Lindpposon >KypHanbHbit Knyb — 310 1,5-4yacoBasi oH-namH
BCTpeua, rae Mbl obcyXgaem HayyYHble DMomMeagnuUmMHCKue
cTaTtbW.

Hawa Muccus: noBbICUTb CBOU HABbIKU KPUTNYECKOIo
MbllWNEeHNnA n NOHNMMaHUA Hay4YHbIX METOOOB.

TemMbl BCTpeu BKMOYaoT (HO HE OrpaHNYMBalOTCS)
OOKINMUHUYECKNE N KIUHUYECKMNE NCCneaoBaHuS.

[Moxanyuncrta, byasre «professional troublemakers», byabte

OTKPbITbIMN, FI/I6KI/IMI/I, pearimctn4Hbimn N NOHNMarLLINMN.

Ecnu Bbl rotoBbl BCTYNUTL B KIy0 U NpeacTtaBUTb CTaThblo,
noxanymncra, Hanuwute Ham: mvetroval11@gmail.com

4 ©IBOV BO IICIIGIMY mu.
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Buneozanucn

Bce Halm BCTpedn 3alKiChIBAIOTCSA U BBIKIAABIBAIOTCA ... Eciin Bl HE X0TUTE OBITH Ha BUACO, ITOXKAITYICTA,
BBIKJIIOUUTE Y CEOsT KaMepy.

Q&A

Hamwu BcTpeun nnrepaktuBHbl 1 Mbl OUEHD pekoMeniyem akTUBHO 3a/1aBaTh BOIIPOCHI BO BPEMSI
pe3eHTallul, HO TIOMHHUTE, YTO Y HAC Takke npeaycMoTpeHo BpeMs (10-15 MuHyT) B KOHIIE pe3eHTAIIUN
s iuckycenu 1 Q&A. Tloxanyiicta, HONHUMUTE PYKY, €CJIM y Bac eCcTh BONpocC Wi kKOMMeHTapui. Takxke
MOYKETE HAIUCATh B 4ar.

Muxkpogon

[ToxkamnyiicTa, BBIKIIOUMUTE CBOM MUKPO(OH /10 TOTO MOMEHTAa Noka Bbl HE TOTOBBI 3a7aTh BONPOC/100ABUTH
KOMMEHTapul. PEKOMEHIYETCSI BKIIFOUUTh KAMEPY Ha MPOTSHKEHUU BCEW BCTPEUM.

Onpoc nocJie BCTpeyu

[Tocne Bctpeun Bel nosyunte email ¢ ompocHUKOM Jj1st oOpaTHou cBsA3u. [ Bac — 5 MuHyT BpeMeHu, s
Hac — MOHMMAHUE KaK CAEIaTh HAIlU BCTpeuu d3pdpekTuBHbIMHU. Ciacu0o!

OI'BOV BO TICIIGIMY mm.
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I/ICTOPI/IL{ECKAFI CIPABKA

MeTamdeTamuH BnepBble cUHTE3NPOBaH B AnoHun B 1893 kak
CpeaCTBO NMPOTUB HAacCMopKa

Ncnonb3oBarncs Bo BB2 apmusamu 'epmannn, Aurnunm, CLUA n AnoHuu

annaemMmmnsi 3aBUCUMOCTM BriepBble BO3HUKI1A B AnoHun, Korga
MeTan)eTaMI/IH N3 BOEHHOIO pPbiHKA BblLLEST HA I'pa)K,EI,aHCKMﬁ

[MonynapHo cpeau BoguTtenen rpy3oBmMkoB 1 Benocuneguctos B 1970-x
He3okcnH (DESOXYN) npumeHstot ansg nedexdna COABI u oxmnpeHns
Speed, Crystal, Crank, Ice, Meth, Tina, Kpuctann, Met

c-1l OVATION PHARMACEUTICALS, INC.

5mg

Desoxyn®
(methamphetamine hydrochloride tablets, USP)

Lesson “Stimulants: Cocaine and Methamphetamine” (R. Saitz) ANl ©IBOV BO ICIIBIMY .
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3TOT CJTANO MOKASLIBAET CNOXHOCTW ONA
3OPABOOXPAHEHNWA, BbISBBAHHBIE «JIETKOCTbBHO»
NMPON3BOOCTBA METAMOPETAMUHA, N HE ABJIAETCH
MPOMNATAHOOW YMOTPEBJIEHNA HAPKOTUKOB

How To Manufacture Meth -- True lodine Recipe
by MethodMan

NOTICE: TO ALL CONCERNED Certain text files and messages contained on this site deal with activities and devices which would be in violation of various Federal, State, and local laws if actually carried out or constructed. The webmasters of this
site do not advocate the breaking of any law. Our text files and message bases are for informational purposes only. We recommend that you contact your local law enforcement officials before undertaking any project based upon any information
obtained from this or any other web site. We do not guarantee that any of the information contained on this system is correct, workable, or factual. We are not responsible for, nor do we assume any liability for, damages resulting from the use
of any information on this site.

No lies here folks this recipe will manufacture methamphetamine this will get you into trouble if you do this BE CAREFUL!

First of all let's talk about supplies:

1 Case Regular Pint size Mason Jars ( Used for canning)

2 Boxes Contact 12 hour time released tablets.

3 Bottles of Heet.

4 feet of surgical tubing.

