ONMMONMAHBIE AHTATOHUNCTbBI B IMTCNXUATPNI
AEMPECCUS, AHTEAOHWS N TEPAMEBTUYECKAS PESVICTEHTHOCTb




AETIPECCUA:

HEMO/IHbIV OTBET v TEPANEBTUYECKAS PE3UCTEHTHOCTb

= Bonee 300 MaH. YenoBek Ha NiaHeTe cTpagaet genpeccuen [BO3]

=  Okonol mnH. exerogHo nornbaer B pesynbtate cymumnga [BO3]

" JKoHOMMYeckum yuwepb ot genpeccun B ogHUX Tonbko CLUA coctaBnsieT $210.5 map. B rog [PMC5540329]
" Jlnwb y 40% 601bHbIX yAaeTCA 40CTUYb PEMUCCUM NOC/IEe NepBOro aHTuaenpeccanTa [PMID:17074942]

" Tpetb Bcex 60NbHbIX AeNpeccnen oTBEYAET KPUTEPUSM TepaneBTUUYEeCKOWN pe3nCTeHTHOCTU [PMC4919246,
PMC5540329, PMC4518696]

= 30% 60nbHbIX TP/, He oTBeUAET HM Ha Kakyto ganbHeuwyto Tepanuto [PMC3363299]



AHITEAOHUNA = YTPATA TTOJIOXKNTEJ/IbHbIX EMOLI,I/II;I

fMRI suggest distinct components of anhedonia [PMID: 31270605]:
= MOTIVATIONAL anhedonia = decreased WANTING — loss of interest (positive emotions associated with reward anticipation)

= CONSUMMATORY anhedonia = decreased LIKING — loss of pleasure (positive emotions associated with reward consumption)

Anhedonia is associated with suicidal ideation independently of depression [PMID:29232491]:
= Meta-analysis finds the robust association between anhedonia and current suicidal ideation, independently of depression

= This may help the development of therapeutics for suicide prevention

Core symptoms of depression [DSM-5]:
= Depressed mood most of the day

" Anhedonia (decreased interest or pleasure)



NEOVLNT NONIOXUTE/IbHBIX SMOLNN —

PESVUCTEHTHOE A4PO AEMNPECCU

" Low hedonic tone strongly predicts poor treatment outcome,

irrespective of depression severity and antidepressant type used
[PMC3536476, PMC3787526, PMC5003599]

Depressed mood

= Early (Week 2) improvement on the core symptoms is a good

Anhedonia: predictor of future response and remission with antidepressants,
ECT, TMS and CBT [PMC4646593, PMC6771780, PMC5912302, PMC6149933, PMID:
Joy and Pleasure 29656263, 26160153, 23416024, 24571916, 24583567, 26250147]

Interest and
Motivation

= Lack of 20% improvement by Week 2 is highly predictive of
unsuccessful treatment outcome [PMID: 19204654, 19254516,29107623]

= Higher level of anhedonia is linked to decreased extrastriatal dopaminergic

SYMPTOMS functioning. Greater D2/D3 binding in the DLPFC in high anhedonia patients suggests
the DLPFC may be particularly involved in the subjective experience of anhedonia
[https://www.ecnp.eu/presentationpdfs/70/P.2.b.003.pdf]




EARLY BUPRENORPHINE STUDIES DEMONSTRATED a RAPID and SUSTAINED
ALLEVIATION of SEVERE TRD

Opioid-Based Compounds Reporting Positive Effects in Clinical Studies

Compound Clinical trial

Reference

Inclusion criteria

Dosing regimen

Outcomes

Buprenorphine

Emrich et al. (1982)%

TRD

0.2 mg twice daily for 8 days

5/10 patients in remission (= 50%
reduction in HAM-D scores)

Kosten et al. (1990)%2

Opioid-dependent
outpatients with depression

Buprenorphine maintenance:
2-8 mg daily for 4 weeks

Reduction in depressive
symptoms by 1 week

Bodkin et al. (1995)%3

TRD to ECT

0.5-1.8 mg daily for 4-6 weeks

4/5 patients in remission (= 50%
reduction in HAM-D scores)

Nyhuis et al. (2008)%* TRD 0.8-2 mg daily for 1 week 6/6 patients improved over 1 week;
5/6 patients in remission (= 50%
reduction in HAM-D scores)

