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Pesiome

lenoMwupTon (TM) e pacTuteneH megukameHT cbabpxaly CraHgapTnsnpaH Mupton (CM). CM
1Ma abCoNOTHO TOYHa KOHLEHTPALMA Ha 3 onpefeneHn akTUBHM BeLLEeCTBa, NofyyYeHr Ypes fectunayms
Ha PacTUTENHKN eTeprYHN Macsa. TpuTe akTMBHY BellecTBa ca limonene (numoHeH) (1), cineole (unHeon)
(Q) n-pinene (nnHeH) (M) B CbOTBETHMTE CTAaHAAPTU3UPAHN KOHLLEHTPALMM 33 ABETE KancynH1 Gopmu Ha
M. TM QopTte e nog ¢popmaTta Ha CTOMALLHO-YCTONUYMBA Kancyna cbabpxawa 300mg CM BKnouBaly
MUHUMYM 75mg J1, 75mg C n 20mg M. T'M 120 mg 3a geua, CTOMaLLHO-YCTONYMBA Kamncyna CbAbpxa
120mg CM, skntousaty MuHumMym 30mgJ1,30mg Cn8mgTl.

QapmakogNHAMUYHUAT My Npodun ro pasnmyaBa OT Khnacmyeckute MykodapmaleBTUYHMK
cpencTBa Nopaamn HaIMYMeTo Ha MHOXeCTBO GapPMaKoSIOrMYHN CBONCTBA, OCHOBHUTE OT KOUTO Ca CEKpe-
TONMUTUYHO, MYKONIUTUYHO U CEKPETOMOTOPHO CBONCTBA.

OcBeH Te3n edpekTn CM nposABABa NPOTMBOBbH3NANMUTENHO, UMyHOMOAYNMpaLLo, 6poHxocnas-
MOJIMTUYHO 1 CbAopasWwmpABaLLo AeincTere. HabnogaBaHu ca U aHTUMUKPOOHM edeKTu, BKoYBaLLm
[1030-3aBUCKMO NHXNOVPaHe Ha 6aKTepun U rbONYKN.

EdukacHocTTa 1 Ge3onacHocTTa Ha M e npoyuyeHa B MHOXeCTBO papmaKkonormyHu un 27
KNMHWYHY NPOYYBaHUA NpU NauueHTn ¢ ocTbp 6poHxuT (OB), xpoHuueH 6poHxut (XB), n octbp 1
XPOHMYEH PUHO-CUHYNT CyyacTue Ha 6 200 nayuneHTw.

MNpoyusaHe npu naymeHTn ¢ Ob 1 neyeHne cbc CM 300mg 4 NbTU AHEBHO B NPOAbIIXKeHMe Ha 14
[OHV BOAWU [0 CTAaTUCTUYECKM CUTHUPMKAHTHA pefyKuMsa Ha CpefHaTa 4YecToTa Ha NpUCTbNUTE Ha
KawnuuaTtaHa7un 10 aeH (p<0.001) B cpaBHeHMe C niauebo.

Pesyntatute OT paHOOMM3MpPaHWTE NPOYyYBaHUA NPu leyeHne Ha nauneHTn ¢ Xb nokasear, ye
CM Boan [0 CUrHUOUKAHTHO HaMasileHVe Ha TeXeCTTa M YyecToTaTa Ha 0OOCTPAHUATA, pedyKumsa Ha
HyXJaTa OT aHTUOMOTUK M CKbCSIBaHE Ha MPOABIIKUTENIHOCTTA HAa aHTUOMOTUYHOTO fleyeHune B
cpaBHeHVe ¢ nnauebo. B gbnrocpoueH nnaH neuverHneto cbc CM npu Xb Boau Ao npemaxsaHe Ha
Ce30HHMA, eCcTeCTBEHO CpeLLaLl ce MYK Ha eKk3alepbaLuu, KonTo ce Habnogasa Mmexay 2 u 4 mecela Nnpwm
neyeHueTo B nnayebo rpynaTa.

Mob6anHaTta edpurkacHocT Ha CM e oLieHeHa KaTo "MHoro jobpa nnu fobpa" 8 80.2% ot cnyyaunTe,
arnobanHaTa MOHOCUMOCT - KaTo "MHoro fobpa unm fobpa" BbB Bcekm cnyyari (100%).

KnrouoBu gymm: lfenomuipton, CraHgapTtusvipaH MUpTos, OCTbp 6pOHXUT, XPOHUUYEH 6POHXUT
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Abstract

GeloMyrtol (GM) is an herbal medicine containing standardized Myrtol (SM). SM has an
absolutely exact concentration of 3 certain active substances produced by the distillation of plant
essential oils. The three active substances are limonene (L), cineole (C) and -pinene (P), and are in the
corresponding standardized concentrations for both capsule formulations of GM. GM Forte is in the form
of a gastro-resistant capsule containing 300mg SM comprising at least 75mg L, 75mg C and 20mg P. GM
120mg for children, gastro-resistant capsule contains 120mg of SM, including at least 30mg L, 30mg C
and8mgP.

The pharmacodynamic profile distinguishes it from the traditional mucoactive pharmacy due to
multiple pharmacological properties, the main ones being secretolytic, mucolytic and secretomotory
properties.

Besides these effects, SM exhibits anti-inflammatory, immune-modulator, bronchospasmolitic
and vasodilating actions. Antimicrobial effects including dose-dependent inhibition of bacteria and
fungiwere also observed.

Efficacy and safety of SM has been studied in 27 clinical trials in acute bronchitis (OB), chronic
bronchitis (HB) and sinusitis, involving 6 200 patients approximately.

Treatment with SM 300mg 4 times daily for 14 days in patients with OB resulted in a statistically
significant reduction in mean frequency of attacks of coughing, on days 7 and 10 (p<0.001) compared
with placebo.

The results of randomized studies in treating patients with HB show that SM leads to a significant
reduction of the severity and frequency of exacerbations, reducing the need for an antibiotic and
shortening the duration of antibiotic treatment in comparison with placebo. In long-term treatment with
SM in chronic bronchitis leads to the elimination of seasonal, naturally occurring peak of exacerbations
thatoccurs between 2and 4 monthsin treatmentin the placebo group.

Global effectiveness of SM was rated as "very good or good" in 80.2% of the cases, and the global
tolerance-as"verygood orgood"in every case (100%).
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OutomeaVLMHaTa U pacTUTENHUTE peMeamns
UMaT Obira UCTOPUA B NIEYEHNETO Ha OCTbP U
XpOHMYeH 6poHxut. CTaHaapTu3upaH MupTon
(CM) e pacTuTeneH fepuBart C akTUBHU UHTpeau-
€HTK, NOJTyYeHN Ype3 AecThnauma Ha eTepUYHU
mMacna. Mo xMMrnyHa CTpyKTypa e eTepuyHoO Mac-
N0, fecTunat oT CMeC OT NPEeYNCTEHO eBKanun-
TOBO Macsio, MPEeUYNCTEHO C/TIAAKO MOPTOKAN0OBO
Macso, MPeYncTeHo Macsio OT MUPTa U NPeYnc-
TEHO NMMOHOBO Macho (66:32:1:1). fonemuTe
MoHoTepneHn 1.8-unHeon (75mg), D-numoHeH
(75mg) n a-nnHeH (20mg), ce n3nonseaTt KaTo
61ONOrMYHM MapKepPHY BelecTsa (22).