1 Bottle of Rubbing Alchohol.

1 Gallon Muriatic Acid ( Used for cleaning concrete)

1 Gallon of Coleman's Fuel

1 Gallon of Aceton

1 Pack of Coffee Filters

1 Electric Skillet ( If you don't know what iam talking about i will have pics later)
4 Bottles Iodine Tincture 2% (don't get the declorized it won't work)

2 Bottles of Hydrogen peroxide

3 20 0z Coke Bottles (Plastic type)(with Lids/caps)

1 Can Red Devils Lye

1 Pair of sharp scissors

4 Boxes Book Matches (try to get the ones with brown/red striker pads)

TR https://totseans.com/totse/

1 digital scale that reads grams
2 gallons distilled water \ 3 R 3 S
1 Roll Aluminum foil tape Wi ke” or “one. ethod of cooking meth,

How to Make Meth | all a handful of items { e drug store — including

pseu ine, which is foung mon cold medicines.

Pseudoephedrine + Common Household " Methamphetamine

CioHisNO Ingredients CioH1sN

Ether - Found in engine starter fluid
Ammonia Nitrate - Found inicold packs
Found in cold tablets Lithium - Found in lithium batteries
Water

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia LAl OGOV BO TCIIGIMY .
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BbIBPOC JOPAMUNHA B INPUJTEXALLEM AOPE
(NUCLEUS ACCUMBENS)

1400%

3 AMPUMETAMINE 1200%
" 1000% -
800%

600%

400%

200%

0% -

Dopamine
Neurotransmission

RTi13151111

'q/o 4//0 Co W,q
+ %0 e, e

N WEMEN e
a

B % basal dopamine in rat/ mouse NA after...

https://slideplayer.com/slide/8877893/

OI'bOY BO TICII6IMY mm.
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KOKAVH, AMOETAMNUH N METAM®ETAMWNH — CXOHbIV
MEXAHWN3M OENCTBUA

KokauH

Dopamine transporter
blocked by cocaine
2 | @
4 y . |
Transmitting = @ - L
neuron — o A /) &—Dopamine
.

Dopamine
receptor

Receiving— = : Methamphetamine stimulates the
neuron S release of excess dopamine.

«MeT» obnagaet 4OWHbIM 3ddeKkToM: BrokMpyeT 4OPaMUHOBLIN TPAHCNOPTEP U
CTUMYNUPYET NpecuHanTU4eckuim Bbibpoc godamMmunHa.

AMdeTaMuHbl n«conu» obnagarT CXoAHbIM MEXaHM3MOM C METaMAETaMUHOM, a Takke
BriokupytoT obpaTHbIN 3axBaT godpamMnHa, HopagdpeHannHa, CePOTOHMHA U CTUMYNUPYIOT

Bblbpoc godammHa.
https://www.drugabuse.gov/publications/research-reports/cocaine/how-does-cocaine-produce-its-effects

OI'BOV BO TICIIGIMY mm.
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[TPOBJIEMA

MeTamdetaMmnH — npuvnHa nepego3npoBoK,
puckoBaHHoro noseaeHunsa (BUY, 3II101).

SRDGHE ST Het (adodpekTuBHOrO, T. €. ogobpeHHoro FDA) ans
neyYeHnst 3aBUCUMOCTU OT MCUXOCTUMYNATOPOB.

OcHoOBHaa Mmacca uccnegoBaHuUn — Ha naumeHTax c
KOKanHOBOW 3aBUCUMOCTbIO.

GLOBAL NUMBER OF USERS
2019

20 million 27 million

“ecstasy” amphetamines
) ) (methamphetamine and amphetamine)

A 1" Men

FDA — Food and Drug Administration LAl ©I50V BO IICTIEIMY mv
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NMMOTEHUWAIIBHBIE JIEKAPCTBA OJ1A JIEHEHUA
SABUCVMOCTU OT NCUNXOCTUMYITATOPOB

AroHucTbl godamMnHOBBLIX pelenTopoB (aekcampetramnH-SR)
MogaduHun

Ouncynbdoupam

BynponuoH

[ AMK-epruyeckume npenapatbl

Tonupamart

Valdman Institute of Pharmacology, First Pavlov State Medical University of

St. Petersburg, Saint-Petersburg, Russia Sl ©I5OV BO IICIISIMY m.
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NMMOTEHUWAIIBHBIE JIEKAPCTBA OJ1A JIEHEHUA
METAM®ETAMMHOBOW 3ABNCUMOCTMU

* bynponuoH (HA n A cuctembl): 12-HegenbHoe PKW (n=151) 6ynponunoH (300 mr)
vs. nnauebo (+ noBegeH4yeckasa Tepanua B 2 rpynnax). [lo OCHOBHOMY KpUTEPUIO
9 (PEKTUBHOCTM YyNOTPeObNeHna metampetrammHa HeT pasHuubl. [1]

MwupTasanuH (bnoknpyet anbda 2-ayTopeLenTtopbl 1 anbda 2-retepopeLenTopsl,
5-HT2 n 5-HT3, noBblwas ypoBeHbL CEPOTOHMHA, HOpaapeHanuHa n nodgammnHa B
cuHance): 12-HegenbHoe PKU (n=60 MSM) vs. nnauebo. CHMxeHne KonnyecTea

NOJTOXKNTEIIbHbIX TECTOB MO4YN HA MeTaMCbeTaMI/IH B rpynne Mmmpra3arimHa.

