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[IPEJABAPUTEJILHBIN TPOTOKOJ KIMHUYECKOI'O MCCJIEITOBAHUS
«BiusHue KypCoBOIO LIPUMCHEHUS DIICKTPOCTUMYIISTOPA YPCCKOKHOI'O
JUIS KOpPEKIWY aprepraibioro jasienus « ABP-051»

Ha 1mokKaszareiid IIMpKa/[Horo IIpO(bHJIS{ apreprHalibHOIO JIaBJICHHUAM



Cuucor cokpauieHui
Al" — aprepransHas rMIICpTCH3US
AJl — aprepualibHoOC JIaBICHUC
I'b — rurnepronuyeckas 00J1e31b
JIAJ] — jinacroiiryeckoc apTepUaiLHOC JIaBICHUC

CAJl - cucronuucckoce aprepruaiibHOE jlaBiIcHue



HauMeHOBaHUE HMCHBITYEMOI'0 H3JICJUs: «ICKTPOCTHMYJISITOD YPECKOMKHbIH
LIS KOPPEKIMU apTrepuaannoro jgasiennst «ABP-051» no TVY-9444-005-12342964-
2015» . Mojieiis: ABP-051.

Perucrpaimonnoe yjocrosepenne, spjiannoe Mejiepaibioit ciryx00i 110 Ha/30py B
chepe 3ypasooxpancuusi, Ne P3H 2016/3776 or 31 mapra 2016 roja.

Ceprudukar na coorsercisuce [spouciickum HopMawm 110 jiupextuse 93/42/EEC or
01.09.2017 rona.

I poussojmreins: xommur «lllBade» cosmecrno ¢ OO0 «Mudepym» (620026,
Poccus, CaepjuloBekas obiacts, 1. xarepundypr, yiauna bejiunckoro, 86-487).

Ajpec mecta 1poussojicrsa: 623417, Poccus, Csepjuiosckas 00.1actsb, 1. Kamenck-
Vpanbcku#, yiauia Mexanuzaropos, 74.

MejiMIMIcKas — Opraiusaiius,  OCYIICCTBISIONIAs  1IPOBC/ICHMEC  MC/IMIMIICKOM
atpobaiuy  MejMimnckoro  uzjleins:  Pejiepansioe  ['ocyjlapersenioe  O10jKCTHOC
yupexienue «llanmonannupiit Mejurmubckuit Mccieiosareisckut Ilenrp um. BLA.
Auimazosan, Poccust, 197341, Cauxr-1lerepOypr, yi. Akkyparosa, 1. 2.

WccnejioBanue poBojiiiocs B aMOyraropubix yciaosusx na dase HMJI Ousnosioruy
kposoobpanienust PI'bY « IMUIL nm. B.A. Aiimazosar.

Orsercereennbii uenosnurens: CHC, kv O.B. Mamonos.

Jlaioe KJIMHUYECKOC MCC/IC/IOBAHME 1IPOBO/IMTCS ¢ COOIO/ICHUEM COIIIACOBAIHOIO
Y YTBCPIKJICHHOI'O j[M3aM1 - IPOCKTA.

Cpoxu 1iposejictust ucciejosanus: 15.01.2019 —15.07.2019 r.
[EJb UCCIE/IOBAHNS]

OueHuTsh BIMSHMC KypcoBoro lpumenctus crumysisitopa ABP-051 na nokaszaresiu
upkajinoro  1pobwist  AJl,  pexoHCTPYMPOBAHHOIO 110 JIAHHBIM  TPEXCYTOUYHOI'O
MOHUTOPUPOBAHUS Y HIAIUCHTOB C I'MIICPTOHUYCCKON DOJIC3HBLIO

3AJIAYU MEJIMIMHCKON AITPOBAIMU:

- Orenntb dQdeKTUBHOCTE KOppeKiuu A/l 110 pesyiibraraM TpexcyTo4Horo
MOHHTOPMPOBaHHUs 1IpH amOy:1aTopHoM lipuMmclctuy anuapara «ABP-051» nanumenravy
Ha Qoue crabuwibliof 1TepanuMu ¢ ruieprouuyceckon Oosesunro I er. wnu B ce
OTCYTCTBMHM Y HAIMCITTOB € IHIICPTOHUUCCKOR Dol1esHbio [ er.

