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Saude Mental e Transtorno Mental: Conceitos

Saﬂde Mental

E um estado de bem estar mental que permite que as pessoas
lidem com o estresse, sejam capazes de aprender e executar

bem as suas tarefas e que saibam perceber e colocar em pratica
suas habilidades (ows, 202

g. ) ((—/\}}



@ Saude Mental

CONNECT FUNCTION
| « Apply cognitive skills

~ ’ _ |
» Have positive relationships ( * Gain an education
* Contribute to communities - - * Earna living

’ b Y .
* Get a sense of belonging * Make healthy choices
* Empathize with others * Learn new skills
» Deal with stress » Realize our own abilities
« Adapt to change + Feel good
« Adopt new ideas * Find purposein live
* Make complex choices * Think about our
. Understand and well-being and that

. of others
manage emotions
COPE THRIVE

lorien/ech

Pesquisa e conhecimento magistral




Saude Mental e Transtorno Mental: Conceitos

Transtorno Mental (podem ser referidas de forma mais geral como condicoes de saude mental)
Disturbio clinicamente significativo na cognicao, comportamento e na
capacidade de administrar emocoes e pensamentos.

Existem diversos tipos de transtornos mentais, os mais comuns sao:
depressao; ansiedade, transtorno bipolar, transtorno de estresse pos traumatico,
esquizofrenia, transtornos alimentares.owms, 2022)
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Depressao

Caracterizada por tristeza, perda de
interesse ou prazer, sentimentos de
culpa ou baixa autoestima, sono e
apetite alterados, cansaco e falta de
concentracao.

A depressao € uma das principais
causas de incapacidade em todo o
mundo e em seu estado mais grave,
pode levar ao suicidio.

Em 2019, 280 milhoes foram
diagnosticadas com depressao.

@ Transtornos mentais mais prevalentes no mundo

Transtorno de Ansiedade
. Caracterizam-se por medo e

preocupacao excessivos,
resultando em sofrimento e perda
da capacidade funcional. com

alteracoes de comportamento.

Em 2019, 301 milhoes de pessoas
vivam com transtorno de ansiedade




Diante do cenario mundial, quais aos caminhos?

rganizacao :
Mundial da Sadde 1 em cada 8 pessoas no mundo vivem com algum transtorno mental

-

Iniciativas:
Sustainable Development Goals

2019: Special Initiative for Mental Health (2019-2023)
2022: World mental health report: transforming mental health for all
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The WHO Special Initiative for Mental Health (2019-2023):
Universal Health Coverage for Mental Health

The WHO Special Initiative for Mental Health (2019-2023): Universal Health Coverage for Mental Health
THEORY OF CHANGE

THE PROBLEM : %

There can be no health or
sustainable development
without mental health

Depression and anxiety disorders
cost the global economy
LISS1 trilion per year

800 000/ vear deaths from sulcide,
which is a leading cause of death

In young peoplhe
Mental health conditions cause
1 in 5 years lived with disability

Common among people affected by
communicablde (e.g. HIV and TB) and

non communicable diseases (2.5
cancer and cardiovascular diseass)

Treatment coverage i extremely low

Especially common in populations
affected by humanitarian crises
and other forms of adversity

[e.g. sexial violence)

People with mental health
conditions often experience
severe human rights violations,
discriminabon, stigma

Lack of sustained financing for
services at scale

Effective evidence-bated
care s yvatable but

provision of services
i5 lacking

\ maore people

In partnership with WHO Member States and local,

international and global implementing partners
[e.g. UM, NGOs, user groups, professional associations)

GOAL: By 2023 universal health coverage (UHC) ensures access to quality and affordable care ._
for mental health conditions in 12 priority countries to 100 million more people \

Contributes to WHOs GPW13 Triple Billion Targets to achleve:
1 billion more people benefiting from UHC

1 billion more people supported during emergencies
1 billion more people enjoying better health and well-being

WHO GPW13 TARGET1; | |
Coverage ﬂ.m | mmmt
increased to 50% mortality by 15%
o
SDG Target 3.4 when, by 2030,
there is a one third reduction of
prmmh mnrtﬁlnlw ;l_:im NCDs VISION:
S ek ctian 'n,,';‘mmth'm”” All people achieve
and weil-being the highest standard
SDG Target 3.5 to strengthen of mental health
the prevention and treatment

narcotic drug abuse and
harmful use of alcohol

sl m"mmy and well-being
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@ Pesquisas em Saude Mental

FIG. 3.10
Most mental health research is focused on the basic end of the spectrum

PROPORTION OF MENTAL
HEALTH RESEARCH
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Prevaléncia de transtornos mentais no mundo, por regiao

FIG. 3.3

Prevalence of mental disorders across
WHO regions, 2019

WHO REGIONS

World mental-
health report

Western Pacific

11.7%

The Burden
South-East Asia

12.2% of Mental Disorders
in the Region
of the Americas, 2018

m

14.2%

Europe

Eastern Mediterranean _ 14.7%

Africa — 10.9%

0 L 10 15
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Prevalence of mental disorders (%)

Source: IHME, 2019 (112).



provocado por desordens mentais

Figure 8; Mental, neurclogical and substance use disorders and suicide disability tree map (YLDs by country as a percentage
of total disability)

T S Panama

Belize Saint Lucia
33.4% 32.5% EyXUAN 32.3% |32.2%

Argentina Antigua and Barbuda

34.0% [34.0%

33.2%

Dominican Republic
33.5%

Vaneruala

Guyana
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311-.5%
United Stales Urugusy

B4 1909 ey 90 7%

Ecuador Canada I 23.1'“%

Virgin lslands LLS.
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Latin Central America Non-Latin Caribbean South America Canada & US

@ Anos vividos com incapacidade no continente Americano
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@ Impacto das condicoes mentais de saude em YLD

Figure 4: Ranking of mental, neurclogical, and substance use disorders, and suicide years lived with disability {YLDs)

Pain disorders
Migraine
achizophrenia

Substance use disorders
Bipolar disorder

Autism

Other

Neurocognitive disorders
Alcohol use disorders
Epilepsy

Conduct disorder

Eating disorders
Tension-Lype headache
Intellectual disability

Attention deficit disorders ] 0.08% |
| Self-harm | 0.05% |

ﬂ.l{]{} 0.01 002 003 004 005 006 007 0.08
% of total YLDs
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World mental”
health report

Transforming mental
health for all
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Globally, mental
disorders account for

1in 6 years
lived with disability.

FlGa. 3.5

The global burden of mental disorders

in disability-adjusted life years (DALYs),

2019

129m

The global burden

of mental disorders

in DALYs, 2019.

5.1%

all DALYs

54.1% 45.9%
females males

39%

Depression

22%
Anxiety

11.7%
Schizophrenia

T.1% lID

6.6% Other

6.5% Bipolar

4,5% Behavioural

3.3% Autism spectrum
2.2% Eating disorders

@ Impacto das diferentes condi¢coes mentais em YLD

FIG. 3.6
Proportion of all-cause years lived with
disability (YLDs) attributable to mental

disorders, across the life-course, 2019

15.6% -~

YLDs
are attributable to mental disorders

0-28 4.2%
days 3.2%

1-59 6.8%
months 5.1%

5-14 20.5%
yEars 18.3%

15-29 25.6%
yEars 23.7T%

30-49 20.0%
years 18.7%

50-59 13.5%
years 14.5%

9.3%
10.7%

60-69
years

5.4%
6.2%

TO+
years
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Global, regional, and national burden of 12 mental disorders @@”} ™
in 204 countries and territories, 1990-2019: a systematic
analysis for the Global Burden of Disease Study 2019

Objetivos do Estudo:

Medir a prevaléncia mundial, regional e nacional
das desordens mentais incluidas no Global
Burden Disease (GBD) em DALYS, YLD, YLL
entre os anos de 1990 a 2019.

