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PRESENTACION DE LA SOLICITUD

* Hoja de chequeo

"« Formulario de solicitud

(presentado por el profesional responsable “farmacéutico”)

* Requisitos

* Poder a favor del farmacéutico

- « Declaracion Jurada

 BPM vigentes (para todas las plantas que participen en el proceso de
manufactura)

* Especificaciones y CoA’s de la materia prima (activos y excipientes)

* Desarrollo Farmacéutico

* Evidencia (estudios clinicos, estudios de bioequivalencia)
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IMPORTANTE

* Cuando VENTANILLA apruebe la
solicitud debe proceder a pagar la tasa de
servicio haciendo uso del numero de

solicitud, no se usa el numero de
registro.

* No presenten copias simples de
documentos como: poderes, certificados

de BPM o de productos farmacéutico
(lCPF".

Ministerio de Salud
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Hoja de Chequeo

* No estan presentado la hoja de
chequeo al ingresar.

* No colocan el folio correspondiente a
cada requisito solicitado segun tipo de
tramite.

HO

DIRECCION MACIONAL DE FARMACIA Y DROGAS
DEPARTAMENTO DE REGISTROS SANITARIOS DE MEDICAMENTOS ¥

OTROS PRODUCTO!
ion de Bicequivalendia

junio. 2023

emision: 23

JA DE CHEQUED PARA LA PRESENTACION DE LA SOLICITUD DE BIOE

5 PARA LA SALUD HUMAMNA

Pagina 1de 1

QUIVALENCIA DE MEDICAMENTOS

No. Requisitos

Tramite Nuevo

Medicamento
de Referencia
{MR)

Medicamento
Intercambiable (M)

Regular

Abreviode

Tramite de
Renovacion

No. de
Folio

Recibo de tass por servicio

X

X

X

Escribir
folio.

poder 3 fawor del farmaceutico que
lo faculta 3 tramitar |3
intercambiabilidad de
medicamentos.

Declaracidn Jurzda.

certificado de Buenas Practicas de
Fabricacién o Certificado de
Products Farmacéutica (tipo OMSE),
wigente y debidamente legalizado (En
caso gue &l documento qQue reposa
=n el expedisnts de registro sanitario
s& encuentre vencida)

Ezpecificaciones de |3 materia prima
[Principiois) activa(s) y excipientes).

certificado de analisis de la materia
prima [Frincipio(s) activo(s| y
=xcipientas].

Desarrollo farmaceutice del
producto.

ESTUDIOS CLINICOS

# Estudios de Eficacia y S=guridad o
biodispeonibilidad.

» Estudios de equivalencia in vitro, si
el Medicamento de Referencia
“MR" 22 de origen slterna.

EVIDEMNCIA DE EQUIVALENCIA
TERAPEUTICA.
# Estudios de equivalencia
terapéutica in viva o in vitro.
= En caso de bioexencion {in vitra):
prasentar |z justificacion de
bioexencidn.
de equivalencia terapéutica
debidamente autenticado. Sies
zccesible por medio slectrénico,
solo presentar |3 referencia para
su verificacion. (Ver listado de |as
ARMNs para biceguivalencia).

10

‘otras documentos.

|Cartas aclaratorizs, svidencia para
justificar cambios =n la renovacion,
fabricantes de la materia prima, stc.)

- Los puntos 5, 6, 7, 8 y 9 deben presentarse en formato digital (pdf) paro evitar un dossier volumingesa.

- LOS pUNLcs 5, § y 7 5€ deben presentar en ia rencvacidn cuando omeriten (E].; Wunca fue presentsdo o por

algiin cambic post-registro).

- Em coso de combios post-registro que puedan afectar lo bioequivalencig, = debe presentar o evidencia

correspondiente (punto 9).

ARNs: Autoridades Regulzdoras Macionales de Medicamentos.
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FORMULARIO PARA LA PRESENTACION DE LA SOUICITUD DE BIOEQLUIVALENCIA DE MEDICAMENTOS

Consulte la guia de usuario para llenar este formulario

FORMULARIO DE SOLICITUD

J1.1.1 Medicamento de Referencia (MR}

1.1 Nuevo OO 1.1.2.1 Procedimiento Regular [J

J1.1.2 Medicamento Intercambiable {MI) 1122 Procedimiento Abreviada 1
* No siguen secuencia numerica. 1.2 Renovacién 1

2. DATOS DEL PRODUCTO

* Solo hay 2 tipos de tramites (nuevo y renovacion) 7T Nombre del Producta

Escriba el nombre del producto igual al tréamite de registro sanitario emitido o n proceso.

2.2 Principio (5) Activo (s) v Concentracion.

¢ LOS prOdUCtOS O medlCamentOS mu1t10rlgen (genérICOS) Escribe el nombre del activo (s) segin Denominaddn Comun Internacional (DCI) y su concentracion. Recuerde

son los que aplican a procedimiento Regular y Abreviado. o953 0 graco e IOretscin Envre parcniest

2.3 Forma Farmacéutica.

Escriba la forma farmacéutica del producto (Ej. Tableta, capsula, suspension__)

* Marcan la casilla 1.2 Renovacion y a la vez marcan casillas 24 Viade Administracion.

que corresponden al punto 1.1

2.5 Sistema de Clasificacion Biofarmacéutica (5CB). [Reliene esta casille 5l marcas ef sunta 1.1.17

Para cada principio activo del producto farmacéutico, sefiala si es clase |, 11, Il o IV, segin el Sisterna de

* No colocan secuencia correcta de las plantas que T T e e

2.6 Mumero de Registro Sanitario 2.7 Momero de solicitud del trédmite de registro sanitario.

participan en el proceso de manufactura (fabricante a Escribe el nimero

3. DATOS DE FABRICANTE, ACONDICIONADOR (ES), TITULAR

granel, acondicionadores y titular) 3T Fabricance.

3.1.1 Mombre: 3.1.2 Pais:

o No lmprlmen en ambas Caras en ho]a 81/2" X 11" (Ver ple Escriba el nombre del fabricante del producto Escriba agui.

3.2 Acondicionador: [ Primario [ Primario y Secundario

de péglna) 3.2.1 Nombre: 3.2.2 Pais:

Escriba el nombre del acondicionador o escriba Nf/A cuando no aplica Escriba agui.

3.3 Acondicionador: [ Secundario

 Revisar formularios detalladamente cuando se trate de 3.3.1 Nombre: 232605

medicamentos que posean varias concentraciones; o o inombre gl sconsonaor e e WA ooz | srvasui
aquellos donde se Vayan a rengtrar con un nuevo nl’lmero :::.1|rfnjt;:c= del titular. Cologue N/A cuando no aplica. i::?lp:l:c ui.

de registro por cambios de plantas de manufactura, por 3:5_Fabricante (es) del o los principios actvos.

3.5.1 MNombre, Direccion y Pais:

e]emplo_ Por cada Principio Activo sefiale: a. El nombre del fabricante, b. Direccion y c. Pais
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PODERES

* El farmaceéutico es el responsable del tramite
de registro sanitario ante la autoridad
reguladora.

* Debe haber secuencia en la emision de
poderes.

* Ejemplo: En caso tal se detalle solo la razon
social de la empresa en un poder, ventanilla
generalmente solicita se adjunte la
personeria juridica en la solicitud de registro
sanitario; donde si se declara el nombre de la
persona que lo representa.



GOBIERNO NACIONAL

« CON PASO FIRME salud

DECLARACION
JURADA

e Se presenta un documento con contenido
errado.

* Declaran que no hay cambios, cuando realmente se
dan.

« Utilizan la redaccién que no corresponde a la
solicitud de bioequivalencia (Renovacion).

Ver Articulo 80 del Decreto Ejecutivo 27 de 10 de mayo de
2024.
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BUENAS PRACTICAS DE
MANUFACTURA

o

* Presentar documento vigente para
todas la plantas que participen en el
proceso de manufactura.

 Evite presentar documentos
proximos a vencer.

* Si el BPM o GMP, es igual al de la
solicitud digital de registro, no es
necesario presentarlo.

* Recuerde senalar el numero de solicitud y
correlativo en el formulario de solicitud.