[1] Elkashef, A. M., Rawson, R. A., Anderson, A. L., Li, S. H., Holmes, T., Smith, E. V., ... & Weis, D. (2008). oS Ny 1 i I\/Ie
Bupropion for the treatment of methamphetamine dependence. Neuropsychopharmacology, 33(5), g € H
1162-1170. L ®I'BOY BO IICIIGIMY m.
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Bupropion and Naltrexone in
Methamphetamine Use Disorder

[oknag4yunk: MapuHa BeTpoBa

‘A OTHOV BO TICTIGIMY mwm.
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KOHOJIMKT MHTEPECOB Y ABTOPOB

Sponsor:

University of Texas Southwestern Medical Center
Collaborators:

National Institute on Drug Abuse (NIDA)

The Emmes Company, LLC

«Alkermes donated naltrexone in the form of extended-release injectable
suspension and matched injectable placebo for this trial under a written agreement
with NIDA (the sponsor). AiCure (New York) provided the smartphonebased
application for tracking adherence to the oral regimen under a paid subcontract.»

smo%% 1|7| I\/Ieu

1897 L_-‘j‘ OI'BOV BO TICIIGIMY mm.
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LIEJIb NCCINEOJOBAHWNA

* OueHka adPeKTMBHOCTM U BE30MacHOCTU NPOSIOHIIMPOBAHHOW POPMbI HANPEKCOoHa
B MHbEKUMOHHOW dhopme (Busutpon, 380 mr kakgble 3 Heenun) B cCOMeTaHUM C
nepoparnbHON NMPONIoHrIMpoBaHHOW popmon byriponnoHa (450 Mr B A€Hb) Y
naymMmeHToB C CUHAPOMOM 3aBUCMMOCTU OT MeTaMdeTaMmnHa CpeaHeN U TSXKenoun

CTENEHU TAXECTMH.

¥l ©IBOY BO IICIIBIMY nw.
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ON3ANH ADAPT -2

ClinicalTrials.gov number, NCT03078075

Accelerated Development of Additive Pharmacotherapy Treatment (ADAPT-2) for
Methamphetamine Use Disorder (Man, 2017- Ntonb, 2019)

* Phase 3
- multisite (8 mecr, California, Minnesota, New York, Oregon, South Carolina, Texas)

- quadruple-blind (Participant, Care Provider, Investigator, Outcomes Assessor)
° nocnenoBaTenbHO NapansienbHbln an3anH ¢ 2 ctaguamm (SPD)
— Stage 1: 6-week XR-NTX + PO XR-BP (0.26:0.74)

— Stage 2: (placebo group non-responders only): rerandomized 6-week XR-NTX +
PO XR-BP (1:1)

 placebo-controlled (nnauebo B NHbLEKLUMOHHOW N nepoparbHon doopmax)

XR-NTX — extended-release naltrexone s, [ n Me
PP XR-BP — oral extended-release bupropoion 5’ % A

SPD - sequentially parallel design ¥l ©IBOY BO IICIIBIMY nw.
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a Aandomization
S P D [ Non-R in PP » Phndbo
Fava's SPD and SPD-ReR. o+ Drug

* a: Fava's SPD (without
re-randomization into Non-R in DP
Stage 2)

b: SPD-ReR (with
re-randomization into b

Randomization

Stage 2). |

Screening
Ctagusa 2 — npoBepuUTb 9PFPEKTUBHOCTL TONBLKO HA ———*
nnauebo-HepecnoHaepax (4To BEAET K YMEHbBLLUEHMIO KOJ1-
Ba nnauyebo-pecnoHagepoB B Ctagun 2 n, cnegoBaTeribHo,
NOBbLILLAET WaHC YBUOETb pasHULY)

Chen, Y. F, Yang, Y., Hung, H. J., & Wang, S. J. (2011). Evaluation of performance of some enrichment

designs dealing with high placebo response in psychiatric clinical trials. Contemporary Clinical Trials, 32(4),
592-604.

OI'BOV BO TICIIGIMY mm.
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NCCJIEOYEMBIE T'PYIIIbl

Arm

Experimental: Active Medication
Combination (AMC)injectable
extended release naltrexone plus
once daily oral extended-release
bupropion tablets

Placebo Comparator: Matched
Placebo (PLB)injectable matching
placebo plus once-daily oral
placebo tablets

Intervention/treatment

Drug: Naltrexone: Vivitrol®Naltrexone: 380 mg vial, 4
intramuscular injections administered every 3 weeks
Other Name: Arm: Experimental - Active Medication
Combination (AMC)

Drug: Bupropion: Wellbutrin XL®Bupropion: 450 mg
oral dose daily (Tutpauua 3 gHA 1 NoCTenNeHHoe
CHWXEHME O031POBKU 3a 4 OHA)

Other Name: Arm: Experimental - Active Medication
Combination (AMC)

Drug: Placebo (PLB) InjectablePlacebo: 4
intramuscular injections administered every 3 weeks
*Other Names:Injectable matching (to Naltrexone)
placebo

-Arm: Placebo Comparator - matched Placebo (PLB) &




HAJITPEKCOH

AHTaroHMUCT ONMOUAHLIX PeLEenTopoB
Busutpon gencreyet okosio 1 mecsua
PKWM (n=100) nayneHTbl ¢ C3 oT amdetamunHa: HeT adpdoekTa [1]

PKW (n=55) nauneHTbl ¢ C3 OoT ameTammHa: 3Ha4nTenbHO borbLue
oTpuuaTeribHbIX aHannM3oB MOYM Ha aMmeTaMUHbI [2]

[1] Runarsdottir V, Hansdottir |, Tyrfingsson T, et al. Extended-release injectablenaltrexone (XR-NTX) with
intensive psychosocial therapy for amphetamine-dependent persons seeking treatment: a placebo
controlled trial. J Addict Med2017;11:197-204.

[2] Jayaram-Lindstrom, N., Hammarberg, A., Beck, O., & Franck, J. (2008). Naltrexone for the treatment of
amphetamine dependence: a randomized, placebo-controlled trial. American Journal of

Psychiatry, 165(11), 1442-1448.

