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HcTopuyeckasi cipaBKa e

» JloHsATHEe MHPOPMUPOBAHHOIO COIJIACUS YXOAUT CBOUMH KOPHSIMHU
B Hropa6eprckuu kogekc 1945 roga

= JloHgaTHe cPOPMYJIMPOBAHO B OTBET HA LIOKUPYIOIIKE OTKPBITHUS,
cleJlaHHble BO BpeMda HropHOeprckoro npoiecca

= Torpma 661710 yCTAaHOBJIEHO, YTO HALJMCTCKHWE BpPa4yM IPOBOAUJIN
y>KaCHble MeJUIIMHCKHE SKCIIEPUMEHTHhI Ha/Jl 3aKJIIOYEHHBIMH B
KOHIEHTPAILMOHHBIX JIarepsx, rJie OHHU UCI0JIb30BaJUCh B KaueCTBe
00'BEKTOB UCCJIeJOBaHHS
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TpaauLMOHHbIE NPUHLNMbLI ITUKU OMOMEQULIMHCKMX @ World Health

Organization

uecnegoBaHMm T Furope

ABTOHOMUS ® YBaXeHue K NIMYHOCTHN, OCO3HAHHOE ,El,O6pOBOJ'IbHO€ cornacue

MpeaynpexaeHue ° BbisiBNeHne puckoB, YS3BUMbIX Fpynm, crpaBeanBoe
Bpeaa NpenoTBpaLleHe yuepba ans Bcex

6e3BpeHOCTb

[TonesHas ~ BbisiBIieHe 1 JeMOHCTpaLms Nonb3bl U

0eATenbHOCTb NpeunMyLLEeCTB NS BCEX, NpeumyLLecTsa
(bnarogesHue) nepeBeLLVBaOT PUCKM

CnpaBeanvsocte @®  CnpaBeanuBbIv 0TOOP, paBHOMNpaBue Onst BCEX
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OCHOBHbIE€ NPUHIUIIBI 3TUKH
3/IpaBOOXpPaHEHHUS ) Organizio
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ABTOHOMMUA
* YBaxaTtb NpaBo NnauueHTa npuHUMMaTb COOCTBEHHOE peELLEHNE
NMpuHumn «aenan 6naro»

* OkasbiBaTb MOMOLLb NnauneHTy B NPpUyMHOXEeHNN NoJib3bl OJ1A
HEro0 CamMoro

be3BpeaAHOCTb

* HenpwynHeHwne Bpena

CnpaBegnmBoCTb

* BbITb cipaBeanuBbLIM U OTHOCUTBLCS K NOAOOHBIM Crydasim
OONHaKOBO
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ABTOHOMUA
Voluntas aegroti suprema lex S i
(llayueHmust 6ydym 8siCUIUM 3AKOHOM)

4

- ABTOHOMMUS - 3TO OOLLKMIM rMoKa3aTesb 340POBbS

. ABTOHOMMS - 3TO NoKasaTernb Kak Ans nM4Horo bnarononyyus, Tak
n onsa bnaronony4us npodeccum



MpuHUMn «aenan 6naro»
Salus aegroti suprema lex
(be3onacHocmbe nayueHmMos - 8biclUl 3aKOH)

- bnarogesiHne oTHOCUTCS K OENCTBUSIM, CNOCODCTBYHOLWNM Briarononyyumio apyrmx
noaeuv

. [NpnHATME Mep, KOTOPblE HAUMYYLLUM 00pa3oM OTBEYalT MHTepecam
nauMeHToB.

- OpHako ToYHOe onpeaerieHme Toro, Kakue nNpakTUKN AerUCTBUTENbHO NoMOoratoT
nayueHTam, noka He YCTaHOBIIEHO
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IIpedynpedicdeHue epeda
primum non nocere (&) oanzton
(I1asHoe, He Hagpedu)

- MHorme metoabl rneyveHus HECYT B cebe HeKOTOprVI PUCK MNMPpN4YNHEHNA BpEOA

- B oOTyasiHHbIX cuTyaumsix c oOXumaaembiM HebnaronpuAaTHbIM  uUcxogom 6e3
fled4eHna  pUCKOBaHHble MeTodbl JiedeHUA C  BbICOKOW  BEPOSATHOCTLIO
oTpuuartenobHoro adppekta OyayT onpaBaaHbl, MOCKOSIbKY PUCK OTCYTCTBUA
redeHns Takxke ¢ DonbLION BEPOATHOCTb HABPEOMUT MauUneHTy.

