(GEORGIAN
VIEDICAL
INNEWS

ISSN 1512-0112 NO 9 (354) Centsaops 2024

TBUJIMCHU - NEW YORK

EXEMECSUYHBIN HAYUHBIN )KYPHAJ

MennuuHckue HoBocTH I'py3uun
Logodmggmml Lsdgwoobm Losbemgbo



GEORGIAN MEDICAL NEWS

Monthly Georgia-US joint scientific journal published both in electronic and paper
formats of the Agency of Medical Information of the Georgian Association of Business Press.
Published since 1994. Distributed in NIS, EU and USA.

GMN: Georgian Medical News is peer-reviewed, published monthly journal committed to promoting
the science and art of medicine and the betterment of public health, published by the GMN Editorial
Board since 1994. GMN carries original scientific articles on medicine, biology and pharmacy, which
are of experimental, theoretical and practical character; publishes original research, reviews, commen-
taries, editorials, essays, medical news, and correspondence in English and Russian.

GMN is indexed in MEDLINE, SCOPUS, PubMed and VINITI Russian Academy of Sciences. The full
text content is available through EBSCO databases.

GMN: Meaununnckue HoBocTH I'py3un - exxeMecsuHbli pelieH3UpyEeMblil HayYHbIHN KypHal, U3AaéTcs
Penaxumonnoit komierueit ¢ 1994 roma Ha pPycCKOM W aHIJIMMCKOM SI3BIKaX B IIEJISIX TOIJEPIKKH
MEAMIIMHCKON HayKd M YIy4dlIeHHUs 30paBOOXpaHeHHs. B KypHase myOIMKYIOTCSI OpUTMHAJIbHBIE
Hay4HbIE CTaThbH B 00JIACTU MEIUIIMHBI, OMOJIOTUH U (papMaliy, CTaTbl 0030pHOT0 XapakTepa, HayuHbIe
cO0O011IeHNs, HOBOCTH METUIIMHBI U 3/ipaBooxpaHenus. XKypuan unnexkcupyercs B MEDLINE, orpaxén
B 0aze nanHbix SCOPUS, PubMed u BUHUTU PAH. IlonHOTEKCTOBBIE CTAThU KypHaia JTOCTYIHBI
yepe3 b/ EBSCO.

GMN: Georgian Medical News — Lo Jo®mggeoml bsdgoozobm Losbangbo — s@ols ymggemgoy@o
bodg(36096m LodgeoEobm M9396%0Mgdswo gy@bogno, aodmoigds 1994 Faowsb, [omdmswagbls
Lbodgosd@om gomagyoobs s 533-0l 39360909d0L, aobosmengdols, 0beyglE®ool, byermgbgdols
s 39bgd0ldgBYyggegdols Log@msdm@olim s3ogdool gOmmdaog godmgdsl. GMN-Fo Gyl
> 0baaoly® gbgody J3g9bwgds 9Jb3gM0dgbG o, mgm@oygmo s 3GsJBogyeo bobosmols
M®0y0bsayg®o  bsdgsbogdm LEsGogdo dgooi3obols, domamaools ©s @o®dsizool beyg®mdo,
dodmboagomo babosmol LEs@ogdo.

J9®bsao obpgdbodgdyamos MEDLINE-ol bsg@msdm@obem Lol gdsdo, sbsbygaos
SCOPUS-o0l;, PubMed-ols ws BUHUTH PAH-0ls dmbsgdms dobgddo. LRs@ogdols barygao @gjl@o
bgendolsfgmdos EBSCO-I dmbsigdms dsbgdowsb.

WEBSITE
www.geomednews.com



K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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Abstract.

Aim: Current study was aimed to appraise the effectiveness
and tolerability of apremilast in psoriasis patients at AL-
Diwaniyah province, Iraq.

Materials and Methods: This prospective cross-sectional
study conducted at Dermatology Unit/ AL-Diwaniyah Teaching
Hospital/ Iraq, during the period from January to October 2023.
A total of 125 patients, 90 males and 35 females, were enrolled
in this study. Patients who were eligible were treated for 6
months using apremilast at a dose of 30 mg/day. Psoriasis Area
and Severity Index scoring system was used for assessment of
patients' response to treatment. Data were analyzed using the
Statistical Package for Social Sciences (version 26).