REFERENCIA®

Amlodipino 5 mg

30 comprimidos

m 1 = salud

Ministerio de Salud
Panama

INSERTO O PROSPECTO
ETIQUETADO

INSERTO / PROSPECTO
* Obligatorio

LOGOTIPO

* Presentan etiquetas sin logotipo durante las
renovaciones o cuando llevan el tramite en

GENERICO DE MARCA®

Amlodipino 5 mg

30 comprimidos

Diametro 1 cm 1
al -1 Fuente Arial, negrita, tamaio 12 paralelo con reglstro.
-~ - Didmetro 1.5 cm * Recomendaciodn: detallar los parametros
Fuents Aia, negria, tamafio 13 utilizados para el logotipo en el etiquetado.

Esto permite tener mas informacién especifica,
en el caso que se presente una denuncia de
I MR Diémetro 2 cr falsificacion.

Fuente Arial, negrita, tamafio 14 F
- Tipografia: Arial negrita o Arial bold AKE
* La circunferencia preferiblemente sin 0/?(/6'5@

PANTONE 101 C contorno “Womg
Diametro: 1 -2cm -
Tipografia o Fuente: Arial - negrita FAKE DR(
Gsr

Tamaiio de fuente: entre 12y 14




- ;Cuando ingresa el nuevo requisito?

+ CON PASO FIRME salud
Decreto Ejecutivo N° 40
13-febrero-2019
Gaceta Oficial 28715
15-feb-2019
2005-06-ET-XXXX 2021 2023
16-feb-2019 !
2019-01-ET-XXXX 2020 2022 2024
] ) Decreto Ejecutivo N° 13
Decreto Ejecutivo N° 6 10-mayo-2024
21-febrero-2005 Gaceta Oficial 30028-C
10-mayo-2024

Gaceta Oficial 25243

23-febrero-2005 D E S ARRO LLO
FARMACEUTICO

Capsula 6 ;Por qué mi solicitud no cumple?

Annex 5, WHO Technical Report Series, No. 929, 2005 (Appendix 3).
Annex 3, WHO Technical Report Series, No. 970, 2012

Annex 5, WHO Technical Report Series, No. 970, 2012



https://www.minsa.gob.pa/sites/default/files/general/capsula_6_0.pdf
https://www.who.int/publications/m/item/annex-5-trs-929
https://www.who.int/publications/m/item/pharmaceutical-development-of-multisource-(generic)
https://www.who.int/publications/m/item/trs970-annex-5-development-of-paediatric-medicines-points-to-consider-in-formulation

- REGISTRO N*:

ST 5 Actualizacion del formato del

EL SUSCRITO DIRECTOR NACIONAL DE FARMACIA Y DROGAS Certificado de Registro Sanitario

CERTIFICA:

Que ha sido aprobado el registro sanitario de la especialidad farmacéutica denominada:

Elaboradar por:
Pais:

Acondicionador
Primario/Secundario:

« Comunicado N°51/DNFD de 7 de mayo

Titular:

contcincevens de 2024.

Via de Administracitn:
Forma Farmacéutica:
Descripoion de Envase:
Vida Util:

Tipo de Medicamento:

peenacones Digitalizacion del tramite de registro

Registro N*: (Mbmers &n Letras):

. oot sanitario

Expedida: Expira:

Wl . . .

Que este registro sanitario autoriza la impor‘tacidm ¥ fﬂ comercializacidn del referida producta en la Repdblica de Panama de acuerdo con las normativas

El certificado de Registro Sanitario
sanitarias vigentes y establece que &5 apto para uso humano o para fines pertinentes aprobados e inscritos en esta dependendia. , , . . . .

§ 4 ' , med - .
Oty e e o i e i e i ot b llevara un acapite indicando si el
maodificacion de este o cuando el Ministerio de Salud lo considere necesario. .
Que este producto ha sido aprobado como Medicamento Intercambiable para efectos de Equivalencia Terapéutica sobre la base de decumentacidn pro dUCtO ha Sldo ap rObadO CO mo
cientifica y téonica; y con ndmero de inscripcidn . .
- Med to de Ref;

:::‘i::;ean;ziﬁ;:ei?:::m de noviembre de 1947, Ley N* 419 de 1 de febrero de 2024, Decreto Ejecutiva N* 27 de 10 de mayo de 2024 y Resolucidn N e lcamen 0 e e erenCIa

T Medicamento Intercambiable, y el
numero de inscripcion.

Se dejaron de emitir resoluciones.

DIRECTOR NACIOMNAL DE FARMACIAS ¥ DROGAS.
" Puede consultar |a validez de este Registro Sanitario en el Portal de Validacion de |a Direccin Nacional de Farmacia y Drogas.



https://www.minsa.gob.pa/sites/default/files/general/comunicado_-_actualizacion_de_certificado_de_rs.pdf
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ESCANEA

Departamento de Registro Sanitario

0 los formularios

de la

=
-
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=3
O
-
S

y guias



https://www.minsa.gob.pa/contenido/departamento-de-registros-sanitarios
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Mgter. Nelson Rodriguez
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Guias Utilizadas en las
Evaluaciones de las
Solicitudes de
Bioequivalencia
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GUIAS TECNICAS

aaaaaa

~ [2]} u.s. FooD & DRUG
I ADMINISTRATION
—
wo &
Situacion Actual Guias EUROPEAN MEDICINES AGENCY

SCIENGCE MEDICINES HEALTH
Panama adopta como ®
guias técnicas de B ) ICH
referencias las guias erirenisatigmice el e hedth
de FDA, EMA, ICH vy
OMS*

Organizacion
Mundial de la Salud

*Decreto Ejecutivo N° 27 de 10 de mayo de 2024. G.O. 30028-C
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pIY U.S. FOOD & DRUG

ADMINISTRATION

| Q, Search | | = Menu |

+~—Home / Regulatory Information / Search for FDA Guidance Documents

Search for FDA Guidance Documents

Subscribe to Email Updates | f Share ‘ # Post ‘ in Linkedin ‘ = Email ‘ &= Print ‘

The table below provides a convenient way to search for FDA guidance documents from a
Search for FDA Guidance

. e t] Y, hf d t . K d d Content current as of:
Documents single location. You can searcn 1or aocumenis using K€y words, and you can narrow or

11/18/2024
filter your results by product, date issued, FDA organizational unit, type of document,
Search General and subject, draft or final status, and comment period start and end dates. If you are looking
Cross-Cutting Topics for recently issued guidances, this table by default is sorted by ‘issue date’.In addition to

Guldance Documents the search features within the table, you can also browse collections of guidance

documents by topic below.
Advisory Committee

Guidance Documents To be alerted to newly issued guidance, you can subscribe to our e-mail updates on

recently issued guidances using the ‘subscribe to email updates’ button above.

Go to Guidance Document Search

Browse Guidance Documents By Topic v

Import and Export
Guidance Documents

Cross-cutting Guidance
Documents

Guidances Guidance Documents By Product Area v

Go to Class Il Special Controls Documents

Guidance Document Search
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© Data Integrity for
In Vivo

Bioavailability
and
Bicequivalence
Studies

© Handling and
Retention of
Bioavailability BA
and
Bioequivalence
BE Testing
Samples: Draft
Guidance for
Industry

@ Topical Dermatologic

Corticosteroids: In Vivo

Bioequivalence

PDFE (339.61

KB)

PDF (309.45

KB)

PDF (526.26
KB)

04/03/2024

0372772024

1002472023

© Assessing the Iritation and ~ PDF (409.31
Sensitization Potential of KB)
Transdemmal and Topical
Celivery Systems for
ANDAs: Draft Guidance for
Industry

© Assessing Adhesion With PDFE (370.85
Transdemal and Topical KB)

Delivery Systems for
ANDAs Draft Guidance for
Industry
& Statistical Approaches  PDF (592 .56
to Establishing KB)
Bioequivalence
& Evaluation of PDF [353.44
Therapeutic Equivalence KEB)

04/13/2023

04/12/2023

12/02/2022

07/21/2022

Endpoints for Drugs
Submitted Under an
Abbreviated New Drug
Application

© |n Vitro Permeation PDF (689.03
Test Studies for Topical | KB)
Drug_Products
Submitted in ANDAS

© InVitro Release Test FDF {252.01
Studies for Topical KB)

Drug Products
Submitted in AMDAS

© Physicochemical and PDF (469.4
Structural {Q3) KB)
Characterization of
Topical Drug_Products
Submitted in ANDAS

