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Release-active (RA) drugs

Made in Russia

Based on antibodies

Taken orally

After antibodies were diluted... a lot



Release actlve drugs
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“contains 0.003g of affinity purified antibodies to human interferon gamma”

Fine print: “added to lactose monohydrate in the form of a water— alcohol solution
with the concentration of the active form of the active substance not higher than 10716

ng/g”
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Release-active (RA) drugs
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A mix of antibodies to the B-subunit of the insulin receptor (IR) and antibodies to
endothelial nitric oxide synthase diluted 1:10%%, 1:10%° and 1:10%%
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(57) ABSTRACT

A method of treating a pathological syndrome includes
administration of an activated form of ultra-low doses of
antibodies to an antigen, wherein said activated form is
obtained by repeated consecutive dilution combined with
external impact, and the antigen is a substance or a pharma-
ceutical agent exerting influence upon the mechanisms of
formation of this particular pathological syndrome.

Pharmaceutical agent for treating a pathological syndrome
contains activated form of ultra-low doses of monoclonal,
polyclonal or natural antibodies to an antigen, wherein said
activated form is prepared by means of repeated consecutive
dilution and external treatment, predominantly based on
homeopathic technology, and said antigen is a substance or a
drug acting as a direct cause of the pathological syndrome or
involved in regulation of mechanisms of its formation. At
that, activated forms of ultra-low doses of antibodies are
raised against antigens of exogenous or endogenous origin,
against autologous antigens, fetal antigens; anti-idiotypic
antibodies are used too.



Examples of research flaws

Table 1

Specific problems identified in discussed papers about release-activity

Journal/Reference

Additional notes on COI statements

Other specific problems identified

Journal of Medical Virology"

Journal of Diabetes Research'

Nutrition & Diabetes”

International Journal of
Endocrinology®

PLoS One®

Drug Discovery Today*®

The designated section states: ‘The authors declare that
they have no conflict of interests’. Epstein’s affiliation to
MMH is not disclosed

There is no mention that Epstein is CEO and founder of
MMH

There is no mention that Epstein is CEO and founder of
MMH

The designated section states: ‘The authors declare that
they have no conflict of interests’

The designated section contains a false statement: ‘There

are no patents, products in development or marketed
products to declare’

COl section was omitted. Epstein’s affiliation to MMH is
not disclosed

Lacks proper randomisation and blinding. Paper contains
questionable statements that are not backed by statistical
analysis and multiple potential sources of bias*®

Incorrect statistical analysis. We have redone this analysis
and shown that contrary to the authors’ conclusions, the
null hypothesis is actually supported by the data (online
supplementary letter 1)

The authors failed to provide images of acquired blots,
making it impossible to check the validity of their analysis
(online supplementary letter 2)

Lacks blinding and has multiple potential sources of bias
(online supplementary letter 3)

Does not account for positioning effects on ELISA blots
and fails to use spatial randomisation or at least to benefit
from the intermitting of sample and control plates (online
supplementary letter 4)

Review cites flawed articles (online supplementary letter

5)

COlI, conflict of interest; MMH, Materia Medica Holding.
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OriginalPaper

Regulatory Activity of Ultralow Doses
48 papers by O.1. Epstein, who is editor of Issue Poges 12
90 papers by O.l. Epstein in total OrigaiPaper

Effects of Phenazepam in Ultralow Doses on Bioelectric Activity of the Brain
and Behavior of Rats in Various Models of Anxiety
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OriginalPaper

Reaction of Neurons to Alkaloid Agonists of Opioid Receptors during
Modulation of Phosphodiesterases

O. |. Epstein, M. B. Shtark, T. A. Zapara... Pages 17-19



Examples of strange claims by release-
active drugs inventor

«The genetic code of any organism is not merely the primary sequence of nucleotides, but
also their unique integral (holographic) spatial structure with an intrinsic set of fine
supramolecular oscillatory parameters».

«Being transferred over generations, DNA retains the common species-specific spatial
parameters within its oscillatory structure and thereby ensures ‘attachment’ of the future
organisms to the common species-specific matrix formed by evolution at the supramolecular
level».

