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Rhodiola rosea L. or “Golden Root” extract is charac-
terized in the current monograph of the Committee on
Herbal Medicinal Products reflection paper as a traditional
herbal medicinal product for relief of symptoms of stress
such as fatigue and sensation of weakness
[EMEA/HMPC/232091/2011, 27 March 2012]. Clinical
studies conducted with Rhodiola rosea revealed improve-
ment in depression symptoms, mental and physical work
performance, elimination of stress related fatigue and as-
thenia. In general, extract from Rhodiola rosea is consid-
ered to be one of the most effective adaptogenic herbal
medications. Rhodiola rosea extract WS®™ 1375' demon-
strated clinical effectiveness in improvement of life-stress
symptoms (Edwards, 2012).Unexplained chronicfatigue
(CF) is a widespread healthcare problem that significantly
affects the professionally active part of population. In this
regard it is expected that extract WS® 1375 may signifi-
cantly improve well-being of these patients, where life-
stress often acts as a trigger factor of CF.

The objective of this open-label multicenter study was
the evaluation of therapeutic effects and safety of
Rhodiola rosea extract WS®™ 1375 in subjects with symp-
toms of CF. Treatment effects were measured on CF
symptoms, quality of sleep, concentration, post exertional
malaise, and level of daily activity.

Study design:an open-label multicenter, single arm
study conducted in Ukraine.

Subjects:100 male and female outpatients (aged 18 to
60 years) with symptoms of CF.

Specific Inclusion Criteria:

— Clinically evaluated, unexplained persistent or re-
lapsing fatigue symptoms lasted at least 2 months that are
not the result of ongoing exertion, are not substantially
relieved by rest, results in substantial reduction in previ-

1 WS® 1375 is the active substance of Vitano® (Dr. Willmar Schwabe
GmbH & Co. KG, Karlsruhe, Germany).

ous levels of occupational, educational, social or personal
activities.

— The perceived symptoms of CF listed below as-
sessed as >5 on Numerical Analogue Scales (NAS): post-
exertional malaise (extreme prolonged exhaustion follow-
ing physical or mental exertion) lasting more than 24
hours, substantial impairment in short-time memory and
concentration, unrefreshing sleep.

— Multidimensional Fatigue Inventory 20 (MFI-20)
score 7 or more for the sub-scales: general fatigue, physi-
cal fatigue, mental fatigue. ®

Treatment: 200 mg of Rhodiola rosea extract WS
1375 twice daily; duration of treatment was eight weeks
with visits at Screening (Day -2) Baseline (Day 0), Week
1, Week 4, and Week 8.

Outcome Variables:MFI-20 — assessment of the chronic
fatigue symptoms, 3 Numerical Analogue Scales of CF
symptoms (post-exertional malaise, impaired memory and
concentration; unrefreshing sleep), Sheehan Disability Scale
(SDS) — assessment of the impairment of daily living and
reduction in previous levels of activity, Number Connecting
Test (NCT) — assessment of memory and concentration,
Pittsburgh Sleep Quality Index (PSQI) — assessment of
sleep quality, Recent Perceived Stress Questionnaire
(PSQ-R) — assessment of stress level,Beck’s Depression
Inventory (BDI) — assessment of depression, Clinical
Global Impression (CGlI).

From 101 patients with symptoms of CF who started
the study treatment the data of 100 was included in Intent-
To-Treat (FAS) analyses.

Statistically significant improvement (p < 0.001) was
observed for all outcome variables. Subjects showed im-
provement not only in specific CF outcomes, but also in
concomitant conditions related to CF comorbidity and
general well-being: PSQI, PSQ, BDI-II, SDS, and NCT.

Outcome variables NAS andMFI-20 that specifically
reflect symptoms of CF demonstrate clear improvement
particularly at the first treatment week.
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Adverse events reported 41 study participants. All
events were connected with concomitant conditions and
estimated as unrelated or unlikely related to Rhodiola
rosea extract WS®™ 1375.

