
1. TRADE NAME OF THE MEDICiNAL PRODUCT

No n - c a ncerou s c on d iti on s :

Rili',i:{;,0 "nn,n,. and psoriasis: The producr shourd be used by speciarists in dermarorogv, rheumatorogv

and internal medicine Methotrexut" L-iotini"t"t"o orally' intr;muscularly or subcutan@usly

Rhemato idar th r i t i s :The in i t ia |doseo 'T .smgperweek isg ivenasaSing |edose '
Psoriasis: The recommended inilia| dose is 2'5mg 3 iimes per week with 12 hours interua|s, altemative|y

one single dose of 7.5m9 once a weeK
For both conditions, tn" tn"rup"r,'" J*""t is obtained usually after 4-6 weeks or more' with the condition

of the patient improving after e-l o JeJt! * toi" rr no '""'ponse has been achieved after 6 weeks and

;;i;;i;;;;i#" "iJous".eo, tte oose can be increased slepwise bv 2 smg/week ^-
ij:;;iiy d; ilii';;se pet *ex i-s oewen 1G-25ms' and the dose should noi exceed 2sms/week

since methotrexaie i" " ois"a""-moJflint anti-rt'"uraii" orug which is potentially toxic after longtem

use, a balance must be struck o"t*""i tt"" Induction of side effects of methotrexate therapy versus rne

proqrsion or rneum"roiO annnt's aii ""u!o t-o'UiOity'r'nuO"quatetheraov is utilised The dose shoJld

be adjusted according to the o"tieni:"lisio-n"e. f io'r"roon"" is obtain;J after '12 weeks witl' 25mg

methotrexate should be wlthdrawn' tti*pbnt" to methotrexate treatment is achieved' the maintenance

dose should be reduced to tn" ro*e"t*fi-*L-t" #""tiu" dose The optimal therapy duration is^so lar

unknown but preliminary oat" ino,"Ji"tiii ttt" initially achieved effect mav remain for at least 2 years

with continued maint"n"n"" 0o"". tin-"n it L it".irJni t" *ithdrawn the symptoms may return within 3-6 -

weeks. In patients with psoriasis' # ;;" ; ;;th;t*'ate may permit th; return to conventional topical

therapy which shoulo oe encouragedi'iJOitionaffy' an initiar tesidose one week priorto initiation of therapy

can be qiven to detect any idiosyncrasy 
risks involved and the clinician shoutd pay particular attenipn-to

The patient should befully informed (

the appearance of liver toxicity oy cJiryint oui tiver tunction tests before startino methotrexate treatment,

end reoeatino these at 2 t" o t.riin'in,""ir"r"'irti.g ih",jpy Higher doses require careful long-term

roniroi,ng toi rlu"t as well as bone marrow and lung toxicity - . ̂  .
Folic acid (1-2mg daily) or tolinrc ""lJfZ i-itS;""""1"t *""r' 8:1,? h-ours after methotrexate) should

be administered con"u*"ntry to ,"a"uiJli'i potEnli"] iong+"'m toxicity ot methotrexate These doses of

Methotrexat "Ebewe"
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

iml contains 1 Omg methotrexate as active ingredient'

For excipients, see seclion 6 1

3. PHARMACEUTICAL FORM
Solution ior iniection and inlusion'

4. CLINICALPARTICULARS
4.1. Therapeutic indications

Cancerous conditions;
Maliqnant diseases, for example acute lymphatic leukaemia (ALL), non-Hodgkin's lymphoma' breasl

cancer, choriocarcinoma

Non-cancerous conditions:
Treatment of rheumatoid arthritis'
TreatmenloJpsoriasis,especiatt"ywidespreadpsoriasis'widespreadpustularpsoriasis'psoriaticarthrit is'
or osoriatic nail disease.

