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Aim: to assess effects of esophageal protector Alfasoxx on extraesophageal symptoms in patients with GERD.
Materials and methods. A prospective open multicenter post-registration observational study was conducted. The
study included 546 patients aged 6 to 85 years (the average age of patients is 42.4 = 16.9 years) with a verified
diagnosis of GERD (endoscopically and/or pH-metrically), the presence of extraesophageal symptoms of the dis-
ease (according to the results of an objective examination and consultations of specialists), to whom the attending
physician prescribed a course of treatment with a medical device Alfasoxx in accordance with the instructions for
medical use. The patients were recruited by 51 researchers in 26 cities of Russia. The study in chronological order
consisted of a screening visit and two recorded visits (the observation period within the framework of the use of the
Alfasoxx esophagoprotector). The screening visit was conducted on the day of the patient's admission. Visit 1 could
be conducted on the same day as the screening visit, whereas visit 2 was conducted 4-5 weeks after visit 1 at the
end of the course of treatment.

Results. According to the results obtained, at the end of the study, 42.7 % (95 % CI: 38.5-46.9) had complete disap-
pearance of extraesophageal GERD symptoms (questionnaire RSI = 0 points). When comparing the average values
of the total RSl score before and after treatment, there was also a statistically significant regression from 13.8 points
(95 % CI: 13.2-14.4) at visit 1 to 2.0 points (95 % CI: 1.8-2.2) at visit 2. Thus, the decrease in the total score was sig-
nificant and exceeded 80 % of the initial value. When analyzing the dynamics of individual indicators of the RSI scale
before and after treatment, a significant regression in the severity of all symptoms of the disease was noted. In ad-
dition, the results showed that the proportion of patients taking antacid-containing drugs at visit 1 significantly de-
creased from 58.2 % (95 % Cl: 54.0-62.4) to 15.2 % (95 % Cl: 12.1-18.3) by visit 2. The average score on the Likert
scale of satisfaction with treatment was 4.8 (95 % CI: 4.8-4.9), whereas the convenience of using Alfasoxx is 4.7.
Conclusion. This prospective observational multicenter study demonstrated that the addition of Alfasoxx to standard
GERD therapy contributes to a significant regression of both esophageal and extraesophageal symptoms, as well as
a decrease in the need for antacid medications.
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Llenb. V3yueHre BnmsiHUS 330daronpoTtekTopa «Anbdas3oke» Ha aKCTpaa3odareasibHbie CUMMTOMbI Y NaumeHToB ¢ FOPB.
Matepuanbl 1 MeToAbl. [IpoBEAEHO NPOCNEKTUBHOE OTKPbLITOE MHOIOLEHTPOBOE NOCTPErncTpaumoHHoe Habo-
[atenbHOe nccnefgoBaHve. B nccnepoBaHuve 6biv BkIOYEHbI 546 nauyeHToB B BoO3pacTe oT 6 0o 85 net (cpenHuii
BO3pacT 60MbHbIX 42,4 + 16,9 roga) ¢ BepndurumpoBaHHbIM NpY 3HA0CKONUAU n/unu pH-meTpun guarHo3om MOPB
1 HaJIMYMEM Y HUX 3KCTpad3odareasibHbIX CUMNTOMOB 60JIE3HM COMNAcHO pes3ynbTataM 0ObeKTMBHOrO 0bcneno-
BaHWS N KOHCYJbTaLMA CNeunanncToB. Jlevalym BpaiomM Ha3HauYeH Kypc JIeHeHUs1 MeANLMHCKUM uspennem «Anb-
das30kc» (KOMOMHALMKM TManypoHOBOM KUCIOTbI M XOHOPOUTUHA CyNibdaTa) B COOTBETCTBUN C UHCTPYKLIMEN NO Me-
OVLUMHCKOMY npuMeHeHuto. 51 nccneposatens B 26 ropogax Poccum nposoamn Habop nauneHToB. MiccnepoBaHme
B XPOHOJIOrMYECKOM MopsiaKe COCTOSO0 U3 BU3NTA CKPUHMHIA U ABYX PEMMCTPUPYEMBIX BUSUTOB (Nepuoa Habnone-
HUSA B paMkax NpMMeHeHus a3odaronpoTekTopa «Anbdasokc»). BU3nUT CKpUHUHIra NpoBOAMIIN B A€Hb NOCTYMNIEHUS
naumeHTa. Busnt 1 mor 6bITb MPOBEAEH B TOT X€ A€Hb, YTO U BU3UT CKPUHUMHIA, TOrAa kak BU3UT 2 — yepes 4-5 He-
[enb nocne Bu3uTta 1 no okoH4YaHuM Kypca fiedeHns. Bo Bpems kaxkaoro Bu3uta UccnenoBatesib 3anofiHan Gopmy
KapTbl NaumeHTa (onpocHUK RSI, oNpoOCHUK OLEHKM YaCTOTbl U TAXECTU MULLLEBOAHBLIX CUMMTOMOB, ONPOCHUK OLEH-
KV NauveHToOM y0BJIETBOPEHHOCTU ledeHneM no 5-6annbHol wkane JlaikepTa).