Results: Data from current study revealed that there was a
significant reduction of mean PASI score from 20.37 +£6.25 at
baseline to 3.72 +2.09 after 6 months of treatment (p< 0.001).

Conclusion: Apremilast is effective in reducing PASI mean
score with negligible adverse effects. However, multi-center
studies are needed to establish its efficacy and safety in Iraqi
patients with psoriasis.

Key words. Apremilast, psoriasis, psoriasis area and severity
index, phosphodiesterase inhibitor, tumor necrosis factor alpha.

Introduction.

Psoriasis is a widespread persistent inflammatory skin
condition that mostly affects adults between the 2™ and 3
decades of life although it may appear earlier. Moreover, it
is characterized by thickened skin patches covered by silvery
scales and is associated, in approximately 30% of patients,
with arthropathy [1,2]. Even in patients with minimal skin
involvement, the disease significantly lowers the quality of life
of the affected individuals. The latter may be disproportionately
affected by specific psoriasis area, such as the scalp, nails, palms
and/or soles, and genital areas, where the disease manifests in
highly visible or sensitive areas [3].

Psoriasis is a genetically predisposed skin condition that may
develop unexpectedly or under the influence of a spectrum of
predisposing factors (drugs, physical trauma, sunlight, bacterial
infection, psychological stress) that stimulate the T lymphocytes
and dendritic cells in the skin of genetically susceptible
individuals. These activated immune cells produce inflammatory
mediators that promote the proliferation of epithelial and
endothelial cells in the skin to yield the pathological and clinical
features of psoriasis [1,4,5].

Psoriasis is considered an autoimmune disease mediated
by T-lymphocytes [4]. The latter, particularly CD8+ cells,
infiltrate, in large numbers, through all the layers of epidermis
[5]. In addition, other immune cells such as the dendritic cells
also present in the epidermis, especially in its lower layers, and
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Langerhans cells are no longer showing a uniform distribution
throughout the epidermis, instead of that, they tend to be
more concentrated into the spinous layer of the epidermis [6].
Moreover, the stratum corneum is infiltrated by polymorph
nuclear leukocytes.

The psychosocial impacts of psoriasis on patient’s quality
of life are comparable to those caused by cardiovascular or
endocrine diseases such that patients with psoriasis have
diminished physical and intellectual abilities, inefficient job
performance; they encounter sexual problems and have impaired
social communications [1,2,3].

Although the distinctive clinical presentation of psoriatic
lesions is that of well-defined erythematous silver-scaly plaques
with symmetric distribution, psoriasis shows variable degrees of
severity, changeable course of clinical presentation and affects
different body sites [7,8]. The latter may greatly influence the
clinical presentation of psoriasis, for example, flexural psoriasis
is characterized by redness and maceration, but scales are usually
absent. Another example is that of nail involvement which is
characterized by pitting, onycholysis, subungual hyperkeratosis
and salmon patches [9-11].

On the other hand, it is essential to evaluate the effect of
treatment on disease state (mild, moderate or severe disease) and
one of the popular and objective instruments for this purpose, is
the Psoriasis Area and Severity Index (PASI, 12). The latter’s
“score varies from 0 to 72, yet higher scores indicate severer
conditions” [12].

Despite its pros and cons, “both the European Agency for
the Evaluation of Medical Products and the Food and Drug
Administration” consider PASI as valid and reliable instrument
for evaluation of disease severity in psoriasis [13].

Traditionally, different categories of drugs (topical and
systemic) have been used for treatment of psoriasis, yet some of
them might be cost-ineffective and/ or associated with serious
adverse effects [6,7].

However, a novel class of drugs known as small molecules
which have a molecular weight of < 1 kD and work by
influencing proinflammatory cytokines are becoming more
and more popular as therapeutic options for inflammatory
dermatosis apart from psoriasis because they are simple to use,
have a good safety profile, and can be administered topically
or orally. Among these, there is a growing interest in using
apremilast due to its efficacy in treatment of inflammatory skin
disorders [14].