Disability-adjusted life-Years (DALYS): Anos de
vida ajustados por incapacidade

Years lived with disability (YLD): Anos vividos
com deficiéncia

Years of life lost (YLL): Anos de vida perdidos

CrogsshMark

Lancet Psychiatry 2022,

9:137-50
1990 2019
Prevalence, in millions Age-standardised prevalence per Prevalence, in millions Age-standardised prevalence per
(95% Ul 100 000 people (95% UI) (95% Ul) 100000 people (95% UN)*
Mental disorders
Total 6548 (603-6-708-1) 125793 (11634-4-13552-2) 5701 (900-9-1044-4) 12262-0(11382-9-13213-3)
Male 317-8 (290-8-346-7) 12020-0 (11061-2-13 042-4) 462.2 (427-5-499-7) 11727-3 (10 835-7-12693-9)
Female 337-0(310-1-363-8) 13100-4 (12114-8-14090-9) 507-9 (471.2-547-4) 12760.0(11831.7-13763-1)

Anxiety disorders
Total

Male

Female

Depressive disorders
Total

Male

Female

Other mental disorders
Total

Male

Female

Idiopathic developmental intellectual disability

Total
Male

Female

194-9 (165-1-231-2)
/3-4 (61.3-87-0)
121.5 (102-0-144-7)

170-8 (152-7-190-4)
65-6 (58.5-73-2)
105-2 (94-3-117-3)

67-7 (52.7-86-5)
39.9 (30-8-51.0)
27-8 (21-4-35-4)

92.8 (58-3-128-6)
47-7 (29-4-66-7)
45-2 (29-2-61-6)

Attention-deficit hy peractivity disorder

Total
Male

Female

724 (52.9-96-4)
52.6 (38-6-707)
19-8 (14-2-26-4)

3791-6 (3194-0-4476-6)
28392 (2388-7-3332-9)
4732-2(3983-0-5605.5)

3486.2 (3140-8-38557)
27007 (2432-1-2987-4)
42625 (3844-6-4730-0)

14347 (1116-4-1822-6)
17023 (1323./-2155-4)
1173-9 (909-9-1485.8)

1641-9 (1028-1-2278-2)
1657-2 (1017-0-2325.9)
1625-3 (1048-2-2220-8)

12405 (909-6-1647-1)
1768-3 (1304-2-2350-6)
6934 (497-9-918-5)

3014 (252-6-356-0)
1139 (95-4-135-1)
1875 (157-7-221-6)

279.6 (251.6-310-3)
109-2 (98.0-121.4)
170-4 (153-6-188-7)

117-2 (90-8-148-7)
68.3 (53-0-86.6)
48.9 (37-8-61.8)

107-6 (65-8-150-4)
54-9 (32-8-77-6)
52.7 (33-1-72-8)

847 (62:.5-111.3)
615 (45-4-80.9)
23-2 (16-8-31-0)

37795 (3181-1-4473-3)
2859-8 (2397-0-3379:9)
46947 (3945-6-5576-9)

3440-1(3097-0-3817-6)
2713-3(2438-3-3013-1)
4158-4 (3746-5-4616-3)

14287 (1108-4-18161)
1690-1(1311.0-2138.8)
1173-1(905-6-1484-9)

1426-6 (873-6-19917)
1436-4 (860-4-2027-8)
1415-4 (891:3-1954-5)

1131-9 (831-7-1494-5)

1611-6 (1184-8-2134-1)
6310 (455-7-8465)
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Global, regional, and national burden of 12 mental disorders ER®W ) ®

in 204 countries and territories, 1990-2019: a systematic
analysis for the Global Burden of Disease Study 2019

Objetivos do Estudo:

Medir a prevaléncia mundial, regional e nacional
das desordens mentais incluidas no Global
Burden Disease (GBD) em DALYS, YLD, YLL
entre os anos de 1990 a 2019.

Disability-adjusted life-Years (DALYS): Anos de
vida perdidos ajustados por incapacidade

Years lived with disability (YLD): Anos vividos
com incapacidade

Years of life lost (YLL): Anos de vida perdidos
por morte prematura

Conduct disorder

Total 32-7(23-6-42.5)
Male 21-6 (16:1-27.7)
Female 11-1 (/-4-15-3)
Bipolar disorder

Total 24-8 (20-6-29-4)
Male 11.6 (9.6-13-8)
Female 13-2 (10-9-15.5)
Autism spectrum disorders

Total 20-3 (16-9-24.2)
Male 15-6 (13-0-18-6)
Female 4-7 (3-8-57)
Schizophrenia

Total 14-2 (12.2-16.5)
Male 7-5(6-4-8-7)
Femnale 67 (5-8-7-7)
Eating disorders

Total 85 (6:4-10-9)
Male 2-8 (2-0-37)
Female 57 (4-3-7-2)

95% Ul=95% uncertainty interval. *Disorders ordered from highest to lowest on the basis of total age-standardised rates in 2019.

CrogsshMark

Lancet Psychiatry 2022,
9:137-50

537-9 (388-2-699-0)
694-7 (517.7-891-4)
374-0 (248-7-515-5)

4901 (411-0-5/6-5)
459-4 (384-9-540-6)
520-9 (435-1-613-3)

372-8 (309-1-444.9)
L71-2 (473-8-679-6)
1734 (140-9-211.5)

289-9 (249-8-333-2)
3045 (262-6-350-0)
274-9 (236-9-315.5)

150-5 (113-1-192 1)
967 (69-1-128-0)
205-8 (156-2-258-6)

40-1 (29-0-52.0)
26-3 (19-6-33-4)
13-8 (9:1-19-0)

39-5(33-0-46-8)
18.8 (15:7-22-3)
20-7 (17-3-24-6)

28-3(23-5-33-8)
21.6 (18-0-25.8)
6-7 (5-4-8.2)

23-6 (20-2-27-2)
12-4 (10-6-14-3)
112 (9-6-12.9)

13-6 (10-2-17.5)
47 (3:3-6-2)
9-0 (6-8-11-3)

5590 (405-0-722.3)
/11-2(530-5-904-0)
397-3 (263-8-545-5)

489-8 (407-5-580-6)
466-9 (388-5-552.9)
512-8 (425-6-609.0)

369-4(305-9-441-2)
560-1(465-2-667-3)
176-3(143-0-214.5)

287-4 (246-2-330-9)
302-7 (259-7-348-4)
272.0(232./-3137)

174-0 (130-1-2221)
117.9 (84-6-156-1)
2315 (17/5-1-291-4)

Table 1: Global prevalence and age-standardised prevalence for mental disorders in 1990 and 2019

Pesquisa e conhecimento magistral
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Global, regional, and national burden of 12 mental disorders ERW » ®

CrogssMark

Lancet Psychiatry 2022,

in 204 countries and territories, 1990-2019: a systema ;..
analysis for the Global Burden of Disease Study 2019

Interpretation GBD 2019 showed that mental disorders remained among the top ten leading causes of burden
worldwide, with no evidence of global reduction in the burden since 1990. The estimated YLLs for mental disorders
were extremely low and do not reflect premature mortality in individuals with mental disorders. Research to establish
causal pathways between mental disorders and other fatal health outcomes is recommended so that this may be
addressed within the GBD study. To reduce the burden of mental disorders, coordinated delivery of effective
prevention and treatment programmes by governments and the global health community is imperative.
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Como esta a saude mental no pos- Covid?

Bl Contents lists available at ScienceDirect

Journal of Psychosomatic Research

"
S ¥

P
G

i} .
EVIER journal homepage: www.elsevier.com/locate/jpsychores

E
Review article

Physical and mental health complications post-COVID-19: Scoping review

Sanaz Shanbehzadeh ”, Mahnaz Tavahomi , Nasibeh Zanjari“, Ismail Ebrahimi-Takamjani 2

Somayeh Amiri-arimi “

|| Estudo de revisao:

Pergunta: Quais sao as complicacoes fisicas e de saude
mental em pacientes adultos que foram infectados com
COVID-19?

34 artigos publicados de jan a nov 2020, destes 18 avaliaram a
saude mental

- 8932 participantes: 56, 3% mulheres e 43,7% homens
- Sintomas: 1 a 3 meses apos COVID-19
- Média de dias hospitalizados: 15 dias

Resultados

4

E com prevaléncia de 6,5 a 63% dos pacientes

- .' -

an)
-~

i

com prevaléncia de 4 a 31% dos pacientes

Estresse: 3% desordem mental mais frequente,

InsOnia, reducao da capacidade cognitiva

Quanto > severidade da COVID-19 > prevaléncia de desordens mentais

Mais de 50% dos pacientes relatou apresentar pelo menos um dos
sinfomas: ansiedade, depressao ou estresse

com prevaléncia de 12,1 a 46,9% dos pacientes

Ansiedade: 1° desordem mental mais frequente,

Depressao: 2° desordem mental mais frequente,

&
S (
8 ¢

<

o o
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Q

Q

S
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3 (

Journal of Psychosomatic Research 147 (2021) 110525
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Como esta a saude mental no pos- Covid?

Contents lists available at ScienceDirect

Journal of Psychosomatic Research

]__L&;,}:"-. 1ER journal homepage: www.elsevier.com/locate/jpsychores

Review article

Physical and mental health complications post-COVID-19: Scoping review

Sanaz Shanbehzadeh ®, Mahnaz Tavahomi ™ , Nasibeh Zanjari“, [smail Ebrahimi- Tﬂkﬂﬂl_]ﬂﬂll

Somayeh Amiri-arimi :

Journal of Psychosomatic Research 147 (2021) 110525

Tech



Table 3

Mental health outcomes in COVID-19 survivors.

