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Filgrastimi solutio iniectabilis ...
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	2.2.46. Chromatographic separation techniques(1)
	INTRODUCTION
	DEFINITIONS
	Chromatogram
	Distribution constant (K0)
	Dwell volume (D) (also referred to as VD)
	Hold-up time (tM)
	Hold-up volume (VM)
	Peak
	Peak-to-valley ratio (p/v)
	Plate height (H) (synonym: Height equivalent to one theoretical plate (HETP))
	Plate number (N) (synonym: Number of theoretical plates)
	Reduced plate height (h)
	Relative retardation (Rrel)
	Relative retention (r)
	Relative retention, unadjusted (rG)
	Resolution (Rs)
	Retardation factor (RF)
	Retention factor (k)
	Retention time (tR)
	Retention volume (VR)
	Retention time of an unretained compound (t0)
	Retention volume of an unretained compound (V0)
	Separation factor (α)
	Signal-to-noise ratio (S/N)
	Symmetry factor (As)
	System repeatability
	Total mobile phase time (tt)
	Total mobile phase volume (Vt)

	SYSTEM SUITABILITY
	System repeatability – assay of an active substance or an excipient
	System sensitivity
	Peak symmetry

	ADJUSTMENT OF CHROMATOGRAPHIC CONDITIONS
	THIN-LAYER CHROMATOGRAPHY
	LIQUID CHROMATOGRAPHY: ISOCRATIC ELUTION
	Column parameters and flow rate
	Mobile phase
	Detector wavelength: no adjustment permitted.
	Injection volume: when the column dimensions are changed, the following equation may be used for adjusting the injection volume:

	LIQUID CHROMATOGRAPHY: GRADIENT ELUTION
	Column parameters and flow rate
	Mobile phase
	Dwell volume
	Detector wavelength: no adjustment permitted.
	Injection volume: when the column dimensions are changed, the following equation may be used for adjusting the injection volume:

	GAS CHROMATOGRAPHY
	Column parameters
	Flow rate:€±€50€per cent.
	Injection volume and split ratio: may be varied provided the system suitability criteria remain within their established acceptability limits. When the injection volume is decreased or the split ratio is increased, special attention is given to (limit of)
	Injection port temperature and transfer-line temperature in static head-space conditions:€±€10€°C, provided no decomposition or condensation occurs.


	QUANTITATION
	External standard method
	Internal standard method
	Normalisation procedure

	OTHER CONSIDERATIONS
	Detector response
	Interfering peaks
	Measurement of peaks
	Reporting threshold
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	toc
	2.6.12. Microbiological examination of non-sterile products: microbial enumeration tests(1)
	1. INTRODUCTION
	2. GENERAL PROCEDURES
	3. ENUMERATION METHODS
	4. GROWTH PROMOTION TEST, SUITABILITY OF THE COUNTING METHOD and negative controls
	4-1. GENERAL CONSIDERATIONS
	4-2. PREPARATION OF TEST STRAINS
	4-3. NEGATIVE CONTROL
	4-4. GROWTH PROMOTION OF THE MEDIA
	4-5. SUITABILITY OF THE COUNTING METHOD IN THE PRESENCE OF PRODUCT
	4-5-1. Preparation of the sample. The method for sample preparation depends upon the physical characteristics of the product to be tested. If none of the procedures described below can be demonstrated to be satisfactory, an alternative procedure must be d
	4-5-2. Inoculation and dilution. Add to the sample prepared as described above (4-5-1) and to a control (with no test material included) a sufficient volume of the microbial suspension to obtain an inoculum of not more than 100€CFU. The volume of the susp
	4-5-3. Neutralisation/removal of antimicrobial activity. The number of micro-organisms recovered from the prepared sample diluted as described in 4-5-2 and incubated following the procedure described in 4-5-4, is compared to the number of micro-organisms 
	4-5-4. Recovery of micro-organism in the presence of product. For each of the micro-organisms listed, separate tests are performed. Only micro-organisms of the added test strain are counted.

	4-6. RESULTS AND INTERPRETATION

	5. TESTING OF PRODUCTS
	5-1. AMOUNT USED FOR THE TEST
	5-2. EXAMINATION OF THE PRODUCT
	5-2-1. Membrane filtration
	5-2-2. Plate-count methods
	5-2-3. Most-probable-number method

	5-3. INTERPRETATION OF THE RESULTS




	11b-30100-E
	toc
	3.1.14. Materials based on plasticised poly(vinyl chloride) for containers for aqueous solutions for intravenous infusion
	DEFINITION
	PRODUCTION
	Vinyl chloride. Head-space gas chromatography (2.2.28).
	Additives

	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S1. Place 5.0€g of the material to be examined in a combustion flask. Add 30€mL of sulfuric acid€R and heat until a black, syrupy mass is obtained. Cool and add carefully 10€mL of strong hydrogen peroxide solution€R. Heat gently. Allow to cool an
	Solution€S2. Place 25€g of the material to be examined in a borosilicate-glass flask. Add 500€mL of water€R and cover the neck of the flask with a borosilicate-glass beaker. Heat in an autoclave at 121€±€2€°C for 20€min. Allow to cool, decant the solution
	Appearance of solution€S2. Solution€S2 is clear (2.2.1) and colourless (2.2.2, Method€II).
	Acidity or alkalinity. To 100€mL of solution€S2 add 0.15€mL of BRP indicator solution€R. Not more than 1.5€mL of 0.01€M sodium hydroxide is required to change the colour of the indicator to blue. To 100€mL of solution€S2 add 0.2€mL of methyl orange soluti
	Absorbance (2.2.25). Evaporate 100.0€mL of solution€S2 to dryness. Dissolve the residue in 5.0€mL of hexane€R. From 250€nm to 310€nm the absorbance is not greater than 0.25.
	Reducing substances. Carry out the test within 4€h of preparation of solution€S2. To 20.0€mL of solution€S2 add 1€mL of dilute sulfuric acid€R and 20.0€mL of 0.002€M potassium permanganate. Boil under a reflux condenser for 3€min and cool immediately. Add
	Primary aromatic amines: maximum 20€ppm.
	Plastic additive€01. Gas chromatography (2.2.28) coupled with mass spectrometry (2.2.43).
	Plastic additive€03. Wash precipitate€B2 obtained during the identification and contained in the tared sintered-glass filter (40) (2.1.2) with anhydrous ethanol€R. Dry to constant mass over diphosphorus pentoxide€R and weigh the filter. The residue weighs
	Plastic additives 04 and 05. Thin-layer chromatography (2.2.27).
	Barium: maximum 5€ppm.
	Cadmium: maximum 0.6€ppm.
	Calcium: maximum 0.07€per cent.
	Tin: maximum 20€ppm.
	Zinc: maximum 0.2€per cent.
	Heavy metals (2.4.8): maximum 50€ppm.
	Water extractable substances: maximum 0.3€per cent.

	ASSAY
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	4.1.1. Reagents
	Bis-tris methane. C8H19NO5. (Mr€209.2). 1222600. [6976-37-0]. 2-[Bis(2-hydroxyethyl)amino]-2-(hydroxymethyl)propane-1,3-diol. 
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	5.22. Names of herbal drugs used in traditional Chinese medicine
	This general chapter is published for information.
	For transparency, this general chapter provides cross-references to the Chinese names in pinyin and in sinograms for herbal drugs used in traditional Chinese medicine for which a monograph is published in the Ph.€Eur.
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	5.31. Phage therapy medicinal products
	This general chapter is published for information.
	1. DEFINITION
	2. PRODUCTION
	2-1. General provisions
	2-2. Bacterial cell bankS
	Identification. The identity is confirmed using a suitable method.
	Microbial purity. The absence of microbial contaminants is determined by plating or any other suitable method.
	Viability. The number of viable cells is determined by a plate count or any other suitable viable cell count method.
	Phage sensitivity. The susceptibility of the strain to the phage therapy active substance is demonstrated using a plaque assay or any other suitable method.
	Absence of detrimental phages. The absence of phage particles that could be detrimental to the quality of PTMPs is confirmed.

