o mm"ia”mu”uawyiri

Iﬂix‘i ﬂﬁiﬂﬁiﬂv@]ﬂﬁia’m’]ivlﬂjﬁ\‘lﬂiz RIANIINITIES

MY DL LIANLNANITINEIRI U

I@ f @3RI E NBILIBY

ﬁqm 211 2556



a1l MRG5480141

TN WILRUL a:uymf

Iﬂix‘i ﬂ’]ﬁﬂ’]ﬁ"ﬂv@m’]ia’m’ﬁh\jﬁdﬂﬁz RIANIINITRIES

AN DL LIANLNANITINHIRI U9

A7.3810 8 NaILInd

ATMELNRTANRGS NHNINYIRYRITRIUAIWNS

Sa08T mqu@ Ué’]i’fmmﬂamuaﬁu ay‘mmfiﬁﬂ

>

(aNuAnluMsnuilduesyids and. ladndudaaiudisaualy)



LONRIIULBUANIILRTY 2

unAnga

SRAlATINTS: MRG5480141
n: %3 1 R 6 a %™ £ % a
Falasan1y: MIIANIIAINTT LUNIUTERIANIIRINIINN LG W I L L TANL
NANNIINEIRIEVA
2aWnIVY:  ATARNMMUY 189309 MAITUAFTNITUARDEN ALARTARAT
VANINENRLRIVRTUATUNT
E-mail Address: wilawan.t@psu.ac.th
szaza1lasenis: Tui 15 Anuwiou w.a. 2554 D U 14 dguiow W.a. 2556 (2 1)
o ¢ =2 an & | R & A o A o LY
1anuszaed: 1) ﬂﬂmqummimﬂlaommivl,uwaﬂimoﬂmomwm (RBUWEN) 3NBIG1%
o =< o a A o = ~ o o | A
Tul3R; 2) ANHIANBMULNIIAANVINULNEN; 3) Wisuiisudadiuasgihenmaann
AL mimhﬁﬁ'msﬁ'@ﬂ’mﬁiamﬁ@‘lugﬂfs gNLAA ﬁmﬁ@gmlﬁaﬁamm:‘gmmﬂm
= ad o o | AaA o a =2 o
nans; 4) ﬂﬂmaﬁmiﬁmmwamwwﬁ‘lu@ﬂammwuuwm"ﬁu@gumo; 5) ANHINANTIAEN
nauwn lUlnd; 6) Lﬂ%'m.lLﬁUumamﬁ'ﬂmﬁ”mkmwﬁa;jﬂwﬁ"lﬁ%’umsﬁ'mmﬂul,wia:
AaA o | A a A @ A v = A ')
aﬂugﬂmmﬂ@wuuwmﬂm@gmmuamLaz‘guLLsaﬂmﬂma; 7) WU UNanM TN
i'miiﬂs:%dwaqjﬂam"’m‘[mﬁtﬁ@ﬁuuﬁmuaﬂmﬁ@ﬁuLW\Tm