- [NpuHUMN «He Hagpeldu» He ABndeTcAa abCoNTHLIM N YpaBHOBELLMBAET NPUHLINM
brnarogesiHusi, NOCKOSbKY eAMHOE AENCTBUE 3TUX ABYX NPUHLUIMOB 4acTo
npMBOAUT K OBOUHOMY aghbghekmy



1diipap/icrnnulilp MCTAMILYINDLNUIM,

OO0l EeCTBEHHOU U MCCJIeA0BaTe/IbCKOH

ITUKH

MeauIMHCKAs 3TUKA

OT,E[eJleO B3ATbI€E

IMalqJUEHTDbI

OTHOILIEHUA MEXAY
Bpa4yoOM U NALMEHTOM

06s13aHHOCTU Bpaden/

MeJicecTep

ITHKA 00IIeCTBEHHOI'0
3J0POBbS

3/10pOBbe HaceJieHUs

[TporpaMMbl U BOIIPOCHI
IOJIMTHUKU B cpepe
3/1paBOOXPaHeHUs

Hay4Hbie ¢paKThI
Y4yacTue o61IeCTBEHHOCTH

Mepnbl npodpUIaKTUKHU

McTouHuk: Ethics in implementation research. Facilitator's guide. Geneva: World Health Organization; 2019
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3allyTa Y4aCTHUKOB
MCCJieJOBaHUS

MHdopMHUpoOBaHHOE
corjiacue

AHa/IM3 PHUCKOB Y BBITO/

CrnpaBeJJIMBBIKM OTOOpP U
JIOCTYI U T.[.
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Y Or

OnpeaesieHue @i

NHpopMHpoBaHHOE cOorJiache - 3TO MPOoIecc
MOJIYYEHUS pa3pelleHrs CyO'beKTa Ha y4aCTHE B
MCCJIeIOBAHUSX U BO3MOKHOCTH NPUHATD PEILIEHHUE,
Kacarolleecsi CBOero 310p0OBbs

lleab:
Ob6ecneyruTh MOHUMaHMeE MALMEHTOM POJIM HOBBIX
JIeKapCTBEHHbIX NpenapaToB/peXKMMOB JIEYeHHUS U
BO3MOXXHOCTb 33/laBaTh BONPOCHI U MOJIy4aTb HA HUX OTBETHI
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CogeprkaHue coriacus (@) ety

necionst ofrc fon EUNFO pe

OCHOBHbI€e NYHKTbI:

HeobxoanmMocCTb B HOBbIX peXMUMax revyeHns, HOBbIX JIEKAaPCTBEHHbIX CpeacTBax
Bbiroabl

Pucku

Kak OyaeTt ocyLecTBNATLCA MPUEM NEKAPCTBEHHbLIX NPenapaTos

KoHTpauenuuga

KoHTponb nobo4vHbIX 9EKTOB KIMMHULUCTOM (BKMOYass OTYETHOCTbL O
NoOOYHbLIX 3adpdhekTax)

[MpurnalwieHne K COTpyaHUYECTBY C NMOAbMU, OCYLLIECTBAAIOLWMMMN yX0[, 3a
nayuneHToM
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= MecCcTHBIN 5A3bIK (U) — yOeqUTEeCh, YTO A3bIK IIOHATEH /1JIs ITallMeHTa

= Y4eT KyJIbTYPHbIX 0COOEHHOCTEU

= WckiitoueHrne MeJUIIMHCKUX TEPMUHOB U COKpallleHUM.

05/05/2023

JKT, DIm, Bdqg, TJT4
CMepTHOCTBH

CxeMa Jie4yeHUd

Jlunasa, aJibOYMUH U [P.