	2-3. PHAGE SEED LOTS
	Identification. The phage seed lot is identified by a suitable method.
	Microbial purity. The absence of microbial contaminants is demonstrated by a suitable method.
	Phage purity. The absence of extrinsic phage contaminants is confirmed by a suitable method; however, as intrinsic phages may be unavoidable when using clinical isolates for production, their presence may in this case be justified and authorised when cont
	Potency. The infectious phage titre is determined by a plaque assay or any other suitable method.

	2-4. Production and purification
	Identification. The identity of the phage is confirmed using a suitable method.
	Potency. The infectious phage titre is determined by a plaque assay (expressed in PFU/mL or PFU/mg) or any other suitable method.
	Microbiological examination (2.6.12). The purified harvest complies with the established specification.
	Residual reagents. Based on risk analysis, tests for residues of reagents used during production and posing safety concerns are carried out on the purified harvest.
	Host-cell impurities and contaminants. Contaminants and other potentially toxic substances derived from the host cells (e.g. endo- and exotoxins, host-cell proteins, host-cell DNA, temperate phages) are absent or within the established specifications.

	2-5. Final lot
	Appearance. It complies with the established specification.
	Identification. The identity of each phage is verified using a suitable method.
	Potency. The infectious phage titre of each phage is determined by a plaque assay (expressed in PFU/mL or PFU/mg) or other suitable method and complies with the established specification for the particular preparation.
	Microbiological quality. Sterile PTMPs comply with the test for sterility (2.6.1). For non-sterile PTMPs, the microbiological quality is determined using a suitable method and complies with the established specification for the particular preparation.
	Pyrogenicity. If applicable, the final lot complies with a suitable test for pyrogenicity and with the limit approved for the particular product.
	Water content (2.5.12 or 2.5.32). Solid PTMPs comply with the limit approved for the particular product.
	pH (2.2.3). Liquid PTMPs comply with the limit approved for the particular product.

	2-6. Adapted product

	3. LABELLING
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	Allergen products
	Producta allergenica
	DEFINITION
	PRODUCTION
	SOURCE MATERIALS
	MANUFACTURING PROCESS
	IN-HOUSE REFERENCE PREPARATION
	Characterisation of the in-house reference preparation. The extent of characterisation of the IHRP depends on the source material, knowledge of the allergenic components and availability of suitable reagents, as well as the intended use. The characterised


	IDENTIFICATION
	TESTS
	Water (2.5.12 or 2.5.32) or loss on drying (2.2.32): maximum 5€per cent for freeze-dried products. In the case of oral lyophilisates, the water content may be higher than 5€per cent, where justified and authorised.
	Sterility (2.6.1). Allergen products presented as parenteral preparations, eye preparations, preparations for inhalation or preparations for skin testing comply with the test.
	Microbial contamination. For non-sterile allergen products, recommendations are provided in general chapter 5.1.4. Microbiological quality of non-sterile pharmaceutical preparations and substances for pharmaceutical use.
	Protein content (2.5.33): 80€per cent to 120€per cent of the stated content, unless otherwise justified and authorised. If the biological potency can be determined, the protein content is within 50€per cent to 150€per cent of the stated content. When the 
	Protein profile. The protein profile determined by suitable methods corresponds to that of the IHRP. The presence of relevant allergen components is verified, where possible. The choice of relevant allergen components to be tested for must be justified.
	Aluminium (2.5.13): 80€per cent to 120€per cent of the stated amount unless otherwise justified and authorised but in any case not more than 1.25€mg per human€dose, when aluminium hydroxide or aluminium phosphate is used as adsorbent.
	Calcium (2.5.14): 80€per cent to 120€per cent of the stated amount when calcium phosphate is used as adsorbent.
	Allergen profile. Relevant allergenic components are identified by means of suitable techniques using allergen-specific human or animal antibodies.
	Total allergenic activity: 50€per cent to 150€per cent of the stated amount as assayed by inhibition of the binding capacity of specific immunoglobulin€E antibodies or a suitable equivalent in vitro method.
	Individual allergens: 50€per cent to 200€per cent of the stated amount of each relevant allergen component, determined by a suitable method. This determination is performed using a Ph.€Eur. analytical procedure, when available.

	STORAGE
	LABELLING
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	Eye preparations
	Ophthalmica
	DEFINITION
	PRODUCTION
	TESTS
	Sterility (2.6.1). Eye preparations comply with the test.

	STORAGE
	LABELLING
	DEFINITION
	TESTS
	Particulate contamination: sub-visible particles (2.9.53). Unless otherwise justified and authorised, eye drops specifically intended for use in surgical procedures, as a first-aid treatment or for the treatment of the injured eye comply with the followin
	Particulate contamination: visible particles (2.9.20). Eye drops examined under suitable conditions of visibility are practically free from visible particles.
	Particle size. Unless otherwise justified and authorised, eye drops that are suspensions comply with the following test.

	LABELLING
	DEFINITION
	TESTS
	Particulate contamination: sub-visible particles (2.9.53). Unless otherwise justified and authorised, eye lotions specifically intended for use in surgical procedures, as a first-aid treatment and for the treatment of the injured eye comply with the follo
	Particulate contamination: visible particles (2.9.20). Eye lotions examined under suitable conditions of visibility are practically free from visible particles.

	LABELLING
	DEFINITION
	TESTS
	Uniformity of dosage€units (2.9.40). Powders for eye drops and eye lotions supplied in single-dose containers comply with the test or, where justified and authorised, with the tests for uniformity of content and/or uniformity of mass shown below. Herbal d
	Uniformity of content (2.9.6). Unless otherwise prescribed or justified and authorised, powders for eye drops and eye lotions supplied in single-dose containers and having a content of active substance of less than 2€mg or less than 2€per cent of the tota
	Uniformity of mass (2.9.5). Powders for eye drops and eye lotions supplied in single-dose containers comply with the test. If the test for uniformity of content is prescribed for all the active substances, the test for uniformity of mass is not required.

	DEFINITION
	TESTS
	Particle size. Semi-solid eye preparations containing dispersed solid particles comply with the following test.

	LABELLING
	DEFINITION
	TESTS
	Uniformity of dosage€units (2.9.40). Ophthalmic inserts comply with the test or, where justified and authorised, with the test for uniformity of content shown below. Herbal drugs and herbal drug preparations present in the dosage form are not subject to t
	Uniformity of content (2.9.6). Ophthalmic inserts comply, where applicable, with the requirements under Test€A.
	Release of active substance(s). A suitable test is carried out to demonstrate the appropriate release of the active substance(s).

	LABELLING

	Preparations for irrigation
	Praeparationes ad irrigationem
	DEFINITION
	PRODUCTION
	TESTS
	Particulate contamination: visible particles (2.9.20). Preparations for irrigation, examined under suitable conditions of visibility, are practically free from visible particles.
	Sterility (2.6.1). Preparations for irrigation comply with the test.
	Bacterial endotoxins (2.6.14): less than 0.5€IU/mL.
	Pyrogens (2.6.8). Preparations for which a validated test for bacterial endotoxins cannot be carried out comply with the test for pyrogens. Inject per kilogram of the rabbit's mass 10€mL of the preparation, unless otherwise justified and authorised.

	LABELLING
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	Ioflupane (123I) injection
	Ioflupani (123I) solutio iniectabilis
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): 4.2 to 5.2.
	Ethanol and acetaldehyde. Gas chromatography (2.2.28).
	Sterility. It complies with the test for sterility prescribed in the monograph Radiopharmaceutical preparations (0125). The preparation may be released for use before completion of the test.
	RADIONUCLIDIC PURITY
	Iodine-123: minimum 99.7€per cent of the total radioactivity.

	RADIOCHEMICAL PURITY
	[123I]Ioflupane. Liquid chromatography (2.2.29).