’ @ ©I50V BO [ICTIEIMY v
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BYIMPOIMNOH

« OpobpeH anga nedeHnst oenpeccun N cUHApoMa 3aBUCUMOCTM OT HUKOTMHa (C3H)

* CXOXWNn C KOKaMHOM MexXaHn3M OeNCTBUA — cBA3bIBaeTcH ¢ [JA TpaHCnopTepOM,
NHIMONpPYET obpaTHbLIN 3axBaT M NOBbIWAET KOHUEHTpaunsa A B CMHaNTU4eCcKoun
wenu [1] n nHrmbupyet obpaTHbINM 3axBaT HOpagpeHanuHa

[TokasaHa adpdekTmBHOCTL nNpn CLBI [2]

PaunoHanbHoCTb npumMeHeHusa npn C3M — a) knnHndyeckoe ob6o0CHOBaHME:
obneryatoT CMMNTOMblI OTMEHBI, CXOAHblE C BEreTaTUBHbIMU CUMNTOMaMKn OENPECCUm
(CHUXKeHune anneTuTa, YyCTarocTb) + CHMXKEHME yrnoTpebreHmsa y nauneHToB
kKomopbugHon natonornen (aenpeccuen n COBIY), 6) MmonekynapHbIN YpOBEHD:
BOCCTaHOBJIEHME AoaMnHeprnyeckoro gucbanaHca, BbI3BaHHOINO XPOHNYECKUM
ynotpebneHnem metamgerammHa

1 L'V' OI'bOY BO TICII6IMY mm.
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BYINPOINMNMOH N METAMOETAMWH

- ®asa 1 — 6e3onacHOCTb B3anMoaeNCTBUA Mexay 6ynponnmoHoMm n metamgeTraMmHOM: He
ycunueaet apdekTbl MeTamdeTammHa Ha CCC n noseageH4eckme acpdekTol [1]

12 Hepn. mynsTnueHTpoBoe PKU (n=151) dynponuoH (300 mr)+90-muH. rpynnoBas
ncuxotepanua: HET pasnnuuim ¢ nrnauebo No KpUTepuio Bo3gepKaHusi, HO 9PPEKTUBHO Y
MY>XYMH, YNOTpednsaLwme MeHbLLEE KONMYECTBO MeTaM@eTamMmnHa nNpu BKINOYEHUN.
KomopbuaHbie coctosaHusa (aenpeccusa, CLOBIN) — HU4ero He meHsanu [2]

12 Hen.PKWU (n=84) 6ynponnoH (300 mr): HeT pasnunyunu ¢ nnauedo no Kputepuro
BO3aepkaHma [3]

* 12-Hen. PKU (n=204) 6ynponunoH (300 Mr) : HET pasnuymn no KpUTEPUIO BO3AEPXKAHNSA

Newton TF, Roache JD, de la Garza R, Fong T, Wallace CL, Li S-H et al (2005). Safety of intravenous
methamphetamine administration during treatment with bupropion. Psychopharmacology 182: 426—-435.
Elkashef, A. M., Rawson, R. A., Anderson, A. L., Li, S. H., Holmes, T., Smith, E. V., ... & Weis, D. (2008).
Bupropion for the treatment of methamphetamine dependence. Neuropsychopharmacology, 33(5),
1162-1170.

Heinzerling, K. G., Swanson, A. N., Hall, T. M., Yi, Y., Wu, Y., & Shoptaw, S. J. (2014). Randomized,
placebo-controlled trial of bupropion in methamphetamine -dependent participants with less than daily
methamphetamine use. Addiction, 109(11), 1878-1886.

4 ©IBOV BO IICIIGIMY mu.
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YYACTHUNKA

Inclusion Criteria:

18 to 65 years old;

Interested in reducing/stopping methamphetamine use;

Stimulant Use Disorder (DSM-5), moderate or severe (4+ symptoms)

Methamphetamine use in past 18-30 days (nogreepxaeHo 2+ Tectamun moum 3a 10 gHen oo
paHaoMusaunm)

Speak English;

Agree to use acceptable birth control (if applicable);

Be opioid-free at randomization (TecTt moun);

Willing to comply with all study procedures and medication instructions;

Agree to use a cell phone (or similar study device) to take videos of medication dosing.
Exclusion Criteria:

Medical or psychiatric condition which would make participation unsafe;

Recently participated in a study of pharmacological or behavioral treatment for methamphetamine use
disorder,

Recently taken an investigational drug; e 1" Men
Prescribed and taken naltrexone or bupropion < 30 days from consent; R

i% .
N
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NMPOLUEAOYPbI

CKPUHWHT

— 21 peHb

— CooTBeTCTBUE KPUTEPUSM BKITHOHYEHNSA (HanokcoHoBad npoba)
PaHgoomumnsauus

AKTUBHaA pasza: 12 Hepenb npuema npenapara
BeeneHne nHbekunoHHom cpopmel: Hegenn 1,4, 7 n 10
[lepopanbHble PopMbl: HedenbHbIW 3anac BblgaBarncs exeHenernbHo

BusuTtbl 2 pasa B Hederno: oueHKa NPMBEPXKEHHOCTN, OLLEHKA COCTOSIHUSA (OMPOCHUKN),
TeCT MOYU, KOHCYSbTUpOBaHWe co cneuuanuctom (1/Heq.)