AputmMuda
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JdbPexkT Honebd0
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«lMpnHUMN nHpopMmnpoBaHHOIO cornacusi 0b6s13bIBaeT Bpavyen 06bACHATL BO3MOXHbIE NODOYHbIE
9 peKTbI NP Ha3Ha4YeHUN NeKapCTBEHHbIX CpeacTB. PackpbiTue aTom nHdopmMaunm camo no cebe
MOXET Bbl3BaTb HEGNAronpuATHbIE 3PAEKTLI YepPE3 MEXAHM3MbI OXKMOaHUA 3TUX nocneacteuin. OHm

N3BECTHbLI Kak adpheKTbl HOLEeO60, YTO NPOTUBOPEUNT NPUHLMNY «HE HaBpeany. TuwarterbHble
nccnegoBaHMAa NoKasblBakoT, YTO NpeaocTaBneHne nauneHTam noapobHOro nepeyHsa Bcex
BO3MOXXHbIX HEXeNaTeSlbHbIX ABEHNN MOXET pakTUYECKN NPUBECTU K YCUITEHUIO MOOOYHbIX
adopeKkToB»

To Tell the Truth, the Whole Truth, May Do Patients Harm: The Problem of the Nocebo Effect for Informed Consent. R.E. Wells; Am J Bioeth. 2012 March ; 12(3): 22—-29.
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BiivsiHue 3 deKTa HOLLeb0 JaeT OCHOBAHUSA
npejaroJaraTb, YTO AJisl 3JJ0POBbS JIYYIIIE
OLIMOAThCA HA CTOPOHE ONITUMH3MA, YEM Ha
CTOpPOHE MecCMMU3Ma

«The nocebo phenomenon: concept, evidence, and implications for public health» Preventive Medicine. 1997; 26(5 Pt 1)

05/05/2023 | Intercountry operational research on all-oral modified shorter treatment regimens for MDR/RR-TB: Informed consent

13



XY World Health

Ocob6eHHOCTH NpolLecca
MHPOPMHUPOBAHHOI'O COIVIACUA B oranizatin

Xopoiiee o6lleHHEe - HAJAJeXKalllasi MeAULIMHCKasA NpaKTUKa

BiusiHue 6ecel ¢ KJIMHUIMCTOM Ha BIledyaT/IeHUS MallUEHTOB

He Bo3s1aranTe BCO OTBETCTBEHHOCTH 3a IPUHATHE pPEILIEHUM HA
nanueHTa

MHpOpMUPOBAHHOE COrJIaCHE - 3TO HENIPEPBIBHBIW MPOLECC U AHUAJIOT

05/05/2023 | Intercountry operational research on all-oral modified shorter treatment regimens for MDR/RR-TB: Informed consent 14
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OcHOBHBIE HaBbIKM 3 PeKTUBHOM word e
1 rganization
KOMMYHHUKaAIlMHA

Kak HyacHO obujamuscsi ¢ nayueHmoM, 4Too6bl OH YyBCTBOBAJI, YTO €ro y4yacTHeE B
MCCJIeJOBAHUM 1I€HST U YBaXKaloT, TEM CaMbIM IOBbIlIAasl BEPOSITHOCTb COOJIIO[EHUS

=

LS

YCTAHOBJIEHHBIX TPEOOBAHUM JIEYEHU S

OueHunTe cobcTBeHHOE 0bOLLeHune

ObpaTnte BHUMaHUE Ha HeBepbanbHYO KOMMYHUKALNIO

ObecneybTe KOHCTPYKTUBHYIO ODpaTHYO CBSA3b

3agaBaunTe OTKPbITblE BOMPOCHI

YmMeuTe cnywartb

U3 kypca LHL effective health communication

05/05/2023 |  Title of the presentation 15
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[Ipoueaypa MHGOPMHUPOBAHHOI'O cOIVIacUA 2™

=

S

= [laumeHTbl, COOTBETCTBYIOLLNE TPEDOBAHMAM BKITHOYEHUSA B UCCIieQ0BaHME,
nonydat nHgopmaumnto o MITY-Tb n mKPJ1

= [TaumeHTam npenocrtaBAaAT MHPOpPMaLMIO HA POAHOM S3blKe

= [launeHTbl OIMKHBI UMETb BO3MOXXHOCTb 06CcyanTb MHopMaUNMOHHLIN NUCTOK
nauueHTa ¢ MeguuMHCKUM paboTHUKOM/ MOMOLLHMKOM B NEYEHNU

