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Republica Argentina - Poder Ejecutivo Nacional
2021 - Afio de Homengje a Premio Nobel de Medicina Dr. César Milstein

Disposicion
NUmero: DI-2021-6849-APN-ANMAT#MS

CIUDAD DE BUENOS AIRES
Miércoles 8 de Septiembre de 2021

Referencia: EX-2021-27432705-APN-DGA#ANMAT

VISTO e EX-2021-27432705-APN-DGA#ANMAT de Registro de la Administraciéon Nacional de
Medicamentos, Alimentosy Tecnologia Médica; y

CONSIDERANDCO:

Que por las presentes actuaciones la firma BOEHRINGER INGELHEIM SA., en representacion de
BOEHRINGER INGELHEIM INTERNATIONAL GmbH, solicita un nuevo elaborador aternativo (Elaborador
del granel y Acondicionador primario y secundario) de la Especialidad Medicinal denominada MICARDIS PLUS
/| TELMISARTAN — HIDROCLOROTIAZIDA, Forma Farmacéutica y Concentracion. COMPRIMIDOS
DOBLE CAPA, TELMISARTAN 40 mg — HIDROCLOROTIAZIDA 12,5 mg; TELMISARTAN 80 mg —
HIDROCLOROTIAZIDA 12,5 mg; TELMISARTAN 80 mg — HIDROCLOROTIAZIDA 25 mg; aprobada por
Certificado N° 49.899.

Que las actividades de importacion, comercializacion y depdsito en jurisdiccion nacional o con destino a
comercio interprovincial de especialidades medicinales se encuentran referidas por la Ley 16.463 y los Decretos
Nros. 9763/64, 150/92 y sus modificaciones 1890/92 y 177/93; y la Disposicion N° 262/95.

Que d producto habra de elaborarse aternativamente en ALEMANIA siendo dicha Especialidad Medicina
elaborada alternativamente en: Rottendorf Pharma GmbH (granel) Ostenfelder Strasse 51-61, 59320, Ennigerloh,
Alemania; y (Acondicionamiento primario y secundario) en Am Fleigendahl 3, 59320 Ennigerloh, Alemania.

Que la empresa solicitante se encuentra habilitada como importadora de especialidades medicinales por esta
Administracion Nacional.

Que la Direccion de Evaluacion y Registro de Medicamentos y la Direccion de Asuntos Juridicos han tomado la
intervencion de su competencia.



Que se acttia en virtud de las facultades conferidas por el Decreto N° 1490/92 y sus modificatorios.

Por €ello;
EL ADMINISTRADOR NACIONAL DE LA ADMINISTRACION NACIONAL DE
MEDICAMENTOS, ALIMENTOS Y TECNOLOGIA MEDICA
DISPONE:

ARTICULO 1°.- Autorizase alafirma BOEHRINGER INGELHEIM S.A., en representacion de BOEHRINGER
INGELHEIM INTERNATIONAL GmbH, e nuevo elaborador alternativo y Acondicionador primario y
secundario para la Especididad Medicina denominada MICARDIS PLUS / TELMISARTAN -
HIDROCLOROTIAZIDA, Forma Farmacéutica y Concentracion: COMPRIMIDOS DOBLE CAPA,
TELMISARTAN 40 mg - HIDROCLOROTIAZIDA 125 mg; TELMISARTAN 80 mg -
HIDROCLOROTIAZIDA 12,5 mg; TELMISARTAN 80 mg — HIDROCLOROTIAZIDA 25 mg; la que en lo
sucesivo se elaborara alternativamente en: Rottendorf Pharma GmbH (granel) Ostenfelder Strasse 51-61, 59320,
Ennigerloh, Alemania; y (Acondicionamiento primario y secundario) en Am Fleigendahl 3, 59320 Ennigerloh,
Alemania. Se dgja constancia que se mantienen los aprobados con anterioridad (Elaborador del granel,
Acondicionador primario y secundario).

ARTICULO 2°.- Los textos de rétulos y prospectos no se modifican de acuerdo a lo expresado en carécter de
Declaracion Jurada por € solicitante en pagina 9 del documento |F-2021-28132493-APN-DGA#ANMAT.

ARTICULO 3°.- Practiquese la atestacion correspondiente en el Certificado N° 49.899 cuando € mismo se
presente acompariado de la copia de la presente disposicion.

ARTICULO 4°.- Registrese, por mesa de entradas notifiquese a interesado, haciéndole entrega de la presente
disposicién, girese a la Direccion de Gestion de Informacién Técnica a los fines de adjuntar a legajo
correspondiente, Cumplido, Archivese.

EX-2021-27432705-APN-DGA#ANMAT
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Digitally signed by GARAY Valeria Teresa

Date: 2021.09.08 23:29:35 ART

Location: Ciudad Auténoma de Buenos Aires

Valeria Teresa Garay

Subadministradora Nacional

Administracion Nacional de Medicamentos, Alimentosy Tecnologia
Médica

Digitally signed by Gestion Documental
Electronica
Date: 2021.09.08 23:29:37 -03:00



Republica Argentina - Poder Ejecutivo Nacional
2021 - Afio de Homengje a Premio Nobel de Medicina Dr. César Milstein

Informe

Numero: 1F-2021-28132493-APN-DGA#ANMAT

CIUDAD DE BUENOS AIRES
Martes 30 de Marzo de 2021

Referencia: EX-2021-27432705 - CBIO ELAB ALT EXTRANJESP MEDIC

SE ADJUNTA EL DOCUMENTO COMO ARCHIVO EMBEBIDO POR ESTAR FIRMADO
DIGITALMENTE.

Digitally signed by Gestion Documental Electronica
Date: 2021.03.30 14:25:53 -03:00

Alejandro Di Gesu
Auxiliar administrativo
Direccion General de Administracion

Administracion Nacional de Medicamentos, Alimentosy Tecnologia
Médica

Digitally signed by Gestion Documental
Electronica
Date: 2021.03.30 14:25:57 -03:00
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Boehringer Ingelheim S.A.

Administracién Nacional de Asuntos Regulatorios
Medicamentos, Alimentos y Tecnologia Médica Direcci6n Médica
ANMA.T.
Avda. de Mayo 869, Argentina
Dr. Limeres
S/D

12. marzo 2021

Ref: Micardis Plus - Comprimidos Vuestra Referencia
Certificado N° 49.899
. oz . . . . Nuestra referencia
Autorizacion o cambio de laboratorio elaborador alternativo extranjero Slivina Indellcato
(fuera de la Argentina) (c6d. 2504) Phone +54 11 4704 8600
Fax +54 11 4704 8690
E-mail:

BOEHRINGER INGELHEIM INTERNATIONAL GmbH, Ingelheim am  *reindcicstoeboehringeringelheim.con
Rhein, Alemania, representado por BOEHRINGER INGELHEIM S.A., con  oficinas administrativas:
domicilio en Juana Azurduy 1534, Ciudad Auténoma de Buenos Aires,  Complejo Empresarial Urbana
inscripto en el legajo Numero 9872, se dirige Uds. con el fin de solicitar la ~ Cazadores de Coquimbo 2841
. e . .y . Piso 2
Autorizacion Autorlza01og Como. nuevo e!aborador alterpatlvo (para las (B1605AZE) Munro | Pcia. de
etapas de granel, acondicionador primario y secundario) a la planta  puenos Aires
“Rottendorf Pharma GmbH” de Alemania, para el producto Micardis  Teléfono: +54 - 11 -4704-8600
Plus - Comprimidos. info2@boehringer_ingelheim.com
www.bai.boehringer-ingelheim.com
Para tal fin se aclara que: Laboratorios y Actividades
Para la determinacion del contenido de agua en el producto terminado se  Cientificas:
presenta un método alternativo debido a que el equipamiento disponible en Jga“a A;ErKdU'\llflw* Ciudad
. . 1429 if i
la nueva planta de Rottendorf es diferente. El mismo fue adecuadamente C1a )Ndfiez | Ciuda
K A . K A Auténoma de Buenos Aires
validado. Las especificaciones de contenido de agua se mantienen respecto  Teigfono +54-11-4704-8600

de las apr()badas actualmente. www.bai.boehringer-ingelheim.com
Para tal fin se adjunta:
e Comprobante del arancel correspondiente

e Anexo 1: Ficha de modificaciones
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e Anexo 2: Declaracion jurada de que el contenido de rétulos y
prospectos, métodos de elaboracion y el periodo de vida util son
idénticos a los actualmente autorizados.

e Anexo 3: Copia del Certificado de Inscripcion al Registro de
Especialidades Medicinales N° 49.899 correspondiente al producto.

e Anexo 4: Copia autenticada del certificado de Buenas Practicas de
Manufactura de “Rottendorf Pharma GmbH” correspondientes a las
instalaciones de la calle Ostenfelder y de la calle Am Fleigendahl,
emitidos por la Autoridad Sanitaria de Alemania. Se acompafian de
sus traducciones publicas al espafiol.

e Anexo 5: Copia apostillada del certificado de producto del pais de
origen (Alemania).

e Anexo 6: Documentacion Técnica del producto elaborado en
“Rottendorf Pharma GmbH”:

- Descripcion del proceso de fabricacion y de los controles del
proceso.

- Especificaciones y Procedimientos analiticos para el analisis
del producto terminado.

- Resumen y Conclusiones sobre Estabilidad (incluyendo datos
sobre estabilidad en condiciones aceleradas y a largo plazo).

Sin otro particular, saludan a Ud. muy atentamente.
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9/3/2021 https://extranet.anmat.gov.ar/PagoElectronico/VerRecibo.aspx?NroRecibo=0011-01765347

Nro. de recibo: 0011-01765347
a,a’ Fecha: 08/03/2021

Administracidn Nacional de Medicamentos, C.U.L.T: 30-66314099-6
Alimentos y Tecnologia Médica IVA EXENTO - GANANCIAS EXENTO

INGRESOS BRUTOS EXENTO
Av de Mayo 869 (1084) INST. NAC. DE PREV. SOCIAL
Ciudad Autonoma de Buenos Aires INICIO DE ACT.: 2/1/1994
Razon social: BOEHRINGER INGELHEIM S.A. Conceptos:

2504 - AUTORIZACION O CAMBIO DE LABORATORIO

Nro. CUIT: 30535621159 ELABORADOR ALTERNATIVO EXTRANJERO (FUERA DE LA

ARGENTINA) - ESPECIALIDADES MEDICINALES
Domicilio legal: Av. del Libertador 7208 - CP:1429

IVA: Responsable inscripto

Importe total: $26180,00

Son pesos: veintiséis mil ciento ochenta con 00/100.- Total: $26180,00

El presente recibo tiene una vigencia de 90 dias corridos.
Vigente hasta: 06/06/2021

Nro. Operacion Interbanking (VEP): 000001399881
EXp.: ===msmmmmneen N° Disp.:

Organismo recaudador: ANMAT
Observaciones: Importe transferido a cuenta recaudadora BNA-ANMAT por INTERBANKING

https://extranet.anmat.gov.ar/PagoElectronico/VerRecibo.aspx?NroRecibo=0011-01765347 17
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“2021 - Ao de Homenaje al Premio Nobel de Medicina Dr. César Milstein”

Ministerio de Salud
Secretaria de Politicas,

Regulacion e Institutos
ANM.A.T.

FICHA DE MODIFICACIONES

Modificacion de la especialidad: Micardis Plus
Telmisartan/Hidroclorotiazida — comprimidos.

Laboratorio: BOEHRINGER INGELHEIM S.A.
Certificado N°: 49.899

40/12.5 -

80125 - 80/25 -

Exp. Autor. N°: 1-47-7061-01-7

MODIFICACION DE APROBACION ANTERIOR

MODIFICACIONES

-BOEHRINGER INGELHEIM Pharma
GmbH & Co.Kg

Binger Strasse 173, 55216 — Ingelheim
an Rhein — Alemania.

Acondicionador primario y secundario:

-BOEHRINGER INGELHEIM Pharma
GmbH & Co.Kg

Binger Strasse 173, 55216 — Ingelheim
an Rhein — Alemania.

-EUROFARMA ARGENTINA S.A.
Av. San Martin 4550, La Tablada,

-BOEHRINGER INGELHEIM DO
BRASIL

Rod. Regis Bittencourt (BR 116) km
286, Itaperica de Serra San Pablo -
Brasil (SOLO PARA 40/12.5 y 80/12.5)
-HLB PHARMA GROUP S.A.

Int. Tomkinson 2054, B1642. San
Isidro, Provincia de Buenos Aires —
Argentina (SOLO PARA 40/12.5y
80/12.5)

Provincia de Buenos Aires — Argentina.

NOMBRE MICARDIS PLUS SIN MODIFICACIONES
CONCENTRACIONES 40/12.5, 80/12.5 y 80/25 mg SIN MODIFICACIONES
PRESENTACIONES 40/12.5 — 80/12.5: 14, 28, 56, 98 SIN MODIFICACIONES
comprimidos
80/25: 7 y 28 comprimidos
ENVASE PRIMARIO Blister de Al/Al SIN MODIFICACIONES
LUGAR DE Elaboradores etapa granel: Elaboradores etapa granel:
ELABORACION

-BOEHRINGER INGELHEIM Pharma
GmbH & Co.Kg

Binger Strasse 173, 55216 — Ingelheim
an Rhein — Alemania.

-Rottendorf Pharma GmbH
Ostenfelder Strasse 51-61, 59320
Ennigerloh — Alemania.
Acondicionador primario y secundario:
-BOEHRINGER INGELHEIM Pharma
GmbH & Co.Kg

Binger Strasse 173, 55216 — Ingelheim
an Rhein — Alemania.

-EUROFARMA ARGENTINA S.A.

Av. San Martin 4550, La Tablada,
Provincia de Buenos Aires — Argentina.
-BOEHRINGER INGELHEIM DO
BRASIL

Rod. Regis Bittencourt (BR 116) km
286, ltaperica de Serra San Pablo -
Brasil (SOLO PARA 40/12.5 y 80/12.5)
-HLB PHARMA GROUP S.A.

Int. Tomkinson 2054, B1642. San
Isidro, Provincia de Buenos Aires —
Argentina (SOLO PARA 40/12.5y
80/12.5)

-Rottendorf Pharma GmbH

Am Fleigendahl 3, 59320 Ennigerloh
— Alemania.
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“2021 - Afio de Homenaje al Premio Nobel de Medicina Dr. César Milstein”

Ministerio de Salud
Secretaria de Politicas,
Regulacion e Institutos

ANM.A.T.
Acondicionador secundario: Acondicionador secundario:
- AWER S.A. Uruguay N° 363/365, - AWER S.A. Uruguay N° 363/365,
Localidad Villa Martelli Localidad Villa Martelli
PROCEDENCIA ALEMANIA SIN MODIFICACIONES
VIDA UTIL 36 MESES SIN MODIFICACIONES
CONDICIONES DE Conservar entre 15°C y 30°C SIN MODIFICACIONES
CONSERVACION
CONDICION DE VENTA BAJO RECETA SIN MODIFICACIONES
VENTA
CATEGORIA Especialidad medicinal SIN MODIFICACIONES
TITULAR BOEHRINGER INGELHEIM SIN MODIFICACIONES
INTERNATIONAL GmbH, Ingelheim
am Rhein, Alemania
FORMULA APROBADA FORMULA PROPUESTA
Cada comprimido de Micardis Plus 40/12.5 contiene:
Telmisartan 40,000
Hidroclorotiazida 12,500 SIN MODIFICACIONES
Hidréxido de sodio 3,360
Povidona K 25 12,000
Meglumina 12,000
Sorbitol 168,640
Estearato de Magnesio 5,000
Lactosa monohidrato 112,170
Celulosa microcristalina 64,000
Almidén de Maiz 6,000
Glicolato sddico de almidon 4,000
Oxido de hierro rojo 0,330
Cada comprimido de Micardis Plus 80/12,5 contiene:
Telmisartan 80,000
Hidroclorotiazida 12,500 SIN MODIFICACIONES
Hidréxido de sodio 6,720
Povidona K 25 24,000
Meglumina 24,000
Sorbitol 337,280
Estearato de Magnesio 9,000
Lactosa monohidrato 112,170
Celulosa microcristalina 64,000
Almidon de Maiz 6,000
Glicolato sodico de almidon 4,000
Oxido de hierro rojo 0,330
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“2021 - Aiio de Homenaje al Premio Nobel de Medicina Dr. César Milstein”

Ministerio de Salud
Secretaria de Politicas,
Regulacion e Institutos
ANM.A.T.

Cada comprimido de Micardis Plus 80/25 contiene:
Telmisartan 80,000 SIN MODIFICACIONES
Hidroclorotiazida 25,000
Hidréxido de sodio 6,720
Povidona K 25 24,000
Meglumina 24,000
Sorbitol 337,280
Estearato de Magnesio 9,000
Lactosa monohidrato 99,100
Celulosa microcristalina 64,000
Almidén de Maiz 6,000
Glicolato sédico de almidon 4,000
Oxido de hierro rojo 0,900
Page 7 of 628
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Boehringer Ingelheim S.A.

Administracion Nacional de Direcci6n Medica
Medicamentos, Alimentos y Tecnologia Médica Asuntos Regulatorios
ANMA.T.
Avda. de Mayo 869, Argentina
Dr. Limeres
S/D

12. marzo 2021

Ref: Declaracion Jurada Vuestra Referencia

Nuestra referencia

Por la presente, BOEHRINGER INGELHEIM S.A., con domicilio en Juana  gjyina ndelicato

Azurduy 1534, Ciudad Auténoma de Buenos Aires, inscripto bajo Legajo  Phone +54 11 4704 8600

N° 9.872, manifiesta en caracter de Declaracion Jurada que el texto de los ~ Fax+54 114704 8690

rotulos y prospectos que acompafiarda al producto Micardis Plus fﬂ;::::de“caw b oehtinser inelheimcom
(Telmisartan / Hidroclorotiazida 40mg / 12.5mg - 80mg / 12.5 mg — [ ——

80mg/ 25mg) comprimidos no sera modificado con respecto al actualmente ~ Oficinas administrativas:
. .. ., . . . Complejo Empresarial Urbana
autorizado por la Administracién Nacional de Medicamentos, AlimentoS Y  Cazadores de Coquimbo 2841

Tecnologia Médica. Piso 2
(B1605AZE) Munro | Pcia. de
Buenos Aires
Teléfono: +54 - 11 -4704-8600
info2@boehringer_ingelheim.com
www.bai.boehringer-
ingelheim.com

Laboratorios y Actividades
Cientificas:

Juana Azurduy 1534
(C1429BKK) Nifez | Ciudad
Auténoma de Buenos Aires
Teléfono +54-11-4704-8600
www.bai.boehringer-
ingelheim.com
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Administracion Nacional de

Medicamentos, Alimentos y Tecnologia Médica
ANMA.T.

Avda. de Mayo 869, Argentina

Dr. Limeres

S/D

Ref: Declaracion Jurada

Por la presente, BOEHRINGER INGELHEIM S.A., con domicilio en Juana
Azurduy 1534, Ciudad Autébnoma de Buenos Aires, inscripto bajo Legajo
N° 9.872, manifiesta en caracter de Declaracion Jurada que los Métodos de
Elaboraciéon y el Periodo de Vida Util del producto Micardis Plus
(Telmisartan / Hidroclorotiazida 40mg / 12.5mg - 80mg / 12.5 mg —
80mg/ 25mg) comprimidos, asi como el contenido de Rotulos y Prospectos
no seran modificados con respecto a los anteriormente autorizados por la
Administracion Nacional de Medicamentos, Alimentos y Tecnologia
Médica, siendo las unicas modificaciones a incorporar las que resulten de la
aprobacion del presente tramite.

Boehringer
Ingelheim

Boehringer Ingelheim S.A.

Direccién Medica
Asuntos Regulatorios

12. marzo 2021

Vuestra Referencia

Nuestra referencia
Silvina Indelicato

Phone +54 11 4704 8600
Fax +54 11 4704 8690
E-mail:

silvina.indelicato@bochringer-ingelheim.com

Oficinas administrativas:
Complejo Empresarial Urbana
Cazadores de Coquimbo 2841
Piso 2

(B1605AZE) Munro | Pcia. de
Buenos Aires

Teléfono: +54 - 11 -4704-8600

info2@boehringer_ingelheim.com

www.bai.boehringer-
ingelheim.com

Laboratorios y Actividades
Cientificas:

Juana Azurduy 1534
(C1429BKK) Nifez | Ciudad
Auténoma de Buenos Aires
Teléfono +54-11-4704-8600
www.bai.boehringer-
ingelheim.com

Péagina 10 de 628

Page 10 of 628

A

El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-


mailto:silvina.indelicato@boehringer-ingelheim.com

ﬁﬁﬁﬁﬁﬁﬁ uer ue,u_r:uﬂ, s T\ Boenring

III“ gell Iel--.l gelneirn u“h) [ngelneir
l“ ) Boenringes f \ Boghringes (‘ Boghr

| ‘U'.-__.Ir* I“Q ~rallhar ”‘J (5 !

WY [ngelneim — |f))¥ [ngelnegim MY [ngels

r If" r f‘ F

1))/ [ngelneim ngelneim )Y fogel
(7o \ Bughringer K exo 3 Bueiring
Ul foelnein A Trgelieim il foaslhsis
("* ) Boenringer f Boenringes f Bogns
r I’J i If‘r 1 L I
H”‘J' Ingelneinm |I|“JQ Ingelnein III ‘JQ [ngelr
e einges f enringes (‘ Boenring
III“J elneim Ilm) gelneinm III“J) [ngelneir
f"* | Bue.'url..uge: Joenringer T\ Bogns
III“J) [ngelneim III“) gelneinn III“JJ Ingels

':.“
e
5
k‘L‘
<
_}

Boehringer GH Bognring
||) : I ||) Allanz

||| *******
L“ 1) [rurrnlruulrrn | rrurrr Innlrru

Pagina 11 de 628 Page 11 of 628

El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 12 de 628 Page 12 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 13 de 628 Page 13 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 14 de 628 Page 14 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 15 de 628 Page 15 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 16 de 628 Page 16 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 17 de 628 Page 17 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 18 de 628 Page 18 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 19 de 628 Page 19 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 20 de 628 Page 20 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 21 de 628 Page 21 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 22 de 628 Page 22 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 23 de 628 Page 23 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 24 de 628 Page 24 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 25 de 628 Page 25 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 26 de 628 Page 26 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Péagina 27 de 628 Page 27 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 28 de 628 Page 28 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 29 de 628 Page 29 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 30 de 628 Page 30 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 31 de 628 Page 31 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 32 de 628 Page 32 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 33 de 628 Page 33 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 34 de 628 Page 34 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 35 de 628 Page 35 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 36 de 628 Page 36 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 37 de 628 Page 37 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 38 de 628 Page 38 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 39 de 628 Page 39 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 40 de 628 Page 40 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 41 de 628 Page 41 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 42 de 628 Page 42 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 43 de 628 Page 43 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 44 de 628 Page 44 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 45 de 628 Page 45 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 46 de 628 Page 46 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 47 de 628 Page 47 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 48 de 628 Page 48 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Pagina 49 de 628 Page 49 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



%' 2013 - ANV DEL BICEMIENARIC DE LA SWBLT:E GENERAL CONSTITUYENTE DF 1813"

Ministenc e Salud / ﬂ/ﬁé’ ZZZ

Secretaria de Politicas, Regulacion e
Institutos
ANMAT
Instituto Nacional de Medicamentos

L 13of 109
Ref: 1-47-18029-10-7
Lab.: BOEHRINGER INGELHEIM S.A.
D.Legal: Av. Del Libertador 7208, CARA
D. Planta: idem,
Tel: 4704-8600/35
Contacto: Romina Farrd (bT)
MESA DE ENTRADAS:

Citese al requirente a fin de informarle que en los términos de la
Resolucién 223/96, el establecimienta LABORATORIOS AWER S .A. (Uruguay 355/363/5,
Villa Martelli, Pdo. de Vicente Ldpez, Pcia. de Bs. As) propuesto como Acondicionador
secundario Alternativo de las especialidades medicinales denominadas: MICARDIS /
Télmisurfun, forma farmacéutica: Comprimidos, concentraciones: 40mg y 80mg. N° de
certificado: 47.855, y MICARDIS PLUS/ Telmisartan-Hidroclorotiazida, forma
farmacéutica: Comprimidos doble capa, concentraciones: 40mg-12,5mg; B80mg-12,5mg;

80mg-25mg, certificado N° 49.899, posee las condiciones técnicas necesarias.
La forma farmacéutica de comprimidos doble capa en la concentracidn Telmisartan 40mg-

Hidroclorotiazida 25mg, no consta como aprobada seglin certificado N° 49,899 adjunto.

El contrato/convenio de elaboracién debe cumplir el capitulo 7 de la Disposicién ANMAT
2819/04 y con la Res. (ex MSyAS) 223/96 y queda sujeto a ser evaluado como parte de
cualquier inspeccidn.

Cumplida la netificacidn, vuelva,

lic ANTONIA PEIRACCA
AJC Seviclo de Medicamenics ¢ IF-

Deponamenlo de Insp Pt!u!lr‘
Instituto  Nuclonol de Medicszievios

DEPARTAMENTO DE INSPECTORIA
Ciudad de Buenos Aires, 16 de Agostp de 2013
luc

ARTAE.SPING: O S
DIRECTOR
iituto Haolonsl de Modicgmistae

Lige
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Bezirksregierung Miinster

BESTAnaUNa  DER finepgnsTIMMUNG
HERSTELLERS  miTomp  C/NES

Toll 1
Auogoetollt nach OInorlnSDthlongemin

*Art. 111 (5) der Richtlinie 2001/83/EG
®Art. 15 dor Richtlinie 2001t20/EG

Dlo zustandigo  deutsche Uberwachungsbohéardo

Dor Horstollor
Rottendorf Pharma GmbH

Anschrift der Botriebutattg
Rottendorf Pharma GmbH
Oatonfeldor Strae 61- 61
59320 Ennigerloh
Deutschland

e wurde im Rahmon dor nationalen Arzneimitteliibor-
wachung Insplzjort In Vgrbindungmitdor Horstollungse
erlaubnls Nr. gemaR

Ari, 40 dor Richtunie 2001/83/EG

Art. 13 der Richtlinie 2001/20/EG
umgesetzt In deutsches Recht durch:
5 13 Abs. 1 und 5 72 Arznolmlttelgesetz

Aufgrund dor aus dar lotztan Inspektion vom
14. Marz 2019 gowonnonon Erkanntnisse wird dia
oben genannte Betrlobsstalte des Herstellers dio
Ubereinstimmung mit den Anforderungen der Guten
HerstallungspraxJs (ostgastelll.dio sich aus

e den Grundsatzen und Loltljnlen de
Herstellungsnraxls #omaR
- Richtlinie

no:

AktcnzoichanfRoference Numbor:
2405.03-003

CERTIFICATE OF GMPCOMPLIANCE OF A
MANUFACTURER

Pani

Isst.jad followIng an Inspecton In accordanco with

*Art. 111(5) or Directlve 2001/83.'EC
*An. 15 of Directlvo 2001t20/EC

Tho .
folloﬁﬁm?peten1aUth°r'tV°! GERMANY connrmsthe

The manufacturor
Rottendorf pharma GmbH

Sita addrass

Rottendorf Pharma GmbH
OstonfeldorsStraRe S| og1
59320Ennigerloh
Germany

¢ has boon Inspected under tho national |nspection
programme in conngction With manufacturing
authorlsatlon no.
accordance With

*Art.40 of Direclive 2001/83/EC

eAn. 13 of Directlve 2001/20/EC
transposecinthelollowingnationaleglslalion:
Sect 13 para 1and sect 72 Arzneimittelgesotz (German
Drug Law)

in

From the knowlodgogalned duringthe Inspection01
this manufacturer.the latest otwhicli was conductedon
14 March 2019, ItIs consldered thal it complics wilh tha
Good ManufacturingPractlco roqulrementsreferredto

tho Inclplesand guldolinoso! Good Manufacturing
practtt lald down in
- Dirodivo2003N4JEC
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Zortifikat den Status dor Botriebsstatte
Zum Zoltpunki der obon gonannton Inspoktlon. Es
sollle nicht zur Bestatisung der Ubereinstimmung
herangozogon Wwarden, wonn seit der genannten
Incpgklion mghrals drol Jahre vergangen sind. Nach
Ablaut dieser Zeit solile mitder zustandlgen Behorde
Kontakt autgenommen werden. Das Zertifikat ist nur
bel Vorlaga samtlicherSeitonInklusivederToile 1 und
2 g01tig. Die Echthelt dloses Zorlilikates kann got,
durch ausstellende Behdrdo bestatigt v.erden.

This certificatoronecls the status o' the manufacturing
site al the timoof thoinspectionnotedabovo and
should not be relied upon to reflect the comoliance
status morethanthreevears have elapsed Inca 'the
dato of that Inspection. attor which timo tho lssti Pt‘:j
authorityshould be consulted This COftlchat:'DSa‘r’; :
onlv when presented with alt pages apd ot o2 'bo
and 2. The authenticitv of this cortitlcato May

voriRowiththeissuingauthority
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Ton 2

e PrOVWalo

zur Anwenduro am Monschon dor
(Il

HERSTELLUNGSTATIGKEITEN
1.2 Nlchbl.rilo Produkte

1.21 'Ehtstemo
fownt

1.2.1.1 Hankapsetn

121.2 WdcNapsoh
12.1.8 Andero lesla Arznoilormcn

1.2.1.13 Tabletten
1.22 Chawl'teleabo
Armetmlttal

1.3. ArzneJmlttel

t.a.1.8 Anderobhbatscho Arznclmittct
Pankroatlnhalticuoro.ltungon.
Thorapleanorgeno

£.S.2

1.3.2.8 biologische Arzr]eimittel
Pankreatinhalttueroitungen,
Theraploallorgono

1.4 Anon Produktert HersleumgstLtigkelt

1.4.1.1 Pflanzkhon Arznglminoln

1.4.12 Arzne&nitleh

[.S.1.i Harikapoeln
1.5.1Z2Welc".uln

1.5.1.B Andero §-

Pari 2

e Human Products
eHuman IrwestlgaUonal Meenal  Produds (or phaso

1 MANUFACTURINGOPERATIONS
12 Non-stortlcproducte

t.2. Non-stodo prod1Ets(gyocessing
operaLOns tor the dosage forma)

12.1.1 Capsutoc. hard Shell
1.212 Capsulos, sottShou
1.2.1.8 Othorsolf3
1.2.1.13 Tabtots
1.22Batclcortlltatbn
1.3 Btologlcelmodicinal products
ptodEts
13.1.8 Otttor medicinal
products
Formulationo containing
Pancroatin. abergons lor
tteatment

1.3.2BaW' «ti'k.ation

1.3.2.8 OtherBologicai modcinal
product4
Formulationsconlaining
Panctoatin. altorqons tot
treatment

1.4 Otherproduete or manufacturlng scttvlty

Ld. t Manufacture or:

1.4.1.1 Hetbal produc!s

1.4,1.2 ptodUCiS
1.5 Pockegtna
1,5t PrimarPading

13.1.1 Capsulos. hard Citoll
15.12 Capsuhs. sollshon

s.1._¢ottwtsolld tsagp lotms
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151.13 Tablam 151.13 Tabiati

1.52 1,52
aullthtekontrok 1.6 contml| toating
1,63 1.63
44
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ENFUHR VON ARZNEIUTTELN

Idr eln*tihrte Arznolmlttol

22.2 PtDdJkte
LS Arden Ehfuhrtaligkelton

23.4 Anore
Writstotf *Teetotimuse

W.
20th KM Hosur Road, Electronics City
560 too Bongaluru

Churewa Ctwnkal SyUwsis & Biotech
COLTD

| TIBTHsJng Street

Chu-Un Dist.