BHe Bn3nToB: app ans gpopmmpoBaHns NpmUBEPKEHHOCTU

da3za HabnoaeHuns (nocrne 3aBepLUEHUS NpUeMa uccrnegyemMmoro npenapara):
Hepnena 13 n Hegensa 16

- [MpepycmoTpeHa komMneHcauns Ha Bu3nTax

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia ANEPl 0150V BO T1CTI6IMY
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PEKPYTI\/IEHT

from communities near the trial sites with the use of advertisements (e.g., print, Web, radio, and
television advertising)

through direct referrals (e.g., by participants who were already enrolled in the trial, medical clinics, and
social service agencies).

y n
Valdman Institute of Pharmacology, First Pavlov State Medical University of 1 Meﬂ'
St. Petersburg, Saint-Petersburg, Russia ‘

®I'bOV BO IICII6IMY wm.
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CTATUCTUYECKNN AHATING

1 /150 - 74% + B ©

NCT03078075

STATISTICAL ANALYSIS PLAN for

Title: NIDA CTN-0068 Accelerated Development of
Additive Pharmacotherapy Treatment (ADAPT-2) for
Methamphetamine Use Disorder

Version 3.0
Date: September 13, 2019

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia ANl 150V BO [ICTIGIMY .
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PESYIIBTAT

2763 Participants underwent prescreening

Sl OBLUASA U

AOOPMALNA

109 Were assigned
to receive naltrexone—
bupropion in stage 1

294 Were assigned
to receive placebo
in stage 1

1833 Were excluded
850 Did not meet prescreening criteria
59 Were eligible but did not schedule screening visit
922 Were eligible but did not attend the scheduled
screening visit
2 Had missing data from eligibility prescreening visit

32 Did not have
a response and
discontinued
trial in stage 1

_ | 20 Discontinued
trial in stage 1

932 Underwent screening for participation Y y

in the trial (2 underwent screening in error)

529 Did not undergo randomization in stage 1
197 Were not willing to adhere to trial protocol

10 Had a response
and did not undergo
randomization again

in stage 2

27 Did not have a
response and
did not undergo
randomization
again in stage 2

225 Did not have a
response and under-
went randomization

in stage 2

146 Reported no methamphetamine use on =18
of the 30 days before consent
73 Had <2 methamphetamine-positive urine samples
within 10 days before randomization
37 Had conditions that increase risk of seizure
31 Had medical or psychiatric disorder that made
participation in the trial unsafe
137 Had other reason

3.4% nnauebo- l
pecnoHaepsl

11
111 Were assigned

to receive placebo
in stage 2

114 Were assigned
to receive naltrexone—
bupropion in stage 2

5 Discontinued
trial in stage 2

11 Discontinued
trial in stage 2

8 Discontinued
trial in stage 2

1 Discontinued
trial in stage 2

11 Discontinued
trial in stage 2

403 Underwent randomization in stage 1

\ A \i \

19 Completed 103 Completed 106 Completed
the trial the trial the trial

| Y
78 Completed
the trial

9 Completed
the trial

0.27:0.73

109 Were assigned 294 Were assigned
to receive naltrexone— to receive placebo

bupropion in stage 1 in stage 1

I I

1" Men

OI'BOV BO TICIIGIMY mm.
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PESYIIBTATbI: XAPAKTEPUCTUKA BbIBOPKW

Characteristic All Participants Stage 1 Stage 2

Naltrexone— Naltrexone—
Totalt Bupropion Placebo Bupropion Placebo
(N=403) (N=109) (N=294) (N=114) (N=111)

Demographic characteristics

Male — no. (%) 277 (68.7) 78 (71.6) 199 (67.7) 78 (68.4) 79 (71.2) IV Smoked Snorted In ge sted

Age —yr 41.0+10.1 41.0£10.6 41.0£10.0 41.0£10.5 42.0:9.6

Hispanic or Latino ethnic group — no. (%) 55 (13.6) 13 (11.9) 42 (14.3) 20 (17.5) 18 (16.2) . . . .
O B Time to effect  15-30 sec ¢ Tmmediate 3-5 min 15-20 min

White 287 (71.2) 82 (75.2) 205 (69.7) 84 (73.7) 69 (62.2)

Black 48 (11.9) 10 (9.2) 38 (12.9) 8(7.0) 22 (19.8) Peak concent. 2-4 h 2-4 h 2-4 h 2-4 h
Other 68 (16.9) 17 (15.6) 51 (17.3) 22 (19.3) 20 (18.0)
High school diploma, GED, or lower education level — no. (%) 142 (35.2) 39 (35.8) 103 (35.0) 36 (31.6) 33(29.7) Half—llfe 1 0-1 2 h 1 0'1 2 h 1 0'1 2 h 1 0'1 2 h
Marital status — no. (%)
Married or living with partner 93 (23.1) 26 (23.9) 67 (22.8) 25 (21.9) 25 (22.5)
Never married 204 (50.6) 49 (45.0) 155 (52.7) 60 (52.6) 59 (53.2)
Divorced, separated, widowed, or unknown — no. (%) 106 (26.3) 34 (31.2) 72 (24.5) 29 (25.4) 27 (24.3)
Employed — no. (%)§ 156 (38.7) 43 (39.4) 113 (38.4) 46 (40.4) 44 (39.6)
Methamphetamine use

No. of days that methamphetamine was used in the 30 days before 26.7+4.1 27.0+3.9 26.5+4.2 26.7+4.1 26.1+4.3
consentq|

Most frequent route of methamphetamine use — no. (%)
Smoking 80 (73.4) 213 (72.4) 83 (72.8) 79 (71.2)
Intravenous 91) 23 (21.1) 54 (18.4) 21 (18.4) 22 (19.8)