& Bioequivalence Studies PDF (388.32
With Phamacokinetic KEB)

salud

Ministerio de Salud
Panama

102172022

102172022

1072172022

0820012021
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Guidance for
Industry

Solid Oral Dosage
Forms

@ Bioavailability and PDF (727.41 04/03/2003 © Food-Effect PDE (216.55 12/01/2002
Bioequivalence KB) Bioavailability and Fed @ KB)
Studies for Nasal Bipequivalence
Aerosols and Nasal Studies: Guidance for
Sprays for Local Industry
Action
© M9 PDF (288.16 05/11/2021 & Extended Relegse Oral PDE (170.47 09/01/1997
Biopharmaceutics KB) Dosage Forms: KB)
. . Development,
Classification Evaluati 4
System-Based M'ﬂ
: . Application of In
Biowaivers ) i
- Vitro/ln Vivo
Correlations
© Biocanalytical PDF (38562 05/22/201¢ © Dissolution Testing of PDFE (129.83 08/25/1997
Method Validation KB} Immediate Release KB)

Panama
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Clinical pharmacology and pharmacokinetics

(Human) (Regulatory and procedural guidance) (Scientiﬂc guidelines)

The European Medicines Agency's scientific guidelines on clinical pharmacology and pharmacokinetics
Page contents help medicine developers prepare marketing authorisation applications for human medicines.

Related content For a complete list of scientific guidelines currently open for consultation, see: Public consultations.

Topics

@) :

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH b

Finalised guidelines

Bioanalytical method validation

Clinical investigation of the pharmacokinetics of therapeutic proteins

Equivalence studies for the demonstration of therapeutic equivalence for locally applied, locally acting products in
the gastrointestinal tract - Scientific guideline

Evaluation of the pharmacokinetics of medicinal products in patients with impaired hepatic function

Evaluation of the pharmacokinetics of medicinal products in patients with decreased renal function
Investigation of bicequivalence

Appendix IV of the guideline on the investigation on bioequivalence: presentation of biopharmaceutical and
bioanalytical data in module 2.7.1 - Scientific guideline

Investigation of drug interactions

Pharmacokinetic and clinical evaluation of modified-release dosage forms

Pharmacokinetic studies in man

Reporting of physiologically based pharmacokinetic (PBPK) modelling and simulation

Reporting the results of population pharmacokinetic analyses

Role of pharmacokinetics in the development of medicinal products in the paediatric population

Strategies to identify and mitigate risks for first-in-human and early clinical trials with investigational medicinal
products - Scientific guideline

Use of pharmacogenetic methodologies in the pharmacokinetic evaluation of medicinal products

salud

Ministerio de Salud
Panama
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Multidisciplinary Guidelines
Those are the cross-cutting topics which do not fit uniguely into one of the Quality, Safety and Efficacy categories. It includes the ICH medical
terminology (MedDRA), the Common Technical Document (CTD) and the development of Electronic Standards for the Transfer of Regulatory
Information (ESTRI).
M1 MedDRA Terminology v
M2 Electronic Standards ~
M3 Nonclinical Safety Studies v
M4 Common Technical Document v
M9 Biopharmaceutics Classification System-based Biowaivers ~
MBS Data Elements and Standards for Drug Dictionaries v
> M9 Biopharmaceutics Classification System-based Biowaivers
M6 Gene Therapy o > M9Q8As  QB8Ason Biopharmaceutics Classification System-based Biowaivers
) . M10 Bioanalytical Method Validation and Study Sample Analysis ~
M7 Mutagenic Impurities v
> Mo Bioanalytical Method Validation and Study Sample Analysis
M8 Electronic Common Technical Document (eCTD) ~ > MI0OQ3As Questions and Answers: Bioanalytical Method Validation and Study Sample Analysis
. . . ; . . M11 Clinical electronic Structured H ised Protocol (CeSHarP)
M9 Biopharmaceutics Classification System-based Biowaivers v el St Ul ANt el Rl et el e
M12 Drug Interaction Studies v
M10 Bioanalytical Method Validation and Study Sample Analysis N
M13 Bioequivalence for Immediate-Release Solid Oral Dosage Forms ~
M11 Clinical electronic Structured Harmonised Protocol (CeSHarP) ~ > MIZAEWG Bioequivalence for Immediate-Release Solid Oral Dosage Forms
> MI3A Q&As Question and Answers: Bioequivalence for Immediate-Release Solid Oral Dosage Forms
M12 Drug Interaction Studies v . . . .
> MI3BEWG Bioequivalence for Immediate-Release Solid Oral Dosage Forms
M13 Bioequivalence for Immediate-Release Solid Oral Dosage Forms ~
M14 Use of real-world data for safety assessment of medicines v

M15 General Principles for Model-Informed Drug Development ~
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WHO Technical Report Series

WHO Expert Committee

Annex 6

WHO Biowaiver List: proposal to waive in vivo
bioequivalence requirements for WHO Model List
of Essential Medicines immediate-release, solid oral
dosage forms

Ministerio de Salud
Panama

Annex 7

WHO guideline on Biopharmaceutics Classification
System-based biowaivers

Background
A recommendation was made to the World Health Organization (WHO) Norms

and Standards for Pharmaceuticals Team by the group of experts participating
at the Joint Meeting on Regulatory Guidance for Multisource Products (1-3

e p Contents November 2022), as well as by other parties, including the WHO Prequalification
0 n S p e c Ifl ca t I 0 n s 1. Introduction and background 268 Team, to update the WHO Biopharmaceutics Classification System (BCS)-
based biowaiver requirements (associated section within the overarching
f P h M I 2. WHO solubllity classlfication for blowalver 268 WHO Muiltisource (generic) pharmaceutical products: guidelines on registration
0 r a rm a ce u t I ca 3. Scope 269 requirements to establish interchangeability) (1) in order to harmonize those
. uidelines with those stated in the International Council for Harmonisation of
P re pa ra t |0 n s 4 Methodology 9 '%'echnical Requirements for Pharmaceuticals for Human Use (ICH) guideline
5. Results 270 MO on Biopharmaceutics classification system-based biowaivers, adopted in

References 277 November 2019 (2).

Fifty-seventh report

267

The WHO guideline on Biopharmaceutics Classification  System-based
biowaivers will supersede the BCS-based biowaiver section of the WHO
Multisource (generic) pharmaceutical products: guidelines on registration
requirements to establish interchangeability (1). The purpose of this document
is to provide recommendations to support the biopharmaceutics classification
of active pharmaceutical ingredients (APIs) and the BCS-based biowaiver of
bioequivalence studies for finished pharmaceutical products (FPPs).

279
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_ Annex 8

WHO Technical Report Series

Multisource (generic) pharmaceutical products:
guidelines on registration requirements to establish
interchangeability

Republication of Multisource (generic) pharmaceutical products: guidelines on
registration requirements to establish interchangeability, WHO Technical Report
Series No. 1003, Annex 6.

-
WHO Expert Committee Background
¥ H Following the publication of the WHO guideline on Biopharmaceutics
0 n S p e c Ifl ca t I 0 n s Classification System-based biowaivers, the relevant sections from this guideline
have been removed, including the appendix Equilibrium solubility experiments

fo r P h a rm a ce u t I ca I for the purpose of classification of active pharmaceutical ingredients according to
= the Biopharmaceutics Classification System.
Preparations

Contents

Background 305
Fifty-seventh report 1. Introduction 307
2. Glossary 308
3. Documentation of equivalence for marketing authorization 312
4. When equivalence studles are not necessary 313
5.  When equivalence studles are necessary and types of study required 314
5.1 Invivo studies 314
52  Invitro studies 315
6. Invivo equivalence studies In humans: general considerations 315
6.1 Provisions for studies in humans 315
6.2 Justification of human bioequivalence studies 316
63 Selection of investigators 316
64  Study protocol 316

7. Pharmacokinetic comparative bloavallability (bloequivalence)
studles In humans 317
7.1 Design of pharmacokinetic studies 17
7.1.1  Alternative study designs for studies in patients 17

7.1.2 Considerations for active pharmaceutical ingredients with long elimination

half lives 318

305
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ADM I N ISTRATION Ministerio de Salud

FDA REGISTRATION

BE An official website of the United States government Here's how you know -~

plY U.S. FOOD & DRUG

ADMINISTRATION

+—Home [ DrugDatabases / PSG Database

Product-Specific Guidances for Generic Drug Development
F Share im Linkedin | g% Emai = Print

Total number of currently published PSGs: 2252

Product-Specific Guidances for Specific Products Arranged by Active Ingredient

Search by Active Ingredient or by RLD or RS Number

Enter at least 3 characters Search

+ Newly Added Guidances since November 19, 2024

+ Newly Revised Guidances since November 19, 2024
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2 record(s) found for 'Levothyroxine'.