@ Como esta a saude mental no pos-

Covid?

| : _ P B
ELSEVIER

Review article

Contents lists available at ScienceDirect
Journal of Psychosomatic Research

journal homepage: www.elsevier.com/locate/jpsychores

Physical and mental health complications post-COVID-19: Scoping review

Sanaz Shanbehzadeh %, Mahnaz Tavahomi b, ', Nasibeh Zanjari“, Ismail Ebrahimi Takamjani b,

Somayeh Amiri-arimi §

Author Study design Country Sample size Age (years) Follow-up period Hospitalization Outcomes {Measurement Results, Prevalence of outcomes
(N, Male,/Female) Mean (SD) month/or days Mean peried, days tools)
(SD) Mean (5D}
Diaher et al. [15] Case series Germany 33 64 (3) 58.49 (17.82) days 15 (1.8) Depression (PHQ-9) Median [IQOR]
22/11 after discharge Anxiety (GAD-7) Depression 7 [4-11]
Cognitive problems Anxiety 4 [1-9]
Cognitive problems 6/33 (15%)
Amold et al. [16] Prospective England 110 59.64(20.28) 88.94 (12.77) 5(4.5) Mental wellbeing (WEMWBS)  |Insomnia (24%)
cohort study days after hospital [nsomnia (NEWS, scored from  Mental wellbeing in severity of COVID-19
65,42 discharge 1 to 20) Median [IQR]
Mild 52 [44-56]
Moderate 53 [42-59]
Severs 50 [39-58]
Mental wellbeing was similar to healthy
population norms
Garrigues et al. [19] Cohort study France 120 63.2 (15.7) 110.9 (11.1) days after 11.2 (13.4) Cognitive and sleep problems Attention problem 32/120 (26.7%)
75/45 hospital admission {short phone questionnaire) Memory loss 41/120 (34.2%)
Sleep problems 37,120 (30.3%)
Halpin et al, [21] Cross- England 100 ICU patients: 48 (10.3) days after ICU patients: PTSD symptoms, cognidve ICU Ward
sectional study {19/13 in ICU group, 35/  58.85 (38.8) hospital discharge 12.71 (4.65) problems (n=32) (n=68)
33 in Ward group) Ward Ward patients: (COVID-19 rehabilitation PTSD 46.9% 23.5%
patients: 8.26 (7.57) telephone screening tool, Waorsened 12 11
60.61 (55.29) Likert seale) anxiety/ (37.556) (16.29%)
depression
Thoughts of 1(3.1%) 1
self-harm {1.5%)
New or 11 11
worsened (34.4%) (16.29%)
conceniration
problem
New or B 1.2
worsened (18.8%) {17.6%%)
short-term
MEemory
nrahlem

Florie

Journal of Psychosomatic Research 147 (2021) 110525
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Table 3 (continued)

@ Como

esta a saude mental no pos- Covid?

ELSEVIER

Contents lists available at ScienceDirect
Journal of Psychosomatic Research

journal homepage: www.elsevier.com/locate/jpsychores

Review article

Physical and mental health complications post-COVID-19: Scoping review

Sanaz Shanbehzadeh %, Mahnaz Tavahomi b, ', Nasibeh Zanjari“, Ismail Ebrahimi Takamjani b,

Somayeh Amiri-arimi p

Author Study design Country Sample size Age (vears) Follow-up period Hospitalization QOutcomes (Measurement Results, Prevalence of outcomes
(N, Male/Female) Mean (SD) month/or days Mean period, days tools)
(SD) Mean (5D)
Liu et al. [60] Cross- China 675 53.94 (18.57) 36.75 27.87 Anxiety (GAD-7) PTSD 84/675 (12.4%)
sectional days after hospital Depression (PHQ-9) Anxiety 70/675 (10.4%)
survey study 317/358 discharge PTSD symptoms (PCL-5) Depression 128/675 (19%)
Sleep difficulties (item PCL-5 12 [IQR 4-16]
analysis for PTSD, GAD-7 4 [IQR 2-6]
depression) PH(Q-2 5 [IQR 3-8]
Sleep difficulty was the most frequently
reported symptom.
Perceived discrimination was a central
predictor of mental illness.
Ismael et al. [74] Retrospective Brazil 895 40.79 (0.45) 56.6 days after treatment N/A Depression (PHQ-9) Depression (n = 235) 26.26%
cohort study 354/54] Anxiety Anxiety (n = 201) 22.46%
(GAD-7) PTSD (n = 155) 17.32%
PTSD (PCL-C)
(online assessment, website
or phone)
Weerahandi et al. [75] Prospective New 152 59.54 (12.72) 36.64 (9.72) 19.75 (15.71) Overall and mental health During follow-up: Mean (SD)
cohort study York, 95/57 days after hospital status |Mental health 47.3 (9.3) *
USA discharge (PROMIS Global Indicating worse mental health after

Journal of Psychosomatic Research 147 (2021) 110525

Health-10 instrument) Survey
completed bv phone or online

COVID-19 compared to baseline
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E por que a preocupacao e vigilancia da OMS em
relacao a melhora dos servigos de saude

direcionados a Saude Mental em nivel
mundial?



Beneficios de investir em Saude Mental

Some of the potential social and economic benefits of investing in mental health

IMPROVED MENTAL HEALTH
- HEALTH IMPACT SOCIAL IMPACT ECONOMIC IMPACT

health report

Transforming mental

>
. Health care costs
o
Need for informal
caregiving ?
Death and disability

Productivity OQutput Investment
% ‘ Life expectancy ) .

W
Social functioning
=a.T ' Suicide

— by
Health of others ? .
i (children, carers,

Presentesism Absenteeism
spouse) ; Employment Incume_} ‘g Savings
Household production oy

J, Welfare
2 U needs
SR— R

(ability to work)
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Global Mental Health 1 W

No health without mental health

Martin Prince, Vikram Patel, Shekhar Saxena, Mario Maj, Joanna Maselko, Michael R Phillips, Atif Rahman

v\\&/
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Desordens
Mentais

Global Mental Health 1 W

No health without mental health

Doencas Cronicas Nao Transmissiveis

Doencas Cardiovasculares

Moderada a forte associacao entre Depressao e ansiedade na DCV

Estudos com pacientes hipertensos: alto score de pacientes com depressao e ansiedade
I Estudo mostrou associacao entre derrame (AVC hemorragico)

Diabetes
Depressao aumenta o risco do aparecimento de diabetes
Pessoas com esquizofrenia tem aumento de 15% na prevaléncia de diabetes

Condicoes de Saude

Habitos e doencas que afetam diretamente a saude cerebral: AVC, uso
de alcool e drogas

Doencas com alto DALY (cancer, obesidade moérbida) ou condicoes
que o individuo tem dificuldades de conviver — levando a perda de
apoio social e de relacoes interpessoais

()} |
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Exemplo:

Relacao de mao dupla entre estresse, depressao e/ou ansiedade

com Diabetes tipo 2

ANNALS OF THE NEW YORK ACADEMY OF SCIENCES

Issue: The Year in Diabetes and Obesity
REVIEW ARTICLE

Cortisol dysregulation: the bidirectional link between
stress, depression, and type 2 diabetes mellitus

Chronic psychological stress
depression

HPA axis activation Autonomic nervous

t Cortisol system activation
Subclinical hypercortisolism t Epinephrine,

norepinephrine

Insulin resistance
fHbA1c
ttriglycerides, | HDL

‘ Type 2 diabetes \

T Intra-abdominal fat

1 Waist circumference

Endothelial dysfunction

tUrine microalbumin

Stress
Low ses, work stress,

anxiety, depression

U

1 Cortisol

4 Diurnal cortisol variability

Lipolysis
FFA release

Accumulation of
visceral fat

Insulin resistance < Central nbesit! |

4 4

| Type 2 diabetes
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Como preservar a saude
mental?



Como preservar/recuperar a saude mental?

