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fla 31 wennan 2555 TugtlhauenildTunsinadedd
Wulsm rheumatoid arthritis (RA) GRS Systemic
Lupus Erythematosus (SLE) ﬁiéﬁ‘umiuﬂ@:u DMARDs

Background: Several countries accept patient self
reporting as a part of pharmacovigilance systems
because this system can increase reporting rate of adverse
drug ractions (ADRs) compared to health professionals.
Disease Modifying Antirheumatic Drugs (DMARDSs) were
used in chronic disease for long-term treatment. These
drugs may cause severe ADRs at high frequency. Thus this
study was aimed to determine the rate of ADRs reporting
of DMARDs reported directly by patients, including
factors related to reporting of DMARDs and to evaluate
the accuracy of reported symptoms.

Method: The retrospective descriptive study was obtained
ADR experiences from rheumatoid arthritis (RA) or Systemic
Lupus Erythematosus (SLE) outpatients taking DMARDs
including methotrexate, sulfasalazine, chloroquine,
hydroxylchloroquine, leflunomide, azathioprine at
Srinagarind Hospital. Questionnaires were distributed
to outpatients by researchers at Allergy Immunology
Rheumatology clinic, Srinagarind Hospital and by mailing
during 1 December 2011 to 2012, 31 May.

Results: The response rate was found in 71.4% (612/857)
of total patients. Questionnaires of 77.5% were reported at
least one symptom. The most often reported ADRs from
azathioprine, chloroquine, hydroxychloroquine, methotrexate
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and sulfasalazine was blurred vision (40.0%, 50.8%,
48.1%, 34.6% and 29.8%, respectively) while alopecia
was the most often reported ADRs related to leflunomide
(31.3%). In addition, factors which influenced patients
to report at least one symptom were younger age
(p<0.001), higher education (p=0.033) and more number of
concomitant drugs (p=0.001). The majority of symptoms
were classified as being possible (83.1% of all symptoms
reported) and patient accuracy of reported symptoms as
true ADRs were found in 84.9%.

Conclusion: The ADRs reporting rate of DMARDs from
patients was detected at high frequency and most of them
are known ADRs. Therefore, patient self-reporting ADRs
may be the role of monitoring ADRs in patients with chronic
disease using the long-term drugs.

Keywords: adverse drug reaction (ADRs), disease
modifying antirheumatic drugs (DMARDS), patient
self-reporting
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15-40 31(525) 116(60.1) 38(48.1) 5(10.4) 41(13.9) 14(135) 245(31.5) 215(35.1)
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NsANE

tszan 15(25.4) 54(28.0) 22(27.8) 16(33.3) 131(44.4) 57 (54.8) 295(37.9) 226 (36.9)

G 16 (27.1) 53 (27.5) 16(20.3

(

( 5(104) 57(19.3) 11
alsnygn 8(13.6) 24 (12.4) 11(13.9

(

(

(
(106) 158 (20.3) 127 (20.8)
2(4.2) 26(88)  11(10.6
(
(

) )
) )
) ) 82(10.5) 66 (10.8)
) )

ﬂ?tytyﬂm?‘ 19(32.2) 59(30.6) 24(30.4) 17(35.4) 64 (21.7) 19 (18.3 202 (26.0) 163 (26.6)

‘]E‘ELIWQ_,I’]IV]-L@ﬂ 1(1.7) 3(1.6) 6 (7.6) 8(16.7) 17 (5.8) 6 (5.8) 41 (5.3) 30 (4.9)
Tsmgan
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q>313m 3(5.1) 4(2.1) 1(1.3) 4(8.3) 11(3.7) 5(4.8) 28 (3.6) 22 (3.6)
fuauenlAsusan

1-2 9787 7(11.9) 44(229) 15(19.0)0 2(4.2) 27 (9.2) 14 (13.6) 109 (14.1) 100 (16.3)
3-4 318017 21(35.6) 75(39.1) 36(456) 5(10.4) 112(38.1) 29(28.2) 278(35.9) 237(38.7)

> 5 718017 31(52.5) 73(38.0) 28(35.4) 41(85.4) 155(52.7) 60(58.3) 388(50.1) 272 (44.4)
Note:  AZA = azathioprine, CQ = chloroquine, HCQ = hydroxychloroquine, LEF = leflunomide,

MTX = methotrexate, SSZ = sulfasalazine
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= known ADRSs reviewed from previous reports
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CREY 34 (0.7) 4,359 (83.1) 678 (12.9) 175 (3.3) 5,246 (100)