e Yeranosuih BIMSIUC KYPCOBOM crumysisiiivd aiiaparom «ABP-051» ua
HOKA341CIH CYTOMHOIO Hpoduis: Bapuadeisinocts AJl, creicis HOYHOIO CHUKCHUS,

BLIPAKCHHOCTL 1IPC/Y TPCHHCIO 1IOBBIIICHUS, YCTOHUMBOIrO npupocrta uiu cuajia AJl B
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TeyeHue CyTOK 110 JIAHHLIM PEKOHCTPYUPOBAHHOIO IIMPKA;(HOIO LPOMUIIS Ha OCHOBANHH
TPEXCYTOUHOIO MOHUTOPUPOBAHUS.

° Oupejiciaurh yCTOHYMBOCTE BIMSHUS  Ha [MPKajIbIA npoduis depes 2
HEjleld  110CHE  [IPCKPAICHMS  KYpPCOBOI'O  allllapaTHOro  BOZJICHCTBUS 110 jlallbIM
TPEXCYTOYHOIO Moturopuposanus AJl.

L CollocTaBuTh BIUSHKEC HA [MPKaJ LK Hpoduis U yposeHb AJ] CxKCIUIICBHBIX
TPEXKpaTHBIX POl lyp pabouuvu ainlapaiamu «ABP-051» B cpasnenuu ¢ 1n1ancoo-
allaparaMu.

® Ornenurs 6€3011aCHOCTE W LPUBCPKCHHOCTL K TEPalMU  CTUMY.ISTOpaMy
«ABP-051».

I[TAITMEHTBI.

Mauventsi c MBI cT. BeaTepanuu n Il CT. Ha

GoHE perynspHoh cTabunisHol Tepanuu.

QcHoBHadA rpynna: TepanesTuyeckan Mnauebo KoHTpoONb 12
ANEKTPOCTUMYNALWA 48 Yenosek (80%) yenosek (20%)

O\ N

G icr. (Bes B I er. Iblct. (Bes B - cr.

Tepanuu) TEPANUK)

Puc. 1. I pynnot nayuenmos, 6KJAI0UEHIbIX 8 UCCAed08allue.
B ucce/oBanue mianupycrest BKIEOYUTs 60 marmenToB 1 uiepronudcckoit 60ie3nbio [-
I crajmm: nammentnl ¢ I'b I er. 6e3 rtepaunu u II-III cr. na done peryssipHon
CrabuIILHON Tepallky, KOTOPLIC OY/1yT paljlIOMU3HPOBAHL! HA 2 IPYIILILL:
e Ocuonuas rpyiia 48 4YcCIOBCK, KOTOPLIM Oy/IeT HPOBOJMILCH CIUMYIISIIMY
atiapatom «ABP — 051»;
e 12 dgenoBeK Ha 1UI1ANCOO-CTUMYJISIIIMK € 1IOMOIILIO MMUTATOpa JICHCTBYIONICH
MO/ICIIH.
Kpurepun BKJIIOYCHUS HAIMEHTOB CJI¢/IYIOIIHE:

* IbI-llecr.

*  Orxioncuuc npoduist AJL 0T HopMalbHLIX 1IOKa3aTC/ICH.