Norelli et al, (2013)%° NSSI Personalized doses, 5/6 patients had significant

augmentation

improvement in mood
Reduction in NSSI episodes

Gerra et al, (2014)%

Heroin dependence

Buprenorphine 2 mg daily or
methadone 20 mg daily for
12 weeks

Decreased SCL-90 depression
scores in both groups upon

study completion

Better scores & fewer
opioid-positive urines for
buprenorphine-maintained subjects

Opioid-Based Therapeutics for Depression [Browne et al., 2020: PMID:31913981]
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ALKS-5461 [buprenorphine + samidorphan]
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ALKS-5461 [buprenorphine + samidorphan]

Compound Clinical trial Reference Inclusion criteria Dosing regimen Outcomes

ALKS-5461 NCT01381107 | Ehrich et al. (2015)° TRD: current MDD episode 1:1 & 8:1 ratio buprenorphine/ | 1:1 ratio produced a robust
resistant to 8 weeks of samidorphan for 7 days; change from baseline:
treatment with SSRI or SNRI augmentation to current HAM-D-17 = -6.7 = 3.4;
HAM-D-17 = 19.4 +2.7 therapeutic MADRS ==11.5% 6.5
MADRS = 26.4 £+ 4.4

NCT01500200 | Fava et al. (2016)% TRD Stage 1: 2 mg/2 mg or 2 mg/2 mg group exhibited

HAM-D for stage 1 subjects: 8 mg/8 mg for 4 weeks the best outcomes
placebo = 23.2; 2 mg/2 mg = 22.7; | Stage 2: placebo Stage 1: change from baseline
8mgBmg=219 nonresponders randomized on HAM-D=-9.2 + 8.2
HAM-D for stage 2 subjects: to 2 mg/2 mg or 8 mg/8 mg Stage 2: change from baseline
placebo = 22.3;2 mg/2 mg=22.1; | for 4 weeks on HAM-D ==5.1 %6

8 mg/8 mg = 23.3

In trials conducted in opioid-experienced individuals and in those experiencing a current
treatment-refractory depressive episode, the 1:1 ratio combination produced no sedation
and no subjective high

ALKS-5461 add-on to current SSRI / SNRI treatment in patients with inadequate response
after 1 WEEK vyielded a robust reduction in depression severity as per HAM-D, MADRS and
CGl scales

ALKS-5461 was granted a Fast Track Designated by the FDA in October 2017

Opioid-Based Therapeutics for Depression [Browne et al., 2020: PMID:31913981]



ALKS-5461 [buprenorphine + samidorphan]

Compound Clinical trial | Reference I Inclusion criteria l Dosing regimen I Outcomes
ALKS-5461

®  Subsequent Focused on Results With A Rethinking of Depression (FORWARD) trials did not
yield the evidence required to gain FDA approval

| = The FORWARD-3 study failed to meet the primary efficacy endpoint

®  Despite positive results of FORWARD-4 and -5 trials in February 2019, the FDA ruled that
additional studies are needed to confirm the usual efficacy

® NCT03188185 and NCT03610048 studies have been initiated to provide additional support
for the drug efficacy

b = s~ S

FORWARD-4, | Fava etal. (2018)" MDD 0.5 mg/0.5 mg or 2 mg/2 mg Best outcome with 2 mg/2 mg
NCT02158533 MADRS: placebo = 31.9; daily for 11 weeks regimen: at trial completion,

0.5 mg/0.5 mg = 32.7; Augmentation MADRS = 26.2 £7.47

2 mg/2 mg =32
FORWARD-5, | Fava et al. (2018)* MDD 1 mg/1 mgor 2 mg/2 mg Best outcome with 2 mg/2 mg
NCT02218008 MADRS: placebo = 31.7; daily for 11 weeks regimen: at trial comp_letion,

1 mg/1 mg =31.8; Augmentation MADRS = 26.0 £ 6.45

2mg/2 mg=31.8
FORWARD-3, | Zajecka et al, (2019)** TRD 10 weeks Did not meet primary outcome
NCT02158546 Augmentation at 3 weeks, but reduced MADRS

scores at later time points

Opioid-Based Therapeutics for Depression [Browne et al., 2020: PMID:31913981]