Pe3ynbraTtbl. COrnacHo noJsly4eHHbIM pedysibTaTtaM Mo 3aBepLueHun nuccnepoBanms y 42,7 % (95 % OU: 38,5—
46,9) oTMeyvanocb NOJIHOE MCYE3HOBEHME 3KCTpasdodareasnbHbix cuMmnToMoB MOPB (onpocHuk RSI = 0 6annos).
Mpwn cpaBHEHUM CpeaHUX 3Ha4YeHUI cymMmapHoro 6anna RSI oo n nocne nevyeHns Takke Obl1 OTMEYEH CTaTUCTUYe-
CcKkun 3Ha4YuMmbIl perpecc ¢ 13,8 6anna (95 % OW: 13,2-14,4) Ha sBusute 1 go 2,0 6anna (95 % AWN: 1,8-2,2) Ha BU-
3uTte 2. TaknMm 06pasoM, CHUXKEHME NokasaTens cyMmapHoro 6anna 6bi10 3Ha4nuTenbHbIM — 6onee 4yem Ha 80 %
OT UCXOAHOro 3HavyeHus. MNpu aHann3e AMHAMUKN MHOMBUAYaNbHbBIX NoKasartenen wkansl RSl o n nocne neyeHuns
OTMEYEeH AOCTOBEPHbIA PErpecc BblPaXXeHHOCTM BCEX CUMMTOMOB 3aboneBaHus. Jons nauneHToB, NPUHUMAaBLLNX
aHTaumacoaepXxallme npenapartbl Ha BU3nTe 1, 3Ha4nMmMo cokpaTtunachk ¢ 58,2 % (95 % AWN: 54,0-62,4) no 15,2 %
(95 % OWN: 12,1-18,3) k Bu3uTy 2. CpegHuii 6ann no wkane JlakepTa yooBNETBOPEHHOCTbLIO JIEHEHNEM COCTaBUI1
4,8 (95 % OWN: 4,8-4,9), cpenHuii 6ann no wkane JlaikepTa yooBNEeTBOPEHHOCTbLIO YA0OCTBOM NPUMEHEHUs «Anb-
dazokca» — 4,7 (95 % ON: 4,6-4,7).

