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Introducao sobre USP



Missao da USP

‘r‘hora a saude global

através de padroes
lilg0s e programas
relacionados que ajudam
a assegurar a qualidade,
seguranca e beneficios
de medicamentos e
alimentos.




years building quality
foundations for a
healthier world



USP hoje: Avancando na visao de nosso fundador

A Fundada em 1820, sem
fins lucrativos,
privada, independente
e auto-financiada;

A Focada em normas de
gualidade para
melhorar a saude
publica global;

A 1.200+ colaboradores
ao redor do mundo;

A Escritorio central em
Rockville, EUA;

A Laboratorios
colaborativos nos
EUA, india, China,
Brasil e Gana;

A Escritorios na Suica,
Etiopia, Indonésia,
Filipinas e Nigéria;

A

A Trabalha em conjunto

com mais de 900
voluntarios da
Indlstria, academia,
governo que auxiliam
na protecao da saude
publica;

Internacionalmente
reconhecida e com
trabalhos globais.

© 2017 USP



USP trabalha globalmente

USP-SINGAPORE ®
Escritorios e laboratérios da USP Singapore
USP-PAKISTAN
USP-GHANA Islamabad USP-CHINA
Accra Shanghai
ESC”tO”OS da USP USP-ETHIOPIA USP-INDIA
USP-NIGERIA Addis Ababa Hyderabad USP-INDONESIA
USP-US Lagos NELEUE]
Rockville, MD
Frederick, MD
Washington, DC USP-
SWITZERLAND

Basel
S :-’b,? -y~

Sl SRL L iy et

USP-BRAZIL
Sao Paulo




Governanca e Conselho Consultivo

e’

CONVENTION

USP Convention Members

Board of Trustees
& Board
Committees

USP Staff

Bodies
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Presenca global do staff da USP

1200+ Staft

/0"

6%

E-Based China-Based
| 15¢
Brazil-Based India-Based

%
0
5 Other global sites: Ethiopia, Europe, Ghana, Indonesia, Nigeria, Singapore

Laboratory/Science

Administration

Global Information Services
Development, Mrkt & Program Ops
Global Public Health

External Affairs
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Voluntarios da USP

25"
—  Non-U.S.Based

981 Scientific Experts-
Volunteers and
Government Liaisons

Q51

B 428 Expert Committee Members Scientific Experts

B 362 Expert Panels-Only Members

' 191 Government Liaisons

S~ 26%
Practitioner and
Government
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Healthcare Quality
Standards
Collaborative Group

Chemical Medicines
Monographs
Collaborative Group

Voluntarios fazem acontecer na USP

Comités de Especialistas e Grupos Colaborativos

Biologics
Collaborative Group

Nomenclature
& Labeling

Stephanie Y. Crawford

Compounding
GiGi S. Davidson

Healthcare
Quality and Safety

Dennis E. Doherty

Excipient
Monographs
Collaborative Group

Bio 1-
Peptides
Michael R. De Felippis

Bio 2-
Proteins
Michael G. Mulkerrin

Chemical Chemical
Medicines Medicines
Monographs1| /Monographs 4
Richard A. Blessing Kim C. Huynh-Ba
Chemical Chemical
Medicines Medicines
Monographs 2| Monographs 5
Ernest Parente Amy J. Karren
Chemical Chemical
Medicines Medicines
Monographs 3| |Monographs 6
Bemard A. Olsen Reinhard Walter

Bio 3~
Complex
Biologics

Edward K. Chess

Bio 4-
Antibiotics
Pascal Anger

GC
Biological
Analysis
Wesley E. Workman

Excipient
Monographs 1

Eric Jon Munson

Excipient
Monographs 2
Mary C. Houck

Di lemen
o sueeiemer| || Gonersichaptas
Foods Collaborative
: Group
Collaborative Group
Non-botanical Chemical Physical
Dietary Supplements Analysis Analysis
Dennis K.J. Gorecki Nancy Lewen Xiaorong He
Botanical
Dietary Supplements Statistics Microbiology
& Herbal Medicines Robert R. Singer David Hussong
Robin J. Marles
Food Dosage Packaging &
Ingredients Forms Distribution
Jonathan W. DeVries James E. De Muth Mary G. Foster

CAL2438 CoE Updite _wide 2019-0




Definindo qualidade para...
Aﬁk

/D
Produtos ‘ Ingredients de ‘ g)] Qualidade em ‘
Earmacauticos alimentos Al T3 servicos de saide
Suplementos AIi_menta}re_s e - Saude puablica global ‘
Medicamentos Fitoterapicos
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...atraves de padroes...

» Padroes documentais (Mais de 500
monografias para suplementos alimentares)

— USP-NF - para medicamentos, excipientes e
suplementos alimentares

— DSC - Suplementos alimentares

— Herbal Medicines Compendium — Produtos
naturais

— FCC - Ingredientes alimenticios

» Padroes de referéncia - material
— >3.800 Padrdes de Referéncia USP

— >330 itens especificamente para Suplementos
Alimentares disponiveis em catalogo




... N0SS0S programas e servicos relacionados !