23850 New TaipeClty

Bratrankungen Anmorianvn
don du Zonlflelg:

Annewkurwi: Zu 12.1.8: Putvor Pellets.Granulato
Zu t.Zt .13: Auch und Oborzoaeno
T&letten Tabletlen,de Tamonten, Flutarnidund
Cbrnifen sowie Wdslolfandoga onthalten

Zu .6.3: Stereo und nichtsteriloProdukto

zu222:

Nur Irnportvon pnmarverpackten Arzneirniitoln in
11MAean ind hR'esten Darreichungsrormon: nur
Chuoenlrowe

importvm testen Darreungslormen.e  nur Bubsware
(heroectelltd.RCh den Inhabet &gsor Erlaubnis) zur
zumZweckodor

2 IMPORTATIONOF MEDICINAL PRODUCTS

2.2 Batch cartltlcatlonof Importod
product'

222 Non-sforilgprodbtts
2.3 Other Importationactlvltlos

2.3.4 other
activa substanco *Tactolimus-
manufacturor:
Biocon Ltd.
20th KM Hosur Road. CloctronlcsCity
560 100 Bongaluru
and

manufacturer:

Chunehwa Chemical Sylhosis & Biotech
CO LTD

1 TungeHsing Stroot

Chu-LinDist

23850 Now Taipei City

Any restrictionsor dari(ying romarks rolatodto tho scopo

of this @rti6cato:

Comments: Regarding point 1.2.1 8 Powder. ponots,
granules

Regarding point .2.1.13: As well effervescent tablets
and coated tabletsand tablets conlajning Tamoxifon,

Fluiamidoand Clomifonand analogs o' theso actrvo

substancos

Regarding point 1.6.3: Sterile and non-storila products

Regarding point22.2:

importationO01primary packed Medicinal Products in
rquid ard semi-solid dosage tormr. Batch certification
onty

importation0180bd dosago forms. only bulk
(manufactured by tho holder of this aulhorisation) for
Visual inspection and sortJng to tho purposes of
exportationagain
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00. 2020 2020

Im Aunma On bahalf
Name du Boubelters der istandlgen Nuno and *alura ol theauth«lsod person ot the
CompetentAVthorlty
Dr. Pe&a Ramp Dr. Potra Retnpo
MOrstu . MoOnstot ;
24:03enlUOGesutelt, rrwdzinuto Dazemat24: OltenlBchGaundhea, modziNscbo un
Angobomhonen ptwmazoullscho
Domtaz 1-3 Dompbtz 1-3
40'43 Mondor 48143 MOnstor
Douschland
4114119
Fax: Fax; 411-2137
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Vorstehende Ab5chtung dos GMP-Zertifikats
stimmt mit der mir vorgelegten Originalurkundo
wortlich Giberein und wird hiermitpeglaubigt.

Ennigerloh,den IB. Juni 2020

Notar

Pagina 64 de 628 Page 64 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



APOSTILLE
(Convention de La Haye du 5 octobro 1961)

1. Land: Bundesrepublik pDeutschland
Diese offentliche Urkunde
2. ist unterschriebenvon Klaus Tradt

3. in seiner Eigenschaft als Notarin Ennigerloh

. sie ist versehen rut dem Stegel des NotarsKlaus Tradt

Bootitlgt

5. nster 6. am 25. Juni 2020

7.dut  enPrasidentendes Landgerichts

8 unte 9101 a E 1363/20

9 Siegel 10.  Unterschrift
Schambert
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TRADUCCION PUBLICA

[A continuaciénaparece un textoredactadoen idiomaespafiol y en otroidioma).
(Sigue unsello con una inscripciénredactada en otroidioma)

Certificado N Cu:

Numerode Referencia:

24.05.03-003

CERTIFICADO DE CUMPLIMIENTCDE LAS BUENAS PRACTICAS DE
MANUFACTURA

Parto 1

Emitido después de una inspeccion do acuerdo con el Art. 111(5) do la
Directiva 20011831Cly el Articulo 15 do la Directiva20011201CE.

La autoridad competentede ALEMANIA confirmalo siguiente:

El fabricante:

Rottendorf Pharma GmbH

Domiciliode la planta:

Rottendorf Pharma GmbH

Ostenfelder StraPe 51-61

59320 Ennigerloh

Alemania

e Ha sido inspeccionadoconformeal programade inspecciénnacionalen

relacién con la autorizaciénde fabricacion NODE_NW_05_MIA_2020_0002
de acuerdocon:
Articulo 40 de la Directiva20011831CE

Articulo 13 de la Directiva 20011201CE
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transpuesto en la legislacién nacional:

Seccion 13, parrafoly seccion 72 de la Ley Alemanade Medicamentos—

A partirde la informaciénadquirida durantela inspeccién de este fabricante, la

dltima de las cuales se realizé el 14 de marzo de 2019, se considerd que cumple

con los requisitosde las Buenas Practicasde Manufacturireferidosen:

e Los principiosy lineamientosde la Buena Practica de Manufactura
establecidos en la Directiva2003/94/EC.

[Sigue un sello y un pie de pégina redactadosen otroidioma)

El presente certificado refleja el estado de la planta de fabricacién en el momento

de la inspeccién mencionada anteriormentey no se debe confiaren que refleje

el estado de conformidad si han transcurrido mas de tres afios a partirde la fecha

de esa inspeccion, tiempoa partirdel cual se debe consultara la autoridad

emisora. El presente certificadosélo es vélido cuando se presenta completoy

con las partes 1y 2. La autenticidacdel presentecertificadcse puedeverificar

con la autoridademisora.

[Sigue un sello y un pie de pagina redactadosen otroidioma)
Parte 2
« Productos Medicinales para Uso en Seres Humanos——

e Productos Medicinales de Investigacionpara Uso en Seres Humanos para

fase L, 11, Il

1 OPERACIONES DE MANUFACTURA

1.2 Productos no estériles

1.2 £ Productos no estériles (operaciones de proceso para las siguientes formas

farmacéuticas)
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1.2.1.1 Cépsulas duras

1.2.1.2 Capsulas blandas

1.2.1.8 Otras formas farmacéuticas sélidas

12.1.13 Comprimidos

1.2.2 Certificacion de lote

1.3 Productos medicinales biolégicos

1.3.1Productos medicinales bioldgicos

1.3.1.8 Otros productos medicinales bioldgicos, formulacionesque contengan
Pancreatina, alérgenos del tratamiento.

1.3.2 Certificacion de lote

1.3.2.8 Otros productos medicinales bioldgicos,formulacionesque contengan
Pancreatina, alérgenos del tratamiento.

1.4 Otros productos o actividades dofabricacion

1.4.1 Fabricacion de:

1.4.1.1 Productos a base de hierbas

1.4.1.2 Productos homeopdticos

1.5 Empaque

1.5.1 Empaque Primario

1.5.1.1 Cépsulas duras

1.5.1.2 Cépsulas blandas

1.5.1.8 Otras formas farmacéuticas sélidas

1.5.1.13 Comprimi
1.5.2Empaque secundario

1.6Andlisis de control do calidad
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1.6.3

[Sigue un sello y un pie de pagina redactados en otroidioma)

2 IMPORTACION DE propUCTOS MEDICINALES

2:2 Certificacion- de lote do productos modicinales importados

2.2.2. Productos no estériles

2.3 Otras actividades importantes
2.3.4 Otras

Principio activo "Tacrolimus-
Fabricante:

Biocon Ltd.

200KM Hosur Road, Electronics City,

560 100 Bengaluru

Fabricante:

Chunghwa Chemical Sythesis & BiotechCO LTD
1Tung-Hsing Street

Che-lin Dist.

23850, Ciudad de Nueva Taip

Cualquier restriccién o aclaracion relacionadacon el alcance del presente

certificado:

Comentarios: Con respecto al punto12.1.8: Polvo, peltets, granulos.
En lo que respecta al punto 12.1.13: También los comprimidosefervescentes,

los comprimidos recubiertos, los comprimidos que contienen Tamoxifeno,

Flutamiday Clomifeno y los andlogos de estos principiosactivos.
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Con respecto al .
i PUnto 16:3: productos esteriles y no estériles

En lo que res
pecta 3l .. .,
PuNt02.22: importaciérde ProductosMedicinalescon
emPpaque primario en formas famacéuticas

liquidas y semi-sélidas: sélo
certificacion de |ote

Importacidon de formas Auti
farmacéuticas s¢idas: sglo 3 granel (fabricado por el

titularde la presente izacid
P autorizacion) para |as inspeccion visual y clasificncion de

fines de exportacion nyevamente.

[Sigue un sello y un pie de pagina redactadosen otroidioma)
09 de marzo de 2020

En representacion de: [Sigue firmailegible)

Nombre y firma de la persona autorizada de la Autoridad Competente:

Dr. Petra Rempe

[Sigue texto en otroidioma)

[Siguen datos de contacto redactados en otroidioma)

[Sigue un sello y un pie de pagina redactados en otroidiomal

[En la siguiente pagina sigue un textoredactadoen otroidioma)

[En la ultima pagina del documentoaparece una Apostillaredactada en otro

idioma]

ES TRADUCCION FIEL AL IDIOMA ESPANOL DE LAS PARTES

PERTINENTES REDACTADAS EN IDIOMA INGLES DEL DOCUMENTO
ADJUNTO, AL QUE ME REMITO EN EL CIUDAD DE BUENOSAIRES A

COLEGIO DE .
DE LA CIUDATOE m 5
Corrcsponr-12 12 ELAM.  UELEZ
(RAOUCIOOA PUCLICACE
CTPCNA INSCR|P, 5070
T XIVF":

FRANCO MAGGIORINI
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CTPCBA Control

46738730767
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COLEGIO DE TRADUCTORES PUBLICOS
DE LA CIUDAD DE BUENOS AIRES

Republica Argentina
Ley 20305

LEGALIZACION

Porla presenteel COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIRES,
en virtud de la facultad que le confiereel articulo 10 inc, d) de la ley 20305. certificaunicamenteque
firmay el sello que aparecenen la traducciénadjuntaconcuerdancon los correspondientes

alla la Traductor/aPublico/a MIGUELEZ, MARCELA MABEL

que obran en los registros de esta institucion, en el folio del Tomo en el idioma
14 INGLES

Legalizacion numero: 30767

Buenos Aires, 18/09'2020

F; OIGALOFF
[¢ Opta.da Lagcaz.tc.'oooe
Cdcclo daTruuctores
dolaClu&d douenoa Area

ESTA LEGALIZACION NOSE CONSIDERARAVALIDASIN EL CORRESPONDIENTE
TIMBRADO DE CONTROL EN LA ULTIMAHOJA DE LATRADUCCION ADJUNTA

Control Intemo:  (2¢-30767

Avda. Corrientes 1834 —C1045AAN —Ciudad Auténoma do Buenos Aires —TOE 4373-7173 y Itneas rotativas
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By virtueof |he authoritvestedin the COLEGIO DE TRADUCTORES PUBLICOS DE LA

DE BUENOS AIRES (Buenos Aires Sworn Translators Association) by Argentinolaw No, 20 305 section
10(d), I hereby CERTIFY thatthe seal and signatureattixedon tho attachcdtranslationaro

Withlhe seal and signature on lite in our records.

The Colegio de TraductoresPublicosde la Ciudad de BuonosAires onlycortitiesthatthosignaturcand
seal on the translation are genuine: it Willnot attest to lhe contents ot tho documont,

THIS CERTIFICATION BE VALIDONLY IF IT BEARS THE PERTINENTCHECK STAMPONTHE
LAST PAGE OF THE ATTACHEDTRANSLATION

vu par le COLEGIO DE TRADUCTORESPUBLICOSDE LA CIUDAD DE BUENOSAIRES
Traducteurs Offgcielsde la Ville de Buenos Aires), en vertu des attributions qui lui ont ét6 accordees
par |'article 10, alinéa d) de Ia Loi n020.305, pour la seule légalisation matérielle de la signatureet
du sceau du Traductor Publico (TraducteurOfficiel)apposés sur la traductiondu document
ci-joint, qui sont conformes a ceux déposés aux archives de cette Institutton.

IE TIMBRE APPOSE SUR LA DERNIERE PAGE DE LA TRADUCTION FERA PREUVE DE LA VALIDITE

LA LEGALISATION,

Il COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIRES (Ordine dei Traduttori
abilitati delia Citta di Buenos Ares) CERTIFICA ai sensi dell'articolo 10, letterad) deltalegge 20.305
che la firma e il timbro apposti sulla qui unita traduzione sono conformi alla firma e al timbrodel
Traduttore abilitato depositati presso questo Ente.Non certifica il contenuto della traduzione sulla
quale la certificazione apposta.

LA VALIDITA DELIA PRESENTE CERTIFICAZIONE E SUBORDINATA ALCAPPOSIZIONE DEL TIMBRODI
CONTROLLO DEL CTPCBA SULCULTIMA PAGINADELLALLEGATA TRADUZIONE.

Por meio desta legalizagdo, 0 COLEGIO DETRADUCTORESPUBLICOSDE LA CIUDAD DE BUENOS
AIRES (Colégio dos Tradutores Publicos da Cidade de Buenos Aires), no uso de suas atribui¢oese
em conformidade com o artigo 10,alinea"d! da Lei 20.305,somentereconhecea assinaturceo
carimbo do Tradutor Publico que subscrevea tradugdoem anexo por semelhangacom a assle
natura e o carimbo arquivados nos registros desta instituicdo,

A PRESENTE LEGALIZACAO SO TERA VALIDADE COM A CORRESPONDENTE CHANCELA MECANICA
APOSTA NA ULTIMAFOLHA DA TRADUGAO

COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIRES (Kammer der vereidigten
Ubersetzer der Stadt Buenos Aires). Kraft der Befugnisse, die ihr nach Art. 10 Abs. d) von GesetZ
20.305 zustehen, bescheinigt die Kammer hiermitlediglich die Ubereinsttmmung der Unterschrift
und des Siegelabdruckes auf der beigefigten Ubersetzung mit der entsprechenden Unterschrift
und dem Siegelabdruck des vereidigten Ubersetzers (Traductor Publico) in unseren Registern.

DIE VORLIEGENDE UBERSETZUNG IST OHNE DEN ENTSPRECHENDENGEBUHRENSTEMPEIAUF
DEM LETZTEN BLATT DER BEIGEFUGTEN UBERSETZUNG NICHT GULTIG.
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Abnmrm

Bozlrksrogiorung MOnstor

'Cert&.alo na:

AktoruekhorJfletotonciNurroot

24 05.03-003
oesTAnauNN _ NFR NNERFINsniMUNOONES CERTIFICATE OF OMPCOMPLIANCEOF A
HERSTELLERS oup MANUFACTURER
Tell Part
noch elner Inspektlon gemiO Isaued tollowIngan Inepeetlonin occordance wilh
eArt. (5)dar Richtlinie *Art.  (5) Directtvo2001/03'EC
e Art. 15der Richtlinte200tt2NEG eArt. 150' Dir.ctlv. 2001/20/EC
Die auatandlae dgutochoUberwachungsbghdrdo The compotgniauthontyof GETINANY contirmslho
besta%t: rollowmoe
Oer Horstebar Tho manufactuter
Rotlendod PharmaambH noll.ndart Pharma GmbH
Anschno der Silo ad&oss
Rotteodorf Pharma GmbH RottondorfPharma GmbH
Am a Am Fielagondehla
50320Ennigerloh 50320Ennigerioh
Deutschland Germeny

ewurde Im Rahmon der nationalenArzneimittelObere ehas been inoneclod undar the national insp@ction
wachung Inspiziert in Vorbendungmn der Hegstollungse programmo in connecuon Wilh manufacturing

authonsatjon na. 'n
eArt 40 der Richtlnjo 2001103/EG accotdanco With
em 13 der Rkhlbnio 2001t2WEG ¢ Art. 40 01Diroctiva
urrvsotzt Indeutsdws Recht durdl.e - Art. 1301 Directivo 2001/20.'EC
13Abs. und5 72 Arznemtttelgosotz transposed in tho lonosvng national toglsiabon
Sact 13para arrj secl 72 Arznctnultclgesatz(Gorman
Drug Law)

Aufgrund dor aus dor lotzten Inspektion vom From thoknowledgogained dunng thu inspoction of
14. Marz 2010 sewonna@nonErkanntnlsso wird fiir die manufactutor. Iho latost o' wnkh was conductod on
oben genannto Betriobsstattodos Herstellers dlo 14 March2019. itis consldered [hat 'tcomplies Wilhthe
Oberalnatimmungmitden Anforderungendor Guten Good Manufacturing Practco rcgouomonls rotcrrod to

foatgostont. dto aus
e don Grundadtzon und d @Jten, etho inc.jptasand guidoljnes Good Manu'actunng
0.mAO down in
. 200304/EG 200304'EC
Page 78 of 628
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Dlues Zertuat den Status dar This certificato reflects the status of lho manufacture,
zum Zellounkt der oben aenannton Inepektion.Es site at the lime of the inspection noted above ant
eollto nlehl zur Bostatigung dor Ubereinstimmung should nol be teliod uponto rcllcct tho compliance
harangozogan wordon,wonnsoil det genannlon status it motothan thrgovearn havo elapsed 'Joco the
Inspektionmohr  dreilahte vorganaensind. Nach dato ot that Inspection. after which limo thoissuing
Ablul dlocerZell sollte mitderzustLnd'oenBehbtdo aulhotity should be consulted. Thi' cortilicatois valid
Kontekt aulgenommonwordon.Das Zertilikal ist nur onlv when presented Withall bages and bothpads 1
bel Vodaoe samtKchor Soiton Oklusoscder Telo | tmd and 2. Tho authonticityO1this cortl(icato may be
2 00111(DIO Echtholtdloaas Zortlfikataskann gal. ve/,gewi{htheludng

Behdrde bostatigt'.wrdon.
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Petra
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48143

Fax: 411-2137 Fax: 411-2137
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Vorstehende Abll&ltung des GMPeZeriifikats
stimmt mit dor mir vorgelegten Originalurkundo
wortbchuberein und wird hlermltbeglaublgt.

Ennigerloh,den 18. Junl 2020

SW2--

Notar
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APOSTILLE
(ConvenUonde La Haye du 5 octobre1961)

I. Land: Deutschland
Diese Offenuete Urkunde

2.ist von Klaus Tradt
3. in seiner Eigenschan als Notarin Ennigerloh

4. Oleist versehen rwtdem Segel des NotarsKlaus Tradt

BooUtlgt

n Monster 6.am 25. Juni 2020
7. ch den Prisidentendes Landgerichts
8.1. rNr. 9101a E 1362120
10. Unterschrift

Schambert
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TRADUCCIONPUBLICA

(A continuacién aparece un textoredactado en idioma espafiol y en otroidioma).
(Sigue unsello con unainscripciénredactadaen otroidioma)

Cedificado NC:

Numerode Referencia:

24.05.03-003

CERTIFICADODE CUMPLIMIENTDE LAS BUENAS PRACTICAS DE
MANUFACTURA

Parte 1

Emitido después de una inspeccién do acuerdo con el Art. 111 (5) de la
Directiva 20011831Cly el Articulo 15 de la Directiva 20011201CE.

La autoridad competente de ALEMANIA confirmalo siguiente:

El fabricante:

Rottendorf Pharma GmbH

Domiciliode la planta:

RottendorfPharma GmbH

Am Fleigendahl 3

59320 Ennigerloh

Alemania

Ha sido inspeccionadoconformeal programade inspeccidn nacional en
relacién con la autorizaciénde fabricacion NODE_NW_05_MIA 2020_0002
de acuerdo con:

Articulo40 de la Directiva20011831CE

Articulo 13 de la Directiva20011201CE
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transpuesto en la siguiente legislacién nacional:
Seccion 13, parrafol y seccidn 72 de la Ley Alemanade Medicamentos—
A partirde la informaciénadquirida durantela inspeccién de este fabricante, la
ultima de las cuales se realizd el 14 de marzo de 2019, se consideré que cumple
con los requisitos de las Buenas Practicas de Manufacturereferidosen:
e Los principiosy lineamientodde la Buena Practica de Manufactura
establecidos en la Directiva2003/94/EC.
(Sigue un sello y un pie de pégina redactadosen otroidioma)
El presente certificado refleja el estado de la planta de fabricacién en el momento
de la inspeccion mencionadaanteriormentey no se debe confiaren que refleje
el estado de conformidad si han transcurridomas de tres afios a partirde la fecha
de esa inspeccién. tiempoa partirdel cual se debe consultara la autoridad
emisora. El presente certificadosolo es valido cuando se presenta completoy
con las partes 1y 2. La autenticidacdel presentecertificadcse puede verificar
con la autoridad emisora.
[Sigue unsello y un pie de pagina redactados en otroidioma]
Parte 2
e Productos Medicinales para Uso en Seres Humanos
« Productos Medicinales de Investigacién para Uso en Seres Humanos para
fase I, Il, III.
1 OPERACIONESDE MANUFACTURA
1.5 Empaque
1.5.1 Empaque Primario

1.5.1.1 Capsulas duras
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1.5.1.2 Capsulas blandas

I.5.1.8 Otras formas farmacéuticas sglidas

1.5.1.13 Comprimid

1.5.2 Empaque secundario

1.6 Analisis de control de calidad

1.6.3 Fisica/ Quimico

Cualquier restriccion o aclaracion relacionadacon el alcance del presente
certificado:

Comentarios: Con respecto al punto1.5.1.8: Polvo, pellets, granulos.

En lo que respecta al punto1.5.1.13:También los comprimidosefervescentes,
los comprimidos recubiertos, los comprimidosque contienen Tamoxifeno,
Flutamida y Clomifenoy los andlogos de estos principiosactivos.

Con respecto al punto 1.6.3: Sélo controlde calidad del materialde empaquey
conservaciéon de muestras de referencia.

09 de marzo de 202

En representacion de: [Sigue firmailegible)

Nombrey firma de la persona autorizadade la AutoridadCompetente:

Dr. Petra Rempe

(Sigue texto en otro idioma)

[Siguen datos de contacto redactadosen otroidioma)

pie de pagina redactadosen otroidioma)

(Sigue un sello y un

(En la siguiente pagina siguen otros datos de contacto,un sello y un pie de

pagina redactados en otroidioma)

idioma
(En la siguiente pagina sigue un texto redactado €n otro )
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[En la Gltimapagina del documentoaparece una Apostilla redactada en otro

idioma]
ES TRADUCCIONFIEL AL IDIOMA ESPANOLDE LAS PARTES
PERTINENTES REDACTADASEN IDIOMA INGLES DEL DOCUMENTO

ADJUNTO,AL QUE ME REMITOEN EL CIUDAD DE BUENOSAIRES A
LOS 14DIAS DEL MES DE SEPTIEMBRE DEL ANO DOS MILVEINT

COUECIO DE

Correspona la L

30 OPA

T XIVF; 305
FRANCO MAGGIORI
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crpcaA Control

46738730766

INSCRIP.
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COLEGIO DE TRADUCTORES PUBLICOS
DE LA CIUDAD DE BUENOS AIRES

RepublicaArgentina
Ley 20305

LEGALIZACION

Porla presenteel COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIRES.

gnvirtudde la facultad que le confiereel articulo 10 inc. d) de la ley 20305, certifica Unicamente que

a avy el sello que aparecenen la traducciéradjuntaconcuerdarcon los correspondientes

al/S Traductor/a Publico/a MIGUELEZ, MARCELAMABEL

e'77 idi
queobran en los registros de esta institucion,en el folio del Tomo en el idioma
185 14 INGLES
-egaliza#6n nimero: 30766
3uenos res, 18/09/2020
MARCELOF. F

C gonce Opto.da Loga.]zeclonx
Colccto daTraductorsaPublicoo
dolaCiudad doeuonoaAras

ESTA LEGALIZACION NOSE CONSIDERARA VALIDASIN EL CORRESPONDIENTE
TIMBRADO DE CONTROL EN LA ULTIMAHOJA DE LATRADUCCION ADJUNTA

Control interno: 46738730766

Avda. Corrientes 1834 —C1045AAN —Ciudad Auténomade Buenos Aires —Tel.: 4373-7173y lineas rotativas
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0.)

¥ IUDAD
By virtueof the authoritvestedin the COLEGIO DE TRADUCTORES PQBL|COS DEzoL3A05Cch:ction
DE BUENOS AIRES (Buenos Aires Sworn Translators Association) by Argentinelaw NO' cont
10(d), | hereby CERTIFY thatthe seal and signature affixed on the attached translationare consisten
Withthe seal and signature on file In our records. B ' »
The Colegio de Traductores Publtcosde la Ciudad de Buenos Aires only certifies thatthe signaturea

. - document.

seal on the translation are genuine; it will notattest to the contents of the ONTHE
THIS CERTIFICATIONWILL BE VALIDONLY IF IT BEARS THE PERTINENT CHECK STAMP

LAST PAGE OF THE ATTACHEDTRANSLATION.

Vu par le COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIREIS ,(Ordred,es
Traducteurs Officiels de la Ville de Buenos Aires), en vertu des attributions qui lui ont ete‘ accordées
par l'article 10, alinéa d) de la Loi na20.305, pour la seule légalisation matérielle‘de la signature et
du sceau du Traductor Publico (TraducteurOfficiel) apposés sur traduction du document
ci-joint, qui sont conformes a ceux déposés aux archives de cette Institution. ,

LE TIMBRE APPOSE SUR LA DERNIERE PAGEDE LA TRADUCTION FERA PREUVE DE LA VALIDITEDE

LA LEGALISATION.

Il COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIRES (Ordine dei Traduttori
abilitati della Citta di Buenos Aires) CERTIFICA ai sensi dell'articolo 10, letterad) della legge 20.305
che la firma e il timbro apposti sulla qui unita traduzione sono conformi alla firma e al timbro del
Traduttore abilitato depositati presso questo Ente.Non certifica il contenuto della traduzione Sulla
quale la certificazione € apposta.

LA VALIDITA DELLA PRESENTE CERTIFICAZIONE E SUBORDINATAALCAPPOSIZIONE DELTIMBRO DI
CONTROLLO DEL CTPCBA SULL'U LTIMAPAGINADELL'ALLEGATATRADUZIONE.

Por meio desta legalizacdo, 0 COLEGIO DE TRADUCTORESPIjBLICOS DE LA CIUDAD DEBUENOS
AIRES (Colégio dos Tradutores Publicos da Cidade de Buenos Aires), no uso de suas atribuigbese

em conformtdadecom o artigo 10, alinea da Lei 20.305.somentereconhece a assinaturae o

carimbo do Tradutor Publico que subscrevea traducdoem anexo por semelhangacom a assi-

natura e o carimbo arquivados nos registros desta instituicao.

A PRESENTELEGALIZACAO sb TERAVALIDADE COM A CORRESPONDENTECHANCELA MECANICA
APOSTA NA ULTIMAFOLHA DATRADUGAO.

COLEGIO DE TRADUCTORES PUBLICOS DE LA CIUDAD DE BUENOS AIRES (Kammer der vereidigten
Ubersetzerder Stadt Buenos Aires).Kraft der Befugnisse,die ihr nach Art. 10 Abs. d) von Gesetz
20.305 zustehen, bescheinigt die Kammer hiermit lediglich die Ubereinstimmung der Unterschrift
und des Siegelabdruckes auf der beigefiigten Ubersetzung mit der entsprechenden Unterschrift
und dem Siegelabdruck des vereidigten Ubersetzers (Traductor Piiblico) in unseren Registern.

DIE VORLIEGENDE UBERSETZUNG IST OHNE DEN ENTSPRECHENDENGEBUHRENSTEMPEIAUF
DEM LETZTEN BLATT DER BEIGEFUGTEN UBERSETZUNG NICHT GULTIG.
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Zertifikat fiir ein pharmazeutisches
Produktl

Dieses Zertifikat entspricht der von der
Weltgesundheitsorganisation empfohlenen Form
(Allgemeine Hinweise und Erlduterungen beigemgt).

Nr. des Zertifikates: 0 D o0

Ausmhrendes (das Zertifikat ausstellende) Land:
Bundesrepublik Deutschland

Einfi)hrendes (anforderndes) Land: Arggngjnjgn

Name und Darreichungsform des Produktes:

MicardisPlus 40 mg/12.5mg Tabletten

I.T Wirkstoff(e) 2und Menge(n) pro
Dosierungseinheit3:

Telmisartan 40 mg
Hvdrochlorothiazid 12.5 mg
pro Tablette

Komplette qualitative Zusammensetzung inklusive
Hilfsstoffe siche Anlage.4

1.2 Ist dieses Produkt flir ein Inverkehrbringenim
Ausfuhrland zugelassen? S

Wnein
(bute Zutreffendesankreu:en)

1.3 Ist dieses Produkt gegenwartig im Ausfuhr-
land im Handel?

Whein/unbekannt
(bitte ZutreUendes ankreu:en)

Wenn die Antwort von 1.2 ja" ist, mit Abschnitt 2A
weitermachen und Abschnitt 2B Oberspringen.