BbiBoA. HacTtosuiee npocnekTnBHoe HabnioaaTtenbHOe MHOMOLEHTPOBOE MCCnefoBaHne NpoaeEMOHCTPUMPOBAO,
yTo nobaBneHne Anbdasokca k cTaHaapTHom Tepanum FNOPB cnocobcTBYET ,OCTOBEPHOMY PErpeccy Kak nuLLeBoa-
HOM, Tak Y BHEMULLEBOOHOM CUMMTOMATUKK, @ TAKXKE CHUXEHUIO MOTPEOHOCTN B MpUeMe aHTauuaHbIX MPenapaTos.
KnioueBblie cnoBa: ractpossodareasbHas pedsitokcHasa 60/1e3Hb, BHEMULLEBOLAHBIE CUMMTOMbI, 330aronpoTeKTop
KoHdnukT nirepecoB. HabniogatensHoe nccnenoBaHve NpoBeaeHo npu nogaepxke «Ans@gacurma Pyc».
BnarogapHoCTb: ABTOPLI BbIpaXatoT MCKPEHHIOW 6/1arogapHOCTb BCEM MaLMEHTaM, KOTOpble COrnacuancb npu-
HATb y4acTue B JAHHOM MCClefoBaHUN, a Tak)ke CBOMM YBaXKaeMbIM KOJIJIeramM U3 UCCenoBaTesbCKUX LLEHTPOB,
3a0eNCTBOBaHHbIX B MPOBEAEHMM AAaHHOIO UccnenoBaHusl, 6e3 KOTOpbIX AaHHbIA TPy, Obll Obl HEBO3MOXEH.
Mpynna uccnepoBarener nportokona EXTRASOXX: AmenuukuHa Mapraputa KoHcTaHTMHOBHA, Benocnyauesa
Onbra AnekcaHgpoBHa, bengHueBa Hatanbsa BavecnaBoBHa, Bpoaunyko AneHa ViBaHoBHa, ByHeBa Banepus EBre-
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HbeBHa, bypxaHoB PuHat Pudkatosuy, Bacunbes PomaH Bnagumuposud, BeplivHnHa lNynbHapa AtawesHa, [vnb-
mMaHoB AnbbepT Anbdpenosud, MoHYapoBa ExkatepuHa OpbeBHa, ypukoBa MpuHa AHaTtonbeBHa, AynkmHa Onbra
AnekcangpoBHa, Eroposa Hatanua KoHcTtaHTuHoOBHA, Epemuna Enena lOpbeBHa, MiBaHkoBa AHHa BukTopoBHa, Ka-
Hiok MpunHa leopruesHa, KapneHko KceHua BnagnmuposHa, KawmHa Mapus AnekcanaposHa, KpuiieHko Banepuin
Hukonaesuy, KyunHa ExkatepuHa CepumxaHoBHa, JlaHr Buktop Akosnesud, JlanwuHa Onbra HukonaesHa, JlaxuH
Bnagumup Bnagumuposud, ManiotuHa Hatanma MuxannoBHa, MapuHyyk CBetnaHa AnekcaHapoBHa, MenbHuKo-
Ba EkatepuHa BnagnmmposHa, MuwepuHa Onbra lOpbseBHa, MovceeHko EneHa EBreHbeBHa, HazapoBa BepoHuka
CepreeBHa, Haszaposa Onbra BanepbesHa, HanpgeHoBa AHHa feoprueBHa, OdepuHa TaTbsiHa BnagummpoBHa, MNak
ExatepuHa CepreesHa, MNaHéHkoB AHapen Hukonaeswud, MeTtpoBa TaTtbssiHa MakcumoBHa, Muneuyk Enena Bnagum-
MUpoBHa, MNpunenckas CBetnaHa ViBaHoBHa, lMywkapeBa Onbra HukonaeeHa, Cadpuna Ounapa JamupoBHa, Ca-
doHoBa Hapnexna leHHagpeBHa, CekpeTapea Jlana AHaTonbeBHa, CnaHeBa EBreHmnsa AnekcaHapoBHa, CMypHoBa
Hatanbsa BnagnmunposHa, Ctapoaybues Apocnas Bnagummposud, Ctacesa MpuHa BayecnaBoBHa, CtenkmHa AHa
MwuxarinoBHa, Tonanoa lOnua leHHaabeBHa, TpnbyHckasa CeeTnaHa AnekcaHapoBHa, YukyHoBa MapuHa Banepbes-
Ha, LLlanaBa Onecsa AHaTonbeBHa, LLiImeneBa EneHa BanepbeBHa

Ana untnpoBanusa: Kydepsieoiii HO.A., AngpeeB [.H., EpémunHa E.O., TmnemanoB A.A., Hazaposa O.B., CugHesa E.A., Tonanogsa O.I.
OT UMEHWN KONnekTuBa uccnenosatenein npotokona EXTRASOXX. 3¢ dpekTnBHOCTbL 330paronpoTekTopa B Ie4YeHUN ractpoasoda-
reanbHoO pedioKCHOM 60ne3HN C BHEMULLEBOAHOW CUMMTOMATMKOW: pe3yfbTaTbl OTKPLITOrO HabMoAaTeNbHOr0 MHOMOLLEHTPO-
BOro mccnenoBaHusi. POCCUNCKMIA XXypHan racTpO3HTEPOsNorMun, renaronoruv, kononpoktonorun. 2022;32(4):38-49. https://doi.

org/10.22416/1382-4376-2022-32-4-38-49

Introduction

According to a contemporary view, gastro-
esophageal reflux disease (GERD) is an esopha-
geal disorder caused by impaired motor-evacua-
tion function of the gastroesophageal zone that
leads to spontaneous and regularly repeated
retrograde passage of the gastric and/or duode-
nal contents into the esophagus [1, 2]. GERD
pathophysiology is multifactorial and consists
of heterogeneous morphofunctional impairments
including dysfunction of lower esophageal
sphincter, increased frequency of transient low-
er esophageal sphincter relaxation, hiatus her-
nia, esophageal dysmotility, as well as disorders
of gastric motor function [3—5].