*  Crabuibnas Tepalms WM ¢C OTCYTCIBHM UPH 1ICPBUYHOM JIMAI'HOCTHKE,

METQO/IbI OBCJIEJOBAHUSI.
1 W3ydenune ocTpoit peakiiny na [puMeHeHHE crumylisitopa atnapatoM «ABP —051»
B X0jI€ HCIIPEPLIBHOI'O MONUTOpUpoBanus A/l ¢ noMonibio MonuTopa I'inometer-pro
(FMS, Holland) 1ipu 11¢pBrY10M CI'o UCHIONIBL30BAHKUA. 3a1IMCh Oy/1CT 1IPOBOJIMICH B
TEYEHMUE 5 MUHYT JIO 5 BO BPCMS M 5 110CJIC AllIAPATHONW CTUMYIISIINN B [10JIOKCHUH JICKA.
2. Oriciika yposiist ¥ IUpKajHoro 1poduiist AJl Ha ocnoBanuu ¢ro peKOHCTPYKIMH
JIAHHBIX TPEXCYTOUHOI'0 MOHHTOPUPOBAHUS 110 MCTO,ly HCCHIYCOU/IAIbIION
sapuarusuocty |G.S. Katinas, M.V. Dementyev, IF. Halberg, et al. Iivaluating the form of
nonsinusoidal variations // World Health Journal. 2011. 3(2). P. 135—149.]
3. B redcnue 2-x nejiciib Oy/IeT BBIIOJHSTLCS CTUMYISIKS aliapatom «ABP —051»
110 PCKOMCH/[OBAHHON MCTOJIMKC: TPU pa3d B CYTKH.
4. Ha 12-14 jiens Oyj1eT 1IPOBEJICHO LIOBTOPHOE CYTOUHOC TPEXCY TOUHOE
MOHUTOPUPOBAHKE C PCKOHCTPYKIIMCH 1upka iioro npoduiist Ajl
5. Ia 26-28 jieun OyjieT BuiIOICHA Ul IbHas OllCHKa IIMPKaUIoro poduins AJl
6. Ha ocrose jiHeBHUKA BRIIOJHCHUS CTUMYISIIMU OyJICT 1IPOBC/ICH alaiu3

KOMILIACHTHOCTH HTAIITMCHTOB.

Puc 2. lpoyece pexonempykyuu Oanisix mpexcymouno2o MOHUmMopuposanus 8
yupraoisiil npoghuis AL

Jluzaitn ucciie/jioBamnus 1pe;jIcTaBic Ha PUCYHKe 3.
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3CMA/I — tpexcyrounioe mouuropuposanue AJl.

Puc. 3. Jluzaun obcnedosanus.

PAHJIOMU3ALIMS UCCIE/TOBAHUSI.

JleHcTBYIONIME alllIapaThl ¥ UMHTATOPBI BHCIIHC WJICHTHYHBI JIpY! JIpyly. B nauaice
MCCIIC/I0BAlMS OHM BCC ObLIM IIPOHYMCPOBAHBI B CJIydalHOM 1IOPSIKC JIMIIOM, HC
y4acTBYIONMM B HUcciicjioBanuy. CepuiHBIA HOMEP M LIPUCBOCHHBLIA JIOKAJILIBLIA HOMED
XpanuTcs B HCJIOCTYIIHOM JLIs MCCIIC/lOBATCICH Mecic, a ailiapalsl BbLIAIOTCH B
CilydalHoM liopsijlke. Packppliuce KO/I0B 1LIaHUPYCTCH 110C/IC 3ABCPIICHUS MCCIIC/(OBAlIHS
v uponejicnus | orana crarucTrdcckoi o0paborky, Korjia OyJIeT OICHEHO BIIMSHUC
TepalrMn y Kaxjloro nanventa. Ileis Broporo osrania — cpaBHATh dOOEKIMBHOCTS
JICUCTBYIONIMX allllaparoB ¥ UMHUTaTOPOB.

CTATUCTHUYECKAS ObPABOTKA.