Epstein Ol. The phenomenon of release activity and the hypothesis of "spatial" homeostasis [In
Russian]. Usp Fiziol Nauk 2013;44:54-76
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Activity of ultra-low doses of antibodies to gamma-interferon ag
influenza A(H1N1)2009 virus infection in mice

al Efficacy of novel antibody-based drugs against rhi§g ection: G)c“m "
In vitro and in vivo results

Sergey A. Tarasov®, Vladimir V. Zarubaev®*, Evgeniy A. Gorbunov®, Svetl . Sers
Oleg I. Epstein®

* Influenza Research Institute, 15/17 Prof. Popova Str., St. Petersburg 197376, Russia
000 “NPF "MATERIA MEDICA HOLDING", 3rd Samotyachnyi per. 9, Moscow 127473, Russia

Nataliia V. Petrova ™", Alexandra G. Emelyanova °, Evge!
Michael R. Edwards ©, Ross P. Walton ¢, Nathan W. Bartl
Leila Gogsadze , Eteri Bakhsoliani ©, Musa R. Khaitov,
Sergey A. Tarasov °, Oleg I. Epstein

* Research institute of General Pathology and Pathophysiology, 125315 Moscow, R
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1. Introduction

The influenza hly infective agent that causes
i ses, influenza A causes
pneumoma " n patients with cardiopul-

monary d ity. dren and elderly people. Out-
breaks, a nfluenza virus infections and
appeal pandemic influenza A virus have trig-
gered th a Est in influenza infection. As of May
2010, more 14 countries and overseas territories or commu-

nities worldwi® e reported on laboratory confirmed cases of
] HIN1 2009, including more than 18,097
deaths (WHO, 2010). Antiviral drugs occupy an important niche
in the management of the disease (Moscona, 2005, 2008). They tar-
get s-specific components and are effective for treatment when
administered at the early stage of infection or soon after virus
exposure (Moscona, 2008).

Two main classes of anti-influenza drugs are currently accepted
for ct py of influenza. Ad derivatives (amanta-

* Corresponding author. Tel.: +7 (812) 234 6725; fax: +7 (812) 234 5973,
E-mail address: zarubaev@influenzaspb.ru (V.V. Zarubaev).

0166-3542/5 - see front matter © 2011 Elsevier B.V. All rights reserved.
doi:10.1016/i.antiviral.2011.11.018

on cold and are associated with exacerbations of chronic inflam-
ially asthma and chronic obstructive pulmonary disease (COPD). We

RETRACTION
Retraction: Novel Approach to Activity
Evaluation for Release-Active Forms of Anti-

Momodulatory potential. Hela cells were pretreated with AC, and levels of the
ed gene (ISG), 2'-5'-oligoadenylate synthetase 1 (OAS1-A) and viral replication were
ouse model of RV-induced exacerbation of allergic airway inflammation we adminis-
and analyzed its effect on type I (IFN-P), type II (IFN-y) and type Ml (IFN-1) IFNs in-
s in bronchoalveolar lavage (BAL), cytokine (interleukin (IL)-4; IL-6) and chemakine

= : 2 0; ®CL1/KC) levels. It was shown that AC increased OAS1-A production and significantly
Interferon-Gamma Antibodies Based on replication in vitro. Increased IFNs expression together with reduced neutrophils/lym-

=1i ocytes recruitment and correlated 1L-4/IL-6 declination was demonstrated for Ergoferon in vivo.
E nzyme Ll n kEd |mmU noassay iever, there was no effect on examined chemokines. We conclude that AC and Ergoferon possess

The PLOS ONE Editors
dine and rimantadine) 1
and are not effective against influenza B virus (Hayden, 1996). L 4
Moreover, rapid emergence of drug-resistance among influenza
viruses since mid-90s has greatly compromised the effectiveness
of these compounds (CDC, 2008). All pandemic HIN1 viruses
tested so far also showed to be drug-resistant (Dawood et al.,

© 2017 Elsevier B.V. All rights reserved.

2009). 2 1. Introduction childhood: ISAAC Phases One and Three repeat multicountry cross-
Inhibitors of neuraminidase (oseltamivir, zanamivir and per- sectional surveys). Asthma occurrence has increased over recent

amivir) ha‘_'e a wider spectrum of activity which |nFludes mﬂuen@ Asth t respiratory disease affecting decades and this trend is likely continued.