MORPHINAN CLASS ANTAGONISTs INDUCE RECEPTOR UP-REGULATION and
PHARMACODYNAMIC TOLERANCE upon SUSTAINED ADMINISTRATION

NTX and NMF are known to produce treatment time-
dependent up-regulation and functional supersensitivity

so that bound receptors pass the ER quality control machin-

ery, traffic to the cell membrane and form functional G

of all opioid receptor subtypes and behavioral supersensi-

tivity in rodents and monkeys (Zukin et al., 1982; Bardo
et al., 1983: Yoburn et al., 1986, 1989:; France & Morse,
1989). While there might be a number of molecular
mechanisms for the up-regulation, many opioid receptor
ligands, especially hydrophobic membrane-permeable
antagonist ligands (like the ones studied here), act efficiently
as pharmacological chaperones for various opioid receptor
subtypes (for review, see Petaja-Repo & Lackman, 2014).
These ligands bind to early, non-mature opioid receptors in

protein-coupled receptors. At least the up-regulation of -
opioid receptors by chronic antagonists does not need any

new mRNA or protein synthesis (Unterwald et al., 1995;

the endoplasmic reticulum (ER), alter their conformation

Castelli et al, 1997; Wannemacher et al., 2007). To our
knowledge, the process of opioid receptor up-regulation
and supersensitivity induced by opioid antagonists has not
been studied in humans, but it is likely that a similar
chaperoning effect as seen in rodents also works in a clinical
setting, based on the prolonged occupancy of p-opioid recep-
tors in the human brain after a single dose of NTX or NMFE.

[Korpi et al., 2017: PMID:26990998]




NEUTRAL ANTAGONISTS are NOT IDEAL CANDIDATES

Polter et al., 2017 demonstrated [PMC5389861] that:

= Administration of neutral KOP antagonist does not prevent stress-induced
reinstatement of cocaine seeking behavior, while inverse agonist — does prevent

= This work suggests that novel KOP receptor antagonists which LACK inverse

agonist activity are not ideal candidates for the treatment of cocaine
dependence

= |[nverse agonists are known to exert more powerful clinical effect then neutral
antagonists



and ONDELOPRAN

are STRUCTURALLY SIMILAR and NOT RESEMBLE MORPHINANS
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) Ondelopran Aticaprant
. : (LY2196044) (LY2456302)
KOP + MOP + DOP Selective KOP
inverse agonist undisclosed E,,, antagonist
BUPRENORPHINE Ondelopran (LY2196044) is a novel potent non-selective opioid receptor antagonist.
neutral antagonist In contrast to morphinan antagonists, ondelopran exhibits enhanced binding to opioid

receptors in the presence of Na*® ions. Unlike neutral antagonists inverse agonists of
opioid receptors have been shown to demonstrate similar enhancement of binding affinity
in the presence of sodium ions. Ondelopran exhibits no detectable agonistic activity at
MOP, KOP and DOP receptors. Ondelopran shows antagonist potency (K;) of 0.4, 0.6 and
1.9 nM at human MOP, KOP and DOP receptors, respectively



ATICAPRANT (JNJ-67953964; CERC-501; LY2456302)

SELECTIVE KOP ANTAGONIST

= Cerecor acquired the rights to CERC-501 (LY2456302), through an exclusive, worldwide license
from Eli Lilly in February 2015

" Preclinical studies showed that CERC-501 dose-dependently produced an antidepressant-like
response in and significantly attenuated continuous ethanol self-administration in female alcohol-
preferring rats

= |n May 2017, Cereceor announced encouraging results from a small proof-of-concept study
of CERC-501I in treatment-resistant depression

" |n August 2017, Janssen Pharmaceuticals had acquired CERC-501 from Cerecor for $25
million plus a possible $20 million milestone payment



ATICAPRANT (JNJ-67953964)

PROOF-OF-CONCEPT TRIAL of CERC-501 AUGMENTATION of ANTIDEPRESSANT
THERAPY in TRD [RAPID KOR]

= Phase 2 RCT with sequential parallel comparison designed Recruitment Status @ - Terminated (slow enroliment)
First Posted @ - August 1, 2013

Results First Posted € : July 2, 2017
Last Update Fosted @ - July 2, 2017

= 8 subjects enrolled with TRDcurrently on stable antidepressant therapy

= Subjects participated in two sequential 72 hour periods

* Placebo non-responders in Period | were re-randomized to either CERC-501 or placebo for Period 2