IepBsbiii o1ain

Obpadorka pe3yiasraroB  OyjleT  IPC/lyCMaTpuBaTh — CPABHUTCILHLIA  aHAIM3
LHCPBUYHBIX  (CBIPBIX)  PSJIOB  JlaHHbIX  LOJYYCHHBIX B XOJC  TPEXCYTOYHOI'O
mMouuropuponanus A/, a Takixe noxkazarcici 1MPKa/IHoro HpohuIs, HOJYHCHIBIX B XOJIC
PCKOHCTPYKIIMKA ~ MCTO/IAMMU  CPAaBHMTCIBUOIO  aHajv3a JUIs  HCCOUPSIKCHHOM ¢
COIIPSKCHHONW COBOKYIHOCTH JUIS KOXHOI'O llallMCHTA B OTJICILHOCTU W BBIDOPKH B
eiiom. Kpome Toro, Oyjier cpaBHUBATLCS PE3Y/ILTAT HEIIOCPC/CTBCHIOIO BO3JICHCTBUS U
OTCPOYCHHOW Ha 2 HejleiM olleHkd 1upkajinoro upoguis AJl. Iomumo abco:nornoi
jauHaMukd AJ[ OyjlyT YUHUTBIBATLCS U3MCHCHUS [IMPKA/HOIO HPOMMIIS: CTCICHH HOYHOIO
cummenuss AJl, sapuabensnoctu AJl, upejyrpennero nossimicnus AJl, yeroduusoro
KoJicOanus AJl Bblilie 11CICBBIX 3HAUCHUE (1IMKK U ClId/1bl).

Bropoiu sramn.

Cpasuureisubid anaims dOOCKTUBHOCTH JICHCTBYIONIMX | 1U1AIICD0 allaparoB ¢

II()CJICJLYI()II[CH KOppCKI[HCf& PC3YIILTATOB 1ICPBOIO DTdlld.



Komiutaenrnocts 0yjier oneHena 110 KOJIMHECTBY BBIIOIHCHHBIX [IPOIC/YP H CPC/HCMY

OTKJIOHEHMIO BPEMCHU BBLILIOJIHCHMS OT PEKOMCHI0BAHHOIO I'paduka.
IIPE/IBAPUTEJIBHBIE PE3YJILTATBI

B nacrosinee spems Habop 11AIMCHTOB BXO/IMT B 3aBCPIIAIOINLYIO (a3y.

I3 ucciiejioBanye BKIIOYCHO 55 4CiIOBEK.

3aBepluuiK ucclic/josaimce 41 4ciioBek.

[HosHOCTBIO BBITIOJIHMWIM HPOTOKOJI 37 YCIIOBCK.

Beiobumm jlocpoynio 4 deioneka (2 - U3-3a  HCKCIANMS  1IPOBOJIMTL TPEXCYTOUHOC

MOHUTOPUPOBAHUC 1IOBTOPHO, | - UpeKpaTHil [PCHKJICBPEMCHIO CTUMYIISIIHIO 110
ceMcHHBIM - obcrosiTeibeTBaM, | - u3-3a  yXyjUuleHnus OOIICI0 CaMOYyBCTBHS 1IPH
CTUMYJISIIIAN).

B xojie 1pejBapuIeinpioro anaiusa OblLIo YCTAlOBICHO, 410 B X0jC OCTPOH 11podnl 1a
LHEpBYIO crumysisiiuio «ABP-051» jlocroseproit jinniamuku AJ] e 1adino;1aioch.

B xojie KypcoBoro 1puMeHenus y psijla HalucHTon HabIno/1actest JI0CTOBCPHOC CHUIKCHHC
AJl, n yiyduienue nokasarcici nMpkajoro 1poduis. THIIHMYHBIC 1IPUMEPbl TAKKX

M3MCHCHUH HPC/ICTABJICHEI HA PUC, 4uS.

[ [l fy)

Puc. 4. Junavwurxa cucmonuveckoeo u  ouacmonuveckozo AJl no  oannsiv
PEKONCMPYUPOGANIIO20 YUpKaoNno2o npoguia y nayuenma K. 37 nem ¢ 16 1 na 11-14

CYIKU om nHavaid CruumMyJsiyun.
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Puc. 5. 3nauumenvnoe cuuxcenue geiudunsl noewvienus A/ 6 nounvie wacwel
(mendenyus Kk 60CCmanosnenuio yupkaonoeo unoexca) y nayuenma 3. 79 nem ¢ I'6 111