-
» Impurities for development (IfD)

— Identificacao, isolamento, sintese de impurezas para
medicamentos em desenvolvimento

Impurities for
development
- Identification
« Isolation
« Synthesis

pusN

» USP Education (https://www.uspbrasil.com.br/cursos/)

— ~6,000 participantes/ano; >100 cursos . R———

» Programa de Verificacao
— USP Verified Mark em >400 milhoes frascos

» Global Public Health (GPH)

— Programa Promoting Quality of Medicines (PQM): USAID
financiou atividades em paises de baixa e média renda para
garantir a qualidade e aumentar o acesso de medicamentos

considerados prioritarios.
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https://www.uspbrasil.com.br/cursos/

Suplementos Alimentares na USP



Processo de Desenvolvimento de Monografias

A

e

Stakeholders

Academia

Autoridades Reguladoras

Industria

A -

Inicio do desenvolvimento de monografia*

Revisao técnica

Q00 Draft da monografia e revisao pelo Comité de
000 Especialistas

Proposta da Monografia

*Food Chemical Codex Forum (FCCF) ou Pharmacopeial Forum (PF) para comentarios publicos

Monografia aprovada
*Pelo Comité de Especialistas e publicado no FCC ou no USP-NF

Requisicéo de Reviséo

srequisicao de revisdo pode ser iniciada pela USP ou stakeholders para qualquer das monografias
publicadas no FCC ou USP-NFA

v

A

\
©-201
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Processo de Desenvolvimento de Monografias

Aparente Eficacia Presenca Compendial

Selecao de Ingrediente para
: . Viabilidade
Desenvolvimento de Monografia

Historico de Uso
Dados Farmacologicos e ¢S INeinErues o Status Regulatoério
L Seguranca 2

Extensé&o de Uso Monografia Oficial
Contemporano

Avaliacdo de Seguranca pelo
Comité de Especialistas

Desenvolvimento da ‘

Monografia pelo Comité de -
Especialistas Classe
EVENTOS ACVErsos BT L e T — ————————— S —— SR




Esforco Coordenado: Monografias e Padroes de Referéncia

h
™
k ‘:

Developing Reference Standards

Technical EPE a Peer & Expert ConaneTate Tostne
Public Health Data & Review Evaluation Committee Review Collaborative testing is generally conducted in at least three labs, which
H includes Reference Standards Laboratories . This team is part of Global
N e?q M aterla IS LEL:O?E[O'Ry Opergti:;s(ng). Sl LA
I de n t | fl ed Acq ul Slt ion a Test P rotoc ol USP also has collaborative testing labs in India, Brazil, China, and Ghana
Development

Review of . - ;
Evaluation Package c Data Evaluation c Collaborative Testing f

i
m

Review & Update G 90-Day Public G

Monograph Comment Period Prepare to Publish

Balloting a Publication

Socializing

. the Standards
Getting the Reference

Standard to our Customers Public Health Impact

A
. Reference Standard Track

Balloting
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CILLEIRYECH el Select Country ¥ Careers Store Help FAQs USPenEspafiol ContactUs Login v

S IR el

Our Impact ~ Products & Services ~ Events & Training ~ Get Involved ~

Partner | Volunteer Provide Input

New or Revised Standards How to Become a Volunteer Comment on Proposed Standards
Reference Standards View Volunteer Opportunities Review Work Plans
Compounding Monographs Observe a Committee Meeting

| @mission Guidelines Stakeholder Forums

Donor Recognition

Acesse: Www.uUsp.org
Get Involved

Submission guidelines


http://www.usp.org/

#. Submission Guidelines | USP X +
& - C (@ Naoseguro | www.usp.org/get-involved/donate/submission-guidelines B W Q 89 G
! Apps [J Aplicabilidade Conv.. ¥4 @ Ourlmpact|Spotii.. () Webex Enterprise Si.. & tradutor - Pesquisa...
» Dietary Supplements, Herbal Medicines, and Food Ingredient Guidelines
o Boteanical Dietary Supplements: Botanical drugs, botanical dietary supplements, and herbal medicine ingredients

a o Non-Botanical Dietary Supplements: Vitamins, minerals, amino acids, and specialty ingredients (e.g., chondroitin, creatine, probiotics)

o Admission of Dietary Supplement Ingredients to the USP-NF Monograph Development Process: Criteria used to determine whether a
dietary ingredient qualifies for admission to the USP-NF process for quality monograph development

o Food Ingredients monographs and other revisions to FCC: Foods, food additives, food colors, processing aids (e.g., enzymes), and
functional ingredients that affect the human body. Also, view FCC submission checklist.

AL - W K

c=u
-

o Guideline for Assigning Titles to USP Dietary Supplement Monographs:This Guideline streamlines the naming of DS monograph articles in
the USP-NF and in the DSC. It provides a written systematic approach to developing monograph titles for dietary ingredients and dietary
supplement dosage forms newly admitted to USP. In order to minimize the potential for confusion and controversy, the nomenclature
approach is informed by the practices of the dietary supplement industry and the labeling requirements of applicable federal regulations.

Acesse: WWWwW.UsSp.org
Get Involved

Submission guidelines


http://www.usp.org/

Guia para a Admissao de Ingredientes Suplementares Alimentares ao
Processo de Desenvolvimento de Monografia USP — NF Aﬁ
L
b

» O objetivo do Guia é estabelecer os critérios que a USP usa para determinar se um
iIngrediente se qualifica ou ndo para admissao no processo para o desenvolvimento de
uma monografia de qualidade

» Admissao no processo de desenvolvimento de monografias nao garante inclusao na
United States Pharmacopeia and National Formulary (USP—-NF). A aprovacao
subsequente da monografia para incluséao no USP — NF é determinado pelo processo
de votacao da USP.

» O Guia estabelece um sistema Classe A e B que categoriza os ingredientes de
suplementos alimentares de acordo com seu nivel de seguranca e descreve 0
processo pelo qual os ingredientes sao classificados.

https://www.usp.org/sites/default/files/usp/document/get-involved/submission-guidelines/quideline-for-
the-admission-of-dietary-supplement-ingredients.pdf 21
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https://www.usp.org/sites/default/files/usp/document/get-involved/submission-guidelines/guideline-for-the-admission-of-dietary-supplement-ingredients.pdf

Selecao e Priorizacao de Ingredientes de Suplementos

Alimentares Aﬁ
.