’Q’m[ﬂ’ﬁ‘%‘lﬁ 6 WUIMNANNTUTLINURNNINUGINT

I .
9187UBINIRALUNANNELTLYeaiU ADRs Aangngu
DMARDs 439 wisagilatsneanulagneas (probable/
possible) 4,456 81013 (Feaaz 84.9) dauann1siiailng

famman 7 Ailafldannengu DMARDs i anlseiie
#ndaneu | Alaiineaiuanidnm (unlikely/unattributable)
853 81n17 (Gaeaz 15.1)

A9 6 HANNTUTLHNAINGNABITBINI9IENIURINNTRALNRAINEINGH DMARDSs 289tlag

annsiimn@iilu ADRs® amsinnananaunlaild 994
17N DMARDs 434 (528a%) ADRs"a7n DMARDs (52814a2)
Azathioprine 417 (83.7) 81 (16.3) 498 (100)
Chloroquine 1302 (82.9) 258 (17.1) 1560 (100)
Hydroxychloroquine 476 (84.1) 90 (15.9) 566 (100)
Leflunomide 194 (77.9) 55 (22.1) 249 (100)
Methotrexate 1529 (86.0) 248 (14.0) 1777 (100)
Sulfasalazine 475 (79.7) 121 (20.3) 596 (100)
EREY 4456 (84.9) 853 (15.1) 5246 (100)

¢ probable and possible,

308

® unlikely and unattributable

AIUATUNTIIYANT 2556;28(3) * Srinagarind Med J 2013: 28(3)



a a I8 . .
NYYIUY mﬂmzqaaﬁ uagAe o Pichayanin Ongtrakoolaree, et al.

9150

ns91eueInNIslaitlszasfainaangs DMARDs
Taun methotrexate, sulfasalazine, chloroquine,
hydroxychloroquine, leflunomide, azathioprine 1u@’ﬂ')ﬂ
Taanenunasuasuns wudn filaadaulug) (Fauaz
77.5) 91enuaInsialnset1eiey 1 89019 uazgtlay
Aqulvnjaesuainisialng 1-5 810 (Fauay 45.1)
fendnefunsAneeedeiion mmﬁﬁgﬁ@ﬂqﬂmﬂu@
RZINEUAINTRALNG 1-5 AIN1TLEUAU

wansAnsIwudngilaaiildFusn azathioprine
2189718 NIRAUNR 3 duduwsn lauA nsda Jugae
waz wavm Tulndne %qmmiﬁéﬂqmqmﬁwﬂu ADRs
‘1’7{mﬂﬁmm’mmﬂ'@uLLm'@”wu”lﬁﬁf@ﬂ10'“31,611'14 NN
°]NBJ‘L]'J?;INT]’1ﬁ‘ﬁ"]?;lxi’]uVlN’]ﬂﬂQ’m’]ﬁ‘ﬁ"m\i’]uVlLﬂ?;lllll’mﬂu
mmummmnmﬂfmLmﬂ“l@fnmmi‘wmm"nummmnmw
IS RIS mmumﬂqulmum chloroquine HANN3ANEN
NUITENURINTRALNG 3 ﬂummmn laun m1ada
NNTN ey ﬂqmmm‘@mvmﬂ mmmﬁ‘mmmmqmmlﬂu
ADRs ‘1/1 ADRs fitAgilsneanusnnian® ™ 1y mm
HN mmﬂfmmmmmmmmﬂﬂmmﬂﬂmﬂfﬁmﬂmmj
fpadsaeunnnoy a1afiesuiainainisdanann
Huasianisanssding wazlduauiainyaainamieanig
WngTNAag mumﬂwﬂmum hydroxychloroquine
NANITANHINLINT1891U8NTAALNGR 3 SUALWLTN
1Hur m1aa nadag uas rnus Gvaanefifilasaeey
1l ADRs ﬁLmﬂﬁmmmmﬁﬂuW?15L°n'u AN WNTN
EINmﬂqm’mmummiwwﬂmmvl,ﬂ smLﬂummmmmm
1@@ﬁﬂ mmwﬂumﬂqmqmmmmm"l,mum flae
A&FUEN leflunomide HANIANEHANLANTEURANT
Emﬂﬂﬁ 3 é“uﬁml,iﬂ 18R k29 A way ANSdey
smmmimwﬂqmwmmﬂu ADRs wwuvl,m LazLABIN
F7891UHNAAW T2 Y g BN ﬁmmﬂqmmmu
AMNTNAUNG 11U mmmnmqmiﬁnmauwmum
analfiasunainenisiindnfdenaadannlddne
Asgnanildfinissaeuensiiinn duaeildsuen
methotrexate HANITANHINLININENIUBINIRALNR
3 ﬁuﬁmwﬂ 1dun mnsla ﬂf;m%’w'?‘ﬂmwmﬂ LATHNTI
ﬁmmmimﬂqmwmutﬂu ADRs mﬂﬁmwmummu
viw 611309 Uondevizansegn uusag sﬁqmﬂqm'mmumm@
mmﬂnm”l,mLLmrmqwfmmimnmwmumm‘2” anaiiies
U1RAINBINITAINAIINNANTLNUABNITANIRTIALAE
anaftndesiuetnsredlsailidueg feanariligilae

