Brief Communication

An Australian survey of current prescribing practices of
methotrexate in rheumatoid arthritis

A 15-item questionnaire was distributed by Australia
Post between Ocrober-December 1892, 1o Australian
rheumatologists, The suinple was ascerrained from the
Australian Rheumatology Association (ARA) Direc-
tory. Any ARA registrant whose practice was Limited
strictly te paediatrics or nou-clinical rescarch, e.g.
immunology, was excluded. A taral of 180 eligible prac-
tising rhewmnutelogists was idenrified. Second and
third mailings of the questionnaire were made Lo
nen-respondents ar intervals of about ome month.
The analysis was based muainly on descriprive
stanstics.

Responses were oblained from 37 rheumatologists
(response rate — 76%). The mean year of graduation
from medical school of respondents was 1973
(range — 1951-1985) (non-respondents: mean — 1972,
range — 1952-1986, p=ns}and the mean year of starting
practice in rheumatology of respondents was 1980
(range = 1958-19%2). Thirty per cenr of respendents
were in privarg practice, 42% in private practice with
academic centre afTiliation, and 28% were hased in an
academic centre.

The majority of respondents preferred o use oral
routinely (29%) ruther than intramuscular (1%) metho-
trexare (MTX), and all but two had initiated treatment
with MTX in the preceding year.

Respondents were presented with three clinical
sCenarios representing progressively higher levels of
severily. They were insrrucred that a) the patient had
not been on slow acting anti-rhenmaric drug (SAARD)
therapy previonsly; b) there were no contraindications
to any SAARD, und ¢y impending pregnancy was not
an issue. Respondents were ashed to list their initial
choice, i.e. the drug or drogs which they might first
prescribe in the treatment of the various scenarios. The
results of this exereise are shown in Table 1. Twenlty-
six per cent of respondents selected the same SAARD
of first choice for Scenario A (RF 4 ), Scenurio B (age
30) and Scenario C, while 4% selecred the same
SAARD of first choice for all five clinical situations,

The usual starring dose was 7.5 mgiwk (37%)
although some respondents preferred lower or higher
doses: 3 mg/wk (34%), 2.5 mgiwk (10%), 10 mg/wk
{(18%) or 12.5 mg/wk (17} The range of maximum

doses prescribed ranged rom 7.5 mg/wk 1o 50 me/wk,
mosr respondents limiting the dose te 20 mg/wk (33%),
25 mg/wk{31%) or 15 mg/wk (24%). The average dose
of MTX prescribed, once a stable dose had heen estab-
lished, was usually 10-12.5 mgfwk (59%), although
doses of 5-7.5 mghwk (26%), 7.5-10 mgfwk (6%),
15-17.5 mg/whk (7%) or 20-22.5 mg/wk (1%) were also
preseribed by some respondents. The majority of rheu-
matologists routinely continued non-steraidal
anti-inflammarory drugs (NSAIDs) when prescribing
MTX (Table 2, see {4)). Having achieved a significant
therapeutic response, most rheumatologists cirher
attempted o determine the minimum etfective dose or
maintained the minimum eflective dose (Table 2, see
B,

Almost all rheumatologists rourinely performed liver
function tests on a regular basis {Tuble 3). A minority
required pre-MTX on interval liver biopsies after a
certain time or cwmnulative dose, although most rheu-
mdtvlogists would consider the procedure if Liver
tunction test abnormalitics persisted (Table 3), Of the
6% of rhenmartologists whao routinely perfored pulmeo-
nary [unction tests, all used them pre-M'T'X (T'able 3.
The mode and range of risk estimates for MTX relared
side effects as judged by responding rheumatologists
was as follows: anaemia 5% (range — 0-15), neutropenis
5% (range=10.5-30), thrombocytopenia 5%
{range = 0.5-20), pancytopenia 0.5% (range = 0.1-15),
cirrhosis 0.5% (range = 0-20), nausea/vomiting 10%
(range — 1-85), neurologic 5% (range = 0-10), oral uicers
5% (range= 1-30)), acute pulmonary toxicity 1%
(range=0.1-10), chronic pulmonary roxicity IR
{range — (-10), rash 5% (range =0-20), renal 0.5%
{range = 0-10), inferiility 0% (ranpe —0-Y0), and
teratogenicity 100% (range = 0-100},

Given an elevation in AST and/or AL'T and/er alku-
line phosphatase, the threshold above the upper limit
of the normal range at which respondents would alcer,
e reduce or withdraw, MTX rherapy varied as
follows: 1.5 % normal (16%), 2% (43%), 2.5 x {13%),
3 % (24%). Given the need to alter MUX therapy, 36%
elected to suspend therapy until enzymes rerurned 1o
bascline, while 39% preferred 1o reduce the dose and
tollow the enzymes.

Reprost veguests to: Professar P. Brouks, School of Medicing, St Vincent’s Tospital, Darlinghurst 2010, NSW. Austraby.
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Finally, there was variability in the use of folic acid
hoth for prophylaxis and to treat MTX side effects us
well as in the dose and dose schedule selected (see
Table 2(c), {d)).

Fighty-five per cent of rheumatologists noted that
1.70% (mode — 5%} of their patients refused 1o accepl
their recommendation to start MTX usually for fear
of side effcets (Table 3).