» [TaumeHTbl AOMKHbI ObITb YBEPEHDI, YTO UX peLleHne 0b y4acTum unm Hey4acTum
B MICCIe0BaHNN HE NOBMNUSET Ha KA4YeCTBO NMONy4aemMon M1 MeaNLIMHCKOW
NOMOLLN
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[Iponeaypa MHGOPMHUPOBAHHOI'O
coriacus e

=
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- [locrne cornacus Ha y4acTtve B nccrnegoBaHuu nauneHTy byaet npeanoxeHo
nognucaTtb oopMy cornacus

» B cnyyae nevyenus geten cornacue JomkHO ObITb MONYy4YEHO OT 3aKOHHOIO
npeacTaBUTENs, a Takke OT caMoro pebeHka

» Bce naumneHTbl, He COOTBETCTBYIOLLME KPUTEPUSAM BKINIOYEHUS B UCCNEOOBaHME,
OTKa3bIBalOLLUMECS OT y4acTUsi B UCCIeA0BaHUN UMK BbIXOASALLNE U3 HEro Nnocre
BKINIOYEHUS, OyayT nony4vatb Jie4eHne CornacHo HaluMoHanbHbIM PYKOBOACTBaM
6e3 kaknx-nmbo otTpuLaTenbHbIX NOCNEeACTBUI AN caMUX NaLMEeHTOB.

05/05/2023 | Intercountry operational research on all-oral modified shorter treatment regimens for MDR/RR-TB: Informed consent 17
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Introduction

Tou are being invited to take part in a research study, the details of which are described in this
infermation sheet. This study iz being conducted at . Before you decide to take part
in this study, it is important for you to understand why the research is being done and what it
will involve. A member of our study team will talk to you about the study and answer any
‘questions that you may have,

Please take time to read the following information carefully and discuss it with relatives,
friends, and your docter if you wish. Ask us if there is anything that is not clear or if you would
like more informaticn. Take time to decide whether or agt you wish to participate, After you
are properly satisfied that you understand this study, and all your queries/questions have been
satisfactorily answered, and that you wish to participate, vou must sign an informed consent
form attached with this infermation sheet. Your participation in this study is voluntary, This
means you will take part in the study if you want to or decide to do so out of your own choice.
Teu do not have to be in this study if you do not want to. Even if you decide to participate in
this study, you may withdraw (take back your decisicn to participate) from this study at any
time gdyring the gourse of study, The records collected prior to your withdrawal from the study
will be preserved for analysis purposes and fact of yeur withdrawal will be recorded, but no
additional information will be collected from that time point. Tour refusal to participate or
withdrawal will not affect any medizal or health benefits.

Your personal and health information will be collected, analyzed and reported at the end of the
study. All your information will be confidential and not available for medical personnel.

+ Bedaquiline
o Week 1 and Week 2: Take 400 mg [4 tablets] once a day, 7 days a week

o Week 3 to Week 39: Take 200 mg [2 tablets] three times a week For example, you
may take bedaquiline on Monday, Wednesday and Friday of every weak.

+ Delamanid: Take 100 mg (2 tablets) in the morning and again 100 mg (2 tablets) in the
evening, every day of the week [including the weekends),

+ Linezolid: Take 600 mg [1 tablet] once a day, 7 days a week,

(Incase of problems your doctor may decide to decrease dosage to 300 mg (one-half tablet)
ence a day, 7 days a week).

+  Levofloxacin

o Ifyouweigh less than 45 kg, take 750 mg [3 tablets) once a day, 7 days a week

o Ifyou weigh more than 45 kg, take 1000 mg [4 tablets) cnee a day, 7 days a week.
+ Clofazimine 100 mg (1 capsule) once a day, 7 days a weeh
+  Cyelpsering, 750 mg (3 capsules) once a day, 7 days a week,

N
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Risks and benefits of taking the short MDR-TE regimen

RISK: It is possible that you will have a greater risk of relapse after treatment with the short
regimen. If relapse occurs, you will receive treatment from the national program in accordance
with Mational TE treatment guidelines, The treatment would be choszen by the naticnal expert
panel, but is likely to be between 18-24 months in duration and may require the use of older
TB drugs

Tou will also have a greater risk for certain side effects due to drugs in this regimen.