a =S a R o A % ] % o | % '
A5NSANBN: mmmmrm"l,uwaﬂs:mﬂmam%ms:mwmssnm‘lugmmmlsmwlm
<& ' & M oo o o ' { [ o ° v A o '
215 Iud 18 dawly ﬁ"l,mummmnﬂiﬂ‘guﬁ 1 mmjm"l,@LLuzmmmgLﬁmnummﬂuﬁa
1329610719 AA M TERIINITTNEN LA BLanIZa1MT ANIUTERIANIIAIRIBILA LN
Qﬂamné’umﬂiawmmaﬁuﬁl,ﬁawua’mﬁﬁ@ﬂﬂﬁ RRINBULARTNIRIDLINRINNARBNID
va 1 R 6 a - d' a ;&’ eq: - d' (V1% a
T30 ld@aa1ua1n1T RS LT RIANIIRIRININ AT WAIUAIWULINN LATLIEN I@m@@nunﬂ
T4 2 FaRLIn via"’oﬁnﬂﬁfuﬁ@munné’ﬂmﬁﬁ]umumﬁﬂmxﬂ:Lifu‘iu Lﬁawmgﬂw
AT LUNILU T IANIIRINTITERININITINE LwaU’Lﬂugﬁﬁﬁ]ﬁﬂﬁuﬂ'mfﬂmmivlajﬁa
132 RIAIBANIINLIGIUWI TR IALAZINEIDINT LUNIU T RIA o mé’mﬂsﬂuﬁnﬁagmﬁmﬁu
ANBIUTNARENYDIAINTT MINIU T FI6 ANNTHLTIVDIDINNT 3FNIINEIAINNT bal N
U32RIA WANITINBIAINITINIUTZEIA LATHNANITINENITLLIA
NAaN1SANB: 3wmmﬁ'&m@ﬁﬁ@muﬁﬂmi’mﬁ@ 700 A% AIUATUNIINBITEOZLTNT 1
A8 34,146 14 wu;jﬂwﬁuuﬁmﬁ‘hmu 121 au AaLdw cumulative incidence $a8a2
17.3 (95% CIl 14.3-20.6) ez incidence density WU 3.5 At @a 1000 person-day (95%
Cl 2.9-4.2 a% @8 1000 person-day) L& Lﬁaﬁmmﬁﬂ'sU@iaﬁmmumsﬁ'ﬂmfmi'm
Ao A o A A o | A da 4 o ° ’
wohidihoAuunsnauan 2 aw ududihorisFunfeduuisnduan 123 au Aa
\Ju cumulative incidence Sataz 17.6 (95% CI 14.6-21.0) szaUANUTHLIIURY (Foune
55.3) eaUANNTHILTIUNA (Fo8az 39.0 ) Uaz SzAUANNTULTINAN (Fauas 5.7)