CM nma abcontoTHO TOYHa KOHLLEHTpaL s Ha
3 onpepfeneHy akTUBHW BeLLecTBa, NMONyYeHu
ypes gecTunauma Ha PacTUTENTHU eTepUYHU
Macna. Tpute akTVBHM BellecTBa ca limonene
(numoneH) (), cineole (unHeon) (C) n -pinene
(nnHeH) (M) B cbOTBETHMTE CTaHZAPTM3UPAHU
KOHLeHTpauum 3a ABeTe KancynHu opmu Ha M.
'M ®opTe e nog popmaTa Ha CTOMALLHO-YCTON-
uMBa Kancyna, cbabprKawa 300mg CM Bkntou-
Bal, MuHMMym 75mg J1, 75mg C n 20mg M. TM
120mg 3a fela, CTOMaLIHO-YCTOMYMBa Kancyna
cbabpxa 120mg CM, BKNUBaLW, MUHUMYM
30mgJ1,30mg Cun8mgrl(23).

GdapmakoguHaMmuyeH npodun

QapmMakognHaMUYHUAT Npodun e 3HaunTen-
HO MO-LWMPOK OT TO3U Ha Kilacuyeckute MyKo-
dapmaueBTUYHM CpeacTBa, Tbil kKato CM npute-
»aBa MYKONUTUYHM, CEKPETONUTUYHWN 1 CeKpe-
TOMOTOPHW CBOICTBA.

MyKoceKpeTonuTUUHUAT My edeKT e n3cnes-
BaH M OLleHeH NOCpeaCcTBOM MeTofa Ha YepBeH
dbeHon cnep opanHoO NPUIOKeHME Ha MeaunKa-
MeHTa B CpaBHeHMe C KoHTpona (9). Bbnpeku ve,
npoyyBaHVA BbpXy Bpb3kaTa Mexay f[o3aTa Ha
AKTVMBHOTO BELLECTBO M CEKPETONUTUYHMA ePeKT
Ca pPAAKOCT 3a MYKOAKTUBHUTE pacTUTENHN fe-
KapCTBa, eKCneprMeHTaIHO NPY MULLKW € foKa-
3aHa NMHelHa Bpb3Ka Ha fo3a-oTroBop. Cekpe-
Tonusata ¢bc CM e curHndrKaHTHO NoBULLIEHA
(+32% cnpAamo KoHTpona; p<0.05) 1 NpeBb3X0XK-
[a eBKanvMnToBOTO MAc/o (YMCTO eBKaUMNTOBO
Macno +21% B cpaBHeHMe ¢ KoOHTponu; p>0.05)
(3,4,5).

MyKOnUTUYHMAT epeKT e OLeHEH Ypes peo-
NOTUYEH MeToA NP MauueHTU ¢ BpoHXManHa
actMa, Xb, KuctnyHa ¢pubpo3sa n koHTponu. Mpo-
MEHMTE Ha BMCKO30eNnaCcTUYHOCT OT 6a3asiHu yC-
NOBUSA Ca CUTHUPUKAHTHU Npu nauyveHTn ¢ XB,
6pOoHXManHa acTMa 1 KUCTUYHa ¢pubpo3a B cpas-
HeHWe C KOHTPONU, U Ca CPaBHVMM C IeCTBUETO
Ha N-aueTmnumucTerMH Npy CbLinMTe NaLUEHTU C
Te3un 3abonasaHua (pur. 1) (1).

Our. 1. MpomaHa Ha BUCKo30enacTuyHoctTa (1).
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Phytomedication and herbal medicine have a
long history in the treatment of acute and
chronic bronchitis. Standardized Myrtol (SM) is a
plant derivative active ingredient derived from
the distillation of essential oils. In chemical
structure, it is an essential oil, distillate from a
mixture of rectified eucalyptus oil, rectified
sweet orange oil, rectified myrtle oil and rectified
lemon oil (66:32:1:1). Large monoterpenes 1.8-
cineole (75mg), D-limonene (75mg) and a-
pinene (20mg) were used as biological marker
substances (22).

SMhas an absolutely exact concentration of 3
certain active substances produced by the
distillation of the plant essential oils. The three
active substances are limonene (L), cineole (C)
and -pinene (P), and are in the corresponding
standardized concentrations for both capsule
formulations of GM. GM Forte is in the form of
gastro-resistant capsule containing 300mg SM
comprising at least 75mg L, 75mg Cand 20mg P.
GM 120mg for children, gastro-resistant capsule
contains 120mg of SM, including at least 30mg L,
30mgCand8mgP.

Pharmacodynamicprofile

The pharmacodynamic profile is conside-
rably wider than the classic mucoactive agents.
SM has mucolytic, secretolytic and secretomotor
properties.

Mucosecretolitic effect was evaluated by the
method of phenol red, after oral administration
of the medication in comparison with the control
(9). Although studies on the relationship bet-
ween the dose of the active substance and sec-
retolytic effects are rare for mucoactive herbal
medicines, experimentally in mice has been
demonstrated a dose-response linear relation-
ship. Secretolysis with SM was significantly
increased (+32% versus controls; p<0.05) and
superior to eucalyptus oil (pure eucalyptus oil
+21% compared with controls; p>0.05) (1, 3, 8).

The mucolytic effect was evaluated by
rheological method in patients with bronchial
asthma, HB, cystic fibrosis and controls. Changes
of viscoelasticity from basal conditions are
significant in patients with HB, bronchial asthma
and cystic fibrosis as compared to the controls
and are comparable to the action of N-acetyl
cysteine (fig. 1) (1).

Fig. 1. Change in Viscoelasticity (1).
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B pe3synTtat Ha peonornyHuTe NpPoMeHu ce
HabniopgaBa 1 NnogobpeHre Ha MyKoLMINapHUA
KNMpbHC 80 30%, KaKTO 1 Ha KNMPbHCA Ha Kall-
nvua - go 100% npu NauneHTn ¢ KUCTUYHa Gprob-
po3a(14).

MpomsAHaTa Ha MyKOLUAPHUSA KIVPBHC Npu
Xb e curHudrKaHTHa B rpynata Ha TpeTupaHe
cbc CM B cpaBHeHne camboxol n putonpenapar
(p<0.05,3a BcAKo cpaBHeHME) (dur. 2) (2).

Our. 2. [pomAHa B MyKOLMANAPHUA KIMPBHC (2).
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CekpeTtomoTOopHMAT edpeKT Ha CM e noTBbpP-
LEeH B MpoyuyBaHe Npu MauuMeHTU C XPOHMWYEH
CUHYUT, NPY KOMTO ce HabniofgaBa nosulLEHA
yecToTa Ha UMnmnapHNA pUTbM C KoepuLMeHT 2 B
CpaBHeHue ¢ nnauebo, n e CbKpaTeHO TPAH3NUT-
HOTO Bpeme Npu npuaraHe Ha TecTa 3a 3axapuH
crnoseye oT 5 MUHYTH (3).