	RADIOACTIVITY
	IMPURITIES
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	Black cohosh
	Cimicifugae rhizoma
	DEFINITION
	IDENTIFICATION
	TESTS
	Loss on drying (2.2.32): maximum 12€per cent, determined on 1.000€g of the powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Foreign matter (2.8.2): maximum 5€per cent.
	Total ash (2.4.16): maximum 10€per cent.
	Ash insoluble in hydrochloric acid (2.8.1): maximum 5€per cent.
	Actaea podocarpa DC., A. cimicifuga€L. or A. dahurica (Turcz. ex Fisch. & C.A.Mey.) Franch. High-performance thin-layer chromatography (2.8.25).
	ASSAY


	Cassia oil
	Cinnamomi cassiae aetheroleum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Relative density (2.2.5): 1.052 to 1.070.
	Refractive index (2.2.6): 1.600 to 1.614.
	Optical rotation (2.2.7): − 1° to + 1°.
	Chromatographic profile. Gas chromatography (2.2.28): use the normalisation procedure.

	STORAGE

	Cinnamon bark oil, Ceylon
	Cinnamomi zeylanici corticis aetheroleum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Relative density (2.2.5): 1.000 to 1.030.
	Refractive index (2.2.6): 1.572 to 1.591.
	Optical rotation (2.2.7): − 2° to + 1°.
	Chromatographic profile. Gas chromatography (2.2.28): use the normalisation procedure.

	STORAGE

	Clematis rhizome and root
	Clematidis rhizoma et radix
	DEFINITION
	IDENTIFICATION
	TESTS
	Aristolochia manshuriensis Kom. and other species of Aristolochia. Examine the powdered herbal drug (355) (2.9.12) under a microscope using chloral hydrate solution€R; no cluster crystals are visible.
	Loss on drying (2.2.32): maximum 15.0€per cent, determined on 2.000€g of the powdered herbal drug (250) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 10.0€per cent.
	Ash insoluble in hydrochloric acid (2.8.1): maximum 4.0€per cent.

	ASSAY

	Hedge mustard
	Sisymbrii officinalis herba
	DEFINITION
	IDENTIFICATION
	TESTS
	Loss on drying (2.2.32): maximum 12.0€per cent, determined on 1.000€g of the powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 10.0€per cent.

	ASSAY

	Loquat leaf
	Eriobotryae folium
	DEFINITION
	IDENTIFICATION
	TESTS
	Ursolic acid and oleanolic acid. High-performance thin-layer chromatography (2.8.25).
	Loss on drying (2.2.32): maximum 13.0€per cent, determined on 1.000€g of the powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 9.0€per cent.
	Extractable matter: minimum 18.0€per cent.


	Mate leaf
	Mate folium
	DEFINITION
	IDENTIFICATION
	TESTS
	Loss on drying (2.2.32): maximum 8.0€per cent, determined on 1.000€g of the powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C.
	Total ash (2.4.16): maximum 8.0€per cent.

	ASSAY

	Meadowsweet
	Filipendulae ulmariae herba
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Foreign matter (2.8.2): maximum 5.0€per cent of stems with a diameter greater than 5€mm and maximum 2.0€per cent of other foreign matter.
	Loss on drying (2.2.32): maximum 12.0€per cent, determined on 1.000€g of the powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 7.0€per cent.

	ASSAY
	Essential oil (2.8.12). Use 50.0€g of the cut herbal drug, a 1000€mL flask, 300€mL of dilute hydrochloric acid€R as the distillation liquid, and 0.5€mL of xylene€R in the graduated tube. Distil at a rate of 2-3€mL/min for 2€h.


	Sesame Seed
	Sesami semen
	DEFINITION
	IDENTIFICATION
	TESTS
	Foreign matter (2.8.2). Carry out the determination on 10€g.
	Loss on drying (2.2.32): maximum 5.0€per cent, determined on 1.000€g by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 7.0€per cent, determined on the powdered herbal drug.
	Extractable matter: minimum 45.0€per cent.

	ASSAY

	Valerian dry aqueous extract
	Valerianae extractum aquosum siccum
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Loss on drying (2.8.17): maximum 6.0€per cent.

	ASSAY

	Valerian dry hydroalcoholic extract
	Valerianae extractum hydroalcoholicum siccum
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Water (2.5.12): maximum 5.0€per cent, determined on 0.5€g.

	ASSAY

	Valerian root
	Valerianae radix
	DEFINITION
	IDENTIFICATION
	TESTS
	Foreign matter (2.8.2): maximum 5€per cent of stem bases and maximum 2€per cent of other foreign matter.
	Loss on drying (2.2.32): maximum 12.0€per cent, determined on 1.000€g of well-homogenised powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 12.0€per cent.
	Ash insoluble in hydrochloric acid (2.8.1): maximum 5.0€per cent.

	ASSAY
	Essential oil (2.8.12). Use 40.0€g of freshly powdered herbal drug (500) (2.9.12), a 2000€mL flask, 500€mL of water€R as the distillation liquid and 0.50€mL of 1,2,4-trimethylbenzene€R in the graduated tube. Distil at a rate of 3-4€mL/min for 4€h.
	Sesquiterpenic acids. Liquid chromatography (2.2.29).


	Valerian root, cut
	Valerianae radix minutata
	DEFINITION
	IDENTIFICATION
	TESTS
	Foreign matter (2.8.2): maximum 5€per cent of stem bases and maximum 2€per cent of other foreign matter, determined on the herbal drug prior to cutting.
	Loss on drying (2.2.32): maximum 12.0€per cent, determined on 1.000€g of well-homogenised powdered herbal drug (355) (2.9.12) by drying in an oven at 105€°C for 2€h.
	Total ash (2.4.16): maximum 12.0€per cent.
	Ash insoluble in hydrochloric acid (2.8.1): maximum 5.0€per cent.

	ASSAY
	Essential oil (2.8.12). Use 40.0€g of freshly powdered herbal drug (500) (2.9.12), a 2000€mL flask, 500€mL of water€R as the distillation liquid and 0.50€mL of 1,2,4-trimethylbenzene€R in the graduated tube. Distil at a rate of 3-4€mL/min for 4€h.
	Sesquiterpenic acids. Liquid chromatography (2.2.29).


	Valerian tincture
	Valerianae tinctura
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Ethanol (2.9.10): 95€per cent to 105€per cent of the quantity stated on the label.

	ASSAY
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	Crocus for homoeopathic preparations(1)
	Croci sativi stigma ad praeparationes homoeopathicas
	DEFINITION
	IDENTIFICATION
	TESTS
	Foreign matter. Examine the herbal drug under a microscope. No parts with rough walls, no crystals and no pollen grains with 3€germinal pores are present.
	Loss on drying (2.2.32): maximum 13.0€per cent, determined on 0.200€g by drying in an oven at 105€°C.
	Total ash (2.4.16): maximum 7.0€per cent, determined on the residue obtained in the test for loss on drying.

	The mother tincture complies with the requirements of the general monograph Mother tinctures for homoeopathic preparations (2029).
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Relative density (2.2.5): 0.835 to€0.855 when method€1.1.8 is used.
	Ethanol (2.9.10): 75€per cent€V/V to 85€per cent€V/V when method€1.1.10 is used.
	Dry residue (2.8.16): minimum 2.5€per cent (when method€1.1.8 is used); minimum 3.5€per cent (when method€1.1.10 is used).
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	Alfacalcidol
	Alfacalcidolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29): use the normalisation procedure. Carry out the test as rapidly as possible, avoiding exposure to light and air, and prepare the solutions immediately before use.

	ASSAY
	STORAGE
	IMPURITIES

	Aluminium phosphate gel
	Aluminii phosphatis liquamen
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 2.00€g in dilute hydrochloric acid€R and dilute to 100€mL with the same acid.
	pH (2.2.3): 6.0 to 8.0.
	Peroxides: maximum 150€ppm, expressed as hydrogen peroxide.
	Chlorides (2.4.4): maximum 500€ppm.
	Soluble phosphates: maximum 0.5€per cent, expressed as€PO4.
	Sulfates (2.4.13): maximum 0.2€per cent.
	Soluble aluminium: maximum 50€ppm.
	Acid neutralising capacity. Add 2.0€g to 30€mL of 0.1€M hydrochloric acid previously heated to 37€°C and maintain at 37€°C for 15€min while stirring. The pH (2.2.3) of the mixture after 15€min at 37€°C is 2.0€to€2.5.
	Residue on ignition: 19.0€per cent to 23.0€per cent.
	Microbial contamination

	ASSAY
	STORAGE

	Aluminium phosphate hydrate
	Aluminii phosphas hydricus
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 2.00€g in dilute hydrochloric acid€R and dilute to 100€mL with the same acid.
	Appearance of solution. Solution€S is clear (2.2.1) and colourless (2.2.2, Method€II).
	pH (2.2.3): 5.5 to 7.2.
	Chlorides (2.4.4): maximum 1.3€per cent.
	Soluble phosphates: maximum 1.0€per cent, calculated as PO43-.
	Sulfates (2.4.13): maximum 0.6€per cent.
	Loss on ignition. 10.0€per cent to 20.0€per cent, determined on 1.000€g at 800€±€50€°C.
	Neutralising capacity. Add 0.50€g to 30€mL of 0.1€M hydrochloric acid previously heated to 37€°C and maintain at this temperature for 15€min while stirring. The pH€(2.2.3) of the mixture after 15€min at 37€°C is 2.0 to 2.5.

