
Dihydrocodeine Phosphate/Dipyrone    49

The symbol † denotes a preparation no longer actively marketed The symbol ⊗ denotes a substance whose use may be restricted in certain sports (see p.vii)

15 mg was taken 30 minutes before exercise up to three times a
day.
1. Johnson MA, et al. Dihydrocodeine for breathlessness in ‘pink

puffers’. BMJ 1983; 286: 675–7.

Pain. Dihydrocodeine is used in the management of moderate to
severe pain. However, dose-related increase in postoperative
pain has been seen1 in patients given 25 or 50 mg dihydroco-
deine tartrate intravenously after dental surgery, and it has been
proposed that dihydrocodeine might act as an antagonist in situ-
ations where acute pain was accompanied by high opioid activi-
ty.2 Systematic review of the use of single oral doses of dihydroc-
odeine has indicated that these are insufficient to provide
adequate relief of postoperative pain, and that dihydrocodeine is
less effective than ibuprofen.3

1. Seymour RA, et al. Dihydrocodeine-induced hyperalgesia in
postoperative dental pain. Lancet 1982; i: 1425–6. 

2. Henry JA. Dihydrocodeine increases dental pain. Lancet 1982;
ii: 223. 

3. Edwards JE, et al. Single dose dihydrocodeine for acute postop-
erative pain. Available in The Cochrane Database of Systematic
Reviews; Issue 2. Chichester: John Wiley; 2000 (accessed
26/06/08).

Preparations
BP 2008: Co-dydramol Tablets; Dihydrocodeine Injection; Dihydrocodeine
Oral Solution; Dihydrocodeine Tablets.

Proprietary Preparations (details are given in Part 3)
Austral.: Paracodin; Rikodeine; Austria: Codidol; Dehace; Paracodin;
Belg.: Codicontin; Paracodine; Cz.: DHC Continus; Fr.: Dicodin; Ger.:
DHC; Paracodin; Paracodin N; Remedacen†; Tiamon Mono; Gr.: Condug-
esic†; Hong Kong: DF 118; Hung.: DHC; Hydrocodin; Irl.: DF 118; DHC
Continus; Paracodin; Ital.: Paracodina; Malaysia: Codesic†; DF 118; NZ:
DHC Continus; Pol.: DHC Continus; Port.: Didor†; S.Afr.: DF 118; Para-
codin; Spain: Contugesic†; Paracodina; Tosidrin; Switz.: Codicontin; Para-
codin; UK: DF 118; DHC Continus.

Multi-ingredient: Arg.: Lentusin; Austral.: Codox; Austria: Paracodin;
Ger.: Antitussivum Burger N†; Makatussin Tropfen forte†; Paracodin re-
tard†; Hong Kong: Codaewon; Irl.: Paramol; Ital.: Cardiazol-Paracodina;
Paracodina; Jpn: Colgen Kowa IB Toumei; Malaysia: Dihydrocodeine P;
Switz.: Escotussin; Makatussin Comp; Paracodin retard†; UK: Paramol;
Remedeine; USA: DHC Plus; DiHydro-CP; DiHydro-GP; DiHydro-PE; Du-
ohist DH; Novahistine DH; Pancof; Pancof PD; Pancof-EXP; Panlor; Synal-
gos-DC.

Dipipanone Hydrochloride (BANM, rINNM)

Dipipanone, Chlorhydrate de; Dipipanoni Hydrochloridum; Hid-
rocloruro de dipipanona; Phenylpiperone Hydrochloride; Piperi-
dyl Methadone Hydrochloride; Piperidylamidone Hydrochlo-
ride. (±)-4,4-Diphenyl-6-piperidinoheptan-3-one hydrochloride
monohydrate.

Дипипанона Гидрохлорид

C24H31NO,HCl,H2O = 404.0.
CAS — 467-83-4 (dipipanone); 856-87-1 (dipipanone hy-
drochloride).