shavasiinlaun awlaslufin (3ouas 55.3), maculopapular rash (Sagas 26.8),
erythematous rash (%’aﬂaz 10.3), urticaria (%aﬂaz 3.3), Stevens-Johnson Syndrome
($awas 3.3), erythematous papule (Fouaz 0.8) szuziianadsnasanlasusnaufioin
WREYAL 117 + 145 35 S5m3sansiiuunend 2 5560 weamduiulialayldiy
HUIILNIBINNT BINILTZRIRTING LTI LA 16 $1U3% 108 A (Sa8as 87.8) uas Ll
%q@mﬁmi’mﬁm‘hmu 15 At (3088 12.2) Namifﬁ'@mimmiﬁmlﬁmﬁ%m%;&"ﬂwﬁ'
Lﬁ@ﬁmﬁ@ﬁgmmﬁa HF1UIU 68 A% wuiwgﬁfﬂwﬁiﬁ%’umﬁ@mﬂ@ plaldngaeninmin
158 (n=67) W1831N1NNT MINIUTLEIAIIUIN 66 AU (388AZ 98.5) daug&fﬂm 1 ﬂuﬁ'%gj@
eIl snsin T81NN1369% HANNTIANTANNTAUAT ma%m%’uQﬁlﬁ@ﬁmﬁ@gmmﬂm
NANY 48 A% ;jﬁ"tﬂ"tﬁwqmm%’nmi’mkﬂ (n=39) 8N INT LNIUITEIATIUIN 38 A%
(308182 97.4) Ehu;jﬂw 9 ﬂuﬁ%ﬂq@mﬁm{mkmfu 1 9 au (fauaz 100.0) Wpan
21T bl Namsa“'@mimmsﬁuuﬁma%’m%‘u;jl”ﬁl,ﬁ@ﬁmﬁwgmmmmﬁmu 7
Au wudwgﬁvmvl@i”ﬁq@m%'ﬂmﬁ'mkﬂ (n=2) NNAUNIBININNT iRt zaad (Fouaz
100.0) LLa:E}“ﬁ%ﬂq@méﬁufmiiﬂw% 5 authi woanamMslinedszase (Fapas 100.0)
LTWN luﬂﬁjugﬂm 8 ﬂuﬁ%q@méﬁu’i’mimLLa:ﬁﬁagamﬂﬁmmﬁJL?TW"Ljﬂmj Qﬂam 1
anldsuedwimlsanauid lflnadnnafiansauniu sz ;jﬂw 7 anlasusnduimlia
nauith llmifiszafia (laodes guivawiam 5 au uazl¥uwasdnd 2 aw) Tagend
Suldnaudnlulwadusiausnde isoniazid 5 aw, rifampicin 1 A% W&z ethambutol 1 A%
pjﬂ'sUﬁl,ﬁ@mmivl,sjﬂ“aﬂs:aaﬁﬁhmu 123 au Anansnwudusnendniaiosas 75.6
ﬁaUmhg&?ﬂamﬁ"l,sjLﬁ@mmivl,sjﬁaﬂs:mﬁéﬁaﬁmamﬁ'ﬂmLﬂu‘ﬁ'ﬂméwﬁﬁaUa: 76.1 8813
i nneaia (0=0.911) ;jﬂaﬂﬁvL@T%umia‘"@msmmﬂajﬁaﬂizawﬂ@ﬂmivl,sjmqﬁ
gndwInelInd uin 103 au Gnanssnedusnndsasasas 86.4 %amﬂﬂdﬂ;jﬂwﬁ
ldsumsdanmiaamslifsdeadlaomangaduinlindiwam 11 au Gafl
NanIINLIuINWIENTITaLAY 36.3 atdlnpdIAINI9EDaA (p=0.000)
aytuazrinsalnanisd@nmn: Anuensansonuleseninenissnsnialse Anwuwen
E%aulﬂrgﬁwuLﬂuﬁimﬁ@?mmﬁammzﬂmnma %mmmfnmi@ﬂsjﬁamﬂq@méﬁu
Toulsa LL@i@Taaﬁmmngﬂwamﬂnﬁ%@ ﬁ%m%'uﬁimﬁ@j‘mmmnmﬁ]ﬁawﬂq@mi'mismﬁia
$nEf uammftﬂ'awudw;jﬂa o laSUN TSN Anurenla zlms"l,&mg@mﬁmi'mhmzﬁ
Iama%’nméwﬁamﬂﬂfhgﬂaUﬁ"l,@ﬁ'un’ﬁ%'ﬂmﬂ@Umimqmmﬁfmfi‘mim agglsnaud
Vasausnuniinasananmssnsnialsn E%m%'umﬂﬁmné'uLﬁﬁvlﬂlmﬂu@:ﬂayﬁ'%q@
§NINENILIA mﬂﬁﬂéﬁlLﬁﬁvlﬂﬁawﬁ@Lﬁaomﬂﬁﬂﬁizqmﬁlﬂumm@lLLazmmsmﬁaﬂ
gmmﬁ'mm:amﬁm%’u%’nmi’mismia"l,ﬂ Tagdausnitlwanasuaumssnafialanand
i1 Lﬁaaﬁnﬂﬂ?ﬁ"l,sjﬁﬁagaﬁ'@wu’h mﬁ’m’i'mimmﬁﬂlﬂLﬂumm@;maaﬁuuﬁmu’mﬁq@