» A selecao inicial e a priorizacao de ingredientes de suplementos alimentares para
admissao no processo de desenvolvimento de monografias do USP-NF sao baseadas
em varias consideracoes, incluindo, entre outras, as seguintes:

1. Extensao de uso, com base nas vendas no mercado ou outros fatores
2. Uso historico

3. Conhecimento de composicao quimica

4. Existéncia de outros padroes farmacopeicos

5. Evidéncia de beneficio

6. Interesse de um orgao governamental

7. Potenciais riscos para a saude associados ao seu uso

22
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Classe A: Admitido no processo de
desenvolvimento de monografias do USP-NF

» Ingredientes para os quais a evidéncia disponivel
nao indica um risco grave para a saude * ou outro
problema de saude publica que impeca o
desenvolvimento de uma monografia USP-NF e
gue possa ser aprovado para inclusdo nos
compéndios.

Processo de Desenvolvimento de Monografia USP — NF
AﬁkM

Classe

° Classe B: Nao admitido no processo de
desenvolvimento de monografias

» Ingredientes para os quais a evidéncia disponivel
indica um risco grave para a saude* ou outras
preocupacdes em saude publica que impedem o
desenvolvimento de monografia.

» * Risco grave para a saude:

(A) resultar em: (i) morte; (ii) risco de vida; (i)
iInternacao hospitalar; (iv) uma persistente
deficiéncia ou incapacidade significativa; ou (v) uma
anomalia congénita ou defeito congénito; ou

(B) exigir, com base em julgamento médico
razoavel, uma intervencdo médica ou cirdrgica para
impedir um desfecho descrito no subparagrafo (A).

23
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O gue submeter?

1)

2)
3)
4)

°)

Documentacao de status
regulatorio

Conteudo da Monografia
Validacao do Método
Dados de suporte

Resumo dos dados técnicos




O gue submeter?

1)

2)
3)
4)

°)

Documentacao de status
regulatorio

Conteudo da Monografia
Validacao do Método
Dados de suporte

Resumo dos dados técnicos




Documentacao de status regulatorio
Aﬁk

Status Regulatoério

» Como exemplo foi utilizado o sistema
regulatorio dos EUA?

v'Aditivo alimentar
v'Aditivo corante

v'Substancia geralmente reconhecida
como seqgura (GRAS)

v'Sancao Priorizada

» Outros paises / internacionais

Documentacao Regulatoria

» N&o é obrigatdrio, mas auxilia na analise

» EUA:

v'Pacote de notificacdo GRAS enviado
e resposta da FDA

v'Documentacao do Self GRAS

» Outros paises:

v'Pacote enviado para avaliacéo e
resposta regulatoria

26
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O gue submeter?

1)

2)
3)
4)

°)

Documentacao de status
regulatorio

Conteudo da Monografia
Validacao do Método
Dados de suporte

Resumo dos dados técnicos




Conteudo da Monografia - Titulo

Maltodextrin

DESCRIPTION

Al (7S Lo L

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:

Maltodextrins produced from high-amylose

Maltodextrin

IDENTIFICATION
* PROCEDURE
Sample solution: 100 mg/mL
Analysis: Add a few drops of Sample solution to 5
mL of hot alkaline cupric tartrate TS.
Acceptance criterion: A red precipitate of cuprous
oxide forms.

ASSAY
* REDUCING SUGARS AssAY, Appendix X
Acceptance criterion: Less than 20.0% reducing
sugar content (dextrose equivalent) expressed as D-
glucose

IMPURITIES
Inorganic Impurities
e LEAD, Lead Limit Test, Atomic Absorption Spectrophoto-
metric Graphite Furnace Methods, Method I, Appendix
1B
Sample: 5g
Acceptance criterion: NMT 0.5 mg/kg
e SULFUR DIOXIDE, Sulfur Dioxide Determination, Appendix
X
Acceptance criterion: NMT 0.0025%
Organic Impurities
e PROTEIN (TOTAL), Nitrogen Determination, Appendix IIIC
Analysis: Determine the percent nitrogen as di-
rected. Calculate the percent protein using the
equation:

% Protein = N x 6.25

with water [NOTE: Heat the solution slightly, if nec-
essary, to complete dissolution.]

Analysis: Determine the refractive index of the
Sample solution at 20° or 45°, and refer to the ta-
bles under Total Solids, Maltodextrin, Appendix X to
determine the Total Solids for the Sample solution.
Calculate the Total Solids of the sample taken by
the formula:

(TS x Wi/ Ws)

TS = Percent Total Solids in the Sample solution, de-
termined in the Analysis
W; = Total weight (g) of the prepared Sample
solution
W;s = Weight of the sample (g) taken to prepare the
Sample solution

Liquids:

Analysis: Determine the refractive index of a sam-
ple at 20° or 45°, and refer to the tables in Total
Solids, Maltodextrin, Appendix X.

Acceptance criterion:
Powders and granules: NLT 90.0%
Liquids: NLT 50.0%

OTHER REQUIREMENTS
e LABELING Indicate the presence of sulfur dioxide if the
residual concentration is greater than 10 mg/kg.