CM no po30-3aBMCMM HauVH 3acuiBa YecTo-
TaTa Ha AABU>KEHVIE HA PECHMYKUTE Ha LUTMAPHNA
envTen (UAINapHOTO GUEHE) N PeCNEKTUBHO Ha
MyKoumnapHua TpaHcnopT (¢ur. 3). To3n curHm-
duKaHTeH edpeKT 3a LmnmapHOTO GueHe e Habnto-
[aBaH eKCnepuMeHTaNHO B KOHLUeHTpauua
0.01% CM u 0.17mg/kg Terno 3a mykoumansap-
HUA KNMPBHC (p<0.05) CbOTBETHO Ha AO3K1Te NpK
xopa (2), 1 Npu neyeHre Ha MyKyCHa Xunepcek-
peumns n gedpekT Ha MyKoumnnapHata GyHKLUA
Ha XOBb (13).

Our. 3. CurindukanTHo yBenuuexne Ha YIP B rpynara
¢b¢ (M npu 3apaBu uHANBIAN 1 naumenTn ¢ XOBb (13).
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CM nma cunHO M3paseHn aHTUOKCUMAAHTHMU
edekTun. Tol Bb3aenCTBa BbpXy Bb3nanuTenHute
npouecy ypes ynaBaHe Ha Hali-arpecuBHUTE
KNCNopoaHu pagnkanu ot tuna OH (xngpokcmn-
HW pafunKanu), KoeTo e JoKa3aHo upe3 UHX1OU-
paHe 06pa3yBaHETO Ha eTUJIeH B eKCreprMeHTa-
NeH TbKaHeH mogen (cuctemata Ha OeHTbH K1
cuctemarta Ha SIN), KaTo NnpefoTBpaTABa CBPbX-
AKTUBUPAHETO Ha NEBKOUUTU U KieTbyHaTa
pectpykuma (11).

As a result, the rheological changes improve-
ment is observed in mucociliary clearance to
30%, and the cough clearance of up to 100% in
patients with cystic fibrosis (14). The change in
the mucociliary clearance in HB is significant in
the SM group compared to amboxol and phyto-
medication (p<0.05, for each comparison) (fig. 2)

().

Fig. 2. Change in mucocilliary clearance (2).
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The secretomotor effect of the SM has been
confirmed in patients with chronic sinusitis,
which shows an increased frequency of ciliary
beat by a factor of 2 compared to placebo, and
the transit time is shortened in the application of
the saccharine test by more than 5 minutes (3).

SM enhances the frequency of the ciliated
beat frequency and mucociliary transport in
concentration in a dose-dependent manner (fig.
3). The significant effect for ciliated beat was
observed experimentally in a concentration of
0.01% DM and 0.17 mg/kg weight of mucociliary
clearance (p<0.05) respectively to patients'
doses (2), and in the treatment of mucus hyper-
secretion and mucociliary defect feature of
COPD (13).

Fig. 3. Significant increase in CBF with SM in healthy subjects
and COPD patients (13).
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SM has strong antioxidant effects. It affects
the inflammatory processes by capturing the
most aggressive oxygen radicals of the type OH
(hydroxyl radicals), which has been proved by
inhibiting the formation of ethylene (system
Fenton and system of SIN) preventing super
activation of white blood cells and cell destruc-
tion(11).
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MpoTnBOBB3NANUTENHOTO felcTBre Ha CM
ce IeMOHCTPYPa Ype3 J0Ka3aHOTO HamansABaHe
Ha KOHUEeHTpauuAaTa Ha neBkoTpueHu (LTC4/
D4/E4) npw npunaraHe MOAen Ha apaxmaoHOBa
KucenviHa (4). NMogo6Ho, Npy NepopanHo npu-
NOXeHWe BOAM A0 [03a-3aBUCMMO HaMmasieHuve
Ha KOHLIeHTpauuaTa Ha neBkoTpueHu (LTC4/D4/
E4), kaTo ce ycTaHOBABa CTaTUCTUYECKUN 3HAUVM
edeKT npu Han-Brcoka ao3a 900mg/kg (dur. 4)
(4).

Our. 4. OnpefienaHe Ha KOHLEHTPALMATA Ha NEBKOTPUEHN
(B Mopen oT Koxka Ha yxo) upe3 UHxubupaxe
Ha 5-nunokcurenasa (4).
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B ponbrHUTENHWTE M3cnedBaHUs Ha 6aso-
bUNHM NeBKOUUTY NPUW NbXOBE Ce A0Kasa, ye
CM vHxuburpa 5-nMnokcureHasara, KoyoB eH-
31M OT Bb3ManuTenHaTa Kackaga (22).

MpoTtuBoBb3ManuTenHUTe cBoncTea Ha CM
ce NoTBbprKAaBaT OT HamanaBaHe Ha PGE2 n nH-
xnbrpaHe Ha NPOUHPIAMATOPHN LUTOKMNHU
(TNF-a u IL-6), nHAYLUMpPaHW B eKCcnepuMeHTaneH
mogen Ha XOBb npwn nnbxose (XOBb npoBoku-
paH upes unrapeH anm), KOHTPON 1 NbXOBe C
MHoKynauma Ha Ps.aeruginosa (7).

Mpw in-vitro npoyyBaHNA BbpXy U30AMpaHn
anBeonapHu makpodaru ot nauymeHtn ¢ XObb,
GOLD stage llI-IV (n=26), CM Boau fo curindu-
KaHTHa pepykuma Ha ROS (17.7%; p=0.05), Ha
TNF-a (37.3%; p<0.001), IL-8 (12.3%) n GM-CSF
(35.8%) (19).

CM e npoyyeH 3a aHTUMUKPOOHa aKTUBHOCT
OTHOCHO Han-YecTuTe PecnMpaTopHX NaToreHn
1 NOKa3Ba [J030-3aBUCMO UHXMOUpaHe (B KOH-
LeHTpauma ot 5-0.039 % V/V) Ha MHOXeCTBO Nna-
TOrF€HHN MUKPOOPraHN3MM C U3KJtoueHre Ha Ps.
aeruginosa (6). bakTepnocTaTMyHnTe CBOM-CTBA
Ha CM ca noTBbpAEHN MH-BUTPO.

CM noHuXaBa XMCTaMUH-UHAYyUUPaHUA
6poHx0Cnas3bm ¢ 33% B CpPaBHEHVE C KOHTPONU-
Te (1, 3) n NnposBABa NpeBaHTVBEH OPOHXOCMNa3-
MONNTMYEH epeKT, BEPOATHO BbB Bpb3Ka C Mo-
BNMABaHE Ha NeBKOTpUeHuTe (4, 8).

EdumkacHocTn 6e3onacHocT

EdukacHoctTa Ha CM e npoyyeHa B 27 Knu-
HUYHK NpoyyBaHua npu OB, Xb 1 cMHy3uT Npn
yyactume Ha 6 200 naumeHTn, ot KouTo 4 800 Ha
Tepanua cbc CM, ot Tax 83% Bb3pacTHu, 17%
feua (n=1074).

