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Fecha solicitud : 23 de mayo de 2006

1. Yo, Luz Clemencia DE PAEZ, en mi condicién de apoderada de la sociedad solicitante de la
patente de la referencia, me refiero al oficio No. 14767 notificado por fijacién en lista del 01 de
octubre de 2010.

2. Mediante oficio No. 14767 se puso en conocimiento del solicitante el informe que contiene las
observaciones hechas por su Despacho sobre la presente solicitud de patente. Las
observaciones realizadas en el oficio son las siguientes:

2.1 Nivel inventivo

Para le evaluacion de este requerimiento, el Examinador ha citado los documentos D1:
US 6514529 y D2: WO 2002/038126 considerando que la combinacion de sus ensefianzas
afecta el nivel inventivo de la presente solicitud.

Especificamente, el Examinador afirma que el experto en la materia habria recurrido a

D1 para formular composiciones con una oxazolidinona como la de la presente solicitud y para
optimizar su solubilidad, habria recurrido a las ensefianzas del documento D2.

NIT. 860.041.367-3
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3. Respuesta a las objeciones

Con el fin de superar la chjecidn que por falta de nivel inventivo formula el Examinador,
se desea poner de presente la siguiente informacion:

3.1 Argqumentos a favor del nivel inventivo de la solicitud

Siguiendo los lineamientos de la Decisidon 486 y especificamente del articulo 18, se
considera gue una invencion resulta inventiva cuando no es obvia a la luz de las ensefianzas
del arte previo, para una persona medianamente versada en la materia.

De acuerdo con el Tribunal de Justicia de la Comunidad Andina; “L.o obvio es aquello
que salta a la vista de manera clara y directs; lo que se encuentra o pone delante de los 0jos,
muy claro ¢ que no tiene dificultad. Lo evidente consiste en la certeza clara y manifiesta de la
gue no se puede dudar; cierto, claro, patente y sin la menor duda (Ver procesc 13-1P-2010).

Consecuentemente, para que una anterioridad pueda afectar el nivel inventivo de una
solicitud de patente, debe comprender ensefianzas claras y directas (obvias) para que la
persona medianamente versada en la materia pueda considerarlas y aplicarlas para un fin
determinado.

En este sentido, nos apartamos nuevamente de la opinién del Examinador respecto a
la obviedad de la presente invencidn y consideramos que se estd pasando por alto que la
presente invencidon no sdélo resulta no obvia sino que ademas aporta un efecto técnico
inesperado y de relevancia en el campo tecnolégico de la invencién. Por lo tanto, solicitamos
atentamente la reconsideracién de la objecidn por falta de nivel inventivo, en vista de o
siguiente:

3.1.1 La_presente invencién

La presente invencion busca resolver el problema de proveer una composicion
farmacéutica solida, oralmente administrable para el compuesto 5-cloro-N-{{(55)-2-0x0-3-[4-(3-
oxo-4-morfolinil)fenil]-1,3-oxazolidin-5-il}-metil)-2-tiofencarboxamida  (rivaroxaban), la cual
conlleva a la biodisponibilidad mejorada de la formulacién obtenida (ver pagina 3, lineas 1 a 7
de la descripcion). El objetivo también se relaciona con proveer un proceso para la produccion
de esta composicion farmacéutica.
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Este problema fue resuelto por medio de una composicién oralmente administrable
que contiene rivaroxaban en forma hidrofilizada. Esta composicién farmacéutica es producida
por granulaciéon himeda.

La granulacién humeda consiste en un tratamiento especial de la superficie del
compuesto activo (rivaroxaban) y el cual permite un comportamiento de absorciéon mejorado.

3.1.2 Anterioridad D1

Este documento se relaciona con derivados de oxazolidinona tales como linezolid. Una
persona medianamente versada en la materia podria determinar que el compuesto linezolid
tiene una solubilidad de 3 mg/ml (es decir, 3000 mg/l), de forma que no resulta escasamente
soluble. El compuesto linezolid ha sido comercializado como una solucién para administracion
intravenosa bajo la marca Zyvoxid® (solucién de infusion 2 mg/ml, ver documento anexo 1:
"Gebrauchsinformation: information fiir den anwender”). Esta formulacién contiene como
ingredientes adicionales glucosa monohidrato (Ph. Eur.} (un tipo de azlcar), citrato de sodio
(Ph. Eur.) {E331), acido citrico anhidro (Ph. Eur) (E330), 10% de Acido hidroclérico {E507) o
hidroxido de sodio (E524) y agua, para fines de inyeccion. Esta formulacion con su alta
concentraciéon de compuesto activo 2 mg linezolid/ml no hubiese sido posible si el linezolid fuera
escasamente soluble.

De acuerdo con el anexo 2: “The Biopharmaceutics Classification System (BCS)
Guidance” el linezolid estéd clasificado como un compuesto activo con alta solubilidad. Por el
contrario, la solubilidad de rivaroxaban de sélo 7 mg/l es mas de 400 veces menor que la de
linezolid, cuya baja solubilidad esta comprobada cientificamente de acuerdo con el anexo 2.

Por su parte el anexo 3: “British Pharmacopoeia 2009" provee una descripciéon mas
detallada sobre la solubilidad: de acuerdo con este documento, el linezolid es “ligeramente
soluble” mientras que el rivaroxaban es “practicamente insoluble”. Esto nuevamente confirma la
opinidn generalmente aceptada de que diferentes estructuras tienen propiedades totalmente
diferentes, aln si tienen caracteristicas estructurales individuales similares. Las propiedades de
un compuesto son determinadas teniendo en cuenta las caracteristicas estructurales en su
totalidad y no se miden por componentes individuales. Esto es bien conocido por una persona
medianamente versada en la materia.

El hecho de que dos compuestos activos tengan diferencias estructurales hace que la
persona medianamente versada en la materia encuentre suficientes razones para no emplear el
documento D1 con el fin de encontrar una formulacién para el rivaroxavan.



CAVEILIER

ABOGADCS

Adicionalmente, debido a la solubilidad 400 veces mayor del linezolid respecto al
rivaroxavan la persona medianamente versada en la materia no hubiese empleado la
formulacion revelada en D1, en vista de la escasa solubilidad del rivagoxavan.

Por lo tanto, se considera que el objeto de la presente invencidn no resulta obvio para
la persona medianamente versada en |la materia, en vista de las ensefianzas especificas de
dicho documento y los conocimientos en el momento del desarrollo de la invencion.

3.1.3 Anterioridad D2

El documento D2 esta dirigido al mejoramiento de la biodisponilidad de un compuesto
farmacéuticamente activo, suministrando el compuesto activo como una dispersién solida en un
derivado de un_polisacarido. Especificamente, D2 revela la dispersién de un compuesto
farmacéuticamente activo en acetato de hidroxipropiI-métilcelulosa succinato (HPMCAS) (ver
pagina 2, lineas 4 a 11 de D2).

La invencién de D2 provee un proceso en donde el compuesto farmacéuticamente
activo es eficientemente dispersado en una matriz de HPMCAS. Preferiblemente, el compuesto
farmacéuticamente activo es molecularmente dispersado en la matriz de HPMCAS (ver pagina
6, lineas 8 a 12 de D2). Adicionalmente, en D2 el compuesto farmacéuticamente es resuelto
durante el proceso para preparar la dispersién sdlida en un liquido no acucso. D2 menciona:
“preferiblemente, el liquido es no acuoso y puede proveer una solucién verdadera de HPMCAS
con el compuesto farmacéuticamente activo” (pagina 7, lineas 13 a 15 de D2).

De otro lado el documento D2 menciona que el proceso incluye el recubrimiento de un
nucleo con uno © mas depésitos, que comprende hidroxipropil-metilcelulosa succinato
(HPMCAS) y un compuesto farmacéuticamente activo escasamente soluble en agua por medio
de ia pulverizacion de la solucion o dispersion en una particula de nucleo suspendida en un gas
dentro de una camara (ver pagina 3, lineas 16 a 26 de D2). Particulas de nlicleo quiere decir
perlas de cristal de celulosa microcristalina. El proceso por lo tanto se centra realmente en el
recubrimiento del medicamento y no se refiere a la granulacién en absoluto.

lLa materia reivindicada en la presente solicitud resulta entonces completamente
diferente respecto a la materia ensefiada en el documento D2. En la presente invencién el
rivaroxaban_es preparado en forma hidrofilizada. La granulacion himeda mencionada en la
presente invencion de refiere a un tratamiento especial de la superficie del rivaroxaban. El
rivaroxavan todavia esta presente en forma cristalina y por lo tanto, no es una dispersion sélida.
No resulta un objetivo de la presente invencidn recibir un tamano de particula menor y dispersar
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molecularmente el compuesto activo en una matriz. Por el contrario, se busca tratar la
superficie del rivaroxaban, asf como prepararlo en forma hidrofilizada. Durante la preparacion
de rivaroxavan en forma hidrofilizada dicho compuesto activo es suspendido en agua y no
disuelto en un liquido (ver ejemplos 1 a 5, tableta B). Adicionalmente, el recubrimiento de
medicamentos no hace parte de Ia presente invencion (pulverizar una solucion o dispersion que
contiene rivaroxavan en una particula de nucleo (cristal) suspendida en un gas dentro de una
camara). La invencién se centra en la granulacion himeda.

El documento D2 no revela el rivaroxavan ni tampoco el proceso de granulacién
himeda para dicho compuesto, el cual esta producido en su forma hidrofilizada.

Por lo tanto, las ensefianzas del documento D2 difieren notablemente de la presente
invencién y no permitirian obtener de manera obvia el objeto reivindicado.

Adicionalmente, la combinacidn de las ensefanzas de los documentos D1 y D2 no
solucionan los defectos ya mencionados, por lo que tampoco podria afectar el nivel inventivo de

la presente invencion.