Wenndie Antwortvon 1.2, nein" ist, Abschnitt 2A
Oberspringen und mit Abschnitt 2B weitermachen,

RheinlandPfalz

LANDESAMT FUR SOZ/AIES,
JIJCEND UND VERSORCUNG

Certificado de un producto farmaceuticol

Este certificado esta de acuerdo con el formato
recomendadopor la Organizacién Mundial de la Salud

(Se adjuntan instrucciones generales y notas
aclaratorias)

NCde este certificado: 2 020

Pais exportador (certificador):

La Republica Federal de Alemania
Pais importador (solicitante): Argentina

Nombre y forma farmacéutica del producto:
Micardis Plus 40 mg/12.5mg comprimidos
1.1 Principio(s) activo(s) 2y cantidad(es) por
unidad de dosis 3:

Telmisartan 40 mg
Hidroclorotiazidg 12.5mg
por comprimido

Para la composicién completa inclusive excipientes,

ver anex("*.
1.2 (Esté este producto autorizado para ser puesto
en el mercado en el pais exportador? S
si/no
(Marcar segin corresponda)
13 (Esta este producto realmente en el mercado
del pafs exportador?
Sj/nJSedesconoce

(Marcar segin corresponda)

Si la respuesta a 1.2 es si, continuar con la seccion 2A
y omitir la seccion 2B.

Si la respuesta a 1.2 €s no, omitir la seccion 2A y
continuar con la seccién 2B.0
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N Zulassungsnummer des Produktes7 und
Ausstellungsdatum:

EU/I/02t213/00I(14). EU/1/02/213/002 (28).
EV/1/02f2 13/004 (56). EU/' 102/213/005 98)
EU/I/02/213/()!I (84). EU/W02/213/013(30).
EU/' 102/213/01490)

vom 19.04.2002

im 1-landeab: 052002

2A.2 Zulassungsinhaber (Name und Adresse):

Boehringer Ingelhgim International Grblii(
Binger StraBc 173
55216 Ingelheimam Rhein. Deutschland

2A3 Status des Zulassungsinhabers: 8 a,'b/g

(bute Zutreffendes eintragen wie In
.tnmcrkung8 angegeben)

2A.3.1 Fardie Kategorien b und ¢ Name und Adresse
des Herstellers der Darreichungsform
angeben:9

Hersteller:

Rottendorf Pharma GmbH
Ostenfelder StraBe 51 - 61
59320 Ennigerloh. Deutschland

Vemacker:
RottendorfPharmaGmbH

Am Fleigendahl 3_

39320 Ennigerloh. Deutschland

2A.4  Ist eine Zusammenfassung der Zulassungs-
grundlagen beigefUgt? 10 jwngjn
(bute Zutreffendes ankreu:en)

2A.5  Istdie beigemgte, ofTlziellanerkannte
Produktinformation vollstdndig und in
Ubereinstimmung mit der Zulassung? I

(bitte Zutrcffendes ankreu:en)

2A.6  Antragsteller des Zertifikates, wenn nicht
identisch mit dem Zulassungsinhaber
(Name und

BoehringeringelheimPharmaGmbH & Co. KG
tur

Boehringer Ingelheim International GmbH

Binger Strage |73

55216 (ngelheim am Rhein. Deutschland

2B.I Antragsteller des Zertifikates
(Name und Adresse):

2B2  Status des Antragstellers: ar'b/c:
(bltteZutreffendesetntragen|"je jn
Anmerkung8 angegeben)

RheinlandPfalz

LANDESAMT ~ SOZ'ALES,
JUGtND UND VERSORCUNG

2A.1  Numero de la autorizacién' del producto y
fecha de emision:

EU/W02/213/001(14). EU/I/02/213/002(28),
EU/1102/213/004 (56), EU/1102/213/005 (98)
EU/W02f213/0Il (84), EU/I/02/213/013(30).
EU/I/02/213/014

con fecha 19.04.2002

gn el mercado desde: 05/2002

2A.2  Titular de la autorizacion del producto
(nombre y direccion):

Boehringer Ingelheim International GmbH
Binger Strasse 173
55216 Ingelheim am Rheint Alemania

2A,3 Condicién del titular de la autorizacion del
producto: 8 a/blg
(Marcar la categoria que corresponda segiin se
defineen lanota 8)

2A.3.1 Para las categorias by ¢, el nombrey la
direcciondel fabricanteque produce la forma
farmacéutica es?.

Fabricante:
RottendorPharmaGmbH
Ostenfelder Strasse 51 - 61
59320 Ennigerloh. Alemania

Envasador:

Rottendorf Pharma Grnt?l-1
Am Fleigendahl 3.

59320 Ennigerloh. Alemania

2A.4 (Se adjunta 'S<ummary basis for

approval"? 10
(Marcar segun corresponda)

2A.5 La informacidn de las condiciones de
aprobacién del producto que se adjunta, ées
completay conformecon la autorizacién? Il

(Marcar seglin corresponda)

2A.6 Solicitante del certificado, si es diferente del
titular de la autorizacion (nombre y
direccion)12:

Boehringer Ingelheim PharmaGmbH & Co. KG
para

Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein. Alemania

2B.I Solicitante del certificado (nombre y
direccion):
dicion del solicitante: wb/c

r la categoria que corresponda segiin
Jine en la nota 8)
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RhcinlandPfalz

LANDESAMT FOR SOZIALCS.
JUC.,ENCUND VERSORGUNC

21321 Furdie Kategorien b ynd ¢ N
ame und Adresse ;
des Herstellers ger Darreichungsform 2B21 P?ra 1§§ categor1a§ byc, el nombrey la
angeben: direccion del fabricante que produce la forma
farmacéutica cs”:
2B3 Warum fehlt die Genehmigung fli
ir ) . . L
Inverkehrbringon? gung flir das 2B.3  ;Por qLEeITw se d;spone de la autorizaciéon de
njcht vertangt/mehtcrbetenfm comercializacion?:
(bltte ankrrtcen) Bearbatung [*gelchnt nonecesananesolicttada/cesaluaclotvdenegada
(Marcar segiin corresporxla)

2B.4
Bemerkungen. 2B4  Comentarios13

3. FOhrt dj i
' e]m(E% idaes Zemﬁk'at aussteylende BehQrde 3. La Autoridad certificadora. jefectua
di:gr i 2 !nﬁpekn;)n der F]Il’nﬁvduI‘C}.l, in inspecciones periddicas de la planta de

aneichungstorm produziert wird? fabricacion en la que se produce la fonna
iWnetWntcht zutreffend 14 £ TR
(bltte Zutreffendes ankreu:en) armaceutica’ i
- . I Wnev'neprocede
;’Venn Z‘,nelr.l oder},l,nlcht zutreffendesmit (Afarcar segiin corresponda) P
rage 4 weitermachen. Si no procede, continuar con la pregunta 4.

3.1 Zeitrdume der regeImIBigen Inspektionen 3.1 Periodicidad de las inspecciones rutinarias
(Jahre): 3 (afios):

32 Wurd.e die Herstellung die;es Typs einer 32 ¢Se ha inspeccionado la fabricacion de este
Darreichungsforrn  Oberpflift iWnein tipo de forma farmacéutica? Sino
(bute Zurreffendesankreu:en) (Marcarvgin corresponda)

33 Entsprechen ,die Einrichtungen und A_bldufe 33 ¢Las instalaciones y procesos cumplen con las
der GMP., wie von der WlegtgesundheltS— Buenas Practicas de Manufactura como
organisation empfohlen? recomienda la Organizacién Mundial de la

Salud?1S
WneWnicht zutreffend si/no/no procede"
(hure Zutreffendes ankreu:en) (Marcar segun corresponda)
4. Genugen der da-sZertifikat ausstellenden 4.

Behorde die vom Antragsteller eingereichten
Informationen zu der Produktherstellungin
allen Punkten? !

jw'netn

(hitte ZutreUnA s ankreu:en)

Wenn nein, bitte erklaren:

¢La informacion presentada por el solicitante
satisface a la Autoridad certificadoracn todos
los aspectos de la fabricacion del producto?

SUno
(Marcar segtn corresponda)

Si la respuesta es no, explicar:

Adresse der zertifizierenden BehOrde(Direccion de la autoridad certificadora:

Landesamt mr Soziales, Jugend und Versorgung - Rheinland-Pfalz
Moltkestr. 19,54292 Trier

Teléfono: 949-651-1447-0 FLx: +49-651 1447-14208

Nnme der befugten PersorVNombrede la persona autorizada:
Markus Walther

Unterschrifl / Firma:
03, Juli 2020
arkus Walther
GMP-Inspektor / GMP-Inspector

Stempel and Datum/Sello y fecha:
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Allgemcine llinweise

dieses Formulars und Informationen zur Anwendung
dieses Systems beachten Sic bitte die Leitlinien.

Diese Formulare werden in computergerechter Fonn
angebotcn. Sie sollten immer in Papicrformmit Ant-
worten —vorzugsweise gedruckt, nicht handschrifllich
—Obermittelt werden.

Zusatzlichc Bltltter zur Beifligung von Erlfluterungen

und Erklarungen sollten, wenn notig. beigemgt werden.

ErlUuterungen

Dieses Zertifikat in der von der WHO
emprohlenen Form weist den Status des
Arzneimittels und des Antragstcllers mr dieses
Zertifikat im Ausfuhrland nach. Es ist nur flir
ein Produkt vorgesehen, dasich die
Het-stellungsvoraussetzungen und
Informattoncen tur verschiedene
Darreichungsformen und Dosierungsstdrken
unterscheiden konnen.

2 Benutzen Sie, wenn moglich. internationale
(INNs. Intemational NonproprietaryNames)
odcr nationale Nicht-Markennamen.

3 Die Zubereitung (komplette
Zusammensetzung der Darreichungsform
soltte aufdem Zcrtifikat angegeben oder
beigemgt werden.

4 Details der mengenmUOigen
Zusammensetzung werden bevorzugt, aber
ihre Bekanntgabe ist abhdngig von der
Zustimmung des Zulassungsinhabers.

5 Wenn zutreffend, Rigen Sie alle Einzelheiten
einer Einschrankung bei Verkaur, Vertrieb
oder Verabreichung des Produktes, wie in der
Zulassung beschrieben ist, bei.

6 Die Abschnitte2A und2B schlieBensich
gegenseitig aus,

7 Geben Sie an, wenn zutreffend, ob die
Zulassung vorlaufig ist, oder ob das Produkt
noch nicht zugelassen ist.

8 Erlautern Sie, ob die flir das Inverkehrbringen
des Produktes verantwortliche Person

a) die Darreichungsformherstellt;

b) eine von ciner unabhangigen Firma
hergestellte Darreichungsform verpackt
und!oder etikettiert: oder

¢) rmtkeinem der o.a. befasst ist.

RhctnlandPfalz

FUFsotiAtts.
JUG[ND UNO VERSORC,UNG

Instrucciones Generales

Para més amplias informaciones sobre cl Sistema de
Certificacion OMS y los conceptos que aparecen en el
certificado, referirse a la documentacion de OMS.

El formato del certificado permite su informatizacion.
Los certificados tienen que ser proporcionados con las
anotaciones impresas en lugar que escritas a mano.

Si necesario. se agregaran hojas adicionales para
proporcionar aclaraciones y comentarios.

Notas explicatiwrs

Este certificado, cuyo formato cumple con las
recomendaciones de la OMS. describe la
situacion en el pais exportador de un producto
y de quien solicita el certificado. Cada
certificado se refiere a una Unica presentacion
porque la fabricacion y la situacion regulatoria
puede ser diferente para diferentes formasy
concentraciones,

2 Utilice, siempre que sea posible, la
Denominacién Comun Internacional (DCI) u
otra denominaciéon no comercial.

3 La composicion completa de la forma
farmacéutica debe aparecer en el certificado o
ser anexada.

4 Es preferibleproporcionarla férmulacuali-

cuantitativa completa si el titular de la
autorizacion de comercialiacion  (registro) lo
permite.

5 Cuando corresponda, proporcionar
informacién sobre restricciones de venta,
distribucion, o uso del producto que se aplican
en el pals exportador.

6 Las secciones 2A y 2B se excluyen
reciprocamente.
7 Indicar, cuando corresponda, si la autorizacion

de comercializacion es provisoriu o cl
producto afin no esta aprobado.

8 Especificar si la persona responsable de la
comercializacién:

a) fabrica la forma farmacéutica final,

b) empaca y/o etiqueta una rorrna fabricada
por otra empresa. 0

¢) no realiza ningunn de las operaciones
arriba mencionudnw
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12

14

D}ese Angaben kOnnennur nach Absprache 9
mit dem 7zylassun&sinhaber oder im Falle

cines nicht zugekrssenen Produktes mit dem
Antragsteller erteilt werden. Ein

NichtaustlIen dieses Abschnittes zeigt, dass

die betroffene Partei nicht der Einmgung

dieser nformationen zugestimmt hat.

Es soll angemerktwerden,dass Informationen
liber den Produktionsort Bestandteil der
Produktzulassung Sind. Wenn der
Produktionsort gewcchselt wird, muss dic

Lizenz emeuert werden oder sie verliert ihrc
GOltigkeit.

Dies bezieht sich auf dtrs Dokument, wie 10
ausgestellt von einigen nationalen
Zulassungsbehorden, das die technischen

Grundlagen zusammenfasst,aufdenen die
ZuliLssungbasicrl.

Dieses bezieht sich aufdie Produkt- Il
information, gebilligt durch die zustandige

nationale AufsichtsbchOrde, wic LB. eine
~Zusammenfassung der

Produkteigenschanen" (SPC).

Unter diesen Umstanden wird die Erlaubnis 12
zum Ausstellen des Zertifikates vom
Zulassungsinhaber benétigt. Diese Erlaubnis

muss der Behorde vom Antragsteller vorgelegt
werden.

Bitte erlautern Sie die Begriindung des 13
Antragstellers, warum keine Registrierung
benOtigwird:

(a) das Produkt wurde ausschlieOlich mr die
Behandlung von Erkrankungen
—insbesondere Tropenkrankheiten —
entwickelt, die im Ausfuhrland nicht
endemisch Sind;

(b) das Produkt wurde neu formuliert im
Hinblick aufeine Verbesserung der
Stabilitnt unter Tropenbedingungen;

(c) das Produkt wurde neu formuliert, um
Hilfsstoffe, die im Einruhrland nicht
zugelassen Sind, zu entfemen;

(d) das Produkt wurde neu formuliert, um tur
einen Wirkstoffeine andere
Dosierungsobergrenze zu erreichen;

(e) aus irgendwelchen anderen Gronden, bitte
erlautern,

Nicht zutretTend bedeutet, dass die 14
Herstellung in einem anderen als das

Produktzertifikat ausstellenden Land

staltfindet und die Inspektion irn Auftrag des
Herstellungslandes durchgefUhrtwird.

RhcinlandPfalz

LANOESAtqifUR SOI'AtfS.
IUCEND UNO VtRSORGUNC,

Esta informacion puede ser proporcionada
solamente cuando el titular de la autorizacién
de comercializacion o. en el caso de productos
sin autorizacion, el solicitante del certificado
lo permita. La ausencia de esta informacion
indica que la persona correspondiente no ha
permitido su inclusion.

Cabe subrayar que la informacion sobre el
lugar de fabncacion es parte de la autorincion
de comercializacion. Si ese lugar cambia. la
autorincion debe ser actualizadao dejarade
ser valida.

Esto se refiere al documento. que algunas
autoridades acostumbran preparar, que
constituye la basc técnica sobre la cual se ha
emitido la autorizacion de comercializacion.

Esto se refiere a la infonnacién sobre el
producto (indicaciones, contraindicaciones,
etc.) aprobada por la autoridad competente.

En este caso. es necesario que ¢l titular de la
autorizacion de comercializacion permita que
se otorguc cl certificado. El solicitante debe
obtener este permiso.

Indicar por cual razon el solicitante no ha
pedido autorizacion de comercializacion:

(a) el producto ha sido desarrollado
exclusivamente para tratar enfermedades
—sobre todo tropicales —que no son
endémicasen el pais exportador;

(b) el producto ha sido reformulado para
mejorar su estabilidad en clima tropical,

(c) el producto ha sido reformulado para
excluir excipientes que no son aceptados en
el pais imponador,

(d) el producto ha sido reformulado para
respetar limites maximos diferentes para
un ingrediente activo;

(e) otra razoén, por favor explicar

No se aplica significa que la fabricacion tiene
lugar en un pais diferente del que emite el
certificado y lu inspeccion es responsabilidad
de la autoridad del pals de fabricacion.
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JUC,tN(uno

15 Die .Anforderungen an GMP und eine s B .
Qualitatskontrolle von A yneirmtteln auf dic Los 'requ.lrSItOS para buenas practicas en la
im Zertifikat Bezug C e d fabricacion y el control de calidad dc .

! genommen wird, sind im . .
32. Bericht des Expenenkomitce flir medlcan}enth menc1ona<.io,s en el certificado
Spezifikationen flir pharmazcutischer son los incluidos en el trigésimo-scgundo
Zubereitungen (WHO-Fachschriftenrcihe 1nf0@e del. Comité de ExperFos de la OMS en
823, 1992 ) ’ Nr, Especificaciones de Preparaciones
> 1992, Anlage 1 enthalten. Speziell flir Farmacéuticas (OMS. Serie de Informes
biologische Produkte zutreffende Soni '
Empfehlungen rden durch Técnicos, No. 823, 1992'. Anexo 1
Experienkomite\zun' durc] das WIIO Recomendaciones especificas para product9§
Standardisierung Ir biologische ) ) biolégicos han sido preparadas por el Comité
Nr. 822, 1992 (WHOEFachsch.rlﬂenrelhe, de Expertos de la OMS en Patrones
’ > > Anlage 1Y) formuliert. Biologicos (OMS, Serie de Informes
Técnicos, No. 822, 1992. Anexo ).

16 Diescr Abschnitt sollte vervollstandigt 16 Esta parte se completa cuando el titular de la
werden, wenn der Zulassungsinhabcer oder autorizacion o el solicitante del certificado
Antragsteller dem Statws(b) oder (c), wie pertenecen a los casos (b) y (c) de la nota 8
unter der Nr. 8 beschrieben, entspricht. Dies indicada amiba. Es particularmente importante
ist besonders wichtig, wenn auslindische cuando empresas extranjeras intervienen en la
Vertragspanner in die Herstcllung des fabricacion. En estos casos. el solicitante debe
Arzneimittels eingebunden Sind. Untcr diesen proporcionar a la autoridad certificadora toda
Umstanden sollte der Antragsteller die das informacién que permita identificar los
Zertifikat ausstellende BehOrdeentsprechend fabricantes responsables por cada etapa de la
untemchten. um die Vertragspaneien, dic Ilir produccién de la forma final, y el grado y tipo
die einzclnen Herstellungsstufen des de control que el solicitante eventualmente
Fertigarzneimittcls verantwortlich sind und tenga sobre éstos.
um den Umfang und die Art der Kontrollen,
die beiJeder dieser Paneien durchgefllhrt
werden. zu ermitteln.

nur in der Anlage I des Originaldokumentes
aufgeft)hrt
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RhcinlandPfalz

IOR
IUGINO
COMPOSICION
Micardis Plus 40 mg/12,5 mg comprimidos
Componente mg por .
comprimido Funcion Estandar de referencia

Capa de Telmisartan

Telmisartan 40,000  Principio activo Estandar de la empresa

Hidroxido  de sodio 3,360  Solubilizante

Polividona  K25(1) 12,000 Solubilizante EP, USP, JP

Meglumina 12,000 Solubilizante EP, USP

Agua purificada(?) Disolvente EP, USP, JP

Sorbitol 168,640  Diluyente

Estearato de magnesio 4,000  Lubricante

Temisaran 240000

Capa de hidroclorotiazida

Hidroclorotiazida 12,500  Principio activo EP, USP

Lactosa monohidrato 112,170  Diluyente

rfl?(l;(:(c)rsijtalinaﬁ) 64,000 $ﬁ}:/1<telr?t1nte’ EP, NF, JP

Almidén de maiz(9) 6000 Agutinante, EP. NF. JP
diluyente

Oxido de hierro rojo(f) 0,330  Colorante NF, E1 72

Sﬁl‘i’gﬁ?@s"’dmo de 4,000  Disgregante EP, NF

Agua purificada( ) Disolvente EP, USP, JP

Estearato de magnesio 1,000 Lubricante

reopaie ey

Peso total 440.000

Monografia USP, El). JI): Povidona

El agua purificada se utiliza como disolventey no aparece en el producto final
Monografia NF:Celulosa microcristalina

Monografia NFy JP:Almidon de maiz

Monografia NF«oxido férrico

Monografia EP<Glicolato sédico de almidon (Tipo A)
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RheinhndPul

Periodo de validez: 3 afios

Precauciones especiales de censervocione:

Este medicamento no requiere condiciones especiales de conservacion. Conservar en el
embalaje original para protegerlo de la humedad.
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Apostille

(Conventionde La Haye du 5 octobre 1961)

1. Land: Bundesrepublik Deutschland
Country

Diese 6ffentliche Urkunde
This public document

2. istunterschrielvon Herrn Markus Walther
has boon Signcd by

3. incainar GMPelnspektor / GMP-Inspector des Landesamt fiir
actinin Soziales. Jugend undVersorgung Rheinland-Pfalz
4. versehen des LandesamtfurSoziales. Jugend und
bears theseaVstampof Versorgung  Rheinland-Pfalz
Bestatigt
Certified
5. inKaiserslautern 6. am21.07.2020
the
7. gurc\dieAufsichts- und Dienstleistungsdirektion
y
8. unteNr 1525720
Ne
9. Sieget/Stempel 10. lintarschrft
SeaVStamp "natura

(Jennifer StrauR)
(Regierungsobersekretarin)
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Zertifikat fiir ein pharmazeutisches
Produktl

Dieses Zertifikat entspricht der von der
Weltgesundheitsorganisation empfohlenen Form
(Allgemeine  Hinweise und ErlUuterungen beigemgt).

NideZerlifika2s: /20 20

AusfUhrendes (das Zertifikat ausstellende) Land:

Bundesrepublik Deuvschland
Einfl)hrendes(anforderndcs)Land: Argentinien

Name und Darreichungsform des Produktes:

MicordisPIus 80 mg/ 12.5 mg Toblettgn

11 und Menge(n) pro
Dosierungseinheit*:

Telmisartan 80 mg
Hydroch'orothiazid 12.5mg
pro Tablettg

Komplette qualitative Zusammensetzung inklusive
1-lilfsstoffesichc Anlage.

12 Ist dieses Produkt tur ein Inverkehrbringen im
Ausfuhrland zugelassen?
jvnein
(bure Zutreffendes anfreu:en)
1.3 Ist dieses Produkt gegenwdrtig im Ausfuhr-

land im Handel?
Wncin/unbckannt
(bute Zutreffciies ankretcen)

Wenn die Antwort von 1.2,da" ist, mit Abschnitt 2A
weitermachen und Abschnitt 2B Oberspringen.

Wenndie Antwort von 12 ,,nein" ist, Abschnitt 2A
Oberspringen und mit Abschnitt 2B weitermachen.

RheinlandPf,11z

FUR
JUC,END UND VERSORCUNC

Certificado de un producto farmaceutico !

Este certificado estd de acuerdo con el formato
recomendado por la Organizaciéon Mundial de la Salud
(Se adjuntan instrucciones generales y notas
aclaratorias)

NOde este certificado: 2 S 0

Pais exportador (certificador):

Repuiblico Fedgerqlde Alemania
Pais importador (solicitante): 4rgentina

Nombrey forma farmacéutica del producto:

Migordis Plus 80 mg.' 2.5 mg

1.1 Principio(s)
unidad de dosie:

y cantidad(es) por

Telmisortan 80 mg
12.5mg
por comprimidp:

Para la composicion completa inclusive excipientes,
ver anex('.

1.2 (Esta este producto autorizado para ser puesto
en el mercado en el pais exportador?'

SVno
(arcar segun correspontt)

1.3 (Esta este producto realmente en el mercado
del pais exportador?

sj/ncvSe desconoce
(Marcar +gon correspcWa)

Si la respuesta a 1.2 es SI, continuar con la seccién 2A
y omitir la seccion 2B.

Si la respuesta a 1.2 es no, omitir la seccion 2A 'y
continuar con la seccién 28.0
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2A.1  Zulwssungsnummer des Produktes' und

Ausstellungsdatum:
14). (28),
(56), (98)

vom 19.042002
"onde' ob 032002

2A2  Zulassungsinhaber (Name und Adresse):

PinggcStmOc-113
55216 Ingelheim om Rhein /

2A3 Status des ZuWssungsinhabers: Whb/g
(hitle In
Anmeaung 8

2A.3.1 FOrdie Katcgorien b und ¢ Name und Adresse
des Herstellers der Darreichungsfonn
angeben:9

I/grstgllsr_;

Rottendarf GmbH
nfld

59320 Enniggrloh. Deutsch'ond

V ackere

Rottendorf Pharma

Am Fleigendahl3

59320 Ennigcrlob, Deutsch'and

2A.4  Isteine Zusammenfassung der Zulassungs-

grundlagen beigemgt? 10
(bt/tc Zutreffendes

2A.5 Istdie beigemgte, offiziell anerkannte
Produktinformation vollstdndig und in
Ubereinstimmung mit der Zulassung? I

(bitte Zutrefkndes ankreu:en)

2A.6  Antragsteller des Zertifikates, wenn nicht
identisch mit dem Zulassungsinhaber
(Name und

Poehringer Ingelheim PharmaGmhH & Co.

Boehringgr Ingelheim Internationa!CmbH
Binger StraBe 173
55216 Ingelheim om Rhein / Deutschland

2B.I Antragsteller des Zertifikates
(Name und Adresse):

2B.2 Status des Antragstellers: Whb/c
(hltte Zutrrffendes etntragen wicln
,dnmerkung8 angegeben)

C f RheinlandPfillz

UNO VERSORGUNO

2A,1  Numero de la autorizacion' del producto y
fecha de emision

e' mergog(g 05/200?

2A.2  Titular de la autorizacion del producto
(nombre y direccion):

Opghrioggr Ingelheilll Ombl
Pingcr Strasse '73
10 Inge'"eim am Rhein Algmonio

2A3 Condicion del titular de la autorizacion del
producto: * ajWe¢
(Uarcor calrxor/a se

2A.31 Para las categorias by c, ¢l nombre y la
direccion del fabricante que produce la forma
farmacéutica es”.

Egbricante:
PharmaCmbH
Ostgnfgldcr. 51-41
Enniggr!9b. Alemania

v
RottgndorCPharm(imbH

Am Fleigendi/hl 3.
59320 Enniger(oh. Alemania

2A4  (Seadjunta "summary basis for
approval"? 'Vog

(Marcar segun corresponda)

2A.5 La informacién de las condiciones de
aprobacion del producto que se adjunta. ;es
completa y conforme con la autorizacion?

(Marcar seg(in corresponda)
2A.6 Solicitante del certificado, si es diferente del

titular de la autorizacion (nombre y
direccion)12:

Poehringgr Ingelheim PharmaCmbH &
eochringer IngelheimIntemationolGrnbl-g
Pinger Strasse 17.3

55216 Ingg'heim am Rhein | Alemania

2B.1 Solicitante del certificado (nombre y

direccion):
o cion del solicitante: wb/c
(Af la categoria que correspoL
en la nota 8)
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uno

20.2.1 dic Kategorien b und ¢ Name und Adressc 2B.2.] Para  categorias byc, cl nombrey la
des llerstellers der Darreichungsform direccion del fabricante que produce la forma
angcben: farmacéutices'

20.3 Warum felllt die Genehmigung mr das 2B.3  i,Porqué no se dispone dc la autorizacién de
Ipverkchrbringen? comercializacion?.
nichl va lusgvnicht crt<ten'in Ilcarbcitung no
tbltte animcen) (Atarearnegun

2B.,1  Bemcrkungen. 28.4  Comentarios":

3. FOhrtdie das Zenifikat ausstellende BehOrde 3. La Autoridad certificadora. ¢efectiia
rcgelma0ige Inspektion der Firma durch, in inspecciones periddicas de la planta de
der die Darreichungsform produziert wird? fabricacion en la que se produce la forma

J'betnrnicht tulrerrend' ! farmacéutica?

(hute SVno'no pr€chc'i
Wenn ..ncln" oder ..nicht zutrcffend" mit
Frage 'l weitermachen. Si no procede, continuar con la pregunta

3,1 Zcitraume der regelrntlOigenInspektionen 3.1 Periodicidad de las inspecciones rutinarias
(Jahre): (aflos):

32 Wurde die Herstcllung dieses Typs einer 32 (Se ha inspeccionado la fabricacion de este
Darrcichungsform Oberpr(lll tipo de forma fannacéutica?
(bute anAreu:en) seglin

3-3 Entsprechen die Einrichtungen und Abltlufe 33 (Las instalaciones y procesos cumplen con las
der GMP, wie von der Weltgesundheits- Buenas Practicas de Manufactura como
organisation empfohlen?1 recomienda la Organizaciéon Mundial de la

Wncin/necht tutreffend” Salud?"
(l/t/e Zutreffendes mkreg:zn) Sltno/noprocede"
Otarcar segun corresp«ala)
4, GenOgen der das Zertifikat ausstellenden 4. (La informacion presentada por el solicitante

Behorde die vom Antragsteller eingereichten
Informationen 7u der Produktherstellung in

allen Punkten? 10
jWnem
ankrvtcen)

Wenn nein, bitte erkltlren:

satisface a la Autoridad certificadora en todos
los aspectos de la fabricacion del producto?

si/no
(Marcar xgun corrrspe»xla)

Si la repuesta es no, explicar:

Adresse der zertifizierenden BehOrde /Direccion de la autoridad certificadora:

Landesamt flir Soziales, Jugend und Versorgung - Rheinland-Pfalz
Moltkestr. 19,54292 Trier
Teléfono: +49-651-14,17-0 Fax: +49-651 1447-14208
Name der befugten Person/Nombre de la persona autorizada:

Markus Walther

Unterschrifl / Firma:

03.Juli 2020

Walther
GMP-Inspektor / GMP-Inspector

Stempel and Datumy/Sello y fecha:
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Allgemeine Hinweise

Wegen der volistandigen Anweisungen zum Ausflillen
d!eses Formulars und Informationen zyr Anwendung
dieses Systems beachten Sie bitte die Leitlinien.