(dipipanone)

Pharmacopoeias. In Br. 
BP 2008 (Dipipanone Hydrochloride). An odourless or almost
odourless, white, crystalline powder. Sparingly soluble in water;
freely soluble in alcohol and in acetone; practically insoluble in
ether. A 2.5% solution in water has a pH of 4.0 to 6.0.

Profile
Dipipanone hydrochloride is an opioid analgesic (p.101) struc-
turally related to methadone (p.82). Used alone it is reported to
be less sedating than morphine. It is used in the treatment of mod-
erate to severe pain. 
Dipipanone hydrochloride is usually given in combination prep-
arations with the antiemetic cyclizine hydrochloride to reduce
the incidence of nausea and vomiting, but the use of such prepa-
rations is not recommended for the management of chronic pain,
as the antiemetic is usually only required for the first few days of
treatment. The usual oral dose of dipipanone hydrochloride is
10 mg, repeated every 6 hours. The dose may be increased if nec-
essary in increments of 5 mg; it is seldom necessary to exceed a
dose of 30 mg. After an oral dose the analgesic effect begins
within an hour and lasts about 4 to 6 hours. 
Preparations of dipipanone hydrochloride with cyclizine hydro-
chloride are subject to abuse.

Preparations
BP 2008: Dipipanone and Cyclizine Tablets.
Proprietary Preparations (details are given in Part 3)
Multi-ingredient: Hong Kong: Wellconal†; Irl.: Diconal†; S.Afr.: Well-
conal; UK: Diconal.

Dipyrone (BAN, USAN)

Metamizole Sodium (pINN); Aminopyrine-sulphonate Sodium;
Analginum; Dipiron; Dipyron; Dipyroni; Dipyronum; Metamitsoli-
natrium; Metamizol; Metamizol sódico; Metamizol sodná sůl
monohydrát; Metamizol sodowy; Metamizol Sodyum; Métami-
zole sodique; Metamizolnatrium; Metamizol-nátrium; Metamizo-
lo natrio druska; Metamizolum natricum; Metamizolum Natri-
cum Monohydricum; Methampyrone; Methylmelubrin; Natrium
Novaminsulfonicum; Noramidazophenum; Novamidazofen; No-
vaminsulfone Sodium; NSC-73205; Sodium Noramidopyrine
Methanesulphonate; Sulpyrine. Sodium N-(2,3-dimethyl-5-oxo-
1-phenyl-3-pyrazolin-4-yl)-N-methylaminomethanesulphonate
monohydrate.
Метамизол Натрий
C13H16N3NaO4S,H2O = 351.4.
CAS — 68-89-3 (anhydrous dipyrone); 5907-38-0 (dipy-
rone monohydrate).
ATC — N02BB02.
ATC Vet — QN02BB02.

NOTE. Confusingly the term dipyrone sodium also appears to be
used synonymously for dipyrone itself. Dipyrone is referred to in
some countries by the colloquial name ‘Mexican aspirin’. The
names noraminophenazonum and novaminsulfon have appar-
ently been applied to dipyrone, but it is not clear whether these
are the sodium salt.
Pharmacopoeias. In Chin., Eur. (see p.vii), and Jpn. 
Ph. Eur. 6.2 (Metamizole Sodium; Dipyrone BP 2008). A white
or almost white crystalline powder. Very soluble in water; solu-
ble in alcohol. Protect from light.
Adverse Effects and Precautions
Use of dipyrone is associated with an increased risk of agranulo-
cytosis and with shock.
◊ References.
1. Levy M. Hypersensitivity to pyrazolones. Thorax 2000; 55 (sup-

pl 2): S72–S74.

