obserwaciji.
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The most common ophthalmological complication occurring
in the study group was cataract (15 patients, 79%), thus phaco-
emulsification was the dominant surgical procedure (13 surge-
ries). Data are included in Figures 3a and 3b.
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Fig 3a., 3b. Complications and procedures during the follow-up pe-
riod.

Ryc. 3a., 3b. Powikfania i wykonane procedury podczas okresu obser-
wacji.

A long-term effect of immunosuppressive treatment was
assessed on the basis of the best corrected visual acuity. The
following BCVA values were compared: at the beginning of
MMF treatment and at the end of follow-up. In case of bilateral
disease the BCVA was analyzed in the eye with the superior
visual acuity. A total of 20 out of 31 eyes (64%) achieved vision
stabilization, an improvement occurred in 8 eyes (26%) and de-
terioration in 3 (10%).

During mycophenolate mofetil treatment 5 patients (26%)
experienced adverse effects and 2 of them required dose reduc-
tion. Hematologic abnormalities were the most common. The
severity of adverse effects necessitated drug discontinuation in
one patient. She experienced hematologic complications ma-
nifesting as ecchymoses and hematomas affecting the whole
skin. Despite dose reduction the patient lost her consciousness
and had to be hospitalized.

Discussion

The aim of the present involved a detailed assessment of
non-infectious uveitis treated with mycophenolate mofetil with
the follow-up period of at least 3 years. We also assessed to
what extent the therapeutic success achieved at the beginning
of the treatment continued over time and how commonly the
disease recurred after mycophenolate mofetil discontinuation.

The majority of published research papers concerning the use
of MMF in patients with uveitis involved a short follow-up period,
usually limited to a year. Few researchers concentrated on the
description of changes occurring after a period of 12 months.

In the present paper therapeutic success, defined as the
possibility of prednisone dose reduction to 10 mg and also in-
activity of uveitis during the 12" month of the follow-up, was
achieved by 81% of patients. Such a result is comparable with
proportions obtained in other studies — from 72% (8), through
83.3% (9), 84.6% (2) to 86% (4) of patients. A certain aspect of
GC dose reduction is worth noting. During long-term follow-up
some patients achieved the aim over the first months of MMF
treatment, but later, if the disease recurred, a dose increase
was necessary. The present authors decided not to include gra-
phically presented data which were prepared, because it would
considerably impede the interpretation of the results.

The patients treated with mycophenolate mofetil at our clinic
were initially administered a dose of 1000 mg twice daily in most
cases, which correlates with treatment regimens implemented in
other centers. However, professional literature provides scarce
data referring to the continuation of MMF treatment in patients
with uveitis. Teoh et al. reported that in their center the initial
dose amounted to 2000 mg daily. In case of the ineffectiveness
of treatment it was increased to 3000 mg daily and reduced to
1000 mg if good response was achieved. The authors did not spe-
cify the period during which the effectiveness was assessed (2).
Chilean physicians implemented a slightly different strategy. They
initiated the treatment on 500 mg twice daily and increased it
later to 2000 mg administered in two doses. Treatment regimen
was not described, but it may be indirectly inferred that high do-
ses of MMF were administered over a long time. Two patients
experienced serious complications (non-Hodgkin lymphoma and
bronchioalveolar carcinoma) after a 38-month treatment with
2000 mg of MMF and after a 36-month treatment with 1500 mg
of MMF daily. Siepmann et al. implemented a completely diffe-
rent regimen with the initial dose of 1000 mg daily which was
increased to 2000 mg after a week and maintained at the same
level until the end of the treatment. The average duration of MMF
treatment varied depending on the segment of the uvea affec-
ted with the inflammation: anterior — 15.5 months, intermediate
— 20 months, posterior — 15.3 and 19.5 months in panuveitis (5).
MMF treatment regimen implemented at our clinic encompasses
an initial dose of 1500-2000 mg daily continued for several mon-
ths and then it is relatively rapidly reduced in order to achieve
c.a. half of the initial dose after a 6-month therapy. After a year
of treatment MMF was still administered to 63% of patients, after
two years — only 31%, and after 3 years — to 26% of patients.