4.2. Posology and method ol administration
Cancerous conditions:
Adults and children: Methotrexate may be given by intramuscular, intravenous (bolus iniection or infusio,n)

Intrathecal, intra-arterral and Int;u"ni'i'""f"ito'teJot administration . Dosages are baseo on th" puti9lt 
:

body weight or surface "r"" ""i"ii'in tt " "aie of intrathecal or intraventricular administralion when a

maximum dose of 1smg and " t5*it*-""""""tration ot smglml is recommended Doses should be

reduced in cases ot haematorog;]i; i i";y;"Jirefatic or-renat impairment. Larger doses (greate'

than 1o0mq) are usually giu"n o't iittauenous infusion.over periods not exceeding 24 hours Part of the

dose mav be qiven in an init ial rapid intravenous Inlecllon'

Dosage 6chedules vary considerably depending oa the use

l\y'ethotrexate has been useo *,fi1;;"i;;i;ff;"L in a wide variety ol neoplastic diseses' alone and in

combination with oth"r"ytoto^i" "g"ni", homones, radiotherapyorsurgery. Dosage-schedulestheJefore.vary

considerably depending on rn" "lini"uir"-, particularly when more than 1 somo/m'� are administered, these

reoimens are followeo uv tne aoministration bf calcium folinate to ecue normil cells from toxic etfects'

ffi#;;i;;;i;;ti";i"l#i;;;;"i"'v, a"punoins'pon the dose ol methotrexate administered'

In general, up to 150mg are usu"iiv g'"!"-i" oi"ioJ doses-over t2-2a nours' by intrmuscular injection'

bolus intravenous Inlectron or i"'ir|i"".r" i"i"""" or orally,_followed by 12-25m9 intramus:ulilly lv'

;G;;;;;ly (o;;iap"ur"l, eultv siihours lor the next 48 hou6 Rescue therapv is usuallv staneo

foltowing a detay of e to zq norrJ'ir#'t';;;g;";s oithe metholrexate intusion. one capsule (15m9)

of calcium fotinate ev""y .,^ no,]i" ioi ae-ZZ no-urs miy Oe sutticient when lower doses (less than 1 00mg)

of nethotrexate have been given
ir." t"irr*i"g t"gitens are 6nly examples'

Leukaemia:
;#;i;: in combination with other c)4ostatic agents once daily for 4-6 weeks'

. 2.sms/kS every two weeks.

. 30mg/m /week maintenance therapv.

. 11l6hl6qss reqimen between t ano i2glm'(i v 1-6 hJ repeatedevery 1-3 weeks'

. 20-ms/m' in combination with other cytostatic agents once weeKry'

Non-Hodgkin-LYmPhoma:
. Combinltron therapy varies between soomg/m'� and 2000m9/m' once weeKly

interuals,
. Once weekly 7500m9/m' i.v.

Breast:
I'iorslt'i.v. in combination with other cltostatic agents on day 1' or 1 and 3' or

year.

Choriocarcinoma:
. ltg0;S daily for 5 days in therapy intervals of one week or more'

. I
. -

or In Inree weeK 
I

-
l a n d S , o r 3 x P e r I



In addilion, aspirin or paracetamol should be used only with caution together with methotrexare, srnce
these combinations will often result in abnormal liver vilues. Liver test abnormalities are less likety with
other NSA|Ds.

4.3. Contra-indicatidns
Pregnancy and lactation.
Significant hepatic dystunction including tibrosis, cirrhosis, or hepatitis.
Significant renal dysf unction.
Blood dyscrasias including hypoplasia of the bone marrow, leukopenia thrombocytopenia, anaemia.
Active infectious disease, evidence of immuno_defrciency syndrome.
Known hypersensftivity of methotrexate.
General poor condition.

4.4. Special warnings and special precautions for use
Methotrexat may only be administered under the superuision oi a physician qualified in oncology wfn
experience in the use of antineoplastic chemotheraDv.
lviethotrexate should be used with exlreme cautiotr in patjents with haematological depression, renal
impairment, peptic ulcer, ulcerative colitis, ulcerative stomatitis, diarrhoea, poor pirformance status and
in young children and the elderly.
Patients with pleural effusions or asciles should have these drained il appropriate before trearmenr or
treatment should be withdrawn.
Symptoms of gastro-intestinal.toxjcity,. usually first manifested by stomatitis, indicate interruption of
therapy; otheMise haemorrhagic enteritis and ieath lrom intestinal perforation may occur if treatment is
continued.
Methotrexate may cause decreased fertility, oligospermia, menstrual dysJunction and amenorrhoea. This
eifect appears to be reversible on discontinuingiherapy. Beyond this methotrexate "ur""" "aoryo tori"ity
and foetal defects and may cause abortion. lf one of the'parlners is being treated with methotrexate,
conception should be avoided during treatment and at least three months tfter cessation of trearmenr.
Before beginning methotrexate therapy or reinstituting methotreiato atter a resi perioa, *"""r"nt ot
renal function, liver functlon and blood elements sho;ld be made by history, physical examination and
laboratory tests Patients undergoing therapy should be subject io appropriite superuision so thar srgns
of possible toxic eff@ts or adveEe reactions may be detected and ;valuated with minlmal delay.