3.1.4 Comentarios adicionales

El problema técnico objetivo de la presente invencion se relaciona con proveer una
composicién farmacéutica de rivaroxavan con biodisponibilidad mejorada y no solamente una
compaosicion con liberacion in vitro aceptable.

El problema de proveer una composicion con una liberacion in vitro aceptable seria
resuelto con la fabricacién de tabletas de rivaroxavan sin granulacién previa. Tal como
demuestran las tabletas A y B de la descripcion, se provee una liberaciéon in vitro similar. La
tableta es obtenida de manera directa, pero el rivaroxavan no estd presente en forma
hidrofilizada y es precisamente esta forma una caracteristica técnica de la invencion, la cual
contribuye a resolver el problema que muestran los resuitados de las tabletas A y B. La
biodisponibilidad de la tableta B es incrementada en un 35%.

Por todo lo anterior, consideramos que ninguno de los documentos D3, D4 ¢ D5 (solos o
en combinacion) resultan anterioridades capaces de afectar el nivel inventivo de la presente
invencion y que la objecidn en este sentido se ve superada.

4. Puesto que se han atendido a cabalidad las observaciones hechas por su Despacho sobre la
presente solicitud de patente, atentamente solicito que se continlGe su tramitacion.
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5. ANEXOS

e Anexo 1: "Gebrauchsinformation: information fGr den anwender”
+ Anexo 2: “The Biopharmaceutics Classification System (BCS) Guidance”
¢ Anexo 3: “British Pharmacopoeia 2009”

Seifior Director,

Jea2 (7, )&:\fié/gﬁé
LUZ CLEMENCIA DE PAEZ

C.C. 35.456.344 de Usaquén
T.P.A. No. 23.555

COLO-15846-845-014-9
COLO-14033-841-024-8
JMS\UMS\ID-186685\WPC15846
No. M-2011-186685\JMS



Gebrauchsinformation Zyvoxid® 2 mg / ml Infusionslésung

GEBRAUCHSINFORMATION: INFORMATION FUR DEN ANWENDER

Zyvoxid® 2 mg / ml Infusionslésung
Wirkstoff: Linezolid

l.esen Sie die gesamte Packungsbeilage sorgfalfig durch, bevor Sie dieses Arzneimitte]
verabreicht bekommen.

» Heben Sie die Packungsbeilage auf. Vielleicht méichten Sie diese spater nochmals lesen
=  Wenn Sie weitere Fragen haben, wenden Se sich an Ihren Azt oder Apotheker.

» Disses Arzneimittel wurde thnen persdnlich verschrieben. Geben Sie es nicht an Dritte
weiter Es kann anderen Menschen schaden, auch wenn diese die gleichen Beschwerden
haben wie Sie.

= Wenn eine der aufgefiihrten Nebenwirkungen Sie erheblich beeintréchtigt oder Sie Neben-
wirkungen bemerken, die nicht in dieser Gebrauchsinformation angegeben sind, informie-
ren Sie bitts thren Arzt oder Apotheker.

Diese Packungsbeilage beinhaltet.
1. Was ist Zyvoxid und woflr wird es angewendet?
Was missen Sie vor der Behandlung mit Zyvoxid beachten?
Wie wird Zyvoxid verabreichi?
Welche Nebenwirkungen sind méglich?
Wie ist Zyvoxid aufzubewahren?
Weltere Informationen

SRCIE RS

1. WAS IST ZYVOXID UND WOFUR WIRD ES ANGEWENDET?

2Zyvoxid ist ein Antibiotikum aus det Gruppe der Oxazolidinone. Es wirkt, indem es das Wachs-
tum bestimmter Bakterien {Krankheitskeime) hemmt, die Infektionen verursachen. Es wird zur
Behandlung von Lungenentzlindung oder von bestimmten Infektionen in oder unter der Haut
singesetzt 'hr Arzt hat entschieden, dass Zyvoxid zur Behandlung threr Infektion geeignet ist

2 WAS MUSSEN SIE VOR DER BEHANDLUNG MIT ZYVOXID BEACHTEN?
Sie dilrfen nicht mit Zyvoxid behandelt werden,

« wenn Sie Gberempfindiich (allergisch) gegen Linezolid oder einen der sonstigen Bestand-
teile dieses Arzneimittels sind:

+  wenn Sie Arzneimitte! einnehmen oder innerhalb der letzten zwei Wochen eingenommen
haben, die man als Monoaminoxidase-Hemmer (MAG-Hemmer z. B. Phenslzin, isocarbo-
xazid, Selegilin, Maclobemid) bezeichnet. Diese kénnen zur Behandlung von Depressionen
oder der Parkinson-Krankheit eingesetzt werden

» wenn Sie stillen. Das kommt daher, weil es in die Muttermilch Ubergeht und den Saugling
besintrachtigen kann.

Zyvoxid kann fir Sie nicht geeignet sein, wenn Sie elne der nachfolgenden Fragen mit Ja"
beantworten. Besprechen Sie dies bitte mit Ihrem Arzt, da dieser dann vor und wahrend threr
Behandlung lhren Gesundheitszustand und den Blutdruck Gberpriifen muss, oder méglicher-

Stand der Informationen: 10 /2008 Vers. Nr.: palde-8vi3zy-if-2 Seitetvon 7
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weise auch entscheidet, dass eine andere Behandiung fur Sie besser geelgnet ist.
Fragen Sie lhren Arzt, wenn Sle sich nicht ganz sicher sind, ob diese Fragen auf Sie zutreffen.
» Leiden Sie an hohem Blutdruck (unabhingig davon, ob Sie dagegen Arzneimittel ein-
nehmen oder nicht)}?
= Wurde bei lhnen eine Uberfunktion der Schilddriise festgesteilt?

» Leiden Sie an einem Tumor des Nebannisrenmarks (Ph&ochromozytom) oder an einem
Karzinoid-Syndrom (ausgeltst durch Tumore des Hormonsystems mit Beschwerden wie
Durchfal, Hautrétung oder pfeifende Atmung)?

» |siden Sie an manischer Depression, schizoaffektiver Psychose, Gemiitserkrankungen
oder an anderen seelischen Problemen?

* Nehmen Sie eines der folgenden Arzneimittel ein?

- Abschwellende Erkaltungs- oder Grippemittel, die Pseudoephedrin oder Phenylpropanol-
amin enthalten.

- Arzneimittel zur Behandiung von Asthma, wie z. B. Salbutamol, Terbutalin oder Fenoterol.

- Antidepressiva, die als trizyklische Antidepressiva bezeichnet werden, oder selekiive Se-
rotonin-Wiederaufnahmehemmer (SSRis) z. B. Amitriptylin, Cipramii, Clomipramin, Do-
sulepin, Doxepin, Fluoxetin, Fluvoxamin, Imipramin, Lofepramin, Paroxetin oder Sertralin

- Arzneimittel zur Behandlung von Migréne, wie Sumatriptan und Zolmitriptan.

- Arzneimitte! zur Behandlung von plétzlichen, schweren allergischen Reaktionen, wie z. B.

Adrenalin (Epinephrin).

- Arzneimitte!, die ihren Biutdruck erhthen, wle z. B. Noradrenalin {Norepinephrin), Dop-
amin und Dobutamin.

- Arzneimitte! zur Behandlung von maBligen bis starken Schmerzen, wie z B. Pethidin.

- Arznelmitte! zur Behandlung von Angstzusténden, wie z. B. Buspiron

Besondere Vorsicht bel der Anwendung von Zyvoxid ist erforderlich

Bevor sie mit dissem Arzneimitte! behandelt werden, sprechen Sie mit lhrem Arzt, wenn Sie
+ leicht ginen Biuterguss bekommen oder bluten,
*  an Blutarmut leiden,
s zu Infektionen neigen,
» in der Vergangenheit einmal Krampfanfaile hatten,

» an Leber- oder Nieranproblemen lelden, besonders, wenn Sie mit der Dialyse behandelt
werdern,

= an Durchfall leiden.

Sprechen Sie umgehend mit ihrem Arzt, wenn es bei lhnen wahrend der Behandiung zu
folgenden Erscheinungen kommt:
»  Probleme mit lhren Augen, wie z. B. verschwommenes Sehen, gestories Farbsehen,
Schwierigkeiten, Details zu erkennen, oder wenn lhr Sehfeld eingeschrankt ist

« Durchfall, besonders blutiger Durchfall, der méglicherweise zu elner Unterbrechung der Be-

handlung fohren kann Dies kann ein Anzeichen fir eine Darmentzindung sein, die nach
einer Antibiotika-Behandlung aufireten kann.

» Wiederholte Ubelkeit oder Erbrechen, Bauchschmerzen oder schnelles Atmen,

Bei Anwendung von Zyvoxid mit anderen Arzneimitteln

Es besteht die Mtglichkeit, dass sich Zyvoxid und bestimmte andere Arzneimitte! manchmal
gegenseitig beeinflussen, was zu Nebenwirkungen wie Veranderungen das Blutdrucks, der
K8rpertemperatur oder der Herzfrequenz fithren kann

Informieren Sie thren Arzt, wenn Sie derzeit oder wihrend der letzten 2 Waochen die fol-
genden Arzneimittel eingenommen haben, da Zyvoxid nicht angewendet werden dasf,

Stand der informationen: 10/ 2008 Vers Nr:palde-8vi3zy-if-2 Selte 2von 7
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wenn Sie diese Arzneimittel ginnehmen oder vor Kurzem eingenommen haben (siehe auch in
Abschnitt 2 ,Sie diirfen nicht mit Zyvoxid behandelt werden"):
' Monoaminoxidase-Hemmer (MAO-Hemmer z. B Phenelzin, isocarboxazid, Selegiiin,
Moclobemid) Diese kénnen zur Behandlung von Depressionen oder der Parkinson-
Krankheit eingesetzi werden.