‘iTEJ Lﬁ%aLL%&%‘?']W%EJ\‘]’]%%SEI‘[%EJ%'WWI: ASLENANEABUNELARZTRA HaINABLE

a a

ALTRAN RN BN ARIALAZATNITINENNUANGAIN LALLANIZHIBLW, mmﬁ@gmlﬁamﬂﬁ

wn & o

° Aa o o v A o A o 1R 6
AUANIITUGINN %aﬂﬁ]’m%&lﬁl}’lElﬁ]’]%’]%%aEW](?"IG\W‘\E‘!(ﬂEl’]LWE]‘iﬂH’]B’]ﬂ’]‘SVL&JWGU‘Szadﬂ

3
a v da X A v o o o A o = ad o o o '
NNNIRWINLNAYY ﬁﬁdﬂﬁiﬁuma;&m}’mmﬂmﬂ‘l.lﬂ’]iﬂm:}’]’)ﬁﬂ’]ﬂ%fJ'mmJUva‘lﬂiwLLazm

ﬁ'l,ﬂummq ST NELAI AU ENE AN EMIIAMTABLREN 9zdasns
ﬁwum;&”ﬂmi’mﬁwﬁwmumﬂ Gosududasilulsansnuianaaursnsauni lasamz
Tssngnusvwnalng weldlddmnudatannweiaszasudmmaisele wanani
srdoslfszpznalunsdiiunsisoduszazmwinuinnit 2 9 ikefaany
wamﬁ'ﬂmfm‘[mlmjﬂaUﬁl,ﬁ@ﬁul,m”mua:ﬁamq@ms%'ﬂmfmi‘m Lﬁaomnﬁaalﬁgm
mﬁvl,&ilﬁgmmmmg’mu,azﬁaa‘lﬁmﬁm{mhﬂﬁ@@1'aﬁ'mﬂunmmuazmﬁaal 11
amian: enduInlsa a1 INIUTTRIAN1IRINIR qﬂ'ﬁmmi ANBWENIAFRN 3503

TN



LANRITLUUBLRNILLRY 2

Abstract

Project Code: MRG5480141

Project Title: The effect of management of antituberculosis drug-induced cutaneous
adverse drug reactions on patients’ cure rate

Investigator: Ms. Wilawan Thongraung, Department of clinical pharmacy, Faculty of
Pharmaceutical Sciences, Prince of Songkla University

E-mail Address: wilawan.t@psu.ac.th

Project Period: June 15, 2011 to June 14, 2013

Objectives: 1). To study the incidence of antituberculosis drug-induced cutaneous
adverse drug reactions (antiTB-CADRs); 2). To study the clinical characteristics (type,
severity, onset) of antiTB-CADRs; 3). To compare the outcome of different management
methods for mild and moderate antiTB-CADRSs; 4) To study management methods for
severe antiTB-CADRs; 5) To study the rechallenge methods for severe antiTB-CADRSs;
6). To compare TB treatment outcome between different methods for mild and moderate
antiTB-CADRs; 7). To compare tuberculosis (TB) treatment outcome between patients
with and without antiTB-CADRs

Methodology: This was a prospective study conducted in 17 hospitals of 5 provinces of
lower southern Thailand. New cases of tuberculosis patients aged not less than 18
years treated with first-line antituberculosis drugs were included. Patients were excluded
if 1) they had abnormal skin conditions such as itching and/or rash before they started
the treatment, and 2) they could not communicate in Thai. Antituberculosis drug-induced
cutaneous adverse drug reaction (antiTB-CADR) was defined as a skin reaction such as
rash and/or itching occurring during the treatment without other causes. At diagnosis,
patients were informed about antiTB-CADR and to visit their attending physicians
immediately if they experienced any cutaneous ADR. Moreover, they were followed up
everyday within the first two week, then every week until the end of intensive phase.
Clinical presentations associated with antiTB-CADR, including type, onset, and severity,
were recorded. Additionally, antiTB-CADR management methods and their outcomes

and TB treatment outcome were also documented.

Results: Of the 700 TB patients included, the total followed up time for all patients until