I lt isessentialthatthefollNing laboratorytests are included regularly in the ctinjcalevaluation and;6nitoring
of oatients receivino methotrexate: complete haematologicaianalisis, urjnalysis, renal function tests, livei- fu;ction tests and ilrn"" nigh doi;" "i"-"d;intt.rlJ,'o""tl-in"tion of ptasma tevets of methotrexate.

=- Particular.attention should 6e given to the iJp"u."""'Jliu"r toxicity which may occur without coletative
- cnanges in liver function tests. Treatment should not be instituied or shouid be discontinued iJ any
: abnomality in liver function tests or liver biopsy is present or develops during therapy. Such aLnormatities

should return to normal within two weeks atter which treatment miy oe reiommdnced at the discrerron
of the ohvsician.
Haemopoietic suppression caused by methotrexate may occur abrupfly and with apparenflysafe dosages.
Any profound drop in white-cell or plateletcounts indicate immediate wiihdrawal oftni orug ind iplropriate
supportive therapy.
High doses may cause the precipitation of methotrexate or its metabolites in the renal tubules. A high ftuid
throughput and alkalinisation of the urine to pH 6.5-7.0 by oral or intravenous administration of "oo,rt
bicarbofate (5 x 625mg tablets every three hours) or aceiazolamide (5o0mg orallt-fow tiniEg a day) is
recommtrded as a preventive measure.
The Rules oi the National Working Environment Authority cohcerning handling of cytostatics shouto oefolJowed.

4.5. Interaction-S with oifier Medicaments and other torms ot interaction
Methotrexate has some immunosuppressive activity and therefore the immunological response to
concurrent vaccination may be decreased. In addition, concomitant use of a live vacc]ne could cause a
severe antigenic reaction.
Protein bound methotrexate may-be displaced by salicylates, sulphonamides, diphenylhydantoins,
tetracyclines, chloramphenicol, sulfazole. doxorubicin, cyclophosphamide ano oaibituratei. ite higherplasma levels of unbound methotrexate may lead to incr;ased toxicity.
Methotlexate is subject to active renal secretion. lt intederes in general with other drugs subject to the
same excretion-mode and this causes increased methotrexate plasma_levels.
The dose ot methotrexate should be reduced when given concomitanfly with probenecid,
Vinca alkaloids may increase intracellular methotrex;te and methotrexate polyglutamates.
concomitant use of drugs with nephrotoxic or hepatoloxic potential iinciLiding Jicoho| snoutd be
avoided.
Vitamin preparations or tral iron preparalions coniaining folic acjd may alter the response to
methotrexate.
Non-steroidal anti-inflammatory drugs may impair the renal clearance of methotrexate and lead to severe
toxicity.
Concomitant administration of folate antagonists such as trimethoprim/sulphamethoxaole is reported to
cause acut€ pancytopenia in rare cases.
Serum levels of methotrexate may be increased by etretinate and severe hepatitis has been reported
following concurrent use.

4.6 Pregnancy and lactation
Methotr€xate has been shown to be teratogenic. Therefore, it is not recommended in women ofchildbearingpotential unless the benefits can be expected to outweigh the considered risks. lf methotrexat€ is used
durlng pregnancy for antineoplastic indications, or if the paljent becomes pregnant while laking this orug,
the patient should be appraised of the potential hazard io the foetus.
lvlethotrexate is excreted in breast milk for which reason breast feeding is contraindicated ounng
IneraDv.

4.7. Effects on ability to drive and use machines
Depending on individual susceptibility, the patient's ability to drjve a vehicle or operate machinery may
be impaired.