Effectiveness of Rhodiola rosea extract WS® 1375 in
the treatment of CF correlates with previous publications
where strong adaptogenic and anti-stress effects of
Rhodiola rosea were demonstrated (Panossian, 2010; Ols-
son, 2009). Improvement of CF symptoms and general
well-being correlates with reduction of patient’s life-stress
level. This hints at a potential causal relationshipbetween
life-stress and CF symptoms.

Safety and tolerability of WS® 1375 also presented a
favorable profile.

Conclusion: Rhodiola rosea extract WS® 1375 at a
dose of 200 mg twice daily is effective and safe in sub-

jects with unexplained CF symptoms and concomitant
conditions, and may be helpful in everyday clinical prac-
tice of general practitioners and psychoneurologists.
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3PPEKTUBHOCTb U BE3ONACHOCTb /IEYMEHWA SKCTPAKTOM POAMO/1bl PO3OBON WS
1375 MALUMEHTOB C CUHAPOMOM XPOHUYECKOW YCTA/IOCTH
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OKCTpakT POAMONBI PO30OBOU, WM 30JI0TOH KOPEHB,
ormmca B MoHorpadun Komurera mo duToTepamiu Kak
TPAIUIMOHHOE TPAaBSHOE JIEKAPCTBEHHOE CPEICTBO IS
00JIeT9eHUs] CHMIITOMOB CTPECcca, TAKMX KaK yCTallOCTh U
omymienrne ciadboctu [2]. Knuandyeckue ucciaenoBaHus,
MPOBEJIEHHBIE C POJMOJION PO30BOH, MOKA3AIU CHIKEHHE
MPOSIBJICHUI CUMIITOMOB JICTIPECCHH, IMOBBIIICHNE (HU3u-
4ecKOW paboTOCHOCOOHOCTH, YCTPaHEHHs YCTAJIOCTH H
a4CTCHUH, CBSI3aHHBIX CO CTPECCOM. DKCTPAKT POUOIBI
PO30BOM cuMTaeTcs OAHUM W3 Hamboiee 3(P(HEeKTHBHBIX
a/IalTOTeHOB PACTUTENHHOTO MPOUCXOXKICHUS. DKCTPAKT
poauosbl po3oBoid WS 1375 npoaeMOHCTPHPOBAIT KIMHH-
4eCKyr0 3(PGEKTUBHOCTh B CHW)KCHUU MPOSBICHUN CHUM-
nromoB crpecca [1] (Edwards, 2012). HeoOwsicuumas
XPOHUYECKAs YCTalOCTh SIBISICTCS MIUPOKO PacIpoCTpa-
HEHHOH Ipo0JIeMOi 3ApaBOOXpPAHEHUS, KOTOpasi OKa3bIBa-
€T CyLIECTBEHHOE BJIMsSHHE Ha HPO(ECCHOHAIBHO aKTHB-
HYIO 9acTh HaceleHHs. B cBf3m ¢ 3TMM OXmaaeTcs, 4TO

skcTpakt WS 1375 MOXeT 3HAYUTEIbHO YIYUIIUTh CO-
CTOSIHME MAlUUEHTOB, Y KOTOPBHIX INOBCEIHEBHBIN cTpecc
4acTO BBICTYIACT B Ka4eCTBE TPHUITEPHOTO (akTopa Xpo-
HUYECKOM yCTaIOCTH.

Llesb TaHHOTO MCCIeoBaHusI — OLieHKa 3 (HEeKTUBHOCTH
1 0e30IacHOCTH JIEYCHUSI HKCTPAKTOM POAMOIBI PO30BOU
WS 1375 manueHToB ¢ CHHAPOMOM XPOHHYECKOH YCTaylo-
cti. DPPeKT IeUeHNs OIICHUBAIN 110 CUMIITOMAM XPOHHYE-
CKOW YCTAJIOCTH, Ka4eCTBY CHA, KOHIEHTpaIuH, (hu3mde-
CKOM Harpys3ke, ¥ ypOBHIO OBCEJHEBHOIM aKTMBHOCTH.