BENEFIT: You may become cured of MDR-TE sooner than if you took the regular MDR-TE
regimen. You will also avoid many side effects of drugs in the regular regimen, There are no
daily injections in this regimen and the total duration of treatment is for 3 months only.
Howrever, this cannot be guaranteed, The information we get from this study may help us to
treat future patients with TE better, You will get close medical attention by participating in this
study which may provide you useful information about your health, A1l the study medicines,
tests, and procedures will be provided free of cost to yow.

What are the possible side effects of the short MDR-TE regimen?

Confidentiality

What is the shorter MDR-TE regimen?

MDR-TB is a serious disease that can result in death, and for which there are few treatment
choices, Regular treatment for MDR-TE now is at least 18 months and can be extended up to
24
Internaticnally, several novel regimens for MOR-TE that are only ¥ meonths (39 weeks) are
being evaluated. These regimens use newer drugs such asbedaquiline, delamanid and linezclid
and clofazimine which are highly active against MDR-TB. They do net include any injection.
These regimens are currently being evaluated in clinical trials in several different countries,
Preliminary results indicate the drugs are effective and well tolerated. While waiting for these
trials to finish in 2022 er later. your national TB program, in partnership with WHO iz
assessing a novel regimen under research conditions in yeur country.
Which drogs are in the shorter MDR-TE regimen?

All drugs can have side effects, and every patient is different, Preliminary information on new
oral drugs indicate they have few adverse events, and they are less toxic than the injectable
ones previously used. Following are the side effects (unwanted effects on patient’s health)
which have been known to ocour with various drugs included in this study.

+ Bedaquiline - headache, common eold, sore throat, fainting, lightheadedness, joint pain,
nausea, vomiting, diarrhea, palpitation [feeling an irregular, fast or slow heartbeat],
jaundice, abdominal pain and heart rhythm may change [({Tc in ECG)

+ Levofloxacin - Diarrhea, abdominal or stomach cramps or pain, skin rash, itching, or
redness, joint pain

+ Linezolid - peripheral neuropathy (which can be permanent if not caught early), blindness
secondary to optic neuritis (which alse can be permanent if not caught early) and low blood
count

# Delamanid - few side-effects, but may include dizziness, nausea and anxiety.

# Clofazimine - dark discoloration or hyperpigmentation of skin, rashes, which iz reversible
on stopping the drug

*  Cxclesering- sleep disorders, seizures, neuropathy, and depressicn

Other less common side effects have also been reported, The study doctor or study staff can

discuss with you In addition, vou may suffer harms that have not been reported, Tou will be

checked for the possibility of any harm throughout the study. You should immediately contact
your treating doctor at this hospital. in case you experience any undesirable or negative effect.

Always tell your health-care provider of any side effects or problems you are having,

Your medical records will be kept confidential. The sputom samples collected during the stmdy will
be anzlyzed. The initis]l culture isolates from the sputmn collected a: part of the TE dizgnosis and
tregtment monitoring process outlined in the national policy will ke stored in the MNational TB
Faference Laboratory for 36 months from vour enrolment inta the study, unless you object. If you
are succassfully treated then develop TE within the 12 months after completing treatment, additional
testing will be carried out on the initial and repeated izolates from spumm specimens to datect
whether you have developad recurrent dissase due to unsuccessful treatment or whethar you have
baen re-infected. Confidentiality will be maintzimed. If vou object azzinst additional testing of
izglates from your sputum, inform stody team at any time of the study. By signing this document,
vouwill be allowing the study team to view your dzta and stare. The results of the stady will be mada
public in gsneralized manner, so that it is used for the benefit of patients’ and healthcare provider
community. ¥our name will not be disclosed outside the hospital, or in publication and presentation
materials.