4.8. Undesirable effects
The most common adverse reaclions include ulcerative stomatitis, leukopenia, nausea and abdominal
distress. Although very rare, anaphylactic reactions to melhotrexate have occurred. Others reported are
eye irritation, malaise, undue fatigue, chills and fever, dizziness, loss of libido/impotence and decreased
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l:,s]:ta.nc^e.to infection- In general, the incidence trd severity of side effects are considered to be dose_related. Adverse reactions for the varlous systems are as follows:
The incidence of the more frequent adverse reactions is as follows:
Common General: Headache, djziness(>1/100) Haematological: Leukopenia

Gastrointestinal: Nausea, vomjting, stomatitis

skin: 
diatrhoffi' ilorexia

!y::. Significant etevation of tiver enzymes
Inrection
Epistdis, thrombocytopenia
Pruritus. urticaria

Less common Haematologlcal:
Skin:
Pulmonary: pulmonary fibrosis, pneumonitis
Urogenital: Vaginal ul-ceration

Uncommon General: lmootence
(<1/1000) 

9l!s' Deiression, confusion
urner: Diminished libjdo, Herpes zoster

Integumsnt EMhematous rashes, pruritus, urticaria, photosensltivity, pigmentary changes, alopecia,rccyhmosis, telangiectasia, acne, furunculosis. Leiions or psorrasrs may be aggravated by concomftantexposure to ultraviolet radiation skin ulceration has ben reported i'. p#i;ti";;,r;k. The recatiphenomenon has bren reported In both radiation anJ sohr damlged skin.'-singre trrss of stevensiohnson-syndror anJ epiaemar n"".ivii"-it"u" o""n reported.
Hematopoietic: Bone marrow depression is most frequenfly manifested by leukopenia, butthrombocytopenia, arae!i1. oLany cmbination may occur. Infeciion or ""pit"rii an-J haemonnagefrom various sites may resurt. Hypogammagroburin"uinia i,* o""niiporiei]'"-""'r- 

-"" "

AlimentarysystEm:Mucositis(mostfrequentlystomatitis, attho!9h gingivitis, pharyngitisand ev6n enteritis,intestinal ulceration and.bleeding) tuy'o""ui. rn i"i" iases the effect of methotrexate on the intestinalmucosa has led to malabsorption or t-oxic megacolon. Nausea, anorexia ano voniiifa-nolor oiarnoe"may a|so occur.
Flepauci Reversible jncreass in transminases occuF frequently. Hepaflc toxicity resulting in significantelevations of liver enzymes, acute liver atrophy, nmiosrs, rany metamorphosis, periportal fibrosis orcirrhosis or death may occur, usually following ihronic administration.
uregenital system:.Renal failure and uraemia may follow methotrexate administration, usually in highdoses. vaginitis, vaginar urcers, cysritis, haematuridand nephropathy have arso oeen i"iort"o.
Pulmonary syslem; Infrequently an acute or chronic inteEtitial pneumonitis, often associated with bloodeosinophilia, may occur and deaths have been reported. Acut" pirrrr""rvo"li"ru nllfiillen reporreoaftero.land intrathsal use. Pulmonarytiurosis iiiail. n synotr" "onJi"iing Jii"iiiii" iji uno pr"ururthickening has been reported following high doses.
centEl noryous systemi Headaches. drowsiness and blursd vision hfle occur€d. Following rN oossof methotrexate, transient subtle cognitive dysfunction, mood alteration or unusual cranial sen;ations havebeen reported occasionally. Aphasi;, paresis, hemijaiesis, ana conurr"ions rraue "rJ J""irrlo rolb*ingadminjstration of higher doses.
Adverse reactions particularly tollowing intrathecal administration:

, ai:l:' 
chemical arachnoiditis'manifeste; uy neaJ""rre, back or shoutder pain, nuchal rigidity, and

subacute: may include paresis (usually transient), paraplegia, nerue palsies and cerebellar dvstunction..r chronic: leucoencepjatoparhy maniiested ov 
'l,iiLuiitv] 