Effects on the blood. Data collected from 8 population groups
in Europe and Israel by the International Agranulocytosis and
Aplastic Anemia Study1 revealed that there was a significant re-
gional variability in the rate-ratio estimate for agranulocytosis
and dipyrone (0.9 in Budapest to 33.3 in Barcelona). Although a
large relative increase in risk between agranulocytosis and use of
dipyrone was found, the incidence was less than some previous
reports had suggested. 
Blood dyscrasias such as agranulocytosis and granulocytopenia
have continued to be reported where dipyrone remains availa-
ble.2-7

1. The International Agranulocytosis and Aplastic Anemia Study.
Risks of agranulocytosis and aplastic anemia: a first report of
their relation to drug use with special reference to analgesics.
JAMA 1986; 256: 1749–57. 

2. Hedenmalm K, Spigset O. Agranulocytosis and other blood dy-
scrasias associated with dipyrone (metamizole). Eur J Clin
Pharmacol 2002; 58: 265–74. 

3. Maj S, Lis Y. The incidence of metamizole sodium-induced
agranulocytosis in Poland. J Int Med Res 2002; 30: 488–95. 

4. Maj S, Centkowski P. A prospective study of the incidence of
agranulocytosis and aplastic anemia associated with the oral use
of metamizole sodium in Poland. Med Sci Monit 2004; 10:
PI93–PI95. 

5. Ibanez L, et al. Agranulocytosis associated with dipyrone (met-
amizol). Eur J Clin Pharmacol 2005; 60: 821–9. 

6. Hamerschlak N, Cavalcanti AB. Neutropenia, agranulocytosis
and dipyrone. Sao Paulo Med J 2005; 123: 247–9. 

7. Garcia S, et al. Dipyrone-induced granulocytopenia: a case for
awareness. Pharmacotherapy 2006; 26: 440–2.

Effects on the skin. Dipyrone has been considered responsible
for a case of drug-induced toxic epidermal necrolysis.1
1. Roujeau J-C, et al. Sjögren-like syndrome after drug-induced

toxic epidermal necrolysis. Lancet 1985; i: 609–11.

Hypersensitivity. Cross-sensitivity between aspirin and dipy-
rone occurred in a patient.1 Dipyrone produced an exacerbation
of dyspnoea, cyanosis, and respiratory arrest.
1. Bartoli E, et al. Drug-induced asthma. Lancet 1976; i: 1357.

Porphyria. Dipyrone has been associated with acute attacks of
porphyria and is considered unsafe in porphyric patients.

Pharmacokinetics
After oral doses dipyrone is rapidly hydrolysed in the gastroin-
testinal tract to the active metabolite 4-methyl-amino-antipyrine,
which after absorption undergoes metabolism to 4-formyl-ami-
no-antipyrine and other metabolites. Dipyrone is also rapidly
undetectable in plasma after intravenous doses. None of the
metabolites of dipyrone are extensively bound to plasma pro-
teins. Most of a dose is excreted in the urine as metabolites.
Dipyrone metabolites are also distributed into breast milk.
◊ References.
1. Heinemeyer G, et al. The kinetics of metamizol and its metabo-

lites in critical-care patients with acute renal dysfunction. Eur J
Clin Pharmacol 1993; 45: 445–50. 

