
416

Wiadomości Lekarskie, VOLUME LXXV, ISSUE 2, FEBRUARY 2022 © Aluna Publishing

INTRODUCTION
Acantholytic pemphigus (AP) belongs to a group of par-
ticularly severe skin and/or mucosal diseases that lead 
to disability or death [1]. This is an autoimmune disease 
whose morphological feature is acantholysis induced by au-
toantibodies to desmosomal proteins of keratinocytes [2].

Before the advent of steroids, the mortality rate reached 
almost 100%. From 1950 to the present day, mortality has 
decreased 10 fold due to the use of SGCs [3].

In terms of prevalence, the global average incidence of 
AP is low and is regionally dependent. Thus, in European 
countries it is as follows: Finland – 0.08, France – 0.17, 
Bulgaria – 0.47 and Greece – 0.93 cases per 100 thousand 
population. AP is most common in Jews and people of 
Mediterranean and Middle East origin. In Israel, the inci-
dence of pemphigus reaches 1.62, in Tehran – 1.6, in Iran 
– 1.0 cases per 100 thousand population, which is much 
higher than in Europe. [4].

It is important to note that the grave condition of 
patients with this pathology occurs due to the impaired 
skin barrier function and mucous membranes, second-
ary infection, loss of biologically active trace substances, 
fluid, protein, carbohydrate and lipid metabolism, which 
promotes the vicious loop of pathogenesis. The devel-
opment of intoxication, septicemia, etc. in the absence 
of pathogenetic therapy affects the somatic condition. 

The combination of the above factors is the foundation 
of disability and mortality among patients of the given 
nosology [5]. High doses of SGCs, the duration of their 
use has side effects caused by the endocrine system [6, 
7], cardiovascular system [8, 9], gastrointestinal tract 
[10], musculoskeletal system [11, 12], skin, eye diseas-
es [13], psycho-neurological disorders [14], changes 
in the water-electrolytic composition of blood [9]. All 
the above-mentioned aggravates the progression of 
dermatosis.

Current methods of treating AP, to date, do not always 
have a positive effect on the disease progression. Determin-
ing the clinical and anamnestic criteria, which cause the 
pemphigus morbidity in the course of the treatment, will 
contribute to the prescription of adequate therapy in the 
early stages of observation, which will be of great medical 
and social importance.

THE AIM
Analyze the factors that contributed to the onset of acan-
tholytic pemphigus (AP) and trigger factors for exacerba-
tion of dermatosis, the number of relapses per year, age 
and gender dependence for the correction of therapeutic 
tactics, taking into account the severity of the dermatolog-
ical process and comorbid conditions. 
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MATERIALS AND METHODS
A retrospective analysis of the archival material of medical 
histories of patients diagnosed with AP who were treated in 
the dermatological department of the SE “IDV OF NAMS 
of UKRAINE” in Kharkiv for 10 years (period 2008 - 2018) 
was conducted.

In the analysis of 174 medical case histories, they deter-
mined the factors provoking the onset and exacerbation of 
the disease; the disease duration at the time of hospitaliza-
tion in the clinic and the timing of diagnosing the AP since 
the onset of primary rash; recorded the primary location of 
the rash, analyzed the previously established diagnoses; the 
therapy assigned based on these diagnoses; the specialists 
consulted by patients in the first instance; assessed the 
general condition of patients at the time of hospitalization; 
took into account the starting dose of SGCs depending on 
the dermatosis severity; determined the number of exac-
erbations per year, the cause of their occurrence and the 
dose of SGCs that triggered exacerbations. 

The disease severity was assessed using the IKEDA in-
dex [15]. The following parameters were studied: the area 
of skin lesions, the presence or absence of rashes on the 
mucous membranes, the severity of Nikolskyi’s symptom 
and the number of new vesicles caused per day. Each of the 
parameters was evaluated on a four-point scale from 0 to 3 
points. The maximum value of the IKEDA index constitutes 
12 points. The following forms of the disease were estimated 
by the sum of points: 12-8 points – severe form, 5-7 points – 
moderate form and <5 points - mild form [15, 16]. During 
the cytological examination, the acantholytic cells (AC) in 
smears taken from the vesicle bottom/erosion, namely their 
presence, number and morphological characteristics, taking 
into account the severity of dermatosis, were evaluated.