Excel csv PDF

Show | 10 v entries

Active Ingredient

Levothyroxine Sodium

Levothyroxine sodium

Showing 110 2 of 2 entries

oy U.S. FOOD & DRUG

ADMINISTRATION

FDA REGISTRATION

Product-Specific Guidances for Specific Products Arranged by Active Ingredient
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Contains Nonbinding Recommendations

Draft Guidance on Levothyroxine Sodium

This draft guidance, once finalized, will represent the Food and Drug Administration's (FDA's)
current thinking on this topic. It does not create or confer any rights for or on any person and does not
operate to bind the FDA or the public. You can use an alternative approach if the approach satisfies
the requirements of the applicable statutes and regulations. If you want to discuss an alternative
approach, contact the Office of Generic Drugs.

Active Ingredient: Levothyroxine sodium

Dosage Form: Route: Tablet; oral

Recommended Studies: One study

L. Type of study: Fasting
Design: Single-dose, four-way, fully replicated crossover in vivo
Strength: 0.3 mg
Subjects: Healthy males and non-pregnant females, general population
Additional comments:

1. Females should not be pregnant or lactating, and should practice abstention or use
appropriate forms of contraception during the study.

2. Levothyroxine has a long elimination half-life, hence adequate washout periods
should be ensured between treatments in the crossover study. Measurement of
levothyroxine may be truncated to 48 h post-dose.

3. The dose for R and T administered during the study should be 0.6 mg to ensure
adequate measurement of the analyte.

4. Given the numerous drug-drug interactions for levothyroxine sodium, caution
should be exercised in administering concomitant medications during the study.

5. Post-dose levothyroxine measurements by the baseline levothyroxine value
should be corrected in each period for each subject. The baseline value should be
obtained from the average of three levothyroxine measurements taken before
dosing (i.e., at 0.5 h, 0.25 h, and O h pre-dose).

6. Applicant may consider using the reference-scaled average bioequivalence
approach for levothyroxine sodium.

Analytes to measure (in appropriate biological fluid): Levothyroxine in serum
Bioequivalence based on (%% CI): Baseline-corrected levothyroxine

Waiver request of in vivo testing: 0.025 mg, 0.05 mg, 0.075 mg, 0.088 mg, 0.1 mg, 0.112 mg,
0.125 mg, 0.137 mg, 0.15 mg, 0.175 mg, and 0.2 mg based on: (i) an acceptable bioequivalence
study on the 0.3 mg strength, (ii) acceptable in vitro dissolution testing of all strengths, and (iii)
proportional similarity of the formulations across all strengths.

Regulatory Filing Recommendations: Note that there are five different reference listed drug
(RLD) products for levothyroxine sodium tablets. A separate fasting bioequivalence study (and a

Recommended Dec 2014
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separate fed study, if appropriate) must be conducted against the highest strength of each RLD
product for which a sponsor wishes its product to receive an *AB’ rating. However, it is not
necessary to submit a separate abbreviated new drug application (ANDA ) for each RLD product
being referenced. Instead, a sponsor may seek an *AB’ rating for its product against one of the
RLD products in the original submission, and then submit one supplement to the original
submission per each of the other RLD products against which it wishes its product to obtain an
‘AB’ rating.

Dissolution test method and sampling times: The dissolution information for this drug product
can be found on the FDA-Recommended Dissolution Methods website available to the public at
the following location: hitp://www accessdata.fda.gov/seripts/cder/dissolution/. Conduct
comparative dissolution testing on 12 dosage units each of all strengths of the test and reference
products. Specifications will be determined upon review of the abbreviated new drug application
(ANDA).

Explanation: FDA has concluded that levothyroxine sodium is a narrow therapeutic index (NTI)
drug based on the following evidence:

* The range between serum levothyroxine therapeutic and toxic concentrations is narrow;

+  Some levothyroxine-associated toxicities are serious and/or irreversible;

*  Sub-therapeutic levothyroxine concentrations result in inadequate treatment and lead to
poor clinical outcomes;

* Levothyroxine sodium requires individual dose titration to achieve a satisfactory balance
between maximizing efficacy and minimizing serious dose-related toxicity:

* Therapeutic drug monitoring based on serum TSH and total or free-T, levels is routinely
employed to facilitate levothyroxine dose titration; and

* Levothyroxine has small-to-medium within-subject variability.

The study design should be a fully replicated crossover approach in order to
* Scale bioequivalence limits to the variability of the referenced product; and
* Compare test and referenced product within-subject variability.

For details about Method for Statistical Analysis Using the Reference-Scaled Average
Bioequivalence Approach for narrow therapeutic index drugs, refer to the draft Guidance on
Warfarin Sodium.
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This draft guidance, when finalized, will represent the current thinking of the Food and Drug 1L Option 2: In vive bioequivalence study with pharmacokinetic endpoints
Administration (FDA, or the Agency) on this topic. It does not establish any rights for any person and
is not binding on FDA or the public. You can use an alternative approach if it satisfies the L. Type of study: Fasting
requirements of the applicable statutes and regulations. To discuss an alternative approach, contact the Design: Single-dose, two-treatment, two-period crossover in vivo
Office of Generic Drugs. Strength: 300 mg
Subjects: Healthy males and healthy females not of reproductive potential

Additional comments: Males with female partners of reproductive potential should use
condoms during the study and for at least 10 weeks (one complete sperm cycle) after the

In general, FDA’s guidance documents do not establish legally enforceable responsibilities. last dose.

Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only o

as recommendations, unless specific regulatory or statutory requirements are cited. The use of Analyte to measure: Pregabalin in plasma

the word should in Agency guidances means that something is suggesied or recommended, but

L o gency g £ 15 suge Bioequivalence based on (90% CI): Pregabalin

not required.
Waiver request of in vivo testing: 25, 50, 75, 100, 150, 200, and 225 mg strengths based on (i)
acceptable bioequivalence study on the 300 mg strength, (ii) acceptable in vitro dissolution

Active Ingredient: Pregabalin testing of all strengths, and (iii) proportional similarity of the formulations across all strengths

Dosage Form: Capsule Dissolution test method and sampling times: The dissolution information for this drug
product can be found in the FDAs Dissolution Methods database,

Route: Oral hitp://www.accessdata.fda. gov/seripts/cder/dissolution/. Conduct comparative dissolution testing

) on 12 dosage units for each of all strengths of the test product and RLD.! Specifications will be

determined upon review of the abbreviated new drug application.

Strengths: 25 mg. 50 mg. 75 mg. 100 mg, 150 mg, 200 mg, 225 mg. 300 mg pa & 2pp

Recommended Studies: Two options: (1) Biopharmaceutics Classification System (BCS)- Document History: Recommended May 2009; Finalized October 2011; Revised

based biowaiver or (2) one in vivo bioequivalence study with October 2024
pharmacokinetic endpoints
Unigue Agency Identifier: PSG_021446
L Option 1: BCS Class I-based biowaiver

A waiver request of in vivo testing for all the strengths of this product may be considered
provided that the appropriate documentation regarding high solubility, high permeability and
rapid dissolution as detailed in the most recent version of the FDA guidance for industry on M9
Biopharmaceutics Classification System-Based Biowaivers® is submitied in the application.
Applicants may use the information contained in the approved labeling of the reference listed
drug (RLD). Peer reviewed articles may not contain the necessary details of the testing for the
Agency to make a judgment regarding the quality of the studies. A decision regarding the
acceptability of the waiver request can only be made upon assessment of the data submitied in
the application.

* For the most recent version of a guidance, check the FDA guidance website at hips:/'www fda.gov/regulatory-
information/search-fda-guidance-documents

VIf the RLD is not available, refer to the most recent version of the FDA guidance for industry on Referencing
Approved Drug Products in ANDA Submissions.