B xojie Ipej[BapyI¢/IbHOIO anain3a ObUIO yCTaHoBICHo, 4T0o M3 37 IAIMCHTOB,
3ABCPIIMBIIMX KHCCIC/IOBAHNC JIOCTOBCPHOC BIMSHUC HA YPOBEHb U 1IMKa/UILIA 1IPOMUILL
AJl nabmojainocs y 19 (51%) uammenros. llpu osrom K cuusenuio AJl crumylisiius
npusesia y 13 (35%) wuesionek, Torjla Kak y 7 nanuen1os Hadlnojlaloch CHHKCHHUC
Bapuabessiocty AJl, a cue y 5 orMedceno yJUydIICHMC 110KA3aTC/ICH IMPKa/IIoro

IlpO(pP‘IJIH - B OCHOBHOM 34 CHCT YBCIHHCHMA ITUPKa/[HOI'O MHJICKCA.
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Puc. 6. Ocnosnsie s¢hchexmor cmumyisyuu annapamom « ABP-051» na 12-14 oene
CHIUMY AU
Ilpu onecnke ycroiumpoctd sbdexra na 12-14 jenps 100CiIC 3aBepliclns Kypca

Crumylisiidu (1a 26-28 jicHn 0T BKIIOYCHUS B MCCIIC/(0BAHUC) OLLJIO yCTAHOBICHO, YTO



BO3BpAT K MUCXO/IHOMY 11poduino nadimojaics y 8 4eionek, Toryia kak y 11 coxpansuiocs

BIIMSIHHMC LIpoliecca crumysisiiinu. OjIMH U3 TaKuX HIPUMCPOB LIPC)ICTABIICH Ha PUCYHKE 7.

Lead dats set ) (full ines) Lead dals sel 2 (dashed Ines Lcad dsia set 3 {dotted lines

Puc. 7. Hamenenus npoguns A na 26-28 oens (na 12-14 denv nocne sasepuenust
cmumynsyuu) v nayuenma K. 37 iemc 1'b 1

M3 37 nanuenroB 3aBCPUIMBIIMX UCCIC/IOBAHUC YXY/UICHUC CaMOYYBCTBHC
HaOJIO/IQJIOCh JIMIIL Y OJIHON 1IAIMCHTKM, IIPUBC/UICH K I1IPCHK/ICBPCMCHHONK OTMCHC
IIPOIE/LyPbl. 3aBCPUICHUC CTUMYJISIIMH IIPUBCIIO K BOCCTAHOBIICHHUIO COCTOSHUSL.

Kpome TOro, Hy#’HO OTMCIWIbL, 4TO 110 YCIOBMSIM I1IPOTOKOJIA /IO 3aBEpIICHMS
MCCIIC/IOBAHMS  OIICHKA Pe3ysIbTaTOB IIPOBOIMTICS B OOIICH I'pylllic, BKIIOHAIONICH
JICHCTBYIONLYIO MOJIcibL U umuTaTtop «ABP-051» — rpyiry Jjioxiod crumyisiinu. Takum
00pa3oM, MCTUHHAS HacTola BIMSHUS CIUMylstopa Ha 1pobuis AJl jlo 3aBepiicius

MCCIIC/IOBAHMS OCTACTCH HE U3BCCTHOM.

IIPEJIBAPUTEJIBHBIE BBIBO/IbI.

* VY panMeHIoB ¢ I'MUCPTOHMYCCKONW Oo0lle3Hbi0 B O0JieCc YeM 1I0JIOBUHC CIIYYaCB B
OIBCT Ha KypcoBoc lipuMcHenuc crumylsitopa  «ABP-051»  nabimojacres
cumxenne AJ[ W/ yirydieHueM [10Ka3areiici ero [UPKajioro npoduiis.

* bouplne 1[OJOBHHBI AIMCHTOB, OTBCHAIONMX 11a CIUMYJISIHMIO, COXPaHsIoT
FHIOTEH3UBHBIA 2(DPCKT K KOHILY BTOPOH HEJICIM 110CIIC CC HIPCKPAIICHUS.