Thus, the initial dose of SGCs was specifically prescribed 
taking into account the severity, the weight, and the con-
comitant somatic pathology. In terms of prednisolone, the 
daily dose ranged from 160 to 45 mg. Patients with a severe 
course of disease received 160-100 mg/d, patents with a 
moderate course of disease received 100-60 mg/d, and 
those with a mild course were given 60-45 mg/d. Prefer-

ence was given to the combined method of administering 
medication, namely intramuscularly and orally each having 
different effect. 

The results of bacteriological examination of the skin 
area affected by vesicles and/or erosions (for cause) were 
evaluated.

RESULTS
In a retrospective analysis, 174 case histories of patients 
diagnosed with AP were divided into 2 groups according 
to treatment tactics. The first group had 104 case histories, 
where patients had received SGCs and AZA. The second 
group had 70 case histories in the treatment of which they 
used the SGCs therapy.

In the I group, patients according to anamnestic data in 
93.3% of cases (97 out of 104) were diagnosed with PV, SP 
– in 5.8% of cases (6 out of 104) and PF in 0.9% of cases (1 
out of 104) (Fig. 1A). The mean age of patients was 50.8 ± 
1.3 (25 to 80 years). The ratio of women/men was 2/1. The 
average duration of the disease was 5.8 ± 0.4 years. The term 
of establishing the diagnosis was 6.7 ± 0.2 months (Fig. 2). 
Primary rash in almost 79% of cases (82 cases out of 104) 
was observed on the mucous membranes and the vermilion 
border, so patients received therapy from dentists for stoma-
titis of various origins and otorhinolaryngologists. For the 
treatment of seborrheic and allergic dermatitis, toxicoderma, 
family doctors prescribed systemic prolonged steroid drugs. 

The cause of the disease onset was noted to be stress - 
28.8% (in 30 cases out of 104), SARS – 24.0% (25 cases 
out of 104), dental treatment - 10.6% (11 cases out of 
104). In 3.9% cases (4 of 104), the onset of dermatosis was 
associated with other factors (sun insolation, vaccination, 
chemotherapy for lymphocytic leukemia). It was not pos-
sible to establish the cause of the rash in 32.7% of patients 
(34 of 104) (Fig. 3). 

At the time of hospitalization, patients of I group, by 
severity were distributed as follows: in 30.8% (32 out of 
104) cases, severity was recorded (12-8 points according to 
the IKEDA index), in 52.9% cases (55 of 104) – moderate 

Fig. 1. Clinical forms of group I Fig. 2. Clinical forms of group II
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disease course (5-7 points) and mild disease course (<5 
points) in 16.3% of cases (17 out of 104) (Fig. 4).

At cytological examination from the bottom of erosive 
surfaces in 62.5% of cases (65 out of 104) AСs were present. 
According to the analysis of cytological examination for 
identifying AСs, by severity it had the following form: in 
patients with a severe course of disease, AСs were revealed 
in almost 28.0% of cases (29 out of 104) that were located in 
layers. In 31.7% cases (33 out of 104) along with moderate 
severity of and in 2.9% (3 of 104) of mild cases. 

Signs of pyoderma were observed in 59.6% (62 of 104) of 
cases: 16.3% (17 cases out of 104) – severe, 34.6% (36 cases 
out of 104) – moderate, 8.7% (9 cases out of 104) – mild. 

The intoxication syndrome was diagnosed in 54.8% 
of cases (57 case histories out of 104): 15.4% (16 out of 
104 cases) - patients with severity, 32.7% (34 out of 104 
cases) – moderate severity and 6.7 % (7 out of 104 cases) 
– mild severity. Clinical manifestations of the intoxication 
syndrome were diagnosed in the form of chills and fever, 
muscle and joint pain, general weakness, subfebrile and 
febrile fever, the presence of hypotension and tachycardia, 
tachypnea, sleep disturbances. It was laboratory-confirmed 
by neutrophilic leukocytosis and increased ESR. 