Recommended May 2009; Finalized Oct 2011; Revised Oct 2024 2

Recommended May 2009; Finalized Oct 2011; Revised Oct 2024
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Cantains Nonbinding Recommendations

Draft Guidance on Iron Sucrose

This draft guidance. once finalized, will represent the Food and Drug Administration’s (FDA's)
current thinking on this topic. It does not create or confer any rights for or on any person and does
not operate to bind FDA or the public. You can use an alternative approach if the approach satisfies
the requirements of the applicable statutes and regulations. If you want to discuss an alternative
approach, contact the Office of Generic Drugs.

Active ingredient: Iron Sucrose
Form/Route: Injectable; Intravenous
Recommended studies: 2 studies

1. Type of study: Fasting
Design: Single-dose, randomized, parallel in vivo study
Strength: 100mg/5SmL (Dose 100 mg)
Subjects: Healthy males and females, general population
Additional Comments: The products should be administered undiluted as a slow
intravenous injection dose of 100 mg over 5 minutes.

Analytes to measure (in appropriate biological fluid): Measure each of the following:

1. [Total Iron] in serum
2. [Transferrin-bound Iron] in serum

Bioequivalence based on (90% CI):
*  Maximum value of the difference in concentration between Total Iron and
Transferrin-bound Iron over all time points measured; and
e Difference in AUC between Total Iron and Transferrin-bound Iron®

*AUC of Total Iron and AUC of Transferrin-bound Iron should be calculated separately
to maximize the number of data points used in cases of missing data in the transferrin-
bound iron and total iron concentration-time profiles. In addition, there is no need to
perform baseline correction of Total Iron and Transferrin-bound Iron.

2 Type of study: Particle size distribution
Design: In vitro testing on at least three lots of both test and reference products

Parameters to measure: Dy, Dso, Do

Biveguivalence based on: D50 and SPAN [i.e. (Dy-Dyy)/Dsy] or polydispersity index
using the population bioequivalence statistical approach.

Recommended Mar 2012: Revised Nov 2003
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Waiver request of in vive testing: 50mg/2.5mL, 65mg/3.25mL, and 200mg/10mL., based on (i)
acceptable bicequivalence studies on the 100mg/5mL strength; and (ii) proportional similarity of
the formulations across all strengths.

Dissolution test method and sampling times: Not Applicable.

Special Considerations:

1. The proposed parenteral drug product should be qualitatively (Q1) and quantitatively (Q2)
the same as the RLD. Equivalence in the stoichiometric ratios of iron, sucrose, and other
relevant components need to be established.

2. Sameness in physicochemical properties needs to be established. These in vitro
characterizations should be conducted on at least three batches of the ANDA and RLD.
Attributes that should be included in the characterization are:

» [Iron core characterizations including but not limited to core size determination, iron
oxide crystalline structure and iron environment.

+ Composition of carbohydrate shell and surface properties.

« Particle morphology.

« Labile iron determination under physiologically relevant conditions. The tests can be
performed with in vitro haemodialysis system ! the catalytic bleomycin assay of
spiked human serum samples " the spectrophotometric measurement of Fe
reduction, or other methods that are validated for accuracy and precision.

3. For additional information regarding statistical analysis of in vitro data, please refer

o Bi alence R lations for Specific Products: Budesonide Suspension (Draft).

! Balakrishnan VS, et al. Physicochemical properties of ferumoxytol, a new intravenous iron preparation. Eur J Clin
Tnvest. 20009 Jun:39(6):489-96.

* Burkitt MI, et al. A simple, highly sensitive and improved method for the measurement of bleomycin-detectable
iron: the ‘catalytic iron index' and its value in the assessment of iron status in haemochromatosis. Clin Sci ( Lond).
2001 Mar 100(3):235-47.

Recommended Mar 2012; Revised Nov 2013 2
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Coniains Nonbinding Recommendations

Draft Guidance on Rivastigmine

This draft guidance, when finalized, will represent the current thinking of the Food and Drug
Administration (FDA, or the Agency) on this topic. It does not establish any rights for any person
and is not binding on FDA or the public. You can use an alternative approach if it satisfies the
requirements of the applicable statutes and regulations. To discuss an alternative approach, contact
the Office of Generic Drugs.

Active Ingredient: Rivastigmine

Dosage Form; Route: Film, extended release: transdermal

Recommended Studies: Three studies

1. Type of study: Bioequivalence study with pharmacokinetic endpoints

Design: Single-dose, two-treatment, two-period crossover in vivo

Strength: 9.5 mg/24 hr

Subjects: Males and non-pregnant, non-lactating females, general population

Additional comments:

s In this document, this dosage form is referred to as a transdermal delivery system
(TDS) and includes products that may be described elsewhere or known as patches or
extended release films.

* Unless otherwise justified, the rivastigmine TDS should be applied to the same
anatomical site on all subjects, selected from among those recommended for dosing
in the approved labeling for the reference product, and worn for 24 hours. Applicants
should randomize subjects to receive either the test or reference product in a given
study period. When possible, the TDS administered in the second study period should
be applied to the same anatomical site as in the first study period, but on the
contralateral side of the body.

» Contact of the TDS with the skin is essential for the in vivo performance of the TDS,
and the pharmacokinetics may be altered when a TDS loses its adherence to the skin.
Therefore, the adhesion of each TDS should be monitored and recorded throughout
the pharmacokinetic study. The applicant should prespecify their inclusion criteria for
the statistical analysis of pharmacokinetic endpoints and perform their primary
pharmacokinetic analysis on the per protocol population, however, pharmacokinetic
samples should be collected and analyzed from all subjects at all sampling times
regardless of the adhesion scores of the TDS and regardless of the inclusion criteria
for the statistical analysis of pharmacokinetic endpoints. Provisions should be
included in the study protocol to ensure that deliberate actions with the intent to re-
apply a detached area of the TDS, to apply pressure to the TDS, or to reinforce TDS
adhesion with the skin (e.g., overlays) are avoided throughout the study.

Recommended Feb 2000; Revised Jun 2000, Nov 2000, Nov 2013, Oct 2006, Oct 2008, Nov 2019

+ The applicant should follow FDA’s current thinking in the guidance Bioeguivalence
Studies with Pharmacokinetic Endpoints for Drugs Submitted Under an ANDA for the
design and conduct of the pharmacokinetic bioequivalence study.

Analytes to measure (in appropriate biological fluid): Rivastigmine in plasma
Bioequivalence based on (90% CI): Rivastigmine

Waiver request of in vivo testing: The 4.6 mg/24 hr and 13.3 mg/24 hr strengths of the TDS
may be considered for a waiver of in vivo bicequivalence testing based on (i) an acceptable
bioequivalence study with the 9.5 mg/24 hr strength TDS, (ii) acceptable in vitro dissolution
testing of all strengths, and (iii) proportional similarity of the TDS formulation across all
sirengths.

NOTE: The proportional similarity of the TDS formulation across all strengths means i) that the
amounts of active and inactive ingredients per unit of active surface area are the identical for the
different strengths of the test product, and ii) that the ratios of the active surface areas of each
strength of the test product compared to the 9.5 mg/24 hr strength of the test product are the
same as the corresponding ratios for the active surface areas of each strength of the reference
product compared to the 9.5 mg/24 hr strength of the reference product.

The ratios of labeled strength across all strengths of this product are not proportional to the ratios
of active surface areas across all strengths, and so the labeled strengths should not be used as the
basis for determining the proportionality of the TDS formulations across all strengths.

Dissolution test method and sampling times: Comparative dissolution testing should be
conducted on 12 dosage units each, of all strengths of the test and reference products.
Information on a dissolution methed for this drug product can be found on the FDA Dissolution
Methods web site, accessible at: hitp://www.accessdata.fda.sov/scripts/cder/dissolution/.

2 Type of study: Adhesion study

Design: Single-dose, two-treatment, two period crossover in vivo

Strength: 9.5 mg/24 hr

Subjects: Males and non-pregnant, non-lactating females, general population

Additional comments:

# The applicant may elect to evaluate the pharmacokinetic bicequivalence (study 1) and
the adhesion (study 2) in a single study with a combined purpose, or in independent
studies. In either case, the studies should be adequately powered to evaluate the
bicequivalence, and independently, the comparative assessment of adhesion.

# The applicant should follow FDA’s current thinking in the guidance Assessing
Adhesion With Transdermal and Topical Delivery Systems for ANDAs for the design
and conduct of the independent adhesion study or the combined study to evaluate
both pharmacokinetic bioequivalence and adhesion.