« Jlug nporuosuponanus d@dexkiuBHocTy 1pumenenns «ABP-051» 1eiecoobpasiio
MCIIOJIL30BAIMC Mcrojla amOylaropHoro Monuwropuposanus AJl B Bapuante

TPEXCYTOHHON 3a1IMCH € HOCIC/LYIONICH PCKOHCTPYKIIMCH [IMPKA/IHOIO HPOMU.IS.



o Crumyisrop «ABP-051» ne BbI3bIBACT 31HaYHTCIBHBIX kosichbanuit AJ[ B xojie cro
IEPBUHHOIO [IPUMCHCHHA W B IICJIOM XOpOIIO IIEPCHOCHUTCH HIPpH KYpCOBOM
MCIIOJIL30BaH M.

. I[OJIyLICHI[bIC JIAHHBIC ABISIOTCH 1IpCJ[BapI’I'I'CJII)IIbIMM )44 IIy}K}L'dIO’l’CSI B Y'I‘O‘{IICHHH B
xojl¢  lojgnoMacirabuoif  craruerddeckod  00padborky  10C/IC  3aBCPIICHH
HCCIICI[OBAIIMS, BKIIOYAIONICH PA3ICibIYIO OICHKY dDOCKTUBHOCTH JICUCTBYIONIMX
UpUBOPOB U UX UMK TATOPOB (1L1A1ICO0-IPYILIILL).

«  HcobxojiMMO 11poBejicue fosiee JUIMTEILHOI0 KCCIe/oBanms JjUld  yTOHHCHHA
HaKoUMICHBHOTO dP@EKTa CIUMYISIMM, & TAKKC yTOYHCHMS IIPUHMIT H 1y1cH

HIPEO/I0JICHMS PC3UCTCHTHOCTH K TCpalnu «ABP-051».

O1BeTCTBCHHBIM UCHOJIHUTE b / Mawmotrtos O.B./
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Federal State Budgetary Institution
“V.A. Almazov National Medical Research Center”
of the Ministry of Health of the Russian Federation

PRELIMINARY PROTOCOL
CLINICAL RESEARCH ON THEME

"The effect of the course use of the transcutaneous electrostimulator «ABP-
051» for correction of systemic blood pressure on indicators of circadian
blood pressure profile"



Abbreviations

AH - arterial hypertension

BP - blood pressure

GB - hypertension

DBP - diastolic blood pressure
SBP - systolic blood pressure



The name of the test medical device: Transcutaneous electrostimulator «ABP-051» for
correction of systemic blood pressure

According to TY-9444-005-12342964-2015
Model: ABP-051

Registration Certificate The Federal Service for Surveillance in Healthcare, No: P3H
2016/3776 dated 31 March 2016.

Certificate for compliance EU Certificate Ne 1942/MDD dated 1 September 2017
Legal address: Inferm, LLC, 86, Belinskogo st., apt. 487, Ekaterinburg, Russia, 620026.
Postal address: 12 bld. 1, Sibirsky Tract, of. 206, Ekaterinburg, Russia, 620100.

Factory address: 74, Mekhanizatorov st., Kamensk-Uralsky, Sverdlovsk blast, Russia,
623417.

Medical organization that conducts medical testing of a medical device: Federal State
Budgetary Institution “V.A. Almazov National Medical Research Center” of the Ministry
of Health of the Russian Federation , Russia, 197341, St. Petersburg, Akkuratova street, h.
2.

The study was conducted on an outpatient basis on the basis of the Research Laboratory
for Physiological Circulation Physiology V.A. Almazov NMRC.

Responsible performer: SNS, MD. O.V. Mammoths

This clinical study is conducted in compliance with the agreed and approved design -
project.

Dates of the study: 01/15/2019 - 07/15/2019

PURPOSE OF THE STUDY

To assess the effect of the course application of electrostimulator «ABP-051» on
the indices of the circadian blood pressure profile reconstructed according to the three-
day monitoring data in patients with hypertension.