The starting dose of SGCs was 160-60 mg/d of SGCs de-
pending on the distribution of the skin process, the patient’s 
weight, and the available accompanying somatic pathology 

Fig. 3. Causes of dermatosis 
onset in groups I and II

Fig. 4. Causes of dermatosis 
exacerbation in groups I and II

Fig. 5. Distribution of dermatosis 
by severity among patients of 
groups I and II
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(Fig. 2). Lack of therapeutic effect of high doses of SGCs 
in the first 7-10 days was observed in 20.2% (21 cases out 
of 104). The cytologic picture retained the previous char-
acteristics. When trying to reduce SGCs by 15-20% of the 
maximum starting dose, exacerbation occurred in 21.2% 
(22 of 104 cases). When observing cytological drugs in the 
dynamics, there was an increase in the number of AC while 
maintaining morphological characteristics (due to the in-
fluence of glucocorticoid drugs). In 58.6% of cases (61 cases 
out of 104), in the 2nd week of treatment there was noted 
stabilization of the skin process. When reducing the dose of 
SGCs to 37.5 - 35 mg/d over a period of 2 - 3 months from the 
date of patient’s discharge there was noted an exacerbation 
of dermatosis in these patients. Dermatosis was common; 
severity was found. The patient required hospitalization. In 
each case, patients in this group in addition to SGCs therapy 
were prescribed AZA at a dose of 100-50 mg/d.  

According to the analysis of factors contributing to the 
exacerbation of the disease, psycho-emotional overload 
was indicated in 15.4% (16 case histories out of 104), colds – 
40.4% (42 case histories out of 104), solar insolation – 4.8% 
(5 case histories out of 104), X-ray examination – 1.9% (2 

case histories out of 104). The exacerbating factor could 
not be established in 37.5% (39 cases out of 104) (Fig. 5). 

Indications for prescription of AZA were the following: 
lack of therapeutic effect of SGCs therapy; the appearance 
of new lesions when trying to gradually reduce the dose 
of SGCs; exacerbation of dermatosis during the first year.

The II group included 70 case histories of patients with 
AP in the treatment of which they used SGCs drugs. PV 
was established in 59 cases out of 70 (84.3%), PF – 6 cases 
out of 70 (8.6%) and PS – 5 case histories out of 70 (7.1%) 
(Fig. 1B). In most cases, the primary rash was localized 
on the mucous membranes – 70.0% (49 cases out of 70). 
Patients, as with group I, received therapy for stomatitis. 
According to anamnestic data, patients aged 26 to 79 
(mean age 54 ± 1.4) in the ratio of women/men 1.7/1. The 
diagnosis period lasted 5.5 ± 0.3 months. Over time, the 
average duration of dermatosis was equal to 7.0 ± 0.6 years 
in the above-mentioned group of patients (Fig. 2).  

The cause of the primary rash was psycho-emotional 
overload in 20 cases out of 70 (28.6%), colds (SARS) in 
19 case histories out of 70 (27.1%). The presence of rash 
after dental treatment was noted in 7 of 70 cases (10.0%). 
Excessive sun exposure and burns were reported in 4 cases 
out of 70 (5.7%). It was not possible to determine the cause 
of the rash in 20 out of 70 cases (28.6%) (Fig. 3).

According to the status localis assessment, severe der-
matosis (12-8 points) was noted in 12.8% (9 cases out of 
70), medium (7-5 points) – in 38.6% (27 out of 70) and 
mild (<5 points) – in 48.6% (34 out of 70 cases) (Fig. 4).

Cytological examination of the material obtained from 
the bottom of the rash foci revealed AC in 18 cases out of 
70, which constituted almost 25.7%. In the case histories of 
patients with a severe disease course –  5.7% (4 cases out of 
70), medium – 17.1% (12 cases out of 70) and mild – 2.9% 
(2 cases out of 70), AC had different quantitative and mor-
phological signs depending on the severity of dermatosis.

Signs of pyoderma were observed in 17 out of 70 cases 
(24.3%): in 5 cases out of 70 with a severe course – 7.1%; 
8 out of 70 cases (11.4%) – moderate and 4 case histories 
out of 70 (5.7%) – mild. 

With intoxication syndrome were observed in 11 cases 
out of 70 (15.7%): 4 case histories out of 70 (5.7%) – severe 
and in 7 cases out of 70 (10.0%) – moderate. Patients with 
mild dermatosis had no signs of intoxication.