A

» Nome / titulo

» Harmonizacao com o JECFA

» Nao-proprietario

» Deve ser uma descricao cientifica
precisa do material

» Nome atribuido por uma autoridade
reguladora

» Nome comum - nome usado para
item de comeércio

28
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Conteudo da Monografia— Dados quimicos
AG:AM

Acesulfame Potassium IMPURI:I'IE.S

» Carater informativo
. Inorganic Impurities
[4 Acesulfame K » FLUORIDE, Fluoride Limit Test, Method Il Appen iz 1B
} a OS u I m ICOS &-bAethyl-1, 2, 3-cxathiazine<({3H)-one-2,2 Dicxide Fotassium Sample: 49
Salt Acceptance criterion: MNMMT 3 magfkg

« LEAD, Lead Limit Test, Appendix= IIE
. Sample solution: 2 g in 20 mL of water
e Control: Zpg Fb (2 mL of Diuted Standard Lead

v Nome quimico Cf-.
Acesulfame K

v SinAni
Sinonimos g-tethyl-1,2 3-oxathiazine<4({3H)-one-2,2 Dicxide Potassium
v' Estrutura molecular, formulas Salt

guimicas e massas moleculares
v CAS ”---F"«.-*L
v INS T
v FEMA CaHaKMNOS Formula wt 201.24
v UNII

IM5: 950 CAS: [55589-62-3]

29
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Conteudo da Monografia - Descricao

» Carater informativo
» Caracteristicas fisicas
v Cor
v Estado fisico / forma
» Origem

» IndicacOes aproximadas de solubilidade, pH,
ponto de fusao, entre outros

» Presenca de substancias adicionadas:
antioxidantes, agentes anti-aglomerantes

v' FCC prevé a presenca de tais
substancias

v Restricdes: misturas proprietarias

» Informacao nao proprietaria do método de
fabricacao

A

Maltodextrin

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear
to hazy solution in water. It is a purified, concentrated,
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.

Function Anticaking and free-flowing agent; bulking

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:
Maltodextrins produced from high-amylose
starches: NMT 1.0%
All other types of maltodextrins: NMT 0.5%

SPECIFIC TESTS

* RESIDUE ON IGNITION (SULFATED AsH), Appendix IIC
Sample: 1g
Acceptance criterion: NMT 0.5%

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear |.
to hazy solution in water. It is a purified, concentrated, |
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.

ec-

Inorganic Impurrties
e LEAD, Lead Limit Test, Atomic Absorption Spectrophoto-
metric Graphite Furnace Methods, Method I, Appendix
1B
Sample: 5g
Acceptance criterion: NMT 0.5 mg/kg
e SULFUR DIOXIDE, Sulfur Dioxide Determination, Appendix
X
Acceptance criterion: NMT 0.0025%
Organic Impurities
e PROTEIN (TOTAL), Nitrogen Determination, Appendix IIIC
Analysis: Determine the percent nitrogen as di-
rected. Calculate the percent protein using the
equation:

% Protein = N x 6.25

TV = VVETONIC O UIe sarnpre (g7 tarer o prepare the
Sample solution
Liquids:

Analysis: Determine the refractive index of a sam-
ple at 20° or 45°, and refer to the tables in Total
Solids, Maltodextrin, Appendix X.

Acceptance criterion:
Powders and granules: NLT 90.0%
Liquids: NLT 50.0%

OTHER REQUIREMENTS
e LABELING Indicate the presence of sulfur dioxide if the
residual concentration is greater than 10 mg/kg.

30
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Conteudo da Monografia - Funcao

Maltodextrin

DESCRIPTION
Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear
to hazy solution in water. It is a purified, concentrated,
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.
Function Anticaking and free-flowing agent; bulking
agent; stabilizer and thickener; surface-finishing agent
Packaging and Storage Keep dry, and store at ambi-
oot temneratures

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:
Maltodextrins produced from high-amylose
starches: NMT 1.0%
All other types of maltodextrins: NMT 0.5%

SPECIFIC TESTS

e RESIDUE ON IGNITION (SULFATED AsH), Appendix IIC
Sample: 1g
Acceptance criterion: NMT 0.5%

e TOTAL SoLibs, Appendix X
Powders and granules:

Function Anticaking and free-flowing agent; bulking
agent; stabilizer and thickener; surface- flnlshlng agent

Acceptance criterion: A red precipitate of cuprous
oxide forms.

ASSAY
* REDUCING SUGARS AssAY, Appendix X
Acceptance criterion: Less than 20.0% reducing
sugar content (dextrose equivalent) expressed as D-
glucose

IMPURITIES
Inorganic Impurities
e LEAD, Lead Limit Test, Atomic Absorption Spectrophoto-
metric Graphite Furnace Methods, Method I, Appendix
B
Sample: 5g
Acceptance criterion: NMT 0.5 mg/kg
e SULFUR DIOXIDE, Sulfur Dioxide Determination, Appendix
X
Acceptance criterion: NMT 0.0025%
Organic Impurities
e PROTEIN (TOTAL), Nitrogen Determination, Appendix IIC
Analysis: Determine the percent nitrogen as di-
rected. Calculate the percent protein using the
equation:

% Protein = N x 6.25

ton.
Calculate the Total Sol:ds of the sample taken by
the formula:

(TS x Wi/ Ws)

TS = Percent Total Solids in the Sample solution, de-
termined in the Analysis
W = Total weight (g) of the prepared Sample
solution
Ws = Weight of the sample (g) taken to prepare the
Sample solution

Liquids:

Analysis: Determine the refractive index of a sam-
ple at 20° or 45°, and refer to the tables in Total
Solids, Maltodextrin, Appendix X.

Acceptance criterion:
Powders and granules: NLT 90.0%
Liquids: NLT 50.0%

OTHER REQUIREMENTS
e LABELING Indicate the presence of sulfur dioxide if the
residual concentration is greater than 10 mg/kg.

A

» Apenas informativo

» Propriedades tecnicas
principais no produto ou
processo de fabricacao

» Aplicacao principal
v' Exemplo: Fonte de...