At present GERD is one of the most frequent
reasons to seek medical help in primary care set-
tings in many countries, which is explained by
high prevalence of the disease in the global pop-
ulation [3, 6]. Based on latest data of the Global
Burden of Disease Study (1990—2017), there is
a significant increase in worldwide number of
reported cases of the disease, i.e., from 424 mil-
lion cases (95 % CI: 372—477) up to 709 million
cases (95 % CI: 626—795) [7]. In their latest
meta-analysis that included data from 102 trials,
Nirwan J.S. et al. (2020) have shown that glob-
al prevalence of GERD comprises 13.98 % (95 %
CI: 12.47—15.56) [8]. The highest prevalence of
GERD is seen in North America (19.55 %, 95 %
CI: 15.60—23.83), while the lowest prevalence
is reported in Asian countries (12.92 %, 95 % CI:
10.51—15.53) [8]. As shown in a recently pub-
lished multicenter study that evaluated preva-
lence of GERD symptoms in visitors of Russian
polyclinics with the help of Mayo Clinic ques-
tionnaire, disease frequency comprised 34.2 % in
a large respondent sample (n = 6132) [9].

GERD is characterized by a chronic recur-
rent pattern of symptoms that significantly
and adversely affects patients’ quality of life
[3, 10, 11]. Heartburn, belching and regurgi-
tation are seen as typical clinical signs of the
disease; however, in some cases GERD is mani-
fested by complex atypical symptoms known as
extraesophageal syndromes [11—13]. According
to the global Montreal Consensus (2006), cough,
laryngitis, bronchial asthma, as well as erosion
of dental hard tissues of reflux etiology are ex-
traesophageal syndromes that are significantly
associated with GERD [14]. Multiple systemat-
ic reviews and meta-analyses have confirmed the
correlation between GERD and the mentioned
disorders [15—18]. In the ProGERD study that
was the largest prospective, multicenter co-
hort study (n 6215), extraesophageal symp-
toms were detected in 32.8 % of patients with
heartburn [19]. A study in Italy has shown that
74.4 % of patients with GERD have at least
one extraesophageal symptom, and laryngeal
symptoms are seen in a large proportion of pa-
tients (19.9—38.7 %) [20]. Similar results were
obtained in the USA where 26 % of patients
presented both signs of GERD and laryngeal
symptoms [21]. During 11-year follow-up in
this country, there was almost 5-fold increase
in number of visits to otolaryngologists due to
laryngopharyngeal reflux [22].

According to current recommendations, an-
tisecretory therapy with proton pump inhibi-
tors (PPIs) is the first line therapy to induce
and maintain remission in patients with GERD
[1, 2, 23, 24]. Nevertheless, efficacy of ther-
apy with PPIs is suboptimal in patients with
extraesophageal symptoms. In particular, it
was established that about 50 % of patients did

Poc ypH racTposuTepoJ rematon koaonpokros 2022; 32(4) / Rus J Gastroenterol Hepatol Coloproctol 2022; 32(4)



www.gastro-j.ru

Original articles/OpuruHaabHble HCCTEIOBAHUS

Treatment course
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Fig. 1. Study design

not achieve any therapeutic response within
8—12 weeks of treatment, while 15 % had only a
partial response [25, 26]. Moreover, PPIs affect
only pathophysiological vector associated with
hydrochloric acid production and do not allevi-
ate adverse effects of other components of the
refluxate (including pepsin and bile) on esoph-
ageal and laryngeal mucosae [27]. With this
background, it is reasonable to assess efficacy of
esophageal protector Alfasoxx that coats esoph-
ageal mucosa and acts as a mechanical barrier
against damaging factors when used in complex
therapy in patients with extraesophageal symp-
toms of GERD [28].

This study was performed to assess effects of
esophageal protector Alfasoxx on extraesopha-
geal symptoms in patients with GERD.