Exercicios ﬁ

J‘ Qualidade
/| dosono

Cultivar amizades e bons
relacionamentos inter-pessoais

¥ Alimentacao

Fitoterapia
? Medicamentos
Yoga, Meditacdo, Atividades de relaxamento =( Acompanhamento com equipe de gf en/cch
e lazer ON/®) saude Lorien/ec

Pesquisa e conhecimento magistral



Fitoterapicos e Suplementos como coadjuvantes para O
@ restabelecimento da saude mental

&

q° 'L m
' ANSIEDADE

Serotonina Serotonina X
Dopamina GABA ———— - -> E INSONIA

Melatonina
SEROTONINA

)
it
)9 HEPRESSAC

Glutamato

I Triptofano
Adrenalina

Tripfofane — _ _ 5-HTP Cortisol
Hidroxilase T = =< _ _ descarboxilase
Cofator: Fe e ~ TCofator: Fe e BH4
Cofator BH4 (Vitamina (Piridoxal & 7 7 = AcidPNidrRiTRESSE
Vitamina D B9) osfato Vit B6) indokdkético

(MAO-a — Vit B2)

Baitello

Fonte: Clinica Marina



Fitoterapicos e Suplementos como coadjuvantes para O
restabelecimento da saude mental

Proinflammatory | ¥
cytokines

e

IL4(-) IR GEEET = 5-HYDROXYTRYPTAMINE

IFN(+) ————s= DO -——.»iq——— (+)TDO s ,aﬁgf
CORTISOL

Y=< |

L= |

Depression

{li E l
Microglia Astrocytes l I I \
. ol ;‘*{ N Neurons
pab iy S o ANTHRANILIC ACID ‘ SN T
S N (ﬁj’:ﬁ) / - E 3 3-HYDROXYKINURENINE
\ Cytokine / I
_—— - S | .._......... e i Blood Brain Bamier .
|o]o|s|e|s|s]e]o|o|o|s|s|s]o[Qe|o|o|s|s|s]s|sNgle]o|o|o|o|o|o|e|s]o|o]|o|s|s/o|s||s|s]s]o|s| /o AB|e]o]o]e o] o|o]o|§o]s]o]o
PERIPHERY e 3-HYDROXYANTHRANILIC ACID
Blood p— Cytn?ines.
Compartment &

l‘——PATP

Monocites
Macrophages o QUINOLINIC ACID ﬁ_
F s 5 Adrenal
VAGUS HPA Axis ———> A Glands
\ / \ H{I}}}J / NMDA GLUTAMATE

Cytokines Glucocorticoids ————————— NAD+ RECEPTOR

| Depression ‘ F

Acta Neuropsychiatrica , Volume 30, Issue 1, February 2018 , pp. 1 — 16; Antioxidants 2021, 10(9), 1439



Fitoterapicos e Suplementos como coadjuvantes para O
restabelecimento da saude mental

Received: 5 October 2017 Revised: 8 December 2017 Accepted: 21 December 2017
DOI: 10.1002/ptr.6033

@Thieme

REVIEW WILEY

Medicinal Plants for Insomnia Related to Anxiety:
Herbal medicine for depression and anxiety: A systematic An Updated Review”
review with assessment of potential psycho-oncologic
relevance
Received: 19 November 2017 | Revised: 18 January 2018 | Accepted: 19 January 2018 t::l;j;ﬂE::;:ﬁf;“:iﬂgﬁgﬁi'342 E TSJEHA?N
DOI: 10.1002/ptr.6055 o
REVIEW WILEY
Herbal medicines in the treatment of psychiatric disorders: Nutritional and herbal supplements for anxiety
10-year updated review and anxiety-related disorders: systematic review

Shaheen E Lakhan', Karen F Vieira



Acoes possiveis do Fitoterapicos e Suplementos como
coadjuvantes para o restabelecimento da saude mental:

_ Herbatonin ®
1 Aumento de Griffonia simplicifolia 5 Regulacao Ansiless ®

Serotonina: Probidticos e prebidticos Melatonina: pje/issa officinalis

Ocibest®
2 Agonista de Ansiless ® 6 Regulacao Panax ginseng
Serotonina: Bacopa monnieri de Cortisol: Rhodiola rosea

CoQ10 Ubquisome

Ansiless ®

Aumentar . Agonismo Rhodiola rosea
: Rhodiola rosed 7 de Gaba Erythrina mulungu
Dopamina Mucuna pruriens

Passiflora incarnata
Whitania somnifera

Inibicao da
4 recaptacao de Crocus sativus 8 Inibicao da c ’ G
: = rocus sativus /(<
serotonina recaptacao &z



Acoes possiveis do Fitoterapicos e Suplementos como
coadjuvantes para o restabelecimento da saude mental:

. L-theanina
9 Reducao de Rhodiola rosea

glutamato: \jaminas B 6, 9, B12 e Ferro

Reducao da CoQ10 Ubgsome Phytosome ®

10 Inflamagzo e Querceteam Phytosome ®
Estresse Oxidativo:

1 1 Neuroplasticidade  Neurozen ®
(Aumento de BDNF) EFPA e DHA

Antagonista
12 doreceptorde Fitaxin ® T
glutamato Y
Florien/cch




Skullcap

ANSILESS
Acao
ansiolitica
s 2
Acao

=

Anti-depressiva

>

Scutellaria lateriflora L.

(5 % escutelarina) > Baicaleina, baicalin,
wogonina e escutelarina

@ Scutellaria lateriflora L (Ansiless ®)

-~

Rica em flavonoides:

o

~

Acao ansiolitica

/

Afinidade pelo sitios
benzodiazepinicos dos —
receptores de GABA-a

/

<

e
.

Acao anti-depressiva }

Reducao da liberagao de neurotransmissores
excitatorios (adrenalina e noradrenalina)

N (

Afinidade pelos receptores
de serotonina-7 (5HT,)

4 -

Melhora do humor
—> (reduz sensacgoes negativas: tristeza,
desanimo, apatia)

florlenTech

o
esquisa e conhecimento magistral



Scutellaria lateriflora L (Ansiless ®)

European Neuropsychopharmacology (2011) 21, 841-860

Table 2 (continued)

Herbal medicine Mechanisms of action Evidence " Potential clinical Major active constituents
Dep Anx Ins application
¢ p-adrenergic downregulation Pain

¢ MAO-B inhibition

¢ Re-uptake inhibition of norepinephrine in
the prefrontal cortex (Boonen and Haberlein,
1998: Davies et al., 1992; Jussofie et al., 1994;

W V0N

LL\JL\ [ LE“TL www.elsevier.com/locate/euroneuro

REVIEW Magura et al., 1997 Uebelhack et al., 1998)
Herbal medicine for dEPrESSiOH ’ anxiety and Lemonbalm ¢ Potent in vitro inhibitor of rat brain GABA 2,3 1,23 3 Acute stress il i
" -y i (Melissa officinalis) transaminase (GABA-T) Anxiety G
insomnia: A review of psychopharmacology and o MAO-A inhibition Depression ?ﬂ iv

. . - ¢ Acute dosing caused a significant increase HC® CH,
c“nlcal ev.ldence in self-rated calmness on a human stress tests citranellal Seraniol

Estudo Clinico:
" Figura 1
Randomizado, duplo cego L
2 grupos: Placebo x tratamento com Ansiless B S oo Acéo
o O S L
S S Ansiolitica
Pacientes auto avaliaram o nivel de L 0w 1
. . ’ SE —. I Grupo tratado com placebo
ansiedade 30, 60, 90 e 120 min apds a | —1 1 e
. N S 500 Grupo tratado com a espécie de Ansiless
Ingestao em: 2.50
7 ~ Tempo (minutos) 30 60
Fonmaximo de tensao
\z

WOLFSON F, HOFFMANN DL. An investigation into the efficacy of Scutellaria lateriflora in healthy volunteers. Altern Ther He S

- 5: minimo de tensao \_%

S
Florien/cch
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Ansiedade e Desalinhamento do Ciclo Circadiano:
a pandemia de COVID-19 como exemplo

Environmental Science and Pollution Research (2022) 29:280602-28069
https://doi.org/10.1007/511356-021-18384-4

The most common circadian rhythm disorders were

RESEARCH ARTICLE l') ) :

25 sleep phase shifts. We found that COVID-19 in the anam-
Circadian rhythm disorder and anxiety as mental health complications nesis caused a greater predisposition of patients to the
mpast:Lavin=ts development of circadian rhythm disorders, in particular
D I. Boiko' - Andrii M. Skrypnikov' - Anastasiia D. Shkodina®* . Moh d Mehedi Hasan* . i 111 | ]
Ditn| otk ApdAiMSRyEO et s ahkedipe™ Mobammes! Mehedl kesan delayed sleep phase disorder. In addition, it was found that

after COVID-19 patients have increased levels of both trait
and state anxiety. The prevalence of delayed sleep phase

disorder may be due to both the neurotropic nature of the
Estudo de coorte retrospectivo:

| Concluding Remarks
278 pacientes consultados em 2021, entre 18

e 51 anos com sintomas de desordens do

sono e ansiedade The post-COVID period is characterized by complications

in the form of mental disorders, in particular anxiety disor-

- Grupo 1: 158 pacientes diagnosticados ders. An equally important symptoms of the post-COVID
com COVID-19 period are circadian rhythm disorders, which can enhance
the level of affective disorders. Among the circadian
- Grupo 2: 125 pacientes que nao tiveram rhythm disorders, delayed sleep phase disorder occurs most ﬁ
COVID-19 frequently in the post-COVID period, which is associated &/
with a higher level of anxiety in these patients, These links .,iw en/cch

Environmental Science and Pollution Research (2022) 29:28062-28069 oo T T . ' . Pesquisa e conhecimento magistral



Possivel Mecanismo e sugestao de tratamento

Circadian Misalignment

Peri heral Clocks
,f'\ / P

Immunomodulation

Energy balance

“"Central Clock .