2. Levy M, et al. Clinical pharmacokinetics of dipyrone and its me-
tabolites. Clin Pharmacokinet 1995; 28: 216–34. 

3. Zylber-Katz E, et al. Dipyrone metabolism in liver disease. Clin
Pharmacol Ther 1995; 58: 198–209.

Uses and Administration
Dipyrone is the sodium sulfonate of aminophenazone (p.19) and
has similar properties. Because of the risk of serious adverse ef-
fects, in many countries its use is considered justified only in se-
vere pain or fever where no alternative is available or suitable.
Dipyrone has been given orally in doses of 0.5 to 4 g daily in
divided doses. It has also been given by intramuscular or intrave-
nous injection and rectally as a suppository. 
A magnesium congener of dipyrone, metamizole magnesium
has been used similarly to dipyrone as has the calcium congener
metamizole calcium.
Preparations
Proprietary Preparations (details are given in Part 3)
Arg.: Algiopiret†; Analgina; Dioxadol; Dipigrand; Ditral; Integrobe; Lisalgil;
Novacler; Novalgina; Novemina; Unibios Simple; Austria: Inalgon Neu;
Novalgin; Spasmo Inalgon Neu; Belg.: Analgine; Novalgine; Braz.: Algirona;
Anador; Analgesil; Analgex†; Apiron; Baralgin; Conmel; Difebril; Dipimax;
Dipirex†; Dipiron; Dipironax†; Dipix; Diprin; Doralex†; Dorfebril†; Dori-
lan†; Dornal†; Dorona; Dorpinon; DS500†; Findor†; Magnodor†; Magnopy-
rol; Maxiliv; Multiralgim†; Nofebrin; Novagreen; Novalgex†; Novalgina; Piro-
febran†; Pirogina; Prodopirona; Sifpirona†; Termonal; Termopirona;
Termoprin; Toloxin†; Zitalgin†; Chile: Baralgina M; Conmel; Novalgina†;
Cz.: Novalgin; Fr.: Novalgine†; Ger.: Analgin; Berlosin; Metalgin†; Nopain;
Novalgin; Novaminsulfon; Hong Kong: Metilon†; Hung.: Algopyrin; Algo-
zone; Novalgin; Panalgorin; India: Novalgin; Indon.: Antalgin; Antrain; Cor-
nalgin; Foragin; Licogin; Norages; Novalgin; Panstop; Pragesol; Pyronal; Ro-
nalgin; Scanalgin; Unagen; Israel: Novalgin; Optalgin; Phanalgin; V-Talgin;
Ital.: Novalgina; Mex.: Alnex; Anaprol; Anapyrol; Apixol†; Avafontan; Av-
aldrian†; Ayoral Simple†; Carofril†; Conmel; Dalmasin; Dalsin; Defin; Dime-
tirol; Dipydol; Dofisan; Dolgan; Dolizol; Dolofur; Domenal; Exalgin†; Exo-
dalina; Fandall; Fardolpin; Farlin; Indigon; Lozima; Mach-2; Macodin; Magnil;
Magnol; Magnolonas; Magnopyrol; Magsons; Mayoprina; Mecoten†;
Medipirol; Mermid; Messelfenil; Metapirona; Midelin; Minoral; Mizoltec;
Modimet; Neo-Melubrina; Neomelin; Neosedal; Paleodina; Pifrol; Piramag-