The trial was terminated early due to recruitment issues, and no statistical analysis was performed due to the small sample size
Clinically Meaningful Improvements Observed at Day 3:

o Clinically meaningful 2.0-point difference from placebo on the HAMD-6, change from baseline to 72 hours (primary efficacy
measure) was observed in patients treated with CERC-501

o The results on the Perceived Stress Scale (3.5 point decrease for CERC-501 treated patients and 0.5 point increase in placebo
treated patients) have not been seen before in only three days of treatment with standard antidepressants

o Clinically meaningful differences were also observed across multiple secondary efficacy measures

[NCTO01913535]




(NJ-67953964)

FIRST IMPLEMENTATION OF THE NIMH FAST-FAIL APPROACH
TO PSYCHIATRIC DRUG DEVELOPMENT

Table 1 | Summary of the ‘fast-fail’ approach to early-phase psychiatric drug development

Key step in fast-fail approach

Develop/select a biomarker that reflects activity of
the experimental compound at the neurobiological
target

Use this target engagement biomarker to determine
doses of a selective drug that robustly engages the
target for use in subsequent studies

Conduct phase lla studies testing the specific proof

of mechanism hypothesis that engaging the target
achieves an effect on the brain thought to mediate the
anticipated clinical effect

Proceed to studies with clinical end points only if proof
of mechanism is established; otherwise, fail’ the drug

PET, positron emission tomography.

Comments

Ideally, this would be PET receptor occupancy or other imaging-based probes of target
engagement (for example, functional magnetic resonance imaging, magnetic resonance
spectroscopy)

Where the measure is PET receptor occupancy, robust engagement would be indicated by
near-complete receptor occupancy (occupancy levels that are in the asymptotic portion
of the dose—occupancy curve)

The rationale is that effects on the brain are closer to the direct neurobiological effects
of the drug than to the clinical effects, and, as a result are likely to be detectable more
reliably and with a smaller number of subjects than the clinical effects. This addresses the
problem that phase Il studies with clinical end points have produced misleading results
because they are nearly always underpowered

Demonstrating that engaging the target activates the mechanisms thought to mediate
clinical effects de-risks proceeding to larger clinical studies. It provides reassurance that
effects on clinical end points found in phase I1b studies are likely to be mediated by those
hypothesized neural mechanisms rather than the result of bias and other non-specific
effects that do not reflect an actual therapeutic effect of engaging the target, which have
been the bane of psychiatric drug development

NATURE REVIEWS | DRUG DISCOVERY

www.nature.com/nrd

© 2019 Springer Nature Limited. All rights reserved.

[Krystal et al., 2018

: PMC6816017]




(NJ-67953964)

FAST-FAIL TRIALS IN MOOD AND ANXIETY SPECTRUM DISORDERS; KAPPA OPIOID RECEPTOR
PHASE 2A (FASTMAS_KOR?2)

Compound Clinical trial Reference Inclusion criteria Dosing regimen Outcomes

JNJ-67953964 | NCT02218736 | Krystal etal. (2019)™ DSM-5 mood/anxiety Placebo or 10 mg orally Enhanced ventral striatal
disorder with anhedonia once daily for 8 weeks activation during monetary
SHAPS >20 incentive delay task

SHAPS score reduction
(INJ-67953964 = 30.777;
placebo = 32.363)

" As part of the National Institutes of Mental Health FAST-FAIL initiative a phase 2a proof-of-mechanism study of |NJ-67953964 (at
a fixed oral dose of 10mg per day) versus placebo, conducted at six US academic medical centers in patients meeting DSM-5 mood or
anxiety disorder diagnostic criteria who also had anhedonia (Snaith Hamilton Pleasure Scale Score >20)

= Study demonstrated greater ventral striatal activation, measured by fMRI, during the monetary incentive delay task. These data
confirmed the ability of JNJ-67953964 to modulate this critical hub of reward processing.

" Secondary measure included improved clinical anhedonia on the Snaith-Hamilton Pleasure Scale (SHAPS) following JNJ-67953964
treatment

= Based on these data, the Fast-Fail Trials Program has approved the continued clinical evaluation of JNJ-67953964 for treating MDD

[NCTO02218736] [Krystal et al., 2018: PMC6816017]

http://sl.g4cdn.com/460208960/files/News/2016/CERC INITIATION.pdf




(INJ-67953964)
EFFICACY OF JNJ-67953964 IN THE TREATMENT OF DEPRESSION (PHASE 2A)

Study is to evaluate the efficacy of JNJ-67953964 when administered as adjunctive Recruitment Status @ - Recruiting

treatment in participants with MDD partially responsive to SSRI/SNRI as assessed by E;fi{ﬂﬁjﬁigosfizs 'F:E:farym_zozo
Montgomery Asberg Depression Rating Scale (MADRS)