Materials and methods

Study design

It was a multicenter, prospective, open-label,
postmarketing, observational study assessing ef-
fects of Alfasoxx on extraesophageal symptoms
in patients with GERD. The study included
patients with a verified (by endoscopy and/or
measuring pH) diagnosis of GERD, presenting
extraesophageal symptoms of the disease (based
on results of physical examination and medical
advice), who were prescribed with a course of
treatment with Alfasoxx according to labeling
information. Patients were enrolled by 51 inves-
tigators in 26 Russian cities.

In this study patients were observed only
during treatment with esophageal protector
Alfasoxx. At the end of treatment period, a
patient completed his / her participation in
the study. Chronologically, the study consist-
ed of a screening visit and two recorded visits

(follow-up during treatment with esophageal
protector Alfasoxx). The screening visit was per-
formed on patient’s admission day. Visit 1 could
take place on the same day as the screening vis-
it, while visit 2 was performed at 4—5 weeks
after visit 1 at the end of treatment period (see
Fig. 1). During each visit the investigator com-
pleted a case report form (CRF).

Inclusion and exclusion criteria

To be included into the study a patient must
meet all criteria below:

- age not less than 6 years;

- verified diagnosis of GERD;

- extraesophageal symptoms of GERD (any
other reason for comorbidity should be ruled
out);

- treatment with Alfasoxx prescribed by a
physician according to indications for use;

- informed consent form signed by the patient
for enrollment and personal data processing.

The patient could not be included or must
be excluded from the study if any of the exclu-
sion / withdrawal criteria below were met:

- Barrett’s esophagus;

- malignant neoplasms;

- gastric or duodenal ulcer at present or during
previous year;

- history of hypersensitivity to or intolera-
bility of hyaluronic acid, chondroitin sulfate or
poloxamer 407;

- pregnancy, breastfeeding or women of child-
bearing potential not using contraception;

- participation in any other clinical study at
present or within previous 30 days;

- any other medical and nonmedical reasons
that, in physician’s opinion, may hamper pa-
tient’s participation in the study.
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Study endpoints

Primary endpoints:

- proportion (%) of patients with completely
resolved extraesophageal symptoms after treat-
ment with Alfasoxx (RSI = 0 points).

Secondary endpoints:

- mean difference in score by RSI question-
naire used to assess frequency and severity of ex-
traesophageal symptoms of GERD prior to and
after treatment;

- mean difference in total score by the ques-
tionnaire used to assess frequency and severity
of esophageal symptoms of GERD prior to and
after treatment;

- assessment of frequency of antacids use as
needed during the follow-up period;

assessment of patient’s satisfaction with
treatment using a 5-point Likert scale.

Ethical issues

The study was prepared and conducted in
compliance with legal, regulatory and industry
standards and applicable ethical principles. The
study protocol (version 1.4) was approved by
the decision of the Independent Interdisciplinary
Ethics Committee for Ethical Review of Clinical
Studies (extract from the minutes No. 10 of the
meeting held on June 11th, 2021).

Statistical data processing

Statistical data processing was performed us-
ing specialized software Statistica 10.0. Primary
and secondary analyses are presented as de-
scriptive statistics. For continuous variables de-
scription, mean arithmetic, standard deviation
and 95 % confidence intervals were calculated.
Categorical variables were presented as frequen-
cy percentage. Appropriate types of ANOVA
repeated measures were used to assess the sig-
nificance of observed differences, normally dis-
tributed data. Wilcoxon test was used in case
of any other distributions. A chi-square test or
Fisher’s exact test was used to assess the sig-
nificance of differences in categorical variables.
Analysis of primary and secondary endpoints was
based on the ITT-population (intention-to-treat).
Differences between the groups were considered
significant at p < 0.05.

Results

Study population

The study included a total of 598 patients,
however based on results of medical records re-
view, data on 52 patients were excluded from
subsequent analysis (missing critical data for

analysis). The final sample included 546 patients
aged 6—85 years (mean age: 42.4 + 16.9 years).