According to the distribution of the skin process, the 
weight, and the concomitant somatic pathology, the starting 
dose of SGCs ranged from 120 to 45 mg/d (Fig. 2). Assessing 
the course of the disease, it was found that new vesicles did 
not form on the 5-7th day of treatment. In the second week 
of treatment there were signs of erosion inlay (dense multi-
layered crusts were formed whose edges were raised on the 
periphery and epithelialization was observed), negation of 
Nikolsky’s symptom was observed and a program of grad-
ual reduction of SGCs to 25-20 mg/d was started for 9-12 
months under the supervision of a district dermatologist.

Exacerbations occurred in 1-2 years after discharge from 
hospital. The reasons included: SARS – in 19 cases out of 70 
(27.1%); stress was observed in 15 case histories out of 70 

Fig. 6. Comparison of performance of both groups
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(21.4%); refusal of basic maintenance therapy in 10 cases out 
of 70 (14.2%); radiological irradiation was noted in 8 cases 
out of 70 (11.3%); unsystematic use of NSAIDs 4 cases out 
of 70 (5.6%). The use of penicillin antibiotics provoked an 
exacerbation in 3 cases out of 70 (4.8%) and solar exposure 
was indicated in 2 case histories out of 70 (2.8%). The cause 
of dermatosis exacerbation could not be determined in 9 
cases out of 70 cases (12, 8%) (Fig. 5). 

To date, 80.7% of patients have a disability based on the 
following diagnosis: AP corticosteroid dependent form. It 
is known that 8.8% of patients died within the first 7 years 
after the onset of primary dermatosis manifestations due 
to complications caused by the SGCs therapy.

DISCUSSIONS
According to clinical and anamnestic data, during the retro-
spective analysis of case histories, the criteria determining the 
severity of AP during treatment were determined: the age of 
patients, the diagnosis period, the prevalence of lesions and 
severity of dermatosis according to the IKEDA index [15], 
the selection of adequate treatment tactics, taking into the 
complications caused as a result of the SGCs therapy [10].

Thus, it was found that patients of group I were younger 
than persons of group II by 3.2 ± 0.2 years, and despite this, in 
terms of the severity of clinical manifestations and the course 
of AP, they prevailed in patients of group I (30.8% in group I 
versus 12.8% in group II).

The period of diagnosis establishment in patients of group II 
was shorter, varying up to 6 months, which makes it possible 
to state the typicality of the clinical picture and course in this 
group of patients. The prescription of SGCs to patients had 
taken place earlier and did not lead to steroid resistance. Thus, 
in group II, the number of patients with a severe disease course 
was lower by 20.0% than in patients of group I.

The presence of intoxication and signs of pyoderma were 
more common in patients of group I receiving therapy with 
prescription of SGCs and AZA. The number of exacerbations 
per year for an unknown reason in group I was almost 3 times 
higher. The ineffectiveness of high starting doses of SGCs was 
20.2% of cases compared with those in group II.

The analysis of case histories showed the impossibility of 
achieving the level of maintenance dose of SGCs without 
prescription of additional immunosuppressive therapy in 
79.8% of cases for group I.

The above factors complicate the course of dermatosis due 
to the prevalence of dermatosis, the presence of bacterial com-
plications [5, 6], loss of biologically active trace substances, 
fluid, protein, carbohydrate and lipid metabolism [8, 9], the 
development of resistant forms to SGCs [11, 17]. As a conse-
quence to high doses of immunosuppressive therapy which 
leads to disability and mortality in some cases were showed 
in previous studies [3, 17].

CONCLUSIONS
Analysis of case histories of patients with AP who received 
medical care in the dermatological department of the SE 

“IDV OF NAMS of UKRAINE” in Kharkiv for the period 
2008-2018 showed the impossibility of achieving the level 
of maintenance dose of SGСs without the appointment of 
additional immunosuppressive therapy in 41.4% of cases of 
patients of group I in the first three months of therapy and 
in 58.6% of cases of patients of group I in the second half a 
year. While patients of group II reached a maintenance dose 
of basic therapy of 25-20 mg / d during the first 3 months 
and did not have exacerbation of dermatosis during the 
first year if the recommendations are followed.

Clinical signs of steroid resistance in patients were estab-
lished: the appearance of new elements at a high dose of 
SGСs - AZA was prescribed in the second week after hos-
pitalization; the appearance of new blisters with a gradual 
decrease in the dose of SGСs by 15-20% of the initial - AZA 
was prescribed for 3-4 weeks of treatment; exacerbation 
from 2 times a year during the first year.
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