See Contacts and Locations

Estimated Primary Completion Date @ :  May 13, 2020

INCLUSION CRITERIA Estimated Study Completion Date @ :  May 13, 2020
* Participants must have a primary DSM-5 diagnosis of MDD
" Have a Snaith-Hamilton Pleasure Scale (SHAPS) total score >20 at screening and baseline (Visit 2)

PRIMARY EFFICACY MEASURE
= Change from baseline in Montgomery Asberg Depression Rating Scale (MADRS) Score up to Treatment Week 6

PURSUED INDICATIONS

= JNJ-67953964 as first-line monotherapy for Major depressive disorder with marked anhedonia
= or adjuvant therapy with other first-line antidepressants for Treatment resistant depression



Komnanwus Ely Lilly

PASPABOTAJIA 3 ONMNOUNAHBIX AHTATOHUCTA

= LY 2196044 = ondelopran (ondelopran) [triple opioid receptor antagonist: MOP + KOP + DOP]

m LY 2456302 = CERC-501 = JNJ-67953964 = aticaprant [selective KOP receptor antagonist]

= LY 2940094



BTRX-246040 (LY2940094)

BTRX-246040 | NCT01724112 | Post et al. (2016)7° MDD
HAM-D-17 =20

Placebo or 40 mg orally
once daily for 8 weeks

Did not meet primary outcome

Reduced depressed mood
relative to placebo-treated
subjects (item 1 of HAM-D-17)

Creater emotional processing
of positive stimuli after 1 week
of treatment

" |In both human and rodent brains two hours following BRTX-246040 administration approximately 80% of NOP
receptors were occupied across the prefrontal cortex (PFC), occipital cortex, putamen, and thalamus

= Given the preclinical evidence demonstrating robust effects of BTRX-246040 in rodent tests that predict antidepressant
potential and the demonstration of anti-stress effects in rodent models of stress, a proof of concept study for BTRX-
246040 in depressed human patients reported a nonsignificant reduction in Hamilton Depression Scale (HAM-D)-17

scores following eight weeks of oral treatment

= Although the primary endpoint (reduced HAM-D-17 scores) was not achieved in that study, patients treated with
BTRX-246040, relative to those treated with placebo, did exhibit greater emotional processing of positive stimuli and
large reductions in depressed mood. These data support the further investigation of BTRX-246040 to treat MDD

= As such, several clinical trials evaluating BTRX-246040 in MDD subjects are ongoing: NCTO01724112, NCT01404091, and

NCTO01263236



Salvia divinorum
(DISSOCIATIVE HALLUCINOGEN)

Salvinorin A

Most potent KOP receptor superagonist

® S, divinorum is a psychoactive plant which can induce dissociative effects and is a potent producer of "visions" and
other hallucinatory experiences

= Salvinorin A is considered a dissociative exhibiting atypical psychedelic effects



JOOEKTbI KAMMA-OMMNOUNAHBIX ATOHNCTOB Y YEJTOBEKA

[pentazocine, nalbufine, spiradoline, U62066E, S. divinorum u gp.]

= Y 3a0p0BbiX AobpoBosabueB BBegeHMe aroHMcToB KOP peuenTtopoB oKa3biBaeT aBepPCUMBHOE,
ceaaTvBHOe,  npoauchopuyeckoe,  JenpeccoreHHoe,  AMUCCOLMATMBHO-FAN/IIOLMHOreHHOoe
(ncmxoTommnmeTnyeckoe) aencteme. Bece atn adpdekTbl cHUMatoTcs HanokcoHoM [Pfeiffer et al., 1986;
Chappell et al., 1993; Rimoy et al,, 1994; Ur et al., 1997; Walsh et al,, 2001; Shippenberg et al., 2007;
Lange et al.,2010]

= [loka3aHo, 4TO y 60/MbHbIX Aenpeccuen, COBEpLUMBLUUX CYMLMUA, HAbAOAaeTCs 3HauYUTesIbHOe
yBennyeHue ypoBHa MPHK npoguHopduHa 1 camoro aguHopduHa B cTpuatyme U runnokamne
[Shirayama et al., 2004; Hurd et al., 1997; Bruchas et al., 2010]