TASKS OF MEDICAL APPROBATION

o Evaluate the effectiveness of the correction of blood pressure by the results of
three-day monitoring with outpatient use of electrostimulator «ABP-051» by
patients against the background of stable therapy with arterial hypertension
Stage II-1II or in its absence in patients with arterial hypertension Stage I.

e Set the effect of exchange rate stimulation electrostimulator «ABP-051» on
indicators of daily profile: variability of blood pressure, the degree of night
decrease, severity of pre-morning increase, steady increase or decrease in blood
pressure during the day according to reconstructed circadian profile data on the
basis of three-day monitoring.



Determine the sustainability of the effect on the circadian profile 2 weeks after
the cessation of the course hardware effect according to the three-day monitoring
of blood pressure.

To compare the effect on the circadian profile and the level of blood pressure of
the daily three-time procedures with ABP-051 work devices in comparison with
placebo devices.

Assess the safety and commitment to therapy with the electrostimulator «ABP-
051».

PATIENTS

Patients with AH Stage I during the regular,

steady therapy
The main group: Therapeutic Placebo-control.
. ; . T X
electrostimulation. 48 patients (80%) 12 patients (20 0/0)
AH Stage I AH St TLI1T AH Stage I :
(without therapy) age (without therapy) AH Stage IT-IIT

Fig. 1: Groups of patients included in the study.

The study plans to include 60 patients with hypertensive disease 1-111 stages:
patients with AH Stage I without therapy and patients with AH Stage II-III. against the
background of regular stable therapy, which will be randomly divided into 2 groups:

the main group of 48 people who will be stimulated by the electrostimulator
«ABP-051» apparatus;

a placebo group of 12 people on placebo stimulation using a simulator of the
current model.

Patient inclusion criteria are as follows:

AH Stage I-III.
Deviation of blood pressure profile from normal values.
Steady therapy or lack thereof during the initial diagnosis.



SURVEYING METHODS

1. Study of the acute reaction to the use of the Electrostimulator «ABP-051» during
its primary use in the course of continuous monitoring of blood pressure with
the help of Finometer-pro monitor (FMS, Holland). The recording will be held
for 5 minutes before hardware stimulation, 5 minutes during and 5 minutes after
hardware stimulation while lying down.

2. Assessment of the level and circadian blood pressure profile on the basis of its
reconstruction of three-day monitoring data using the non-sinusoidal variability
method [G.S. Katinas, M.V. Dementyev, F. Halberg, et al. Evaluating the form of
nonsinusoidal variations // Word health journal. 2011. 3 (2). P. 135 — 149.]

3. Within 2 weeks, the stimulation will be performed with the “ABP-051" apparatus
according to the recommended method: three times a day.

4. At12-14 days, a three-day repeated monitoring will be conducted with a
reconstruction of the circadian blood pressure profile.

5. On the 26-28th day, the final assessment of the circadian blood pressure profile
will be performed.

6. Based on the diary of the stimulation, an analysis of patient compliance will be
conducted.

-

Figure 2: The process of reconstructing three-day monitoring data into a circadian blood
pressure profile

The design of the study is presented in Figure 3.

Acute test
3sm . . . . . o
Stimulation period 3sm| Post-stimulation monitoring | 3sm
PB BP BP
3 0 11 14 25 40
Days
| 2

3ABPM - three-day monitoring of blood pressure
Fig. 3: Design research.



RANDOMIZATION OF RESEARCH

The operating electrostimulator «ABP-051» and their imitators are externally
identical to each other. At the beginning of the study, all devices were numbered in
random order by a person not participating in the study. The serial number and the
assigned local number are kept in a place inaccessible to researchers, and the devices
are issued in a random order. The disclosure of codes is planned after the completion of
the study and the first stage of statistical processing, when the effect of therapy on each
patient will be assessed. The purpose of the second stage is to compare the effectiveness
of operating devices and simulators.

STATISTICAL TREATMENT

First stage

Processing of the results will include a comparative analysis of the primary (raw)
data series obtained during the three-day monitoring of blood pressure, as well as
circadian profile indicators obtained during the reconstruction using comparative
analysis methods for the non-conjugate and conjugate population for each patient
individually and the sample as a whole. In addition, the result of direct exposure and a
2-week delayed assessment of the circadian blood pressure profile will be compared. In
addition to the absolute dynamics of blood pressure, changes in the circadian profile
will be taken into account: the degree of night-time decrease in blood pressure, blood
pressure variability, pre-morning blood pressure rise, and stable blood pressure
fluctuations above target values (peaks and declines).