In interpreting survey dara, it should be noted that
the techniques used probed the opinions of respon-
dents, and made no attempt to audit prescribing
practices directly. Response rates of > 60% are gener-
ally regarded as adequate in surveys of this ype, a
figure far exceeded in the current study (76%). It has
been demunstraled that year of graduation is one of
the determinants of prescribing practice.' We noted
no statistically significant difference between respon-
dents and non-respondents in their vear of graduation
from medical school, and, therefore, have increased
confidence that the survey characterises the prescribing
habits of the majority of Australian rheumatologists.

While there is significant variability in the approach
o MTX utilisation in rheumatoid arthritis (RA} {i.c.
minimum, maximum, maintenance doses, ete), there
is a high leve! of compliance to traditional standards
in those arces where the corpus of knowledge is
adequate to dictate a norm. As the severity or apparent
aggressiveness of RA incrensed in the scenarios, the
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1ABLE 2
Methatrexate Prascribing Pracnoas in Rhewmnalod Artholis
Palienls
Prescribing practice Ll

{a) Polwey ragarding the co-admmnstration of
NSAIDs and MTX
routinely continue NSAILD when uliaung MTX a7

slop cerlarn NSAID:s I}
stop all NSAIDs 1
gwitch NSAIDs 4
b)) MIX duse adjustment following achieverant of
a significant responsa
determing rrumimunm ellective oose 62
cantinue niial Aosa AS long a8 response manlaed 31
lower tne duse W stop diug entirchy after ceran tme 7
(c) Polcy regarding futic acid prophylaxs
routing use as prophylaxis dunng MTX treatment 33
majority orescnbed — 1 or b mgiday (range =0.5-10] 78
dosing sehedule
evary day 449
once por wock 27
or some, but net all, days 24
{d} Policy regarding the use of lohic avd Lo treat
MIX wde effzcts 78
moutn wleers 34
Aauseavomiting a2z
haematalagic 11

Atieseaive NSAIDS = ~or-gerodal anti-infammacry drugs
K X = mrthatoxate,
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TABLE 3
Welnotrexate Related Toxicity |ssues

Tusigily 'sgues %o

Ruulng morraring of liver ‘unction togts L]
AST (8GO} 97
afkaline phosphatase /6
ALT (3GPT) 75
gamma T 74
total bilirubin 38
lactate dehydragenase 24
afbaurrtin 7
prodfie i 0 bime *
total protein or olher 1

Fracjuency of LET rmomloring ir first 8 months

BYArY week 4

every ? weeks 18

svery 4 weeaks B0

every 6 wasks &

overy 12 weeks 4
Uliksation of oredrug livar binpsy

00 al vatonts 1

on patients wih histlory of alcohol abuse 42

an aatents with liver fuaglion abnormalties

prrecnig &

Ltibsation of iiver biopsy wile on MTH herapy

after a given tme pesiod 11

gher & certan cumulative dose 20

after 2 sigrificant incregsa in livar anzymes 19

roarsisler ver enzyme abnamalities despite

afltering or slopoing Iherapy a7

Routine usc of pu monary fanclion tests &

pre-hTx 6

after a certain time period z
Reason for refusing treatmen]

lear of zide effects 80

fear of lak ngr & “cancer drug’ 19

necessty 10 restrof a'nohal intake 4

misice laneous 18

Apbroviations A57 (3R

ALT IZEPT) = @l an
L= =liver fu
MTX = et sl

Aspaile annncirsnsterase
aruferaze

proportional utilisation of MTX as drug of first choice
in¢reased from 23% in the first scenario to 61% in the
rthird scenario. T'his may suggest a trend rowards
favouring MTX for more severe or aggressive RA_ Also,
the more severe the portrayed RA diszase the greater was
the inclination for using commbination drug therapy.
Rheumatoid factors starus affected the prescribing
patern with a proportivnal increasc in antimalarial use
if'the RA patient was scronegative. Age appeared to play
no role in drug of [irst choice being not significanty
different whether Lhe paticnt was 30 or 65 years of age.
Overall these data suggest that the majority of Australian
rheumatologists are selective in their nse of SAARDs and
that MTX has not yer heeome established as the invari-
able drug of first choice even for severe or agpressive RA.

Given & puucity of informarion regarding clinically
important interactions and the frequent necessity ro
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co-prescribe MTX and NSAIDs in order to controlthe
discase, it is not surprising that the majority of respon.
dents routinely used these drugs in combinarion,
While the majority of rheumatologists routincly
monitor ‘Tiver function tests, there is diversity in the
perceived necessity for liver biopsy during MTX
therapy. This contlict of opinion is likely 1o conrinue
given Walker er al ¥ recent report of documented cases
of clrrhosis in RA patients in MTX.** There is also
invariability in the use of supplementary folic acid and
the role of pulmonary funerion resting. The use of folic
acid, both in prophylaxis and in the treatment of side
effects, is likely to increase in the future given a numher
of recent [avouruble studies.®” Although most theymato-
logists rated the risk of MTX side effects as being low,
the range was extremicly broad, and might, in part, explain
the significanr refusal rate by patients to accept MTX
therapy. Despite potentizl wxdcity, the majority of respon-
dents used MTX in the trearment of RA in adults. B
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