— IDENTIEICATION

Packaging and Storage:

Conteudo da Monografia — Embalagem e Armazenamento

Maltodextrin

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear
to hazy solution in water. It is a purified, concentrated,
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.

Function Anticaking and free-flowing agent; bulking
agent; stabilizer and thickener; surface-finishing agent

Packaging and Storage Keep dry, and store at ambi-
ent temperatures.

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:
Maltodextrins produced from high-amylose
starches: NMT 1.0%
All other types of maltodextrins: NMT 0.5%

SPECIFIC TESTS
o RESIDUE ON IGNITION (SULFATED AsH), Appendix IIC
Sample: 1g
Acceptance criterion: NMT 0.5%
e TOTAL SoLips, Appendix X
Powders and granules:
Sample solution: 60 g of sample made to 100 g
with water [NOTE: Heat the solution slightly, if nec-

Store in well-closed containers in a cool, dry place.

mL of hot alkaline cupric tartrate TS.
Acceptance criterion: A red precipitate of cuprous
oxide forms.

ASSAY
* REDUCING SUGARS AssAY, Appendix X
Acceptance criterion: Less than 20.0% reducing
sugar content (dextrose equivalent) expressed as D-
glucose

IMPURITIES
Inorganic Impurities
e LEAD, Lead Limit Test, Atomic Absorption Spectrophoto-
metric Graphite Furnace Methods, Method I, Appendix
1B
Sample: 5g
Acceptance criterion: NMT 0.5 mg/kg
e SULFUR DIOXIDE, Sulfur Dioxide Determination, Appendix
X
Acceptance criterion: NMT 0.0025%
Organic Impurities
e PROTEIN (TOTAL), Nitrogen Determination, Appendix IIC
Analysis: Determine the percent nitrogen as di-
rected. Calculate the percent protein using the
equation:

% Protein = N x 6.25

bles under Total Solids, Maltodextrin, Appendix X to
determine the Total Solids for the Sample solution.
Calculate the Total Solids of the sample taken by
the formula:

(TS x Wi/ Ws)

TS = Percent Total Solids in the Sample solution, de-
termined in the Analysis
W = Total weight (g) of the prepared Sample
solution
Ws = Weight of the sample (g) taken to prepare the
Sample solution

Liquids:

Analysis: Determine the refractive index of a sam-
ple at 20° or 45°, and refer to the tables in Total
Solids, Maltodextrin, Appendix X.

Acceptance criterion:
Powders and granules: NLT 90.0%
Liquids: NLT 50.0%

OTHER REQUIREMENTS
e LABELING Indicate the presence of sulfur dioxide if the
residual concentration is greater than 10 mg/kg.

A

» Apenas informativo

» Identificar condicOes que possam
acelerar a degradacao do
material
— Exposicéao ao ar, temperatura

critica
— Reduzir o risco de contaminacao
— Mais Informacdes na secao
“General Provisions and
Requirements Applying to
Specifications, Tests, and Assays of
the Food Chemicals Codex”

32
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Conteudo da Monografia - Identificacao

Maltodextrin

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear
to hazy solution in water. It is a purified, concentrated,
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.

Function Anticaking and free-flowing agent; bulking
agent; stabilizer and thickener; surface-finishing agent

Packaging and Storage Keep dry, and store at ambi-

ent temperatures.

IDENTIFICATION
e PROCEDURE
Sample solution: 100 mg/mL
Analysis: Add a few drops of Sample solution to 5
mL of hot alkaline cupric tartrate TS.
Acceptance criterion: A red precipitate of cuprous
oxide forms.

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:
Maltodextrins produced from high-amylose
starches: NMT 1.0%
All other types of maltodextrins: NMT 0.5%

SPECIFIC TESTS

o RESIDUE ON IGNITION (SULFATED AsH), Appendix IIC
Sample: 1g
Acceptance criterion: NMT 0.5%

e ToTAL SoLibs, Appendix X
Powders and granules:

Sample solution: 60 g of sample made to 100 g
with water [NOTE: Heat the solution slightly, if nec-
essary, to complete dissolution.]

Analysis: Determine the refractive index of the
Sample solution at 20° or 45°, and refer to the ta-
bles under Total Solids, Maltodextrin, Appendix X to
determine the Total Solids for the Sample solution.
Calculate the Total Solids of the sample taken by
the formula:

IDENTIFICATION
e PROCEDURE

Sample solution: 100 mg/mL

Analysis: Add a few drops of Sample solution to 5
mL of hot alkaline cupric tartrate TS.

Acceptance criterion: A red precipitate of cuprous

oxide forms.

T Tected. Calcurate the percent protemn usmg e

equation:

% Protein = N x 6.25

» Objetivo: demonstrar a
iIdentidade do material

» Testes tipicos:

— Espectroscopia na regiao do
Infravermelho ou UV

— Titulacao
— Cromatografia
— Testes do Appendix A

A



Conteudo da Monografia - Teor

Maltodextrin

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear
to hazy solution in water. It is a purified, concentrated,
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.

Function Anticaking and free-flowing agent; bulking
agent; stabilizer and thickener; surface-finishing agent

Packaging and Storage Keep dry, and store at ambi-
ent temperatures.

IDENTIFICATION
e PROCEDURE
Sample solution: 100 mg/mL
Analysis: Add a few drops of Sample solution to 5
mL of hot alkaline cupric tartrate TS.
Acceptance criterion: A red precipitate of cuprous
oxide forms.