Informieren Sie |hren Arzt ebenfalls, wenn Sie die folgenden Arzneimitte! anwenden. Ihr Arzt
kann sich trotzdem noch entscheiden, Zyvoxid bei lhnen sinzusetzen, wird aber vor und wah-
rend der Behandlung thren aligemeinen Gesundheitszustand und fhren Blutdruck tberprifen
missen. Andererseits kann thr Arzt auch zu der Entscheidung kommen, dass eine andere Be-
handlung besser fir Sie geeignet ist.
»  Abschwellende Erkéiltungs- oder Grippemittel, die Pseudeephedrin oder Phenyipropanol-
amin enthalten.
* Einige Arzneimittel zur Behandiung von Asthma, wie z. B. Salbutamol, Terbutalin oder
Fenoterol
= Bestimmte Antidepressiva, die als trizyklische Antidepressiva bekannt sind, oder selektive
Serotonin-Wiederaufnabhmehemmer (SSRis), von denen es eine Vielzahl gibt, wie z. B.
Amitriptylin, Cipramil, Cloripramin, Dosufepin, Doxepin, Fiuoxetin, Fluvoxamin, Imipramin,
Lofepramin, Paraxetin oder Sertralin.
»  Arzneimittel zur Behandlung von Migrane, wie Sumatriptan und Zolmitriptan.
= Arzneimittel zur Behandlung von plétzlichen, schweren allergischen Reaktionen, wie
Adrenalin (Epinephrin).
= Arzneimittel, die thren Biutdruck erhthen, wie z B Noradrenalin (Norepinephrin) und
Doparmin
»  Arzneimittel zur Behandlung von maBigen bis starken Schmerzen, wie z. B Pethidin
«  Arzneimitte! zur Behandlung von Angstzustdnden, wie z. B. Buspiron.
» Arzneimitiel, die die Blutgerinnung hemmen, wie etwa Warfarin.

Bitte informieren Sie [hren Arzt oder Apotheker, wenn Sie andere Arzneimittel einnehmen / an-
wenden bzw. vor kurzem eingenommen / angewendet haben, auch wenn es sich um nicht ver-
schretbungspflichtige Arzneimittel handelt.

Bel Anwendung von Zyvoxid zusammen mit Nahrungsmitteln und Getfrdnken

= Sie kdnnen Zyvoxid vor, wahrend oder nach einer Mahlzelt anwenden.

»  Vermeiden Sie den Genul groRer Mengen reifen Kases, Hefe- oder Sojabohnen-Extrakts
(z. B. Sojasauce) und Alkohal (besonders Bler und Wein), weil dieges Arzneimittel mit siner
als Tyramin bezeichneten Substanz, die natdrlicherweise in efnigen Nahrungsmittein vor-
handen ist, reagieren, und zu siner Erhdhung Thres Blutdrucks fuhren kann

= Wenn Sie nach dem Essen oder Trinken klopfende Kopfschmerzen versplren, wenden Sie
sich unverziiglich an [hren Arzt oder Apotheker.

Schwangerschaft und Stillzeit

Die Wirkungen von Zyvoxid bei schwangeren Frauen sind nicht bekannt Daher darfes In der
Schwangerschaft nicht angewendet werden, es sei denn, dass es hr Arzt empfohlen hat. infor-
mieren Sie thren Arzt, wenn Sie schwanger sind, glauben schwanger zu sein oder vorhaben,
schwanger zu werden

Wenn Sie mit Zyvoxid behandel werden, durfen Sie nicht stillen, da es In die Muttermilch (ber-~
geht und den Saugling schéadigen kbnnte.
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Verkehrstiichtigkeit und das Bedienen von Maschinen

Unter Zyvoxid kénnen Sie sich schwindelig fOhlen. Fahren Sie in diesem Fall kein Auto und
bedienen Sie keine Maschine. Denken Sie daran, dass thre Fahigkeif ein Kraftfahrzeug zu
lenken oder eine Maschine zu bedienen beeintréchtigt sein kann, wenn Sie sich nicht wohi-
fihien. .

Wichtige informationen Oiber bestimmte sonstige Bestandteile von Zyvoxid

Clukose

Ein Millifiter der Zyvoxid-Losung enthalt 45,7 mg Glukose (13,7 g pro Beutel) Bitte informieren
Sie Ihren Arzi oder die Krankenschwester, wenn Sie Diabetiker sind.

Natrium

Ein Milliliter der Zyvoxid-Losung enthalt 0,38 mg Natrium (114 mg pro Beutel). Bitte Informieren
Sie Ihren Arzt oder die Krankenschwester, wenn Sie eine kontrollierte natriumarme Diét ein-
haiten milssen.

3. WIE WIRD ZYVOXID VERABREICHT?

Erwachsene

Sie werden dieses Arzneimitiel von einem Arzt oder dem medizinischen Fachpersonal infundiert
{Ober elne Infusion in die Vene) bekommen

Die Standarddosis fur Erwachsenen (ab 18 Jahre) betragt 300 mi (500 mg Linezolid) zweimal
taglich direkt in das Biut (intravends) Gber einen Zeitraum von 30 bis 120 Minuten infundiert.
Wenn Sie wegen {hrer Nieren dialysepflichtig sind, missen Sie Zyvoxid nach der Dialyse er-
halten.

Eine Behandlung dauert Gblicherweise 10 bis 14 Tage. Sie kann sich Jedoch auch (ber bis zu 28
Tage erstrecken Die Sicherheit und Wirksamkett dieses Arzneimittels wurde fir Behandiungs-
zeiten Ober 28 Tage hinaus nicht nachgewiesen. ihr Arzt wird entscheiden, wie lange Sie behan-
delt werden missen.

Wiahrend Sie mit Zyvoxid behandelt werden, sollte lhr Arzt zur Kontrolle des Blutbilds thr Blut
regelmaBig untersuchen

Wenn Sie Zyvoxid Gber einen langeren Zeitraum als 28 Tage anwenden, solite thr Arzt lhre Seh-
kraft kontrollisren.

Kinder

Zur Behandiung von Kindern und Jugendlichen unter 18 Jahren wird Zyvoxid normalerweise
picht angewendet.

Wenn Sie eine gréRere Menge von Zyvoxid erhalten haben, als Sie scliten

Wenn Sie beftrchten, dass Sie zu viel Zyvoxid erhalten haben, dann Informieren Sie bitte um-
gehend [hren Arzt oder die Krankenschwester.

Wenn eine Anwendung von Zyvoxid vergessen wurde

Da Sie dieses Arzneimittel unter enger Uberwachung erhalten, ist es sehr unwahrscheinlich,
dass eine Dosis vergessen wird Wenn Sie befirchten, dass Sie eine Dosis nicht erhalten
haben, dann informieren Sie bitte umgehend thren Arzt oder die Krapkenschwester
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4. WELLCHE NEBENWIRKUNGEN SIND MOGLICH?

Wie alle Arzneimittel kann Zyvoxid Nebenwlirkungen haben, die aber nicht bel jedem auftreten
miissen

Wenn Sie bei der Bahndlung mit Zyvoxid eine der folgenden Nebenwirkungen bemerken, infor-
mieren Sie sofort Ihren Arzt, das Pflegepersonal oder den Apotheker,

» Hautreaktionen, wie eine gerstete, wunde Haut mit Hautablosungen (Dermatitis), Hautaus-
schlag, Juckreiz oder Schwellungen, hauptsachlich Im Gesieht und Nacken Hierbei kann
es sich um eine allergische Reaktion handeln und es kann notwendlg sein, dass die An-
wendung von Zyvoxid beendet werden muss

» Probleme mit thren Augen, wie z B. verschwommenes Sehen, gestories Farbsehen,
Schwierigkeiten, Detalls zu erkennen, oder wenn thr Sehfeld singeschréankt ist

= Durchfall, besonders blutiger Durchfall. Dies kann ein Anzeichen fir eine Darmentzindung
sain, die nach einer Antibiotika-Behandiung aufireten und méglicherweise zu einer Unter-
brechung der Behandiung fihran kann

s Wiederholie Ubelkeit oder Erbrechen, Bauchschmerzen oder schnelles Atmen.

Taubheit, Kribbeln oder verschwommeanes Sehen wurden von Patienten berichtet, die Zyvoxid
langer ais 28 Tage erhalien hatten Wenn Sie Sehstdrungen bei sich bemerken, missen Sie
{hren Arzt so schnell wie méglich aufsuchen.