JuzaiiH ucciaeqoBaHus — OTKPHITOE MHOTOIIEHTPOBOE
HCCIIeI0BaHNE, IPOBOANMOE B YKpanHe.

O6cnenoBanbl 100 MyXYUH W KEHIIUH aMOymaTop-
Horo HaOmoneHus (B Bo3zpacte oT 18 mo 60 yet) ¢ cum-
NITOMaMH XPOHUYECKOH YCTalI0CTH.

Kpurepuu BrimtoyeHHs1 B UCCIIEIOBaHUE: KIMHUYECKUE
3HaYMMBbIe, HEOOBSCHUMBIC IMOCTOSHHBIE WU PEIVIUBH-
PYIOIIHE CHMIITOMBI YCTAJIOCTH, UIAIINECs He MeHee 2 Mec,
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KOTOpBIC HE SBISAIOTCA pPE3ylbTaTOM CYIIECTBYIOIIEH Ha-
TPy3KH, HE MpPOXOAAIIME IOCIE OTAbIXa, NMPUBOJLINE K
CYLLIECTBEHHOMY CHW)KEHHUIO YPOBHSI TPOQECCHOHATBHOM,
MMO3HABATCIHHOM, COITHAILHOM TN JIMIHON aKTHBHOCTH.

Bocnpusitie cHMIOTOMOB XpOHMYECKOH YCTaJIOCTH
OLICHUBAJIOCh KaK >5 IO BU3yaJbHON aHAJIOrOBOM IIKaie
(BAIL): obmee Hemomoranue (JUIMTENBHOE HCTOLICHHE
nociie (PU3NYECKOro WM YMCTBEHHOTO HAaIpsHKCHUS)
NPOJOJDKUTENIBHOCTEIO ~ Ooslee 24 4,  CyIIECTBEHHOE
BIIMSIIONIEE Ha KPAaTKOBPEMEHHYIO IMaMATh M KOHIIEHTpa-
[0 BHIMaHMs, Ka4eCTBa CHA.

Hcnonp30Bancs MHOTOMEPHBIM ONPOCHUK I OLIEHKU
acrerun (MFI-20): ouenuBauch o0mIas ycranoctb, (u-
3U4ecKasl ycTajJoCTh, yMCTBEHHAsl yCTaIOCTb.

Jleuenue: 200 Mr skcTpakTa poauoibl po3oBoil WS
1375 nBa pasa B J€Hb, NPOJOJDKUTEIBHOCTD JIEUEHUS CO-
cTaBwIa § HEI C BU3UTA CKPUHUHTA (I€Hb 2) WCXOIHBINA
(menb 0), 1-g Henens, 4-1 Hemens U 8- Heaews.

OnenuBatonue napamerpsl: MFI-20 — orenka cum-
INTOMOB XPOHHMYECKOH yCTaJOCTH; TpU BU3YaJIbHO-
AHAJIOTOBBIC IIKAJIBl JUIs OICHKM CHMIITOMOB XpOHHYE-
CKOH ycTanocty (o0miee HeJOMOTaHUEe, HapyIICHHS TaMsi-
TH ¥ KOHIIEHTPAaLlN BHUMAHUS, CHIDKCHHAE KauecTBa CHA);
mKkana HerpyzaocnocodHoctn lmxana (SDS) — omenka
BIIMSTHUSL HA TOBCEAHEBHYIO aKTHBHOCTh M YMEHBIICHHE
OTHOCHUTENIBHO MpPEIBIAYIIEro YPOBHSA; KOJINYECTBEHHBII
tect mepekirouenust (NCT) — orieHka maMsaTH U KOHIICH-
Tpauy BHUMaHUs, [InTcOyprckas mkana KadecTBa CHa
(PSQI) — omeHka kadecTBa CHA, aHKeETa BOCIPUATHS
crpecca (PSQ-R) — omeHka ypoBHS cTpecca; IIKaua Jie-
npeccun bexa (BDI) — orenka nenpeccuy; mkana o0mero
knmuHU4eckoro BrnedataeHus (CGI).