	ASSAY
	STORAGE

	Atorvastatin calcium
	Atorvastatinum calcicum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Enantiomeric purity. Liquid chromatography (2.2.29). Store the solutions protected from light in amber flasks.
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use and protect them from light.
	Sodium (2.4.20): maximum 0.4€per cent (anhydrous substance).
	Water (2.5.12): maximum 6.0€per cent, determined on 0.130€g.

	ASSAY
	STORAGE
	IMPURITIES
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	Bromperidol
	Bromperidolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. The solution is clear (2.2.1) and not more intensely coloured than reference solution€Y7 (2.2.2, Method€II).
	Related substances. Liquid chromatography (2.2.29).
	Loss on drying (2.2.32): maximum 0.5€per cent, determined on 1.000€g by drying in an oven at 105€°C.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g in a platinum crucible.

	ASSAY
	STORAGE
	IMPURITIES
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	Calcifediol monohydrate
	Calcifediolum monohydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29): use the normalisation procedure. Carry out the test as rapidly as possible, avoiding exposure to actinic light and air.
	Water (2.5.32): 3.8€per cent to 5.0€per cent, determined on 10.0€mg by direct introduction of the sample.

	ASSAY
	STORAGE
	IMPURITIES

	Calcipotriol
	Calcipotriolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances
	Loss on drying: maximum 1.0€per cent, determined on 5€mg by thermogravimetry (2.2.34). Heat to 105€°C at a rate of 10€°C/min and maintain at 105€°C for 60€min.

	ASSAY
	STORAGE
	IMPURITIES
	Test€A for related substances: A, G, H, I.
	Test€B for related substances: B, C, D, E, F.


	Calcipotriol monohydrate
	Calcipotriolum monohydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances
	Water (2.5.12): 3.3€per cent to 5.0€per cent, determined on 0.100€g.

	ASSAY
	STORAGE
	IMPURITIES
	Test€A for related substances: A, G, H, I.
	Test€B for related substances: B, C, D, E, F.


	Calcitriol
	Calcitriolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29): use the normalisation procedure. Carry out the test as rapidly as possible, avoiding exposure to actinic light and air.

	ASSAY
	STORAGE
	IMPURITIES

	Calcium acetate
	Calcii acetas
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 5.0€g in carbon dioxide-free water€R and dilute to 50.0€mL with the same solvent.
	Appearance of solution. Solution€S is clear (2.2.1) and colourless (2.2.2, Method€II).
	pH (2.2.3): 7.2 to 8.2.
	Readily oxidisable substances. Dissolve 2.0€g in boiling water€R and dilute to 100€mL with boiling water€R. Add a few glass beads, 6€mL of 5€M sulfuric acid€R and 0.3€mL of a 3.2€g/L solution of potassium permanganate€R. Mix, boil gently for 5€min and all
	Chlorides, nitrates, sulfates. Liquid chromatography (2.2.29).
	Fluorides: maximum 50€ppm.
	Aluminium (2.4.17): maximum 1€ppm, if intended for use in the manufacture of peritoneal dialysis solutions, haemofiltration solutions or haemodialysis solutions.
	Iron (2.4.9): maximum 20€ppm, if intended for use in the manufacture of parenteral preparations or haemodialysis solutions.
	Magnesium: maximum 500€ppm.
	Potassium: maximum 500€ppm, if intended for use in the manufacture of parenteral preparations or haemodialysis solutions.
	Sodium: maximum 500€ppm, if intended for use in the manufacture of parenteral preparations or haemodialysis solutions.
	Strontium: maximum 500€ppm, if intended for use in the manufacture of parenteral preparations or haemodialysis solutions.
	Water (2.5.12): maximum 7.0€per cent, determined on 0.100€g. Add 2€mL of anhydrous acetic acid€R to the titration vessel in addition to the methanol. Clean the titration vessel after each determination.

	ASSAY
	STORAGE
	LABELLING

	Calcium glycerophosphate
	Calcii glycerophosphas
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 1.5€g at room temperature in carbon dioxide-free water€R prepared from distilled water€R and dilute to 150€mL with the same solvent.
	Appearance of solution. Solution€S is not more opalescent than reference suspension€III (2.2.1).
	Acidity or alkalinity. To 100€mL of solution€S add 0.1€mL of phenolphthalein solution€R. Not more than 1.5€mL of 0.1€M hydrochloric acid or 0.5€mL of 0.1€M sodium hydroxide is required to change the colour of the indicator.
	Citric acid. Shake 5.0€g with 20€mL of carbon dioxide-free water€R and filter. To the filtrate add 0.15€mL of sulfuric acid€R and filter again. To the filtrate add 5€mL of mercuric sulfate solution€R and heat to boiling. Add 0.5€mL of a 3.2€g/L solution o
	Glycerol and ethanol (96€per cent)-soluble substances: maximum 0.5€per cent.
	Chlorides (2.4.4): maximum 500€ppm.
	Phosphates (2.4.11): maximum 400€ppm.
	Sulfates (2.4.13): maximum 0.1€per cent, determined on solution€S.
	Iron (2.4.9): maximum 50€ppm, determined on 0.20€g.
	Loss on drying (2.2.32): maximum 12.0€per cent, determined on 1.000€g by drying in an oven at 150€°C for 4€h.

	ASSAY

	Candesartan cilexetil
	Candesartanum cilexetili
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Water (2.5.32): maximum 0.3€per cent, determined on 60.0€mg.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES

	Chitosan hydrochloride
	Chitosani hydrochloridum
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 1.0€g in 100€mL of water€R and stir vigorously for 20€min with a mechanical stirrer.
	Appearance of solution. Solution€S is not more opalescent than reference suspension€II (2.2.1) and not more intensely coloured than reference solution€BY5 (2.2.2, Method€II).
	Matter insoluble in water: maximum 0.5€per cent.
	pH (2.2.3): 4.0 to 6.0 for solution€S.
	Viscosity (2.2.10): 80€per cent to 120€per cent of the value stated on the label, determined on solution€S.
	Degree of deacetylation
	Chlorides: 10.0€per cent to 20.0€per cent.
	Loss on drying (2.2.32): maximum 10€per cent, determined on 1.000€g by drying in an oven at 105€°C.
	Sulfated ash (2.4.14): maximum 1.0€per cent, determined on 1.0€g.

	STORAGE
	LABELLING

	Chloroquine phosphate
	Chloroquini phosphas
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 2.5€g in carbon dioxide-free water€R and dilute to 25€mL with the same solvent.
	Appearance of solution. Solution€S is clear (2.2.1) and not more intensely coloured than reference solution€BY5 or GY5 (2.2.2, Method€II).
	pH (2.2.3): 3.8 to 4.3 for solution€S.
	Related substances. Liquid chromatography (2.2.29).
	Loss on drying (2.2.32): maximum 2.0€per cent, determined on 1.000€g by drying in an oven at 105€°C.

	ASSAY
	STORAGE
	IMPURITIES

	Chloroxylenol
	Chloroxylenolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29).
	Tetrachloroethylene. Gas chromatography (2.2.28). Prepare the solutions immediately before use.
	Iron (2.4.20): maximum 50€ppm.
	Water (2.5.12): maximum 0.5€per cent, determined on 1.00€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES

	Cholecalciferol
	Cholecalciferolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Specific optical rotation (2.2.7): +€105 to +€112, determined within 30€min of preparing the solution.
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use, avoiding exposure to actinic light and air.