Andere Nebenwirkungen sind:
Haufige Nebenwirkungen (die voraussichilich bei weniger als 1 von 10 Personen auftreten)
»  Pilzinfektionen (hauptséchlich der Scheiden- oder Mundschleimhaut)
»  Kopfschmerzen
= Metallischer Geschmack im Mund
» Durchfall, Ubelkell oder Erbrechen

« Veranderungen einiger Blutwerte, einschiieflich soicher, die lhre Nieren- oder Leber-
funktion betreffen, oder ihrer Biutzuckerwerie

» Unerklarliche Blutungen oder Biutergtisse durch Verinderungen in der Anzahl bestimmter
Blutzellen, was zu ainer Beeinflussung der Blutgerinnung odsr zu einer Anamie fithren kann

Gelegentliche Nebenwirkungen (die voraussichtiich bei weniger als 1 von 100 Personen
auffreten)

» Entztindungen der Schelde oder der Genitalregion bei Frauen

»  Veranderungen in der Anzahl bestimmier Blutzellen, was Ihre Infektabwehr beeinflussen
kann

« Schiafstdrungen

s Schwindel, Geflhlsstérungen wie Kribbeln oder Taubheitsgefthl

v Verschwommens Sehen

* Ohrgerausche {Tinnitus)

» Erhéhter Bluldruck, Venenentziindung

«  Vardauungsstérungen, Bauchschmerzen, Verstopfung

v Mundtrockenheit, wunde Mundschleimhaut, geschwolisne, wunde oder verfarbte Zunge
=  Hautausschlag

= Schmerzen an oder im Bereich der Stelle, an der die Infusion gegeben wurde

+ Entztindung der Venen (einschiieBlich der Stelle, an der die Infusion gegeben wurde)
»  Vermehrier Harndrang

» Fieber oder Schitttelfrost, starke Schmerzen
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' Midigkeits- oder Durstgefih!
v Entztindung der Bauchspeicheldriise
. Vermehries Schwitzen

»  Veranderungen von Eiweiflen, Saizen oder Enzymen im Blut, die Ihre Nieren- oder
Leberfunktion betreffen _

» Verminderung der Anzahl bestimmter Blutzellen zur Abwehr von Infektionen

Weitarhin wurden Einzelfélle der folgenden Nebenwirkungen beobachtet
*  Njerenversagen

* Voriibergehende ischamische Attacken (zeitweise Storung der Blutversorgung des Gehirns,
was zuU kurzzeitigen Beschwerden wie z. B. Ausfall des Sehvermdgens, Schwaichegefuhtl in
den Armen und Beinen, undeutliche Sprachs und Bewusstseinsverlust flihren kann)

» Serotonin-Syndrom (Beschwerden wie Herzrasen, Verwirttheit, verstérktes Schwitzen,
Halluzinationen, unfreiwillige Bewegungen, Schittelfrost und Zittern)

» Laktatazidose (mit Beschwerden wie wiederholte Ubelkeit und Erbrechen, Bauchschmer-
zen, schnelles Atmen)

= Schwere Hauterkrankungen
»  Krampfe
informieren Sie bitte Thren Arzt oder Apotheker, wenn sine der aufgefihiten Nebenwirkungen

Sie erheblich beeintrachtigt oder Sie Nebenwirkungen bemerken, die nicht In dieser Gebrauchs-
information angegeben sind

5. WIE IST ZYVOXID AUFZUBEWAHREN?

Das Krankenhauspersonal wird sicherstellen, dass die Zyvoxid-Lésung nicht nach dem auf dem
Beutel angegebenen Verfallsdatum verwendet wird und dass Sie es umgshend nach dam Off-
nen verabreicht bekommen. Sie werden die Lésung daritberhinaus vor der Anwendung kontroi-
lieren und nur eine klare Ldsung ohne Partikel wird zum Einsatz kommen. Weiterhin werden sie
dafur sorgen, dass die Losung bis zu ihrer Anwendung zum Schutz vor Sonnenlich in ihrer
Schachte! und Folianverpackung und for Kinder unzugénglich aufbewahrt wird

6. WEITERE INFORMATIONEN
Was Zyvoxid Infusionsibsung enthilt

»  Dar Wirkstoff heifti Linezolid. Ein Miliiliter der Losung enthélt 2 mg Linezolid.

» Die sonstigen Bestandtsile sind Glukose-Monchydrat (Ph Eur.) (eine Zuckerart), Natrium-
citrat (Ph.Eur J(E 331), wasserfreie Citronenséaure (Ph Eur ) (E 330), Sakzsaure 10 % (E
507) oder Natriumhydroxid (E 524) und Wasser fOr Injektionszwecks.

Wie Zyvoxid ausaieht und Inhalt der Packung

Bei Zyvoxid handelt es sich um eine kiare Losung in einzelinen infusionsbeuteln zu 300 mi
Lésung {600 mg Linezolid).

Packungen mit 1, 2, 5, 10, 20 oder 25 Infusionsbeuteln

E£s werden mdglicherweise nicht alle PackungsgréBen in den Verkehr gebracht
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Pharmazeutischer Unternehmer

PHARMACIA GmbH
Linkstr. 10

10785 Berin

Tel.: 030 / 550055-51000
Fex: 030/ 550054-51000

Hersteller

Fresenius Kabi Norge AS.
Svinesundveien 80,

1789 Berg | Dstiold, Halden
Norwegen

Mitvertreiber

PFIZER PHARMA GmbH
Linkstr. 10

10785 Berlin

Tel.: 030 / 550055-51000
Fax: 030 /550054-51000

Diases Arzneimittel ist in den Mitgliedsstaaten des Europdischen Wirtschaftsraumes
(EWR) unter den folgenden Bezeichnungen zugelassen:

Zyvoxi: Belgien, Dénemark, Deutschland, Estland, Finnland, Frankrelch, Griechenland, Island,
Italien, Lettland, Litauen, Luxemburg, Niederlande, Norwegen, Polen, Portugal, Slowakel,
Slowenien, Spanien, Schweden, Tschechische Republik, Osterreich, Zypern.

Zyvox: Ifand, Malta, Ungam.

Diese Gebrauchsinformation wurde zuletzt genehmigt im Oktober 2008.

palde-8v13zy-if-2
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About FDA

The Biopharmaceutics Classification System (BCS)
Guidance

purpose of the BCS Guidance;

« Expands the regulatory application of the BCS and recommends methods
for classifying drugs.

« Explains when a waiver for In vivo bicavailabillty and bioequivalence
studies may be requested based on the approach of BCS.

Goals of the BCS Guidance:

+ To Improve the efficiency of drug development and the review process by
recomimending a strategy for identifying expendable clinical
bioequivalence tests.

» To recommend a class of immediate-release (IR) solid oral dosage forms
for which bioequivalence may be assessed based on in vitro dissolution
tests.

. To recommend methods for classification according to dosage form
dissolution, along with the solubility and permeabliity characteristics of
the drug substance.

According to the BCS, drug substances are classified as follows:

Class 1 - High Permeability, High Solubility
Class II - High Permeability, Low Solubility
Class III - Low Permeability, High Solubility
Class IV - Low Permeability, Low Solubility

CLASS BOUNDARIES

» A drug substance is considered HIGHLY SOLUBLE when the highest dose
strength Is soluble in < 250 m| water over a pH range of 1 to 7.5.

. A drug substance is considered HIGHLY PERMEABLE when the extent of
absorption in humans Is determined to be > 90% of an administered
dose, based on mass-balance or in comparison to an intravenous
reference dose. |

« A drug product is considered to be RAPIDLY DISSOLVING when > 85% of
the labeled amount of drug substance dissolves within 30 minutes using
USP apparatus I or II in a volume of < 900 mi buffer solutions.

SOLUBILITY DETERMINATION
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+ pH-solubility profile of test drug in agueous media with a pH range of 1 to
7.5.

« Shake-flask or titration method.

« Analysis by a validated stability-indicating assay.

PERMEABILITY DETERMINATION

Extent of absorption in humans:

« Mass-balance pharmacokinetic studies.
« Absolute bioavailability studies.

Intestinal permeability methods:

. In vivo intestinal perfusions studles in humans.

« In vivo or In situ intestinal perfusion studies In animals.

« In vitro permeation experiments with excised human or animal intestinal
tissue,

« In vitro permeation experiments across epithelial cell monolayers.

DISSOLUTION DETERMINATION

o USP apparatus I (basket) at 100 rpm or USP apparatus 11 (paddle) at 50
rpm.

o Dissolution media (900 mi): 0.1 N HCl or simulated gastric fluid, pH 4.5
buffer, and pH 6.8 buffer or simulated intestinal fluid.

» Compare dissolution profiles of test and reference products using a
similarity factor (f,).

BCS BIOWAIVER

Rapld and similar dissolution.

High solubiiity.

High permeability.

Wide therapeutic window.

Excipients used in dosage form used previously in FDA approved IR solid
dosage forms. :

REQUEST FOR BIOWAIVERS

Data Supporting Rapid and Similar Dissolution

« A brief description of the IR products used for dissolution testing.

. Dissolution data obtained with 12 Individual units of the test and
reference products at each specified testing interval for aach individual
dosage unit. A graphic representation of the mean dissolution profiles for
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the test and reference products in the three media.
Data supporting similarity in dissolution profiles between the test and
reference products in each of the three media, using the f, metric.

Data supporting High Permeability:

For human pharmacokinetic studies, information on study design and
methods used along with the pharmacokinetic data.

For direct permeability methods, information supporting method
suitability with a description of the study method, criteria for selection of
human subjects, animals, or eplthelial cell line, drug concentrations,
description of the analytical method, method to calculate extent of
absorption or permeability, and information on efflux potential (if
approprlate).

A fist of selected model drugs along with data on the extent of absorption
in humans used to establish method suitability, permeabllity values and
class for each model drug, and a plot of the extent of absorption as a
function of permeabllity with identification of the low/high permeability
class boundary and selected internal standard.

Permeability data on the test drug substance, the internal standards,
stability information, data supporting passive transport mechanism where
appropriate, and methods used to establish high permeability of the test
drug substance.

Data supporting High Solubility:

Description of test methods (analyticat method, buffer composition).
Information on chemical structure, molecular weight, nature of drug
substance, dissoclation constants.,

Test results summarized in a table with solution pH, drug solubility,
volume to dissolve highest dose strength.

Graphical representation of mean pH-solubility profile.

For further information visit the BCS guidance_"Walver of In-vivo Bloavallabllity
and Bioeauivalence Studies for Immediate Release Solld Oral Dosage Forms

Based on a Biopharmaceutics Classification System. [PDF].
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British Pharmacopoela Volume | & Il
General Notleas

Part Il
General Notices Part 1l

The following general nofices apply to the statements made in the monographs of the British Pharmacopoeta other than
those reproduced from the European Pharmacoposla and to the statemants made In the Appendices of the British
Fharmacopoeia other than when a method, test or other matter describad in an appendix Is invoked in & monograph
reproduced from the European Phammacoposla.