ionir"ii", 
-"tL]", 

!i"!ii'"iil, 
"J"""",on",,v

convulsions, dementia, somnolence, @ma. ano rarety deiirr. th"r" i" ,luio"n"l tn-Iiin""ilri,n"o u"" otcranial radiation and intrathecal methotrexate increaies the incidence of r"r"o"n""ih4opuiiy.Additional reactions related to or attribuied to the use ot metholie"aie "";;;;""f,gil|o!d', abnormal(usualty ,mesalobtasric,) red ceil .morphotosy, pr*litution "i;;i;;i;",;;;&#;iin-"ng"" "nosudden death have been rooorted.
C€rcinogenesis, mutagenesis, and impairment of fertility:
Methotrexate has been reported to cause intomosom"t oamage to animal somatic cells md bone marrowcells in humans, these effects are tfansienttrdreversibte. In dati*ts i["t"0 *tn .":iiJiJ*iL, ,n'" ,"vcause an increased rrsk.of neoplasia (Lymphoma, uiuatly reversible), but evidence is insutrLient to permnoonclusive evaluatim velhotrexate nas-ueen ieportei to cause'lmpairment or ieriitity, origospermia,menstrual dvsfunction_and amenorhoea in humans, during ano i", a Jnort jeiioa "ii"i'J""!uion-ln addition, mothotrex€te causes embryotoxicity, abortion ana foetal defects in humans, Therefore, thepossible risks of effects on reproduction should'be discused with patients of chil;-o"utinf jot"ntiur.

4,9. Overdose
calcium leucovorin is the antidote for neutralsing the immedrate toxjc effsts of methotrexare on thehaemopoietic system.lt may be administered oraliy, inlamusotariy or by an intravenous bolus rn1ectionor infusion' In cases oJ accidental overdosage, a d'ose ol catcrum leucovorin equal to or hiqher than theoffendjng dos of methotrexate should be a--dministered rit'i" """ r,"ri ""oi11ini-"-oniin"uJo ,n,', tn"serum levels of methotrexate are below 1o-7M, other supporting therapy such as-a oimJiranstusionand renal dialysis may be required.

5. PTIARMACOLOGICAL PROPERTIES
Therapeutic classification: ATC-Code L Or BA 01

5.1. Phamecodynamic propertiEs
Methotrexate. a d€rivative offolic acid, beloigs to the class of cytotoxjc agents known as antimetabolites. ltactsprincipallyduringthe'S phaseofcelldiGion,bythecompltit iveintri-oit ionorineenzvmeJinvoroiorate
reduct6e, thus pr"".:ll',lS^!1",!*yction ot dihydrcfotate to tetrahydrofotate, a nmeii""y "i"p ,n tn"prme$ of DNA synthesis and ceilurar reprication. Activery proriferating ti55r;;;;;jijnun, "*,",al cells, buccal and iniestinal mucosa, and cells oflhe urinary bladder iri generalymore sensitive fdrhe effects of methotrexate. when cellular prolifeation in rurijn"r,r-t-i5-5,.ilJ," gr""t",than in more normal tissues' methotrexate may imfair matignant groMh without-ireversioie oamage tonomaltissues.

5.2. Phamacokinetic properties
Methotrexate is generally completely absorbed from parenterat routes of administration. peaK serumconcentrations following intramuscular administration a;e achiev6d in 30 to 60 minuies. ntteiititr"u"nous
:ffi S1ryigig::?!T:f ggg1g1of ,pp*,re&aiaurs6;d-riiiiiii jiiii.l"i ".*r_



srare vorume or orsTfloullon I apprmatery 0.4 to 0.81,/kg (40%o to goo/o oi body weight). Methotrexate
competes with reduced folates for active transport acro$ call membranes by means of a single carrier-
mediated active transport process, At serum concentrations greaterthan 1 OO micromolar, passivi diffusion
Dsomes a major pathway by which effective intracellular concentrations can be achieved. Methotrexate
in serum is approximately 50% protein bound.
Methotrexate does not penetrate the blood-cerebrospinal fluid barrier in therapeutic amounts when
given.orally or parenteraily. High csF concentrations of the drug may be attained by intrathecal
administation.
Methotrexate is revereibly bound in ploural exudates and ascites, for which reason the elimination from
the organism may be remarkably delayed (see also section 4.4).
Methotrexate is metabotised predominandy to thre forms;7-hydroxy-methotrexate is produced by
hepatic aldehyde oxidase, especially after high-dose infusions, alihougir it has a 200 fold lower afiiniti
to dihydrofolate reductase it may- play a role in the cellular uptake oimethotrexate, polygluiamylatioi
and inhibition of DNA-synthesis. 2, 4-diamino-N-methylpteroic acid (DAMPA) is producecl 6y an onteral
bacte-rial carboxypeptidase, Following intravenous administration of methotrexate, DAMpA iepr*ented
only 6% of the metabolites recovered from the urine.
MelhotHate polyglutymation results in intracellular accumulation of drug which is not at stoady state with
extracellular methotrexate concentration. As methotrexate and naturallolates comoete for the enzvme
polyglutamyl synthetase, a high level ot intracellular methotrexate will result In incieased methotreiate
polyglutymate synthesis, augmenting the cytotoxic effect of the drug.
The terminal half-life reported for methotsate is approximately 3- lo 10 hours for patients rscejving
tr€tment lor psoriasis or rheumatoid arthritis or low-dose anti-neoplastic therapy (less than Oomg/mJi
For patients receiving high doses of methotrexate, the terminal half-iffe is 8 to ts fiours. Ftenat excietion
is the primary route of elimjnation and is dependeni upon dosage and route of administration. With lV
administration, 80% to g0% of the administered dose is excreted unchanged in the urine within 24 hours.
There is limited biliary excretion amounting lo loyo or less of the ad;inistered dos6. Enterohepatic
recirculation bf methotrexate has been proposed.