ASSAY
e REDUCING SUGARS AssAY, Appendix X
Acceptance criterion: Less than 20.0% reducing
sugar content (dextrose equivalent) expressed as D-
glucose

IMPURITIES

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:
Maltodextrins produced from high-amylose
starches: NMT 1.0%
All other types of maltodextrins: NMT 0.5%

SPECIFIC TESTS

o RESIDUE ON IGNITION (SULFATED AsH), Appendix IIC
Sample: 1g
Acceptance criterion: NMT 0.5%

e ToTAL SoLibs, Appendix X
Powders and granules:

Sample solution: 60 g of sample made to 100 g
with water [NOTE: Heat the solution slightly, if nec-
essary, to complete dissolution.]

Analysis: Determine the refractive index of the
Sample solution at 20° or 45°, and refer to the ta-
bles under Total Solids, Maltodextrin, Appendix X to
determine the Total Solids for the Sample solution.
Calculate the Total Solids of the sample taken by
the formula:

(TS x Wi/ Ws)

TS = Percent Total Solids in the Sample solution, de-
termined in the Analysis

W = Total weight (g) of the prepared Sample
solution

£

ASSAY

e REDUCING SUGARS AssAY, Appendix X

Acceptance criterion:
sugar content (dextrose equivalent) expressed as D-

glucose

Less than 20.0% reducing

% Protein = N x 6.25

A

» Objetivo: quantificar os
componentes funcionais
principais do material

Testes tipicos
— HPLC
- CG



Conteudo da Monografia — Impurezas organicas € inorganicas

A

Maltodextrin gzspfrrilﬁgggietr:otgoegrotein conversion factor
DESCRIPTION Au':\fe!)‘ta.r.lce‘ c_riteriorl: . L e
IMPURITIES - » Objetivo: limitar os potenciais
Inorganic Impurities hic : , : - .
e LEAD, Lead Limit Test, Atomic Absorption Spectrophoto- contaminantes em nivels aceltavels
metric Graphite Furnace Methods, Method I, Appendix
ffss pelas cGMP
Sample: 5g o : :
Acceptance criterion: NMT 0.5 mg/kg e a- » ASSUITNndO'SG que O fabrlcante
. . . . . dix X to . ~
o S;J(LFUR DioXIDE, Sulfur Dioxide Determination, Appendix pion. Segue as CGMP, as |mpurez as sao
Acceptance criterion: NMT 0.0025% inere ntes:
Organic Impurities b, de- . _ _
 PROTEIN (TOTAL), Nitrogen Determination, Appendix IlIC |, — AS MaterlaS—prlmaS
Analysis: Determine the percent nitrogen as di- are the ) ] ~
rected. Calculate the percent protein using the — Ao Método de fabrlCaQaO
equation: fsam-
% Protein = N x 6.25
Organic Impurities o . OTHER REQUIREMENTS
« PROTEIN (TOTAL), Nitrogen Determination, Appendix IIC o LABELING Indicate the presence of sulfur dioxide if the
Ar:zzﬂ.s:cgl)f:gtrzTlitggrg:r:ie;rto?g?ggagst:ei- l-::es'lduenl clor?centtrattri]onpis greater fthall':c 10drng/$:<g.f "
equation:

% Protein = N x 6.25



Conteudo da Monografia — Impurezas organicas e inorganicas

A

Maltodextrin N = Percgnt nitrogen ) )
6.25L= Nltrog?n _to protein conversion factor
IMPURITIES N » Inorganicas:
Inorganic Impurities i
e LEAD, Lead Limit Test, Atomic Absorption Spectrophoto- |\ — Metals pesados

metric Graphite Furnace Methods, Method I, Appendix

B — Pb, As, Cd, Hg

00g

Sample: 5g , if nec- .
Acceptance criterion: NMT 0.5 mg/kg he — Agua

e SULFUR DIOXIDE, Sulfur Dioxide Determination, Appendix Ao S, . .
X o — Didxido de enxofre, Selenio, Amonia

Acceptance criterion: NMT 0.0025%
Organic Impurities

e PROTEIN (TOTAL), Nitrogen Determination, Appendix IlIC  ["* ..
Analysis: Determine the percent nitrogen as di- ¢ 4 Organlcas.
rected. Calculate the percent protein using the are the _ )
equation: . — Solventes residuais
Total
% Protein = N x 6.25 — |mpurezag
Acceptance criterion: NMT 0.0025% Liquids: NLT 50.0% ~
Organic Impurities o . OTHER REQUIREMENTS - P rOd utOS d e d e g rad ag ao
* PROTEIN f‘:oml')' Nlprogen Determlnatfon, Append}x e e LABELING Indicate the presence of sulfur dioxide if the
A;igi;.s'c;?f:f;trz Tlfetggrsgie;rto?;?sfi:;Str?‘: residual concentration is greater than 10 mg/kg.
equation:

% Protein = N x 6.25



Testes comuns por tipo de monografia

b
®

Identidade IR, HPLC TR, UV, Quimicos IR, HPLC TR, UV, Microscopia, TLC,
guimicos guimicos HPLC, GC
Teor Espectroscopia, HPLC, Absorcédo Atomica, ICP, Espectroscopia, HPLC, HPLC, GC
Microbiologia Titulacéo Titulacéo
Pureza Pureza cromatografica, Testes quimicos de Pureza cromatografica, Toxinas, Aflatoxinas,
Testes limite, limite, Absorcao Testes limite, Metais pesados,
Microbiogia, Metais Atomica, ICP Microbiogia, Metais Pesticidas, Material
pesados pesados,dioxinas estranho, Residuo por
ignicao, Microbiologia,
Marcadores negativos
Performance Embalagem, rétulo, Embalagem, rétulo, Embalagem, rétulo, Embalagem, rétulo,

Uniformidade de
conteudo, Dissolucéo,
Desintegracao

Uniformidade de
conteudo, Dissolucéo,
Desintegracao

Uniformidade de
conteudo, Dissolucéo,
Desintegracéo

Uniformidade de
conteudo, Material
extraivel, Dissolucéo,
Desintegracéo
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Maltodextrin

N = Percent nitrogen

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic

6.25 = Nitrogen to protein conversion factor
Acceptance criterion:

Maltodextrins produced from high-amylose
starchoc: NMT 1 004

powder, as granules of similar descr
to hazy solution in water. It is a pur]
nutritive mixture of saccharide poly
the partial hydrolysis of edible starc|
ules are freely soluble or readily disg
Function Anticaking and free-flowi
agent; stabilizer and thickener; surf
Packaging and Storage Keep dry}
ent temperatures.