ANCCOUMNATUBHBIE TANJHOUNHOIEHDI
[BK/IOYAS ANCCOLMATUBHBIE AHECTETUKM: KETAMUH, EKCTPOMETOP®AH, ®EHLNKANANH]

= Awuccoumnatuebl — 310 KJIACC TAJIJIKOUMHOINEHOB koTopble pa3obuwatoT cBA3b HOAPCTBYOWEr0 CO3HAHUA C APYrUMM
obnactsMmM Mo3ra, Bbi3biBas OlyLleHME OTYYXAEHHOCTU — AUCCOLUMPOBAHHOCTU OT peasibHOM AeNCTBUTE/NIbHOCTU U OT
cobcTBEHHOWN IMYHOCTH

= /lnccoumatmBHble PeHOMEHbl BKJIOYAIOT AeNepCcoHanu3aumio — OT4vyXAeHuMe OT COOCTBEHHOrO MbIWAEHUS, JIMYHOCTU W
PUn3nyeckoro Tena, U BbIPAXEHHYIO Aepeann3aumio — NoTepro YyBCTBa PeasibHOCTM MPOUCXOAALLEro, «OCO3HaHMe» TOro, YTo
«MUPa U BPEMEHM B HE CyLLeCTBYeT», NepexnBaHus «HebbiTus» [near-death experience]

= Boobuie, guccoumanyma — NCUXMYECKMA NPOLLECC, OTHOCKMMbIM K MeXaHU3MaM NCUXO0/IOrMYeCcKon 3aWwmTbl. B pesynbrate KoToporo
OKpYy>atollee BOCMPUHUMAETCS C/IOBHO MPOUCXOAUT C KEM-TO TMOCTOPOHHMM — Kak 6bl €O cTopoHbl. CuMTaeTcs, 4To
AVNCCOLMMPOBAHHasA NO3MLMA 3alMILAET OT HEBbIHOCMMbIX MOPa/IbHbIX CTPaAaHUMA.

= Jluccoumaumsn, 3ayacTtyro, 6J0KMpyeT BO3MOXHOCTb AAEKBAaTHO OLEHUBATb SMOLMOHAJIbHYIO COCTAB/SAIOWYIO CUTYaUUM.
OcobeHHO CKNOHHBI AUCCOLMUPOBATL /ML, NepeHecwne (0COOEHHO B AeTCTBE) TAXENYI MNCUXONOrMYEecKyl TpaBMy:
noABeprasLLMecs HACUUIO, NepeXxuBLLIMEe KaTacTpody 1 Ap.

u BepOﬂTHO 3BOJIOLUMNOHHOE Ha3Ha4deHune 3HAOFEHHOM OHVIOVIAHOVI CNCTEMbI 3aKJ/IKOYaeTCA B KOHTpoO/1e BGHPEAeﬂbHOM 6onesoi
nmnysbCalynm, a TO4HeE BOO6LLI,e noboro CTpaAdaHusA, B T.4. UK MOpPaJ/ibHOIro

= Takum o6pa30|v| d)YHKLI,MVI AI/IHOpd)MHa M HouumuenTMHa He CBOAATCA K OTpI/ILI,aTeﬂbHOl‘;I peryaaymm BHAOFEHHOﬁ CUcCTeMbl

Harpagbl, 1 BKIOYaeT TakxXe auccoumaumio (pasobuieHne co3HaHm-|) oT ncuxoTpasmupytowero onbita [MCUXUYECKASA
AHECTE3W4] v BBITECHEHUE, kak MexaHW3Mbl MCUXON0MMYECKOMN 3aLLUThI



DEPERSONALIZATION / DEREALIZATION DISORDER

DSM-5 [300.6]; ICD-11 [7B36]

A. THE PRESENCE OF PERSISTENT OR RECURRENT EXPERIENCES OF DEPERSONALIZATION, DEREALIZATION OR BOTH:

= DEPERSONALIZATION: Experiences of unreality, detachment, being an outside observer with

respect to one's thoughts, feelings, sensations, body, or actions (e.g., perceptual alterations,
distorted sense of time, unreal or absent self, EMOTIONAL NUMBING)

l

JEBUTAIN3ALUSA

= DEREALIZATION: Experiences of unreality, detachment with[respect to surroundings (e.g.,
individuals or objects are experienced as unreal, dreamlike, foggy, LIFELESS, or visually distorted




DISSOCIATION and TREATMENT RESISTANCE

= Dissociation is an IMPORTANT FACTOR THAT INFLUENCES THE
TREATMENT EFFECTIVENESS in anxiety/depression patients with or without
personality disorders resistant to treatment