Nasal or oral 33 (8.2) 6 (5.5) 27 (9.2) 10 (8.8) 10 (9.0)

Participants reporting intravenous methamphetamine use =1 days 135 (33.5) 39 (35.8) 96 (32.7) 38 (33.3) 36 (32.4)
in the 30 days before consent — no. (%)

Intensity of methamphetamine craving| 66.1+22.3 65.7+22.2 65.8+21.6 66.7+21.3 63.7+21.9
Age of first methamphetamine use —yr 24.8+9.9 24.7+10.7 24.8+9.6 25.5+10.9 24.89.1
Other characteristics

Coexisting cocaine use disorder according to DSM-5 criteria 31/365 (8.5) 9/97 (9.3) 22/268 (8.2) 9/104 (8.7) 9/100 (9.0)
— no./total no. (%)

Coexisting opioid use disorder according to DSM-5 criteria 27/370 (7.3) 7/93 (7.5) 20/277 (7.2) 7/109 (6.4) 7/104 (6.7)
— no./total no. (%)

Lineberry, T. W., & Bostwick, J. M. (2006, January). Methamphetamine abuse: a perfect storm of
complications. In Mayo Clinic Proceedings (Vol. 81, No. 1, pp. 77-84). Elsevier. ®I'BOY BO ICIIIMY .
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PESYIIBTATbI: XAPAKTEPUCTUKA BbIBOPKW

(MPOOOJMKEHWE)

Characteristic All Participants

Total{
(N=403)

Coexisting alcohol use disorder according to DSM-5 criteria

94/293 (32.1)
— no./total no. (%)

Coexisting cannabis use disorder according to DSM-5 criteria

116/318 (36.5)
— no./total no. (%)

Daily nicotine cigarette use — no./total no. (%) 238/337 (70.6)
Score on PHQ-9 depression scale®** 19.9+6.5

Score on Treatment Effectiveness Assessment{ 18.3+7.2

HIV-positive status — no./total no. (%) 90/356 (25.3)

Naltrexone—
Bupropion
(N=109)

25/77 (32.5)
29/89 (32.6)

66/99 (66.7)
19.4:6.5
16.7+7.0

24/92 (26.1)

Stage 1

Placebo
(N=294)

69/216 (31.9)
87/229 (38.0)

172/238 (72.3)
20.046.5
18.67.3

66/264 (25.0)

Naltrexone—
Bupropion
(N=114)

23/85 (27.1)
33/86 (38.4)

73/89 (82.0)
20.146.9
18.447.5

24/96 (25.0)

Placebo
(N=111)

27/75 (36.0)
33/85 (38.8)

56/89 (62.9)
19.5:5.9
19.247.1

33/105 (31.4)

Valdman Institute of Pharmacology, First Pavlov State Medical University of

St. Petersburg, Saint-Petersburg, Russia

1" Men

OI'BOV BO TICIIGIMY mm.
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PESYIIbTATbBI: "NPUBEP>XEHHOCTb

« Ctagusa 1
— NTX-BP 75.1% NTX-BP (86.2% nHbekuumn, 63.9% Ttabnetkn)
— [Mnauebo: 83.5% (92.7% vHbekumn n 74.1% tabnetkn)

« Ctagusa 2
— NTX-BP 77.4% NTX-BP (86.4% vHbekuumn, 68.8% Tabnetkn)
— Mnaue6o: 82% (89.2% nHbekummn n 75.1% tabneTtkn)

Valdman Institute of Pharmacology, First Pavlov State Medical University of

A 1" Me
85t il

=
St. Petersburg, Saint-Petersburg, Russia ANl ©IBEOY BO [CIIBIMY nw.
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OCHOBHOW KPUTEPUN 3PDPEKTMBHOCTW

« «OTBET Ha Tepanuio»

— MUHUMYM 3 (U3 4) oTpuuaTENbHbIX TECTA MOYN Ha coaepXaHue MeTabonnToB
MeTamdeTamuHa Ha nocnegHen Hegene Ctagun 1 (5-6 Heoens)

MUHUMYM 3 (M3 4) oTpuUaTerNbHbLIX TECTA MOYM Ha cofepXaHne MeTabonmToB
MeTamdeTammnHa Ha nocnegHen Hegene Ctagun 2 (11-12 Hepens)

cpefHeB3BeLLEeHHOEe 3Ha4YeHne Bcex pesynsraTtoB TecTa 3a nepuop Asyx Ctagui

(Makcnmym 24 Tecta/yyacTtHuKa 3a 12 Hep,.).

« «Treatment effect» - pasnuune mexay rpynnamum no odwemy cpeaHeB3BELLEHHOMY
3Ha4YeHUto

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint—Petersburg, Russia L ®T'BOYV BO IICII6IMY um.
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SAMPLE SIZE CALCULATION

TectnpoBaHue Hynesown runotesbl (HO): rpynnbl He ByayT OTNMYaTLCS NO NEPBUYHOMY NoKasaTento

3P (PEKTUBHOCTH

Ownbka nepsoro poaa (type | error) — otBeprHyta BepHast HO (npuHMMaem ansTepHaTUBHYIO MMNOTE3Y)
a = P(Type | error) = P(Reject H, | H, is true)

Ownbka sToporo poaa (type Il error) — He oTBepraem HeBepHyto HO (He npuHMMaemM ansTepHaTUBHYHO
rmnoTesy)

B =P(Type Il error) = P(Do not Reject H, | H, is false)

Two-sided test: HO: 6 = 00 vs. H1 : 6 # 60. One-sided test: HO: 6 <60 vs. H1 : 8 > 060