B paHaomu3npaHo nnaue6o-KoHTponmMpaHo
MY/ITULEHTPOBO NpoyyBaHe Npu 413 nayneHTn c
Ob Ha Tepanusa cbc CM 300mg, 4 nbTU AHEBHO 3a
14 gHY nnn nnaueb6o ce Habntogasa CUrHNUGU-

The anti-inflammatory effect of SM was
demonstrated by reducing the concentration of
leucotrienes (LTC4/D4/E4), using a model of
arachidonicacid (4). Similarly, after oral administ-
ration it leads to a dose-dependent decrease in
the concentration of leucotrienes (LTC4/D4/E4)
by statistically significant effect at the highest
dose of 900 mg/kg (fig.4) (4).

Fig. 4. Determination of the leucotriene concentration
in the ear skin by inhibition of the 5-lipoxygenase (4).
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In additional studies of basophilic white
blood cells in rats, it was proved that SM inhibits
5-lipoxygenase, a key enzyme of the inflamma-
tory cascade (22).

The anti-inflammatory properties of SM are
confirmed by the reduction of PGE2 and the
inhibiting of proinflammatory cytokines (TNF-a
and IL-6), induced in an experimental model of
COPD in rat smokers - controls and rats with
inoculation of Ps.aeruginosa (7).

In in vitro studies on isolated alveolar macro-
phages from patients with COPD GOLD stage llI-
IV (n=26), SM leads to significant reduction of
ROS (17.7%; p=0.05), TNF-a (37. 3%; p<0.001), IL-
8(12.3%) and GM-CSF (35.8%) (19).

SM has been studied for anti-microbial acti-
vity on the most common respiratory pathogens
and shows dose-dependent inhibition (ata con-
centration of 5-0.039 % V/V) to most pathogens
with the exception of Ps. aeruginosa (6). Bacte-
riostatic properties of SM have been confirmed
invitro.

SM reduces histamine-induced broncho-
constriction by 33% compared to the controls (1,
3), and exhibits a preventive bronchospasmoly-
tic effect, possibly associated with the response
ofleucotrienes (4, 8).

Efficacy and Safety

The efficacy of SM has been studied in 27
clinical trials in OB, HB, and sinusitis with 6 200
patients taking part, of which 4 800 with SM
therapy, 83% of them adults, 17% of children
(n=1074).

In a randomized, placebo-controlled, multi-
center study in 413 patients with OB therapy SM
300mg 4 times daily for 14 days or placebo
significantly lower frequency of days with cough



KaHTHO MO-HMCKa CpefdHa 4ecToTa Ha AHuTe C
NPUCTBNU Ha Kaluua B rpynata C akTUBHO
neyvenme cbc CM (CM: 62.1%, nnauebo: 49.8;
p<0.0001) 1 cMrHMPUKAHTHO HamasieHne Ha
cpeaHaTa yectoTa Ha MPUCTBbNUTE OT Kalwnuua
(10). CpenHoTO Bpeme 3a pegykuma ¢ 50% Ha
KawnuMuaTta e CTaTUCTUYECKN CUTHUPUKAHTHO
MO-HUCKO 1 MOBeYe NauneHTy ca ¢ AHu 6e3 Kalu-
nuua B rpynata cbc CM. CboTBeTHO ce Habnoga-
Ba CUrHUPUKAHTHO NO-ManbK Bpoit AHW C Npu-
CTHMNW Ha Kalunmua npes AeHaA 1 No-mMasko Hapy-
LUEHMA HA CbHA NOPaAM Kaluuua npes HoLWTa,
OT-YET/INBO CUTHUPUKAHTHO NO-MasIKO CUMMTO-
MaTUYHW BJIOLIABAHUA U MOBeYe MaLNeHTN C
No3UTUBEH OTFOBOP Ha JieueHneTo cbc CM.

HexxenaHnte nekapcTBEHU peaKkumn ca CpaB-
HumMK B ABeTe rpynu (CM: 7.9%, nnaue6o: 7.6%).
HabntogaBaHu ca caMo Neku 10 yMepPeHu cTpa-
HUYHW NeKapCcTBeHU peakumu (10).

B apyro paHpomu3npaHo, 4BONHO-CNANO,
KOHTPONMPAHO, MHOFOLEHTPOBO MpPOYyYBaHe
npwu nauyueHTn ¢ OB, ce npoyusa CM (TM QopTe
300mg, 4 NbTU JHEBHO) cpelly LedypoKCrM, am-
6pokcon n nnavebo. BknoueHn ca 676 ambyna-
TopHY naumeHTn (ITT nonynaymsaTa (Intended to
treatment)) c Ob cbc cKOPOLIHO Hayano (5 gHu) n
Hal-manko 4 cbbyxgaHua npes HolTa nopaau
kawnuua, n ®EO1>75%, B 40 ueHTpose B Nonwa.
HanpaBeHa e oLeHKa Ha TepaneBTUYHUA OTro-
BOP M HEMOBNMABaHE, OLleHKa Ha CUMMNTOMUTE
(NpUCTBNK Ha Kalwnuua npes HowTa 1 npes ge-
HA), KOHCTaTaUUM OT KAWHWYHO M3CNefBaHe,
FEV1, rno6anHa oueHKa Ha edprKacHOCTTa 1 no-
HocumocTTa. Cnep efHa ceaMmLa Ha eyeHme ce
HabnoaaBa Ha-HUCHK NPOLEHT Ha HenoBUs-
BaHe B rpynarta nekysaHa cbc CM (5.3% B ITT,
5.4% EAP (Efficacy active population)) B cpaBHe-
HWe C oCTaHanuTe Tpy rpynu. PUcKbT fa ce nony-
yu BfIOLIABaHe Mpe3 BTopaTta cegmuLa ot Jieye-
Hueto cbc CM e He3HauuTeneH — 1.2% (1.3% B
EAP), e CUTHUPUKAHTHO NMO-HNCBHK B CPAaBHEHME
CBCUYKN APYTU Fpynu Ha neveHune (15).

YecToTaTta Ha OTTOBOPUSINTE Ha IeYEHUNETO B
rpynata Ha CM u nnauebo rpynata crep efHa
cegMuLa e CTaTUCTMYeCKM 3Hauuma (p<0.001).
He ce HabntogaBa CTaTUCTUYECKN 3HAUMMa pas-
nuka (p=0.85) B npoueHTUTe Ha OTFOBOPUSIN Ha
CM cnpsmo uedypokcum. Mpe3 BTopaTta cegmu-
Lia Ha nneyeHue, pasnukata mexgy CM v nnayebo
€ olle No-o4eBNAHA, a passfivkaTta B YecToTaTa Ha
otroopunute npu CM u uLedypokcum octaBa
cblwarta (¢ur. 5, 6). CM Boan [0 CTaTUCTUYECKU
CUTHUPUKaAHTHA pefnaTMBHATa peaykuus Ha

Our. 5. HamaneHue Ha yecToTaTa Ha KawnUyHUTe MPUCTHAN
npy naumneHTn ¢ octbp 6poHxuT (10).
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in the active treatment group (SM: 62.1%, pla-
cebo: 49.8%; p<0.0001) and a significant reduc-
tion in the mean frequency of cough were obser-
ved (10). The median time to 50% reduction of
coughing was statistically significantly lower and
more patients have days without coughing.
Accordingly, there were a significant lower
number of days with cough during the day and
less sleep disorders due to coughing during the
night, clearly significantly less symptomatic
deterioration and more patients respond to
treatmentwith SM.