Diese Formulare werden in computergerechter Form
angeboten. Sie sollten immer in Papierform mit Ant-

worten —yorzugsweise gedruckt, nicht handschriftlich
—Ubermittelt werden.

Zusitzliche Blatter zur Beifiigung von Erlduterungen
und Erklirungen sollten, wenn nétig, beigemgt werden.

Erlduterungen

Dieses Zertifikat in der von der WHO
empfohlenen Form weist den Status des
Arzneimittels und des Antragstellers flir dieses
Zertifikat im Ausfuhrland nach. Es ist nur tur
ein Produkt vorgesehen. da sich die
Herstellungsvoraussetzungen und
Informationen tur verschiedene
Darreichungsformen und Dosierungsstnrken
unterscheiden kénnen.

2 Benutzen Sie, wenn méglich, intemationule
(INNs, International Nonproprietary Names)
oder nationale Nicht-Markennamen.

3 Die Zubereitung (komplette
Zusammensetzung der Darreichungsform
sollte auf dem Zertifikat angegeben oder
beigefiigt werden.

4 Details der mengenmaBigen
Zusammensetzung werdenbevorzugt, aber
ihre Bekanntgabe ist abhéngig von der
Zustimmung des Zulassungsinhabers.

5 Wenn zutreffend, fiigen Sie alle Einzelheiten
einer Einschrankungbei Verkauf, Vertrieb
oder Verabreichung des Produktes, wie in der
Zulassung beschrieben ist, bei.

6 Die Abschnitte 2A und 2B schlieBen sich
gegenseitig aus.

Geben Sie an. wenn zutreffend, ob die
Zulassung vorlaufig ist, oder ob das Produkt
noch nicht zugelassen ist.

8 Erlautem Sie, ob die tur das Inverkehrbringen
des Produktes verantwortliche Person

a) die Darreichungsform herstellt;

b) eine von emer unabhéngigen Firma
hergestellte Darreichungsforrn verpackt
und/oder etikettiert oder

¢) mit keinem der o.a. befasst ist

UND

Instrucciones Generales

Para més amplias informacloncs sohre el Sistema de
Certificacién OMS y los conceptos que npareccn co cl
certificado. referirse a la documentacién de OMS.

EI formato del certificado pcrmite su informatizacian,
Los certificados tienen que ser proporcionados con las
anotaciones en lugar quc escritas a mano.

Si necesario, se agregardn hojas adicionalcs para
proporcionar aclaraciones y comentarios.

NotlB explicatiuus

Este cerlificado. cuyo formato cumple con las
rccomendaciones de la OMS. describc la
situacién en el pais exportador de un producto
y de quién soltcita el certificado. Cada
certificado se refiere a una {inica prescntacién
porque la fabricacién y la situacion regulatona
pucde ser diferente para diferentcs rorrnasy
concentraciones.

2 Utilice. siempre que sea posible, la
Denominacién Comiin Internacional (DCI) u
otra denominacién no comercial.

3 La composicién completa de la forma
farmacéutica debe apareccr en el certificado o
ser anexada.

4 Es preferible proporcionar la fSrmula cuali-
cuantitativa completa si el titular de la
autorizacién de comercializncion (registro) 10
permite.

5 Cuando corresponda, proporcionar
informaciOn sobre restricciones de venta,
distribucidn, o uso del producto que se aplican
en el pals exportador,

6 Las seccione:2A y 2B seexcluyen
reciprocamente.
7 Indicar, cuando corresponda, si la autorizncion

de comercializnciébn es provisoria o el
producto adn no estd aprobado.

8 Especificar si la persona responsable de la
comercializacion:

a) fabrica la forma farmgcéutica final;

b) empaca y/o etiqueta una forma fabricada
por otra empresa; O

¢) no reulizn ninguna de las operacl
arriba mencaonudus

Péagina 104 de 628

Page 104 of 628

?ﬁ El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



13

Diese Angaben kdnnen nur nach Apsprache 9
mit dem Zulassungsinhaber oqer i 1~Palle

cines nicht 7ugel(Lssenenp o quktes it d
Antragsteller erteilt werden. Ein i dem
Nichtausfiillen gjegeg
die betroffene partei

dieser [nfonnationen

Abschnittes zeigt. dass
nicht der EinfUgung
zugestimmt hat.

Es soll angemerkt werden, dass Informationen
Ober den produktionsort Bestandteil dcr
Produktzukrssung  Sjpd. Wenn der
Produktionsort gewcchselt wird. muss die

Lizenz emeuert werden oder sie verliert ihre
GOltigkeit.

Dies bezteht sich aufdas Dokument, wie 10
ausgestellt von cinigen nationalen
ZulassungsbehOrden, das die technischen

Grundlagen zysammenfasst.aufdenen die
Zulxssung btrsiert.

Dieses bezieht sich aufdie Produkt-
information. gebilligt durch die zustandige
nationale AufsichtsbehOrde, wie LB. cine
—Zusammenfassungder
Produkteigenschaften" (SPC).

Unter diesen Umstanden wird die Erlaubnis 12
zum Ausstellen des Zertifikates vom
Zulassungsinhaber benOtigt Diese Erlaubnis

muss der Behorde vom Antragsteller vorgelegt
werden.

Bitte erldutern Sie die BegrOndung des 13
Antragstellers, warum keine Registrierung
benotigt wird:

(a) das Produkt wurde ausschlieOlich mr die
Behandlung von Erkrankungen
—insbesondere Tropenkrankheiten —
entwickelt, die im Ausfuhrland nicht
endemisch Sind;

(b) das Produkt wurde neu formuliert im
Hinblick aufeine Verbesserung der
StabiliUlt unter Tropenbedingungen;

(c) das Produkt wurde neu formuliert, um
Hilfsstome,die im Einruhrland nicht

zugelassen Sind,zu entremen;

(d) das Produkt wurde neu formuliert, um flir
einen Wirkstoffeine andere
Dosierungsobergrenze — erreichen;

(e) aus irgendwelchen anderen Grunden, bitte
erlautem.

Nicht zutreffend bedeutet, dass die 14
Herstellung in einem anderen als das

Produktzertifikat ausstellenden Land

stattfindet und die Inspektion im Auftrag des
Herstellungslandes durchgefllhrt wird.

RheinlandPlillz

UNO

Esta informacion puede ser proporcionada
solamente cuando el titular de la autorizacién
de comercializacion o, en el caso de productos
sin autorizacion. el solicitante del certificado
lo permita. Laausencia de esta informacién
indica que la persona correspondiente no ha
permitido su inclusion.

Cabc subrayar que la informacion sobre el
lugar de fabricacion es parte dc la autorizacion
de comercializacion. Si esc lugar cambia, la
autorizacion debe scr actualizada o dejara de
ser valida.

Esto se refiere al documento. que algunas
autoridades acostumbran preparar, que
constituye la base técnica sobre la cual se ha
emitido la autorizacién de comercializacion.

Esto se refiere a la informacion sobre el
producto (indicaciones, contraindicaciones.
etc.) aprobada por la autoridad competente.

En este caso, es necesario que el titular de la
autorizacion de comercializacion permita que
se otorgue el certificado. El solicitante debe
obtener este permiso.

Indicar por cual razon el solicitante no ha
pedido autorizacion de comercializacion:

(a) el productohasido desarrollado
exclusivamente para tratar enfermedades —
sobre todo tropicales - que no son
endémicas en el pais exportador;

(b) el producto ha sido reformulado para
mejorar su estabilidad en clima tropical;

(c) el producto ha sido reformulado para
excluir excipientes que no son aceptados en
el pais importador,

(d) el productoha sido reformuladopara
respetar limites maximos diferentes para

un ingredienteactivo;

(e) otra razon, por favor explicar.

No se aplica significa que la fabricacion tiene
lugar en un pais diferente del que emite el
certificado y lu inspeccién es responsabilidad
de la autoridad del puls de fabricacion.
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16

Die Anforderungen an Grvp
Qualititskontrolle yop oo el auf die
13nzl Zemﬁlilat Bezug genommen wird. sind im

. BerlC. t des Expertenkomitee fir
Spezifikationen  fjjr pharmazeutischer
Zubereitungen

(WHO-Fachschriftenreihe
823. 1992, Anlage Nr.

23. 1 | Denthalten. Speziell f]j
biologische produkte zutreffende P !

Empfehlunge_n wurden durch das WHO
Expertenkomitee  yr biologische

Standardisierung (wHQ-Fachschrinenreihe.
Nr. 822, 1992, Anlage 1i) formuliert.

und eine

Dieser  Abschnitt sollte vervollstandigt
werden, wenn der Zulassungsinhaber oder
Antragsteller dem Status (b) oder wie
unter der Nr. 8 beschrieben. entspricht. Dies
ist besonders wichtig. wenn auslindische
Vertragspartner in die Herstellung des
Arzneimittels eingebunden sind. Unter diesen
Umsténden sollte der Antragsteller die das
Zertifikat ausstellende Behorde entsprechend
unterrichten, um die Vertragsparteien. die flir
die einzelnen Herstellungsstufen des
Fertigarmeimittels ~ verantwortlich sind und
um den Umfang und die Art der Kontrollen.
die beijeder dieser Parteien durchgefUhrt
werden, zu ermitteln.

16

nur in der Anlage I des Originaldokumentesaufgemrt

Rheinlandl)fal/.

tao vg

Los requisitos para buenxs practicas cn la
fabricacién y cl control de calidad de
medtcarncntosmencionadosen el certilicado
son los incluidos en el trigésjrno-scgundo
informe del Comité de Expcrtos de la OMS en
Espccificacioncsde Preparacioocs
Farmacéutjcas (OMS. Scrtc de Informes
Técnicos, No. 823. 1992. Ancxo I
Rccomendacjones espcclficas para productos
bioldgicos han Sido preparudmepor cl Comjté
de Expcrtos de la OMS en Patrones
Bioldgicos (OMS, Serie de Informes
Técnicos. No. 822, 1992. Ancxo 1)

Esta parte se completa cuando el titular de la
autorimciOn o el soltcltante del cemficado
pertenecen a los casos (b) y (c) de la nota 8
indicada arribw Es particularmentcImponante
cuando empresas extranjeras interviencn en la
fabricacién. En cstos casos. el sohcitante debe
proporcionara la autoridad certificadora toda
informacion que permita identificar los
fabricantes responsables por cada etapa de la
produccién de la forma final. y cl grado y tipo
de control que el solicitante eventualmente
tenga sobre estos.
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IUR son,M
UNO
COMPOSICION
Micardis Plus 80 mg/12S mg comprimidos
POr comprimido:
m,
Componente gpo'r . Funcion Estandar de referencia
comprimido

Capa de Telmisartin

Telmisartan 80,000  Principioactivo  Estandar de la empresa

Hidroxido de sodio 6,720  Solubilizante

Polividona ~ K25(1) 24,000  Solubilizante El), USP, JP

Meglumina 24,000 Solubilimnte EPSUSP

Agua purificadaf?) Disolvente El), USP, JP

Sorbitol 337,280 Diluyente

Estearato de magnesio 8,000 Lubricante

Peso .totalrde la capa de 480,000

Telmisartan

Capa de Hidroclorotiazidn

Hidroclorotiazida 12.500 Principioactivo EP, USP

Lactosa monohidrato 112,170  Diluyente

Celulosa Aglutinante,

) . 64,000 ..
rmcrocrlstahna(3) diluyente
Almidon de maiz( 9 6,000 Aglutinante, EP,NF, JP
diluyente
Oxido de hierro rojo(s) 0,330 Colorante NF,E172
Glicolato sodico de .
4,000

almidon(6) ) Disgregante

Agua puriﬁcada(2) Disolvente EP, USP, JP

Estearatode magnesio 1,000 Lubricante

Peso total de la capa de

hidroclorotiazida 200,000

Peso total 680,000
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Monografia USP, EP. JP: Povidona

El agua purificadase utilizacomo disolvent
Monografia NE:Celulosa microcristalina
Monografia NFy JP: Almidén de maiz
Monografia NE:6xido férrico

Monografia EP.Glicolato sédico de almidén (TipoA)

'y no apareceen el producto final

0)

Periodo de validez: 3 anos

Precaucionesespeciales de conservacion:

Este medicamento no requiere condicionesespecialesde conservaciéon. Conservaren el
embalaje original para protegerlo de la humedad.
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Apostille

(Conventlon de La Haye du 5 octobre 1961)

Land: Bundesrepublik Deutschland

Country
Diese Offentliche Urkunde
This public document
2. von Herrn Markus Walther
has been sqned by
3. ‘"t_ GM_P-InspektorI GMP-Inspector des Landesamt fiir
acng Soziales, Jugend undVersorgung Rheinland-Pfalz
4. versehimilderSiegelSter«  des Landesamt fiir Soziales. Jugend und
bears thoseaVstampol Versorgung Rheinland-Pfalz
Bestatigt
Certified
5 inKaiserslautem
at 6.  am21.07.2020
7 dured. Aufsichts- und Dienstleistungsdirektion
8. unterNr: 1525/20
Ne
9. SeqeVSt
seaVStamp Sonature

(JenniferStrauR)
eintanO- (Regierungsobersekretarin)
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Zertifikat fiir ein pharmazeutisches
Produktl

Dieses Zertifikat entspricht der von der
Weltgesundheitsorganisation empfohlenen Form

(Allgemeine Hinweise und Erlduterungen peigemgt).

NrdeZertifikates: /'Z 20

Ausmhrendes (das Zertifikat ausstellende) Land:
Bundesrepublik Deutschland

Einmhrendes (anforderndes) Land: Argentinien

Name und Darreichungsform des produktes:

MicardisPlus 80 mg'25 mg Tablettcn

.1 und Menge(n) pro
Dosierungseinheitv.

Telmisartan 80 mg
blydrochlorothiazid 25 mg
pro Tablette

Komplette qualitative Zusammensetzung inklusive
Hilfsstome siche Anlage.?

12 Ist dieses Produkt mr ein Inverkehrbringen im
Ausfuhrland zugelassen? S

JB/nctn
(bllte Zutreffendes ankreu:en)

1.3 Ist dieses Produkt gegenwdrtig im Ausfuhr-
land im Handel?

wncin/unbckannt
(hute Zutreffendes ankreu:en)

Wenn die Antwort von 1.2 ,da" ist, mit Abschnitt 2A
weitermachen und Abschnitt 2B Oberspringen,

Wenn die Antwort von 1.2,,nein" ist, Abschnitt 2A
Oberspringen und mit Abschnitt 2B weitermachen. ©

RheinlandPfalz

LANDESAMT FUR SOZIAIES,
IUCtND UND V[RSORGUNG

Certificado de un producto farmacéutico'

Este certificado estd de acuerdo con el formato
recomendadcpor la Organizacion Mundial de Ia Salud

(Se adjuqtan instrucciones generales y notas
aclaratorias)

NOde este certificado: / 0

Pais exportador (certificador):

La Republica Federal de Alemania
Pais importador (solicitante): Argentino

Nombre y forma farmacéutica del producto:

Micardis Plus 80 mg./2mg comprimidos

1.1 Principio(s) activo(s)2y cantidad(es) por
unidad de dosis3:

Telmisanan 80 mg
Hidroclorotiazido 25 mg
por comprimidos

Para la composicion completa inclusive excipientes,
ver anex(4,

1.2 (Esté este producto autorizado para ser puesto
en el mercado en el pais exportador?'

SI/no
(Marcar segun corresponda)

13 (Esta este producto realmente en el mercado
del pais exportador?

S/IncySedesconoce
(Atarcar segan corresponda)

Si la respuesta a 1-2es si, continuar con la seccion 2A
y omitir la seccion 2B.

Si la respuesta a 1.2es no, omitir la seccion 2A y
continuar con la seccion 2B.0
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2A, 1 Zulassungsnummer des Produktes7 und
Ausstellungsdatum:

CU/I/02R'3/017 (14). EU/I/02/?13/018 (28).
FU/'/02/213/020 EV/IAP/213,'021 (56)
EU/V02f213/022 (90). (98)
EUM/(P/213i019 X Tablette)

vom 27.03.2008

im Handel seit:

2A.2  Zulassungsinhaber (Name und Adresse):

och'™n In elhei nt
Binger StraBe 173
35216 Ingelheim am Rhein. Deutschland

2A3 Status des Zulassungsinhabers: Whbl¢

(Wt'e Zutreffisndeseintragen in
8 angege&-n)

2A3.1 Flir die Kategorien b und ¢ Name und Adresse
des Herstellers der Darreichungsform
angeben:9

llersteller:

Rottendorf Pharma Gmbll
Ostenfelder StraBe 51 -

59320 Ennigerloh. Dgutschland

Ve a kere

Rottendorf Pharma GmbH

Am Fleigendohl 3

59320 Ennigerloh. Deugschland

2A4  Isteine Zusammenfassung der Zulassungs-
grundlagen beigemgt? 10 jWngin
(bute Zutreffendesankreu:en)

2A.5  Ist die beigemgte, omziell anerkannte
Produktinformation vollstdndig und in
Ubereinstimmung mit der Zulassung? I

(bute Zutrcffendesankregeen)

2A.6  Antragsteller des Zertifikates, wenn nicht
identisch mit dem Zulassungsinhaber
(Name und

Poehringgr Jngelheim Pharmg GmbH & Co. KG

Boehringer Ingelheim Internationgl GmbH
Pinger StraBe 173
552 (6 Ingelheim am Rhein. Deutschland

2B. Antragsteller des Zertifikates
(Name und Adresse):

2B.2 Status des Antragstellers: w'b/c
(bute Zutrcffendes ejnrragen W/eln
nmtrkung 8

RheinlandPfalz

1ANDtSAMT FUR SOZIAttS,
JUGEND UND VERSORGUNG

2A.1  Numero de la autorizacion' del producto y
fecha de emisione

EV/1/02/213/017 (14). EU/I/02/213/018 (28).
EU/I/02213/020 (30). EU/I/02/2!3/021 (56)
EV/1/032!3/022  (90). EU/I/OV213/023 (98)
(28 | comprimido)
fecha 27,03.2008
en el mercado desde: 04/2008

2A2 Titular de la autorizacion del producto
(nombre y direccion):

Boehringer Ingglheim (otemational
Binggr Strasse 173
55216 Inge'hcimam Rhein. Alemania

2A.3  Condicidn del titular de la autorizacién del

producto: S w'b/g
(Marcar la catergoria qtascorresponda segiinse define en
la nota 8)

2A.3.1 Para las categorias by c, el nombrey la
direccion del fabricante que produce la forma
farmacéutica es”.

Fabricante:

Rogendorf PharmaGmbH
Ostenfclder Strasse  -61
59320 Ennigerloh. Alemania

Envasador:

Rottendprf Pharma Gtnbl-I
Am Fleigendahl 3.

59320 Ennigerloh. Alemania

2A4  ;Seadjunta "summary basis for
approval"? 10
(Marcar segiin corresponda)

2A.5 La informacién de las condiciones de
aprobacion del producto que se adjunta, ;es
completa y conforme con la autorizacion?

(Marcar segtin corresponda)

2A.6 Solicitante del certificado, si es diferente del
titular de la autorizacion (nombre y
direccion):

Boehringeringelheim PharmaCmbF| & Cp. KG
para

Boehringer Ingelheim (nternationalGmbH

Pinger Stra-:sse 173

55216 Ingelheim am Rhein. Alemania

2B.1 Solicitante del certificado (nombrey
direccion):

C dicion del solicitante: Whb/c
™M la categoria que correspon'l,asegiin
ne en ta nata 8)
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RheinlandPfalz

joasonmts.
VIASORC.UNC,

2B2.1 i .
g ;’ST ?—lle Ktaﬁegonen b und_ ¢ Name und Adresse 2B2.]  Para las categorjas b y ¢, el nombrey la
an ebZ;S' cllers der Darreichungsform direcci6bn del fabricante que produce la forma
g ’ farmacéutica es'e
2B.3 i i :
Warum fehlt die gxenehmlgung Hir das 2B3  Nor que no se dispone de la autonncion de
Inverkehrbringen? comcrcializaciOn?:
vertmgtmicht [katbeiiung labgclchnt aluaen'dcncgaaa
2B.4  Bemerkungen 2B.|  Comcntnnost'
3. Flihn die.das Zertifikat ausstellende Behorde 3. La Autoridad certificadoro. e,ercctiia
regeanaBlge Inspektion der Finna durch. in inspccciones periOdicas de la planta de
der die Darreichungsform produziert wird? rabricacjon en la que se producc la forma
farmacéutica?
' ) gg'tt
Wenn  nein" oder ,,nicht zutreffend" mit Si no procedc, continuar con la pregunta 4.
Frage 'l weitermachen
3.1 Zeitraume der regelmaBigen Inspektionen 3.1 Periodicidad de las inspecciones rutinanas
(Jahre): 3 (anos):
32 Wurd? die Herstellung dieses Typs einer 32 Se ha inspeccionado la rabricacién de este
Darreichungsform OberprOft wn.cm tipo de forma rarmacéutica?
Zutreffenleg ankreuzen) segiin
33 Entsprechendie Einrichtungen und Ablaufe 3.3 J,,as instalaciones y proccsos cumplen con las
der GMP. wie von der Weltgesundheits- Buenas Practicas de Manufactura como
organisation empfohlen?" recomienda la OrganizaciOn Mundial de la
. Salud?ts
JUneWniclzutreffend"
fl/ttc Zutreffen:les
4. Geniigen der das Zertifikat ausstellenden 4. a.-a informaci6bn prescntada por el solicitante
Behdrde die vom Antragsteller eingereichten satisface a la Autoridad certificadora en todos
Informationen zu der Produktherstellung in los aspectos de la fabricacion del producto?
allen Punkten? ‘6
jaenctn sitno
(htte (Atareat corregynl)
Wenn nein, bitte erkldren: Si larepuesta es nos explicar:

Adresse der zertifizierenden Behorde Direccion de la autoridad cerlificadora:
Landesamt fiir Soziales, Jugend und Versorgung - Rheinland-Pfalz
Moltkestr. 19, 54292 Trier

Teléfono: +49-651-1447-0 Fax: +49-651 1447-14208

Name der befugten PersorvNombre de la persona autorizada:
Markus Walther

Unterschnft / firm
0 3.Juli 2020
us Walther
GMP-Inspektor/ GMP-Inspector

Stempel and Datuny/Sello y fecha:
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Allgecmeinellin»eisc

Wc-}zcnder vollstandigen Anvecisungen zum AusfUIlen
d}esesFormularSund Informationcizur Anwendung
dieses Sytetns beachtenSic bine die Leitlinlctl.

Diese Formulare werden in computergerechterForm
angeboten Ste sollten Itnmer i Papjerfoan mit Ant-
wonen - gedruckt. nicht handschnftlich
- Obcnnittclt werden

Zusatajiche Blatter zur Beitugung von Erl Suterungen
und Erk12rungen sollten, notig. betgetUgt werden

Erliuterungcn

Dieses Zrrtifikat in der von der WIIO
cmpfohlenen Form weist den Status des
Arnwernittels und des Antragstellersflir dieses
Zertifikatim Ausfuhrlanmao Esistnurmr
ein Produkt vorgesehen. da sich dre
Iterstcllunvsvoraussctzungeund
Informationen  verschiedene
Darreichul1V5forrneund Dosierungsstsrken
untetschelden kOnncn,

2 Benutzen Sic, wenn moglicll, internationale
(INNs. International Nonproprietary Nantes)
oder nationale Ntcht-Markennamen.

3 Die Zubercitung (komplette
Zusammensctzung der Darreichungsform
sollre aufdern Zertifikat angegeben oder

beigefUgt 's,scrderv

4 Details der mengenmaBigen
Zusarnrnensetzungwerden bevorzugt. aber
ihre Bckanntgabe ist abhangig von der
Zustimmung des Zulassungsinhabers.

5 Wenn zutrcffend. mgen Sie alle Einzelheiten
ciner Einschrankungbei Verkauf. Vertrieb
oder Verabreichlmgdes Produktes, wie in der
Zulassung beschneben ist, bei.

6 Dic Abschnitte 2A und 2B schlieBen sich
gegenseitig gus.

7 Geben Sie un, wenn zutreffend, ob die
Zulassung vorlaufig ist, oder ob das Produkt
noch nicht zugelassen ist.

8 Erlautem Sie, ob die mr das Inverkehrbringen
des Produktesverantwortliche Person

a) die Darreichungsformherstellt;

b) eine von einer unabhiingigen Firma
hergestellte Darreichungsform verpackt
und/odcr etikettiert: oder

c) mit keincm der o0,a. befasst ist-

RhcinlandPf,11/

InstruccioneGenerales

Paramas amplias mfOrrnacioncsobre el Soicma de
Certificacion OMS y los conceptos que aparecen en el
cenificado. rererirsc a la docmnentncton de OMS

El formato del certificado pert"itc  informatizaeiolt
Los certificados tvencnque scr prororciot%'doscon las
anotacjoncsltnpresascn logar que escritasa mano

Si necessano. se agregaran adicionales
proparcvonaiaclaracionesy comentariow

Notas explicativas

Este certificado, cuyo formalo cumple con
recomendacjones de la OMS, descritxe la
situacion en el pais exportador de un producto
y de quien solicita ct certificado Cndli
certificadose relicre a una tnica presentacion
porque la fabricacion y ta situacion regulalona
puede ser diferente para difcrentcs formasy
concentraciones.

2 Utilice. ssctnpre que sea posible. la
DenominacionComun Internacional(DCI) u
otra denomtnacionno ce»ncercial.

3 Lacomposicion completa de la forma
farmacéuticadebe aparcccren cl certificado o
seranexada

4 Es preferible proporcionar la férmula cuali-

cuantitativa completa si el titular de la
autorizacion de comercializacion (registro) Io
permite.

5 Cuando corresponda, proprcionar
informacion sobre restricciones de venta,
distribucion, o uso del producto que se aplican
en el pais exportador.

6 secciones 2A y 2B se excluyen
reciprocamente.

7 Indicar. cuando corresponda, si la autorizacion
dc comercialinlcion es provisoria o el
producto atn no esta aprobadff

8 Especificarsi la persona responsable de la
comercialimcién:

a) fabrica la forma farmacéutica final;

b) empaca y/o etiqueta una forma fabricada
por otra empresa, ¢

¢) no realiza ninguna de las operacio
arriba mencionadas.
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RheinlandPfalz

JOCANO RSORC,UNG

9 Diese Angaben konnen nur nach Absprache 9 Esta Informacién puede ser proporcionada
mit dem Zulassungsinhaber odcr im Falle solamente cuando cl titular dc la autonnciOn
cines nicht zugelassenen Produktes mit dan de corncreialitaciOn o. cn cl caso de productos
Antragsteller cnetlt werden. Ein stn autorizacion, el solicitante del cefiticado

lo permita. la auscncja de esta informacion
die betroffcne Panei nicht der Einmgung indica que la persona correspondiente 10 ha
dieser Informationen zugcstunmt hat- permitidosu inclusién,
Es soll angemerkt dass Informationen Cabc que la informacion sobre cl
liber den Produktionsort Bestandteil der lugar de fabncacion es panc de la autorvacion
Produktzulassung sind- Wenn der de comercializacion. Si esc lugar cambia. la
Produktionsort goscchsclt wird. muss dte autorttacton debe ser actualinda o dejara de
Litenz crneuef werden oder ste verltert Thre ser validx
GOltigkeit.

10 Dies bezieht sich aufdas Dokument, wie 10 Esto se refiere al documento, que algunas

ausgestellt von einigen nationalen autoridades acostumbran preparar, que

das die technischen constituye la base técnica sobre la cual sc ha
Grundlagen zwsammenfasstaufdenen dic emitido la autorizacién de comercializacion.
Zultrssungbasiert

1 Dteses bezieht sich aufdie Produkte Il Esto se refiere a la inférmacion sobre cl
information. gebilligt durch die zustandige producto (indicaciones. contraindicaciones,
nationale Aufsichtsbehorde,  LB. eme etc.) aprobada por la autoridad competente.
ausammenfassung der
Produktelgenschancn-(SPC).

12 Unter diesen Umstanden wird die Erlaubnis 12 En este caso, es necesario que el titular de la
zum Ausstellen des Zerlifikates vom autorizacion de comercializacion permita que
Zuwssungsinbaber benOtigt.Diese Erlaubnis sc otorgue el certificado. El solicitante debe
muss der BehOrde vom Antragsteller vorgclegt obtener este permiso.
werden.