the end of intensive phase was 34,146 days and 121 patients experienced antiTB-



CADRs resulting in the cumulative incidence of 17.3% (95% CIl 14.3% to 20.6%) and
the incidence density of 3.5 patients per 1000 person-days (95% CI 2.9 to 4.2 patients
per 1000 person-days). After the end of TB treatment, the number of patients who had
antiTB-CADRs was increased to 123 patients. This caused the cumulative incidence of
17.6% (95% Cl 14.6% to 21.0%) for all treatment period. The mean time since starting
anti-TB drugs until cutaneous ADRs occurred was 11.7 + 14.5 day (range 1-88 days).
Of 123 patients with CADRs, 55.3% of patients had only itching and 44.7% had both
itching and rash. Types of rash were maculopaular rash (28.6%), erythematous rash
(10.3%), urticaria (3.3%), Stevens-Johnson Syndrome (3.3%), erythematous papule
(0.8%). Of 123 patients with anti-TB-induced CADRs, 55.3% were mild, 39.0% were
moderate, and 5.7% were severe CADRs. For 68 patients with mild CADRs, 67 patients
continued TB treatment. Of these, 66 patients (98.5%) cured their CADRs. Among a
patient with mild CADRs and ceased TB treatment, his pruritus was resolved. (12.2%)
patients stopped their treatment. For 48 patients with moderate CADRs, 39 patients
continued TB treatment. Of these, 38 patients (97.4%) resolved their rash compared
with 9 patients who had moderate CADRs and ceased TB treatment, all of their CADRs
were cured. For 9 patients with severe CADRs, 7 patients discontinued TB treatment
and 2 patients continued their treatment, all of them (100.0%) were resolved their
CADRs symptoms. Of 7 patients who were rechallenged with antituberculosis drugs, 5
patients started with isoniazid, 2 patients started with rifampicin and 1 patient used
ethambutol as the first agents. Among 123 patients with CADRs, 75.6% were successful
treatment compared with 76.1 % of patients not having CADRs who were successful
treatment (p=0.911). Of 103 patients who continued TB treatment, 86.4% were
successful treatment compared with 36.3 % of 11 patients with discontinuation of
antituberculosis drugs who were successful treatment (p=0.000).

Conclusion and discussion: Antituberculosis drug-induced cutaneous adverse drug
reactions were common. However, most of them were mild or moderate CADRs which
no need to discontinue TB treatment but were closely monitored, In contrast to severe
antiTB-CADRSs, cessation of TB treatment should be considered. To identify the
causative and select the most appropriate further regimen, antituberculosis drug should
be reintroduced by sequential method.

Keywords: Antituberculosis drugs, cutaneous adverse drug reactions (CADRSs),

incidence, characteristic, management
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4. HANTSANEN

4.1 fagaﬁﬂﬂmaagﬂaUﬁﬁ’]‘i”mmsﬁﬂm
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17.0 T (a1yasud 18 - 91 0) lavsonaz 40.7 Ta1yszning 26-45 3 srulngjiduinans

(Fovaz 71.3) MuanBuasnuueria dvesdihousadiansen 1

@1390 1 anwaetialdvesdi 83twl3A (n=700)

U (Fauaz)

é’ﬂwngﬂ”ﬂw
21
18-25 1
26-45 1
46-65 1]
NN31 65 J
LN
Sl
WYY
TRAVDITAlTA
Tmlsadaa
Smear positive
Smear negative
Tmlsauantaa
Lymph node
Pleural
Bone and joint
Others
Tmlsadaasiuinlsaunaniaa
HIV
JRGIRTRT R
lsaanuaulafiags
U32I@MIUnWeN
TRALAUIHLIA

gmsmﬁ@
gmusmﬁ@

6 (9.4)
285 (40.7)
219 (31.3)
130 (18.6)

499 (71.3)
201 (28.7)

473 (67.6)
155 (22.1)

44(6.3)
12 (1.7)
4 (0.6)
8 (1.1)
4 (0.8)
69 (30.5)
67 (29.6)
50 (22.1)
12 (1.7)

(
(
(
(
(
(

405 (57.9)
295 (42.1)
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oyl szmadanAwikadngn 2 au nududihenauiiiaaimsldisseasd
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o o | A a ) & A e o~ A
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68 A (3082 55.3) AULAZAK 1IN 55 A% (3p8az 44.7) viavasdunwy laun
maculopapular rash, erythematous rash, urticaria, Stevens-Johnson syndrome,
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0.8) MNuAzlALATRAVDIAK ANNTULTIVDIAU LATUTNUNAAHWLEAIAIANTIIN 2

AN 2 ANBUNNIARINVBIBNMT IURIU TERIANIAINII (n=123)