(melatonin, cortisol, 5 Circadian Alignment Current Psychiatry Reports (2018) 20: 59 .
_.-" External Factors core body temperature) : https://doi.org/10.1007/511920-018-0925-8 xidant
i" S ) ok . : : : e e e T T T e e / FEI‘iphEl’ﬂ| GIDCKS i — —e — —_— -
s : Internal Factors A Y
i Light exposure : ;

b Hormones %
| Posdintaks il | Syrapie projechens Chronotype and Mental Health: Recent Advances
Sleep/wake @ ; > ”
Phy.srr:af activity Central Clock Briana J. Taylor' « Brant P. Hasler?
Environmental factors: Sleep/circadian disturbances:
Early work/school start times ~ ----- > Circadian misalignment
Light at night il Social jet lag
7 Sleep loss
el Disturbed sleep
Evening chronotype Neural/psychological mechanisms: Mental iliness
] A Altered reward processing »
E P'Erlphﬂl'ﬂl Clocks ; E Sensation seeking :
..  (physiological responses, clock genes) .« | Impulsivity |
: Cognitive biases ;
;' Impaired emotion regulation i
I A |
A https://doi.org/10,1016/j metabol, 2017.11.017 _ .
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Recommendations for Melatonin Use In
Mood Disorders

Insomnia

1) The administration of PR melatonin at 2—10mg, 1-2h before bedtime,
should be used in the treatment of insomnia symptoms or comorbid
INnsomnia in mood disorders.

Z) The administration of PR melatonin at 2 mg may be useful during sedative-
hypnotics discontinuation in mood disorders and may improve sleep
quality during discontinuation

3) The chronotype of patients should be taken into account to adapt the
timing of the administration

4) The administration of IR melatonin in the treatment of insomnia symptoms
or comorbid insomnia in mood disorders gave uncertain results, more
studies are needed for recommendation in the clinical practice

Circadian sleep disorders

1) Melatonin is useful in the treatment of circadian sleep disorders in mood
disorders; IR melatonin <1 mg should be used and timing of
administration ideally calculated with the DLMO or with a chronotype

questionnaire like the MEQ.
LEGEND: PR, Prolonged Release; IR, Immediate Release; DLMO, Dim Light

Melatonin Onset; MEQ), Morningness-Eveningness Questionnaire.

? frontiers
in Psychiatry

International Expert Opinions and

orenaccess  Recommendations on the Use of

__=v Melatonin in the Treatment of

Universidad Catdlica Insomnia and Circadian Sleep

Argentina, Argentina

e Disturbances in Adult

Dano Acuna-Castrovigio,

meceei s N @uropsychiatric Disorders

Recommendation for Melatonin Use In
Anxiety Disorders

Insomnia

1) In the absence to date of well-conducted RCTs, the administration of
melatonin might be useful in the treatment of insomnia symptoms or
comorbid insomnia disorder in anxiety disorders according to international
guidelines for insomnia disorder treatment (=55 years 2 mg PR melatonin
1-2 h before bedtime)

Circadian sleep disorders

Z2) Melatonin might be useful in the treatment of circadian sleep disorders in
anxiety disorders; IR melatonin <1 mg should be used and timing of
administration ideally calculated with the DLMO or with a chronotype

qguestionnaire like the MEQ.
LEGEND: RCI, Randomized controlled trial; PR, Prolonged Release;

IR, Immediate Release; DLMO, Dim Light Melatonin Onset; MEQ,
Morningness-Eveningness Questionnaire.
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Ef Q\\é" ' Oryza sativa

= d

Yo~ Medicago sativa

Chlorella vulgaris

1% Fitomelatonina
(Bioidentica a melatonina animal)

PLANTS

TRYPTAMINE

.@\@{‘

SNAT
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. cells

Review

Oryza sativa, Medicago sativa e Chlorella vulgaris (Herbatonin®)

Melatonin in Medicinal and Food Plants: Occurrence,
Bioavailability, and Health Potential for Humans

HUMANS

5-HYDROXY.

SEROTONIN = S-H'I’DH'E?H"I" TRYPTAMINE

ml k::

N-ACETYL-SEROTONIN

H:CO

cgi

Ny

o
,TONIN = N-ACETYL-5-METOXY-TRYPTAMINE

Day/night rhythm control

Tumor suppression Sleep promotion

Neuroprotection

Immunomodulation |

Antioxidant defense

Bone growth

Regulation of hormone release
(exp. for reproduction and sexual maturation)

<
Florien/cch
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Oryza sativa, Medicago sativa e Chlorella vulgaris (Herbatonin®)

J. Sleep Res. (2003) 12, 207-212

Neurobehavioural performance effects of daytime melatonin
and temazepam administration

NAOMI L. ROGERS'. DAVID J. KENNAWAY? and DREW DAWSON?

- k%%
60 | T

Estudo randomizado, duplo cego, crossover % ] : T * T
16 pacientes adultos, 21 + 6 anos administration of temazepam. Therefore, it 1s suggested that
Dose: if melatonin should prove beneficial in the treatment of
5 mg de melatonina ou circadian disruption disorders and/or insomnia, it may be
10 mg temazepan preferable to benzodiazepines, with regard to its associated

neurobehavioural effects. As the performance effects associ-
Duragéodoestudo: 3 S T L Yo+ ‘\? ‘ o
3 dias alternados l |

10 I I| I | I | |
1100 1200 1300 1400 1500 1600 1700

Clock time E\d

Pesquisa e conhecimento magistral

Testes: l0ogica, memoria, vigilancia




Eixo HPA e Depressao

Chronic Stress and
Pathology

Physical Stress Brain
Mental 5tress

Normal Stress Response

Physical Stress
Mental S5tress
Oxidative Stress
[nutrition)

Oxidative Stress
(nutriticon)

’ ¥ L SNS
] 1 | PNS

)
Adrenal Glands ; Adrenal Glands
—+ Cartisol Release i —+ Chronic and High

Y Cortisol Release

'

N S
’ .. | | _,f"'---r;-_ Cortisol
i

iImmune Cells

Inflammatory Immune Cells

Foa  Resistance

Chronic Stress and
Cortisol Resistance

Physical Stress Brain

Mental Stress ”"{:T
Oxidative Stress LTy

(nutrition)

\
s
'
ri drain Damage
'
7
’
¥
r
' s Wt SNS

' 1 | PNS

I

H Adrenal Glands

1 — Adrenal Resistance
i
|

and Low Cortisol Release

Journal of Basic & Applied Sciences, 2014, 10, 177-182
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@ Modulacao do eixo HPA por meio do cortisol

Manjericao- santo Tulsi (Ocimum | ~ Mecanismo de agao:
tenuiflorum) Inibe a liberagao de cortisol pela suprarrenal
OciBest®

0,1% de ociglicosideo-| Inibe a transformacé&o de cortisona em cortisol
0,2% de acido rosmarinico

2,5% de acidos triterpenicos Antagonista do receptor de ACTH na hipofise

Atividade inibitoria da COMT - Retarda
} degradacao de dopamina e serotonina

[ Adaptogeno




Research Article

Efficacy of an Extract of Ocimum tenuiflorum

(OciBest) in the Management of General Stress:
A Double-Blind, Placebo-Controlled Study

Ensaio Clinico, duplo cego, placebo:
158 adultos, 3 ou + sintomas de estresse
76 =2 Ocibest 3 x dia

82 - placebo
6 semanas

Hindawi Publishing Corporation

Evidence-Based Complementary and Alternative Medicine
Volume 2012, Article [D 894509, 7 pages
doi:10.1155/2012/894509

@ Modulacao do eixo HPA por meio do cortisol

TasLe 3: Effect of OciBest on symptom scores of stress.