Official Standards

The requirements stated in the monographs of the Pharmacopoela apply to articles that are intended for medicinal use but
hot necessarily to articles that may be sold undsr the same name for other purposes. An article intended for medicinal use
that is descrined by means of an cfficiat title must comply with the requirements of the relevant monograph. A formulated
proparation must corply throughout its assigned sheli-life (period of validity). The subject of any other monograph must
comply throughout its period of uss.

A monograph is 1o be construed in accordance with any general monograph or notice or any appendix, note or other
explanatory material that is contained in this edition and that is applicable to that monograph. Afl statements conlained in
the monogtaphs, except where a specific general nolice Indicates otherwise and with the exceptions given below,
constitute standards for the official anticles. An article is not of pharmacoposial quality unless it complies with all of the
requirements stated. This doas not imply that a manufacturer Is obliged to perform all the tests in a monograph In order 10
assess compliance with the Pharmacopoeia before release of a product. The manufacturet may assure himself that a
product is of pharmacoposial quality by other means, for example, from data derived from validation studies of the
manutacturing process, from in-process controis or from a combination of the two Paramelris releass in appropriate
drcumstances is thus not precluded by the need o compiy with the Pharmacopoeia. The general notice on Assays and
Tests indicates that analytical methods other than those describad in the Pharmacopoela may be employed tor routine
purposes.

Requiremenis in monographs have begh framed to provide appropriate limitation of potential impurities rather thanto
provide against all possible impurities. Material tound to contain an impurlty not detectable by means of the prescribed
tests ia not of pharmacopoeial quality if the nature or amount of the impurity found s incompatible with good
pharmacettical practice.

The status of any statement given under the headings Definition, Production, Characteristics, Storage, Labslling or Actlen
and use Is defined within the general notice relating to the relevant heading. in addition to any exceptions indicated by one
of the general notices raferred to above, the followlng parts of a monograph do not constitute standards: {a) a graphic or
molecular formula given at the beginning of a monograph; (b) amolecular weight; (¢) a Chemical Abstracts Service
Registry Number; (d) any information givan atthe end of a monograph concetning impurities known to be limited by that
monagraph; {¢) information in any annex to a monograph. Any stalement contalning the word 'should constitutes non-
mandatory advice or recommendation.

‘The expression 'unless otherwise justified and authorised’ means that the requirament in question has to be met, unless a
competent authority authotises a modification or exemption where justified in a particular case. The term ‘competent
authority' means the national, supranational of international body or organisation vestad with the authority for making
decislons conceming the issus in question It may, for example, ba a licensing authorlty or an officlal control laboratory.
For a formulated preparation that is the subject of monograph in the British Pharmacopogia any justified and authorised
modification to, or exemption from, the requiremants of the relevant general monograph of the Europsan Pharmacopoeia
is stated In the individual monograph. For example, the general monograph for Tablets requires that Uncoated Tablets,
except for chewable tablets, disintegrate within 15 minutes; for Calcium Lactate Tablets a time of 30 minutes is permitted.

Many of the gensral monographs for formulated preparations Include statements and requirements additional to those of
the European Pharmacopoeta that are applicable to the individual monegraphs of the British Pharmacopoela. Such
statements and requirements apply to all monographs for that dosage form included in the Pharmacoposia uniess
otherwise indicated in the individual monograph.

Where a monograph on a biological substance or preparation refers to a strain, a test, a method, a substance, stc., using
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the qualfications 'suitable’ or ‘appropriate’ without further definition in the text, the choice of such strain, fest, method,
substanae, olc.. is made in accordance with any intemational agreements of national regulations affecting the subject
concemed.

Definition of Terms

Where the lerm “about is included In a monograph or test it should be taken to msan approximately (fairly correct or
accurate; near to the actual value).

Where the term “corresponds” is included in a monograph or test # should be taken to mean similar or equivalent in
character or gquantity

Whera the term *similar” Is included in a monograph or test it should be taksn to mean alike though not necessaslly
identical.

Further qualifiers {such as numeticai acceptance criteria) for the above terms are not included in the BP. The accepiance
criteria for any Individual case is el based on the range of results obtained from known referance samples, the level of
precision of the equipment or apparatus used and the lavel of accuracy required for Ihe particular application. The uses
shaould determine the variabifity seen in his/her own laboratory and set in-house acceptance criteria that hefshe judges to
be appropriate based on the local operating conditions.

Expression of Standards

Whare the standard for the content of a substance described in a monograph is expressed in tetms of the chemical
formula for that substance an upper lmit exceeding 100% may be stated. Such an upper limit applies fo the reault of the

assay calculated in terms of the equivalent content of the spacliied chemical formula. For example, the stalement
‘contains not less than 99 .0% and not more than 101.0% of CygHy N0, HCI irnplies that the result of the assay is not
less than 99 0% and not more than 101.0%, calculated In terms of the equivalent cantent of C,gH,yNzO,,HC.

Where the result of an assay or test is required 1o be calculated with reference to the dried, anhydrous or ignited
subetance, the substance fres from a specifisd scivent or o the peptide content, the determination of foss on drying, water
contant, foss on ignition, content of the specified solvent or peptide content is carried out by the method preseribed In the
relevant test in the monograph.

Temperature
The Celsius tharmomatric scale is used In expressing temparatures.

Weights and Measures

The matric system of weights and measures is amployed; Sf Units have generally besn adopted Melrlc measures are
required to have been graduated at 20°C and all measurements involved in the analyilcal operations of the
Pharmacoposia are intended, unless otherwise stated, to be made at that temperaiure. Graduated glass apparatus used
in analytical operations shoutd comply with Class A requirements of the appropriate Internatioral Standard issued by the
international Organization for Standardization.

Atomic Weights

The atomic weighis adopted are the values given in the Table of Relative Atomic Welghts 2001 published by the
Intarnational Union of Pure and Applled Chamistry (Appendix XXV}

Constant Welght

The term 'constant weight, used in relation io the process of drying or the process of ignition, means that two consecutive
welghings do not differ by more than 0.5 mg, the sacond welghing being made after an additional period of drying or
ignition under the specitied conditions appropriate 1o the nature and quantity of the rostdua (1 hour is usually suitable).

Expression of Concentrations

The term ‘per cent’ or more usually the symbol ‘%' is used with one of four differant meanings in the expression of
concentrations according to circumstances. in order that the meaning to be attached o the expraseion in each Instance 1s
clear, the following notation is used: :

e et i haver-ae cam/han/hn2000/www. pharmaconoeia co uk/bp200%/ixbin/b... 04 06 2009




British Pharmacopoeia 2009 Online ' Seite 3 von 12

Per cent wiw {% wiw) {percentage weight in weight) expresses the number of grams of solute in 100 g of product.
Per cont wiv (% wiv) (percentage weight in volume) expresses the number of grams of salute in 100 mi of product.
Per cent viv (% viv) {percentage volume in volurme) expresses the number of millilitres of solute in 100 mi of product.
Per cent viw (% viw) (percentage volume in weight) expresses the number of miliilitres of solute in 100 g of product.

Usually the strength of solutions of solids in liquids Is expressed as percentage welght in volume, of liquids in fiquids as
percentage volume In volume and of gases in liquids as percentage weight in weight.

When the conceniration of a solution Is expressed as parts per million (p.p m.), it means welght in weight, unless
otherwise specitied

When the concentration of a solution is expressed as pars of dissolved substance in parts of the solution, it means patts
by weight (g) of a solid In parts by volume (mi) of the final salution; or parts by volume (ml) of a liquid in parts by volume
{mi) of the final solution; or parts by weight (a) of a gas In parts by weight (g) of the final solution

When the concentration of & soluiion Is exprassed in molarity designated by the symbal m preceded by a number, it
denotes the number of moles of the staled solute contalned In sufficlent Purified Water (unless otherwige stated) o
produce 1 litre of sohution.

Water Bath

The lerm ‘water bath' means a bath of bolling water, unless water at some other temperature is Indicated in the text An
afternative form of heafing may be employad providing that the required temperalure is approximately maintained but not
excoeded.

Reagents

The reagens required for the assays and tests of the Pharmacoposia are defined In appendices The descriptions set out
in the appendices do not Imply tha! the malerials are suitable for use In medicine.

Indicators

Indicators, the colouts of which change over approximately the same range of pH, may bs substituted for one another but
in the event of doubt or dispute as to the equivalence of Indicators for & patiicufar purpose, the Indicator specified in the
text is alone suthoritative.

The quantity of an indlcator sclution appropriate for use in acid-base titrations described In assays or tests is 0.1 mi
unless otherwise stated in the text.

Any solvent required In an assay ot testin which an indicatot is specified is previously neutrafised lo the indicator, unfess
a blank test is prescribed

Caution Statements

A number of matetials described in the monographs and some of the reagents specified for use In the assays and tesls of
the Pharmacopoeia may be injurious to heaith uniess adequate precautions are taken. The principles of good laboratory
practice and the provisions of any appropriate regulations such as those [ssued in the United Kingdom in accordance with
the Health and Safety at Work eic. Act 1974 should be observed et all times in carrying out the assays and tests of the
Pharmagoposia.

Attantion Is drawn to particular hazards in certaln monographs by means of an italicised statement; the absence of such a
statemnant should not however be taken to mean that no hazard exists

Titles

Subsldiary titles, where inciuded, have the same significance as the maln titles . An abbreviated title congtructed in
accordance with the directions given In Appendix XXI A has the same significance as the main tifle.

Tiles that are detived by the sultable Inversion of words of a main or subsidiary tile, with the addition of a preposition if
appropriate, are also official titles. Thus, the following are all official titles: Aspirin Tablets, Tablets of Asplrin; Ginger
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Tincture, Theture of Ginger; Atropine Injection, injection of Atropine.