Recommended Feb 2000; Revised Jun 2000, Nov 2000, Nov 2013, Qct 2016, Qct 2008, Nov 2019 2
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3. Type of study: Skin irritation study

Design: Randomized, evaluator-blinded, within-subject repeat in vivo

Strength: 4.6 mg/24 hr (Dose: One-half of 4.6 mg/24 hr TDS)

Subjects: Males and non-pregnant, non-lactating females, general population

Additional comments:

e All test articles (i.e., one-half of the 4.6 mg/24 hr test product’, one-half of the 4.6
mg/24 hr reference product, one-half of the optional vehicle TDS” and optional
negative control’) should be applied simultaneously to each subject at different
positions on an application site recommended for dosing in the approved labeling for
the reference product.

* Sequential TDS applications should be made to the same application site every 24
hours, for a total of 21 consecutive days. The TDS applied on Day 21 should be
removed on Day 22.

o There is insufficient information to determine whether it is safe to simultaneously
apply two whole, active, 4.6 mg/24 hr rivastigmine TDS on the same subject during a
21-day skin irritation and sensitization study. Since the reference product has a matrix
design that can be safely cut in half, one half of the reference product can be used for
these studies. If the test product also has a design that can be safely cut to a smaller
size. it should also be cut in half, and one half of the test product may be applied
simultaneously with one half of a reference product (to separate skin sites). It would
not be acceptable to manufacture a separate batch of the test product in order to use a
smaller TDS in this study. If the test product has a design that cannot be safely cut to
a smaller size, and/or if a prospective applicant proposes study design different than
what is recommended above, the prospective applicant may submit a pre-abbreviated
new drug application (pre-ANDA) meeting request Lo discuss the proposed approach.

e The applicant should follow FDA’s current thinking in the guidance Assessing the
Irritation and Sensitization Potential of Transdermal and Topical Delivery Systems
for ANDAs for the design and conduct of the skin irritation and sensitization study.

Additional comments relating to all studies:
In addition to the recommendations in the general guidances referenced above, and the product
specific recommendations related to the individual studies, the following product specific

recommendations should be considered.

¢ Inclusion Criteria (the applicant may add additional criteria):

! The test product evaluated should be the actual TDS 1o be marketed.

* The optional vehicle TDS should contain all of the inactive ingredients in the test product and be identical to the
test product in every manner excepl for the absence of the active ingredient.

* An example of the optional negative control treatment is an occlusive cover or device with normal saline applied
on a polyester pad under the cover or within the device chamber.

Recommended Feb 2010; Revised Jun 2000, Nov 2000, Nov 2013, Ocr 2006, Oct 2008, Now 2019 3

Recommended Feb 2000; Revised Jun 2000, Nov 2000, Nov 2013, Oct 2006, Oct 2018, Nov 2019

a.  Subject has a normal screening echocardiogram; non-specific ST-T wave changes
are acceptable.

Exclusion Criteria (the applicant may add additional criteria):

a. Clinically relevant findings in a screening 12-lead electrocardiogram, such as
second- or third-degree atrioventricular block or complete bundle branch block

b. Medical history of sick sinus syndrome, conduction defects (sino-atrial block,
atrio-ventricular block), gastroduodenal ulcerative conditions, asthma or chronic
obstructive pulmonary disease, urinary obstruction, extrapyramidal symptoms
such as tremor or seizures

c. Taking metoclopramide or beta-blockers

d. Within 3 weeks prior to dosing, use of cholinergic compounds

Provide a listing of the prescription and over-the-counter drug products that are
contraindicated during the study, such as:

a. Other cholinomimetic drugs

b. Anticholinergic medications

c. Succinylcholine-type muscle relaxants during anesthesia

Subjects should be advised that if they need to have surgery during the study, they
should inform their doctor that the rivastigmine TDS may exaggerate the effects of
some muscle relaxants during anesthesia.

Subjects should be advised that the rivastigmine TDS may cause dizziness and
drowsiness, mainly at the start of treatment or when increasing the dose. Subjects
should be advised that if they feel dizzy or drowsy, they should not drive, operate
machines or perform any other tasks that require attention.

Ministerio de Salud
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Levothyroxine tablets 12.5 mcg, 25 mcg, 50 mcg, 75 mcg, 100 mcg and 200 mcg
(and additional strengths within the range) product-specific bioequivalence guidance

Disclai )

This guidance should not be understood as being legally enforceable and is without prejudice to the need to ensure that the data submitted in support of
a marketing authorisation application compilies with the appropriate scientific, regulatory and legal requirements.

Requirements for bioequivalence demonstration (PKWP)

BCS Classification

BCSClass: [J I [J III [ Neither of the two

Background: Sclubility characteristics are atypical with self-association to form aggregates, low intrinsic
solubility and intrinsic dissolution rate.

Bioequivalence study design

in case a BCS biowaiver is not feasible or
applied

single dose

Cross-over

healthy volunteers

[<] fasting [] fed [J] both [ either fasting or fed

Number of studies: One study at the highest strength.

Other design aspects: A single supra-therapeutic dose of 600 mcg of test and reference product should
be administered.

Given that washout cannot be formally confirmed due to the presence of endogenous hormone, together
with a long plasma elimination half-life, a minimum washout period of 35 days between treatment periocds is
recommended.

ncg, 25 mog, 50 me

00 mog and 200 mcg (and additional strengths within the range)

Ministerio de Salud
Panama
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Levothyroxine tablets 12.5 mcg, 25 mcg, 50 mcg, 75 mcg, 100 mcg and 200 mcg
(and additional strengths within the range) product-specific bioequivalence guidance

Disclai )

This guidance should not be understood as being legally enforceable and is without prejudice to the need to ensure that the data submitted in support of
a marketing authorisation application compilies with the appropriate scientific, regulatory and legal requirements.

Requirements for bioequivalence demonstration (PKWP)

BCS Classification

BCSClass: [J I [J III [ Neither of the two

Background: Sclubility characteristics are atypical with self-association to form aggregates, low intrinsic
solubility and intrinsic dissolution rate.

Bioequivalence study design

in case a BCS biowaiver is not feasible or
applied

single dose

Cross-over

healthy volunteers

[<] fasting [] fed [J] both [ either fasting or fed

Number of studies: One study at the highest strength.

Other design aspects: A single supra-therapeutic dose of 600 mcg of test and reference product should
be administered.

Given that washout cannot be formally confirmed due to the presence of endogenous hormone, together
with a long plasma elimination half-life, a minimum washout period of 35 days between treatment periocds is
recommended.

ncg, 25 mog, 50 me

00 mog and 200 mcg (and additional strengths within the range)

Ministerio de Salud
Panama
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[€] parent [] metabeolite [ both

Analyte

[<] plasma/serum [ blood [] wrine

Enantioselective analytical method: O yes EH ne

Recommendations regarding method for baseline adjustment: Plasma/serum levothyroxine values
for pharmacokinetic analysis are recommended to be corrected for endogenous thyroxine by subtraction of
the mean of three pre-dose plasma thyroxine concentrations (e.g. at 0.5 h, 0.25 h, and 0 h pre-dose) from
the values obtained post-dose.