Serious adverse events and adverse events
were comparable in both groups (SM: 7.9%, pla-
cebo: 7.6%). Only mild to moderate side effects
were observed (10).

In another randomized, double-blind, con-
trolled, multicenter study SM (GM forte 300mg 4
times daily) versus cefuroxime, ambroxol and
placebo in OB was examined. 676 outpatients
(ITT population (Intented to treatment)) with OB
were included with recent onset (5 days) and at
least 4 awakenings during the night due to
cough and FEV1>75% in 40 centers in Poland. An
assessment of therapeutic response and the fail
to response, evaluation of symptoms (night
attacks of cough and cough during the day),
findings from a clinical study, FEV1, global
efficacy and tolerability was made. After a week
of treatment the lowest rate of non-responders
in the group treated with SM (5.3% in the ITT,
5.4% EAP (Efficacy active population)) compared
to the other three groups was observed. The risk
to get a deterioration in the second week of
treatment with SM was negligible - 1.2%(1.3%in
EAP), and was significantly lower compared to all
othertreatmentgroups (15).

The frequency of responders to therapy in
the group of SM and placebo after one week was
statistically significant (p<0.001). No statistically
significant difference (p=0.85) in response rate to
the SM to cefuroxime is observed. In the second
week of treatment, the difference between the
SM and placebo is even evident, a difference in
response ratesin SM and cefuroxime remains the
same (fig. 5, 6). SM resulted in a statistically
significant reduction relative to the mean
frequency of attacks of coughingatdays7and 10

Fig. 5. Relative reduction in mean frequency of coughing fits
in patients with acute bronchitis (10).
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CpenHaTa YecToTa Ha NPUCTbNUTE Ha KalvuaTa
Ha 7-m1 n 10-Tn geH (p<0.001), Ha 14-T1 peH
(p<0.0001), 1 go cUrHMdMKaHTHa NPOMsAHa B
OL|eHKaTa 3a TeXXeCT Ha OpoHXMTa Ha 10-1s feH.

Our. 6. Ckana 3a OLeHKa Ha TexecTTa Ha bpoHxuTa (BSS),
oLieHKa Ha 10-11 ne (10). ‘
Kawnmuya ~ Xpaukn  Xpunose g(l;#;aa Incnnes
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HanpaBeHa e oueHKa Ha NOBAUABaHE Ha Npu-
CTBNM Ha Kalumua npes HowTa (15). B Hayanoto
Ha M3c/leaBaHEeTO, BCMUYKN NaUUEHTU Ce OMnak-
BaT OT CbOYyKJaHe Hal-Manko YeTpu MbTY B pe-
3ynTaT Ha NpUCTbNM Ha Kawnuua. Cnep epHa
ceaMmua Ha nneyeHune, 50% ot nauneHTuTe B rpy-
NnTe Ha aKTUBHO JleyeHre He CbobLlaBaT 3a Npu-
CTBMM Ha KalMua npes HowTa, KaTo npes BTO-
paTa cegmuua nopobpeHneTo Hagxebpna 70%
(ITT) nnn 80-90% (EAP).

AHanornMyHoO B HA4anoToO Ha U3CNiefBaHETO,
91-94% OT NaymeHTUTE Ce ONJIakBaT OT Kalunnua
npe3 aeHA. Cnep aBe ceaMULN Ha flieyeHmne, noy-
T nofoBuHaTa oT nauymeHTute ITT n noBeue ot
nonoBurHaTa oT nayneHTute B EAP Ha CM ca 6e3
onnakBaHMA OT Kalrua npes geHs.

N3cnepoBaTennte oueHABAT LANOCTHATa
edukacHocT Ha CM cnep efHa ceaMmuLa neveHne
KaTo fobpa munv mHoro fobpa B 79% oT cnyvau-
Te, 3a uedpypokcm B 74% OT cilyyamTe 1 3a am-
6pokcon B 67% ot cnyyaunTte (ITT), KaTo B CbLLOTO
Bpeme npu nnauebo e B camo 42% oT ciiyyauTte
(15).

OueHkaTa gageHa oT naumMeHTUTe CbBMnaaa
OLleHKa Ha n3cnefqoBaTennTe, KaTo LAnocTHaTa
edVKaCHOCT ce oLeHsABa KaTo ,406pa Ui MHOTO
nobpa” B 78% ot cnyyante npu CM, 74% npwu
uedypokcmm, 66% npu ambpokcon, n 41% npu
nnaue6o. Mpun EAP CM nma ,gobpa nnm MHoOro
nob6pa”edurkacHocTB90% cnepf 2 ceamnLn nieye-
HWe, a jopu 1 B 92% cnep 4 cegpMmnum neyexne. B
KNMHMYHaTa npaktika CM moxe fa ce npueme
KaTo peasiHa anTepHaTVBa Ha aHTUGMOTULUTE
npu OB, 1 ToBa 6€3 HUKAKbB PUCK Aa AoBeAe A0
GaKTepurasnHa pe3nNCTeHTHOCT.

HexenaHun nekapcTBEHN peakunmy Bb3MOXHO
CBbP3aHM C NPOYyYBaHKTE JIEKapCTBa ca Habsto-
ZaBaHu B 56 cniyyas: CM 18, nnaue6bo 4, uedpypo-
Kcum 15, m ambpokcon 19 (15). MpekpaTaBaHe Ha
NPOoyyYBaHETO NOPaAMN HeXenaHu NneKapCTBeHN
peakuuu ce Habntogasa npu 27.7% oT cnyyanTe C
Tepanua CM, 50% - nnaue6o, 53.3% - uedypo-
Kcum, 1 10.5% - ambpokcon. NMoHocumocTTa Ha
CM e nopgo6Ha Ha Ta3u Ha nnauebo.

Mpw geua, oueHKaTa 3a epukacHocT Ha CM e
npoyyeHa B PETPOCMEKTMBHO MOCTMapPKETMH-
roso npoyusaHe (n=184) npu geua c OB ¢ yuac-
TUETO Ha OOLoNPaKTMKyBaLLU NeKkapu, cneura-

(p<0.001), on day 14 (p<0.0001) and a significant
change in score for severity of bronchitis of the
10th day.

Fig. 6. Bronchitis Severity Score: Sub score at day 10 (10).
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An assessment of the influence of night
cough was made (15). At the beginning of the
study, all patients waking up atleast four times as
a result of cough. After one week of treatment,
50% of patients in the active treatment reported
no episodes of coughing during the night and
during the second week - exceed 70% (ITT) or 80-
90% (EAP).

Similarly, at the beginning of the study, 91-
94% of the patients complained of a cough
during the day. After two weeks of treatment,
about half of the ITT patients and more than half
the patients in the EAP of SM had no complaints
of coughs during the day.

The researchers assessed the global efficacy
of SM after one week of treatment as good or
very good in 79% of the cases, of cefuroxime in
74% and ambroxol in 67% (ITT), while in the
placeboinonly 42% of the cases (15).