A title of a formulated preparation that includes the full nonproprietary name of the active ingredient or ingredients, where
ihis is not included in the title of the monograph, Is also an offical title. For example, the title Promethazine Hydrachloride
Oral Solution has the same significance as Promethazine Oral Solution and the title Brompheniramine Maleate Tablets
has the same significance as Brompheniramine Tablets

Where the English itie at the head of a monograph in the European Phatmacopoeia is different fram that at the head of
the text incorporated inlo the British Pharmacopoela, an Approved Synonym has been declared In accordance with
section 65(8) of the Medicines Act 1868. The titles and subsidiary titles, if any, are thus official fitles. A cumulative list of
such Approved Synonyms Is provided in Appendix XXi B.

Whate the names of pharmacopoeial substances, preparations and other materials occur in the text they are printed with
capital initial fetters and this indicates that materials of Pharmacopoetal qualily must be ussd, Words in the text that name
a reagent of other material, a physical characieristic or a process that is described or defined In an appendix are printad in
italic type, for example, methanol, absorbance, gas chromatography, and these imply compitance with the requirements
specifled in the appropriate appendix.

Chemical Formulae

When the chemicat composttion of an official substance is known or generaliy accepted, the graphic and molecular
formulae, the molecular weight and the Chemical Abstracts Sarvice Registry Number are normally given at the beginning
of the monograph for information. Thia information refers lo the chemically pure substance and is not to be regarded as an
indication of the purity of the official material. Elsewhere, in statements of standards of purity and strength and in
descriptions of processes of assay, it s evident from the contexi that the formulae denote the chermically pure substances.

Where the absolute stereochemical configuration is specified, the Intemational Union of Pure and Applied Chemistry
(IWUPAC) A/S and E/Z systems of designation have been used. If the substance is an enartiomer of unknown ahsolute
stereschemistry the sign of the optical ratation, as determined in the solvent and under the conditions specified In the
monograph, has been attached to the systematic name. An indication of sign of rotation hes also been glven where this is
incorporated in a trivial name that appears on an IUPAG preferred list.

All amino aclds, except glycine, have the Lconflguration unless otherwise indicated . The three-letter and one-letter
symbols used for amine acids in peptide and prolein sequences are those recommended by the Joint Commisglon on
Riochemical Nomenclature of the Internationat Union of Pure and Applied Chemistry and the International Union of
Biochemistry.

In the graphic formulae the foliowing abbreviations are used:

Me  -CH, But..  CH(CHCH,CHy
Et ~CH,CH, Bub-  CHiCH,CH,CH,
pr ~CH{CH4), Bt-  C{CHg)y

pn ~CH,CH,CHy Ph-  CgHg

B ~CH,CH(CH,), Ac-  COGCH,

Definition

Statements given under the heading Definition constitute an ofiicial definfiion of the substance, preparation or other article
that Is the subject of the monograph. They constitute instructions ot requirements and are mandatory in nature

Certain medicinal or pharmaceutical substances and other articles are defined by reference to a particular method of
manufacture. A statemnent that a substance or article Is prepared or obtained by a cerain method constitutes pant of the
official definition and implies that other methods are not permitted. A statement thal a substance may be prepared or
obtained by a certain methed, however, indlcates that this is one possible method and does not (mply that other methods
are proscribed.

Additional statements concerning the definition of formulated preparations are given in the genetal notice on Manufacture
of Formulated Preparations,
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Production

Statemants glven under the heading Production draw attention to particular aspects of the manufacturing process but are
riot necessarily comprehensive. They constitute mandatory instructions to manufacturers. They may refate, for example, to
source malerials, to the manufacturing process itself and its validation and contral, to In-process testing or to testing that is
to be carriad out by the manufacturer on the finat product {bulk material or dosage form) either on selected batches or on
each batch prior 1o release. These stalements cannot nacessarily be verified on a sample of the final product by an
independent analyst. The competent authority may establish that the Ingtructions have been followed, for example, by
examination of data recelved from the manufacturer, by inspection or by testing appropriate samples

The absence of a section on Production does not imply that attention to features such as those referred to above is not
required. A substance, preparation or article described in & monograph of the Pharmacopoeia s to be manufactured in
accordance with the principles of good manufacturing pracfice and in accordance with relevan! Intemnational agreements
and supranational and national regulations goveming medicinal products,

Whete in the section under the heading Production a monograph on a vaccine defines the characteristics of the vaceine
straln to be used, any tes! methads given for confirming these characteristics are provided as examples of suitable
methods, The use of these methods is not mandalory

Additionel statements conceming the produstion of formulated preparations are given in the general notice on
Manutacture of Formulated Preparations

Manufacture of Formulated Preparations

Attention Is drawn to the need to ohserve adeguate hygienic precautions in the preparation and dispensing of
pharmacsutical formufations. The ptinciples of good pharmaceutical manufacturing practice should be observed

The Detinition in certain monographs for pharmaceutical preparations is given In terms of the principal ingredients only
Any Ingredient, other than those included in the Definition, must comply with the general notice on Excipients and the
product must conform with the Phamnacopoelel requirements

The Definition ins other monographs for pharmaceutical preparations is preserted as a full formula. No deviation from the
stetad formula is permitted except those allowed by the general notices on Colouring Agents and Antimicrobial
Preservatives Where additionally directions are given under the heading Exiemporanecus Preparation these are Intended
for the exterporanecus preparation of relatively smail quantities for shori-term supply and use When so prepared, no
deviation from the stated directions is permiited. ¥f, however, suich a pharmaceutical preparation is manufactured on a
larger scaie with the intention thal it may ba stored, doviations from the stated directions are permitted provided that the
final product meets the following criteria:

(1) compliance with alf of the raquirements stated in the monograph;

{2) retention of the essential chatacteristics of the preparation made strictly in accordance with the directions of the
Pharmacopogla.

Monographe for yel othar pharmaceutical preparations include both a Dafinition in terms of the principal ingredients and,
under the side-heading Extemporaneous Preparation, a full formula together with, In some cases, dirsctions for their
preparation Such fufl formulae and directions are Intended for the extemporaneous preparation of reletivaly small
quantities for short-term supply and use. When so prapared, no deviation from the stated formula and directions is
permitted |, howeaver, such & pharmaceutical praparation is manufactursd on a larger scale with the intention that it may
be stored, deviations from the formuta and directions stated under the heading Extemporaneous Preparation are permitted
provided that any ingredient, other than those included in the Definition, complies with the general notice on Excipients
and that tha final product meets the following criterlea:

{1) accordance with the Definition staled in the monograph;
{2) compliance with all of the requirements stated in the monograph;

{3) retention of the essential characteristics of lhe preparation made striclly in accordance with the formula and directions
of the Pharmacoposia.

In the manufaciure of any official preparation on a farge scale with the intention that it should be stored, in addition to

bt ra T hermirdi hauar.aa ramfhan/hn?MN0/www nharmacanoeia co uk/hn2009/4xhin/b. . 04.06.2009




British Pharmacopoeia 2009 Online Seite 6 von 12

following any Instruction under the haading Production, it is necessary o ascerain that the product is satisfactory with
respect to its physical and chemical slability and its state of preservation over the claimed shelf-ife This appliss
irrespective of whether the formula of the Pharmacopoela and any instructions given under the heading Extemporaneous
Preparation are followed precisely or modified. Provided that the preparation has been shown 1o be stable In other
raspects, deterioration due to microbial contamination may be inhibited by the incorporation of a sultable antimicrobial
preservative. In such circumstances the label states appropriate storage conditions, the date after which the product
should not be used and the identity and cancentration of the antimicrobial preservative

Freshly and Recently Prepared

The direction, given under the heading Extemporanecus Preparation, that a preparation must be freshly prepared
indicates that it must be made not more than 24 hours before it is issued jor use. The direction that a preparation should
be recently prepared Indicates that deferioration is fikely if the preparation is stored for onger than about 4 weeks at 15°C
to 25°C.

Methods of Sterilisation

The methods of sterliisation used in preparing the sterlle materials dascribed in the Pharmacopoeta are given in Appendix
XV For aqueous preparations, steam sterilisation (heating in an autoclave) Is the method of choice wherever it Is known
to be suitable. Any methad of sterilisation must be validated with respect fa both the assurance of sterflity and the integrity
of the product and to ensure that the final product complies with the requirements of the manograph.

Water

The term water used without qualification in formulae for formulated preparations means either potable water freshiy
drawn direct from the public supply and sultable for diinking or freshly bolled and cooled Pusified Water. The latter should
be used If the public supply ls from a local storage tank or if the potabls water is unsuitable for a particular preparation.

Excipients

Where an excipient for which there s a pharmacoposial monograph Is used In preparing an official preparaiion it shall
comply with that menograph. Any substance added in preparing an officlat preparation shall be innocuous, shall have no
adverse influence on ihe therapeutic efficacy of the active ingredients and shall not interfere with the assays and tests of
the Pharmacopoeia. Particufar care should be taken to ensure that such subslances are free from hammful organisms

Colourlﬁg Agents

i in a monograph for a formulated preparation defined by maans of & full formula a specific colouring agent or agents is
prascribed, suitable alternatives approved In the country concerned may be substituted

Antimicrobial Preservatives

When the term "suitable antimicroblal preservative' is used it is implisd that the preparation concerned will be effectively
preserved according to the appropriate criteria applied and Interpreted as described in the test for efficacy of artimicroblal
preservation {Appendix XV1 C). In certain monographs for formulated preparations definad by means of a full formula, a
specific antimicrobial agent or agents may be prescribed; suitable alternatives may be substituied provided that their
identity and concentration are stated on the label.

Characteristics

Statements given under the heading Charactefistics are not to be Interpreted in & stict sense and are not fo be regarded
as official requirements. Statements on taste are provided only in cases where this property is a guide 1o the acceptability
cf the material {for example, a material used primarily for flavouring). The status of staternsnts on solubility is given in the
general notice on Solubility

Solubility Statements on solubility given under the heading Characteristics are Intended as information on the
epproximate solubillty at a temperature between 1 5°C and 25°C, unless otherwise stated, and are not to be considered as
officlal requirements.