Bioequivalence assessment

Main pharmacokinetic variables: AUC; ;3 and C .,
90% confidence interval: 90.00 - 111.11% for AUCa-72n and 80.00 - 125.00% for Crax

Background: levothyroxine is a critical dose drug

Ministerio de Salud
Panama
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« Pharmacokinetics: Q&As
« Methodology Working Party
s Public consultations
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Regulatory and procedural guidance
Research and development
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3. Bioequivalence (genera
3.11 Expectations for bootstrapping to calculate the 90% confidence interval

Collapse section
. o . . . for the f2 similarity factor - (superseded/incorporated into Q & A 3.13 August
3.1 Which statistical method for the analysis of a bioequivalence study does thev 2023)

Agency recommend? January 2011

Ministerio de Salud
Panama

. . . . . 3.12 Clarification on guideline requirements for parenteral oily solutions -
3.2 What is the minimum number of subjects that should be included in the v December 2022

second stage of a two-stage bioequivalence study design? February 2013

3.13 MWP Q & A on In Vitro Dissolution Profile Comparison for Bioequivalence
3.3 Regarding the evaluation of orally inhaled medicinal products, to what o Inference - New August 2023

extent do plasma levels reflect bio-availability in the lung? January 2015

3.4 Evaluation of orally inhaled medicinal products: can I scale acceptance 4. PFOdUCt'SPECiﬁC bioequiva|ence
limits (for Cmax and perhaps AUC) to allow for variability in reference product

for fine particle dose? January 2015

Collapse section
3.5 Can I use a 3 period design scheme for the demonstration of within-subject |
variability for Cmax? June 2015 4.1 Bioequivalence studies for generic products containing clopidogrel. June

2009
3.6 Would a specific bioequivalence study with administration of o o ] ] ]
crushed/disintegrated tablets be required for a generic application? March 2019 4.2 Acceptance criteria for bioequivalence studies for losartan. July 2010 h
3.7 If the test product is an oral solution (or suspension) dosed in single dose 4.-3 What. are the r.equirements for demonstration of bioequivalence for -
sachets and the test product claims the administration with or without water ciclosporine generics? July 2010
(or makes no claim), how should the test product be administered in the BE
study? ... Sept 2017 4.4 Bioequivalence studies for generic application of omega 3 fatty acid o
ethylesters in a soft gelatine capsule. October 2013

3.8 What are the recommendations for a biowaiver of an additional strength for ) ) ) o o
gastro-resistant preparations (e.g. omeprazole)? July 2010, March 2018 s 4.5 What do I need to consider in a generic application for quetiapine lambda
(updated April 2018) and May 2020 200, 300, 400 mg prolonged release tablets? October 2013
3.9 Is the Mahalanobis Distance (MD) an adequate measure for use in the 4.6 Requirements for demonstration of bioequivalence for mycophenolate
assessment of dissolution similarity, in particular in cases where the f2 statistic mofetil generics. January 2011
is not suitable? Can interval estimation be used to inform decision...
(superseded/incorporated) 4.7 Demonstration of bioequivalence for ebastine. October 2013 v
3.10 What is the recommendation on what extent of active ingredient that 4.8 CHMP request to PKWP for clarification on demonstrating bioequivalence of
should be released in a comparative local in vivo availability study, in order to v low dose acetylsalicylic acid gastro-resistant formulations in fixed dose v

allow a conclusion of comparable local exposure for lozenges? March 2020 combinations with substitution indication. December 2016
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4.9 Ferric citrate coordination complex 1g film-coated tablets - product specific 6. Biowaivers

equivalence guidance December 2018
Expand section Collapse section

6.1 What is the effect of sorbitol on the pharmacokinetics of highly permeable
drug substances? September 2012

4,10 PKWP Q & A on pharmacokinetic (PK) characteristics of iron salts for oral
use. Acceptable bridging/biocequivalence data. May 2019

4.11 What is the recommendation on the most sensitive analyte and the
required studies for establishing therapeutic equivalence by means of
pharmacokinetic data for orally inhaled products containing beclomethasone
dipropionate? New March 2020

6.2 Is it possible to accept an “additional strengths biowaiver” when
bioequivalence to the reference product has been established with a BCS-based
biowaiver? October 2013

4.12 Clarification on demonstration of bioequivalence for dabigatran etexilate
New May 2020 e 6.3 Clarification on how to apply the reference made in Appendix II of the

Guideline on the investigation of bioequivalence (CPMP/EWP/QWP/1401/98 e

4.13 PKWP Q & A on bioequivalence requirements for pirfenidone tablet Rev.1/Corr**), when waiving in vivo studies for oral solutions. December 2016

formulations. New September 2021
6.4 How should the conditions regarding fulfilling proportionality in composition

of fixed combinations be interpreted in an application with multiple strengths?

4.14 PKWP Q & A on bioequivalence requirements for tadalafil orodispersible June 2020

tablet. New September 2021
6.5 How large can the deviations from proportionality in composition be in the
T T
Collapse section
5.1 Clarifications regarding bioequivalence studies in children. June 2009 e

5.2 Clarifications on the guideline on the evaluation of the pharmacokinetics of " 8.1 PKWP is requested to provide clarification on the requirements for

medicinal products in patients with impaired hepatic function. January 2015 sensitisation and irritation tests for transdermal products in Appendix I of the
Guideline on the pharmacokinetic and clinical evaluation of modified release
dosage forms. June 2018
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Articulo 75. El procedimiento abreviado aplica a los medicamentos aprobados como
bioequivalentes, equivalentes terapéuticos o intercambiables por las entidades abajo listadas:

l.

Al

ok W

La Administracion de Alimentos y Medicamentos de los Estados Unidos (US Food and
Drug Administration, FDA).

Health Canada

La Agencia Europea de Medicamentos (The European Medicines Agency, EMA).
Autoridades Reguladoras de Medicamentos miembro de la Union Europea.

Programa OMS de Precalificacion de Medicamentos (PQP)/ The WHO Prequalification of
Medicines Programme (PQP)

La Agencia de Productos Medicamentosos de Suiza (Swissmedic).

Agencia de Productos Farmacéuticos y de Dispositivos Médicos (PMDA) de Japon.
Administracion de Productos Terapéuticos de Australia (TGA).

Agencia Regulatoria para Medicamentos y Productos Sanitarios de Reino Unido (MHRA)

* Precalificacion de los medicamentos por la OMS.

Solo aplican para procedimiento abreviado al momento de solicitar la
intercambiabilidad de medicamentos las autoridades descritas en el
articulo 75 del Decreto Ejecutivo N°27 de 10 de mayo de 2024.

-


https://www.who.int/es/news-room/fact-sheets/detail/prequalification-of-medicines-by-who
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;Qué productos deben realizar la solicitud
de intercambiabilidad de medicamentos de
forma paralela a [a solicitud de registro
sanitario?

dProductos que contengan principios activos incluidos en la Resolucion N°386
de 9 de junio de 2023.
dProductos que ya cuenten con la intercambiabilidad de medicamentos.
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;Cuando debo incluir el logotipo Ml en
mis artes de etiqueta?

(APara productos en renovacion o que vayan a obtener el registro sanitario por
primera vez cuyo principio activo se encuentre en la Resolucion N°386 de 9 de
junio de 2023, deben solicitarlo durante el tramite ya sea de
renovacion/obtencion del registro sanitario.

dPara productos cuyo principio activo esté listados en la Resolucion N®385 de 9
de junio de 2023, deben incluir el logotipo posterior a la aprobacion de la
intercambiabilidad de medicamentos.
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;LOS Unicos requisitos para optar por la
Bioexencion basada en el SCB son la
solubilidad y permeabilidad del principio activo
y la disolucion?

No, depende también de otros factores como:

JFarmacocinética complicada

Estrecho margen terapéutico

1

dPresencia de excipientes criticos en la formulacion del Medicamento de Referencia
0 Medicamento de prueba.
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;Qué tiempo demora la evaluacion de la
solicitud de intercambiabilidad de

medicamentos? &

El tiempo de respuesta depende de varios factores: Otros aspectos a tomar en cuenta:

dNUmero de solicitudes que ingresan a |la = El tiempo empieza a trascurrir desde
., : : : : : que se realiza la primera notificacion.

‘ Seclmon de B|oeqU|vaIenC|a para asignacion. e | usuario fiene hasta 3 meses desde [

Calidad del dossier presentado. primera  notificacion para  subsanar

1Complejidad de la evidencia presentada. Cualquier error u omision.
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Sl durante la obtencion o renovacion previa
presenté las especificaciones y certificados de
calidad de la materia prima, y desarrollo
farmaceutico, ;Debo volver a presentarlo para la
renovacion?

Dichos documentos solo se presentan una vez.
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;Los estudios de bioequivalencia y el
desarrollo farmacéutico deben estar
traducidos al idioma espafiol?

El desarrollo farmacéutico se acepta en idioma espafiol 0 en idioma inglés, el resto de los
idiomas deben presentar traduccion, (traductor publico autorizado).

(1La Evidencia de Equivalencia Terapeutica:

= Debe venir en idioma espanol o en idioma inglés, el resto de los idiomas deben presentar
traduccion, (traductor publico autorizado).

= [l resumen del estudio debe venir en idioma espariol.
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Si el producto presenta cambios en el
proceso de fabricacion y/o en la formula

cuali-cuantitativa, ;Cuando debo notificar
a la DNFD?