ATUATUNSYANT 2556;28(3) * Srinagarind Med J 2013: 28(3)

1nN19971897U8NNTAINANT IUAUALRANNTANENLIN
fulae@l#Fuen sulfasalazine :e91ue1n sinlng
3 fusuuan 1un mnsia dandevizensegn uazuenlindy
%'qmmiﬁ'tiﬂqmwmmﬂu ADRs LAafisneani
qu®u10-12,18

mnmammmmmammﬂﬂmfmmnm DMARDs
Tunns AN wm’mﬂfmmma‘mmm ADRs AN
mrmu LL@”mammmmﬂﬂmmmﬁwmumnﬂm
VILﬂ?;IN mmm LﬂuL‘wmvmﬂfmLﬂumﬁmmmﬂmum
LAY L@J@mezﬁﬂfmmmmmmmﬂnm‘lmwmwmm
tinainnisldaing o DMARDs R9fN1991897U
’meum@umm mmmﬂummmwﬂmmwmimmu
mmmmﬂﬂmwmmuumnmNmnmﬁwmummmmm
NINTUANE émfmmmmﬂﬂmwumimﬂmu@wmﬂ
891N AU TR AT el & Iaaymaing
Meunmenie 5 umeauennisfngs feaneasia
finnsiszifiuennisfildsusaiiafiansnnderny
gneevresdays

filhemauluuAaLNINAUIL 233 2t (Fouaz 28.7)
ﬁmwﬁma%L'ﬁ'mﬁummiﬁmﬂﬂﬁmmam DMARDs
LT 14 mﬂfm‘w”l,mum azathioprine &N methotrexate
WAzeN sulfasalazine mm%nummiﬂqmmmﬂmm
E\I‘]J']EWlbLm“]_I?;I’] chloroquine, hydroxychloroqume %204
£11 leflunomide mqa’mﬂummmmu fsannslitalszaad
neNgN DMARDs ‘V]mﬂqmwmmmﬁumimmmm
na 1°12Imﬂmmﬁnmﬂfamﬂmml,ﬂummimuﬂmvl,mm
wazeNAN AR TIRLIsTAN T Lmvﬂwmmﬁumﬂu‘lﬁmmﬂu
ag) A gilaedianuiala LL@“’@’m’]ﬁ‘VINUQEINM’m
mm‘l@ﬂﬁim”muﬂmﬂmq Lmea”Linmmmmvmﬁ
”meﬂmmvmmm LLﬁlL‘L&'ﬂ\‘iﬂ’m'ﬂWﬂ’lﬁ‘VlWUVLNVLMSuLLN
N f-aqvl,u”l,mﬁﬂmﬂf]ﬂsﬁm mumﬂf;ﬂmﬂmm@mqmmuﬂq
Lflummmumamumu‘[m Faunneuazindanslals
m@mmmn‘u ADRs mwwﬂmmnmﬂmmﬂ@mmﬂm'g

Nani9ley Luummmm@ﬂumﬁwmummi
AaUnAainnisldeings DMARDs WY mﬂfmmﬂum
(Faaay 84.9) mmmmmsmmﬂﬂmwummmmmn
ﬂ’m@u DMARDs smmmiﬂﬂmummmamn‘ummﬂm
Firinun® mmmamﬂummmﬂqmwmmmLflummi
TaiatlsyaadmiAendostuaiane (probable/ possible
ADR) Imﬂ‘ﬂﬁ@‘ﬂ“’LL’&@G?@EIZ\]”F]@H‘H’N@G Wasnnanndn
#nlungy DMARDs {fluenfifl known ADRs 170 WAZ
m@)mmiummmmﬂﬂmmwmuwuimmﬂ

309



a ' ¢ v N { 4 . . . o . .
m‘mﬂ@mam1i'luﬁaﬂszmﬂmﬂms"lmmﬂquﬂsmﬂﬁﬂu (Rn3a) o Adverse Drug Reactions Monitoring to Disease Modifying Antirheumatic Drugs

gl

nsAnEHuansliiuens918971 ADRs Tnadile
Wugsaanuduidsnisutandoalun1sfinniu ADRs
dl % o 1 dl 3| dal o 4
nrasiulsemusiatienduszavinauululsnizafala
o s ads s
ieasanensiiaunangiaeseanudalueilu known
ADRs feaziilutlselemilugoalunisfinnu ADRs 199
wdanslaluaunan

a _a
naAnssuldszma
=R k7 1 o 1 rdl
Anwrereunmiiltangusineting a1ansEmlEneN
81413¢1szanIAdEnegsAans 1dutinnaaiinlaa
a v 2 % ¥ dl % v ) & k% 9 d‘
nHwAuazde Wmihnvesnsagiaauen wef 8 iWwtim
wasrideu nguBNATNITN TINNeUIaATUATUNS
lunsipeeanunlunisiivdeys 1eunUaALL
WASAUATNNIINTINLIUNUS AaNnTUNnIne14e
NMINEN AL VBN 2554