no†; Pirandall; Pirasod; Pirinovag; Piromebrina; Poloren†; Precidona; Pro-
dolina; Prolubrin; Pyranol; Pyron; Suprin; Termonil; Utidol; Vegal; Neth.:
Novalgin; Pol.: Pyrahexal; Pyralgin; Pyralginum; Port.: Conmel†; Dolocal-
ma; Nolotil; Novalgina†; Rus.: Analgin (Анальгин); Baralgin M (Баралгин
М); Spain: Algi; Citdolal†; Dolemicin; Lasain; Neo Melubrina; Nolotil;
Switz.: Minalgine; Novalgine; Thai.: Acodon†; Centagin; Deparon; Gen-
ergin; Invoigin; Kno-Paine; Medalgin†; Mezabox; Nivagin; Novalgin; Olan-
Gin; Turk.: Adepiron; Andolor; Baralgin M; Devaljin; Feninox; Geralgine;
Kafalgin; Nogesic; Novakom-S; Novalgin; Novo-Plan; Novopyrine; Sebon;
Veraljin; Urug.: Dolanet; Venez.: Bral; Buscadol†; Combanal†; Combaron†;
Conmel; Delsal; Dipamona; Dipidol; Klinomel†; Nimel†; Noval†; Novalcina;
Piradro†; Piradrops Simple†; Promel; Rosadol†.
Multi-ingredient: Arg.: Antispasmina; Apasmo; Apasmo Compuesto;
Artifene; Bellatotal; Buscapina Compositum; Calmopirin; Canovex†; Cifes-
pasmo Compuesto; Colobolina D; Craun†; Cronopen Balsamico; D-P†;
Dentolina Plus; Dextro + Dipirona; Dextrodip; Dioxadol; Dresan Biotic†;
Dresan†; Espasmo Biotenk; Espasmo Dioxadol; Fadagrip; Febrimicina†;
Flexicamin A; Gastrolina Compuesta; Gobbicalm; Integrobe Plus; Keptan
Compuesto†; Klosidol; Klosidol B1 B6 B12; Lisalgil Compuesto; Luar-G
Compositum; Migra Dioxadol; Migral; Migral Compositum; Multin; Novo-
pasmil Compuesto; Paratropina Compuesta; Pasmodina Compuesta; Pas-
mosedan Compuesto†; Rupe-N Compuesto; Saldeva†; Solacil; Sumal; Te-
tralgin; Tetralgin Novo; Vicefeno; Austria: Buscopan Compositum;
Spasmium comp; Belg.: Buscopan Compositum; Braz.: Algexin; Algice;
Aminocid†; Analgin C-R; Analgosedan†; Analverin Composto†; Analverin†;
Anapirol†; Baldin-CE†; Banidor†; Bicavine; Binospan; Bioscina Composta†;
Bromalgina†; Broncopinol†; Buscopan Composto; Buscoveran Composto;
Butilamin; Cafalena†; Cefaldina; Cefaliv; Codeverin†; Dalgex; Dexalgen;
Dimex†; Dipirol†; Disbuspan; Doralgex; Doralgina; Dorciflex; Dorflex; Dor-
icin; Doridina; Dorilen; Doriless; Dorscopena†; Dorsedin; Dorspan; Dor-
zone; Ductopan†; Enxak; Espasmocron; Espasmodid Composto; Eucal-
iptan†; Flexalgex; Flexdor; Gripanil†; Gripion†; Gripomatine†; Griponia†;
Gripsay; Hioariston; Hiospan Composto; Inib-Dor†; Itaiflex†; Killgrip†; Kind-
pasm; Lisador; Melpaz†; Migraliv; Migranette; Mionevrix; Miorrelax; Neoco-
pan; Neomigran†; Neosaldina; Neuralgina; Nevralgex; Par ; Pasmalgin†;