Evaluation of patients confirms the assess-
ment of researchers as global efficacy was asses-
sed as "good or very good" in 78% of the cases in
the SM group, 74% for cefuroxime, 66 percent in
ambroxol, and 41% in the placebo group. In EAP
SM has "good or very good" efficacy in 90% after
2 weeks of treatment, and at even 92% at the end
of the study after 4 weeks of treatment. In clinical
practice, SM could be considered as a real
alternative to antibiotics in OB without any risk
leading to bacterial resistance.

Adverse effects, possibly related to study
drug, were reported in 56 cases: SM - 18, placebo
- 4, cefuroxime - 15 and ambroxol - 19 (15).
Termination of the study due to adverse events
was observed in 27.7% of the cases in SM, 50% -
placebo, 53.3% - cefuroxime, and 10.5% - ambro-
xol.Tolerability of SMis similar to that of placebo.

In children, efficacy assessment of SM has
been studied in a retrospective post marketing
study (n=184), in children with OB involving GPs,
specialists and pediatricians in Germany (12).



nmuctn 1 neguatpu B Nepmanuma (12). CpegHaTta
[OHeBHa go3a e 6una 360mg CM (TM 120mg) u
cbotBeTHO 900mg CM (TM ®oprte, 300mg), a
cpeaHaTa NpoAb/IHKUTENHOCT Ha NleyeHneTo e 10
[OHW. B MOMeHTa Ha BK/OYBaHe B MPOYyYBaHETO
nouTtr 80% OT AeLaTa ce onslakBaT OT TeXKa Kall-
nuua. Hap 90% ot geuata nokasat nogobpeHune
Ha KalwnuuaTa — noBeye OT nonoBuHata npu MM
120mg v gopw 84% npu 'M Qoprte (12). ObwwaTta
edurKacHocTTa Ha 'M 1 TM QopTe e oLeHeHa Ka-
TO "MHOro lobpa unm gobpa" B 97.5% ot cnyyau-
Te(12).

B ppyro myntTuueHTpoOBO paHAOMMU3NPAHO
LBOVHO CNiANo nnauebo KOHTPONMpaHo Npoyuy-
BaHe C yyacTmeTto Ha 272 nauuveHtu ¢ Xb
(cvrnacHo gedpunHnumsaTa Ha C30) n FEV1=50%
OT npeABuAeHaTa CTOMHOCT, C UCTOPUA 3a Hali-
MaJIko efiHa OCTpa eK3aluepbauua npes npea-
XOAHaTa 31MMa e npoyyeHa edrkacHocTTa Ha CM.
O6uwo 246 nauymeHtn (CM: n=122; nnauyebo:
n=124) ca nonyynnu mMegMkKaMeHTa 3a Haw-
Manko eguH mecel (ITT nonynauus). JaHHWTe Ha
215 naumentn (CM: n=110; nnauebo: n=105) ca
BKJILOUEHW B OLleHKaTa Ha eduKacHOCTTa npu
nonynauuata cnopep npotokona (PP) (16). Tosa
KNMHWYHO NpOyYBaHe ce pasrnexja Kato cuc-
TematuueH nperneq B Cochrane (17, 19). Kpute-
pUK 3a U3KJTIOUBAHE OT MPOYUBAHETO Ca: UHEK-
LUMA, KOATO MO MHEHMETO Ha M3cnepoBaTens
M3CKBA aHTMOMOTUYHA Tepanus 1 BCAKO Jieye-
HMe C aHTMOMOTULM B PAMKKTE Ha AiBa Mecela,
npeaxoXkaalo BK/YBaHe B U3C/IeBaHETO.
MbpBUYHATa KpalHa TOUYKa € HamansABaHe Ha
yecToTaTa Ha 060CTpAHUATA, KOUTO ca AedurHK-
paHu Mo KNUHWYHUTE KpuTepuu (5, 20).

B PP, 79/110 (71.8%) Ha CM 1 56/105 (53.3%)
Ha nnauebo He ca Nokasanu ocTpu oboCTPSHMA
Mo BpeMe Ha LlecTMeceUeH Neprog Ha nedyeHmve
(p<0.01) n 3a ITT cboTBeTHO: 89/122 (72.9%) 3a
CM, n 72/124 (58%) Ha nnaLebo He ca nokasanmu
n3octpsaHe (p<0.05). B rpynata CM, 15 ot 31 ca
(48.4%) c ocTpa eKsauepbauus HensucKBalla
aHTUbMoTULM 1 19 0T 49 (38.8%) OT NaLMeHTUTE B
rpynarta ¢ nnaue6o. MpoabmKUTeNHOCTTA Ha aH-
TMOMOTMYHA Tepanus e no-abira Npu nnauebo:
10 oT 16 (62.5%) OT NauneHTMTe, KOUTO Ca NoJy-
yaanu CM nsnckBaT aHTUOMOTULM B NPOABITKE-
HWe Ha 7 gHK, 3a pa3nuka ot 23 ot 30 (76.7%) B
rpynarta Ha nnaue6o, KOUTO M3UCKBaT aHTUONO-
TULUW 33 NO-AbAbl NepuUog oT ceaem AHu. Tesm
pe3ynTtaTu nokassart, ye sieyeHneTo cbc CM
HamassiBa Hy)KAaTa OT aHTMOMOTMLM U CbLULO
CKb-CABaA NMPOAB/IKUTENHOCTTA Ha TAXHaTa
ynotpe6a (pur. 7, 8).

The average dose is 360mg SM (GM) (900mg GM
Forte) per day and the average duration of
treatment is 10 days. At the time of entering the
study, almost 80% of children complain of severe
coughing. Over 90% of the children showed
improvement in cough symptom - more than
the halfin GM and even 84% in GM Forte (12).The
global efficiency of GM or GM forte was rated as
"very good orgood"in 97.5% of cases (12).

In a multicenter randomized double-blind
placebo-controlled study involving 272 patients
with HB (as defined by WHO) and FEV1 >=50% of
the estimated value, with a history of at least one
acute exacerbation during the previous winter,
the effectiveness of CM was studied. A total of
246 patients (SM: n=122, placebo: n=124) re-
ceived the drug for at least one month (ITT popu-
lation). Data from 215 patients (SM: n=110, pla-
cebo:n=105) were included in the assessment of
efficacy in the per protocol population (PP) (16).
This clinical trial is seen as a systematic review in
Cochrane (17, 19). Criteria for exclusion from the
study were infection, which in the opinion of the
investigator requires antibiotic therapy, and any
treatment with antibiotics within two months
prior to inclusion in the study. The primary
endpoint was the reduction of the rate of
exacerbations that are defined on clinical criteria
(5,20).

In PP, 79/110 (71.8%) on SM and 56/105
(53.3%) on placebo showed no acute exacerba-
tions during the six-month treatment period
(p<0.01) and in ITT, respectively: 89/122 (72.9%)
on SM and 72/124 (58%) on placebo showed no
exacerbation (p<0.05). In the SM group, 15 of 31
were (48.4%) with acute exacerbation non-
require antibiotics such as 19 of 49 (38.8%)
patients in the placebo group. The duration of
the antibiotic therapy was longer in the placebo:
10 of 16 (62.5%) patients who received SM
required antibiotics for 7 days as opposed to 23
of 30 (76.7%) in the placebo group, who required
antibiotics for a longer period of seven days.
These results indicate that treatment with SM
reduces the need for antibiotics and also short-
enstheduration of theiruse (fig. 7, 8).