13 Bitte ertautern Sie die BegrUndungdes 13 Indicar por cual razon el solicitante no ha
Antragstellers, warum keine Registrierung pedido autorizacion de comercializacion:
benOtigt wird
(a) das Produkt wurde ausschlieOlich tur die (a) el producto ha sido desarrollado

Behandlung von Erkrankungen exclusivamente para tratar enfermedades —
—insbesondere Tropenkrankheiten — sobre todo tropicales * que no son
entwickelt, die im Ausfuhrland nicht endémicas en el pais exportador;
endemisch Sind; (b) el producto ha sido reformulado para
(b) das Produkt wurde neu formuliert im mejorar su estabilidad en clima tropical;
Hinblick aufeine Verbesserung der (c) el producto ha sido reformulado para
Stabilit} It unter Tropenbedingungen; excluir excipientes que no son uccptados en
(c) das Produkt wurde neu formuliert, um el pais importador;
Hilfsstoffe, die im Einfuhrland nicht (d) el producto ha sido reforrnulado para
zugelxssen Sind, zu entfemen; respetar limites maximos diferentes para
(d) das Produkt wurde neu formuliert, um mr un ingrediente activo;
einen Wirkstoff eine andere (e) otra razon. por favor explicar.
Dosierungsobergrenze zu erreichen;
(e) aus irgendwelchen anderen Grtinden, bitte
erltiutem.
14 Nicht zutreffend bedeutet, dass die 14 No se aplica significa que la fabricacion tiene

Herstellung in einem anderen als das
Produktz.ertifikat ausstellenden Land
stattfindet und die Inspektion im Auftrag des
Herstellungslandes durchgefUhrt wird.

lugar en un pais diferente del que emite el
certificado y la inspeccion es responsabilidad
de la autoridad del pais de fabricacion.
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Dje Anforderungen an GMP und eine
Qualitatskontrolle von Arzneimitteln. auf die
1m Zertifikat Bezug genommen wird. sind jm

Bencht des Expertenkomiteefir
Spezifikationen  fiir pharmazeutischer
Zubereitungen (WHO-Fachschriftenreihe Ny
823. 1992. Anlage It)enthaltem Speziell flir
biologische Produkte zutreffende
Empfehlungen wurden durch das WHO
Expenenkomitce  tur biologische
Standardisierung (WHO-Fachschriftenreihe.
Nr. 822. 1992. Anlage 1i) formuliert,

Dieser Abschnitt sollte vervollstindigt 16
werden, wenn der Zulassungsinhaber oder
Antragsteller dem Status (b) oder (c), wie
unter der Nr 8 beschrieben, entspncht. Dies
ist besonders "ichttg. wenn ausltindische
Vertragspartner in die Herstellung des
Arzneimittels eingebunden sind, Unter diesen
Umstanden sollte der Antrvsteller dic das
Zertifikat ausstellende Behorde entsprechend
unterrichten,um die Vertragsparteiendie fiir
die einzelnen Herstellungsstufen des
Fertiganmetmittels verantwortlich sind und
um den Umfang und die Art der Kontrollen,
die beijeder dieser Parteien durchgefiihrt
werden. zu ermitteln.

lnur in der Anlage I des Originaldokumentes aufgeflihrt

RhcinlandPf,dz

SAMT  SOZIAI(S
VIRSOAC,UNC,

Los requisitos para bucnas pricticas en la
fabricaciOny cl control de cal'dad de
medicamentos rnencionados en el ccrlificado
son los incluidos en ¢l trigésimo.segundo
informe del Comité de Expertos de la OMS en
Especeiicaciones de Preparaciones
Furmucéuticas (OMS. Sene de Informes
Técnicos, No 823. 1992. Anexo I).
Recomendaciones especificas para productos
biolbgicos han Sido preparadmspor el Comite
de Expertos de la OMS co Patrones
Biolbgicos (OMS. Serie de Inforrnes
Técnicos. No. 822. 1992. Anexo ).

Esta pane sc completa cuando cl titulur de la
autorinciOn o el solicitantc del certilicado
pertenccena los casos (b) y (c) de lanota 8
indicada arriba Es particularmentc Importante
cuandccmpresasextranjerasinterucncnen la
fabricacidm En estos casos. cl solicltante debe
proporcienar a la autoridad certificadora toda
informacian que permita identificar los
fabricantcs responsables por cada etapa de ta
produccién de la roma final. y el grado y tipo
de control que el solicitante eventualrnente
tenga sohre éstos.
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RhcinlandPf'cdz

COMPOSICION

Micardis Plus 80 mg.t25mg comprimidos
por comprimido:
Componente mg por

P Funcién 4 i
comprimido uncié Estandar de referencia

Capa de Telmisartan

Telmisarlan 80.000

Principio activo Estandar de la empresa

Hidroxido de sodio 6,720  Solubilizante

Polividona  K25( 1) 24.000  Solubilizante El. USP, JP
Meglumina 24,000  Solubilimnte FP. USP
Agua purificada(®) ®  Disolvente EP, USP. JP
Sorbitol 337,280  Diluyente

Estearato de magnesio 8.000  Lubricante

Peso total de la capa de

Telmisartan 480,000

Capa de hidroclorotiazida

Hidroclorotiazida 25,000  Principio activo EP, USP
Lactosa monohidrato 99,100 Diluyente

Celulosa 64,000 Aglutinante, EP, NE, JP
microcristalina diluyente

. 4 .
Almidén de maiz(? 6,000 Aglutmante, EP, NE, IP
diluyente

Oxido de hierro 0,900  Colorante NE, E172
amarillo(S)

Glic.ollato sodico de 4,000  Disgregante

almiddn(6)
Agua puriﬁcada@) Disolvente EP, USP, JP
Estearato de magnesio 1,000  Lubricante EP, NE, JP
Peso total de la capa de

. . 200,000
hidroclorotiazida ’
Peso total 680,000
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sonaue.

Monografia USP, LP, JP: Povidona

El agua purificada se utiliza como disolvente y no aparece en el producto final
Monografia NE: Celulosa microcristalina

Monografia NF y JP: Almidon de maiz

MonografiaNE: 6xido fémco

Monografia EP: Glicolato sédico de almidén (Tipo A)

P.eriodo de volidee,',:3 afios

Precquciong.s especiales dg.consgrvogion: 5 |
Este medicamento no requiere condiciones especiales de conservacion. Conservar en ¢
embalaje original para protegerlo de la humedad.
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1. MANUFACTURING FLOW CHART
1.1 MANUFACTURING FLOW CHART FOR THE FINAL BLEND OF THE
TELMISARTAN LAYER
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Sorbitol, | . . . .
I Telmisartan SD granulate Diffusion mixing
PRE MIXTURE
A
2. Magnesium stearate Diffusion blending
FINAL BLEND < IP.C
Loss on drying
|
Figure 1 Flow Chart of the final blend of the telmisartan layer

Péagina 122 de 628 Page 122 of 628

?& El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Boehringer Ingelheim Page 4 of 8
Description of Manufacturing Process and Process Controls
77880-p330am0901 q00275292-01

Proprietary confidential information © 2020 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

1.2 MANUFACTURING FLOW CHART FOR THE FINAL BLEND OF THE
HYDROCHLOROTHIAZIDE LAYER
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Lactose monohydrate,
hydrochlorothiazide, cellulose
L. microcrystalline, sodium > Fluid bed mixing
starch glycolate, iron oxide DRY MIXTURE
red
Suspend maize starch in
2. purified water '
3 GRANULATING LIQUID Fluid bed granulation
j C
. . 1P
4. Fluid bed drying Loss on drying
v
5. Dry screening
RAW GRANULATE
Magnesium stearate >
v
6. Blending
FINAL BLEND < IPC.
Loss on drying
Figure 2 Flow Chart of the final blend of the hydrochlorothiazide layer

Pagina 123 de 628 Page 123 of 628

77

El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Boehringer Ingelheim Page S of 8
Description of Manufacturing Process and Process Controls
77880-p330am0901 q00275292-01

Proprietary confidential information © 2020 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

1.3 MANUFACTURING FLOW CHART FOR THE TELMISARTAN /
HYDROCHLOROTHIAZIDE LAYERED TABLETS, 80/12.5 MG
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Final blend of . IPC
I Telmisartan layer Compression (Layer 1) Weight
Final blend of R . IPC
2 Hydrochlorothiazide layer Compression (Layer 142) Weight,
TABLETS P thickness,
hardness,
disintegration
Figure 3 Flow Chart of the layered tablets
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2. NARRATIVE DESCRIPTION OF THE MANUFACTURING
PROCESS

2.1 NARRATIVE DESCRIPTION FOR THE FINAL BLEND FOR THE
TELMISARTAN LAYER

(Step 1) Using a suitable diffusion mixer, mix together sorbitol and Telmisartan SD

granulate (pre-mixture).

(Step 2) Using the same diffusion mixer, blend pre-mixture from Step 1 and
magnesium stearate screened (mesh size 0.5 mm) until homogeneous (final
blend).

2.2 NARRATIVE DESCRIPTION FOR THE FINAL BLEND FOR THE

HYDROCHLOROTHIAZIDE LAYER
(Step 1) Using a suitable fluid bed granulator mix lactose monohydrate,
hydrochlorothiazide, cellulose microcrystalline, sodium starch glycolate and

iron oxide red and mix until homogeneous (dry mixture).

(Step 2) Using a suitable mixing vessel, suspend maize starch in purified hot water by
constant stirring to form a paste (granulating liquid).

(Step 3) Using the same fluid bed granulator, granulate the dry mixture with the
granulating liquid (fluid bed granulation).

(Step 4) Using the same fluid bed granulator, dry the wet granulate.

(Step 5) Using a suitable screening mill pass through the dried granulate (mesh size 2.0
mm) (raw granulate).

(Step 6) Using a suitable diffusion mixer screen magnesium stearate (mesh size 0.5
mm) to the raw granulate and blend until homogeneous (final blend).

2.3 NARRATIVE DESCRIPTION FOR THE TELMISARTAN /
HYDROCHLOROTHIAZIDE LAYERED TABLETS, 80/12.5 MG
(Step 1) Using a suitable power assisted tablet press compress the final blend of the
Telmisartan layer (layer 1) and
(Step 2) the final blend of the Hydrochlorothiazide layer into layered tablets of about
680 mg.
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The following equipment has been shown to be suitable:

Table 1 Equipment for Telmisartan/Hydrochlorothiazide layered tablets,
80/12.5 mg/tablet
Process Step Equipment class* Subclass*

Granulation Fluid bed granulator (direct heating, None Identified

and Drying fluzidized solids bed)

Sieving Screening mill Rotating impeller

Mixing Diffusion mixer (tumble) Bin blender

Compression Tablet press Power assisted

* Classification according to FDA-CDER Guidance for Industry, SUPAC: Manufacturing Equipment Addendum

3. PROCESS CONTROLS
3.1 IN-PROCESS CONTROL TESTING OF THE FINAL BLEND OF THE
TELMISARTAN LAYER:

Loss on drying: Determine on the completed final blend with each batch

Target: <4.0 %
Equipment: e.g. Brabender
3.2 IN-PROCESS CONTROL DATA OF THE RAW GRANULATE / FINAL

BLEND OF THE HYDROCHLOROTHIAZIDE LAYER:

Loss on drying after drying:

Target: <2.6%
Equipment: e.g. Mettler or alternatively
Brabender

Loss on drying of the final blend

Target: <2.6%
Equipment: e.g. Mettler or alternatively
Brabender
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33 IN-PROCESS CONTROL DATA OF THE TABLETS:

Weight of layer 1 (Telmisartan layer):
Determine the weight of at least 10 tablets

Target:

Tolerance limits individual values:

Weight of layer 1 + 2:
Determine the weight of at least 10 tablets

Target:

Tolerance limits individual values:

Thickness:
Determine the thickness of at least 10 tablets

Target:

Tolerance limits individual values:

Equipment:

Hardness:
Determine the hardness of at least 10 tablets

Tolerance limits individual values:

Equipment:

Disintegration time:
Determine twice per batch on 6 tablets

Target:

Equipment:

480.0 mg

456.0 — 504.0 mg

680.0 mg

646.0 — 714.0 mg

6.2 mm

5.9 -6.5 mm

e.g. Erweka TBH 30

80—-180 N

e.g. Erweka hardness
tester

< 15 minutes

e.g. Erweka ZT 62
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1. MANUFACTURING FLOW CHART
1.1 MANUFACTURING FLOW CHART FOR THE FINAL BLEND OF THE
TELMISARTAN LAYER
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Sorbitol,

Diffusion mixing

Telmisartan SD granulate

PRE MIXTURE
A
2. Magnesium stearate Diffusion blending
FINAL BLEND < IP.C
Loss on drying
Figure 1 Flow Chart of the final blend of the telmisartan layer
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1.2 MANUFACTURING FLOW CHART FOR THE FINAL BLEND OF THE
HYDROCHLOROTHIAZIDE LAYER
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Lactose monohydrate,
hydrochlorothiazide, cellulose
1. microcrystalline, sodium Fluid bed mixing
starch glycolate, iron oxide DRY MIXTURE
red
Suspend maize starch in
2. purified water |
3. GRANULATING LIQUID Fluid bed granulation
" IPC
4. Fluid bed drying < Loss on drying
v
5. Dry screening
RAW GRANULATE
Magnesium stearate >
v
6. Blending
FINAL BLEND < IPC.
Loss on drying

Step 1 to 5 can be performed twice in order to produce the final batch for the
Hydrochlorothiazide raw granulate.

Figure 2 Flow Chart of the final blend of the hydrochlorothiazide layer
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1.3 MANUFACTURING FLOW CHART FOR THE TELMISARTAN /
HYDROCHLOROTHIAZIDE LAYERED TABLETS, 40/12.5 MG
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Final blend of . IPC
g Telmisartan layer > Compression (Layer ) < Weight
4
Final blend of . IPC
2 Hydrochlorothiazide layer > Compression (Layer 1+2) Weight,
TABLETS < thickness,
hardness,
disintegration
Figure 3 Flow Chart of the layered tablets
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2. NARRATIVE DESCRIPTION OF THE MANUFACTURING
PROCESS

2.1 NARRATIVE DESCRIPTION FOR THE FINAL BLEND FOR THE
TELMISARTAN LAYER

(Step 1) Using a suitable diffusion mixer, mix together sorbitol and telmisartan SD

granulate (pre-mixture).

(Step 2) Using the same diffusion mixer, blend pre-mixture from Step 1 and
magnesium stearate screened (mesh size 0.5 mm) until homogeneous (final
blend).

2.2 NARRATIVE DESCRIPTION FOR THE FINAL BLEND FOR THE

HYDROCHLOROTHIAZIDE LAYER
(Step 1) Using a suitable fluid bed granulator mix lactose monohydrate,
hydrochlorothiazide, cellulose microcrystalline, sodium starch glycolate and

iron oxide red and mix until homogeneous (dry mixture).

(Step 2) Using a suitable mixing vessel, suspend maize starch in purified hot water by
constant stirring to form a paste (granulating liquid).

(Step 3) Using the same fluid bed granulator, granulate the dry mixture with the
granulating liquid (fluid bed granulation).

(Step 4) Using the same fluid bed granulator, dry the wet granulate.

(Step 5) Using a suitable screening mill pass through the dried granulate (mesh size 2.0
mm) (raw granulate).

(Step 6) Using a suitable diffusion mixer screen magnesium stearate (mesh size 0.5
mm) to the raw granulate and blend until homogeneous (final blend).

Step 1 to 5 can be performed twice in order to produce the final batch for the
hydrochlorothiazide raw granulate.

2.3 NARRATIVE DESCRIPTION FOR THE TELMISARTAN /
HYDROCHLOROTHIAZIDE LAYERED TABLETS, 40/12.5 MG
(Step 1) Using a suitable power assisted tablet press compress the final blend of the
telmisartan layer (layer 1) and
(Step 2) the final blend of the hydrochlorothiazide layer into layered tablets of about
440 mg.
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The following equipment has been shown to be suitable:

Table 1 Equipment for telmisartan/hydrochlorothiazide layered tablets,
40/12.5 mg/tablet

Process Step Equipment class* Subclass*
Granulation Fluid bed granulator (direct heating, None Identified
and Drying fluzidized solids bed)
Sieving Screening mill Rotating impeller
Mixing Diffusion mixer (tumble) Bin blender
Compression Tablet press Power assisted

* Classification according to FDA-CDER Guidance for Industry, SUPAC: Manufacturing Equipment Addendum

3. PROCESS CONTROLS
31 IN-PROCESS CONTROL TESTING OF THE FINAL BLEND OF THE
TELMISARTAN LAYER:

Loss on drying: Determine on the completed final blend with each batch

Target: <4.0%
Equipment: e.g. Brabender
3.2 IN-PROCESS CONTROL DATA OF THE RAW GRANULATE / FINAL

BLEND OF THE HYDROCHLOROTHIAZIDE LAYER:

Loss on drying after drying:

Target: <2.6%
Equipment: e.g. Mettler or alternatively
Brabender

Loss on drying of the final blend

Target: <2.6%
Equipment: e.g. Mettler or alternatively
Brabender

Pagina 134 de 628 Page 134 of 628

?& El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Boehringer Ingelheim

Page 8 of 8

Description of Manufacturing Process and Process Controls

78193-p330am0801

q00280469-01

Proprietary confidential information © 2020 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

3.3 IN-PROCESS CONTROL DATA OF THE TABLETS:

Weight of layer 1 (Telmisartan layer):
Determine the weight of at least 10 tablets

Target:

Tolerance limits individual values:

Weight of layer 1 + 2:
Determine the weight of at least 10 tablets

Target:

Tolerance limits individual values:

Thickness:
Determine the thickness of at least 10 tablets

Target:

Tolerance limits individual values:

Equipment:

Hardness:
Determine the hardness of at least 10 tablets

Tolerance limits individual values:

Equipment:

Disintegration time:
Determine twice per batch on 6 tablets

Target:

Equipment:

240.0 mg

222.0-258.0 mg

440.0 mg

418.0 —462.0 mg

5.2 mm

49 —-55mm

e.g. Erweka TBH 300

80—-160 N

e.g. Erweka hardness
tester

< 15 minutes

e.g. Erweka ZT 72
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1. MANUFACTURING FLOW CHART
1.1 MANUFACTURING FLOW CHART FOR THE FINAL BLEND OF THE
TELMISARTAN LAYER
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Sorbitol,

Diffusion mixing

Telmisartan SD granulate

PRE MIXTURE
A
2. Magnesium stearate Diffusion blending
FINAL BLEND < IP.C
Loss on drying
Figure 1 Flow Chart of the final blend of the telmisartan layer
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1.2 MANUFACTURING FLOW CHART FOR THE FINAL BLEND OF THE
HYDROCHLOROTHIAZIDE LAYER
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Lactose monohydrate,
hydrochlorothiazide, cellulose
L. microcrystalline, sodium Fluid bed mixing
starch glycolate, iron oxide DRY MIXTURE
yellow
Suspend maize starch in
2. purified water ,
3. GRANULATING LIQUID Fluid bed granulation
' IPC
4. Fluid bed drying < Loss on drying
v
5. Dry screening
RAW GRANULATE
Magnesium stearate >
v
6. Blending
FINAL BLEND < IPC.
Loss on drying
Figure 2 Flow Chart of the final blend of the hydrochlorothiazide layer
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1.3 MANUFACTURING FLOW CHART FOR THE TELMISARTAN /
HYDROCHLOROTHIAZIDE LAYERED TABLETS, 80/25 MG
S
T
E NAMES OF PROCESS
P CONSTITUENTS OPERATION CONTROLS
S
Final blend of . IPC
g Telmisartan layer > Compression (Layer ) < Weight
4
Final blend of . IPC
2 Hydrochlorothiazide layer > Compression (Layer 1+2) Weight,
TABLETS < thickness,
hardness,
disintegration
Figure 3 Flow Chart of the layered tablets
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2. NARRATIVE DESCRIPTION OF THE MANUFACTURING
PROCESS

2.1 NARRATIVE DESCRIPTION FOR THE FINAL BLEND FOR THE
TELMISARTAN LAYER

(Step 1) Using a suitable diffusion mixer, mix together sorbitol and telmisartan SD

granulate (pre-mixture).

(Step 2) Using the same diffusion mixer, blend pre-mixture from Step 1 and
magnesium stearate screened (mesh size 0.5 mm) until homogeneous (final
blend).

2.2 NARRATIVE DESCRIPTION FOR THE FINAL BLEND FOR THE

HYDROCHLOROTHIAZIDE LAYER

(Step 1) Using a suitable fluid bed granulator mix lactose monohydrate,
hydrochlorothiazide, cellulose microcrystalline, sodium starch glycolate and
iron oxide yellow and mix until homogeneous (dry mixture).

(Step 2) Using a suitable mixing vessel, suspend maize starch in purified hot water by
constant stirring to form a paste (granulating liquid).

(Step 3) Using a suitable fluid bed granulator, granulate the dry mixture with the
granulating liquid (fluid bed granulation).

(Step 4) Using a suitable fluid bed granulator, dry the wet granulate.

(Step 5) Using a suitable screening mill pass through the dried granulate (mesh size 2.0
mm) (raw granulate).

(Step 6) Using a suitable diffusion mixer screen magnesium stearate (mesh size 0.5
mm) to the raw granulate and blend until homogeneous (final blend).

23 NARRATIVE DESCRIPTION FOR THE TELMISARTAN /
HYDROCHLOROTHIAZIDE LAYERED TABLETS, 80/25 MG

(Step 1) Using a suitable power assisted tablet press compress the final blend of the
telmisartan layer (layer 1) and

(Step 2) the final blend of the hydrochlorothiazide layer into layered tablets of about
680 mg.
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The following equipment has been shown to be suitable:

Table 1 Equipment for telmisartan/hydrochlorothiazide layered tablets, 80/25
mg/tablet
Process Step Equipment class* Subclass*
Granulation Fluid bed granulator (direct heating, None Identified
and Drying fluzidized solids bed)
Sieving Screening mill Rotating impeller
Mixing Diffusion mixer (tumble) Bin blender
Compression Tablet press Power assisted

* Classification according to FDA-CDER Guidance for Industry, SUPAC: Manufacturing Equipment Addendum

3. PROCESS CONTROLS
3.1 IN-PROCESS CONTROL TESTING OF THE FINAL BLEND OF THE
TELMISARTAN LAYER:

Loss on drying: Determine on the completed final blend with each batch

Target: <4.0 %
Equipment: e.g. Brabender
3.2 IN-PROCESS CONTROL DATA OF THE RAW GRANULATE / FINAL

BLEND OF THE HYDROCHLOROTHIAZIDE LAYER:

Loss on drying after drying:

Target: 1.2-2.6%
Equipment: e.g. Mettler or alternatively
Brabender

Loss on drying of the final blend

Target: <2.6%
Equipment: e.g. Mettler or alternatively
Brabender
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3.3 IN-PROCESS CONTROL DATA OF THE TABLETS:

Weight of layer 1 (Telmisartan layer):

Target: 480.0 mg

Tolerance limits individual values: 456.0 — 504.0 mg
Weight of layer 1 + 2:

Target: 680.0 mg

Tolerance limits individual values: 646.0 — 714.0 mg
Thickness:

Target: 6.2 mm

Tolerance limits individual values: 5.9-6.5mm

Equipment: e.g. Erweka TBH 300
Hardness:

Tolerance limits individual values: 80— 180N

Equipment: e.g. Erweka hardness

tester

Disintegration time:

Target: < 15 minutes

Equipment: e.g. Erweka ZT 72
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Telmisartan / Hydrochlorothiazide layered
tablets, 80 / 12.5 mg / tablet
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Table 1 Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80/12.5 mg / tablet

Tests

Analytical Procedures

Acceptance Criteria

Description

Visual test

Oblong, white-red, biconvex, two-layer
tablets, possibly with red specks in the
white layer; the white face is marked with
"H8" and the Boehringer Ingelheim
company symbol

Dimensions
Thickness

Measurement

5.9-6.5 mm
(10 single values)

Identification
Telmisartan

AP-4428 5.0
Liquid chromatography

The UV spectrum of the active ingredient
obtained with the test solution must
correspond to that obtained with the
standard solution.

For determination see under Assay.

The retention time of the active ingredient
obtained with the test solution must
correspond to that obtained with the
standard solution.

For determination see under Assay.

Identification
Hydrochlorothiazide

AP-4428 5.0
Liquid chromatography

The UV spectrum of the active ingredient
obtained with the test solution must
correspond to that obtained with the
standard solution.

For determination see under Assay.

The retention time of the active ingredient
obtained with the test solution must
correspond to that obtained with the
standard solution.

For determination see under Assay.
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80/12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria

Water content AP-4752 1.0 <35%

Biamperometric Karl
Fischer titration

b78193-p520am0101

Biamperometric Karl
Fischer titration

(Alternate procedure)

Resistance to crushing AP-4753 1.0 Release
(Tablet breaking force) Physical test
75- 180N
Measure the tablets along the long axis in
each case
Resistance to crushing AP-4753 1.0 Shelf Life
(Tablet breaking force) Physical test
>50N
Measure the tablets along the long axis in
each case
Active ingredient degradation | AP-4428 5.0 Any unspecified <0.2%
Telmisartan Liquid chromatography degradation product

Total degradation <02 %
products

For determination see under Assay.

Active ingredient degradation | AP-4428 5.0 Release
Hydrochlorothiazide Liquid chromatography 4 Amino-6. <05 %
chlorobenzene-1,3-

disulfonamide
(ACB-Disamide)

Any unspecified

0,
degradation product 0.5 %

Total degradation <1.0%
products

For determination see under Assay.
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,

80/12.5 mg / tablet

Tests

Analytical Procedures

Acceptance Criteria

Active ingredient degradation
Hydrochlorothiazide

AP-4428 5.0
Liquid chromatography

Shelf Life

4-Amino-6-
chlorobenzene-1,3-
disulfonamide
(ACB-Disamide)

<1.0%

Any unspecified ,
degradation product <05%

Total degradation <1.5%

products

For determination see under Assay.

Assay
Telmisartan

AP-4428 5.0
Liquid chromatography

76.0 — 84.0 mg / tablet

Assay
Hydrochlorothiazide

AP-4428 5.0
Liquid chromatography

Release

11.88 — 13.13 mg / tablet

Assay
Hydrochlorothiazide

AP-4428 5.0
Liquid chromatography

Shelf Life

11.75—13.13 mg / tablet

Dissolution
Telmisartan

AP-4710 6.0
Liquid chromatography

Time: 30 min.
Requirement Q: 70 %

Stage S1 (n=6):

Each unit is not less than Q + 5%.

Stage S2 (n=6):

Average of 12 units (S1 + S2) is equal to or
greater than Q and no unit is less than Q -
15%.

Paddle method complies with Ph. Eur. /
USP
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80/12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria

Dissolution AP-4710 6.0 Time: 30 min.

Hydrochlorothiazide Liquid chromatography Requirement Q: 75 %

Stage S1 (n=6):

Each unit is not less than Q + 5%.

Stage S2 (n=6):

Average of 12 units (S1 + S2) is equal to or
greater than Q. and no unit is less than Q -
15%.

Basket method complies with Ph. Eur ./

usSp
Uniformity of dosage units AP-4580 6.0 Label claim: 80.0 mg / dosage unit
Telmisartan by Content Liquid chromatography Requirement A (n=10):
uniformity Acceptance value: <15.0 %

Requirement B (n=30):

Acceptance value: < 15.0 %

No individual value is less than 0.75M nor
more than 1.25M

M = reference value according Ph.
Eur./USP

Complies with Ph. Eur. / USP

Uniformity of dosage units AP-4580 6.0 Label claim: 12.5 mg / dosage unit
Hydrochlorothiazide by Liquid chromatography Requirement A (n=10):
Content uniformity Acceptance value: < 15.0 %

Requirement B (n=30):

Acceptance value: < 15.0 %

No individual value is less than 0.75M nor
more than 1.25M

M = reference value according Ph. Eur. /
USP

Complies with Ph. Eur. / USP

Identification of dyes AP-4756 1.0 Positive
Iron oxide red Colour reaction

Test frequency: This test is intended for
registration purposes. A routine test is not
necessary.
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80/12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Microbiological quality Standard test Ph. Eur. / Total aerobic microbial <10’ cfu
USP/JP count (TAMC)/g
Total combined Yeasts/ <10%cfu

Moulds count (TYMC)/g

Escherichia coli /g absent

Complies if tested with Ph.Eur./USP/JP
(harmonized)

Test frequency: If the results for the first 5
production batches are within the tolerance
limits, test at least 1 batch per year,
depending on the rate of production.
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Telmisartan / Hydrochlorothiazide layered
tablets, 80 / 25 mg / tablet

Table 1 Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80 /25 mg / tablet
Tests Analytical Procedures Acceptance Criteria
Appearance 000001-02 Oblong, biconvex double layer tablets,
Visual test* first layer white, second layer yellow.

Very small yellow particles from the
second layer may be visible in the first
layer. The white layer is marked with
“H9” and the Boehringer Ingelheim
company symbol.

Dimensions 000004-05 5.9-6.5 mm

Thickness Measurement* (10 single values)

Identification 020303-03 The UV spectrum obtained with the
BIBR 277 SE Liquid chromatography test solution corresponds to that

obtained with the standard solution.

Note: For determination see under
“Active ingredient content”.

The retention time obtained with the
test solution corresponds to that
obtained with the standard solution.

Note: For determination see under
“Active ingredient content”.
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,

80 /25 mg / tablet

Tests

Analytical Procedures

Acceptance Criteria

Identification
Hydrochlorothiazide

020303-03
Liquid chromatography

The UV spectrum obtained with the
test solution corresponds to that
obtained with the standard solution.

Note: For determination see under
“Active ingredient content”.

The retention time obtained with the
test solution corresponds to that
obtained with the standard solution.

Note: For determination see under
“Active ingredient content”.

Water content

012031-02

Biamperometric Karl Fischer
titration

b78193-p520am0101

Biamperometric Karl Fischer
titration

(Alternate procedure)

<35%

Hardness 013559-01 Release requirement:
Physical test
75-180N
Note: Measure the tablets along the
long axis in each case
Hardness 013559-01 Shelf life requirement:
Physical test

>50N

Note: Measure the tablets along the
long axis in each case

Péagina 151 de 628

Page 151 of 628

77

El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-




Boehringer Ingelheim Page 3 of 6
Specification
81451-p510am0401 q00266395-01

Proprietary confidential information © 2019 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80 /25 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Active ingredient degradation 020303-03 Each individual unspecified <0.2 %
BIBR 277 SE Liquid chromatography degradation product
Sum of all degradation <0.2%
products

Note: For determination see under
“Active ingredient content”

Active ingredient degradation 020303-03 Release requirement
Hydrochlorothiazide Liquid chromatography 4-Amino-6- <05%
chlorobenzene-1,3-

disulfonamide (ACB-
Disamide)

Each individual <05%
unspecified degradation
product

Sum of all degradation <1.0%
products

Note: For determination see under
“Active ingredient content”

Active ingredient degradation 020303-03 Shelf life requirement
Hydrochlorothiazide Liquid chromatography 4o Amino-6- <10%

chlorobenzene-1,3-
disulfonamide (ACB-
Disamide)

Each individual <05%
unspecified degradation
product

Sum of all degradation <1.5%
products

Note: For determination see under
“Active ingredient content”
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,

80 /25 mg / tablet

Tests Analytical Procedures Acceptance Criteria

020303-03
Liquid chromatography

020303-03
Liquid chromatography

Active ingredient content 76.0 — 84.0 mg / tablet

BIBR 277 SE

Active ingredient content Release requirement:

Hydrochlorothiazide 23.75 -26.25 mg / tablet

Active ingredient content 020303-03 Shelf life requirement:

Hydrochlorothiazide

Liquid chromatography

23.50 — 26.25 mg / tablet

Dissolution
BIBR 277 SE

020304-03
Liquid chromatography

Time: 30 min.
Q:70 %

Requirement A (n=6):

No single value may be less than Q +
5%.

Requirement B (n=12):

The mean must be equal to or greater
than Q. No individual value may

be less Q - 15%.

Pharmacopoeias

Paddle method in accordance with Ph.
Eur. / USP

020304-03
Liquid chromatography

Time: 30 min.