	ASSAY
	STORAGE
	IMPURITIES

	Ciprofibrate
	Ciprofibratum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. The solution is clear (2.2.1) and not more intensely coloured than reference solution€BY4 (2.2.2, Method€II).
	Related substances. Liquid chromatography (2.2.29).
	Chlorides (2.4.4): maximum 350€ppm.
	Water (2.5.12): maximum 0.5€per cent, determined on 1.000€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES

	Coconut oil, refined
	Cocois oleum raffinatum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Melting point (2.2.15): 23€°C to 26€°C.
	Acid value (2.5.1): maximum 0.5, determined on 20.0€g.
	Peroxide value (2.5.5, Method€A): maximum 5.0.
	Unsaponifiable matter (2.5.7): maximum 1.0€per cent, determined on 5.0€g.
	Alkaline impurities (2.4.19). It complies with the test.
	Composition of fatty acids (2.4.22, Method€B). Refined coconut oil is melted under gentle heating to a homogeneous liquid prior to sampling.
	Water (2.5.32): maximum 0.1€per cent, determined on 1.00€g.

	STORAGE

	Colchicine
	Colchicinum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 0.10€g in carbon dioxide-free water€R and dilute to 20€mL with the same solvent.
	Appearance of solution. Solution€S is clear (2.2.1) and not more intensely coloured than reference solution€GY3 (2.2.2, Method€II).
	Acidity or alkalinity. To 10€mL of solution€S add 0.1€mL of bromothymol blue solution€R1. Either the solution does not change colour or it becomes green. Not more than 0.1€mL of 0.01€M sodium hydroxide is required to change the colour of the indicator to 
	Specific optical rotation (2.2.7): − 250 to − 235 (anhydrous substance).
	Impurity€F: maximum 0.2€per cent.
	Related substances. Liquid chromatography (2.2.29).
	Ethyl acetate (2.4.24): maximum 6.0€per cent€m/m.
	Water (2.5.12): maximum 2.0€per cent, determined on 0.500€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 0.5€g.

	ASSAY
	STORAGE
	LABELLING
	IMPURITIES



	29-D-E
	toc
	Dabigatran etexilate mesilate
	Dabigatrani etexilati mesilas
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29).
	Impurity€D. Gas chromatography (2.2.28) coupled with mass spectrometry (2.2.43). Prepare the test solution immediately before use.
	Water (2.5.12): maximum 0.8€per cent, determined on 2.00€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent determined on 2.0€g.

	ASSAY
	IMPURITIES

	Deferasirox
	Deferasiroxum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29). Use only colourless glassware. Store the solutions at 2-8€°C.
	Impurity€F. Liquid chromatography (2.2.29). Protect the solutions from light.
	Water (2.5.12): maximum 0.5€per cent, determined on 1.00€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES

	Deferasirox dispersible tablets
	Deferasiroxi compressi dispergibiles
	DEFINITION
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29). Use only colourless glassware.
	Dissolution(1) (2.9.3, Apparatus€2).

	ASSAY
	STORAGE
	IMPURITIES



	30-E-E
	toc
	Ergocalciferol
	Ergocalciferolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Specific optical rotation (2.2.7): +€103 to +€107.
	Reducing substances. Dissolve 0.1€g in aldehyde-free alcohol€R and dilute to 10.0€mL with the same solvent. Add 0.5€mL of a 5€g/L solution of tetrazolium blue€R in aldehyde-free alcohol€R and 0.5€mL of dilute tetramethylammonium hydroxide solution€R. Allo
	Impurity€B. Liquid chromatography (2.2.29). Prepare the solutions immediately before use, avoiding exposure to actinic light and air.
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use, avoiding exposure to actinic light and air.

	ASSAY
	STORAGE
	LABELLING
	IMPURITIES

	Ethylcellulose(1)
	Ethylcellulosum
	DEFINITION
	♦CHARACTERS
	IDENTIFICATION
	TESTS
	Acidity or alkalinity. To 0.5€g add 25€mL of carbon dioxide-free water€R and shake for 15€min. Filter through a sintered-glass filter (40) (2.1.2). To 10€mL of the solution add 0.1€mL of phenolphthalein solution€R and 0.5€mL of 0.01€M sodium hydroxide. Th
	Viscosity (2.2.9): 80.0€per cent to 120.0€per cent of that stated on the label for a nominal viscosity greater than 6€mPa·s; 75.0€per cent to 140.0€per cent of that stated on the label for a nominal viscosity not greater than 6€mPa·s.
	Acetaldehyde: maximum 100€ppm.
	Chlorides (2.4.4): maximum 0.1€per cent.
	Loss on drying (2.2.32): maximum 3.0€per cent, determined on 1.000€g by drying in an oven at 105€°C for 2€h.
	Sulfated ash (2.4.14): maximum 0.5€per cent, determined on 1.0€g.

	ASSAY
	LABELLING
	◊FUNCTIONALITY-RELATED CHARACTERISTICS
	Viscosity (see Tests).
	Degree of substitution (see Assay).

	The following characteristics may be relevant for ethylcellulose used as matrix former in modified-release solid dosage forms.
	Viscosity (see Tests).
	Degree of substitution (see Assay).
	Molecular mass distribution (2.2.30).
	Particle-size distribution (2.9.31 or 2.9.38).
	Powder flow (2.9.36).◊


	Etravirine
	Etravirinum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29).
	Water (2.5.12): maximum 0.5€per cent, determined on 0.300€g. Use as the solvent a mixture of 4€volumes of dimethylformamide€R and 6€volumes of anhydrous methanol€R.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES



	32-G-E
	toc
	Golimumab concentrated solution
	Golimumabi solutio concentrata
	DEFINITION
	PRODUCTION
	Host-cell-derived proteins (2.6.34). The limit is approved by the competent authority.
	Host-cell- and vector-derived DNA (2.6.35). The limit is approved by the competent authority.
	Residual Protein A. The limit is approved by the competent authority.
	Glycan analysis. Use a suitable procedure developed according to general chapter 2.2.59. Glycan analysis of glycoproteins, section 2-3:
	Charged variants. Capillary electrophoresis (2.2.47).

	CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): as approved by the competent authority.
	Deamidation analysis. Proceed as described for peptide mapping, with the following modifications.
	Related proteins. Capillary electrophoresis (2.2.47) under both reducing and non-reducing conditions.
	Impurities with molecular masses differing from that of golimumab. Size-exclusion chromatography (2.2.30): use the normalisation procedure.

	ASSAY
	Protein (2.5.33, Method€1).
	Potency. The potency of golimumab is determined by comparison of dilutions of the test preparation with dilutions of golimumab

	STORAGE
	LABELLING



	33-H-E
	toc
	Hydroxypropylcellulose(1)
	Hydroxypropylcellulosum
	DEFINITION
	♦CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): 5.0 to 8.0.
	♦Viscosity (2.2.10): 75 per cent to 140 per cent of the value stated on the label.
	Silica: maximum 0.6€per cent.
	Loss on drying (2.2.32): maximum 5.0€per cent, determined on 1.000€g by drying in an oven at 105€°C for 4€h.
	Sulfated ash (2.4.14): maximum 0.8€per cent, determined on 1.0€g using a platinum crucible.

	ASSAY
	♦LABELLING
	◊FUNCTIONALITY-RELATED CHARACTERISTICS
	Viscosity (see Tests).
	Degree of substitution (see Assay).
	Viscosity (see Tests).
	Degree of substitution (see Assay).
	Molecular mass distribution (2.2.30).
	Particle-size distribution (2.9.31 or 2.9.38).
	Powder flow (2.9.36).◊




	34-I-E
	toc
	Irbesartan
	Irbesartanum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. The solution is clear (2.2.1) and not more intensely coloured than reference solution€B7 (2.2.2, Method€II).
	Impurity€B. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Related substances. Liquid chromatography (2.2.29).
	Water (2.5.12): maximum 0.5€per cent, determined on 1.00€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES



	36-K-E
	toc
	Ketoprofen
	Ketoprofenum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. The solution is clear (2.2.1) and not more intensely coloured than reference solution€Y6 (2.2.2, Method€II).
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Loss on drying (2.2.32): maximum 0.5€per cent, determined on 1.000€g by drying at 60€°C at a pressure not exceeding 0.67€kPa.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES



	37-L-E
	toc
	Losartan potassium
	Losartanum kalicum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Loss on drying (2.2.32): maximum 0.5€per cent, determined on 1.000€g by drying in an oven at 105€°C.