Our. 7. Huga Ha ex3auepbauun npe3 3umHuTe meceun — CM cpewy nnaue6o (16).
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Fig. 7. Exacerbation rates MS v/s placebo, during the winter months (16).
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BpoAT Ha nauneHTUTe Ha NevyeHne cbc CM n
ek3alepbaLma Baprpa mexay 7 1 8 Ha Mecel, C
M3KJloYeHMe Ha NocNefHNs Mecel, Ha JlieueHue,
KoraTto e 3. B rpynata Ha nnaue6o, 5 nauneHTm
rnokasBart eKk3auepbaums npes nbpeua Mmecel oT
neyeHveTo, 18 No Bpeme Ha TpeTua mecew, 1 7 no
BpeMe Ha WwecTna mecel,. JleueHneto cbc CM mo-
e Aa nma npeBaHTMBEH edeKT 1 Aa gosene 4o
npemaxBaHe Ha CE30HHMA BPbX HA eK3alepba-
unnTe Ha XOBB npes 31maTa, KolTo ce Habntoaa-
Ba Mexay 2 1 4 mec. OT nieyeHneTo B nnalebo
rpynaTta.

Qur. 8. Hyxxaa oT CbnbTCTBALLA Tepanua ¢ aHTMONOTUK
npy nauueHTuTe ¢ 060CTpAHMA (16).
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Mpw neueHne cbc CM ce HabnoaaBa cTaTUC-
TUYECKUN 3HAYMMO MOBULLIEHUE HA CpefdeH 6pol
nauneHTn 6e3 060CTPAHMA B CpaBeHME C MiaLle-
60 rpynata. B ;barocpoyeH nnaH fieyeHneTo Cbe
CM 3HaumMTeNHO HaManABa YecToTaTa U TexXecTTa
Ha oCTpu eK3auepbauny No Bpeme Ha 6-meceu-
HVA Nepuoj Ha nevyeHne npes 31MmaTta, KaTo oOT-
CTpaHsBa MrKa Ha 060CTpPAHE Mo Bpeme Ha 3UM-
HUA Ce30H mexay 2-u 1 4-n mecel, OT neyeHne
(MeceuuTe oT fekemBpy [0 GpeBpyapu 3a nose-
yeTo NaumneHTn). TexkecTTa 1 YectoTaTa Ha eK3a-
LuepbauunTe, Hy>KaaTa OT aHTUONOTHLM, YBPEX-
[laHe Ha KaueCTBOTO Ha »KMBOT Nopaan Kawuiunua
N eKCneKTopauus ca CTaTUCTUYECKN 3HAYMMO, 1
KITMHNYHO peneBaHTHO NO-HUCKU Npu CM (17).

B Opyro efHoOUeHTPOBO, PaHAOMU3IUPAHO,
nnaue60o-KOHTPONMPAHO, ABONHO-CIIAMO NPOYY-
BaHe npwu 20 xocnuTanm3supaHu naumenTn ¢ Xb ¢
yMepeHa 6poHxmanHa obCcTpyKuma e npoyyeHa
edurkacHocTTa Ha CM npu fo3a ot 4x300 mg/peH
(21). YoeautenHo MHO3WHCTBO OT MaLMEeHTUTe
(90%) ce onnakeBaT OT HAKOMKO MPUCTbMA Ha
Kalnuua gHeBHo. B xona Ha 14 nHeBHO neyeHue,
HenpeKbCHATO Ce MNOBMLLABA NPOLEHTA Ha Nauu-
eHTV 6e3 Kalunmua B rpynarta TpetupaHa cbc CM,
KaTo cnep Ase cegMmmum Hagxebpna 60%. B nna-
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The number of patients with exacerbation
and SMtherapy vary between 7 and 8 per month,
with the exception of the last month of treat-
ment when it is 3. In the placebo group, 5
patients showed exacerbation during the first
month of treatment, 18 during the third month
and 7 during the sixth month. Treatment with SM
may have a preventive effect and lead to the
elimination of the seasonal peak of exacerba-
tions of COPD during the winter, which was
observed between 2 and 4 months of treatment
inthe placebo group.

Fig. 8. Need of antibiotic concomitant therapy in patients
with exacerbations (16).
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When treated with SM, the average number
of patients without exacerbations increased
significantly in comparison to the placebo group.
In the long-term treatment with SM there is a
significant reduction in the incidence and
severity of acute exacerbations during the 6-
month treatment period in the winter as the
peak of exacerbation during the winter season
between the 2nd and 4th month of treatment
(months from December to February most
patients) is removed. The severity and frequency
of exacerbations, the need for antibiotics, impair-
ment of quality of life due to cough and expecto-
ration were statistically significant and clinically
relevantly lower with SM (17).

In a single-center, randomized, placebo-
controlled, double-blind study in 20 patients
hospitalized with HB moderate bronchial
obstruction was studied the effectiveness of SM
atadose of 4x300mg/day (21). A clear majority of
patients (90%) complained of several episodes of
coughing a day. Within 14 days of treatment, the
proportion of patients with no coughing in the
group of SM constantly increased, to greater
than 60% after two weeks. In the placebo group
the proportion of patients with no cough did not



uebo rpynata Mma BnolaBaHe ¥ npe3 BTopara
ceamumua ot nedveHneTto 10-15 % ce onnakeBaT OT
yBeNMyaBaHe Ha NPUCTbNUTE Ha Kawmua u
B/IOLIABAHE Ha KNWHMYHOTO UM CbCTosiHME. [pn
3anoyBaHe Ha TepanuATa 55% oOT naumeHTUTe
MMmaT onlakBaHe oT TeXbK 3agyx (21). CpeaHoTo
cbnpoTmBaneHue e 8.39 cmH20/L/sec, koeTo Cb-
OTBETCTBa HAa yMepeHa OpoHXManHa o6CTpyKLms
(HopmanHa: <3.5 cmH20/L/sec). B rpynata Tpe-
TupaHa cbc CM nMa HenpeKbCHaTO yBennyaBa-
He Ha OpoAT Ha MauueHTUTe, KOUTO ca b6e3
3aTPYAHEHOo JKLaHe, KaTo TexHUA Asan e Hag 60%
cnep fBe cepMuLM NevyeHne 1 HATO eguH oT na-
LMEeHTUTE He NOKa3Ba BfioLaBaHe Ha 6enogpob-
HaTa ¢yHKUMA. B nnauebo rpynata naumMeHTuTe
ce B/IOWABAT 1 OPOAT Ha MALUNEHTUTE, KOUTO Ce
OMNJIaKBaT OT 3aCU/IBaHE Ha 3aTPYAHEHOTO AMLLa-
He HapacTBa Ha 20% npe3 BTOpaTa cegmuua ot
neyeHneTo.