Right to refuse or withdraw

Tou do not have te agree to take the short MDR-TE regimen if you do not wish te do so. Instead,
you can take the regular 18 month MDR-TE regimen. Your participation in this study is
voluntary, This means you will take part in the study if you want to or decide to do so out of
your own choice, Even if you decide to participate in this study, you may withdraw (take back
your decision to participate) from this study at any time durjpgthe course of study, Your refusal
to participate cr withdrawal will not affect any medical or health benefits. If you refuse to
participate in this study, you will be evaluated and managed by yvour national TE authorities
according to national guidelines,

What monitoring tests do [ need while taking the short MDR-TE regimen?

Contact person

The shorter MDR-TE regimen uses a combination of drugs, which have all been recommendad
for the treatment of MDR-TE. All drugs are taken by mouth. All drugs are taken for the full
maonths every day. In this study, three all-oral shorter RR-TE treatment regimens are being
evaluated; two for adult patients and one for children. Regimens have been chosen based on
Inowledge of drug safety and effectiveness, The study team in your country along with your
doctor will decide which regimen is appropriate in your partisular sage- Each regimen contains
five of the six drugs listed below:

Tou will need the same monitoring test that all patients on MDR-TE treatment need. In
addition, yow will need testing of the nerves in your feet, testing of the level of red blood cells,
and vision testing. You should see your doctor atleast monthly while you are taking treatment
and & and 12 months after completion of the treatment.

Tell your doctor right away if you have a change in your heartbeat (a fast or irregular
heartbeat), or if you faint. Your doctor will check your heart rhythm with a machine (ECG) to
make sure that it is normal.

If you have any questions, you may contact any of the following persons:

Mame - Title. . Fhone,
Name - Title. . Fhone,
Mame - Title. . Fhone,

Name of resp ible ph:

Mame of clinic/hospital/institution:

05/05/2023 | Intercountry operational research on all-oral modified shorter treatment regimens for MDR/RR-TB: Informed consent
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Short Treatment
Regimens

EUROPEAN TB RESEARCH INITIATIVE

The research on modified shorter
all-oral treatment regimens
for Rifampicin  Resistance-TB
(RR-TB) is a study conducted
under the aegis of World Health
Organization. The primer
objective of this research is to
determine the effectiveness of all-
oral treatment regimens of 39
weeks in  duraton. Currently,
these  regimens are  being
evaluated in several different
countries, including yours.

Y4yeOGHbIEe MaTepHUaAJIbI

All-oral
JL 39 weeks / 9 months
@ = New TB drugs

,C Close medical attention

Modified Shorter All-Oral Treatment Regimens

BENEFIT + You may cure MDR-TB sooner than if you would take a
regular MDE-TB regimen, which lasts from 18 to 24 months.
+ There are no daily injections in this regimen, and the full
duration of treatment is nine months only.
» At the same time, you will get close medical attention which
will help you better understand your current health status.
= The results of this study may serve us to treat future patients

in a better way.

RISK + There are risks of relapse, no matter what regimen you
follow - short or regular. However, you may have a higher
risk of relapse after treatment with a short regimen.

« If you were to fail to cure within the study, you would receive
treatment from the national program.

‘*) World Health
Orgamzatlon

REGIONAL OFFICE FOR Europe

WHO CAN APPLY FOR THE SHORT MDR-TB

REGIMEN?

The study on modified shorter all-oral treatment regimens focuses on
individuals with evidence of resistance to first-line drugs, at least
resistance to Rifampicin. The test to resistance is made by rapid
molecular Drug Susceptibility Testing (DST).

STEPS TO FOLLOW FOR THOSE
WHO WISH TO PARTICIPATE:

Approach your doctor
Inform your willingness to apply for the short MDR-TB regimen

Follow all the required tests to check your eligibility

If you are found eligible, you will be offered participation in the study

Read, fill and sign the informed consent

‘When written informed consent form is approved, you will start your
39-week treatment

Your participation in this study is voluntary. Nobody can be enrolled in the
study unless the written informed consent is signed.

Even if you decide to participate in this study, you may withdraw (take back
your decision to participate) at any time.

Although, if you are not eligible or decline participation in the study, you
will be referred for regular treatment and care provided by the National TB
Program with no negative consequences.

Intercountry operational research on all-oral modified shorter treatment regimens for MDR/RR-TB: Informed consent
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