	ASSAY
	STORAGE
	IMPURITIES



	38-M-E
	toc
	Mercaptopurine monohydrate
	Mercaptopurinum monohydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Water (2.5.12): 10.0€per cent to 12.0€per cent, determined on 0.160€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES

	Methotrexate
	Methotrexatum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29).
	Enantiomeric purity. Liquid chromatography (2.2.29).
	Water (2.5.12): maximum 13.0€per cent, determined on 0.10€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES

	Montelukast sodium
	Montelukastum natricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Enantiomeric purity. Liquid chromatography (2.2.29). Carry out the test protected from light. Prepare the solutions in amber glass flasks.
	Related substances. Liquid chromatography (2.2.29): use the normalisation procedure. Carry out the test protected from light. Prepare the solutions in amber glass flasks.
	Water (2.5.12): maximum 4.0€per cent, determined on 0.300€g.

	ASSAY
	STORAGE
	IMPURITIES

	Morantel hydrogen tartrate for veterinary use
	Moranteli hydrogenotartras ad usum veterinarium
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 0.25€g in carbon dioxide-free water€R and dilute to 25.0€mL with the same solvent.
	Appearance of solution. Solution€S is clear (2.2.1) and not more intensely coloured than reference solution€GY6 or Y6 (2.2.2, Method€II).
	pH (2.2.3): 3.3 to€3.9 for solution€S.
	Related substances. Liquid chromatography (2.2.29). Carry out the test protected from light.
	Loss on drying (2.2.32): maximum 1.5€per cent, determined on 1.000€g by drying in an oven at 105€°C.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES



	39-N-E
	toc
	Nonoxinol 9
	Nonoxinolum 9
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Acidity or alkalinity. Boil 1.0€g with 20€mL of carbon dioxide-free water€R for 1€min, with constant stirring. Cool and filter. To 10€mL of the filtrate, add 0.05€mL of bromothymol blue solution€R1. Not more than 0.5€mL of 0.01€M hydrochloric acid or 0.01
	Hydroxyl value (2.5.3, Method€A): 84 to 94. Calculate the hydroxyl value using the following expression:
	Cloud point: 52€°C to 58€°C.
	Ethylene oxide and dioxan (2.4.25): maximum 1€ppm of ethylene oxide and maximum 10€ppm of dioxan.
	Water (2.5.12): maximum 0.5€per cent, determined on 2.00€g.
	Total ash (2.4.16): maximum 0.4€per cent, determined on 1.0€g.

	STORAGE



	40-O-E
	toc
	Octoxinol€10
	Octoxinolum 10
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Acidity or alkalinity. Boil 1.0€g with 20€mL of carbon dioxide-free water€R for 1€min, with constant stirring. Cool and filter. To 10€mL of the filtrate, add 0.05€mL of bromothymol blue solution€R1. Not more than 0.5€mL of 0.01€M hydrochloric acid or 0.01
	Hydroxyl value (2.5.3, Method€A): 85 to 101. Calculate the hydroxyl value using the following expression:
	Cloud point: 63€°C to 70€°C.
	Ethylene oxide and dioxan (2.4.25): maximum 1€ppm of ethylene oxide and maximum 10€ppm of dioxan.
	Water (2.5.12): maximum 0.5€per cent, determined on 2.00€g.
	Total ash (2.4.16): maximum 0.4€per cent, determined on 1.0€g.

	STORAGE

	Octyldodecanol
	Octyldodecanolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Acidity or alkalinity. Mix 5.0€g thoroughly for 1€min with a mixture of 0.1€mL of bromothymol blue solution€R1, 2€mL of heptane€R and 10€mL of water€R. If the aqueous layer is blue, not more than 0.15€mL of 0.01€M hydrochloric acid is required to change t
	Optical rotation (2.2.7): − 0.10° to + 0.10°.
	Hydroxyl value (2.5.3, Method€A): 175 to 190. Calculate the hydroxyl value using the following expression:
	Iodine value (2.5.4, Method€A): maximum 8.0.
	Peroxide value (2.5.5, Method€A): maximum 5.0.
	Saponification value (2.5.6): maximum 5.0.
	Water (2.5.12): maximum 0.5€per cent, determined on 2.00€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE

	Oleyl alcohol
	Alcohol oleicus
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance. The substance to be examined is clear (2.2.1) and not more intensely coloured than reference solution€B6 (2.2.2, Method€II).
	Refractive index (2.2.6): 1.458 to 1.461, determined at 25€°C.
	Cloud point: maximum 10€°C.
	Acid value (2.5.1): maximum 1.0, determined on 5.0€g.
	Hydroxyl value (2.5.3, Method€A): 205 to 215.
	Saponification value (2.5.6): maximum 2.0.
	Composition of fatty alcohols. Gas chromatography (2.2.28): use the normalisation procedure.


	Olmesartan medoxomil
	Olmesartanum medoxomilum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances. Liquid chromatography (2.2.29).
	Acetone. Head-space gas chromatography (2.2.28): use the direct calibration method.
	Water (2.5.32): maximum 0.5€per cent, determined on 0.500€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES

	Oxytetracycline dihydrate
	Oxytetracyclinum dihydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): 4.5 to 7.5.
	Light-absorbing impurities. Carry out the measurements within 1€h of preparing the solutions.
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Water (2.5.12): 6.0€per cent to 9.0€per cent, determined on 0.250€g.
	Sulfated ash (2.4.14): maximum 0.2€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES

	Oxytetracycline hydrochloride
	Oxytetracyclini hydrochloridum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): 2.3 to 2.9.
	Light-absorbing impurities. Carry out the measurements within 1€h of preparing the solutions.
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	Water (2.5.12): maximum 2.0€per cent, determined on 0.500€g.
	Sulfated ash (2.4.14): maximum 0.2€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES



	41-P-E
	toc
	Pefloxacin mesilate dihydrate
	Pefloxacini mesilas dihydricus
	DEFINITION
	PRODUCTION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 1.0€g in carbon dioxide-free water€R and dilute to 10.0€mL with the same solvent. 
	Appearance of solution. Examined within 1€h after its preparation, solution€S is not more opalescent than reference suspension€II (2.2.1) and not more intensely coloured than intensity 3 of the range of reference solutions of the most appropriate colour (
	pH (2.2.3): 3.5 to 4.5.
	Related substances. Liquid chromatography (2.2.29).
	Water (2.5.12): 7.0€per cent to 8.5€per cent, determined on 50.0€mg using a mixture of 10€volumes of methanol€R and 50€volumes of methylene chloride€R.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g in a platinum crucible.

	ASSAY
	STORAGE
	IMPURITIES

	Pholcodine monohydrate
	Pholcodinum monohydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Specific optical rotation (2.2.7): − 98 to − 94 (dried substance).
	Related substances. Liquid chromatography (2.2.29).
	Loss on drying (2.2.32): 3.9€per cent to 4.5€per cent, determined on 0.500€g by drying in an oven at 105€°C.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES

	Poloxamers
	Poloxamera
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 10.0€g in carbon dioxide-free water€R and dilute to 100€mL with the same solvent.
	Appearance of solution. Solution€S is not more intensely coloured than reference solution€BY7 (2.2.2, Method€II).
	pH (2.2.3): 5.0 to 7.5 for solution€S.
	Ethylene oxide, propylene oxide and dioxan. Head-space gas chromatography (2.2.28).
	Average relative molecular mass. Weigh 15€g€(m) of the substance to be examined into a 250€mL ground-glass-stoppered flask, add 25.0€mL of phthalic anhydride solution€R and a few glass beads and swirl to dissolve. Boil gently under a reflux condenser for 
	Oxypropylene:oxyethylene ratio. Nuclear magnetic resonance spectrometry (2.2.33).
	Water (2.5.12): maximum 1.0€per cent, determined on 1.000€g.
	Total ash (2.4.16): maximum 0.4€per cent, determined on 1.0€g.