19NEN391999

1. Peyriere H, Cassan S, Floutard E, Riviere S, Blayac JP,
Hillaire-Buys D, et al. Adverse drug events associated with
hospital admission. Ann Pharmacother 2003; 37:5-11.

2. vanPuijenbroek EP,van GrootheestK, Diemont WL, Leufkens HG,
Egberts AC. Determinants of signal selection in a spontaneous
reporting system for adverse drug reactions. Br J Clin
Pharmacol 2001; 52:579-86.

3. Jarernsiripornkul N, Krska J, Capps PA, Richards RM, Lee A.
Patient reporting of potential adverse drug reactions:
a methodological study. BrJ Clin Pharmacol 2002; 53:318-25.

4. van Grootheest K, de Graaf L, de Jong-van den Berg LT.
Consumer Adverse Drug Reaction Reporting: A New Step
in Pharmacovigilance?. Drug Saf 2003; 26:211-7.

5. Blenkinsopp A, Wilkie P, Wang M, Routledge PA. Patient
reporting of suspected adverse drug reactions: a review of
published literature and international experience. Br J Clin
Pharmacol 2007; 63:148-56.

6.  Jaremsiripornkul N, Chaisrisawadsuk S, Chaiyakum A, Krska J.
Patient self-reporting of potential adverse drug reactions to
non-steroidal anti-infammatory drugs in Thailand. Pharm
World Sci 2009; 31:559-64.

310

10.

11.

12.

13.

14.

16.

16.

17.

18.

Singh G, Fries JF, Williams CA, Zatarain E, Spitz P, Bloch DA.
Toxicity profiles of disease modifying antirheumatic drugs in
rheumatoid arthritis. J Rheumatol 1991; 18:188-94.

Grove ML, Hassell AB, Hay EM, Shadforth MF. Adverse reactions
to disease-modifying anti-rheumatic drugs in clinical practice.
Q J Med 2001; 94:309-19.

Taflan @wAn. nsfianuanisldieilszasdananiudn
Taedaasaanulnanse. Inanfinusliyyndanians
NATUAR #1273 TNAFINITNAREN TARINGIAe
NUINERLVDUWNY 2552,

Lacy CF, Armstrong LL, Goldman MP, Lance LL, eds. Drug
Information Handbook. 19" ed. Hudson, OH: Lexi-Comp,
2010-2011.

McEvoy GK, editors. AHFS DRUG INFORMATION 2009.
Bethesda: American Society of Health-System Pharmacists,
2009.

Sweetman SC, editors. Martindale The complete Drug
Reference 37" ed. London: Pharmaceutical Press; 2007.
Aletaha D, Kapral T, Smolen JS. Toxicity profiles of traditional
disease modifying antirheumatic drugs for rheumatoid
arthritis. Ann Rheum Dis 2003, 62:482-86.

Jessop JD, O'Sullivan MM, Lewis PA, Williams LA, Camilleri JP,
Plant MJ, Coles EC. A long-term five-year randomized
controlled trial of hydroxychloroquine, sodium aurothiomalate,
auranofin and penicillamine in the treatment of patients with
rheumatoid arthritis. Br J Rheumatol 1998; 37:992-1002.
Jobanputra P, Maggs F, Homer D, Bevan J. Monitoring and
assessing the safety of disease-modifying antirheumatic
drugs: a West Midlands experience. Drug Saf. 2002;
25:1099-105.

Van Roon EN, Jansen TL, Mourad L, Houtman PM, Bruyn GA,
Griep EN, et al. Leflunomide in active rheumatoid arthritis:
a prospective study in daily practice. Br J Clin Pharmacol.
2004; 57:790-97.

Salliot C, van der Heijde D. Long-term safety of methotrexate
monotherapy in patients with rheumatoid arthritis: a systematic
literature research. Ann Rheum Dis 2009; 68:1100-4.
Gawert L, Hierse F, Zink A, Strangfeld A. How well do
patient reports reflect adverse drug reactions reported by
rheumatologists? Agreement of physician- and patient-reported
adverse events in patients with rheumatoid arthritis observed

in the German biologics register. Rheumatology (Oxford).

201; 50:152-60. @

AIUATUNTIIYANT 2556;28(3) * Srinagarind Med J 2013: 28(3)