IDENTIFICATION
e PROCEDURE
Sample solution: 100 mg/mL
Analysis: Add a few drops of Sal
mL of hot alkaline cupric tartrat
Acceptance criterion: A red pre
oxide forms.

ASSAY
* REDUCING SUGARS AssAY, Appendix
Acceptance criterion: Less than
sugar content (dextrose equivale
glucose

IMPURITIES
Inorganic Impurities
e LEAD, Lead Limit Test, Atomic Absor
metric Graphite Furnace Methods,
1B
Sample: 5g
Acceptance criterion: NMT 0.5
e SULFUR DIOXIDE, Sulfur Dioxide DeteI
X
Acceptance criterion: NMT 0.0
Organic Impurities
e PROTEIN (TOTAL), Nitrogen Determir
Analysis: Determine the percent
rected. Calculate the percent pr
equation:

% Protein = N x

SPECIFIC TESTS

e RESIDUE ON IGNITION (SULFATED ASH), Appendix InC
Sample: Tg
Acceptance criterion: NMT 0.5%

e ToOTAL SoLIDs, Appendix X
Powders and granules:

Sample solution: 60 g of sample made to 100 g
with water [NOTE: Heat the solution slightly, if nec-
essary, to complete dissolution.]

Analysis: Determine the refractive index of the
Sample solution at 20° or 45°, and refer to the ta-
bles under Total Solids, Maltodextrin, Appendix X to
determine the Total Solids for the Sample solution.
Calculate the Total Solids of the sample taken by
the formula:

(TS X W‘,r/ Ws)

TS = Percent Total Solids in the Sample solution, de-
termined in the Analysis
Wr = Total weight (g) of the prepared Sample
solution
Ws = Weight of the sample (g) taken to prepare the
Sample solution

Liquids:

Analysis: Determine the refractive index of a sam-
ple at 20° or 45°, and refer to the tables in Total
Solids, Maltodextrin, Appendix X.

Acceptance criterion:
Powders and granules: NLT 90.0%
Liquids: NLT 50.0%

Conteudo da Monografia — Testes especificos

» Objetivo: fornecer uma descricao
mais completa do material

» Diferencia materiais semelhantes
» Detecta adulteracoes

» Exemplos:
— Viscosidade
— Perda por secagem
— Residuo por ignicao
— Indice de perdéxido
— Rotacao otica

A



Conteudo da Monografia — Outros requisitos

Maltodextrin

DESCRIPTION

Maltodextrin occurs as a white, slightly hygroscopic
powder, as granules of similar description, or as a clear
to hazy solution in water. It is a purified, concentrated,
nutritive mixture of saccharide polymers obtained by
the partial hydrolysis of edible starch. Powders or gran-
ules are freely soluble or readily dispersible in water.

Function Anticaking and free-flowing agent; bulking
agent; stabilizer and thickener; surface-finishing agent
Packaging and Storage Keep dry, and store at ambi-
ent temperatures.

IDENTIFICATION
e PROCEDURE
Sample solution: 100 mg/mL
Analysis: Add a few drops of Sample solution to 5
mL of hot alkaline cupric tartrate TS.
Acceptance criterion: A red precipitate of cuprous
oxide forms.

ASSAY
* REDUCING SUGARS ASsAY, Appendix X
Acceptance criterion: Less than 20.0% reducing
sugar content (dextrose equivalent) expressed as D-
glucose

N = Percent nitrogen
6.25 = Nitrogen to protein conversion factor
Acceptance criterion:
Maltodextrins produced from high-amylose
starches: NMT 1.0%
All other types of maltodextrins: NMT 0.5%

SPECIFIC TESTS

o RESIDUE ON IGNITION (SULFATED AsH), Appendix IIC
Sample: 1g
Acceptance criterion: NMT 0.5%

e ToTAL SoLibs, Appendix X
Powders and granules:

Sample solution: 60 g of sample made to 100 g
with water [NOTE: Heat the solution slightly, if nec-
essary, to complete dissolution.]

Analysis: Determine the refractive index of the
Sample solution at 20° or 45°, and refer to the ta-
bles under Total Solids, Maltodextrin, Appendix X to
determine the Total Solids for the Sample solution.
Calculate the Total Solids of the sample taken by
the formula:

(TS x Wi/ Ws)

TS = Percent Total Solids in the Sample solution, de-
termined in the Analysis
Wr = Total weight (g) of the prepared Sample

Lol

OTHER REQUIREMENTS

e LABELING Indicate the presence of sulfur dioxide if the
residual concentration is greater than 10 mg/kg.

Organic Impurities
e PROTEIN (TOTAL), Nitrogen Determination, Appendix IlIC
Analysis: Determine the percent nitrogen as di-
rected. Calculate the percent protein using the
equation:

% Protein = N x 6.25

OTHER REQUIREMENTS
e LABELING Indicate the presence of sulfur dioxide if the
residual concentration is greater than 10 mg/kg.

» Evidenciar caracteristicas
especificas

» Texto na etiqueta do produto

A



O gue submeter?