Q:75%

Requirement A (n=6):

No single value may be less than Q +
5%.

Requirement B (n=12):

The mean must be equal to or greater
than Q. No individual value may

be less Q - 15%.

Dissolution
Hydrochlorothiazide

Pharmacopoeias

Basket method in accordance with Ph.
Eur. / USP
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80 /25 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Uniformity of dosage units 027473-02 Theory: 80.0 mg
BIBR 277 SE Liquid chromatography Requirement A (n=10):

The acceptance value must not be

determined by Uniformity of greater than 15.0 %

content Requirement B (n=30):

The acceptance value must not be
greater than 15.0 % and no individual
value is less than 0.75 x M nor more

than 1.25 x M

Pharmacopoeias:

Ph. Eur. / USP
Uniformity of dosage units 027473-02 Theory: 25.0 mg
Hydrochlorothiazide Liquid chromatography Requirement A (n=10):

The acceptance value must not be

determined by Uniformity of greater than 15.0 %

content Requirement B (n=30):

The acceptance value must not be
greater than 15.0 % and no individual
value is less than 0.75 x M nor more
than 1.25 x M

Pharmacopoeias:
Ph. Eur. / USP

Identification of dyes 003512-02 Positive
Yellow iron oxide Colour reaction
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
80 /25 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Microbiological quality 029770-01%* Total aerobic microbial | not more
3
Standard test Ph.Eur./USP/JP | count (TAMC)/g than 10” cfu
Total combined not more
Yeasts/ Moulds count than 10* cfu
(TYMC)/g
Specified micro- not
organisms: detectable
Escherichia coli /g

Note:

for release only

Pharmacopoeias:

Current edition Ph. Eur. / USP / JP
(harmonized)

cekor

*The analytical procedures marked with do not contain a methodology section.

Notes on procedure

Sample size Release: at least 450 tablets
plus 75 tablets for the determination of Microbiological quality

Test frequency:
e Identification of the dyes: This test is intended for registration purposes. A routine test
1S not necessary.
e Microbiological quality: If the results for the first 5 production batches are within the
tolerance limits, test at least 1 batch per year, depending on the rate of production.
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Telmisartan / Hydrochlorothiazide layered
tablets, 40 / 12.5 mg / tablet

Table 1 Specification for Telmisartan / Hydrochlorothiazide layered tablets,
40/12.5 mg/ tablet

Tests Analytical Procedures Acceptance Criteria

Description Visual test Oblong, white-red, biconvex, two-
layer tablets, possibly with red specks
in the white layer; the white face is
marked with "H4" and the Boehringer
Ingelheim company symbol

Dimensions Measurement 4.9-5.5 mm

Thickness (10 single values)
Identification AP-5319 6.0 The UV spectrum of the active
Telmisartan Liquid chromatography ingredient obtained with the test

solution must correspond to that
obtained with the standard solution.

For determination see under Assay.

The retention time of the active
ingredient obtained with the test
solution must correspond to that
obtained with the standard solution.

For determination see under Assay.
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
40/ 12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Identification AP-5319 6.0 The UV spectrum of the active
Hydrochlorothiazide Liquid chromatography ingredient obtained with the test

solution must correspond to that
obtained with the standard solution.

For determination see under Assay.

The retention time of the active
ingredient obtained with the test
solution must correspond to that
obtained with the standard solution.

For determination see under Assay.

Water content AP-4752 1.0 <35%

Biamperometric Karl Fischer
titration

b78193-p520am0101

Biamperometric Karl Fischer
titration

(Alternate procedure)

Resistance to crushing AP-4753 1.0 Release
(Tablet breaking force) Physical test
60-160 N

Measure the tablets along the long axis
in each case

Resistance to crushing AP-4753 1.0 Shelf Life

(Tablet breaking force) Physical test

>50N

Measure the tablets along the long axis
in each case
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
40/ 12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Active ingredient degradation AP-5319 6.0 Any unspecified <0.2%
Telmisartan Liquid chromatography degradation product

Total degradation products < 0.2 %

For determination see under Assay.

Active ingredient degradation AP-5319 6.0 Release
Hydrochlorothiazide Liquid chromatography 4-Amino-6- <05%

chlorobenzene-1,3-
disulfonamide (ACB-
Disamide)

Any unspecified <05%
degradation product

Total degradation products < 1.0 %

For determination see under Assay.

Active ingredient degradation AP-5319 6.0 Shelf Life
Hydrochlorothiazide Liquid chromatography 4o Amino-6- <10%

chlorobenzene-1,3-
disulfonamide (ACB-
Disamide)

Any unspecified <0.5%
degradation product

Total degradation products < 1.5 %

For determination see under Assay.
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Table 1 (cont'd)

Specification for Telmisartan / Hydrochlorothiazide layered tablets,

40/ 12.5 mg / tablet

Tests

Analytical Procedures

Acceptance Criteria

Assay

Telmisartan

AP-5319 6.0
Liquid chromatography

38.0 — 42.0 mg / tablet

Assay
Hydrochlorothiazide

AP-5319 6.0
Liquid chromatography

Release

11.88 — 13.13 mg / tablet

Assay
Hydrochlorothiazide

AP-5319 6.0
Liquid chromatography

Shelf Life

11.75 - 13.13 mg / tablet

Dissolution

Telmisartan

AP-5334 6.0
Liquid chromatography

Time: 30 min.
Requirement Q: 70 %

Stage S1 (n=6):

Each unit is not less than Q + 5%.

Stage S2 (n=6):

Average of 12 units (S1 + S2) is equal
to or greater than Q and no unit is less
than

Q- 15%.

Paddle method complies with
Ph.Eur./USP

Dissolution
Hydrochlorothiazide

AP-5334 6.0
Liquid chromatography

Time: 30 min.
Requirement Q: 75 %
Stage S1 (n=6):

Each unit is not less than Q + 5%.

Stage S2 (n=6):

Average of 12 units (S1 + S2) is equal
to or greater than Q and no unit is less
than

Q- 15%.

Basket method complies with
Ph.Eur./USP
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
40/ 12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Uniformity of dosage units AP-5320 5.0 Label claim: 40.0 mg / dosage unit
Telmisartan by Content Liquid chromatography Requirement A (n=10):
uniformity Acceptance value: < 15.0 %

Requirement B (n=30):

Acceptance value: < 15.0 %

No individual value is less than 0.75M
nor more than 1.25M

M = reference value according

Ph.Eur./USP

Complies with Ph.Eur./USP
Uniformity of dosage units AP-53205.0 Label claim: 12.5 mg / dosage unit
Hydrochlorothiazide by Liquid chromatography Requirement A (n=10):
Content uniformity Acceptance value: < 15.0 %

Requirement B (n=30):

Acceptance value: < 15.0 %

No individual value is less than 0.75M
nor more than 1.25M

M = reference value according
Ph.Eur./USP

Complies with Ph.Eur./USP

Identification of dyes AP-4756 1.0 Positive
Iron oxide red Colour reaction

Test frequency: This test is intended
for registration purposes. A routine
test is not necessary.
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Table 1 (cont'd) Specification for Telmisartan / Hydrochlorothiazide layered tablets,
40/ 12.5 mg / tablet

Tests Analytical Procedures Acceptance Criteria
Microbiological quality Standard test Total aerobic microbial <10°cfu
Ph.Eur./USP/JP count (TAMC)/g

Total combined Yeasts/ <10%cfu
Moulds count (TYMC)/g

Escherichia coli /g absent

Complies if tested with
Ph.Eur./USP/JP (harmonized)

Test frequency: If the results for the
first 5 production batches are within
the tolerance limits, test at least 1
batch per year, depending on the rate
of production.
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Simultaneous quantitative determination of active ingredient degradation

REAGENTS

e Telmisartan (BIBR 277 SE) reference substance

e Hydrochlorothiazide (HCTZ) reference substance

e 4-Amino-6-chlorobenzene-1,3-disulfonamide (ACB-Disamide) reference substance
e Methanol, e.g. LiChrosolv

e Acetonitrile, e.g. LiChrosolv

e Sodium hydroxide solution, 0.1 M

e Phosphoric acid, conc.

e Ammonium dihydrogen phosphate

BUFFER SOLUTION PH 3.0

Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

SOLVENT

0.005 M methanolic sodium hydroxide solution (make up 50 mL of 0.1 M sodium hydroxide
solution to 1000 mL with methanol).
Note: The volume of the dilution may contract and the temperature rise.

TEST SOLUTION

Prepare two test solutions as follows:

Place 10 tablets in each of two separate 500 mL volumetric flasks, add 25 mL of 0.1 M
sodium hydroxide solution and shake until the tablets have completely disintegrated. Add
about 400 mL of methanol, extract in an ultrasonic bath for 10 minutes and then stir
vigorously for a further 30 minutes. Allow the solutions to cool to room temperature, then
fill to the mark with methanol. Centrifuge a portion of each solution until it is clear. Then
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combine the centrifuged solutions and dilute 1:5 with mobile phase (50 % of A and 50 % of
B).

Note: The resulting solution is stable for about 2 hours for the determination of
degradation and 24 hours for the determination of assay.

STOCK SOLUTION 1

Place about 5 mg of ACB-Disamide reference standard, accurately weighed, into a 200 mL
volumetric flask. Dissolve with solvent and make up to the mark with solvent.

STANDARD SOLUTION A

Dilute 5.00 mL of stock solution 1 to 100.0 mL with solvent mixture. Then dilute 1:5 with
mobile phase (50 % of A and 50 % of B).

Note: The stock solution 1 and the standard solution A are stable 1 week in the
refrigerator.

STANDARD SOLUTION B

Place about 160 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 100 mL volumetric flask, dissolve with
solvent, add 5.00 mL of stock solution 1 and make up to the mark with solvent.

Dilute this solution 1:5 with mobile phase (50 % of A and 50 % of B).

Note: The standard solution B is stable for 24 hours.

STOCK SOLUTION 2

Place about 160 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 100 mL volumetric flask, dissolve and make
up to the mark with solvent.

STANDARD SOLUTION C

Dilute the stock solution 2 in the ratio 1:5 with mobile phase (50 % of A and 50 % of B).
Note: The stock solution 2 and the standard solution C are stable for 24 hours.
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CHROMATOGRAPHIC CONDITIONS

Apparatus e.g. HPLC-Agilent and UV detector
Column e.g. Inertsil C8; 125 x 4.0 mm; 5 um
Mobile phase A: buffer solution pH 3.0
B: methanol : acetonitrile 1:1
Wavelength 270 nm (ACB-Disamide/HCTZ)
298 nm (Telmisartan)
Column temperature 40 °C
Flow rate 1.2 mL/min
Gradient Time [min] A [%] B [%]
0-3.50 85 15
3.51-7.70 45 55
7.71-12.0 20 80
12.1-15.5 85 15

Note: The composition of the mobile phase and the instrument settings may be adjusted
to ensure system suitability.

Injection volume
for assay: 10 pL of the test solution, the standard solution B and standard solution C
(equivalent to about 0.5 pg HCTZ and 3.2 ug Telmisartan)

for degradation: 10 pL each of the standard solution A (equivalent to 2.5 ng ACB-Disamide)
Note: Before performing a run, the column must be activated by flushing thoroughly
with a high proportion of organic solvent (e.g. condition the system for at least 15 min

with a composition of 20 vol. % A and 80 vol. % B with high flow rate).

Carry out two blank runs before each series of measurements (dilute 0.005 M methanolic
sodium hydroxide solution 1:5 with mobile phase (50 % of A and 50 % of B)).

Changes to the gradient program may be made only when the peak detection step has been
completed for the run in progress.
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SYSTEM SUITABILITY REFERENCE DATA

Inject 3 quantities of standard solutions B and C before each series of measurements.
The coefficient of variation of the response factors obtained must be < 2.0 %.

The k' should be constant.

The resolution between ACB-Disamide and HCTZ must be greater than 2.0.

Tailing factor: 0.8 < T <2.0

Inject 2 quantities of standard solution A (for evaluation of active ingredient degradation).

The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP) Rg
ACB-Disamide 2.0 min 1.2 099
3.0
HCTZ 2.7 min 2.0 1.16
19.5
Telmisartan 6.9 min 6.8 0.82
DEGRADATION

Prepare a further solution for checking the limits of detection as described below. ACB-
Disamide, Hydrochlorothiazide and Telmisartan must be detectable in this solution:

REPORTING LIMIT SOLUTION (EVALUATION AT 270 AND 298 NM)

Dilute 10.00 mL of stock solution 2 to 100.0 mL with solvent. To 1.00 mL of this solution
add 2.00 mL of stock solution 1 and dilute to 100.0 mL with solvent. Dilute this solution in
the ratio 1:5 with mobile phase (50 % of A and 50 % of B).

According to chromatographic theory, no significant influence on precision and accuracy is
to be expected during quantitation determination under these conditions.

Note: For the allocation of unknown peaks as synthetic impurities of a certain active
substance, a solution is to be prepared from the appropriate tablet half, the used active
substance or the granulate. The concentration corresponds to the final diluted sample
solution (equivalent to 0.5 ng HCTZ / 10 pL respectively 3.2 ug Telmisartan / 10 pL).
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PROCEDURE

Inject 1 quantity of the test solution.

IDENTITY

Record a UV spectrum of the test solution and the standard solution for identification
purposes.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Assay of Telmisartan (mg per tablet)
_ ITTE = MRES = Poxlx10=500x5
TTE5=100=100% 5=10=10x1

_IUTE=WiRE=Po
IITE5x= 200

Assay of HCTZ (mg per tablet)

3 TOTSx WIE S=Pox 1= 10x500x=5
C TUSSx 100 100x 5% 10x 10x% 1

_ IOTE=WIES=Fo
IIrs5=200

IUTS = integrator units in the test solution (Telmisartan/HCTZ)

IUSS = integrator units in standard solution B/C (Telmisartan/HCTZ)

WtRS = weight of reference standard (mg of Telmisartan/HCTZ)

Po = calculated content of Telmisartan- / Hydrochlorothiazide reference standard, see
certificate of analysis
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% of ACB-Disamide

3 TOTS=WIEE Sx 5= 1= 500x 5= 10= 100
TS5 200% 100% 5% 10% 13 103 AT

_ TOTSCAR 5x1.25

[TE5= AW
IUTS = integrator units in the test solution (ACB-Disamide)
TUSS = integrator units in standard solution A (ACB-Disamide)

W1tRS = weight of reference standard (mg of ACB-Disamide)
AV = assay value as determined (mg of Hydrochlorothiazide/tablet)

% of any unspecified degradation product quantified against HCTZ at 270 nm

_ IUT SR S Pox 1 10=500= 52 100
CIUSEx100x100x5%10x10x 13 AV

_ IUTS<WE 5= Po
ITS5= AW =2

IUTS = integrator units in the test solution (active ingredient degradation product)

IUSS = integrator units of HCTZ in standard solution B/C

WtRS = weight of reference standard (mg of Hydrochlorothiazide)

AV = assay value as determined (mg of Hydrochlorothiazide per tablet)

Po = calculated content of Hydrochlorothiazide reference standard, see certificate of analysis

Note:

Peaks that can be attributed to synthetic impurities of Telmisartan or to synthetic
impurities of Hydrochlorothiazide should not be calculated as degradation products.
This evaluation may be performed as part of the laboratory documentation.

Approximate retention times of synthetic impurities are as follows:

tr [min]
HCTZ-impurities:
Chlorothiazide 23
Dimeric impurity 50-5.6
Telmisartan-Impurities:
Poss. impurity I11 4.7
Poss. impurity I 6.1
Poss. impurity V 9.5
Poss. impurity II 9.5
Poss. impurity IV 10.2

Pagina 169 de 628 Page 169 of 628

77

El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Page 9 of 33

Boehringer Ingelheim Page 7 of 11
Analytical Procedure
AP-4428 5.0 q00254827-01

Proprietary confidential information © 2018 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

SPECTRUMS AND CHROMATOGRAMS (FOR EXAMPLE)

DAD1, 7.175 (1750 mAU,Apx) of 007-0902.D
mAU -

1600

1400+
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Figure 1 UV spectrum (Telmisartan)

DAD1, 2.639 (332 mAU,Apx) of 007-0902.D

300
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Figure 2 UV spectrum (HCTZ)
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DAD1, 1.946 (15.3 mAU,Apx) of 001-0301.D
mAU
144
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Figure 3 UV spectrum (ACB Disamide)
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DAD1 A, Sig=270,4 Ref=550,100 of KL070981\010-0501.D
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Figure 4 270 nm (system suitability chromatogram)
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Figure 5 270 nm (selectivity chromatogram)
Peak No. Substance Peak No. Substance
1 ACB-Disamide 6 poss. imp. 111
2 HCTZ 7 poss. imp. [V
3 Telmisartan 8 BIBR 277 FDP
4 poss. imp. | 9 solvent peaks
5 poss. imp. [I + V
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Figure 6 270 nm (Chlorothiazide)
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DAD1 B, Sig=298,4 Ref=550,100 of KL070981\010-0501.D
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Figure 7 298 nm (system suitability chromatogram)
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Figure 8 298 nm (selectivity chromatogram)

Peak No. Substance Peak No. Substance
1 ACB-Disamide 6 poss. imp. 111
2 HCTZ 7 poss. imp. IV
3 Telmisartan 8 BIBR 277 FDP
4 poss. imp. | 9 solvent peaks
5 poss. imp. [I +V
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REAGENTS

e Telmisartan (BIBR 277 SE) reference substance
e Hydrochlorothiazide (HCTZ) reference substance
e Potassium dihydrogen phosphate

e Methanol, e.g. LiChrosolv

e Acetonitrile, e.g. LiChrosolv

e Sodium hydroxide conc.

e Phosphoric acid conc.

e 0.1 M hydrochloric acid

e Ammonium dihydrogen phosphate

BUFFER SOLUTION PH 3.0

Dissolve 5.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

DISSOLUTION MEDIUM 1 (TELMISARTAN)

Phosphate buffer pH 7.5

Dissolve 13.61 g of potassium dihydrogen phosphate in about 900 mL of water and adjust to
pH 7.5 with sodium hydroxide conc. (or with about 3.3 g of sodium hydroxide pellets to 1 L).
Then make up to 1 L with water.

DISSOLUTION MEDIUM 2 (HCTZ)

0.1 M hydrochloric acid
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TEST SOLUTION 1 (TELMISARTAN, PADDLE)

Dissolution medium Buffer solution pH 7.5
Stirring speed 75 rpm

Distance between inside bottom of vessel and lower edge of blade 2.5 cm

Place 900 mL of the dissolution medium 1 in the test vessel, operate the apparatus at the
specified speed and adjust the temperature of the dissolution medium to 37 °C £ 0.5 °C.

Then turn off the apparatus and place one tablet in each test vessel. Allow the tablet to sink to
the bottom before operating the apparatus for a further 30 minutes. Then filter through a
grade 2 filter or a membrane filter (e.g. 0.45 um filter from Millex). The first 4 mL of the
filtrate are discarded.

TEST SOLUTION 2 (HCTZ, BASKET APPARATUS)

Dissolution medium 0.1 M hydrochloric
acid

Stirring speed 100 rpm

Distance between inside bottom of vessel and lower edge of 2.5cm

blade

Place 900 mL of the dissolution medium 2 in the test vessel, operate the apparatus at the
specified speed and adjust the temperature of the dissolution medium to 37 °C £+ 0.5 °C.
Then turn off the apparatus and place one tablet in each basket in the test vessel. Operate the
apparatus for the specified time period. Then filter through a grade 2 filter or a membrane
filter (e.g. 0.45 um filter from Millex). The first 4 mL of the filtrate are discarded.

STOCK SOLUTION

Prepare two quantities of the following solution:

Accurately weigh about 88.9 mg of Telmisartan reference standard and 13.9 mg of
Hydrochlorothiazide reference standard into a 100 mL volumetric flask, add about 70 mL
methanol and ultrasonic for 10 minutes. Allow to cool to room temperature and make up to
the 100 mL mark with methanol.

STANDARD SOLUTION A (TELMISARTAN)

Dilute the stock solution 1:10 with dissolution medium 1 (buffer solution pH 7.5)
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STANDARD SOLUTION B (HYDROCHLOROTHIAZIDE)

Dilute the stock solution 1:10 with dissolution medium 2 (0.1 M hydrochloric acid)
Note: The test and standard solutions are stable for 24 hours.

CHROMATOGRAPHIC CONDITIONS

Column e.g. Inertsil C8 60 x 3.0 mm 5 um
Mobile phase A: Buffer solution pH 3.0
B: Acetonitrile
Gradient Time [min] A [%] B [%]
0-1.50 85 15
1.51-5.00 60 40
5.01- 6.20 20 80
6.21-9.70 85 15
Detection UV detector
Wavelength 270 nm Hydrochlorothiazide
298 nm Telmisartan
Column temperature 40 °C
Flow gradient Time (min) Flow rate
0-5.00 0.6 mL/ min
5.01-6.20 1.0 mL/ min
6.21-9.70 0.6 mL/min
Injection volume 4 uL =0.056 pg of HCTZ and 0.356 pg of Telmisartan

SYSTEM SUITABILITY REFERENCE DATA

Inject three quantities of each standard solution A (Telmisartan) and B (HCTZ) before each
series of measurements.

The coefficient of variation of the response factors obtained must be < 2.0 %.

The tailing factor of Telmisartan and HCTZ should be 0.5 - 2.0.

The k' value should be constant.

The resolution Rs is > 1.5 between the HCTZ and Telmisartan peak.
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The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP)
HCTZ 1.3 min 1.8 1.7
Telmisartan 3.9 min 7.5 1.5

Note: Any change to the gradient program only be made after the peaks have been
detected.

The instrument settings and the composition of the mobile phase may be adjusted to
ensure that system suitability requirements are met.

PROCEDURE

Inject 1 quantity of the test solution.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Amount of Telmisartan dissolved, expressed as % of the declared content

_ IUTE=WHES=Pox 1x4=300= 100
© IUSSx100x%100x% 10x 1x4xDC

_ IOTS=WHES=Pox(.9
[T55=DC

IUTS = integrator units in the test solution

TUSS = integrator units in standard solution A (Telmisartan)

WtRS = weight of Telmisartan reference standard (mg)

DC = declared active ingredient content = 80 mg of Telmisartan/tablet

Po = calculated content of Telmisartan reference standard, see certificate of analysis
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Amount of Hydrochlorothiazide dissolved, expressed as % of the declared content

a ITT S ANE SxPox 1xd= 2300 100
C TUSSx100x% 100x 10x 1x4=DiC

_ IUTS IR S=Pox 0.9
[r55=DC

IUTS = integrator units in the test solution

IUSS = integrator units in the standard solution B (HCTZ)

WtRS = weight of Hydrochlorothiazide reference standard (mg)

DC = declared active ingredient content = 12.5 mg of Hydrochlorothiazide/tablet

Po = calculated content of Hydrochlorothiazide reference standard, see certificate of analysis
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CHROMATOGRAMS (FOR EXAMPLE)

Figure 1 Dissolution, 298 nm
Peak No Substance
1 Solvent
2 ACB-Disamide
3 Hydrochlorothiazide
4 Change in the solvent programme
5 Telmisartan
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Figure 2 Dissolution, 270 nm
Peak No Substance
1 Solvent
2 ACB-Disamide
3 Hydrochlorothiazide
4 Change in the solvent programme
5 Telmisartan
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WEIGHT OF SAMPLE

0.3 g of powdered tablets, accurately weighed

SOLVENT

30 ml of methanol

TITRANT

Hydranal Composite 5 (or equivalent grade of reagent)

END POINT STABILITY

30s

CALCULATION
% water

_ (ab)xFx0.1
Wt

a = volume of Karl Fischer solution required to titrate the test sample [ml]

b = volume of Karl Fischer solution required to titrate the solvent [ml] (b = 0, if pre-titrated
solvent used)

F = water equivalence factor of Karl Fischer solution [mg H,O/ml]

WtS = weight of sample [g]
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WEIGHT OF SAMPLE

0.3 g of powdered tablets, accurately weighed

SOLVENT

45 ml of methanol

TITRANT

Hydranal Composite 2 (or equivalent grade of reagent)

EXTRACTION TIME

30s

Stop criterion: Drift
Abs. Stop drift: 20puL / min

CALCULATION

Vcor x F x 0.1
Wspl

water content % —

Vcor = volume of the consumed titrant, corrected for drift (ml)
F = Titer strength (mean n=3) [H,O mg/ml]
Wspl = Sample weight [g]
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Test 10 tablets using a suitable apparatus.

Report the minimum, maximum and mean values.
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Determination of Uniformity of dosage units determined by Uniformity of content

1. MANUAL PROCEDURE

REAGENTS

e Telmisartan (BIBR 277 SE) reference standard

e Hydrochlorothiazide (HCTZ) reference standard

e 4-Amino-6-chlorobenzene-1,3-disulfonamide (ACB-Disamide) reference standard
e Methanol, e.g. LiChrosolv

e Acetonitrile, e.g. LiChrosolv

e Sodium hydroxide solution, 0.1 M

e Phosphoric acid, conc.

e Ammonium dihydrogen phosphate

BUFFER SOLUTION PH 3.0

Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

SOLVENT

0.005 M methanolic sodium hydroxide solution (Dilute 50 mL of 0.1 M sodium hydroxide
solution to 1000 mL with methanol).
Note: The volume of the dilution may contract and the temperature rise.

TEST SOLUTION

Place 1 tablet in a 50 mL volumetric flask, add 2.5 mL of 0.1 M sodium hydroxide solution
and shake until the tablet has completely disintegrated. Add about 40 mL of methanol,

extract in an ultrasonic bath for 10 minutes and then stir vigorously for a further 30 minutes.
Allow the solution to cool to room temperature and then make the flask up to the mark with
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methanol. Centrifuge a portion of the solution until it is clear. Then dilute 1:5 with mobile
phase (50 % A and 50 % B).
Note: The resulting solution is stable for 24 hours.

STOCK SOLUTION 1

Place about 5 mg of ACB-Disamide reference standard, accurately weighed, into a 200 mL
volumetric flask. Dissolve with solvent and make up to the mark with solvent.
Note: The stock solution 1 is stable for 1 week in the refrigerator.

STANDARD SOLUTION B

Place about 160 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 100 mL volumetric flask, dissolve with
solvent, add 5.00 mL of stock solution 1 and make up to the mark with solvent.

Dilute this solution 1:5 with mobile phase (50 % of A and 50 % of B).

Note: The standard solution B is stable for 24 hours.

This standard solution is equivalent to the standard solution B in the Assay and Active
ingredient degradation method.

STOCK SOLUTION 2

Place about 160 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 100 mL volumetric flask, dissolve and make
up to the mark with solvent.

STANDARD SOLUTION C

Dilute the stock solution 2 in the ratio 1:5 with mobile phase (50 % of A and 50 % of B).
Note: The stock solution 2 and the standard solution C are stable for 24 hours.

This standard solution is equivalent to the standard solution C in the Assay and Active
ingredient degradation method.
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CHROMATOGRAPHIC CONDITIONS

Apparatus e.g. HPLC-Agilent and UV detector
Column e.g. Inertsil C8; 125 x 4.0 mm; 5 um
Mobile phase A: buffer solution pH 3.0
B: methanol : acetonitrile 1:1
Wavelength 270 nm (ACB-Disamide/HCTZ)
298 nm (Telmisartan)
Column temperature 40 °C
Flow rate 1.2 mL/min
Gradient Time [min] A [Y%] B [%]
0-3.50 85 15
3.51-7.70 45 55
7.71-12.0 20 80
12.1-15.5 85 15

Note: The composition of the mobile phase and the instrument settings may be adjusted
to ensure system suitability.

Injection volume: 10 uL each of the test solution, the standard solution B and standard
solution C (equivalent to about 0.5 pg HCTZ and 3.2 pg Telmisartan)

Note: Before performing a run, the column must be activated by flushing thoroughly
with a high proportion of organic solvent (e.g. condition the system for at least 15 min
with a composition of 20 vol. % A and 80 vol. % B with high flow rate).

Carry out two blank runs before each series of measurements (dilute 0.005 M methanolic
sodium hydroxide solution 1:5 with mobile phase (50 % of A and 50 % of B)).

Changes to the gradient program may be made only when the peak detection step has been
completed for the run in progress.
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SYSTEM SUITABILITY REFERENCE DATA

Inject 3 quantities of standard solutions B and C before each series of measurements.
The coefficient of variation of the response factors obtained must be < 2.0 %.

The k" should be constant.

The resolution between ACB-Disamide and HCTZ must be greater than 2.0.

Tailing factor: 0.8 <T <2.0

The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP) Rg
ACB Disamide 2.0 min 1.2 0.99
3.0
HCTZ 2.7 min 20 1.16
19.5
Telmisartan 6.9 min 6.8 0.82
PROCEDURE

Inject 1 quantity of the test solution.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Assay of Telmisartan (mg per tablet)

3 TOT SR S=Pox 1= 50=5= 10
C ITSEx100x100x5x 12 1x 10

_ IOTE=WIES=Fo
IIrs5=200
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Assay of HCTZ (mg per tablet)

_ IOTS= IR S Pox 1x50x=5= 10
O IUSEx100x100%5x 12 1% 10

_ IUTEWE S Po
IIT55=200

IUTS = integrator units of the test solution (Telmisartan / HCTZ)

TUSS = integrator units of standard solution B / C (Telmisartan/ HCTZ)

WtRS = weight of reference standard (mg Telmisartan/ HCTZ)

Po = calculated content of Telmisartan/ Hydrochlorothiazide reference standard, see
certificate of analysis

CALCULATION OF THE ACCEPTANCE VALUE

The calculation of the acceptance value (av) and reference value (M) is carried out according
to the current USP / Ph. Eur.

2. ALTERNATIVE METHOD USING THE TPW 11

REAGENTS

* Telmisartan (BIBR 277 SE) reference standard
* Hydrochlorothiazide (HCTZ) reference standard
» Methanol, e.g. LiChrosolv

* Acetonitrile, e.g. LiChrosolv

* Sodium hydroxide solution, 0.1 M

* Phosphoric acid, conc.

» Ammonium dihydrogen phosphate p.a.

BUFFER SOLUTION PH 3.0
Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

SOLVENT

0.005 M methanolic sodium hydroxide solution (Dilute 50 mL of 0.1 M sodium hydroxide
solution to 1000 mL with methanol).
Note: The volume of the dilution may contract and the temperature rise.
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CLEANING SOLUTION
Solvent recycled by the sample preparation robot.
TEST SOLUTION

Place 49.54 mL of solvent in the sample preparation vessel. Place one tablet in the vessel.