Statements given under headings such as Solubility in sthanol express exact requirements and constitute part of the
standards for the substances under which they cccur
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The following 1able indicates the meanings of the terms used In statements of approximate solubilities.

Descriptive term Approximate volume of sclvent in millflitres per gram of solute
very soluble less than 1

freely soluble from 11010

soluble from 10 to 30

sparingly soluble from 30 to 100

slightly soluble from 100 to 1000

very slightly soluble from 1000 to 10 000

practically ingoluble mote than 10 000

The term ‘parily saluble’ is used to describe a mixiure of which only some of the components dissolve.

identification

The tests describad o referred 1o undsr the heading Identification are not necessarily sufficient to establish absolute proof
of identity. They provide a means of verifying that the identity of the material being examined Is In accordance with the
label on the container.

Unless otherwise prescribed, Identification tests are carried out ata temperalure batwsen 15°C and 25°C.

Reference spectra  Where a monagraph refers to an infeared reference spactrum, this spectrum is provided in a
separale section of the Pharmacoposla. A sample spectrum is considered to be concardant with 4 refersnce spectrum If
the transmission minima (absorption maxima) of the principal bands in the sample correspond in position, relative
intensities and shape to those of the reference. Instrumentation software may be used to calculate concordance with a
previousty recorded reference spectium.

When tests for Infrared absorption are applied o material extracted from formulated preparations, strict concordance with
the specified reference spectrum may not always be possible, but nevertheless a close resemblance between the
spectrum of the extracted materia) and the specified reference spectrum should be achieved.

Assays and Tests

The assays and lests deacribed are the officlal methods upon which the standards of the Pharmacopoeia depend The
analyst Is not precluded from employing alternative methods, including methods of micro-analysis, In any assay or test if it
is known that the method used will give a result of squivalent accuracy. Local referehce materials may be used for routine
analysis, provided that these are calibrated against the official reforence materials In the evenl of doubt or dispute, the
methods of analysis, the reference materfals and the reference spactra of the Pharmacopoeia are alone authoritative,

Where the solvent used for a solution is not named, the sotvent is Purifled Water.
Unloss otherwise prascribed, the assays and tests are cartied outala temperature between 15°C and 25°C.

Atemperature In a test for Loss on drying, where no temperature range is glven, implies a range of +2°C about the stated
valus.

Visual comparative tests, unlass othemwlise prascribed, are carried out using identical tubes of colouriess, transparent,
noutral glass with a flat base The volumes of fiquid prescribed are for use with tubes 16 mm in internal diamedter; tubes
with a larger intemnal diameter may be used but the volums of fiquid examined must be Increased so that the depth of
liquid in the tubes is not less than that obtained when the prescribed volume of fiquid and tubes 16 mm in internal diameter
are used Equal volumes of the liquids to be compared are exarmined down the vertical axis of the tubes against a white
backgreund or, If necessary, against a black background. The examination is carried out in diffuse light.

Where a direction is given that an analytical operation is o be carried ot ‘in subdued light’, precautions should be taken 1o
avoid expasure to direst sunlight or other strong light, Where a direction is given that an analytical operation is to be
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carrled out ‘protected from light', precautions should be taken to exciude actinic fight by the use of low-actinic glassware,
working In a dark room or similar procedures

For preparations other than those of fixed strength, the quartity to be taken for ah assay or lest Is usually expressed in
tarms of the aclive ingredient. This means that the quantity of the active ingredlert expectad to be present and the
quantity of the preparation to be taken are cakeulated from the strength stated on the label.

In assays the approximate quantity to be faken for oxamination is indicated but the quantity actually used must not deviate
by more than 10% from that stated. The quantity laken is accurately weighed or measured and the result of the assay is
caloulated from this exact quantity Reagents are measured and the procedures are carried ous with an accuracy
commensurate with the degree of pracision impiled by the standard stated for the assay.

In tests the stated quantity to be taken for examination must be used uniess any divergsnce can be laken Into account in
conducting the test and calculating the result The quantity taken is accurately welghed or measured with the dagree of
precision implled by the standard or, where the standard is not stated numerically (for example, in tests for Clanty and
colour of solution), with the degres of precision tmplied by the number of significant figures stated. Reagents are
measured and the pracedures are carried out with an accuracy commensurate with thia degree of pracision

The limits stated in monographs are based on data obtained in normal analytical practice; they take account of normal
analylica errors, of acceptable variations in manufacture and of delerloration o an extent considered acceptable. No
further tolsrances are to be applied to the limits prescribed to determine whether the article being examined complies with
the requirements of the monograph.

tn determining compliance with a numerical limit, the caloulated result of a test or assay is first rounded to the number of
signilicant figures stated, unless otherwlse prascribed. The last figure is increased by 1 when the part rejected Is equal to
or exceeds one half-unit, whereas it is not modiffed when the part rejected is less than a half-unit.

In certaln tests, the concentration of impurity is given in parentheses either as a percentage of in parts per million by
weight (ppm). in chromatographic tests such concentrations are stated ag a percentage lmespective of the fimit. In other
tests they are usually stated in ppm unless the limit exceeds 50C ppm. In those chromatographic tests in which a
secondary spot or peak in a chromatogram obtained with & solution of the substance being examined is described as
corresponding to a named impurity and ts comparad with & spot or peak in a chromatogram oblained with a reference
solution of the same impurity, the percentage given In parentheses indlcates the limit for that impurity. In thase
chromategraphic tests in which a spot or peak In & chromatogram obtained with a solution of the substance being
axamined ie described in terms other than as corresponding to a named impurity (commonly, for example, as any (cther}
sacondary spot of peak) but is compared with a spot or peak in a chromatogram obtalned with & reference solution of a
named impurity, the percentage glven in parentheses indicates an impurity limit expressed in terms of a hominal
concantration of the named Impurity In chromatographic tests in which a comparison is made belween gpots or peaks in
chromatograms obtained with sofutions of different concentrations of the substance being examined, the perceniage given
in parantheses indicates an impurity limit exprossad in terms of a nominal concentration of the medicinal substance itself.
In some monographs, In particutar those for certain formulated preparations, the Impurity imTt is axpressed in terms of a
nominal concentration of the active molety rather than of the medicinal substance itself. Where necessary for clarification
the terms in which the limit is expressed are stated within the monograph.

In all cases where an impurity limit is given in parentheses, the figures given are approximations for Information only,
conformity with the requirements is determined on the basis of compliance or otherwise with the stated test.

The use of a proprietary designation to identify a material used In an assay or test doss not imply that another equally
suitable material may not be used

Biological Assays and Tests

Methods of assay described as Suggesied methods are not obligatory, but when ancther method is used ils precision
must be not less than that required for the Stggested mathod.

Far ihose antiblotics for which the monograph specifies a microbiological assay the potency requirement is expressed in
the monograph in International Units (IU) per milligram. The materiat is not of pharmacopoeial quality if the upper fiductal
fimit of arror is less than the stated polency For such antibiotics the required precision of the assay is slated in the
monograph in terms of the fiducial limits of error about the estimated potency.

For other subslances and preparations for which the monograph specifies a biological assay, unless otherwise stated, the
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precision of the assay is such that the fiduclal limits of error, expressed as a percentage of the estimated potency, are
within a range not wider than that obtained by muliplying by a fastor of 10 the square roots of the limits given in the
monograph for the fiducial limits of error about the stated potency.

in ol cases fiducial limits of error are based on a probability of 95% (P = G 95).

Whara the biological assay is belng used to ascertain the purily of the materiat, the stated petency means the potency
stated on the label in terms of International Units (iU} or other Units per gram, per miligrarn or per millllitre When na such
statement appears on the label, the stated potency means the fixed or minimum potency required in the monograph. This
interpretation of stated potency applies in all cases excep! where the monograph specifically directs otherwise.

Where the biological assay is being used to determine the total activity in the container, the staled polency means the total
number of International Units (IU) or other Units stated on: the label or, if no such statement appears, the total activity
calculated in accordance with the instructions in the monograph.

Wherever possible the primary standard used in an assay or test is the respective International Standard or Reference
Preparation established by the World Health Organization for International use and the blological actvity Is expressed in
Intemational Units {ILF).

in other casas, where Units are referred to In an assay or test, thas Unit for a particular substance or preparation is, for the
United Kingdom, the specific biological activity contained In such an amount of the respective primary standard as the
appropriate interational or national organisation indicates. The necessary information is provided with the primary
standard.

Unless otherwise diracted, animals used in an assay or a test are healthy animals, drawn from a uniform sfock, that have
not previously been treated with any material that wifl interfere with the assay or test. Unless otherwise stated, guinea-pigs
welgh not less than 250 g or, when used in systemic toxicily tests, not less than 350 g When used in skin tests they are
white or light coloured., Unless otherwise stated, mice weigh not tesa than 17 g and not morg than 22 g.

Certain of the biological assays and tasts of the Pharmacepoeia are such that in the United Kingdom they may be carried
out only In accordance with the Animals (Scientific Proceduras) Act 1986 Instructions included in such assays and tests in
the Pharmacoposia, with respect to the handfing of animals, are thersfore confined to those concemned with the accuracy
and reproducibility of the agsay or test.

Reference Substances and Reference Preparations

Cetlain monographs require the use of a reference substance, a reference preparation or a reference spectrum. These
are chosen with regard to their infended tse as prescribed in the monographs of the Pharmacopoeia and are not
necassarily suitable in other circumstances.