Plenocedan†; Pulmorien†; Relaflex; Rielex; Sedabel†; Sedalene; Sedalex;
Sedalgina; Sedalin; Sedol; Spasmotropin; Tensaldin; Tetrapulmo; Theopiri-
na†; Tropinal; Uzara†; Veratropan Composto; Chile: Bramedil Compuesto;
Buscapina Compositum; Cefalmin; Cinabel; Dioran†; Dolcopin; Dolnix;
Dolo-Neurobionta†; Dolonase; Fredol; Migragesic; Migranol; Migratam;
Neo Butartrol; Nospasmin Compuesto; Piretanyl; Scopanil; Silartrin†; Silre-
lax†; Sistalgina†; Ultrimin; Viadil Compuesto; Viplan Compuesto; Viproxil
Compuesto; Cz.: Algifen; Algifen Neo; Analgin; Quarelin†; Fin.: Litalgin; Fr.:
Avafortan†; Cefaline-Pyrazole†; Salgydal a la noramidopyrine†; Visceralgine
Forte†; Hung.: Algopyrin Complex; Quarelin; Ridol†; Indon.: Analsik; Ars-
inal; Biomega; Cetalgin; Cetalgin-T; Corsanural; Dactron; Danalgin; Depar-
on; Dolo Scanneuron; Dolo-Licobion; Foraneural; Goralgin; Hedix; Ikaneu-
ron Plus; Neuralgin RX; Neuro Panstop; Neurobat A; Neurodial;
Neurogen; Neurosanbe Plus; Neurotropic Plus; Neuroval; Opineuron;
Penagon; Pritagesic; Procolic; Proneuron; Spaslic; Spasmal; Spasminal; Stiler-
an; Supranal; Tropineuron; Unthecol; Ital.: Soma Complex†; Mex.: Algos-
far; Anadil; Ayoral†; Benfol; Biomesina Compuesta; Bipasmin Compuesto;
Bipasmin Compuesto N; Buscapina Compositum; Busconet; Busepan; Bus-
prina; Colepren; Dolnefort; Dolo-Tiaminal; Espasmogress; Hiosinotil Com-
puesto†; Hiosultrina-F; Korifen; Neo-Brontyl; Neo-Pasmonal; Ortran†; Pas-
modil; Pirobutil; Respicil; Retodol Compositum; Selpiran; Serralpina
Compuesta; Singril; Pol.: Gardan P; Scopolan Compositum; Spasmalgon;
Tolargin; Rus.: Analgin-Chinin (Анальгин-Хинин); Antigrippin-ANVI
(Антигриппин-АНВИ); Baralgetas (Баралгетас)†; Benalgin (Бенальгин);
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50   Analgesics Anti-inflammatory Drugs and Antipyretics
Maxigan (Максиган); Nebalgan (Небалган); Pentalgin-N (Пенталгин-Н);
Revalgin (Ревалгин); Sedal-M (Седал-М); Sedalgin-Neo (Седальгин-Нео);
Spasgan (Спазган); Spasmalgon (Спазмалгон); Spasmalin (Спазмалин);
Tempalgin (Темпалгин); Tempanginol (Темпангинол); S.Afr.: Baralgan†;
Buscopan Compositum; Norifortan†; Scopex Co; Spain: Buscapina Com-
positum; Nolotil Compositum†; Thai.: Butarion; Novapam; Turk.: Busco-
pan Compositum; Peraljin; Skopolin; Venez.: Bort†; Buscapina Composi-
tum; Butilamina Compuesta; Cotar†; Diezol Compuesto†; Flemibar ;
Hioscinol Compuesto†; Praxona; Sarifan Compuesto†; Sistalcin Composi-
tum.