Stir 4 times for 10 seconds, each at 7.5 krpm, using the disperser, whereby the disperser is
0.7 cm above the bottom of the vessel. Then stir twice for 10 seconds, each at 7.5 krpm, using
the disperser, whereby the disperser is 0.6 cm above the bottom of the vessel.

Afterwards stir as follows:

* 3 times for 6 seconds each at 16 krpm

* 10 times for 30 seconds each at 10 krpm

» 2 times for 10 seconds each at 16 krpm

* 5 times for 40 seconds each at 10 krpm

Then allow the solution to stand for 2 minutes.

An appropriate filter (e. g. Schleicher & Schuell Roby 25/0.45 RC-GF 952) is now saturated
with 3 mL of the sample solution (depending on the used filter variant). A sufficient quantity
of the test solution is then filtered and transferred automatically into a test tube.

The test solution is then automatically diluted 1:5 with mobile phase into another test tube.
The diluted test solution is homogenised for 45 seconds in the integrated test tube shaker.

Aliquots of the test solution are injected automatically into the HPLC system via a 10 pL
sample loop.

Flush the HPLC injection system twice with 2 mL of solvent.

Then rinse the sample preparation vessel with 1 quantity of 100 mL of cleaning solution.
Wash the filter transfer path twice, each with 2 mL of cleaning solution, then again wash the
vessel once with 150 mL of solvent.

Wash the filter transfer path twice, each with 2 mL of solvent.
STANDARD SOLUTION

Prepare two standard solutions as follows:

Place about 160 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 100 mL volumetric flask, dissolve (e. g. using
an ultrasonic bath). Allow to cool to room temperature and then fill up to the mark with
solvent.
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The volume of the medium can vary as long as the testing parameters are adjusted
accordingly.

The standard solution is filtered manually into the tube by using an appropriate filter (e. g.
Schleicher & Schuell Roby 25/0.45 RC-GF 952). A pre-wet volume of 3 mL is used
(depending on the used filter variant).

The standard solution is automatically diluted 1:5 with mobile phase into another test tube.

The diluted standard solution is homogenised for 45 seconds in the integrated test tube
shaker.

The standard solution is injected automatically into the HPLC system via a 10 pL sample
loop. After injection of the solution the injection system is flushed with 2 quantities, each of
2 mL, of solvent.

CHROMATOGRAPHIC CONDITIONS

Apparatus e.g. TPW II, from Caliper Life Sciences

HPLC-System e. g. Agilent 1100 Series and UV detector
Suitable apparatus from other manufacturers may also be used,
provided that comparable results are obtained.

Column see Manual procedure
Mobile phase see Manual procedure
Gradient see Manual procedure
Detection see Manual procedure
Column see Manual procedure
temperature

Flow rate see Manual procedure

SYSTEM SUITABILITY REFERENCE DATA

Inject 3 quantities of the two standard solutions before each series of measurements.
The coefficient of variation of the response factors obtained must be < 2.0 %.

The k' should be constant.

Tailing factor: 0.8 <T <2.0
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The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP) R
HCTZ 2.7 min 2.0 1.2
19.5
Telmisartan 7.9 min 6.8 0.8
PROCEDURE

Inject 1 quantity of the test solution.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Assay of Telmisartan (mg per tablet)

_ IOTS= IR S Pox 1x50x=5= 10
O IUSEx100x100%5x 12 1% 10

ITTE=WIRS=Po
T IUS5%200
Assay of HCTZ (mg per tablet)
_ TUTE=WIES=Pox 1x50x5% 10
TTE5=100x100=5x 1= 1= 10

_ IUTEWE S Po
IIT55=200

IUTS = integrator units of the test solution (Telmisartan / HCTZ)

IUSS = integrator units of standard solution (Telmisartan/ HCTZ)

WtRS = weight of reference standard (mg Telmisartan/ HCTZ)

Po = calculated content of Telmisartan/ Hydrochlorothiazide reference standard, see
certificate of analysis
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CALCULATION OF THE ACCEPTANCE VALUE

The calculation of the acceptance value (av) and reference value (M) is carried out according
to the current USP / Ph. Eur.

CHROMATOGRAMS (FOR EXAMPLE)
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Figure 1 Standard solution B and C, 270 nm
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Figure 2 Standard solution B and C, 298 nm
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Add 2 ml of conc. HCI to about 1.0 g of powdered test sample and heat to boiling.
Allow to cool and then filter.
Add 1.0 ml of 0.1M ammonium thiocyanate solution to the filtrate.

A red colour is produced.
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Simultaneous quantitative determination of active ingredient degradation

REAGENTS

e Telmisartan (BIBR 277 SE) reference substance

e Hydrochlorothiazide (HCTZ) reference substance

e 4-Amino-6-chlorobenzene-1,3-disulfonamide (ACB-Disamide) reference substance
e Methanol, e.g. LiChrosolv

e Acetonitrile, e.g. LiChrosolv

e Sodium hydroxide solution, 0.1 M

e Phosphoric acid, conc.

e Ammonium dihydrogen phosphate

BUFFER SOLUTION PH 3.0

Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

SOLVENT

0.005 M methanolic sodium hydroxide solution (make up 50 mL of 0.1 M sodium hydroxide
solution to 1000 mL with methanol).
Note: The volume of the dilution may contract and the temperature rise.

TEST SOLUTION

Prepare two test solutions as follows:

Place 10 tablets in each of two separate 250 mL volumetric flasks, add 12.5 mL of 0.1 M
sodium hydroxide solution and shake until the tablets have completely disintegrated. Add
about 200 mL of methanol, extract in an ultrasonic bath for 10 minutes and then stir
vigorously for a further 30 minutes. Allow the solutions to cool to room temperature, then
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fill to the mark with methanol. Centrifuge a portion of each solution until it is clear. Then
combine the centrifuged solutions and dilute 1:5 with mobile phase (50 % of A and 50 % of
B).

Note: The resulting solution is stable for about 2 hours for the determination of
degradation and 24 hours for the determination of assay.

STOCK SOLUTION 1

Place about 5 mg of ACB-Disamide reference standard, accurately weighed, into a 200 mL
volumetric flask. Dissolve with solvent and make up to the mark with solvent.

STANDARD SOLUTION A

Dilute 5.00 mL of stock solution 1 to 50.00 mL with solvent mixture. Then dilute 1:5 with
mobile phase (50 % of A and 50 % of B).

Note: The stock solution 1 and the standard solution A are stable for 1 week in a
refrigerator.

STANDARD SOLUTION B

Place about 80 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 50 mL volumetric flask, dissolve with solvent,
add 5.00 mL of stock solution 1 and make up to the mark with solvent.

Dilute this solution 1:5 with mobile phase (50 % of A and 50 % of B).

Note: The standard solution B is stable for 24 hours.

STOCK SOLUTION 2

Place about 80 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 50 mL volumetric flask, dissolve and make up
to the mark with solvent.

STANDARD SOLUTION C

Dilute the stock solution 2 in the ratio 1:5 with mobile phase (50 % of A and 50 % of B).
Note: The stock solution 2 and the standard solution C are stable for 24 hours.
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CHROMATOGRAPHIC CONDITIONS

Apparatus e.g. HPLC-Agilent and UV detector
Column e.g. Inertsil C8; 125 x 4.0 mm; 5 um
Mobile phase A: buffer solution pH 3.0
B: methanol : acetonitrile 1:1
Wavelength 270 nm (ACB-Disamide/HCTZ)
298 nm (Telmisartan)
Column temperature 40 °C
Flow rate 1.2 mL/min
Gradient Time [min] A [%] B [%]
0-3.50 85 15
3.51-7.70 45 55
7.71-12.0 20 80
12.1-15.5 85 15

Note: The composition of the mobile phase and the instrument settings may be adjusted
to ensure system suitability.

Injection volume
for assay: 10 pL of the test solution, the standard solution B and standard solution C
(equivalent to about 1.0 pg HCTZ and 3.2 ug Telmisartan)

for degradation: 10 pL each of the standard solution A (equivalent to 5 ng ACB-Disamide)
Note: Before performing a run, the column must be activated by flushing thoroughly
with a high proportion of organic solvent (e.g. condition the system for at least 15 min

with a composition of 20 vol. % A and 80 vol.% B with high flow rate).

Carry out two blank runs before each series of measurements (dilute 0.005 M methanolic
sodium hydroxide solution 1:5 with mobile phase (50 % of A and 50 % of B)).

Changes to the gradient program may be made only when the peak detection step has been
completed for the run in progress.
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SYSTEM SUITABILITY REFERENCE DATA

Inject 3 quantities of standard solutions B and C before each series of measurements.
The coefficient of variation of the response factors obtained must be < 2.0%.

The k' should be constant.

The resolution between ACB-Disamide and HCTZ must be greater than 2.0.

Tailing factor: 0.8 < T <2.0

Inject 2 quantities of standard solution A (for evaluation of active ingredient degradation).

The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP) Rg
ACB-Disamide 2.0 min 1.2 099
3.0
HCTZ 2.7 min 2.0 1.16
19.5
Telmisartan 6.9 min 6.8 0.82
DEGRADATION

Prepare a further solution for checking the limits of detection as described below. ACB-
Disamide, Hydrochlorothiazide and Telmisartan must be detectable in this solution:

REPORTING LIMIT SOLUTION (EVALUATION AT 270 AND 298 NM)

Dilute 5.00 mL of stock solution 2 to 50.0 mL with solvent. To 1.00 mL of this solution add
2.00 mL of stock solution 1 and dilute to 100.0 mL with solvent. Dilute this solution in the
ratio 1:5 with mobile phase (50 % of A and 50 % of B).

According to chromatographic theory, no significant influence on precision and accuracy is
to be expected during quantitation determination under these conditions.

Note: For the allocation of unknown peaks as synthetic impurities of a certain active
substance, a solution is to be prepared from the appropriate tablet half, the used active
substance or the granulate. The concentration corresponds to the final diluted sample
solution (equivalent to 1.0 ng HCTZ / 10 pL respectively 3.2 ug Telmisartan / 10 pL).
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PROCEDURE

Inject 1 quantity of the test solution.

IDENTITY

Record a UV spectrum of the test solution and the standard solution for identification
purposes.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Assay of Telmisartan (mg per tablet)
_ ITTS = WtESxPoxl=10x 250 =5
TTEEx50=100x 5= 10 =10 =1

_IUTE=WIR S« Po
ITEE=200

Assay of HCTZ (mg per tablet)

_ IOTExWHE SxPox 1x 10x 25025
C TUSEx50x 100x 5% 10x 10x 1

_ IOTExWIES=Fo
TS5 200

IUTS = integrator units in the test solution (Telmisartan/HCTZ)

TUSS = integrator units in standard solution B/C (Telmisartan/HCTZ)

WtRS = weight of reference standard (mg of Telmisartan/HCTZ)

Po = calculated content of Telmisartan/Hydrochlorothiazide reference standard, see
certificate of analysis
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% of ACB-Disamide

3 TOT S IES= 5% 1= 250=5=10=100
C TTTEEx200x 50 5x 10% 1x 103 AT

_ TOTS=WIES=1.25

TS5 AW
IUTS = integrator units in the test solution (ACB-Disamide)
IUSS = integrator units in standard solution A (ACB-Disamide)

WtRS = weight of reference standard (mg of ACB-Disamide)
AV = assay value as determined (mg of Hydrochlorothiazide/tablet)

% any unspecified degradation product quantified against HCTZ at 270 nm

3 TOT S WIE SxPox 1= 10=250=5x 100
o TITESx S0 100x 5 10 10% T3¢ AV

_ IOTExWIE 5= Fo
TTEE= AW =2

IUTS = integrator units in the test solution (active ingredient degradation product)

IUSS = integrator units of HCTZ in standard solution B/C

WtRS = weight of reference standard (mg of Hydrochlorothiazide)

AV = assay value as determined (mg of Hydrochlorothiazide per tablet)

Po = calculated content of Hydrochlorothiazide reference standard, see certificate of analysis

Note:
Peaks that can be attributed to synthetic impurities of Telmisartan or to synthetic
impurities of Hydrochlorothiazide should not be calculated as degradation products.

This evaluation may be performed as part of the laboratory documentation.

Approximate retention times of synthetic impurities are as follows:

tr [min]
HCTZ-impurities:
Chlorothiazide 23
Dimeric impurity 5.0-5.6
Telmisartan-Impurities:
Poss. impurity III 4.7
Poss. impurity [ 6.1
Poss. impurity V 9.5
Poss. impurity II 9.5
Poss. impurity IV 10.2
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SPECTRUMS AND CHROMATOGRAMS (FOR EXAMPLE)

DAD1, 7.175 (1750 mAU,Apx) of 007-0902.D
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Figure 1 UV spectrum (Telmisartan)

DAD1, 2.639 (332 mAU,Apx) of 007-0902.D
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Figure 2 UV spectrum (HCTZ)
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DAD1, 1.946 (15.3 mAU,Apx) of 001-0301.D
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Figure 3 UV spectrum (ACB Disamide)
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DAD1 A, Sig=270,4 Ref=550,100 of KL070981\010-0501.D
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Figure 4 270 nm (system suitability chromatogram)

DAD1 A, Sig=270,4 Ref=550,100 of KL111981\007-0902.D
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Figure 5 270 nm (selectivity chromatogram)
Peak no. Substance Peak no. Substance
1 ACB-Disamide 6 poss. imp. 111
2 HCTZ 7 poss. imp. IV
3 Telmisartan 8 BIBR 277 FDP
4 poss. imp. | 9 solvent peaks
5 poss. imp. [I + V
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DAD1 A, Sig=270,4 Ref=550,100 (KL351011\002-0301.D)

mAU BIBR 277 SE SD / HCTZ Tablets
Degradation and assay
250 E
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Figure 6 270 nm (Chlorothiazide)
DAD1 B, Sig=298,4 Ref=550,100 of KL070981\010-0501.D
mAU |
80
60
40+
20
3
0 1 /§—/J
S S S S S [ S
Figure 7 298 nm (system suitability chromatogram)
Peak no. Substance Peak no. Substance
1 ACB-Disamide 6 poss. imp. III
2 HCTZ 7 poss. imp. [V
3 Telmisartan 8 BIBR 277 FDP
4 poss. imp. I 9 solvent peaks
5 poss. imp. [ + V
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DAD1 B, Sig=298,4 Ref=550,100 of KL111981\007-0902.D
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Figure 8 298 nm (selectivity chromatogram)
Peak no. Substance Peak no. Substance
1 ACB-Disamide 6 poss. imp. 111
2 HCTZ 7 poss. imp. [V
3 Telmisartan 8 BIBR 277 FDP
4 poss. imp. | 9 solvent peaks
5 poss. imp. [I +V
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WEIGHT OF SAMPLE

0.3 g of powdered tablets, accurately weighed

SOLVENT

30 ml of methanol

TITRANT

Hydranal Composite 5 (or equivalent grade of reagent)

END POINT STABILITY

30s

CALCULATION
% water

_ (ab)xFx0.1
Wt

a = volume of Karl Fischer solution required to titrate the test sample [ml]

b = volume of Karl Fischer solution required to titrate the solvent [ml] (b = 0, if pre-titrated
solvent used)

F = water equivalence factor of Karl Fischer solution [mg H,O/ml]

WtS = weight of sample [g]
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WEIGHT OF SAMPLE

0.3 g of powdered tablets, accurately weighed

SOLVENT

45 ml of methanol

TITRANT

Hydranal Composite 2 (or equivalent grade of reagent)

EXTRACTION TIME

30s

Stop criterion: Drift
Abs. Stop drift: 20puL / min

CALCULATION

Vcor x F x 0.1
Wspl

water content % —

Vcor = volume of the consumed titrant, corrected for drift (ml)
F = Titer strength (mean n=3) [H,O mg/ml]
Wspl = Sample weight [g]
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Test 10 tablets using a suitable apparatus.

Report the minimum, maximum and mean values.
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REAGENTS

e Telmisartan (BIBR 277 SE) reference substance
e Hydrochlorothiazide (HCTZ) reference substance
e Potassium dihydrogen phosphate

e Methanol, e.g. LiChrosolv

e Acetonitrile, e.g. LiChrosolv

e Sodium hydroxide conc.

e Phosphoric acid conc.

e 0.1 M hydrochloric acid

e Ammonium dihydrogen phosphate

BUFFER SOLUTION PH 3.0

Dissolve 5.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

DISSOLUTION MEDIUM 1 (TELMISARTAN)

Phosphate buffer pH 7.5

Dissolve 13.61 g of potassium dihydrogen phosphate in about 900 mL of water and adjust to
pH 7.5 with sodium hydroxide conc. (or with about 3.3 g of sodium hydroxide pellets to 1 L).
Then make up to 1 L with water.

DISSOLUTION MEDIUM 2 (HCTZ)

0.1 M hydrochloric acid
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TEST SOLUTION 1 (TELMISARTAN, PADDLE)

Dissolution medium Buffer solution pH 7.5
Stirring speed 75 rpm

Distance between inside bottom of vessel and lower edge of blade 2.5 cm

Place 900 mL of the dissolution medium 1 in the test vessel, operate the apparatus at the
specified speed and adjust the temperature of the dissolution medium to 37 °C £ 0.5 °C.

Then turn off the apparatus and place one tablet in each test vessel. Allow the tablet to sink to
the bottom before operating the apparatus for a further 30 minutes. Then filter through a
grade 2 filter or a membrane filter (e.g. 0.45 um filter from Millex). The first 4 mL of the
filtrate are discarded.

TEST SOLUTION 2 (HCTZ, BASKET APPARATUS)

Dissolution medium 0.1 M hydrochloric
acid

Stirring speed 100 rpm

Distance between inside bottom of vessel and lower edge of 2.5cm

blade

Place 900 mL of the dissolution medium 2 in the test vessel, operate the apparatus at the
specified speed and adjust the temperature of the dissolution medium to 37 °C £ 0.5 °C.
Then turn off the apparatus and place one tablet in each basket in the test vessel. Operate the
apparatus for the specified time period. Then filter through a grade 2 filter or a membrane
filter (e.g. 0.45 um filter from Millex). The first 4 mL of the filtrate are discarded.

STOCK SOLUTION

Prepare two quantities of the following solution:

Accurately weigh about 44.4 mg of Telmisartan reference standard and 13.9 mg of
Hydrochlorothiazide reference standard into a 100 mL volumetric flask, add about 70 mL
methanol and ultrasonic for 10 minutes. Allow to cool to room temperature and make up to
the 100 mL mark with methanol.

STANDARD SOLUTION A (TELMISARTAN)

Dilute the stock solution 1:10 with dissolution medium 1 (buffer solution pH 7.5)
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STANDARD SOLUTION B (HYDROCHLOROTHIAZIDE)

Dilute the stock solution 1:10 with dissolution medium 2 (0.1 M hydrochloric acid)
Note: The test and standard solutions are stable for 24 hours.

CHROMATOGRAPHIC CONDITIONS

Column e.g. Inertsil C8 60 x 3.0 mm Sum

Mobile phase A: Buffer solution pH 3.0
B: Acetonitrile

Gradient Time [min] A [%] B [%]
0-1.50 85 15
1.51-5.00 60 40
5.01- 6.20 20 80
6.21-9.70 85 15

Detection UV detector

Wavelength 270 nm Hydrochlorothiazide
298 nm Telmisartan

Column temperature 40 °C

Flow gradient Time (min) Flow rate
0-5.00 0.6 mL/ min
5.01-6.20 1.0 mL/ min
6.21 -9.70 0.6 mL/ min

Injection volume 4 uL =0.056 pg of HCTZ and 0.178 pg of Telmisartan

SYSTEM SUITABILITY REFERENCE DATA

Inject three quantities of each standard solution A (Telmisartan) and B (HCTZ) before each
series of measurements.

The coefficient of variation of the response factors obtained must be < 2.0 %.

The tailing factor of Telmisartan and HCTZ should be 0.5 - 2.0.

The k' value should be constant.

The resolution Rs is > 1.5 between the HCTZ and Telmisartan peak.
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The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP)
HCTZ 1.3 min 1.8 1.3
Telmisartan 3.9 min 7.5 1.3

Note: Any change to the gradient program may only be made after the peaks have been
detected.

The instrument settings and the composition of the mobile phase may be adjusted to
ensure that system suitability requirements are met.

PROCEDURE

Inject 1 quantity of the test solution.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Amount of Telmisartan dissolved, expressed as % of the declared content

_ IUTE=WHES=Pox 1x4=300= 100
© IUSSx100x%100x% 10x 1x4xDC

_ IOTS=WHES=Pox(.9
[T55=DC

IUTS = integrator units in the test solution

TUSS = integrator units in standard solution A (Telmisartan)

WtRS = weight of Telmisartan reference standard (mg)

DC = declared active ingredient content = 40 mg of Telmisartan/tablet

Po = calculated content of Telmisartan reference standard, see certificate of analysis
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Amount of Hydrochlorothiazide dissolved, expressed as % of the declared content

a ITT S ANE SxPox 1xd= 2300 100
C TUSSx100x% 100x 10x 1x4=DiC

_ IUTS IR S=Pox 0.9
[r55=DC

IUTS = integrator units in the test solution

IUSS = integrator units in the standard solution B (HCTZ)

WtRS = weight of Hydrochlorothiazide reference standard (mg)

DC = declared active ingredient content = 12.5 mg of Hydrochlorothiazide/tablet

Po = calculated content of Hydrochlorothiazide reference standard, see certificate of analysis
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CHROMATOGRAMS (FOR EXAMPLE)

Figure 1 Dissolution, 298 nm
Peak No Substance
1 Solvent
2 ACB-Disamide
3 Hydrochlorothiazide
4 Change in the solvent program
5 Telmisartan
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Figure 2 Dissolution, 270 nm
Peak No Substance
1 Solvent
2 ACB-Disamide
3 Hydrochlorothiazide
4 Change in the solvent program
5 Telmisartan
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Determination of Uniformity of dosage units determined by Uniformity of content

REAGENTS

e Telmisartan (BIBR 277 SE) reference standard

e Hydrochlorothiazide (HCTZ) reference standard

e 4-Amino-6-chlorobenzene-1,3-disulfonamide (ACB-Disamide) reference standard
e Methanol, e.g. LiChrosolv

e Acetonitrile, e.g. LiChrosolv

e Sodium hydroxide solution, 0.1 M

e Phosphoric acid, conc.

e Ammonium dihydrogen phosphate

BUFFER SOLUTION PH 3.0

Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 mL of water and adjust to pH 3.0
with phosphoric acid.

SOLVENT

0.005 M methanolic sodium hydroxide solution. (Dilute 50 mL of 0.1 M sodium hydroxide
solution to 1000 mL with methanol).
Note: The volume of the dilution may contract and the temperature rise.

TEST SOLUTION

Place 1 tablet in a 25 mL volumetric flask, add 1.25 mL of 0.1 M sodium hydroxide solution
and shake until the tablet has completely disintegrated. Add about 20 mL of methanol,
extract in an ultrasonic bath for 10 minutes and then stir vigorously for a further 30 minutes.
Allow the solution to cool to room temperature and then make the flask up to the mark with
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methanol. Centrifuge a portion of the solution until it is clear. Then dilute 1:5 with mobile
phase (50 % A and 50 % B).
Note: The resulting solution is stable for 24 hours.

STOCK SOLUTION 1

Place about 5 mg of ACB-Disamide reference standard, accurately weighed, into a 200 mL
volumetric flask. Dissolve with solvent and make up to the mark with solvent.
Note: The stock solution 1 is stable for 1 week in the refrigerator.

STANDARD SOLUTION B

Place about 80 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 50 mL volumetric flask, dissolve with solvent,
add 5.00 mL of stock solution 1 and make up to the mark with solvent.

Dilute this solution 1:5 with mobile phase (50 % of A and 50 % of B).

Note: The standard solution B is stable for 24 hours.

This standard solution is equivalent to the standard solution B in the Assay and Active
ingredient degradation method.

STOCK SOLUTION 2

Place about 80 mg of Telmisartan reference standard and 25 mg of Hydrochlorothiazide
reference standard, accurately weighed, into a 50 mL volumetric flask, dissolve and make up
to the mark with solvent.

STANDARD SOLUTION C

Dilute the stock solution 2 in the ratio 1:5 with mobile phase (50 % of A and 50 % of B).
Note: The stock solution 2 and the standard solution C are stable for 24 hours.

This standard solution is equivalent to the standard solution C in the Assay and Active
ingredient degradation method.

Pagina 219 de 628 Page 219 of 628

?& El presente documento electrénico ha sido firmado digitalmente en los términos de la Ley N° 25.506, el Decreto N° 2628/2002 y el Decreto N° 283/2003.-



Page 26 of 30

Boehringer Ingelheim Page 3 of 6
Analytical Procedure
AP-5320 5.0 q00254693-01

Proprietary confidential information © 2018 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

CHROMATOGRAPHIC CONDITIONS

Apparatus e.g. HPLC-Agilent and UV detector
Column e.g. Inertsil C8; 125 x 4.0 mm; 5 um
Mobile phase A: buffer solution pH 3.0
B: methanol : acetonitrile 1:1
Wavelength 270 nm (ACB-Disamide/HCTZ)
298 nm (Telmisartan)
Column temperature 40 °C
Flow rate 1.2 mL/min
Gradient Time [min] A [%] B [%]
0-3.50 85 15
3.51-7.70 45 55
7.71-12.0 20 80
12.1-15.5 85 15

Note: The composition of the mobile phase and the instrument settings may be adjusted
to ensure system suitability.

Injection volume: 10 pL each of the test solution, the standard solution B and standard
solution C (equivalent to about 1.0 pg HCTZ and 3.2 pg Telmisartan)

Note: Before performing a run, the column must be activated by flushing thoroughly
with a high proportion of organic solvent (e.g. condition the system for at least 15 min
with a composition of 20 vol. % A and 80 vol. % B with high flow rate).

Carry out two blank runs before each series (dilute 5 mL of 0.005 M methanolic sodium
hydroxide solution to 25.00 mL with mobile phase (50 % A and 50 % B)).

Changes to the gradient program may be made only when the peak detection step has been
completed for the run in progress.
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SYSTEM SUITABILITY REFERENCE DATA

Inject 3 quantities of standard solutions B and C before each series of measurements.
The coefficient of variation of the response factors obtained must be < 2.0 %.

The k" should be constant.

The resolution between ACB-Disamide and HCTZ must be greater than 2.0.

Tailing factor: 0.8 <T <2.0

The following parameters are given for information only:

Substance tr k' Tailing (in acc. with USP) Rg
ACB Disamide 2.0 min 1.2 0.99
3.0
HCTZ 2.7 min 20 1.16
19.5
Telmisartan 6.9 min 6.8 0.82
PROCEDURE

Inject 1 quantity of the test solution.

CALCULATION

Carry out the evaluation by the external standard method using a suitable laboratory data
system or in accordance with the following formula:

Assay of Telmisartan (mg per tablet)

_IUT e WIE S Fox 1= 10x25%5
C IUSSx50x100% 5% 10x 1x 1

_ IOTE=WiES=Fo
[T55=200
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Assay of HCTZ (mg per tablet)

a IOTExWRE SxPox1x10x25x5 %1
B TTSE=50=100=5=10=1=1

_ IUTS=WRE 5= Fo
[T55=200

IUTS = integrator units of the test solution (Telmisartan / HCTZ)

TUSS = integrator units of standard solution B / C (Telmisartan/ HCTZ)

WtRS = weight of reference standard (mg Telmisartan/ HCTZ)

Po = calculated content of Telmisartan/ Hydrochlorothiazide reference standard, see
certificate of analysis

CALCULATION OF THE ACCEPTANCE VALUE

The calculation of the acceptance value (av) and reference value (M) is carried out according
to the current USP / Ph. Eur.
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CHROMATOGRAMS (FOR EXAMPLE)
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Figure 1 Standard solution B and C, 270 nm
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Figure 2 Standard solution B and C, 298 nm
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Add 2 ml of conc. HCI to about 1.0 g of powdered test sample and heat to boiling.
Allow to cool and then filter.
Add 1.0 ml of 0.1M ammonium thiocyanate solution to the filtrate.

A red colour is produced.
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Liquid chromatography

Simultaneous quantitative determination of active ingredient degradation

Reagents:

Solvent:

BIBR 277 SE BI reference substance
Hydrochlorothiazide (HCTZ) BI reference substance
4-Amino-6-chlorobenzene-1,3-disulfonamide (ACB-Disamide) Bl reference
substance
Methanol, LiChrosolv
Acetonitrile, LiChrosolv
Sodium hydroxide solution, 0.1 M
Phosphoric acid, conc.
Buffer solution pH 3.0:
Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 ml of water and
adjust to pH 3.0 with phosphoric acid.

0.005 M methanolic sodium hydroxide solution (make up 50 ml of 0.1 M sodium
hydroxide solution to 1000 ml with methanol).

Note: The volume of the dilution may contract and the temperature rise.
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Test solution:
Prepare two test solutions as follows:

Place 10 tablets in each of two separate 500 ml volumetric flasks, add 25 ml of 0.1M
sodium hydroxide solution and shake until the tablets have completely disintegrated.
Add about 400 ml of methanol, extract in an ultrasonic bath for 10 minutes and then
stir vigorously for a further 30 minutes. Allow the solutions to cool to room
temperature, then fill to the mark with methanol. Centrifuge a portion of each
solution. Then combine 5.00 ml from each solution in a 50 ml volumetric flask and
make up to the mark with mobile phase (50% of A and 50% of B). (This means a
dilution ratio 1:5).

The resulting solution is stable for about 2 hours.

Stock solution 1:
Place about 5 mg ACB-Disamide Bl reference standard, accurately weighed, into a
200 ml volumetric flask. Dissolve with solvent and make up to the mark with solvent.

Standard solution A:
Dilute 5.00 ml of stock solution 1 to 50 ml with solvent mixture. Then dilute 1:5 with
mobile phase (50% of A and 50% of B).

Note: The stock solution 1 and the standard solution A are stable for 7 days.

Standard solution B:
Place about 80 mg of BIBR 277 SE Bl reference standard and 25 mg of
Hydrochlorothiazide BI reference standard, accurately weighed, into a 50 ml
volumetric flask, dissolve with solvent, add 5.00 ml of stock solution 1 and make up to
the mark with solvent.
Dilute this solution 1:5 with mobile phase (50% of A and 50% of B).