OueHKa Ha epurKacHocTTa Ha CM npu geua ¢
XB e HanpaBeHa B peTpoCneKTUBHO NOCTMapKe-
TWUHrOBO NPOYYBaHe C yyacTneto Ha 25 geua c Xb
(52% momunueTa; cpepHa Bb3pacTt 10 roguHn, mu-
HUMYM 6 FOAMHKN, MakcuMym 14 rognHn). Mauym-
EHTUTE Ca JIeKyBaHM CbC cpefHa go3a 360mg CM
(TM 120mgq) nnm 900mg CM (T'M ®opTte 300mg)
npu cpefHa NPOABMKUTENHOCT Ha JIeYeHNeTo
37 oHu (cpepHoO 3a BCeKm oTaeneH cayyan) (12).
3anucnuTe ca oCbLECTBEHN OT HE3AaBUCUMIN 06-
LONPaKTUKYBaLLM NeKkapu, Cneunanmuctn n ne-
Anatpu B lepmaHmA. B MomeHTa Ha BKloUBaHe B
NpoyyYBaHETO, MOYTU BCUUKM [eLla ce onnakeaTt
oT Texkka Kawwnuua. Cneg neveHve c M 120mgum
' ®opTe 300mg, nouTri 70% OT feLiaTa ca noka-
3anu nogobpeHune Ha Kawnuuata (30% npu 'M
120mg 1 80% npu 'M ®QopTe 300mg). Moban-
HaTa epurKacHocT Ha CM e oLeHeHa KaTo "MHOro
nobpa unu pobpa" B 80.2% OT cnyyawnTe, a rno-
6anHaTa MOHOCUMOCT — KaTo "MHOro gobpa mnnu
fobpa" BbB BCeKkM cnyyari (100%) (12, 18).

3aknouyeHune

CM viMma goKa3aH KOMIJIeEKCeH MeXaHN3bM Ha
AeNncTBre Npu OCTPU 1 XPOHNYHU UHPEKLMN Ha
FOPHW N JONMHW AUXATeNHU NbTMLa, KaTo npu-
TeXaBa MYKOCEKPEeTONIMTUYHM CBOWCTBA, NOAO-
6psiBa MyKOLUIMAPHUSA U KaLWNYHUS KIVPBHC,
npuTexaBa 1 AOMbAHUTENHN PpapMaKoNornyHu
AKTUBHOCTM KaTO aHTUMUKPOOHW, aHTUOKCU-
[aHTHW, MPOTVMBOBB3NANNTENTHM 1 BPOHXOCMNa3-
MOAUTUYHN.

TepaneBTnyHUTe Nnon3m ot CM ca gokasaHu B
MHOXECTBO PaHAOMU3MPaHU, NnaLebo-KOHTPO-
NMpPaHW, MHOFOLIEHTPOBM NPOYYBaHNA, KOUTO Ca
NMaHUpPaHK, N3BbPLUBAHN 1 JOKNAABaHM B CbOT-
BETCTBME C HAaCOKMTe Ha gobpaTta KIAMHMYHA
npakTnKa. KauectBoTo M pasmepa Ha Te3n us-
cnepBaHua npasy CM yHUKaneH cpefi MyKoCeK-
PETONUTUYHUTE GUTOTEPaNEBTUUYHN IEKAPCTBa.

PesynTatute oT paHAOMU3MpPaHUTE NPOYYBa-
Hust npy OB nokaseart, ue CM Boau 10 No-6bp30
1 MO-3HAYMTENHO NOAOOPEHME Ha CUMINTOMUTE B
CpaBHeHue ¢ nnauebo.

Mpwn nauyneHTn ¢ Xb, TexkecTTa 1 YyecToTaTa Ha
060CTpAHUATA, HYXKAaTa OT aHTUBMOTUK n/nnu
NPOABIKUTENHOCTTA Ha aHTUOMOTUYHUA KypC

remain stable during the second week of treat-
ment, 10 to 15 % were complaining of increasing
attacks of coughing and worsening of their
clinical condition. At the start of therapy 55% of
the patients complained of severe dyspnea (23).
Average resistance was 8.39 cmH20/L/sec,
which corresponds to moderate bronchial ob-
struction (normal: <3.5 cmH20/L/sec). The SM
group has continuously increased the number of
patients who have no difficulty breathing, their
share is over 60% in two weeks and none of the
patients showed no deterioration in lung func-
tion. In the placebo group the number of pati-
ents without dyspnea was not stable and the
number of patients who complained of increa-
sed difficulty in breathing increased to 20%
during the second week of treatment.

Evaluation of the effectiveness of SM in
children with HB was made in post-marketing
retrospective study involving 25 children with
HB (52% girls; mean age 10 years, minimum 6
years, maximum 14 years). Patients were treated
with a mean dose of 360mg per SM (GM) or
900mg SM (GN Forte) at an average treatment
duration of 37 days (average for each case) (17),
recorded by independent general practitioners,
specialists and pediatricians in Germany. At the
time of entering the study, almost all children
complained of severe coughing. After treatment,
with GM and GM Forte, almost 70% of the
children have shown improvement in cough
(30% with GM and 80% with GM Forte). Global
effectiveness of SM was rated as "very good or
good" in 80.2% of the cases and the global
tolerance - as "very good or good" in every case
(100%) (12, 18).

Conclusion

SM has proven to be acomplex mechanism of
action in acute and chronic infections of the up-
per and lower airways, as it has mucosecretolitic
properties, improves mucociliary and cough
clearance. It has additional pharmacological
activities such as antimicrobial, antioxidant, anti-
inflammatory and bronchospasmolytic.

The therapeutic benefits of SM have been
proven in numerous randomized, placebo-con-
trolled, multicenter studies, planned, conducted
and reported in accordance with the guidelines
of Good Clinical Practice. The quality and size of
these studies shows results that makes SM
unique among the mucosecretolitic therapy.

The results of randomized trials of OB show
that SM result in a faster and more significant
improvement of the symptoms compared to pla-
cebo.

In patients with HB, the severity and frequ-
ency of exacerbations, the need for antibiotic
and/or duration of the antibiotic therapy were
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HoemBpu 2016

Ca CTaTUCTUYECKN 3HAUYUTENHO U KAUHWUYHO
peneBaHTHO NoHveHn npu CM B cpaBHeHMe C
nnaue6o.

Imo6anHata epukacHocT Ha CM e oueHeHa
KaTo "MHoro gobpa unu gobpa" B 80.2% ot cny-
YyauTe, a rnobanHaTa MOHOCUMOCT — KaTo "MHOro
no6pa vy gobpa" Bbe Bceky cryyvain (100%).

Cmamusama e nybnukysaHa c 1t06e3Homo Co-
Oeticmeue Ha QvoHukc Oapma, npedcmasumern
Ha ¢upma lon bockamn u npodykma enoMup-
morn3abwnzapus.

statistically significant and clinically relevantly
reduced by SMas compared to placebo.

Global effectiveness of SM was rated as "very
good or good" in 80.2% of cases, and the global
tolerance - as "very good or good" in every case
(100%).

The article was published courtesy of PHOENIX
Pharma Ltd., representative of Paul Boskamp and
the product GeloMirtol for Bulgaria
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