The phosphodiesterase 4 (PDE4) inhibitor apremilast acts
inside the cell by binding to the active site of PDE4 enzyme
and inhibiting its activity. As a consequence, it raises the level
of cAMP inside cells, which turns on PKA and phosphorylates
the transcription factor Cyclic AMP-Response Element Binding
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protein (CREB). These changes result in an up-regulation of
the anti-inflammatory cytokine (IL-10) and, through inhibiting
the activity of NF-kB transcriptional factor, a down-regulation
of inflammatory cytokines like TNF-a, IFN-y, IL 23, and IL-
17 [14]. Moreover, apremilast has a significant bioavailability
(73%) following oral administration which, and the resultant
efficacy, are not affected by food intake, however, hepatic-
enzymes inducers (rifampicin and barbiturates) adversely
affect the latter two pharmacological parameters. Furthermore,
dose down-regulation may be needed in case of severe renal
impairment.

Recently, the Iraqi Ministry of Health approved the use of
apremilast in Iraqi hospitals. However, there are no published
data concerning the efficacy and safety of apremilast in treatment
of Iraqi patients with psoriasis.

Taken together, current study was aimed to appraise the
effectiveness and tolerability of apremilast in psoriasis patients
at AL-Diwaniyah province, Iraq.

Patients and Methods.

A prospective cross-sectional study, that involved 125 patients
(90 males and 35 females), was conducted at Dermatology
Unit/ AL-Diwaniyah Teaching Hospital/ Iraq, during the period
from January 2023 to October 2023. All participating patients
provided written consents, and they were given apremilast at
a dose of 30mg/day and continued for 6 months. Moreover,
patients who included in the study were those:

* Adult patients (age > 18 years).

» Patients were complaining of chronic plaque psoriasis.

» Patients with history of unsatisfactory response to previous
conventional psoriasis medications such as topical steroids
(with or without phototherapy) and methotrexate.

However, patients who excluded from the study were those:

* Pregnant or lactating women.

* Having other forms of psoriasis other than chronic plaque type.

» Patients who refused to be enrolled in the study.

As one of the researchers is dermatologist, the latter evaluated
all participating patients, then data regarding their age, sex,
body mass index, duration of disease, prior medications and
therapeutic interventions as well as clinical characteristics were
collected by both researchers and these data were employed for
the calculation of Psoriasis Area and Severity Index (PASI; 14)
at baseline and 6 months later. “In calculating the PASI, severity
is determined by dividing the body into four regions: head (h),
upper extremities (u), trunk (t) and lower extremities [1], that
account for 10%, 20%, 30%, and 40% of the total body surface
area, respectively. Each of these areas is assessed separately for
erythema, induration, and scaling, which is rated on a scale of
0 (none) to 4 (very severe)” [14]. According to PASI scores,
“extent of psoriatic involvement is graded as follows: 0 = no
involvement, 1 = 1% to 9%, 2 = 10% to 29%, 3 = 30% to 49%,
4 =50% to 69%, 5 ="70% to 89%, 6 = 90% to 100%.

The following formula is used to calculate the PASI score:

PASI=0.1 (Eh+1h+ Sh) Ah+0.2 (Eu+lu+ Su) Au+0.3 (Et
+It + St) At + 0.4 (E1 +11 +S1) Al

Where E = erythema, I = induration, S = scaling, A = area, h=
head score, u = upper extremities, t = trunk score, and 1 = lower
extremities score” [14].
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Statistical analysis.

The Statistical Package for Social Sciences software (SPSS,
version 26) was used for data analysis. Descriptive statistics
were used for presentation of data. Continuous variables
presented as meantstandard deviation (SD), while categorical
variables presented as number and percentage. The paired #-test
was used to examine the difference between two means within
the means of the analysis variables between two points in time
within the same group. The level of significance was considered
at P<0.05.

Results.