Dochevy et al. reported MMF treatment with the follow-up pe-
riod of five years, the average MIMF treatment duration of 52 months
(from 11 to 111 months) with only 33% of patients in whom the
drug was discontinued because of achieving the pre-planned effec-
tiveness. The authors did not include information concerning the
posology. In the present study the patients were followed up for
a shorter period (at least 3 years; average — 51 months) and the
average treatment duration was 30 months (from 4 to 106 months),
but a therapeutic success was achieved in as many as 59% of pa-
tients, so MMF was discontinued. If we comprise the fact that the
disease recurred in 2 patients and MMF had to be reintroduced,
the percentage falls to 47%. The difference may result from patient
characteristics — in the study by Doycheva et al. the inflammation
affected mainly the intermediate uvea (70% of the participants)
and it was demonstrated that MMF was not the most effective
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drug in this group. A study which was a part of SITE Cohort Stu-
dy included 145 patients with non-infectious ocular tissue inflam-
mation [predominantly uveitis (63%), but also scleritis (11%) and
pemphigoid (23%)]. The patients received azathioprine as the sole
immunosuppressive drug. The researchers noted that azathioprine
was particularly effective in the treatment of an inflammation of
the intermediate uvea. After a 6-month treatment a complete re-
mission of the manifestations of the inflammation was achieved in
41% of patients in the whole group, and in as many as 69% in the
group of intermediate uveitis (10).

In the present study 3 patients received mycophenolate mo-
fetil as monotherapy. Two of them had no recurrences both du-
ring the treatment and the follow-up period which suggests the
effectiveness of MMF monotherapy. Lau et al. reached a com-
pletely different conclusion. They assessed a long-term effect
of MMF monotherapy as insufficient and reported that its com-
bination with prednisolone and cyclosporin provided long-term
remission of the inflammation (9).

SUN Working Group experts indicated that the changes in
best corrected visual acuity were the most sensitive index of
long-term assessment of immunosuppressive treatment in uve-
itis. Achieving the stabilization and even an improvement of vi-
sion in patients with uveitis is a major success, due to the fact
that this disease, if left untreated, may lead to blindness. A chro-
nic character and frequent recurrences lead to a significant re-
duction in visual acuity and, as a consequence, the inability to
continue professional activity. Uveitis is classified as a rare di-
sease with 38 cases per 100 000 people. However, in develo-
ped countries it is the fourth most common cause of blindness
in professionally active individuals. In the present study 64% of
patients achieved BCVA stabilization and 26% — BCVA improve-
ment. The result is slightly higher than in other studies. Doycheva
et al. reported a stabilization in 60% and an improvement in 22%
of patients. In 2016 Rodriguez et al. reported BCVA improvement
or stabilization in 75% of patients (6). As regards the results of
visual acuity it needs to be emphasized that immunosuppressive
treatment in uveitis is not a contraindication to cataract surgery
in our department. Achieving several months of remission and
the implementation of perioperative anti-inflammatory prophyla-
xis facilitates performing a surgery safely. Phacoemulsification
was performed in 13 out of 15 patients with a diagnosis of cata-
ract, which also contributed to good visual acuity results.

Mycophenolate mofetil is a well-tolerated immunosuppres-
sive drug. The most commonly reported adverse effects inclu-
de gastrointestinal disorders, i.e. abdominal pain, diarrhoea and
vomiting. According to some authors the second most common
group of complications includes fatigue, headache, general ma-
laise, while other authors listed hematologic disorders (anemia,
lymphopenia). Adverse effects were reported only in 26% of pa-
tients in this study group. Such a low percentage may result from
a relatively rapid MMF dose reduction during the treatment.

Data obtained from this study confirm the long-term effecti-
veness of MMF in the treatment of noninfectious uveitis. A com-
parison with other centers treating patients with uveitis shows
that treatment duration is shorter at our clinic and the high initial
doses of the drug are also more rapidly reduced. However, such
a treatment regimen is less demanding as regards the patient,
and does not significantly affect treatment outcomes.

The duration of follow-up in our study is a major advanta-
ge of the present study. It was emphasized in the Introduction
section that professional literature includes few reports asses-
sing the disease status after 1 year of follow-up. Knowledge
gained from the present study may help ophthalmologists in
conducting immunosuppressive treatment in patients with non-
-infectious uveitis. However, the present authors are aware of
limitations resulting from retrospective data analysis, as some
information may have been skipped in medical records. More-
over, the number of patients with a history that was long eno-
ugh might also influence the assessment of the results.
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