Cualquier cambio que se presente durante la vigencia del registro sanitario
debe ser notificado a la Seccion de Modificaciones al Registro Sanitario.
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Cuando presento un cambio en el proceso de

fabricacion, formula cuali-cuantitativa o en el fabricante

de la materia prima utilizada para producir el

medicamento, ;Qué debe incluir [a declaracion jurada en

la solicitud de renovacion?

En la Declaracion Jurada presentada como requisito para la renovacion de la intercambiabilidad debe
indicarse, tal cual se describe en el articulo 80 del Decreto Ejecutivo N°27 de 10 de mayo de 2024
solo las condiciones que se mantienen, e indicar en la misma declaracion jurada o en un documento

adicional cual fue el cambio realizado, adjuntando en dicho caso los documentos que soporten que
el cambio no impacta en la equivalencia terapéutica.
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;ES requisito durante Ia
obtencion/renovacion de la
intercambiabilidad la aprobacion de un
inserto?

Si, se debe presentar para evaluacion por parte de la Seccion de Evaluacion al
Registro Sanitario un inserto durante la obtencion/renovacion del registro sanitario
para todos los productos que contengan principios activos que requieran demostrar
equivalencia terapéutica.



GOBIERNO NACIONAL

* CON PASO FIRME * salud

Referencias para consultar

Panama

» (Capacitaciones realizadas por la Direccion Nacional de Farmacia y Drogas.
 FDA

« Search for FDA Guidance Documents

«  Product-Specific Guidances for Generic Drug Development

« Dissolution Methods Database (Additional Information)

« Dissolution Methods

« Inactive Ingredients in Approved Drug Products Search: Frequently Asked Questions

- EMA
« Clinical pharmacology and pharmacokinetics
«  Product-specific bioequivalence guindace
« Clinical pharmacology anda pharmacokinetics: questions and answers

- ICH

«  Multidisciplinary Guidelines



https://www.minsa.gob.pa/contenido/capacitacion
https://www.fda.gov/regulatory-information/search-fda-guidance-documents
https://www.accessdata.fda.gov/scripts/cder/psg/index.cfm
https://www.fda.gov/drugs/drug-approvals-and-databases/dissolution-methods-database
https://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm
https://www.fda.gov/drugs/drug-approvals-and-databases/inactive-ingredients-approved-drug-products-search-frequently-asked-questions
https://www.ema.europa.eu/en/human-regulatory-overview/research-and-development/scientific-guidelines/clinical-pharmacology-pharmacokinetics
https://www.ema.europa.eu/en/human-regulatory-overview/research-and-development/scientific-guidelines/clinical-pharmacology-pharmacokinetics/product-specific-bioequivalence-guidance
https://www.ema.europa.eu/en/human-regulatory-overview/research-and-development/scientific-guidelines/clinical-pharmacology-pharmacokinetics/clinical-pharmacology-pharmacokinetics-questions-answers
https://www.ich.org/page/multidisciplinary-guidelines

-
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WHO (OMS)

Panama

Referencias para consultar

Acerca de la Precalificacion de Medicamentos

Lista de Medicamentos Precalificados

Guia de precalificacion de medicamentos de la OMS

Norms and Standards for Pharmaceuticals Terminologies

Normas v Estandares de Productos Farmacéuticos
»  Guias: Normasy Estandares de Productos Farmacéuticos

TRS 1052 - Annex 6: WHO Biowaiver List: proposal to waive in vivo bioequivalence requirements for WHO Model List of Essential Medicines immediate-
release, solid oral dosage forms

TRS 1052 - Annex 7: WHO guideline on Biopharmaceutics Classification System-based biowaivers

TRS 1052 - Annex 8: Multisource (generic) pharmaceutical products: guidelines on registration requirements to establish interchangeability
TRS 970 - Annex 3: Pharmaceutical development of multisource (generic) finished pharmaceutical products: points to consider

TRS 970 - Annex 5: Development of paediatric medicines: points to consider in formulation

TRS 929 - Annex 5: Guidelines for registration of fixed-dose combination medicinal products (2005) - Importante leer los Apéndices.

Genéricos complejos

USP Standards for Complex Generics

Addressing Barriers to the Development of Complex Generics: Understanding Challenges and Opportunities


https://extranet.who.int/prequal/medicines/welcome-medicines-prequalification
https://extranet.who.int/prequal/medicines/prequalified/finished-pharmaceutical-products
https://extranet.who.int/prequal/medicines/who-medicines-prequalification-guidance
https://cdn.who.int/media/docs/default-source/medicines/norms-and-standards/guidelines/mqa-terminology-sept-2020.pdf?sfvrsn=48461cfc_10
https://www.who.int/teams/health-product-policy-and-standards/standards-and-specifications/norms-and-standards-for-pharmaceuticals
https://www.who.int/teams/health-product-and-policy-standards/standards-and-specifications/norms-and-standards-for-pharmaceuticals/guidelines
https://www.who.int/publications/m/item/trs-1052---annex-6--who-biowaiver-list--proposal-to-waive-in-vivobioequivalence-requirements-for-who-model-listof-essential-medicines-immediate-release--solid-oraldosage-forms
https://www.who.int/publications/m/item/trs-1052---annex-7--who-guideline-on-biopharmaceutics-classificationsystem-based-biowaivers
https://www.who.int/publications/m/item/trs-1052---annex-8--multisource-(generic)-pharmaceutical-products--guidelines-on-registration-requirements-to-establish-interchangeability
https://www.who.int/publications/m/item/pharmaceutical-development-of-multisource-(generic)
https://www.who.int/publications/m/item/trs970-annex-5-development-of-paediatric-medicines-points-to-consider-in-formulation
https://www.who.int/publications/m/item/annex-5-trs-929
https://www.usp.org/complex-generics
https://www.usp.org/sites/default/files/usp/document/raps-2023-usp-standards-for-complex-generics-6oct23.pdf
https://www.usp.org/sites/default/files/usp/document/ea83b_complex-generics_wp_2023-07_v3.pdf
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Referencias para consultar

«  EUROPA (comisién Europea es miembro fundador ICH previo a 23.0ct.2015 — La EMA proporciona a la Comision el apoyo técnico y cientifico)
« Unioén Europea (Estados miembros de la Union Europea (UE) y del Espacio Econémico Europeo (EEE)).

« Lista de Autoridades Nacionales Competentes en el Espacio Econémico Europeo (EEE)

- Autoridades Regulatorias Nacionales Regionales (ARNr)
«  Health Canada (Canada) (Observador ICH previo a 23.0ct.2015 — Stringent Regulatory Authority [SRA])
« FDA (USA) (Miembro fundador ICH previo a 23.0ct.2015 — Stringent Regulatory Authority [SRA])
«  COFEPRIS (México)
-« CECMED (Cuba)
- INVIMA (Colombia)
«  ANVISA (Brasil)

« ISP (Chile)
- ANMAT (Argentina)

< TheraDeutiC GOOdS Administration (TGA) - AllStI‘ alia (Autoridad Reguladora asociada como miembro ICH a través de un acuerdo

juridicamente vinculante, previo a 23.0ct.2015 — Stringent Regulatory Authority [SRA])
«  ARTG Search Visualiton Tool



https://www.ich.org/page/ec-europe
https://www.ema.europa.eu/en/medicines/national-registers-authorised-medicines
https://www.ema.europa.eu/en/partners-networks/eu-partners/eu-member-states/national-competent-authorities-human
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/drug-product-database.html
https://www.fda.gov/drugs/development-approval-process-drugs/drug-approvals-and-databases
https://www.gob.mx/cofepris/acciones-y-programas/registros-sanitarios-de-medicamentos-84937
https://www.cecmed.cu/registro
https://www.invima.gov.co/productos-vigilados/medicamentos-y-productos-biologicos/medicamentos-de-sintesis-quimica-y-biologica
https://www.gov.br/anvisa/pt-br/sistemas/consulta-a-registro-de-medicamentos
https://www.ispch.gob.cl/anamed/
https://www.argentina.gob.ar/anmat/regulados/medicamentos
https://www.tga.gov.au/products
https://compliance.health.gov.au/artg/
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CORREO ELECTRONICO DE EQUIPO

N\
pad
bioequivalenciadnfd@minsa.gob.pa

Recuerda verificar tus tramites en Sequimiento de Tramite con el numero de solicitud y caso.



https://faddi.minsa.gob.pa:8443/control/
mailto:bioequivalenciadnfd@minsa.gob.pa
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