A and B viruses (Hayden, 2009). Nevertheless, since 2007 rapid 5-10% g f children in European societies The major morbidity and health care costs related to asthma are

emergence and transmission of drug-resistant viruses have been (Ashe aide time trends in the prevalence of  aresult of acute exacerbations (Weiss and Sullivan, 2001) which are

observed (CDC, 2008: Hauge et al., 2009; Dharan et al., 2009). Sev- sympto Lic rhinoconjunctivitis, and eczema in  generally triggered by viral infections of the lower respiratory tract

eral strains resistant to inhibitors of neuraminidase were also iso-
lated from pandemic HIN1 virus (Chan et al, 2010). There is
therefore a need for both searching for new eﬂ'ecnve antivirals

(respiratory syncytial viruses (RSV), human metapneumoviruses
(hMPV), coronaviruses, influenza viruses and the most common—

* Corresponding authd human rhinovirus (RV) (Papadopoulos et al., 2007) (Wood et al.,

al]Id ompour d: Dgupllrlnal : e SRS E-mail addresses: nataliyaapetrova8o@gmail com (K. Petrova). aemelianova® — 2011). RV accounts for around 60% of virus induced asthma exac-
ral compounds used in clinics. gmail.com (AG. ). gor edicaru (EA. Gorbunov), : ; Vi i i
i - i 5 2 erbations and currently no vaccine or antiviral therapies against
Anaferon for children (AC”) is an antiviral drug with a wide "mh“l“‘w‘”df" "“EM.L“I"“',UL ey Edwardsl. o M,“”” ::""'w'”‘“,w them exist. RV-induced asthma exacerbations are therefore a clear
range of activity (Kudin et al., 2009; Shishkina et al., 2008; Vasil'ev (RP. Walton), n bartlett@imperial.ac.uk (N.W. Bartlett), j.aniscenko@imperial.ac.uk y
etal. 2008: Epstein, 2005: Se;;- eevéral 2004: Mar“ ushe;: Poklad (J. Aniscenko), |.gogsadze@imperial ac.uk (L. Gogsadze), e.bakhsoliani@imperial.ac. unmet medical need.
g + EP! n, | Serge e 4 Mal ! i uk (E. Bakhsoliani), mr.khai cii.ru (MR. Khaitov), s johnston@i lac.uk Inhaled steroids are the mainstay of asthma treatment (Johnston
et al., 2004) containing ultra-low doses of antibodies to interferon- (SL Johnston), tarasovsa@materiamedicaru (S.A. Tarasov), Epstein@mail.ru et al., 2005), however, in adults they reduce exacerbation frequency
gamma, it has been successfully used in medical practice for (0.1 Epstein). ' E
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Research Article

Subetta Treatment Increases Adiponectin Secretion by
Mature Human Adipocytes In Vitro

Jim Nicoll,! Evgeniy A. Gorbunov,? Sergey A. Tarasov,? and Oleg I. Epstein?
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Journal of Diabetes Research
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Research Article

The Novel Oral Drug Subetta Exerts an Antidiabetic Effect
in the Diabetic Goto-Kakizaki Rat: Comparison with
Rosiglitazone

Danielle Bailbé,! Erwann Philippe,! Evgeniy Gorbunov,2 Sergey Tarasov,2 Oleg
Epsteiu,2 and Bernard Porthal



MEDICAL VIROLOGY

Explore this journal =
LETTER TO THE EDITOR

Homeopathy in disguise. Comment on Don et al.: Dose-
dependent antiviral activity of released-active form of
antibodies to interferon-gamma against influenza
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EBM analysis
General medicine

Drug discovery today: no molecules required

AlexanderY Panchin’, Nikita N Khromov-Borisov?, Evgenia V Dueva3
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Recent development in Russia

2017 «release-activity» is labeled «pseudoscience» along with
homeopathy by Commission on Pseudoscience of Russian academy of
Sciences

2017 Ministry of Health promises commission to evaluate homeopathy
Commission is never created

2018 Ministry of Science names manufacturers of RA drugs «the most
damaging pseudoscientific project»

2018 Newspaper «Troitskiy Variant Nauka» publishes criticism of
«release active drugs»

2018 Materia Medica sues «Troitskiy Variant Nauka» and three scientists
2019 Court ends with «Peace treaty»



Reasons for my trip to Hong Kong

We want to inform the community of the issue

We need help and advice

The case of RA drugs might reveal how other false-positive results get
published in biomedical journals
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Why Psychologists Must Change the Way They Analyze Their Data:
The Case of Psi: Comment on Bem (2011)

Eric—Jan Wagenmakers, Ruud Wetzels, Denny Borsboom, and Han L. J. van der Maas
University of Amsterdam
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