The study population was diagnosed based
on pooled clinical findings (99.82 %), results of
esophagogastroduodenoscopy (90.84 %), PPI re-
sponse testing (63.19 %), pH measuring (8.97 %)
and pH-impedance monitoring (1.10 %). There
were more patients with nonerosive reflux dis-
ease (47.80 %) compared to patients with reflux
esophagitis (44.52 %). 7.69 % of medical records
contained no clear information about endoscopic
classification of the disease (procedure was not
performed for objective reasons). Examination
by an otolaryngologist (83.88 %), cardiologist
(27.29 %) and pulmonologist (25.82 %) was the
most common way to rule out any other un-
derlying reasons for extraesophageal symptoms
in patients with GERD. As a rule, any therapy
received prior to patient’s enrollment included
PPIs (84.25 %), antacids (14.10 %) and proki-
netics (10.26 %). In this study mean treatment
duration was 28.8 £ 2.9 days, with frequency
of esophageal protector administration — 3.7 +
0.5 times a day.

Treatment efficacy

Extraesophageal symptoms. A validated RSI
questionnaire was used to track score chang-
es between study visits 1 and 2 and to assess
treatment efficacy in improving extraesophageal
symptoms. 100 % of patients had extraesopha-
geal symptoms because it was one of the inclu-
sion criteria. Upon completion of the treatment
course and follow-up period, a total number of
patients with completely resolved extraesopha-
geal symptoms, i.e., zero total score on the RSI
scale, was calculated. Based on the results, at the
end of the study 42.7 % (95 % CI: 38.5—46.9) of
patients with GERD achieved complete resolu-
tion of extraesophageal symptoms (score on the
RSI scale = 0 points) (see Fig. 2). Comparison
of mean total scores on the RSI scale prior to
and after the treatment revealed a statistically
significant improvement from 13.8 points (95 %
CI: 13.2—14.4) at visit 1 up to 2.0 points (95 %
CI: 1.8—2.2) at visit 2 (see Fig. 3). Thus, a total
score decreased markedly, by more than 80 % of
the baseline value. Analysis of changes in indi-
vidual scores on the RSI scale prior to and after
the treatment revealed a significant improve-
ment of all disease symptoms (see Table).

Esophageal symptoms. Simultaneously with
tracking changes in extraesophageal symptoms,
during the study, frequency and severity of
esophageal symptoms of GERD were recorded
and analyzed, based on the total score obtained
with the help of the rating scale for frequency
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Fig. 2. Proportion of patients with extraesophageal symptoms of GERD, on the RSI scale
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Fig. 3. Mean score changes on the RSI scale

and severity of the symptoms. The severity
of each extraesophageal symptom within the
week prior to assessment was evaluated using a
5-point Likert scale, where 0 = absent symptom,
1 = slightly bothering symptom, 2 = bothering
symptom, 3 = significantly bothering symptom
that hampers daily activities, 4 = intolerable
symptom that prevents from performing daily
activities. The frequency of a symptom with-
in the week prior to assessment was evaluated

using the following scale: 0 = 0 days per week,
1 =1 day per week, 2 = 2—3 days per week, 3 =
4—7 days per week. For each symptom, numer-
ical score was calculated as “symptom severity”
x “symptom frequency”, with maximum score =
12 points. For each patient, obtained points
were summed up: ¥ points = £ numerical score
for each symptom, with maximum total score
= 72 points. In general population mean total
score at visit 1 equaled to 17.2 points (95 %
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Table. Changes in individual symptoms on the RSI scale

44

Svmptom Visit 1, Visit 2, Changes,
ymp mean score mean score mean score p
1. Hoarseness or voice alterations 1,45 + 1,28 0,19 + 0,48 -1,26 + 1,23 <0,0001
2. Cough, tickling sensation 1,70 £ 1,24 0,33 + 0,59 -1,37 + 1,20 <0,0001
3. Mucus production or postnasal drip 1,75 + 1,34 0,35 + 0,64 -1,40 + 1,26 <0,0001
4. Difficulty in swallowing solid
or liquid substances / tablets 0,9 + 1,16 LI 5 Goste e 2= 1,12 ST
5. Coughing fits after the meal 1,71 + 1,36 0,22 + 0,50 1,49 + 1,32 <0,0001
or in lying position ’ ’ ’ ’ ’ ’ ’
6. Difficulty in breathing or shortness 0.62 + 1.09 0.04 + 0.20 0.58 + 1.05 <0.0001
of breath / laryngospasm e =D = T =D ’
7. Prolonged coughing fits 1,49 + 1,41 0,21 + 0,56 -1,28 + 1,32 <0,0001
8. Sensation of a lump or foreign body 171 + 1.41 0.97 + 0.53 4 44 +1.29 <0.0001
in the throat =0 el = = ’
9. Heartburn, burning sensation behind
the sternum, in esophageal area, 2,43 + 1,37 0,31 + 0,60 2,12 + 1,35 <0,0001
retrosternal pain, dyspepsia
20
p<0,0001
18 ,
2
§ 16
wn
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g8 4
S
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Fig. 4. Changes in mean scores on the rating scale for frequency and severity of the symptoms