Assessment period

Symptoms Groups Effect* Effect size"
Week 0 Week 2 Week 4 Week 6
i foniihchin Placebo 1.34=0.17 096=0.14* 0780132 0.58 + 0.129 0.76 = 0.16
OciBest 1.24 =0.18 077 =0.14* 051 =0.11%® 0.31 = 0.09%® 0.93 +£0.15 0.17
L Placebo 1.29=0.16 076=0.122 066=0.112 0.51 =0.114 0.78 = 0.15
Palpitation at rest
OciBest 1.56 +0.19 093 +0.14" 059=+0.12® 0.46 = 0.11% 1.10 = 0.17 (.31
. ' Placebo  0.25 = 0.09 0.20 = 0.08 0.18 = 0.06 0.14 = 0.06 0.11 £ 0.05
Abnormal perception of hearing
OciBest 045013 030009 027 £ 0.09° 0.21 + 0.08° 0.24 = 0.08 0.13
. - Placebo  0.51 =013 0.37 = 0.10 0.238 + 0.082 (.29 + 0.092 0.22 + 0.07
Blurring of vision
OciBest 075014 0450100 031 =0.09¢ 0.28 = 0.09° (.46 = 0.11 0.25
Placebo  1.25=0.17 .10+ 016 099+0.15° 0.95 = 0.15% 0.30 = 0.08
Forgetfulness , .
OciBest 1.32+0.19 1.03+016* 087 =0.14 032 +0.08% 1.00 = 0.15 0.70
. Placebo 0.71 = 0.16 0.65 = 0.14 0.61 +0.14 0.56 = (.13 0.15 = 0.05
Sexual problems of recent origin .
OciBest 0.85 =0.17 0.75 = 0.16 0.54 = 0.12*  0.07 = 0.03%< 0.77 = 0.16 (.62
Placebo 1.61+0.18 1.11+0.14* 077 =0.13® 0.59 = 0.11% 1.01 + 0.15
Frequent GI symptoms ) '
OciBest 1.63+020 1.07=0.15 063=0.12% 0.44 = 0.10 1.20 = 0.17 (.18
Placebo  0.39 = (.11 0.35 £ 0.11 0.28 = 0.09 0.20 + 0.08% 0.19 = 0.08
Abnormal movements
OciBest 044012 0270100 023 +0.09¢ 0.20 = 0.08 0.24 = 0.08 (.05
. Placebo  0.25 = (.09 0.16 = 0.06 0.14 = 0.06 0.15 = 0.07 0.10 = 0.05
Abnormal sensory perceptions ;
OciBest 0483+=0.13 0320117 027 x=0.10° 0.25 = 0.107 0.23 = 0.05 .12
: Placebo  1.06 = 0.17 0.96 + (.16 0.82 = (.15 0.65 +0.12* 042 +0.09
Quarrelsome behavior )
OciBest 050+0.19 0.70+0.15* 0.59+(0.13° 0.34 + 0.09% (.56 = 0.13 0.15
: . Placebo 200 +=0.17 153 +0.14* 119=+0.13® 1.04 = 0.14% 0.96 +0.14
Frequent feeling of exhaustion ;
OciBest 1.72=0.19 L13=0.15 086=0.13* 0.37 = 0.08% 1.35+0.17 (.39
Placebo 1.49+0.17 1.14+0.14* 082+0.13® 0.84 = 0.14% 0.66 +0.12
Frequent sleep problems B ;
OciBest 1.30=0.19 0.89=0.15 058=0.13" 0.27 = 0.08% 103 = 0.17 0.37
. & Placebo  0.28 = 0.10 0.23 + 0.08 0.20 = 0.08 0.20 = 0.03 0.08 = 0.06
Avoidance of even familiar people
OciBest 038+012 021 +-009 017+ 0072 .10 + 0.052 28 + 011 .21



@ Modulacao do eixo HPA por meio do cortisol

Research Article

Efficacy of an Extract of Ocimum tenuiflorum

(OciBest) in the Management of General Stress:
A Double-Blind, Placebo-Controlled Study

1A -

Média dos escores
para sintomas do estresse

SAXUIS

In conclusion, the study findings revealed that OciBest,
the whole plant extract of O. tenuiflorum, was found to be
1.6 times or 39% more effective in the management of stress
symptoms in comparison to placebo group and the herbal
supplementation was well tolerated by all the patients over
the six weeks of study period.

oo 30no e axausiao mamona caDneca Jasiminiesinais om repouso neErnosismo

o 72% de
melhora

Hindawi Publishing Corporation
Evidence-Based Complementary and Alternative Medicine




Associacao entre

. antioxidants II/VI\D\PQ

Review
Potential Antidepressant Effects of Scutellaria
baicalensis, Hericium erinaceus and Rhodiola rosea

Fiona Limanagqi L*( Francesca Biagioni 2,400 Carla Letizia Busceti 2, Maico Polzella 3,
Cinzia Fabrizi #* and Francesco Fornai 1-2*0

Associacao garante efeitos
complementares e suplementares.

Efeitos adicionais: estimulo a
neurogénese e a fatores de crescimento
neuronal.

Baicalin Baicalein

Erinacines

™ |

by O D
T T (a1l
fa

R. rosea

@ Scutellaria baicalensis + Hericum erinaceus + Rhodiola rosea

4 }!Ei - Saliroside “’Tl
% 2 J

l GABAxR activity 1 Monoamines

o

-— D

HPA axis «—>
hyperactivity
Hypothalamus

- )
=P

CRH Negative
feedback

Neurotophic

alterations
Hippocampus

3!f*1 3
— J =N

NGF
BONF

Neurogenesis
PCNA+

DXC+

Ki67+

BrdU+

NeuN+

Oxidative stress

and inflammation
Neurons and glia

NF-KB

TNF-o

IL-1B/6

NO

MDA

ROS

GSH/GSH-Px
1 SOD

CAT

4

Antioxidants 2020, 9, 234; doi:10.3390/antiox9030234



Acao de Scutellaria baicalensis (padronizacio semelhante a Scutellaria
lateriflora)

S. baicalensis

. antioxidants m\n\ly

Review
Potential Antidepressant Effects of Scutellaria
baicalensis, Hericium erinaceus and Rhodiola rosea

Fiona Limanagqi (), Francesca Biagioni >*'7, Carla Letizia Busceti 2, Maico Polzella ?,
. . v o A4 . oy
Cinzia Fabrizi ¥ and Francesco Fornai 1.2*()

Acao da baicalina e baicaleina:

(7

! + protection —

- Anti-depressiva semelhante a L 1 : %
fluoxetina: reduz os receptores de " ”—T::;gﬂipu lem g
glicocorticoides, reduzindo a : Rae el §
hiperestimulacido do eixo HPA. e 1 MDA 2

T ;um-x >
- Acdo ansiolitica: agonista parcial de HT;EL'% S :
receptores benzodiazepinicos GABA- ﬂu:n N TNFa, IL-1P, IL-6 *
a. Mimetiza a gao do Diazepam, porem \ DCX, Ki67, NeuN COX-2, PGE(2) }

sem efeitos colaterais (amnesia)




Acao ansiolitica e anti-depressiva de Hericum erinaceus
(Neurozen®)
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Review

Potential Antidepressant Effects of Scutellaria
baicalensis, Hericium erinaceus and Rhodiola rosea
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PI3K ﬁ
= Q Mitochondrial

Hericum erinaceus . ® 'I' pramssen
&2 IATP l""“”
Atividade neurotrofica principalmente nos SOD
neuronios do hipocampo, que estao CAT l:::
fortemente associados a resposta ao s
tr depressa disturbios d n o
estresse, depressao e distlrbios do sono HO-1, THX
—s
v v
‘I‘NGI—; BDNF lTNFu. ‘I IL-10
PCNA, Ki67, NeuN -6 Lipoxin A4
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Rhodiola rosea

Aumenta os niveis de 5-HT e de seus
receptores > melhora o humor

Modula o estresse: agonista dos
receptores do Hormonio Liberadorador de
Corticotropina, reduzindo a liberacdo de
cortisol

Anti-depressivo: reduz a responsividade
dos receptores de glicocorticoides

Cytokines
Growth factors —

R. rosea

' @

Acao ansiolitica e anti-depressiva de Rhodiola rosea

Mitochondrial
‘ l protection

SOD, GSH,
CAT, Bcl-2,

Hsp72

Stress factors

CRFR
---- *TROEMDA 1
Bax, Cyt c,
Caspases 3,8,9 l

HPA axis

hyperactivity
GR

T.j
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Estudos Clinicos

Table 1. Cont.

Acao ansiolitica e anti-depressiva de Hericum erinaceus
(Neurozen®)

S. baicalensis

H. erinaceus

R.rosea

Baicalein chewable tablets
(200, 400, and 800 mg once daily on days 1 and 10,
and twice daily on days 3-9).
Safe and well tolerated. Related mood effects were
not analysed/reported [57].
5. baicalensis extract (300 mg daily for 30 days).
Safe and well tolerated.
Marked improvement in speed and accuracy of
processing complex information in computer tasks
|58].

H. erinaceus cookies
(0.5 g of fruit bodies powder for 4 weeks).
Lower scores associated with insensitivity,
agitation, irritation, palpitation and anxiety in
H. erinaceus-receiving women compared with
placebo group [155].

H. erinaceus (1.650 g/day, 80% mycelium extract
and 20% fruiting body extract for 8 weeks).
Safe and well tolerated. Coupled with a low
calorie diet improves depression, anxiety,
sleep, and binge eating compared with

subjects undergoing low calorie diet only [91].

Increases circulating pro-BDNF levels and
pro-BDNEF/BDNF ratio [91].

H. erinaceis extract {Amyluban@'} daily for 6
months combined with Mirtazapine.
Combats depression, and improves cognitive
function and body weight in the absence of
adverse reactions [151].

H. erinaceus extract (Amyloban®3399) intake
for 4 weeks counteracts sleep disturbances in a

pil{}t stud:f on female undergraduate students.