	STORAGE
	LABELLING
	FUNCTIONALITY-RELATED CHARACTERISTICS
	Viscosity (2.2.9): about 400€mPa·s, determined at 25€°C, for the undiluted poloxamer.
	Viscosity (2.2.9): typically less than 50€mPa·s, determined at 25€°C.
	Oxypropylene:oxyethylene ratio (see Tests).
	Viscosity (2.2.9): typically less than 75€mPa·s, determined at 5€°C.
	Oxypropylene:oxyethylene ratio (see Tests).
	Particle-size distribution (2.9.31).
	Oxypropylene:oxyethylene ratio (see Tests).
	Gel formation. Dissolve 25.0€g in 100€mL of cold water€R (5-8€°C) and stir overnight in a refrigerator until dissolution is complete. The viscous solution obtained forms a thermoreversible gel after heating to 37€°C and does not flow in a capillary tube (


	Polysorbate€20
	Polysorbatum 20
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Acid value (2.5.1): maximum 2.0.
	Hydroxyl value (2.5.3, Method€A): 96 to 108.
	Peroxide value: maximum 10.0.
	Saponification value (2.5.6): 40 to 50, determined on 4.0€g.
	Composition of fatty acids (2.4.22, Method€C). Prepare reference solution€(a) as indicated in Table€2.4.22.-2.
	Ethylene oxide and dioxan (2.4.25, Method€A): maximum 1€ppm of ethylene oxide and 10€ppm of dioxan.
	Water (2.5.12): maximum 3.0€per cent, determined on 1.00€g.
	Total ash (2.4.16): maximum 0.25€per cent, determined on 2.0€g.

	STORAGE
	FUNCTIONALITY-RELATED CHARACTERISTICS
	Hydroxyl value (see Tests).
	Composition of fatty acids (see Tests).


	Polysorbate 40
	Polysorbatum 40
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Acid value (2.5.1): maximum 2.0. 
	Hydroxyl value (2.5.3, Method€A): 89 to 105.
	Peroxide value: maximum 10.0.
	Saponification value (2.5.6): 41 to 52, determined on 4.0€g.
	Composition of fatty acids (2.4.22, Method€C). Prepare reference solution€(a) as indicated in Table€2.4.22.-1.
	Ethylene oxide and dioxan (2.4.25, Method€A): maximum 1€ppm of ethylene oxide and maximum 10€ppm of dioxan.
	Water (2.5.12): maximum 3.0€per cent, determined on 1.00€g.
	Total ash (2.4.16): maximum 0.25€per cent, determined on 2.0€g.

	STORAGE
	FUNCTIONALITY-RELATED CHARACTERISTICS
	Hydroxyl value (see Tests).
	Composition of fatty acids (see Tests).


	Polysorbate€60
	Polysorbatum 60
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Acid value (2.5.1): maximum 2.0.
	Hydroxyl value (2.5.3, Method€A): 81 to 96.
	Peroxide value: maximum 10.0.
	Saponification value (2.5.6): 45 to 55, determined on 4.0€g.
	Composition of fatty acids (2.4.22, Method€C). Prepare reference solution€(a) as indicated in Table€2.4.22.-1.
	Ethylene oxide and dioxan (2.4.25, Method€A): maximum 1€ppm of ethylene oxide and maximum 10€ppm of dioxan.
	Water (2.5.12): maximum 3.0€per cent, determined on 1.00€g.
	Total ash (2.4.16): maximum 0.25€per cent, determined on 2.0€g.

	STORAGE
	FUNCTIONALITY-RELATED CHARACTERISTICS
	Hydroxyl value (see Tests).
	Composition of fatty acids (see Tests).


	Polysorbate€80(1)
	Polysorbatum 80
	DEFINITION
	♦CHARACTERS
	IDENTIFICATION
	TESTS
	Acid value (2.5.1): maximum 2.0.
	Hydroxyl value (2.5.3, Method€A): 65 to 80.
	Peroxide value: maximum 10.0.
	Saponification value (2.5.6): 45 to 55, determined on 4.0€g.
	Composition of fatty acids (2.4.22, Method€C). Use the mixture of calibrating substances in Table€2.4.22.-3.
	Ethylene oxide and dioxan: maximum 1€ppm of ethylene oxide and maximum 10€ppm of dioxan.
	Water (2.5.12): maximum 3.0€per cent, determined on 1.00€g.
	Total ash (2.4.16): maximum 0.25€per cent, determined on 2.0€g.

	STORAGE
	◊FUNCTIONALITY-RELATED CHARACTERISTICS
	Hydroxyl value (see Tests).
	Composition of fatty acids (see Tests).◊


	Propylene glycol
	Propylenglycolum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance. The substance to be examined is clear (2.2.1) and not more intensely coloured than reference solution€B9 (2.2.2, Method€II).
	Relative density (2.2.5): 1.035 to€1.040.
	Refractive index (2.2.6): 1.431 to€1.433.
	Acidity. To 50€mL of water€R add 1€mL of phenolphthalein solution€R, and then add 0.01€M sodium hydroxide until the pink colour persists for 30€s. Add 50.0€mL of the substance to be examined and titrate with 0.01€M sodium hydroxide until the colour revert
	Oxidising substances. To 10€mL add 5€mL of water€R, 2€mL of potassium iodide solution€R and 2€mL of dilute sulfuric acid€R and allow to stand in a ground-glass-stoppered flask protected from light for 15€min. Titrate with 0.05€M sodium thiosulfate, using 
	Ethylene glycol and diethylene glycol. Gas chromatography (2.2.28).
	Reducing substances. To 1€mL add 1€mL of dilute ammonia€R1 and heat in a water-bath at 60€°C for 5€min. The solution is not yellow. Immediately add 0.15€mL of 0.1€M€silver nitrate and allow to stand for 5€min. The solution does not change its appearance.
	Water (2.5.12): maximum 0.2€per cent, determined on at least 5.00€g.
	Sulfated ash (2.4.14): heat 50€g until it burns and ignite. Allow to cool. Moisten the residue with sulfuric acid€R and ignite; repeat the operations. The residue weighs not more than 5€mg (0.01€per cent).

	STORAGE

	Propylthiouracil
	Propylthiouracilum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Impurity€A. Liquid chromatography (2.2.29).
	Related substances. Liquid chromatography (2.2.29).
	Loss on drying (2.2.32): maximum 0.5€per cent, determined on 1.000€g by drying in an oven at 105€°C.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES

	Protirelin
	Protirelinum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. A 10€g/L solution is clear (2.2.1) and not more intensely coloured than reference solution€Y5 (2.2.2, Method€II).
	Specific optical rotation (2.2.7): − 62 to − 70 (anhydrous and acetic acid-free substance).
	Related substances. Liquid chromatography (2.2.29).
	Acetic acid (2.5.34): maximum 2.0€per cent.
	Water (2.5.12): maximum 7.0€per cent, determined on 0.200€g.
	Bacterial endotoxins (2.6.14): less than 0.7€IU/mg, if intended for use in the manufacture of parenteral preparations without a further appropriate procedure for the removal of bacterial endotoxins.

	ASSAY
	STORAGE
	LABELLING
	IMPURITIES



	43-R-E
	toc
	Riboflavin sodium phosphate hydrate
	Riboflavini natrii phosphas hydricus
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): 5.0 to€6.5.
	Specific optical rotation (2.2.7): +€38.0 to +€43.0 (dried substance).
	Impurity€E. To about 35€mg add 10€mL of methylene chloride€R, shake for 5€min and filter. The filtrate is not more intensely coloured than reference solution€BY6 (2.2.2, Method€II).
	Related substances. Liquid chromatography (2.2.29): use the normalisation procedure. Carry out the test protected from light.
	Composition:
	Inorganic phosphate: maximum 1.0€per cent.
	Loss on drying (2.2.32): maximum 8.0€per cent, determined on 1.000€g by drying in vacuo at 105€°C for 5€h.