Second phase

Comparative analysis of the effectiveness of existing and placebo devices with
subsequent correction of the results of the first stage

Compliance will be assessed by the number of procedures performed and the
average deviation of the execution time from the recommended schedule.

PRELIMINARY RESULTS

Currently, patient recruitment is entering the final phase.
The study included 55 people.

Completed the study of 41 people

Fully complied with the protocol 37 people

4 people left early (2 due to unwillingness to conduct
Three-day monitoring repeatedly, 1 - stopped prematurely

Stimulation due to family circumstances, 1 - due to the deterioration of general
well-being during stimulation).



During the preliminary analysis, it was found that during the acute test for the
tirst stimulation “ABP-051" no reliable dynamics of blood pressure was observed.

During the course of use in a number of patients, there is a significant decrease in
blood pressure and an improvement in circadian profile. Typical examples of such
changes are shown in Fig. 4 and 5.
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Fig. 4: Dynamics of systolic and diastolic blood pressure according to a reconstructed circadian
profile in patient K. 37 years of age with hypertension I for 11-14 days from the start of
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Fig. 5: A significant decrease in the magnitude of the increase in blood pressure at night (a tendency to
restore the circadian index) in patient Z. is 79 years old with GB III.

During the preliminary analysis, it was found that of the 37 patients who
completed the study, a significant effect on the level and cicadal profile of blood pressure
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was observed in 19 patients (51%). At the same time, stimulation in BP decreased in 13
people (35%), while in 7 patients a decrease in BP variability was observed, and in 5
patients an improvement in circadian profile was observed mainly due to an increase in
circadian index.

37 patients completing
the study
No effect on BP profile (18) Significant effect on blood pressure
profile (19)
Decrease in day and / Reduced blood improvement of circadian
or night blood pressure variability profile
pressure % 5)

(13)

Fig. 6: The main effects of stimulation apparatus "AVR-051" on the 12-14 day of stimulation.

When assessing the sustainability of the effect at 12-14 days after completion of the
stimulation course (at 26-28 days from inclusion in the study), it was found that a return
to the original profile was observed in 8 people, while 11 people remained influenced by
the stimulation process.

¢ In patients with hypertension in more than half of cases, in response to coursework
use of the electrostimulator «ABP-051», a decrease in blood pressure and / or an
improvement in its performance are observed.

One such example is shown in Figure 7.
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Fig. 7: Changes in the profile of blood pressure on the 26-28 day (12-14 day after the completion
of stimulation) in patient K. 37 years old with GB I

From the 37 patients who completed the study, deterioration in well-being was
observed in only one patient, which led to premature cancellation of the procedure.
Completion of stimulation led to recovery.

In addition, it should be noted that under the terms of the protocol until the
completion of the study, the results are evaluated in the general group, which includes

the current model "ABP-051" and its simulator (false stimulation group). Thus, the true
frequency of influence of the electrostimulator on the blood pressure profile until the

completion of the study remains unknown.

PRELIMINARY CONCLUSIONS

e More than half of patients responding to stimulation retain the hypotensive effect
by the end of the second week after its termination.



To predict the effectiveness of the use of «ABP-051» it is advisable to use the
method of ambulatory monitoring of blood pressure in the three-day recording
version with subsequent reconstruction of the circadian profile.

Stimulator «ABP-051» does not cause significant fluctuations in blood pressure
during its initial use and is generally well tolerated during course use.

The data obtained are preliminary and need to be refined in the course of a full-
scale statistical analysis after the completion of the study, which includes a
separate assessment of the effectiveness of existing devices and their simulators
(placebo group).

It is necessary to conduct a longer study to clarify the cumulative effect of
stimulation, as well as clarify the causes and ways to overcome resistance to
therapy "ABP-051"
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