Power (BepOSAITHOCTb, YTO TECT KOPPEKTHO OTBEPTHET HEBEpHYto H ) = 1- B = P(Reject H, | H, is false)
XopoLwuni TECT — ManeHbKoe a U [3, BbICOKaA MOLLIHOCTb

%y 1" Men

1897 L"‘y. ®I'bOY BO IICII6IMY wm.
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SAMPLE SIZE CALCULATION (CONT.)

N=370 6yne noctato4Ho (90% power), 4TObbLI YBMOETL pasHULy Mexay rpynnamu, npeanonaraeTcs, 4Yto
OTBET Ha Tepanuio 6yaet y 24% B nHtepseHunoHHon rpynne n 15% B nnauedo rpynne B Ctagun 1 n 24%
n 10% B Ctagmmn 2

OcHoBaHUe — «MUITIOTHOE» UccregoBaHne

PekomeHaauma bruoctatnctnkos — ysennuntb o 400 (ogobpeHo cnoHCoOpoMm)

1897 4 & ©OI50V BO [ICIIEIMY .
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CTATUCTUYECKNN AHATING: MEPBUYHBLIV MOKASATESb
QPPEKTUBHOCTHU

n=403
Intention-To-Treat

OcHoBHou aHanna: One-sided Wald z-test statistic with a one-sided type | error rate of 0.025
(corresponding to a 2-sided test with an alpha level of 0.05)

Two-sided test: HO: 8 = 80 vs. H1 : 6 # 60. One-sided test: HO: 8 <60 vs. H1 : 6 > 60
[don. aHanna Ha noAarpynne y4acTHUKOB C 4 aHannM3amMmnm Modu B 2 cTagusix

O hekTbl MecTa, nosa, pacbl, 3THUYECKON npuHagnexHocTtn n sospacta: GLMM , forest plot (Fig. S2)

B 1M

WAl ©I5OY BO ICTIEIMY uw.
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OB SOPEKT TEPAMNN

«Treatment effect» - pasnnune mexagy rpynnamm rno obwiemy
cpefHeB3BeLUEHHOMY 3HaYEeHUIO

h=[w(p1)+(1-w)p2]-[w(q1)+(1-w)(q2)]

h - overall treatment effect

w — weight (0,43 B Ctagun 1 n 0,57 B Ctaguu 2)
p1 - response in the NTX-BP group in stage 1
p2 - response in the NTX-BP group in stage 1

g1 - response in the PB group in stage 1

g2 - response in the PB group in stage 2

"% % Men
=

St. Petersburg, Saint-Petersburg, Russia LSNP OG0V BO [TCTT6IMY .
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PE3YJ'II3TAT OCHOBHOW KPUTEPUN 3PDEKTMBHOCTW

Ctagua 1: “otBeT” 6bIn Yy 18/109 (16.5%) B rpynne NTX-BP 1 10/294 (3.4%) B rpynne nnaue6o

Cragua 2: “otBeT” 6bIn Yy 13/114 (11.4%) B rpynne NTX-BP n 2/111 (1.8%) B rpynne nnaue6o

CpenHeB3BeLLEHHOE 3HAYEHNE BCEX OTOMLUATENbHbLIX pe3ynbTaTtoB TeCTa MOYM B TeveHne ayx Ctagun
— 13.6% B rpynne NTX-BP n 2.5% B rpynne NTX-BP

O6bwmnn acbdekT Tepanmn
— 11.1 (SE=+-2.5) npoueHTHbIX NyHKTOB (Wald z-test statistic, 4.53; P<0.001). NNT =9

A Responses

Difference, 11.1 percentage points

Percentage of Participants
with a Response

3.4 " 25

| I

Stage 1 Stage2  Weighted Stage 1 Stage2  Weighted

average average

Naltrexone—Bupropion Group Placebo Group

NNT = number needed to treat AN ©IBOY BO TICIIBIMY
[TaBaoBa Munzapasa Poccun




CTATUCTUYECKNN AHATING: MEPBUYHBLIV MOKASATESb
QPPEKTUBHOCTHU

[lon. aHann3 Ha noarpynrne y4aCtHUKOB C 4 aHann3amm Mo4dun B 2 cTaguax
« Cragusa 1: “otBeT” ObIn y 15/52 (28.8%) B rpynne NTX-BP v 9/177 (5.1%) B rpynne nnauebo
«  Cragua 2: “otBeT” 6bIn Yy 13/80 (16.2%) B rpynne NTX-BP u 1/75 (1.3%) B rpynne nnauebo
« Obwmin adbdekT Tepanuu
— 18.7 (95% CI 11.6-25.8) npoueHTHbIX MYHKTOB

Prespecified analysis (assumed equal weight for each stage)
« Cragua 1: “otBet” ObIn y 18/109 (16.5%) B rpynne NTX-BP 1 10/294 (3.4%) B rpynne nnaue6o

«  Cragua 2: “otBeT” 6bIny 13/114 (11.4%) B rpynne NTX-BP n 2/111 (1.8%) B rpynne nnaue6o
« Obwmin adbdekT Tepanunu
— 11.4 (95% CI 6.5-16.2) npOUEHTHbIX NYHKTOB

¥l ©IBOY BO IICIIBIMY nw.
[TaBaoBa Munzapasa Poccun




CTATUCTUYECKNN AHATINS: OOMNONHUTENbHbLIE
KPUTEPUN SODPEKTUBHOCTW

- 27 kputepues (Doros method for repeated measures of the continuous outcome)