Note: The standard solution B is stable for 48 hours.

Stock solution 2:
Place about 80 mg of BIBR 277 SE Bl reference standard and 25 mg of
Hydrochlorothiazide BI reference standard, accurately weighed, into a 50 ml
volumetric flask, dissolve and make up to the mark with solvent.

Standard solution C:
Dilute the stock solution 2 in the ratio 1:5 with mobile phase
(50% of A and 50% of B).

Note: The stock solution 2 and the standard solution C are stable for 48 hours.
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Chromatographic conditions:

Apparatus: e.g. Agilent 1100

Column: Inertsil C8 125 x 4.0 mm 5um

Mobile phase: A: buffer solution pH 3.0
B: methanol : acetonitrile 1:1

Gradient: Time [min] A [%] B [%]
0 - 3.50 85 15
3.51 - 850 45 55
8.51 - 12.50 20 80

12.51 - 16.00 85 15

Note: The composition of the mobile phase and the instrument settings may be
adjusted to ensure system suitability.

Detection: UV photometer
wavelength: 270 nm (ACB-Disamide/HCTZ)
298 nm (BIBR 277 SE)

Column temperature: 40°C
Flow rate: 1.2 ml/min

injection volume

for assay: 10 pl of the test solution, the standard solution B and standard
solution C (equivalent to about 1.0 pg HCTZ and
3.2 ug BIBR 277 SE)

for degradation: 10 pl each of the standard solution A (equivalent to 5 ng ACB-
Disamide)

Note:
Before performing a run, the column must be activated by flushing thoroughly with a
high proportion of organic solvent (e.g. condition the system for at least 15 min with a
composition of 20 vol.% A and 80 vol.% B with high flow rate).
Two blank runs are made in order to reduce interfering peaks (tg 10.0 — 11.5 min),
caused by solvent impurities (dilute 0.005M methanolic sodium hydroxide solution 1:5
with mobile phase (50% of A and 50% of B)).
Changes to the gradient program may be made only when the peak detection step
has been completed for the run in progress.
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System suitability reference data:

Inject 3 quantities of standard solutions B and C before each series of
measurements. The coefficient of variation of the response factors obtained must
not exceed <=2.0%. The capacity factors (k') should be similar to those shown in the
table below. The k™ should be constant. The resolution between ACB-Disamide and
HCTZ must be greater than 2.0.

Inject 2 quantities of standard solution A (for evaluation of active ingredient

degradation).
Substance tr k' Tailing (USP) Rs
ACB Disamide 2.0 min 1.2 0.9
3.1
HCTZ 2.7 min 2.0 1.0
22.3
BIBR 277 SE 7.7 min 6.8 1.0

Degradation:

Prepare a further solution for checking the limits of detection as described below.
ACB-Disamide, Hydrochlorothiazide and BIBR 277 SE must be detectable in this
solution:

Reporting limit solution (evaluation at 270 and 298 nm)

Dilute 5.00 ml of stock solution 2 to 50.0 ml with solvent. To 1.00 ml of this solution
add 2.00 ml of stock solution 1 and dilute to 100.0 ml with solvent. Dilute this solution
in the ratio 1:5 with mobile phase (50% of A and 50% of B).

According to chromatographic theory, no significant influence on precision and
accuracy is to be expected during quantitation determination under these conditions.

Procedure:
Inject 1 quantity of the test solution.

Identity:

Record a UV spectrum of the test solution and the standard solution for identification
purposes.
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Calculation:

Carry out the evaluation by the external standard method using a suitable laboratory
data system or in accordance with the following formula:

Assay of BIBR 277 SE (mq per tablet)

IUTS X WtRS x Pox 1 x 10 x 500 x 5

IJUSS x50 x 100 x5x10x10x 1

IUTS x WIRS x Po

IUSS x 100

Assay of HCTZ (mq per tablet)

IUTS X WtRS x Pox 1 x 10 x 500 x 5

IJUSS x50 x 100 x5x10x10x 1

IUTS x WIRS x Po

IUSS x 100
IUTS = integrator units in the test solution (BIBR 277 SE/HCTZ)
IUSS = integrator units in standard solution B/C (BIBR 277 SE/HCTZ)
WIRS = weight of Bl reference standard (mg of BIBR 277 SE/HCTZ)
Po = percentage content (potency) of BIBR 277 SE/Hydrochlorothiazide BI

reference standard, see certificate of analysis

% of ACB-Disamide

IUTS X WtRS x5x 1 x500 x5 x 10 x 100

IJUSS x200 x50 x5x10x 1 x 10 x AV

IUTS x WIRS x 2.5

IUSS x AV
IUTS = integrator units in the test solution (ACB Disamide)
IUSS = integrator units in standard solution A (ACB Disamide)
WtIRS = weight of Bl reference standard (mg of ACB Disamide)
AV = assay value as determined (mg of Hydrochlorothiazide/tablet)
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% of any unspecified degradation product quantified as area % against HCTZ
at 270 nm:

IUTS X WtRS x Po x 1 x 10 x 500 x 5 x 100

IJUSS x50 x 100 x5x10x10x 1 x AV

IUTS x WIRS x Po

IUSS x AV
IUTS = integrator units in the test solution (active ingredient degradation product)
IUSS = integrator units of HCTZ in standard solution B/C
WIRS = weight of Bl reference standard (mg of Hydrochlorothiazide)
AV = assay value as determined (mg of Hydrochlorothiazide per tablet)
Po = percentage content (potency) of Hydrochlorothiazide Bl reference

standard, see certificate of analysis

Peaks that can be attributed to synthetic impurities of BIBR 277 SE or to
synthetic impurities of Hydrochlorothiazide should not be calculated as
degradation products.

This evaluation may be performed as part of the laboratory documentation.

Approximate retention times of synthetic inpurities are as follows:

tr [Min] K
HCTZ-impurities:
Chlorothiazide 24 1.7
Dimeric impurity 5.5 5.2
BIBR 277 SE-Impurities:
Potential impurity IlI 5.4 5.1
Unidentified impurity 6.5 6.3
Unidentified impurity 6.6 6.4
Potential impurity | 7.0 6.9
Unidentified impurity 7.3 7.2
Unidentified impurity 7.5 7.4
Potential impurity V 10.8 111
Potential impurity 11 10.8 111
Potential impurity 1V 115 11.9
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UV spectrum (BIBR 277 SE) UV spectrum (HCTZ)

DADT, 7.175 (1750 mAU Apx) of 007-0902.0 DADI, 2639 (332 mAU Apx) of 007-0902.D
mau mau
1600 300
1400
250
1200
200
10004
800-] 150
600
100
400
50
200
0 0
RN N o o \
0 40 60 80 00 0 340 60 80 0 40 60 80 00 0 340 60 80

UV spectrum (ACB-Disamide)

DADL, 1.946 (15.3 MAU.ApX) of 001-0301.0
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Degradation and assay of BIBR 277 SE and HCTZ -HPLC-chromatogram-

270 nm (system suitability chromatogram)
DAD1 A, Sig=270,4 Ref=550,100 (KL209031\004-0401.D)

mAU |
80+
60
40
20
] 1 3
o

270 nm (quantitation limit)
DADL1 B, Sig=270,4 Ref=550,80 (RE211031\015-1502.D)

mAU |
8
6]
4
2]
1 1 2
OV_/\’\ 3
-2;\ ! | | | | | |
0 2 4 6 8 10 mi
Peak No  Substance Peak No Substance
1 ACB-Disamide 7 Unidentified impurity
2 HCTZ 8 Poss. Imp. |
3 BIBR 277 SE 9 BIBR 277 FDP
4 Chlorothiazide 10 Poss. Imp. V
5 Dimeric impurity 11 Poss. Imp. Il
6 Poss. Imp. 11l 12 Poss. Imp. IV
13 Solvent peaks
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Degradation and assay of BIBR 277 SE and HCTZ -HPLC-chromatogram-

270 nm (selectivity chromatogram - HCTZ)

DADL A, Sig=270,4 Re[=550,100 (KL203031\016-
mAU |
80
60
40
20
— 1 13
] 13 42 5
0 | 2 4 6 8 10 min

270 nm (selectivity chromatogram — BIBR 277 SE)

DAD1 A, Sig=270,4 Ref=550,100 (A:\4.D)
mAU ] 3 10/11
wi 6
8
10+
12
9 13
7
0] o~
5]
Tt S T 1
Peak No  Substance Peak No Substance
1 ACB-Disamide 7 Unidentified impurity
2 HCTZ 8 Poss. Imp. |
3 BIBR 277 SE 9 BIBR 277 FDP
4 Chlorothiazide 10 Poss. Imp. V
5 Dimeric impurity 11 Poss. Imp. Il
6 Poss. Imp. llI 12 Poss. Imp. IV
13 Solvent peaks
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Degradation and assay of BIBR 277 SE and HCTZ -HPLC-chromatogram-

298 nm (system suitability chromatogram)
DAD1 B, Sig=298,4 Ref=550,100 (KL209031\004-0401.D)

mAU |
80
60 |

40+

20;
04 12 3
)l ! | | |
0 2 4 6

8 10 mi
298 nm (quantitation limit)
DAD1 A, Sig=298,4 Ref=550,80 (RE211031\015-1502.D)
mAU |
8
6
4
2-
Oj 3 /k\w
-2 ;\ ' | | ‘[\\‘» ' | I |
0 2 4 6 8 10 mi
Peak No  Substance Peak No Substance
1 ACB-Disamide 7 Unidentified impurity
2 HCTZ 8 Poss. Imp. |
3 BIBR 277 SE 9 BIBR 277 FDP
4 Chlorothiazide 10 Poss. Imp. V
5 Dimeric impurity 11 Poss. Imp. 1l
6 Poss. Imp. llI 12 Poss. Imp. IV
13 Solvent peaks
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Degradation and assay of BIBR 277 SE and HCTZ

-HPLC-chromatogram-

298 nm (selectivity chromatogram — BIBR 277 SE)

DAD1 B, Sig=298,4 Ref=550,100 (A:\4.D)
mAU 7

15

6

| \

‘ 7” ‘ 13
N[FEEARIT M

.

10/11

12

|
12 mi

8 10
298 nm (selectivity chromatogram — HCTZ)
DAD1 B, Sig=298,4 Ref=550,100 (KL203031\016-
mAU |
80{
so—:
13
| | ' '
8 10 min
Peak No  Substance Peak No Substance
1 ACB-Disamide 7 Unidentified impurity
2 HCTZ 8 Poss. Imp. |
3 BIBR 277 SE 9 BIBR 277 FDP
4 Chlorothiazide 10 Poss. Imp. V
5 Dimeric impurity 11 Poss. Imp. Il
6 Poss. Imp. llI 12 Poss. Imp. IV
13 Solvent peaks
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Degradation and assay of BIBR 277 SE and HCTZ -HPLC-chromatogram-

270 nm (Placebo)
DAD1 A, Sig=270,4 Ref=550,100 (KL197031\002-0302.D)

mAU |
80 *
60 *
o

20

298 nm (Placebo)
DAD1 B, Sig=298,4 Ref=550,100 (KL197031\002-0302.D)

mAU ]
80—:
60{
40{
-
0 Nl ’1(‘\\& | | ‘\ | | | |
0 2 4 6 8 10 min
Peak No  Substance Peak No Substance
1 ACB-Disamide 7 Unidentified impurity
2 HCTZ 8 Poss. Imp. |
3 BIBR 277 SE 9 BIBR 277 FDP
4 Chlorothiazide 10 Poss. Imp. V
5 Dimeric impurity 11 Poss. Imp. Il
6 Poss. Imp. llI 12 Poss. Imp. IV
13 Solvent peaks
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Biamperometric Karl Fischer titration

Weight of sample:
0.3 g of powdered tablets, accurately weighed

Solvent:
30 ml of methanol

Titrant:
Hydranal Composite 5
(or equivalent grade of reagent)

End point stability:
30s
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Calculation:
% water

(a-b)xFx0.1

WtS

a = volume of Karl Fischer solution required to titrate the test sample [ml]
b = volume of Karl Fischer solution required to titrate the solvent [ml]
(= 0, if pre-titrated solvent used)
F = water equivalence factor of Karl Fischer solution [mg H,O/ml]
WtS = weight of sample [g]
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WEIGHT OF SAMPLE

0.3 g of powdered tablets, accurately weighed

SOLVENT

45 ml of methanol

TITRANT

Hydranal Composite 2 (or equivalent grade of reagent)

EXTRACTION TIME

30s

Stop criterion: Drift
Abs. Stop drift: 20puL / min

CALCULATION

Vcor x F x 0.1
Wspl

water content % —

Vcor = volume of the consumed titrant, corrected for drift (ml)
F = Titer strength (mean n=3) [H,O mg/ml]
Wspl = Sample weight [g]
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Physical test

Test 10 tablets using a suitable apparatus.

Report the minimum, maximum and mean values.
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Liquid chromatography

Reagents:

BIBR 277 SE BI reference substance

Hydrochlorothiazide (HCTZ) Bl reference substance

Potassium dihydrogen phosphate

Methanol, LiChrosolv

Acetonitrile, LiChrosolv

Sodium hydroxide conc.

Phosphoric acid conc.

Buffer solution pH 3.0:
Dissolve 5.0 g of ammonium dihydrogen phosphate in 1000 ml of water and
adjust to pH 3.0 with phosphoric acid.

Dissolution medium 1 (BIBR 277 SE):

Phosphate buffer pH 7.5:

Dissolve 13.61 g of potassium dihydrogen phosphate in about 900 ml of water and
adjust to pH 7.5 with sodium hydroxide conc. (or with about 3.3g of sodium hydroxide
pellets to 1 I). Then make up to 1 | with water.

Dissolution medium 2 (HCTZ):
0.1M hydrochloric acid
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Test solution 1 (BIBR 277 SE, paddle):

Dissolution medium: Buffer solution pH 7.5
Stirring speed: 75 rpm

Distance between inside bottom

of vessel and lower edge of blade: 2.5 cm

Place 900 ml of the dissolution medium 1 in the test vessel, operate the apparatus at
the specified speed and adjust the temperature of the dissolution medium to 37<C.
Then turn off the apparatus and place one tablet in each test vessel. Allow the tablet
to sink to the bottom before operating the apparatus for a further 30 minutes. Then
filter through a grade 2 filter or a membrane filter (e.g. 0.45 pm filter from Millex). The
first 4.0 ml of the filtrat are discarded.

Test solution 2 (HCTZ, basket apparatus):

Dissolution medium: 0.1M hydrochloric acid
Stirring speed: 100 rpm

Distance between inside bottom

of vessel and lower edge of blade: 2.5 cm

Place 900 ml of the dissolution medium 2 in the test vessel, operate the apparatus at
the specified speed and adjust the temperature of the dissolution medium to 37<C.
Then turn off the apparatus and place one tablet in each basket in the test vessel.
Operate the apparatus for the specified time period. Then filter through a grade 2
filter or a membrane filter (e.g. 0.45 pum filter from Millex). The first 4.0 ml of the filtrat
are discarded.

Stock solution:
Prepare two quantities of the following solution:

Accurately weigh about 88.9 mg of BIBR 277 SE Bl reference standard and 27.8 mg
of Hydrochlorothiazide Bl reference standard into a 100 ml volumetric flask, add
about 70 ml methanol and ultrasonic for 10 minutes. Allow to cool to room
temperature and make up to the 100-ml mark with methanol.

Standard solution A (BIBR 277 SE):
Dilute the stock solution 1:10 with dissolution medium 1 (buffer solution pH 7.5)

Standard solution B (Hydrochlorothiazide):
Dilute the stock solution 1:10 with dissolution medium 2 (0.1M hydrochloric acid)

Note: The test and standard solutions can be kept for at least 48 hours without undergoing
any changes.
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Chromatographic conditions:

Column: Inertsil C8 60 x 3.0 mm 5um
Mobile phase: A: Buffer solution pH 3.0
B: Acetonitrile
Gradient: Time [min] A [%] B [%0]
0 - 150 85 15
1.51- 5.00 60 40
5.01- 6.20 20 80
6.21- 9.70 85 15
Detection: UV photometer

Wavelength: 270 nm Hydrochlorothiazide
Wavelength: 298 nm BIBR 277 SE

Column temperature: 40°C

Flow gradient: Time (min) Flow rate
0 - 5.00 0.6 ml/ min
5.01- 6.20 1.0 ml/ min
6.21- 9.70 0.6 ml/min

Injection volume: 4 pl = (0.111 pg of HCTZ and 0.356 pg of BIBR 277 SE)

System suitability reference data:
Inject three quantities of each standard solution A (BIBR 277 SE) resp. B (HCTZ)
before each series of measurements.
The coefficient of variation of the response factors obtained must not exceed
<= 2.0%.
The tailing factor of BIBR 277 SE and HCTZ should be less than 2.5.
The k’should be similar to those shown in the table below.
The k' value should be constant.
The resolution Rs is > 1.5 between the HCTZ and BIBR 277 SE peak.

Substance tr k' Tailing (in acc. with USP)
HCTZ 1.3 min 1.0 1.3
BIBR 277 SE 4.3 min 6.2 1.3

Note: Any change to the gradient program may only be made after the peaks have been
detected.
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The instrument settings and the composition of the mobile phase may be adjusted to ensure
that system suitability requirements are met.

Procedure:
Inject 1 quantity of the test solution.
Calculation:

Carry out the evaluation by the external standard method using a suitable laboratory
data system or in accordance with the following formula:

Amount of BIBR 277 SE dissolved, expressed as % of the declared content

IUTS Xx WtRS x Po x 1 x 4 x 900 x 100

IUSS x 100 x 100 x 10 x 1 x 4 x DC

IUTS x WtRS x Po x 0.9

IUSS x DC

IUTS integrator units in the test solution

IUSS = integrator units in standard solution A (BIBR 277 SE)

WIRS = weight of BIBR 277 SE Bl reference standard (mg)

DC = declared active ingredient content = 80 mg of BIBR 277 SE/tablet

Po = percentage content (potency) of BIBR 277 SE Bl reference standard,

see certificate of analysis
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Amount of Hydrochlorothiazide dissolved, expressed as % of the declared content

IUTS x WtRS x Po x 1 x 4 x 900 x 100

IUSS x100x 100 x10x 1 x4 x DC

IUTS x WtRS x Po x 0.9

IUSS x DC

IUTS integrator units in the test solution

IUSS = integrator units in the standard solution B (HCTZ)

WIRS = weight of Hydrochlorothiazide Bl reference standard (mg)

DC = declared active ingredient content = 25 mg of
Hydrochlorothiazide/tablet

Po = percentage content (potency) of Hydrochlorothiazide Bl reference

standard, see certificate of analysis
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Dissolution, 298 nm
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300,009
280,007
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240,009
220,007
200,009
180,004
160,00
140,00
120,007
100,00
80,004
60,007
40,007
20,009
0,007

77SE
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Dissolution, 270 nm
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Liquid chromatography
Determination of Uniformity of dosage units determined by Uniformity of content

1. Manual procedure

Reagents:
BIBR 277 SE BI reference standard
e Hydrochlorothiazide (HCTZ) Bl reference standard

4-Amino-6-chlorobenzene-1,3-disulfonamide (ACB-Disamide) Bl reference
standard
Methanol, LiChrosolv
Acetonitrile, LiChrosolv
Sodium hydroxide solution, 0.1 M
Phosphoric acid, conc.
Buffer solution pH 3.0:

Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 ml of water and

adjust to pH 3.0 with phosphoric acid.

Solvent:
0.005M methanolic sodium hydroxide solution
(Dilute 50 ml of 0.1M sodium hydroxide solution to 1000 ml with methanol).

Note: The volume of the dilution may contract and the temperature rise.
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Test solution:

Place 1 tablet in a 50-ml volumetric flask, add 2.5 ml of 0.1M sodium hydroxide
solution and shake until the tablet has completely disintegrated. Add about 40 ml of
methanol, extract in an ultrasonic bath for 10 minutes and then stir vigorously for a
further 30 minutes. Allow the solution to cool to room temperature and then make the
flask up to the mark with methanol. Centrifuge a portion of the solution at 4000 rpm.
Then dilute 1:5 with mobile phase (50%A and 50%B).

The resulting solution remains stable for about 48 hours.

Stock solution 1:

Place about 5 mg ACB-Disamide Bl reference standard, accurately weighed, into a
200 ml volumetric flask. Dissolve with solvent and make up to the mark with solvent.

Note: The stock solution 1 is stable for 1 week.

Standard solution B:

Place about 80 mg of BIBR 277 SE Bl reference standard and 25 mg of
Hydrochlorothiazide Bl reference standard, accurately weighed, into a 50 ml volumetric
flask, dissolve with solvent, add 5.00 ml of stock solution 1 and make up to the mark with
solvent.

Dilute this solution 1:5 with mobile phase (50% of A and 50% of B).

Note: The standard solution B is stable for 48 hours.
This standard solution is equivalent to the standard solution B in the Active
ingredient and Active ingredient degradation method.

Stock solution 2:

Place about 80 mg of BIBR 277 SE Bl reference standard and 25 mg of
Hydrochlorothiazide Bl reference standard, accurately weighed, into a 50 ml volumetric
flask, dissolve and make up to the mark with solvent.

Standard solution C:
Dilute the stock solution 2 in the ratio 1:5 with mobile phase
(50% of A and 50% of B).

Note: The stock solution 2 and the standard solution C are stable for 48 hours. This
standard solution is equivalent to the standard solution C in the Active
ingredient and Active ingredient degradation method.
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Chromatographic conditions:

Apparatus: e.g. Agilent 1100
Column: Inertsil C8 125x4.0 mm 5 pum
Mobile phase: A: buffer solution pH 3.0

B: methanol : acetonitrile 1:1

Gradient: Time [min] A [%] B [%]
0 - 3.50 85 15
3.51 - 8.50 45 55
8.51 -12.50 20 80
12.51 -16.00 85 15

Note: The composition of the mobile phase and the instrument settings may be
adjusted to ensure system suitability.

Detection: UV photometer
wavelength: 270 nm (ACB-Disamide/HCTZ)
298 nm (BIBR 277 SE)
Column temperature: 40°C

Flow rate: 1.2 ml/min

Injection volume 10 pl each of the test solution, the standard solution B and
standard solution C (equivalent to about 1.0 pg HCTZ and
3.2 ug BIBR 277 SE)

Note:
Before performing a run, the column must be activated by flushing thoroughly with a
high proportion of organic solvent (e.g. condition the system for at least 15 min with a
composition of 20 vol.% A and 80 vol.% B with high flow rate).
Two blank runs are made in order to reduce interfering peaks (tg 10.0 — 11.5 min),
caused by solvent impurities (dilute 0.005M methanolic sodium hydroxide solution 1:5
with mobile phase (50% of A and 50% of B)).
Changes to the gradient program may be made only when the peak detection step
has been completed for the run in progress.
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System suitability reference data:
Inject 3 quantities of standard solutions B and C before each series of measurements.
The coefficient of variation of the response factors obtained must not be greater than
2.0%. The capacity factors (k') should be similar to those shown in the table below.
The k™ should be constant. The resolution between ACB-Disamide and HCTZ must be
greater than 2.0.

, Tailing (in acc. with
Substance tr k USP) Rs
ACB disamide 2.0 min 1.2 0.9
3.0
HCTZ 2.7 min 2.0 1.0
22.3
BIBR 277 SE 7.7 min 6.8 1.0
Procedure:
Inject 1 quantity of the test solution.
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Calculation:
Carry out the evaluation by the external standard method using a suitable laboratory
data system or in accordance with the following formula:

Content of BIBR 277 SE (mg per tablet)

IUTS X WtRS x Pox 1 x50 x5 x 10

IUSS x50 x100x5x1x1x10

IUTS x WIRS x Po

IUSS x 100

Content of HCTZ (mg per tablet)

IUTS X WtRS xPox 1 x50x5x 10

IUSS x50 x 100 x5x1x1x10

IUTS x WIRS x Po

IUSS x 100
IUTS = integrator units of the test solution (BIBR 277 SE / HCTZ)
IUSS = integrator units of standard solution B/ C (BIBR 277 SE / HCTZ)
WtRS = weight of Bl reference standard (mg BIBR 277 SE / HCTZ)
Po = percentage content (potency) of BIBR 277 SE / hydrochlorothiazide

reference standard, see certificate of analysis

Calculation of the acceptance value

The calculation of the acceptance value (av) and reference value (M) is carried out
according to the current USP / Ph. Eur.
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2. Alternative method using the TPW Il

Reagents:

e BIBR 277 SE Bl reference standard
Hydrochlorothiazide (HCTZ) BI reference standard
Methanol, LiChrosolv
Acetonitrile, LiChrosolv
Sodium hydroxide solution, 0.1M
Phosphoric acid, conc.

Ammonium dihydrogen phosphate p.a.

Buffer solution pH 3.0:
Dissolve 2.0 g of ammonium dihydrogen phosphate in 1000 ml of water and
adjust to pH 3.0 with phosphoric acid.

Solvent:
0.005M methanolic sodium hydroxide solution
(Dilute 50 ml of 0.1M sodium hydroxide solution to 1000 ml with methanol).

Note: The volume of the dilution may contract and the temperature rise.
Cleaning solution: Solvent recycled by the sample preparation robot.
Test solution:

Place 49.53 ml of solvent in the sample preparation vessel. Place one tablet in the
vessel.

Stir 4 times for 10 seconds, each at 7.5 krpm, using the disperser, whereby the
disperser is 0.7 cm above the bottom of the vessel. Then stir twice for 10 seconds,
each at 7.5 krpm, using the disperser, whereby the disperser is 0.6 cm above the
bottom of the vessel.

Afterwards stir as follows:

e 3times for 6 seconds each at 16 krpm
e 10times for 30 seconds each at 10 krpm
e 2times for 10 seconds each at 16 krpm
e b5times for 40 seconds each at 10 krpm

Then allow the solution to stand for 2 minutes.
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An appropriate filter (e. g. Schleicher & Schuell Roby 25/0.45 RC-GF 952) is now
saturated with 3 ml of the sample solution (depending on the used filter variant).

A sufficient quantity of the test solution is then filtered and transferred automatically
into a test tube.

The test solution is then automatically diluted 1:5 with mobile phase into another test
tube.

The diluted test solution is homogenised for 45 seconds in the integrated test tube
shaker.

Aliquots of the test solution are injected automatically into the HPLC system via a
10 pl sample loop.

Flush the HPLC injection system twice with 2 ml of solvent.

Then rinse the sample preparation vessel with 1 quantity of 100 ml of cleaning
solution. Wash the filter transfer path twice, each with 2 ml of cleaning solution, then
again wash the vessel once with 150 ml of solvent.

Wash the filter transfer path twice, each with 2 ml of solvent.

Standard solution:
Prepare two standard solutions as follows:

Place about 80 mg of BIBR 277 SE Bl reference standard and 25 mg of
Hydrochlorothiazide Bl reference standard, accurately weighed, into a 50 ml
volumetric flask, dissolve (e. g. using an ultrasonic bath). Allow to cool to room
temperature and then fill up to the mark with solvent.

The volume of the medium can vary as long as the testing parameters are adjusted
accordingly.

The standard solution is filtered manually into the tube by using an appropriate filter
(e. g. Schleicher & Schuell Roby 25/0.45 RC-GF 952). A pre-wet volume of 3 ml is
used (depending on the used filter variant).

The standard solution is automatically diluted 1:5 with mobile phase into another test
tube.

The diluted standard solution is homogenised for 45 seconds in the integrated test
tube shaker.

The standard solution is injected automatically into the HPLC system via a 10 pl
sample loop. After injection of the solution the injection system is flushed with
2 quantities, each of 2 ml, of solvent.
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Chromatographic conditions:

Apparatus:  e.g. TPW II, from Caliper Life Sciences

HPLC-System e. g. Agilent 1100 Series and UV detector
Suitable apparatus from other manufacturers may also be used, provided that
comparable results are obtained.

Column: see Manual procedure
Mobile phase: see Manual procedure
Gradient: see Manual procedure
Detection: see Manual procedure

Column temperature: see Manual procedure

Flow rate: see Manual procedure

System suitability reference data:
Inject 3 quantities of each of the two standard solutions before each series of
measurements. The coefficient of variation must not be greater than 2.0%. The
capacity factor (k') should be similar to those shown in the table below. The k' should
be constant.

. Tailing (in acc. with

Substance t k USP) Rs
HCTZ 2.7 min 2.0 1.2

19.5
BIBR 277 SE 7.9 min 6.8 0.8

Procedure:
Inject 1 quantity of the test solution.
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Calculation:
Carry out the evaluation by the external standard method using a suitable laboratory
data system or in accordance with the following formula:

Content of BIBR 277 SE (mg per tablet)

IUTS X WtRS x Pox 1 x50 x5 x 10

IUSS x50 x100x5x1x1x10

IUTS x WIRS x Po

IUSS x 100

Content of HCTZ (mg per tablet)

IUTS X WtRS xPox 1 x50x5x 10

IUSS x50 x 100 x5x1x1x10

IUTS x WIRS x Po

IUSS x 100
IUTS = integrator units of the test solution (BIBR 277 SE / HCTZ)
IUSS = integrator units of standard solution (BIBR 277 SE / HCTZ)
WtRS = weight of Bl reference standard (mg BIBR 277 SE / HCTZ)
Po = percentage content (potency) of BIBR 277 SE / Hydrochlorothiazide BI

reference standard, see certificate of analysis

Calculation of the acceptance value

The calculation of the acceptance value (av) and reference value (M) is carried out
according to the current USP / Ph. Eur.
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270 nm Standard solution

HCTZ - 2.661

T T T T T T T T
1.00 200 300 400 5.00 6.00 7.00 8.00 9.00 10.00 11.00 12.00 13.00 14.00 15.00 16.00

298 nm Standard solution

1507

FHCTZ -2.661

T T T T T T T y
4.00 5.00 6.00 7.00 8.00 2.00 10.00 11.00 12.00 13.00 14.00 15.00 16.00
Minutes
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Colour reaction

Add 2 ml of conc. HCI to about 1.0 g of powdered test sample and heat to boiling. Allow to
cool and then filter. Add 1.0 ml of 0.1M ammonium thiocyanate solution to the filtrate; a red
colour is produced.
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