General characteristics of patients recruited in current study
were presented in Table 1. The age of participants ranged from
18-55 years. In addition, there were 90(72%) male patients and
35(28%) females. Also, the BMI of participants ranged from
21.37 to 32.83 kg/m?. The recruited patients had psoriasis for
3-11 years.

Table 1. General characteristics of enrolled patients with chronic
plaque psoriasis.

Characteristic Result
Age (year)

Mean+SD 35.39+7.92
Range 18-55

Sex

Male, number (%) 90 (72.0 %)

Female, number (%) 35 (28.0 %)
Body Mass Index (kg/m?)

Mean + SD 27.57+8.07
Range 21.37-32.83
Disease duration (year)

Mean £SD 6.29+4.93
Range 3-11

SD: Standard Deviation

On the other hand, the mean Psoriasis Area and Severity
Index (PASI) scores before and after treatment with apremilast
were shown in Table 2. Data revealed a statistically significant
reduction (P < 0.001) in the mean PASI score from 20.37+6.25
(at baseline) to 3.724+2.09 (after 6 months of treatment).

Table 2. Mean PASI score prior to, and following, apremilast treatment.

Characteristic Baseline 6 months after treatment P

PASI
Mean £SD 20.37+6.25 |3.72+2.09 <0.001
Range 6.8 -52.8 0-20

PASI: Psoriasis Area and Severity Index. SD: Standard Deviation.

Discussion.

In 2015, the European Medicines Agency approved the isoform
4 of phosphodiesterase inhibitors “apremilast” for management
of psoriatic patients with significant disease severity [15]. It
exhibited its effectiveness and tolerability in those who had been
treated with “systemic therapy” in phase 3 as well as 4 placebo-
controlled clinical studies [15,16], in patients who had never
received biologic therapy but had moderate-to-severe psoriasis
[17] and in patients with moderate psoriasis who had never



received both systemic and biologic therapy [18]. Apremilast
has just lately been available in our community, and there are
conflicting reports regarding its effectiveness and safety in
treating Iraqi patients with persistent psoriasis.

In the present study, the efficacy of apremilast was obvious
since it was able to reduce the mean PASI score form 20.37+6.25
to 3.7242.09. findings from current study were in agreement
with those from previous studies. For example, a European
study involved 50 patients with chronic plaque psoriasis who
were treated with apremilast reported that the mean PASI score
was reduced from 6.2+8.7 at treatment initiation to 3.145.2 after
6 months of treatment [3]. In addition, the APPRECIATE cross
sectional, multinational, retrospective study [19] reported the
similar finding with respect to efficacy of Apremilast. In the
later APPRECIATE study, 480 patients with chronic plaque
psoriasis were enrolled and their responses to Apremilast were
collected form hospital records. The study shown that PASI
score was reduced from 13.1 to 4.6.

The work of Shah et al. [20] has paved the way for further
research regarding effectiveness and tolerability of Apremilast
alone in managing psoriatic disease of significant severity in
India as they showed that this approach resulted in significant
improvement of PASI score in 80 Indian patients treated for 24
weeks. Other studies conducted in other region of the World
also shed light on the effectiveness of apremilast in treatment of
psoriasis [18,19,21-24].

With respect to adverse effects associated with the use of
apremilast, those usually reported include nausea, vomiting,
diarrhoea, dyspepsia and/ or abdominal. However, less
frequently reported adverse effects include insomnia, headache
and/ or mode disturbances [25].

Current study reported no serious adverse effects with the
exception of nausea and vomiting by minority of participating
patients. Moreover, none of them withdrew from the study due
to adverse effects of the drug. These findings agreed with those
reported by previous studies [17,26,27].

One important limitation of current study is that it is a single
center study, and this sheds light on the need for further
multi-center studies in the future to make clear the safety and
efficacy of this drug in psoriasis patients in Iraq. In addition, the
assessment of effectiveness by long-term follow-up might be
another limitation of this study due to poor patients' compliance.

Conclusion.

Apremilast is effective in reducing PASI mean score with
negligible adverse effects. However, multi-center studies are
needed to establish its efficacy and safety in Iraqi patients with
psoriasis.
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