5.3. Preclinical satety data
Methotrexate ets mainiy on proliferatingli8ffi_
Reproductivetoxicity: Methotrexate is capable of inducing teEtogenic and embryolethal effects in $vsal
specles at dose levels non-toxic to the mother.
Animal carcinogenicity studies have demonstrated methotrexate to be free of carcinogenic potential.
Although methotrexate h6 been reportedto causechrcmosomal damagetoanimal somati; cells and bone
marow cells in humans, these etfects are transient and rsversible. ln patients treated with methotrexate.
evidence is insufficient to permit conclusive evaruation of any increased risk of neoplasia,
Mutagenicity: Methotrexate is genotoxic in a number of in vitro and in vjvo mammaiian test svstems.

6, PHARMACEUTICALPARTICULARS
6.1. List of excipients

Sodium chloride, sodium hydroxide and water for iniections.
6.2. lncompatibilities

Strong oxidants and acids. Precipitation or formation of a turbid solution is seen in combination with
chlorpromaine hydrochloride, droperidol, idarubicine, metoclopramide hydrochloride, heparin sotution,
prednisolone sodium phosphate and prometheine hydrochloride.

33-Sbetr_life j .: _._.
uprry oare rs wnnen on the carton--ino 6ii'lr'ii'r"i"r.

6,4. Special precautions for storage
Do not store above 25'C. Keep container in the outer carton, in order to protst from light.

6,5. Nature and contents of container
Vials, colourless glass of hydrolytic class I with rubber stopper, packed in a carton.
Ampoules, brown glass of hydrolytic class l, packed in a cadon,

--j.llSmpoules containing'10m9/1ml of methotrexate, each.
| 5 ampouls containing 50mg/5ml of methotrexate, each."--+il'atcontaining'10m9/1 ml of methotrexate.

1 vial containing 50mg/5ml of methotrexate.

6.6. lnstruction for use/handling
Parentslal methotrexat€ preparations do not contain an antimicrobial preseruative. Any unused injection
should be discarded.
Parenteral methotHat€ preparations are stabl€ for 24 hou6 when diluted with the following intravenous
infusion fluids: 0.9ol Sodium Chloride;cl@se; Sodium Chloride and Glucose.
Other drugs should not be mixed with lMethotrexate in the same in{usion container,
Handling of cytotoxic drugs: C)'totoxic drugs should only be handled by trained personnel in a designated
area. The work surface should be covered with disposable plastic-ba;ked absorbeni paper.
Protective gloves and goggles should be worn to avoid the drug accidentally comini into contact with
the skin or eyes.
Metholrexate is not vesicant and should not cause harm if it comes in contact with the skin, It should, of
course, be washed off with water immediately. Any transient stinging may be treated with bland cream. lf
there is any danger of systemic absorption of significant quantitiel o{ meihotrexate by any route, calcium
leucovorin cover should be given,
Cytoioxic preparations should not be handled by pregnant staff.
Any spillage or waste material may be disposed of by incineration. No specific recommendations are oiven
with regards to the temperature of the incinerator.
Handle according to guidelines for cytostatica.

7. MANUFACTURER
EBEWE Pharma ces.m.b.H. Nfo.KG
A-4866 Unterach. AUSTRIA

8. DATE OF (PARTIAL) REVISION OF THE TEXT
July 2004

state volume of distribution if apprfiimately 0.4 to 0.81,/kg (4jo/o to BOi/o oI6ody

EBEWE Phama ces.m.b.H. Nfg.KG
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