1)

2)
3)
4)

°)

Documentacao de status
regulatorio

Conteudo da Monografia
Validacao do Método
Dados de suporte

Resumo dos dados técnicos




Validacao do Método

» Racional para a Validacao

» Procedimento analitico sugerido

v’ Pode ser executado por um
analista competente

v Deve incluir todos os detalhes
relevantes
» Dados e evidéncias

v Cumprimento das caracteristicas
de desempenho da Validacéo

Data Elements Reguired Tor Assay Valldation

PUs

Anakytical Parformanos Assay By By
Parameter Cat=gary | Categiory |l Category
Cuantitative Limic Tests

Boouracy Yes e ! '
Precision s e Ha s
Spevificiy Ha s Ha )
Limit of Detection s Ve s ’
Lirnit of Cuantitation Ha Mo Vs )
Liresarity Was e Ha )
Range Wes e ’ i
Ruggedre: Yes e s s

Mary b rexquirsd, depending on the naturs of the specific test.

Categoria |: Métodos para 0s principais componentes
Categoria IlI: Métodos para impurezas
Categoria lll: Métodos para avaliacdo de desempenho

41
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<1225> Validation of Compendial Procedures

Table 2. Data Elements Required for Validation

Analytical Category I

Performan-

ce Charac- Quantitati-

teristics Category | Limit Tests | Categorylll | CategoryIV

Accurac y Yes Yes No
Pre Yes Yes No Yes MNo
Specificity Yes Yes Yes Yes
Detection li-

mit No No Yes MNo
Quantita-
tion limit No Yes No MNo
Linearity Yes Yes No No
Rang Yes Yes No

¢ May be required, depending on the nature of the specific test.

O que significa um metodo cientificamente validado

» Accuracy

» Precision

» Specificity

» Detection Limit

» Quantitation Limit

» Linearity and Range

» Robustness

?




O gue submeter?

» Documentacao de status
regulatorio

» Conteudo da Monografia
» Validacao do Método
» Dados de suporte

» Resumo dos dados técnicos




O que submeter?

Dados de Suporte

» Objetivo: Demonstrar que o material
comercializado pode atender aos
critérios de aceitacao propostos

» Dados de pelo menos trés lotes de
producao independentes de material
grau alimenticio

» Certificado de Analise (CoA)

Pus

» Objetivo: Auxiliar na avaliacao de
novas monografias propostas

Resumo de Dados Técnicos

» Encorajado, mas n&o obrigatorio

» Nao para uma avaliacao de
seguranca

44
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Padroes publicos USP para Suplementos Alimentares '

SN
» Monografias + Capitulos Gerais + Padroes de Referéncia = .

conjunto abrangente de métodos cientificamente validados,

Padrdoes de Referéncia e especificacOes para avaliacio da
Qualidade

— ldentidade ‘
— Pureza, Teor, Composi¢&o 77 e e
— Limites de contaminante

— Desempenho

— Caracteristicas especificas

45
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Dietary Supplements Compendium
A@:A@

» Lancamento da versao Online em 2019

» 75 novas monografias para suplementos
alimentares (500 no total)

» 27 Capitulos Gerais
» Mais de 175 monografias para excipientes

» Mais de 200 monografias do Food Chemicals
Codex (FCCQC)

» Inclui mais de 150 paginas de placas
cromatograficas e ilustracoes




Conclusoes
Pusp

s=| Dadosde 72N Tempo médio:
¢=] Seguranca 18 meses
N&o envolve Confidencialidade
$ Custos para a das informacées
0 sponsor durante o processo
de reviséao

Valor dos padrdes publicos -
Vantagens para industria e para
regulador

0O
L\




» call for candidates

Join us on the Journey

Collaborate with highly dedicated leaders from
science, medicine, healthcare practitioners, industry
and academia to help us establish standards that
make it possible for 2 billion people around the
world to have access to quality medicines, dietary
supplements and foods.

Importantdates: — .
Jul2018: USP launched the 2020-2025 Call for Candidates

Jan2020: Deadline for Expert Committee chair applications
May 2020: Deadline for Expert Committee member applications

Jul2020: 2020-2025 Council of Experts and Expert
Committees begin their work

For additional information visit callforcandidates.usp.org or contact USPVolunteers@usp.org.



Participe: Stakeholder Forum de Suplementos Aliment

Objetivos:

* Proporcionar forum para stakeholders
discutirem abertamente questdes e
compartilharem perspectivas relacionadas
aos padroes de suplementos alimentares
da USP.

* Reunir feedback das partes interessadas
para os esforcos atuais e futuros de
definicao de padroes da USP.

Quem deve participar?

« Fabricantes, organizacoes, provedores
de servicos e outras stakeholders que
trabalham com suplementos alimentares

€S

Dietary
Supplements
Stakeholder

Forum

May 15, 2019
Rockville, MD

Share your perspectives on Dietary
Supplement Standards

Contribute to the future of USP standards that help ensure the quality of dietary
supplements. Your personal, professional and scientific insight will help find
solutions to develop priority standards issues.

USP Dietary Supplement Stakeholder Forum Meeting - Onsite or online!

Event Details

Date: May 15, 2019

Time: 9:00 AM- 4:30 PM

Location: USP Headquarters Meeting Center
Address: 12601 Twinbrook Pkwy

Rockyville, MD 20852

USP encourages manufacturers, service providers and other interested parties

who work with dietary supplements fo attend because stakeholder input is
essential to the development of USP dietary supplement standards.
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http://www.usp.org/get-involved/stakeholder-forums/dietary-supplements/face-to-face-meeting-2019?vsmaid=1814&vcid=76490

Empowering a healthy tomorrow