Table 2. Primary and Secondary Outcomes in the Intention-to-Treat Population.*

Outcome Stage 1 Stage 2

Naltrexone—
Bupropion
(N=114)

Naltrexone—
Bupropion
(N=109)

Placebo
(N=111)

Placebo
(N=294)

Primary outcome — no. of partici-
pants (%)

18 (16.5) 10 (3.4) 13 (11.4) 2 (1.8)

Secondary outcomes

Methamphetamine-negative 12.3+1.6

urine samples — %

Change in methamphetamine -22.3+1.8
craving according to visual

analogue scalef

Change in score on PHQ-9 -4.8+0.7

depression scalef

Change in score on Treatment 6.5+1.5
Effectiveness Assessment(q

Treatment Effect

Weighted
Difference 95% Cl

10125 —

3.5t010.1

-13.8to-5.6

-1.9t0-0.2

2310577

“No clinical conclusions can be drawn from secondary outcomes because Cls were not adjusted for multiple comparisons”

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia

I The percentage of methamphetamine-negative
urine samples per participant was calculated by
dividing the number of methamphetamine
negative urine samples obtained per stage by 12
(the number of expected samples per stage). The
treatment effect is the between-group difference
in the weighted average of negative urine
samples, reported as percentage points —SE.

§ The changes in stage 1 reflect the change from
baseline, and the changes in stage 2 reflect the
change from the end of stage 1. The treatment
effect is the between-group difference in the
weighted average change in scores, reported as
the difference in points —SE.

T[ Data were available for 306 participants in
stage 1 (74 in the naltrexone—bupropion group
and 232 in the placebo group) and for 196 in
stage 2 (98 in the naltrexone—bupropion group
and 98 in the placebo group).

OI'BOV BO TICIIGIMY mm.
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OTPUUATEJIbHbIE TECTblI MOYX HA METAMO®ETAMNH

(OMHAMMUKA)

B Methamphetamine-Negative Urine Samples

354 Stage 1

evaluation
30 period

25-  Naltrexone-bupropion
20

154

0----_.
-

Placebo

Percentage of Negative Urine Samples

Placebo/naltrexone-bupropion

Placebo/placebo

Stage 2
evaluation
period

\‘\\l-\" & \‘\\0" \\Qt-“" Q& \@t-b“ \\;\t}“ & \\\\:" \\\\f"‘ Nl \‘g&:\‘ \&:\‘

No. of Urine Samples
Obtained at Each Visit

Naltrexone—bupropion
Placebo
Placebo/naltrexone—
bupropion
Placebo/placebo

Stage 1

8 9 77 9 73 8 67 81 67 80 68
265 280 229 266 223 260 210 239 203 240 207

N
&
4\

\\Ql- A \‘\\l-%‘ \‘\\{-q‘ \\\\l-o"
Visit

W
N\
NN

Stage 2

92 97 85 103 8 96 78

95 106 84 100 82 102 91

> ;\‘\‘ o\'\" ‘\:1"

98 82 98 93 938 87

99 87 99 85 101 96

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia

1" Men

OI'BOV BO TICIIGIMY mm.
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CTATUCTUYECKNN AHAJTING: BE3SOMACHOCTb

» CpaBHeHune 4actotbl HA n CHA B kaxxgon Ctagumn mexay rpynnamum (Fisher's exact
tests)

S Moy, |7|
(2
HA — HexxenaTenbHoOe aBneHune 3 % 1 Meﬂ.
CHA — cepbesHoe HexenaTernbHoe siBfieHne LAl OOV BO IICIISIMY .
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PESYIIBTAT: BE3SOINACHOCTb

* HA co ctopoHbl XKKT (TowHOTa, pBOTa, 3arnop, 605nb B BEPXHEN YaCTU XUBOTA),
Tpemop, OeCnOKONCTBO, NMNeEPrnapo3 N CHUXEHWe anneTuTta

« CHA 3,6% B rpynne NTX-BP

| | - A 1" Meg
Valdman Institute of Pharmacology, First Pavlov State Medical University of 2
St. Petersburg, Saint-Petersburg, Russia Sl ©I5OV BO IICIISIMY m.

[TaBaoBa Munzapasa Poccun




O PAHNYEHWA

* [lonynauus
— Hwucnponopumna no nosny
* [lpnem npenapara

— CybBbEeKTUBHbLIN METO OLIEHKN MPUBEPXKEHHOCTU (HET NOATBEPKAEHNS NEPOoparibHOro
npuemMa npenapara)

[on. koBapuaTbl - KOMOPOUAHbLIE PACCTPONCTBA, Ha TSXXECTb 3aBUCUMOCTU,ynoTpebneHmne
apyrux MNAB...

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia APl 0150V BO TICIIEEMY .
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[MJ1HOCHI

» NwnsanH
— lNpocnekTnBHbIN («30M0TON CTaHOAPT» SKCNepUMeEHTa) An3amnH
— ObbeKTUBHbLIM NoKasaTenb 3P (PEKTUBHOCTH

 [lepnopg HabnogeHus

— low attrition bias, T.e. mexgy rpynnamMmm rnoyTn HET pasfnnynim B YacToTe BblObIBAHUS
y4aCTHUKOB

- [lpmnem npenapara
— BblCcOoKas npnBepXeHHOCTb

[ntockl M.6. cBsi3aHbl C «abopaToOpHbIMWN YCITOBUSIMUY, HE NEPEHOCUMbIE B KITMHUYECKYHO
NPaKTUKy

Valdman Institute of Pharmacology, First Pavlov State Medical University of
St. Petersburg, Saint-Petersburg, Russia ANl 150V BO [ICTIGIMY .
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