	ASSAY
	STORAGE
	IMPURITIES

	Rifampicin
	Rifampicinum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	pH (2.2.3): 4.5 to 6.5 for a 10€g/L suspension in carbon dioxide-free water€R.
	Related substances. Liquid chromatography (2.2.29). Prepare the test solution and the reference solution immediately before use.
	Loss on drying (2.2.32): maximum 1.0€per cent, determined on 1.000€g by drying at 80€°C at a pressure not exceeding 0.7€kPa for 4€h.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 2.0€g.

	ASSAY
	STORAGE
	IMPURITIES



	44-S-E
	toc
	Sodium selenite
	Natrii selenis
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Solution€S. Dissolve 5.0€g in carbon dioxide-free water€R and dilute to 50.0€mL with the same solvent.
	Appearance of solution. Solution€S is clear (2.2.1) and colourless (2.2.2, Method€II).
	pH (2.2.3): 9.8 to 11.3 for solution€S.
	Chlorides (2.4.4): maximum 50€ppm.
	Sulfates and selenates (2.4.13): maximum 300€ppm (determined as sulfates).
	Iron: maximum 50€ppm.
	Loss on drying (2.2.32): maximum 0.5€per cent, determined on 1.000€g by drying in an oven at 130€°C for 2€h.

	ASSAY
	STORAGE

	Solutions for organ preservation
	Solutiones ad conservationem partium corporis
	DEFINITION
	PRODUCTION
	TESTS
	pH (2.2.3): 5.0 to 8.0.
	Osmolality (2.2.35): 250€mosmol/kg to 380€mosmol/kg.
	Hydroxymethylfurfural. If the solution contains glucose, it complies with the following test. To a€volume of the preparation to be examined containing the equivalent of 25€mg of glucose, add 5.0€mL of a 100€g/L solution of p-toluidine€R in 2-propanol€R co
	Particulate contamination: sub-visible particles (2.9.53). Use 50€mL of the preparation to be examined. The solution contains not more than 50 particles per millilitre larger than 10€µm in size and not more than 5€particles per millilitre larger than 25€µ
	Particulate contamination: visible particles (2.9.20). Solutions for organ preservation, examined under suitable conditions of visibility, are practically free from visible particles.
	Sterility (2.6.1). The preparation complies with the test.
	Bacterial endotoxins (2.6.14): less than 0.5€IU/mL.
	Pyrogens (2.6.8). Preparations for which a validated test for bacterial endotoxins cannot be carried out comply with the test for pyrogens. Inject 10€mL of the preparation per kilogram of the rabbit's mass, unless otherwise justified and authorised.

	LABELLING

	Sugar spheres
	Sacchari sphaerae
	DEFINITION
	IDENTIFICATION
	TESTS
	Solution€S. To 0.5€g in a 100€mL volumetric flask, add 80€mL of water€R and shake until the sucrose is dissolved. Dilute to 100.0€mL with water€R. Filter under vacuum to obtain a clear solution.
	Fineness (2.9.35): not less than 90€per cent€m/m of the sugar spheres are between the lower and the upper limits of the size of the sugar spheres stated on the label.
	Loss on drying (2.2.32): maximum 5.0€per cent, determined on 1.000€g by drying in an oven at 105€°C for 4€h.
	Sulfated ash (2.4.14): maximum 0.2€per cent, determined on 2€g.
	Microbial contamination

	ASSAY
	Sucrose content

	LABELLING

	Sulbactam sodium
	Sulbactamum natricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. The solution is clear (2.2.1).
	Absorbance (2.2.25): maximum 0.10 at 430€nm.
	pH (2.2.3): 4.5 to 7.2; if the substance is sterile: 5.2 to 7.2.
	Specific optical rotation (2.2.7): +€219 to +€233 (anhydrous substance).
	Related substances. Liquid chromatography (2.2.29). Prepare the solutions immediately before use.
	2-Ethylhexanoic acid (2.4.28): maximum 0.5€per cent€m/m.
	Water (2.5.12): maximum 1.0€per cent, determined on 1.00€g.
	Bacterial endotoxins (2.6.14, Method€A): less than 0.17€IU/mg, if intended for use in the manufacture of parenteral preparations without a further appropriate procedure for the removal of bacterial endotoxins.

	ASSAY
	STORAGE
	IMPURITIES



	45-T-E
	toc
	Tacalcitol monohydrate
	Tacalcitolum monohydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Related substances.
	Water (2.5.32): 3.8€per cent to 4.8€per cent, determined on 10.0€mg by direct sample introduction.

	ASSAY
	STORAGE
	IMPURITIES
	Test A for related substances: A.
	Test B for related substances: B, C.


	Tetracosactide
	Tetracosactidum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Specific optical rotation (2.2.7): − 109 to − 99 (anhydrous and acetic acid-free substance).
	Absorbance (2.2.25): 0.51 to 0.61 (anhydrous and acetic acid-free substance), determined at the absorption maximum between 240€nm and 280€nm, at 276€nm. The ratio of the absorbance at the maximum at 276€nm to the absorbance at 248€nm is 2.4 to 2.9.
	Related peptides. Liquid chromatography (2.2.29): use the normalisation procedure.
	Acetic acid (2.5.34): 8.0€per cent to 13.0€per cent.
	Water (2.5.32): maximum 14.0€per cent, determined on 20.0-50.0€mg.
	Bacterial endotoxins (2.6.14): less than 10€IU/mg, if intended for use in the manufacture of parenteral preparations without a further appropriate procedure for the removal of bacterial endotoxins.

	ASSAY
	STORAGE
	LABELLING
	IMPURITIES



	46-U-E
	toc
	Ursodoxicoltaurine dihydrate
	Ursodoxicoltaurinum dihydricum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Specific optical rotation (2.2.7): +€35.5 to +€37.5.
	Impurity€C. Thin-layer chromatography (2.2.27).
	Related substances. Liquid chromatography (2.2.29).
	Water (2.5.12): 6.0€per cent to 8.0€per cent, determined on 0.200€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	IMPURITIES



	47-V-E
	toc
	Valsartan
	Valsartanum
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Enantiomeric purity. Liquid chromatography (2.2.29).
	Related substances. Liquid chromatography (2.2.29).
	Water (2.5.12): maximum 2.0€per cent, determined on 0.500€g.
	Sulfated ash (2.4.14): maximum 0.1€per cent, determined on 1.0€g.

	ASSAY
	STORAGE
	IMPURITIES



	48-W-E
	toc
	Wool alcohols
	Alcoholes adipis lanae
	DEFINITION
	CHARACTERS
	IDENTIFICATION
	TESTS
	Appearance of solution. To 1.0€g add 10€mL of light petroleum€R1 and shake while warming in a water-bath. The substance dissolves completely. After cooling, the solution is clear (2.2.1).
	Alkalinity. Dissolve 2.0€g in 25€mL of hot ethanol (90€per cent€V/V)€R and add 0.5€mL of phenolphthalein solution€R1. No red colour develops.
	Melting point (2.2.15): minimum 56€°C.
	Water-absorption capacity. Place 0.6€g of the substance to be examined and 9.4€g of white soft paraffin€R in a mortar and melt on a water-bath. Allow to cool and incorporate 20€mL of water€R, added in portions. Within 24€h no water is released from the al
	Acid value (2.5.1): maximum 2.0.
	Hydroxyl value (2.5.3, Method€A): 120 to 180.
	Peroxide value (2.5.5, Method€A): maximum 15.
	Saponification value (2.5.6): maximum 12.0, determined on 10.00€g. Heat under reflux for 4€h.
	Loss on drying (2.2.32): maximum 0.5€per cent, determined on 2.000€g by drying in an oven at 105€°C for 1€h.
	Total ash (2.4.16): maximum 0.1€per cent.

	ASSAY
	STORAGE
	FUNCTIONALITY-RELATED CHARACTERISTICS
	Melting point (see Tests).
	Water-absorption capacity (see Tests).
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