CI: 16.1—18.3) with subsequent reduction to
0.9 point (95 % CI: 0.7—1.0) at visit 2 (see Fig.
4). Thus, a total score decreased markedly, by
more than 90 % of the baseline value.

Need for antacid-based therapy. During
the study, we tested a hypothesis on possi-
ble reduction in antacids intake frequency in
patients receiving Alfasoxx. According to ob-
tained results, a proportion of patients admin-
istering antacids at visit 1 decreased signifi-
cantly: from 58.2 % (95 % CI: 54.0—62.4) to
15.2 % (95 % CI: 12.1— 18.3) by visit 2 (see
Fig. 5)

Treatment satisfaction and convenience of
dosage regimen. At visit 2, patients were asked
to assess treatment satisfaction and convenience
of dosage regimen of the prescribed esophageal
protector (Alfasoxx) using a 5-point Likert scale.
According to obtained results, patients reported a
high level of these integral indicators. In partic-
ular, mean score for treatment satisfaction on the
Likert scale was 4.8 points (95 % CI: 4.8—4.9),
while convenience of Alfasoxx dosage regimen
scored 4.7 points (95 % CI: 4.6—4.7) (see Fig. 6).

Safety. During the study, no adverse events
were reported by the physicians.
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Discussion

GERD is a common acid-related disorder oc-
curring as a consequence of upper gastrointes-
tinal dysmotility that manifests with atypical
extraesophageal symptoms in about one third of
patients [3, 13, 19]. Efficacy of monotherapy
with PPIs in patients presenting extraesopha-
geal symptoms of GERD remains disputable. In
particular, two meta-analyses have revealed no
marked benefits of PPI administration in this

population [29, 30]; on the other hand, certain
efficacy has been demonstrated based on results
of two other meta-analyses [31, 32]. However,
one should understand that limited efficacy of
monotherapy with PPIs is explained, among oth-
er things, by failure to eliminate deteriorating
effects of pepsin and bile, i.e., aggressive factors
that play a crucial role in damaging esophagus
and larynx [27, 33]. This is confirmed by data
from one of the recent meta-analyses that has
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revealed no significant improvement in laryngo-
scopic symptoms in patients with extraesopha-
geal symptoms of GERD [32]. Pepsin affects lar-
ynx cells and intracellular compartments, such
as the Golgi apparatus and lysosomes, due to
their low pH levels (5.0 and 4.0, respectively)
[27, 34]. Pepsin action results in cell swelling,
which may be suggestive of inflammatory com-
ponent both in GERD and laryngopharyngeal
reflux [19, 27]. In view of the above, there is a
need for developing optimal standard therapy
for patients with extraesophageal symptoms of
GERD [27, 35—37]. In this context, use of
esophageal protectors looks quite promising.
Esophageal protectors are a novel phar-
macological class presented by a bioadhesive
formulation based on hyaluronic acid and
chondroitin sulfate (Alfasoxx) that has been
developed to protect esophageal mucosa [1,
28]. Chondroitin sulfate is known to specif-
ically bind with bioactive molecules, for ex-
ample pepsin, inhibiting it [38, 39]. Efficacy
of combined therapy with Alfasoxx and PPIs,
when compared to monotherapy with PPIs,
has been repeatedly confirmed in clinical tri-
als that included patients with typical vari-
ants of GERD [40—43]. This multicenter, pro-
spective, observational study has demonstrated
a significant improvement of both esophageal
and extraesophageal symptoms, as well as low-
er need in antacids administration when adding
Alfasoxx to standard therapy in patients with
GERD. At the end of the study patients were
extremely satisfied with the treatment, which
manifested in high scores on the Likert scale.
It should be pinpointed that this is the first
study to assess efficacy of Alfasoxx in children
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