Craructuuecku 3Haummoe yiayumenue (p < 0,001)
HaOJII0AAI0Ch JUIs BCEX M3y4aeMbIX NepeMeHHbIX. llaru-
€HTBl TIOKA3aIM YJIYyYIIeHHE HE TOJIBKO B KOHKPETHBIX
pe3ysbTaTax XpOHHYECKOH YCTAaJIOCTH, HO M B APYIHX
CHMIITOMAaX, CBSI3aHHBIX C COIYTCTBYIOLUIMMH XpPOHHYE-
CKOM ycTajocTH 3a00JEBaHMSAMHU M OOIIEro yTy4IIEeHUS:
PSQI, PSQ, BDI-II, SDS u NCT.

Wzyuaembre nokazatenun BAIIL u MFI-20, xoropsie
crieuQpuIecKy OTpaXkaj CUMITOMBI XpPOHHYECKOH ycTa-

JIOCTH, MOKa3allu SBHOE YIy4llleHHe 0COOCHHO Ha IEepBOi
HeJielie JeYCHUs..

[ToGounsble sBICHMsT ObUTM OOHapyxeHbl y 41 ydacrt-
HHKa HcclienoBaHus. Bee mobouHble sBICHHS OBUIM CBS-
3aHBl C COIYTCTBYIOIIMMH 3a00JIE€BaHHUSAMH U OLICHHBA-
JMCh KaK HE CBSA3aHHBIC WJIM MAJIOBEPOSITHO CBSI3aHHBIC C
MPUMEHEHHEM 3KCTPaKTa POAHOIIBI po3oBoit WS 1375.

D¢ PEeKTHBHOCTh MPUMEHEHHUS SKCTPaKTa POAUOIBI PO-
30Boit WS 1375 nmst neueHus XpOHUYECKOM yCTaIOCTH MO~
TBEPIKIAeTCs JAaHHBIMH M IPYI'HX HCCIEAOBATENEH, B KOTO-
PBIX IPOAEMOHCTPUPOBAH CHIIBHBIA aIaNTOreHHBIN W aHTH-
cTpeccoBbIit 3 eKTh pomuosl po3oBoii (Panossian, 2010;
Olsson, 2009). CHmkeHHEe CHUMITOMOB XPOHHYECKOU ycTa-
JIOCTH KOPPEJMPYET C YMEHBIICHUEM YPOBHS CTpecca Maru-
€HTOB. OJTO YKa3blBaeT Ha IOTCHIMAJIbHYIO IPHYNHHO-
CJIC/ICTBEHHYIO CBSI3b MEXIY ITOBCEIHEBHBIM CTPECCOM M
CHMITOMaMH XPOHHYECKOH yCTAJIOCTH.

besonacHocth u nepenocumocts WS 1375 takxke mo-
Kazasa 0aronpHusTHBIA MpoQuIb.

Takum 00pa3oM, 3KCTPAKT POIHMOJIBI PO30BOM WS
1375 B no3e 200 Mr nBa pa3a B AeHb sBisieTcst d3pdexTrs-
HBIM 1 O€30MacHBIM y MAaIHWeHTOB C HEOOBICHUMBIMHU
CHUMIITOMAaMH XPOHUYECKOH YCTaJIOCTH U COIYTCTBYIOIINX
3a0osieBaHUil, 1 MOXET OBITh PEKOMEHIOBAaH B IOBCE-
JTHEBHOM KJIMHMYECKON MpaKTHKe Bpaueil oOlieil mpakTu-
KU 1 TICHXOHEBPOJIOTOB.
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