Eltenac (rINN)

Elténac; Eltenaco; Eltenacum. 4-(2,6-Dichloroanilino)-3-thiophe-
neacetic acid.
Эльтенак
C12H9Cl2NO2S = 302.2.
CAS — 72895-88-6.

Profile
Eltenac is an NSAID (p.96) used in veterinary medicine.

Embutramide (BAN, USAN, rINN)

Embutramida; Embutramidum; Hoe-18-680. N-(β,β-Diethyl-m-
methoxyphenethyl)-4-hydroxybutyramide.
Эмбутрамид
C17H27NO3 = 293.4.
CAS — 15687-14-6.

Profile
Embutramide is an opioid analgesic used in veterinary medicine
for euthanasia.

Enoxolone (BAN, rINN)

Enoksolonas; Enoksoloni; Enoxolon; Enoxolona; Énoxolone;
Enoxolonum; Glycyrrhetic Acid; Glycyrrhetinic Acid; Kwas gli-
cyryzynowy. 3β-Hydroxy-11-oxo-olean-12-en-30-oic acid.
Эноксолон
C30H46O4 = 470.7.
CAS — 471-53-4.
ATC — D03AX10.
ATC Vet — QD03AX10.

NOTE. Do not confuse with glycyrrhizic acid (p.2316).
Pharmacopoeias. In Eur. (see p.vii). 
Ph. Eur. 6.2 (Enoxolone). A white or almost white, crystalline
powder. It exhibits polymorphism. Practically insoluble in water;
soluble in dehydrated alcohol; sparingly soluble in dichlo-
romethane. Protect from light.
Profile
Enoxolone is a complex triterpene prepared from glycyrrhizic
acid (p.2316), a constituent of liquorice (p.1740). Enoxolone is
used locally in preparations for the treatment of non-infective in-

flammatory disorders of the skin, mouth, throat, and rectum.
Enoxolone potassium (potassium glycyrrhetinate) has been used
similarly. 
Derivatives of enoxolone, including its aluminium salt (p.1729)
and carbenoxolone (p.1714) have been used in the treatment of
benign peptic ulcer disease and other gastrointestinal disorders.
◊ Enoxolone is a potent inhibitor of the enzyme 11β-hydroxys-
teroid dehydrogenase, which inactivates cortisol, and use with
hydrocortisone has been shown in animal studies to potentiate
the activity of hydrocortisone in skin.1 Whether this also in-
creased the systemic absorption and toxicity of hydrocortisone
was unclear.2 However, for reference to adverse effects attributed
to systemic inhibition of cortisol when enoxolone (glycyrrhetinic
acid) is produced during metabolism of ingested liquorice, see
Effects on Fluid and Electrolyte Homoeostasis, p.1740. 
A cream containing enoxolone with hyaluronic acid, telm-
esteine, and a grape extract, has been investigated with apparent
benefit in the management of mild to moderate eczema.3,4 How-
ever, topical application of enoxolone has been associated with
contact dermatitis.5
1. Teelucksingh S, et al. Potentiation of hydrocortisone activity in

skin by glycyrrhetinic acid. Lancet 1990; 335: 1060–3. 
2. Greaves MW. Potentiation of hydrocortisone activity in skin by

glycerrhetinic acid. Lancet 1990; 336: 876. 
3. Belloni G, et al. A randomised, double-blind, vehicle-controlled

study to evaluate the efficacy and safety of MAS063D (Atopi-
clair) in the treatment of mild to moderate atopic dermatitis. Eur
J Dermatol 2005; 15: 31–6. 

4. Abramovits W, Boguniewicz M. Adult Atopiclair Study Group.
A multicenter, randomized, vehicle-controlled clinical study to
examine the efficacy and safety of MAS063DP (Atopiclair) in
the management of mild to moderate atopic dermatitis in adults.
J Drugs Dermatol 2006; 5: 236–44. 

5. Tanaka S, et al. Allergic contact dermatitis from enoxolone.
Contact Dermatitis 2001; 44: 192.

Preparations
Proprietary Preparations (details are given in Part 3)
Belg.: Dermanox; Fr.: Arthrodont; Moustidose; PO 12; S.Afr.: Arthro-
dont.
Multi-ingredient: Arg.: Anastim con RTH; Empecid Pie; Chile: Gingilac-
er†; Ruboril; Sebium AKN; Suavigel; Fr.: Apaisance; Erygine; Fluocaril dents
sensibles; Hexalyse; Hyseke; Hyseke Solaire; Mousticologne; Moustidose
Bebe-Nourrisson; Night Peel; Novophane; Novophane S; Photoderm
Flush†; Photoderm Laser†; Pyreflor; Sebium AKN; Sedorrhoide; Tiq’Aouta;
Vocadys; Hong Kong: Hexalyse; Indon.: Polik; Israel: Aphtagone; Aptha-
X; Gelclair†; Ital.: Acnesan†; Bactilene; Benodent Gel Gengivale†; Biothy-
mus DS; Eudent con Glysan†; Fluocaril; Lenipasta†; Lenirose†; Lisomucil
Gola; Neo-Stomygen; Pastiglie Valda†; Prurex; Skab 2; Viderm†; Mex.: An-
genovag; Periodentyl; Port.: Despigmentante; Rus.: Hexalyse (Гексализ);
Spain: Angileptol; Anginovag; Roberfarin; UK: Atopiclair; Gelclair ; Xclair;
USA: Atopiclair ; Gelclair; Venez.: Sebium AKN; Sensibio DS.

Epirizole (USAN, pINN)

DA-398; Epirizol; Épirizole; Epirizolum; Mepirizole. 4-Methoxy-2-
(5-methoxy-3-methylpyrazol-1-yl)-6-methylpyrimidine.
Эпиризол
C11H14N4O2 = 234.3.
CAS — 18694-40-1.