It increases the levels of salivary free-
3-methoxy-4-hydroxyphenylglycol, an index
of chronic stress and depressive symptoms

reﬂecting s}fmpatheti:: nervous system activiiy
[152].

R. rosea extract (340 mg/day for 10 weeks).
Improvement of general anxiety disorder
symptoms evaluated by HARS scores.
Generally mild adverse effects, the most
common being dizziness and dry mouth
[161].

K. rosea extract (SHR-5, 340 or 680 mg/day for
sIx weeks).

Safe and well tolerated. Improvement of
depressive symptoms, insomnia, emotional
instability and somatization compared with
placebo group [69].

R. rosea powdered extract (SHR-5 capsule,
340 mg, one capsule/day for the first week,
two capsules/day for the following two
weeks, up to up to 4 capsules/day for the last
six weeks).

Improves depressive symptoms compared
with placebo and produces antidepressant
effects which are comparable with sertraline
(50 mg). Fewer adverse effects were reported
for R rosea compared with sertraline
[164,165].

R. rosea extract (Vitano®, 200 mg twice a day
for 14 days).

Safe and well tolerated.

Reduces self-reported anxiety, stress, anger,
confusion and depression, and overall
improvement in mood [166]

R. rosea extract (one tablet, 154mg, combined
with saffron tablet 15 mg, twice a day for 6
weeks).

Excellent safety, no serious adverse effects.
Improvements in HARS scores and
depression symptoms reported by both
general practitioners and patients [167].

Antioxidants 2020, 9, 234; doi:10.3390/antiox9030234



Hericum erinaceus (Neurozen®)

Table 1. The behavioral and physiological effects of different Hericium erinaceus extracts in the studies of depression.

Types of Study Authors Material Studied ﬁg:gnf Dose and Dosage Research Model Behavioural Effects Physiological Effects/Mechanism
Amvycenone®, 50, 100, or 200 * mg'k
H. ;r';mfmg . amy cenone {Am},ghfn@ Male E?ELLI;IS—N M - . Attenuate a rise in the serum TINF-x level induced
Yaoetal,2015[33] fruiting body extract etled 3900, sdrainistond G0 s (HES Inouced nti-inflammatory and by LPS
(0.5% Heniiencnes s extraction prior to 0.5 mg/kg LPS T.n.ﬂ.lmmﬂt_n:rn model antidepressant-like effects Increase the serum IL-10 level induced by LPS
6% amyloban) injection; PO, ot depression)
. - 1 o  Increase PCNA+, Ki67, BrdU+ cells.
Pre-clinical Ryu et al., 2017 [32] H. erinaceus Ethanolic extract 11i;51:ﬂ F%gg daily for Male C57BL/6 mus musculus ﬂﬁnr;t:nd;]; t:isf?::t :ﬂcf and s T
50 (10/group) male ICR mus . %m:lu::e EE_NEEIEEJP_ISKDH:HGSK—BE pathways.
: Erinacine A enriched ! 100, 200 %, and 400 * mg/kg  musculus (14 days restraint ; g 9 nhibit kb signalling
Chiu et al., 2018 [31] H. erinaceus mycelium Ethanolic extract daily for 4 weeks; PO. O YO T Antidepressant-likeeffects | Roduced 11-6 and TNE-a levels
of depression) » Increase 5-HT, DA, NE levels
500 * mg powdered fruiting
; body of H. erinaceus :
Nagano et al., 2010 [77] H fTF'I‘ICLME Water extract (Aso Biotech Inc) per cookie, 30 female participants ﬁlievmt:e sjrmpl:nms: of . N.A.
fruiting body f coakiien daily foe depression and anxiety
4 weeks; PO.
Am ycenﬂm@, " A B
H. evinaceus T gt (Amyloban™ 2
Inanaga, 2014 [75] R T Patented 3399) 6 tablets, divided into ¥ ats it Improve neurccognitive ” MN.A
e (0.5% i'iﬁceiﬂrfs exiraction 2 or 3 doses fday for F impairment
and 6% amyloban) & months; PO.
Clinical m =
s sk 1950 mgjtablet (Amyloban® i
(Okamura et al., 2015 [79] fm?t:::ﬂrhﬂfd extract Prlinted 3359) 6 tablets, di?riaed into 8 female healthy iﬁiiﬁﬁlﬁ » Increase salivary levels of free- MHPG
* (0.5% EE e extraction 2 or 3 doses /day for participants AIII:v' e :
o - ke 0 e
H. erinaceus A a— {lﬁ Bmﬁge?;:n:asps: ::E = 62 females and 15 males Alleviate symptoms of » Increase circulating pro-BDNF level without any
Vigna et al,, 2019 [20] (80% mycelia and thanchicextiact: 3 R les/day f it overweight or obese depression and anxiety significant change in BDNF circulating level
20% fruiting body) SN me, | ol e participants Alleviate sleep disorders

Indicator: * Dose of H. erinacens with significant antidepressant-like effects.



Hericum erinaceus
(Neurozen®)

Possiveis mecanismos de Acao anti-depressiva do
Hericum erinaceus (Neurozen ®)

H. erinaceus parece melhorar o transtorno
depressivo por meio da modulacao
monoamineérgica, neurogénica/neurotropica, e anti-
inflamatorias.

neurotrophic effects

« Activation of

« Inhibit NF-«B signaling

Neurogenic/ Monoaminergic Inflammatory
effects effects

inflamm atory
effects

' IL-10
TNF-a

Cell proliferation

5-HT E
Neuronal NE I IL-6
differentiation TNF-a

DA

Cell survival
BDNF expression

Depressive-like behavior

. Anhedonia
. Behavioural despair

\ J
Chronic administration Acute administration
of H. erinaceus of H. erinaceus

Neurogenic/ Monoaminergic Anti-inflammatory Anti-inflammatory

neurotrophin pathways modulation effects effects

5-HT l IL-6 2 1L-10
NE TNF-a ¥ TNF-a

DA

BONF/TrkB/PIBK/AKUVGSK-
3 pathways

NGF synthesis
Pro-BODNF/BDNF level

Hippocampal neurogenesis

Int. J. Mol. Sci. 2020, 21(1), 163; https://doi.org/10.3390/ijims21010163



Hericum erinaceus (Neurozen®)

Hericium erinaceus (Neurozen®)

(35% polissacarideos e 0,55% de triterpenos)
Basidiomiceto - Juba de leao

: Aumentam NGF

(erinacinas e ericenomas) (Fator de Crescimento Neuronal)
Fruiting
[ body
Y Induzdiferenciacdo neural
L Mycelium | * "+ Reduzneurodegeneragio
. Atua em neuronios

colinérgicos do SNC

Estimula a regeneracaode neurdnios

Figure 1: Fruiting body and mycelium of H. erinaceus.

Biomedical Research 32 (1) 67-72, 2011



Hericum erinaceus (Neurozen®)

Ischemic stroke

£

Cell death

0\

T

Cerebral damage | |----------

-

Oxidative stress | F==~====--

Parkinson’s

-l Motor deficits

Decreased tyrosine hydroxylase content

Dopaminergic neuron loss l-t

0

Hindawi

Behavioural Neurology

Volume 2018, Article ID 5802634, 10 pages
https://doLorg/10.1155/2018/5502634

Primary alterations

N— oo {| ER stress Oxidative stress
Excitotoxicity ' —
* e
Focal cerebral hypoperfusion FL. sidnicaiia MPTP/MPP” :
myceliaenriched @ S e S
with erinacines
byl i s i g e et gy oy Py ] I e e T e I
I ! | | I | I
| I | I | I i
I | J | | | I
L — l = :
‘ : . Increased AICD Decreased neurogenesis ‘
Altered APP processing : : l :
~ A : | E
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Decreased IDE { )I e . P Neuroinflammation Deficits on activity of daily living
5 = 1
Ap deposition
Decreased mNGF/proNGF I‘ Increased neurodegeneration

Secondary alterations Final alterations

Alzheimer's



Hericum erinaceus (Neurozen®)

PHYTOTHERAPY RESEARCH

Phytother. Res. 23, 367-372 (2009)

Published online 10 October 2008 in Wiley InterScience
(www.interscicnce.wiley.com) DOI: 10.1002/ptr.2634

Improving Effects of the Mushroom
Yamabushitake (Hericium erinaceus) on
Mild Cognitive Impairment: A Double-blind
Placebo-controlled Clinical Trial

Estudo cll’nico dupIO-CegO Table 1. Composition of the test foods 30
HomenS e mUIhereS 50 o 80 anos Component Yamabushitake (%) Placebo (%) = Yamabushitake _—
‘ ' r : , : amabushitake powder 28 A Praceha
com diagnostico de perda da capacidade Comataren o 00 2.0 % - j:l
ngn Lactose 0.0 70.0 E
cognitiva Caramel 0.0 2.0 26 . \l
J Silicon dioxide 1.6 4.0 % " :| i i ]#
Fat 2.4 4.0 E 24 — T
- Ingestao da espécie de Neurozen® por Z T,_T_’—T’T:’,T
16 semanas ou de placebo 22

Table 2. Nutrient composition of the test foods

. _ . o ] Component Yamabushitake Placebo 20
> Avaliagao da capac:dalde’vcogn/tlva feita creroy (kcal 000 - - 0 s 12 16 +4
por auto-avaliagao. Carbonvarat (91000 iy o R —
Fat (g/100 g) 4.4 1.9

_ Figure 1. Score of the cognitive function scale. * p < 0.05, ***
Sodium {mg/100 g) 0.9 34.8 p < 0.001 vs week 0. 111 p < 0.001 vs week 16. #, ##, ### p <
0.05, 0.01, 0.001 Yamabushitake vs placebo at the same time.