Any Informalion nacessary for proper use of the reference substance of reference preparation is given on the labet or in
the accompanying leaftet or brochure. Where no drying conditions are stated in the leafiet or on the label, the substance Is
1o ba used as received No certificate of analysis or other data not refevant to the prescribed use of the product ars
provided The products are guaranieed to be suilable for use for a period of three months from dispalch when stored
under tha appropriate conditions. The stablity of the contents of opened containers cannot be guaranteed. The current lot
is fisted in the BP Laboratory website catalogue Additional information is provided In Supplementary Ghapter [l E.

Chemical Referance Substances  The abbreviation BPCRS indicates a Chemical Reference Substance established by
the British Pharmacoposia Commission. The abbreviation CRS or EPCRS indicates a Chemical Reference Substance
established by the Eurepean Pharmacopoeia Commission. Some Chomical Reference Substances are used for the
microbialogical assay of antibiotics and their activity is stated, in Imemational Units, on the labe! or on the accompanying
teaflet and defined In the same manner as for Biological Reference Preparations

Biological Reference Preparations  The majority af the primary biologicat reference preparations referred to are the
appropriate internatlonal Standards and Reference Preparations establiished by the World Health Organisation. Because
these reference materals are usually available only in limited quantities, the European Pharmacoposia has established
Biological Reference Preparations (indicated by the abbreviation BRFP or EPBRP) where appropriate. Where applicable,
the potency of the Biologicatl Reference Preparations is expressed in international Units. For some Biologlcal Reference
Preparations, where an international standard or reference proparation doas not exist, the potency Is expressed in
European Pharmacopoeia Units.
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Storage

Statements under the side-heading Storage constitute non-mandatory advice The substances and preparations described
in the Pharmacoposia are to be stored under conditions that prevent contamination and, as far as possible, deterioration.
Unless otherwise stated in the monograph, the substances and preparations described in the Pharmacopoeia are kept in
well-tlosed containers and stored at a temperature not exceeding 25°. Precautions that should be taken In relation to the
offects of the atmosphere, molsture, heat and light are indicated, where appropriate, in the monographs. Further
precautions may be necessary when some materials are stored in tropical climates or under other severe conditions.

The expression 'protected from moisture’ means that the product is to be storad in an alttight container. Care is to be
taken when the contalner Is opened in a damp almosphere. A low moisture content may be maintained, if necessary, by
the use of a desiccant in the contalnar provided that direct contact with the product is avoided.

The expression ‘protected from light' means that the product is to be stared either in a container made of a matertal that
absorbs actinic light sufficiently to protect the contents trom change induged by such light or In a contalner enclosed in an
outer cover that provides such protaction or stored In a place from which all such lght is excluded.

The expression 'tamper-evident container' means a closed container fitied with a device that reveals irreversibly whether
the cortainer has been opened, whereas, the expression 'tamper-procf container' means a closed container in which
access 10 the contents Is prevented under normal conditions of uge. The two terms are conslde:ed to be synonymous by
the European Pharmacopoeia Cemmission

Labelling

The labeliing requirements of the Pharmacopoela are not comprehensive, and the pravisions of regulations issued In
accordance with the raguirements of the tersitory in which the medicinal product Is to be used should be met

Licensed medicines intended for use within the United Kingdom must comply with the requirements of the Medicines Act
1968 and EU Directive 2001/83/EC, Titls V {as amendad) in respect of thair labelling and package leaflets, together with
those regulations for the labelling of hazardous materials.

Best practice guidance on the labelling and packeging of medicines for use In the United Kingdom advisas that cerfain
items of information are deemed critical for the safe use of the medicine (see MHRA Guidance Note No. 25: Best Practice
Guidance on Labelling and Packaging of Medicines). Further information and guidance on the labelling of medicinal
products can be found tn Supplementary Chapler | G.

Such matters as the exact form of wording to ba used and whether a particular item of information should appeat on the
primary label and additionally, or altiematively, on the package or exceptionally In & lzafiet are, in genaral, outslde the
scope of the Pharmacopoeia. When the term abel is used In Labelfling staterments of the Pharmacopoela, decisions as ta
where the particular statement should appear should therefore be made In accordance with relevant lagislation.

The label of every official formulated preparation other than those of fixed strength also states the content of the active
ingredient or ingredients exptessed in the terms required by the monograph. Whare the content of active Ingredient is
requlred to be expressed in terms other than the welght of the official medicinal substance used in making the formulation,
this Is specifically stated under the heading Laballing. Unless otherwise stated in the monograph, the content of the aciive
ingrediant is expressed in terms of the offictal medicinal substance used in making the formulation.

These requirements do not necessarily apply to unlicensed preparations supplied In accordance with a prescription. For
requirements for unficensed medicines see the general monograph on Unlicensed Medicines.

Actlon and Use

The statornents given under this heading in monographs are Intended only as informatlon on the principal pharmacological
actions or the uses of the materials In medicine or pharmacy. Il should not be assumed that the substance has no other
action or use. The statements are not Intanded to be binding on prescribers or to limit their discretion.

Crude Drugs; Traditional Herbal and Complementary Medicines

Herbal and complementary medicines are classed as madicines under European Directive 2001/83/EC as amended It is
emphasised that, although requirements for the qualily of the material are provided in the monograph to assist the
registration scheme by the UK Licensing Authorily, the British Pharmacoposla Commission has not assessed the safety or
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efficacy of the material In traditional use

Monograph Title  For fradilional herbal medicines, the monograph title is & combination of the established Engilsh name
logether with a description of use Menographs for the material that has not been procassed (tha herbal drug} and the
processad materal (the herbal drug preparation) are published where possible. To distinguish between the two, the word
'Processed is included in the refevant monograph title. The acronym THM s used in the title to indicate 'Traditional
Herbal Medicine'. This refers to the general use of the material that has not been processed. Where the acronym THMP'
is used, this indicates the use of the processed herb in a ‘Traditional Herbal Medicinal Product’.

Definltion  Under the heading Definition, the botanical name together with any synonym is given Where appropriate, for
material that has not baen processed, information on the collection/harvesting and/or treatment/drying of the whole herbal
drug may be given For processed matertals, the method of processing, where appropriats, will normally be givenina
separate section.

Characteristics References Yo odour are includad onty where this is highly characteristic. Refersnces {0 taste are not
included.

Control methods  Whare applicabls, the cortro! methods to bé used in monographs are:
(a) macroscopical and microscopical deecriptions and chemical/chromatographic tests for identificatton
(b} tests for absence of any related Spe&es
{c)} microbial test to assure microbial guality

(c) tests for inorganic impurities and non-specific purity tests, including extractive tests, sulphated ash and heavy
metals where appropriate

(e) test for Loss on drying or Water

{f) wheraver possible, a method for assaying the active constituent{s) or suitable marker constituent(s).

The macroscopical characteristics include those features that can be seen by the unalded eye or by the use of a hand
lans. When two spacies/subspacies of the same plant are inctuded in the Definition, individual differences batween the two
are indicated where possible.

The description of the micrascopical characteristics of the powderad drug includes information on the dominant or the
most specific characters Where itis considered to be an ald to identification, lustrations of the powdered drug may be
provided.

The following aspects are controlled by the general monograph for Herbai Drugs, that is, they are required to be free from
moulds, insects, decay, animal matter and anlmal excreta. Unless otherwise presoribed the amount of foreign matter is not
more than 2% wiw. Microbial contamination should be mintmal.

In determining the content of the active principle{s) or the suitable marker principle(s) measurements are made with
refersnce to the dried or anhydrous herbal drug In the tests for Acid-inscluble ash, Ash, Extractive solubie in athanol,
Loss on drying, Sulphated ash, Water, Water-soluble ash and Water-soluble extractlve of herbal drugs, the calculations
are made with reference to the herbal drug that has not been specifically dried unless otherwise prescribed In the
monograph.

Homoeopathic Medicines

Horoeopathic medicines are classed as medicings under European Directive 200 1/B8/EC as amended. it is emphasised
that, although requirements for the quality of the material are provided in the monograph lo assist the simplified
registration scheme by the UK Licensing Authority, the British Pharmacopoeia Comimission has not assessed the safety or
efficacy of the malerial in use.

The statetnents under Crude Drugs; Traditionat Herbal and Complementary Medicines are also applicable to
homoeapathic stocks and mother tinclures.

Specific BP monographs for homosopathic medicines only apply to homoeopathic stocks and mother tinclures. These
monographs also include general statements on the methods of preparation of homosopathic stocks and mother tinctures
Specifications have not been set for final homeopathic products due to the high dilution used in their preparation and the
subsequenl diffiouity in applying analyfical methodology.
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Idertification tests rely predominantly on macroscopical description and thin-layer chromatography Tests for foreign
matter are Included when there Is the hazard of contamination.

Unlicensed Medicines

The General Monograph for Unlicensed Medicines applies to those farmulations used in human medicing that are
prepared under a manufacturing specials licance or prepared extemporaneously under the supervision of a pharmacist,
whether or not there is a published monograph for the specliic dosage form

An article intanded for medicinal use that is described by means of &n official title must comply with the requirements of
the relevant monograph. A formulated preparation must comply throughout ifs assigned shalf-life {period of validity}. The
subjgct of any other monograph must comply throughout iis periad of use.

Unlicensed medicines that are prepared under & manufacturing specials licence comply with the requirements of the
general monograph and, where applicabls, the requirements of the individual monograph for the specific dosage form.

Unlicensed medicines prepared extemporaneously under the supervision of a pharmacist comply with the requirements of
the general monograph and, whera applicable, the requirements of the individual monograph for the specitic dosage form
While it is expected that extemporaneous preparetions will demoristrate pharmacopoeial compliance when tested, it Is
racognised that it right not be practicable to carry out the pharmacopoelal tests routinely on such formutations. In the
event of doubt or disputa, the methods of analysis, the reference materials and the reference spectra of the
Pharmacopceia are alone authoriiative.
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