= HIGHER degree of dissociation at the beginning of the treatment predicted

MINOR improvement, and also, HIGHER therapeutic change was connected to
GREATER reduction of dissociation

[PMC5074730, PMC4928674, PMC4798215]




FOPUN IbBOBUY HYNINEP [1929 — 2003]

«HAJTOKCOH B TEPATTNN AEMNEPCOHAZTMSALUMNOHHOIO PACCTPOVCTBA»

" «..ele OAWH TUM peakuuu B KAMHWKe obo3HavaeTcs kak genepcoHanusaumsa mam NMCUXUYECKAA AHECTE3UA. 3awuTHas
byHKUMA aenepcoHanv3auum bonee oveBMAHA, YEM Y OCTa/IbHbIX «PerucTpoB». OHa BO3HWKAET He TONbKO Y 60/bHbIX, HO U Y
3/l0pOBbIX /t0eN nocne KpalHe CUJIbHOW TpeBOrW, BbI3BaHHOW OCTPOM CTPECCOPHOM CUTyauuen: Hanpumep, Yrpo3omn >XU3HM,
MbITKAaMW, CTUXMNHBIMK BeacTBUAMK, rnbenbio cobcTBeHHOro pebeHka 1 T.n.

®* Buonornyeckne mexaHusMbl 3TOM peakunn CcBA3aHbl C BHAOp(I)MHaMVI M onNMonAHbIMU pelenTopamMmu

= }cxoAs M3 3TOro NpeAnosioXeHWUsi, Mbl MCMOMb30BaAN AN NevyeHUsi HOoNbHbIX AenepcoHannsaumen aHTaroHUCT mopduHa —
HaNOKCOH, 610KNPYIOLLMIA ONMOUNAHbIE peLenTopbl

= [lony4yeHHble MOSIOXKNUTE/IbHbIE PE3YNbTaTbl, NO-BUANMOMY, MOATBEPXKAAIOT NPABUIbHOCTb UCXOAHOM rMNOTE3bI»

¥ «...nepcnekTuBbl Tepanuu genepcoHasnsaunn 3aBNCAT OT BbiABAEHUA ee MaTOreHeTn4yeCcknMx MexXaHM3MOB. OGHaAE)KVIBaIOI.IJ,VIMVI
ABJIAIOTCA NOJIOXUTEJ/IbHbIE pe3y/ibTaTbl UCNOJ/Ib30BAaHUA GJIOKaTOPa OnMaTHbIX peuenTopoB HAJIOKCOHa

= [lo-BuanMOMY, NpenapaTtbl 3TON rpynnbl B CKOPOM BpeMeHU OKaxyTcsi 3pPeKTUBHbIM METOAOM JieHeHU s AenepcoHannsaymm

= _JAEMNEPCOHAJ/IM3ALUUNA aBnseTca MyuuTeNbHbIM COCTOSHMEM, 4Yacto npusogawum Kk CYUUUNAAM...
AenepcoHanmsauma PE3KO T[MOBbIWLWAET TEPATMEBTUYECKYHKO PE3UCTEHTHOCTb Tex ncuxmyeckux
paccTPOMUCTB, B paMKax KOTOPbIX OHA BO3HMKaeT

[FO0./1.Hynnep, «MNapagurmel B ncuxmaTpun», 1993]



KAPPA-ANTAGONISTs MAY SOON GIVE RISE to a NEW ERA in PSYCHIATRY

m is a TRANS-DIAGNOSTIC
CORE of many psychiatric disorders
Depressed mood = To date, effective treatment for anhedonia + dissociation is a
Anhedonla: = Given the broad range of potential indications it is possible that kappa-
Joy and Pleasure opioid receptor antagonists might segregate into a NOVEL
PSYCHOPHARMACOLOGICAL CLASS for the treatment of reward
Interest and deficiency symptoms [e.g.* ” — from "liberate”]

Motivation

Further indications expansion may be reasonably expected to include: (1) First-line monotherapy for
Major depressive episode (including with marked anhedonia), (2) Adjuvant therapy in generalized anxiety
disorder, (3) Posttraumatic stress disorder, (4) Social phobia, (5) Treatment resistant obsessive-compulsive
disorder, (6) Dissociative disorders [orphan or fast track designation] and (7) Attention deficit hyperactivity
disorder in adults
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