Coenzima Q10
(Ubigsome Phytosome)

H.CO J_F‘,,-/"J\/EHH

ubiguinol

(CoQiaHz)

Figure 1.

ubisemiquinone
(CoQiaH=)

CH;
=~ %
o
10
CHy
ubiguinone
(CoQ1a)

The three axidative states of Co(), ; the fully reduced ubiquinol form (CoQ, H.), the radical
semiguinone intermediate (CoQ,_H), and the fully oxidized ubiquinone form (Co(Q, ).

? frontiers
in Physiology
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published: 05 February 2018
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Coenzyme Q10 Supplementation in

Aging and Disease

Juan D. Hernandez-Camacho . Michel Bernier?, Guillermo Lopez-Lluch® and

Placido Navas ™

‘ardiovascular
disease
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syndrome and
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protection

FIGURE 2 | Effects of Collyg in human diseases. The positive effect of Collyp has been already demonstrated in mitochondrial syndromes associated with Collyg

deficiency, inflammation, and cardiovascular diseases as well as in the delay of some age-related processes. Dashed lines depict other positive ith
regard to lkedney disease, fertility, metabolic syndrome, diabetes, and neurodegenerative diseases. However, more research is needed to vab
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https://dol.org/10.1007/s00210-021-02161-8

Coenzyme Q10 a mitochondrial restorer for various brain disorders

OO XOOOL

8

o
Table 1 Pﬁtfrchundrial - Disease Mitochondrial complex abnormalities Reference
dysfunction in other brain
disorders Autism spectrum disorder Complex I, complex IV, complex V (89-94)

e Miladelded proteims Rﬁﬂm... ,.,..,._m;"# Epilepsy Complex I, complex II1, complex IV, complex V (95-100)
Multiple sclerosis Complex IV (101, 102)
l Depression Complex L, complex I1. complex II1 (103106
Bipolar disorder Complex . complex IV (103, 107-109)

Mitochondrial
alys N e thon

Imervased i O, AIF

Ca®* altered
calcium
homeostasiy = Apoplosis
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Coenzyme Q10 as a treatment for fatigue and
depression in multiple sclerosis patients: A double
blind randomized clinical trial

Table 3 FSS and BDI at baseline and endpoint of study

CoQ10 group (n=22)

Placebo group(n = 23)

&R,

45 pacientes com Esclerose Multipla

Grupo CoQ10 (n= 22) 2 Ingestao da
espécie de CoQ10 — 500 mg/dia -3 meses

Grupo Placebo (n= 23) por 16 semanas ou
de placebo

Avaliagcao por Scores:
FSS: Severidade da Fadiga
BDI: questionario sobre sinftomas da depressao

» Baseline Endpoint Change P* Baseline Endpoint Change P* pt
randomizado, placebo
FSS 43.1 =10 33126 —10.09 0.001 415156 45+ 13.6 3.4 0.01 0.001
BDI 143 +£82 1027 £7.4 —4.09 0.001 17.8 £ 122 204114 2.5 0.01 0.001

FSS: fatigue severity scale; BDI: Beck depression inventory.

Values are means = SD.

*Indicates within-group differences (paired-sample ttest).

fIndicates time-by-treatment interaction differences (repeated measure ANOVA).

Conclusion

Overall, CoQ10 supplementation (500 mg/day) can
improve depression and fatigue 1 multiple sclerosis
patients. The antioxidant and anti-inflammation
activity may be considered as one ol the main
factors responsible for the anti-fatigue and anti-
depression effects of CoQ10. Larger and long-term
follow-up studies would be necessary to confirm pro-
tecive ellects of CoQIl0 agamnst fatigue and
depression.
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Coenzima Q10
(Ubigsome Phytosome)

Coenzima Q10 - Ubiquinona

Substancia Lipossoluvel

Dificil solubilidade

Encontrado nas mitocondrias — essencial a
producao de ATP

Inovacao tecnologica: incorporada a tecnologia
oo I _on Phytosome para aumentar a biodisponibilidade

Intermembrane space

4H*

. FAD H;. FAD + 3 Hzﬂ

ATP synthase

!

Mitochondrial matrix ATP + Pi ATP



Coenzima Q10
(Ubigsome Phytosome)

Coenzima Q10 — Ubiquinona

Maior solubilidade no fluido gastrico e intestinal (estudo in vitro)

Maior concentracao plasmatica (estudo in vivo)

Table 1. Solubility studies in different simulated fluids.

Send Orders for Reprints to reprints@benthamscience.net 7;9
Curreni Drug Delivery, 2019, 16, T39-767

RESEARCH ARTICLE

e

@ A New Food-Grade Coenzyme Q10 Formulation Improves Bioavailability: o
Single and Repeated Pharmacokinetic Studies in Healthy Volunteers -

Giovanna Petrangolini', Massimo Ronchi'. Elisabetta Frattini', Eric De Combarieu’, Pietro Allegrini' and
Antonella Riva"

o '.
E 0.65 !
) F
= ]
= |
S 0.60 ! — |
E —N
= :
S 0.55 I
. ek T
& *
=
e
E_:E 0.50 £ E
= |
- :
S 045 —— . .
0 4 B 12 16 20 24 28 32 36 40 44 48

Time (hours)

CoQ10 (mg/ml)
6. 00
Material FaSSIF® FeSSIF" FaSSGF*
pH 6.5 pH 5.0 pH 1.6 . 0 T
E
CoQ10 0.012 0.023 <LOD*? sn 4.00
*
Physical mixture® 0.022 0.038 LOD? = 3,00
CoQ10 phytosome 0.170 0.061 0.020 o T
= 2.00
Solubility data 1 several simulated fluids; -1
*FaSSIF: fasted state simulated intestinal fluid;
* FeSSIF: fed state simulated intestinal fluid: 1.00
“FaSSGF: fasted state simulated gastric fluid.
*LOD: Limit Of Detection 0.00 -

® the physical mixture had the same quali-gquantitative composition of CoQ10 phytosome.

CoQ10 CoQ10 phytosome



Como prescrever?

Melatonina Vegetal (Herbatonin®)
Extrato seco de Oryza sativa, Medicago sativa e

Chlorella vulgaris

- Doses: Minimo 30 mg/dia adulto
Maximo: 100 mg/dia adulto

Rhodiola rosea
Extrato padronizado 3% de Salidroside
Doses: 200 a 600 mg ao dia

Bacopa monnieri
Extrato padronizado em 30% de Basicosideos
Doses: 250 mg, 2x ao dia

Manjericao- santo Tulsi (Ocimum tenuiflorum)
OciBest®
- Dose: 300 mg, duas a quatro vezes ao dia

Hericium erinaceus (Neurozen®)

Extrato seco padronizado em 35% polissacarideos e
0,55% de triterpenos

- Dose: 250 mg, 2 x ao dia

Whitania somnifera (Ashwagandha)
(Extrato padronizado a 3% de withanolideos
Doses: 80 mg trés vezes ao dia

Scutellaria lateriflora L. (Ansiless ®)
Extrato seco padronizado em 5% escutelarina
- Dose: 250 mg, 2 x ao dia

CoQ10 (Ubigsome Phytosome®)
100 mg, 1 x ao dia
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Consideracoes finais

W0 we A fitoterapia nos transtornos de ordem leve ou moderada pode ser a primeira escolha de
@ iﬁ@ tratamento para os pacientes:
&

5

- tem mecanismo e efeito similar aos medicamentos convencionais
- com menos efeitos colaterais e menor custo

E importante se atentar a alimentacéo do paciente:
- anti-inflamatoria (normo ou hipocaldrica, baixo em agucares, carboidratos refinados e

gorduras saturadas)
- Saude Intestinal: promover uma microbiota saudavel para melhor absorcao e reducao

do leaky-gut
- Atencao aos niveis de vitaminas do complexo B, principalmente B6, 9 e 12, D,

Magnésio e EPA e DHA.
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