Pharmacopoeias. In Jpn.
Profile
Epirizole is an NSAID (p.96) that has been given in a usual oral
dose of 150 to 450 mg daily in divided doses; larger doses of up
to 600 mg daily have been used in patients with rheumatoid ar-
thritis.
Preparations
Proprietary Preparations (details are given in Part 3)
Braz.: Mebron†; Jpn: Mebron; Venez.: Dalex.

Etanercept (BAN, USAN, rINN)

Étanercept; Etanerceptum; Etanersept; Etanersepti; rhu-
TNFR:Fc; TNR-001. A dimer of 1-235 tumour necrosis factor re-
ceptor (human) fusion protein with 236-467-immunoglobulin
G1 (human γ1-chain Fc fragment).
Этанерцепт
CAS — 185243-69-0.
ATC — L04AB01.
ATC Vet — QL04AB01.

Adverse Effects and Precautions
As for Infliximab, p.69. 
Mild to moderate injection site reactions with symp-
toms of erythema, itching, pain, or swelling are com-
mon with etanercept. Other common reactions include
headache, dizziness, asthenia, nausea and vomiting,
abdominal pain, dyspepsia, and allergic reactions. Anti-
bodies to etanercept may develop. 
Etanercept should be used with caution in patients with
heart failure.
◊ References.
1. Sánchez Carazo JL, et al. Safety of etanercept in psoriasis: a crit-

ical review. Drug Safety 2006; 29: 675–85.

Wegener’s granulomatosis. The addition of etanercept to
standard therapy (including cyclophosphamide or methotrexate
and corticosteroids) was not shown to be effective in patients
with Wegener’s granulomatosis and was associated with an in-
creased incidence of various non-cutaneous malignancies.1 Li-
censed product information recommends that etanercept should
not be added to therapy in patients with Wegener’s granulomato-
sis.
1. Wegener’s Granulomatosis Etanercept Trial (WGET) Research

Group. Etanercept plus standard therapy for Wegener’s granulo-
matosis. N Engl J Med 2005; 352: 351–61.

Interactions
As for Infliximab, p.71. The use of etanercept with sul-
fasalazine has resulted in decreased white blood cell
counts; however, the clinical significance of this is
unknown. For an increased incidence of malignancy
when etanercept was added to standard immunosup-
pressive therapy in patients with Wegener’s granulo-
matosis, see above.

Pharmacokinetics
After a single subcutaneous dose of etanercept, UK li-
censed product information states that the mean half-
life is about 70 hours, and the time to peak serum con-
centration 48 hours. In contrast, US information gives
the half-life as 102 hours and the time to peak concen-
tration as about 70 hours, although with a considerable
range. Repeated dosing was noted to result in a two- to
sevenfold increase in serum levels of etanercept in
some patients.
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Uses and Administration
Etanercept is a recombinant version of soluble human
tumour necrosis factor (TNF) receptor that binds spe-
cifically to tumour necrosis factor (p.783) and blocks
its interaction with endogenous cell-surface TNF re-
ceptors. This interaction prevents the important effect
of TNF in the inflammatory processes of rheumatoid
arthritis; elevated TNF levels are also found in psoriat-
ic plaques, in the synovium of patients with psoriatic
arthritis, and in the serum and synovium of patients
with ankylosing spondylitis. 
Etanercept is used in the treatment of moderately to se-
verely active rheumatoid arthritis and active and pro-
gressive psoriatic arthritis. In the UK, it is licensed
for use in patients who have had an inadequate re-
sponse to standard disease-modifying antirheumatic
drugs although, in severe rheumatoid arthritis, it may
be used in patients not previously treated with meth-
otrexate. In the USA, it is licensed to treat early rheu-
matoid arthritis or psoriatic arthritis, to reduce the signs
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