ANMILENIIAATN Statistic values
i@
Aulagludan 68 (55.3)
AUuazAn
Maculopapular rash 33 (26.8)
Erythematous rash 13 (10.5)
Urticaria 4 (3.3)
Stevens-Johnson syndrome 4 (3.3)
(

Erythematous papule 1 (0.8)
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ATWN 2 ANBUNIARINVBIBNMT IR IU T RIANIAINII (n=123) (did)

ANBIASNIIARNN

Statistic values

JTULIAMAINN LTV IUANBINNT
1-14 W
15-30 1%
31-60 %
More than 60 days
ANNTUUT
pIEMIGH
FUUIILIUNATY
JUUTINN
ALAS
e
LWz
WUUDILRZRIAD
WUUL
f§162
PHLAZULU LD
WLaZEIN

AU

30 (24.4)
26 (21.1)
11 (8.9)
5 (4.1)
2 (1.6)
1(0.8)

ALARZTRAN T EZIIANAILE LATLENAWLAAAINITUANG1IN a1n1TAwlas Ta TR

uazAuzila erythematous rash H3zaziianasud laitenaminamuinga fa 1 9

fIuHuIha erythematius papule ﬁswmméﬁLL@iVL@T?umamﬁﬂmmsmuﬁq@ﬁa 74 W

NUAZDUATBITZUZIININAINN LG IUB1IUAADINTVIABTRAF JUEAIAIANTINNS

M13197 3 F2ELIAMAIN LA TLENIWANDINT INIUTZRIANIIRINIILE N AN TRA N

Bhafn TN mean + S.D. Minimal — Maximum
;jﬂw (1) (1)
anlaglafin 68 6.4 +80 1-48
Maculopapular rash 33 14.8 + 159 3-59
Erythematous rash 13 19.4 + 16.9 1-51
Urticaria 4 275 +24.5 5-62
Stevens-Johnson syndrome 4 185 +34 15 - 23
Erythematous papule 1 74 74
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° o | A " v @ I A v | ° @
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s $ 1 { =) &, v H o v
a2 55.2) l@3UEWNBUITNIBINNT AU Tz RIANLA QD% uwazgfiledwan 30 au (Fasag
44.8) Wlasususnmenms
o | R & ' o ! A v o N IEY
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M1319N 4 Naﬂ’]iﬁﬂ]ﬂqa']ﬂ’]ivLﬂJ‘W\ﬁﬂizﬁﬂﬂﬁ']'ﬂiuNu?ﬁu@?%uiﬁuaEl (n=68)

e 1 ] 6 ad o 1 R 6
Namisﬂma’mwﬂuwaﬂs:aaﬂ 'Jﬁﬂ’?iﬁ]@]ﬂ’]ia’]ﬂqivl,&lw\‘]ﬂiﬁﬁdﬂ

wnd (a0a)

linga HNEIWI TLTA e NI LT

d;&’ >
M IAUUazEAe 1L 2 FUaA 31 (46.3) 0 (0.0)

9N IEA LA 35 (52.2) 1(100.0)

WIURAIIN 2 §UAH
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P % 2 6o o A a 9 '
M1319N 4 Naﬂ’]iﬁﬂ]ﬂqa']ﬂ’]ivLﬂJ‘W\ﬁﬂizﬁﬂﬂﬁ']'ﬂiuNu?ﬁu@?%uiﬁuaEl (n=68) (@]ﬂ)

s 1 ] 6 ad o 1 R 6
wamisﬂmmmﬂuwaﬂs:mw 'Jﬁﬂ’?i"ﬂ@]ﬂ']ia’]ﬂqivl,&lw\‘]ﬂiﬁﬁdﬂ

NwnH (a8a)

VLaJ'vsq@ HIFIWITHLTA el HNFIUITLIA
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442 gﬂ”ﬂ.hﬂﬁLﬁ@mmivlajﬁaﬂi:mﬁmaﬁmﬁf\wﬁ@*gmmmuﬂma (n = 48 An)

Qﬂ’sUVL@T%f'umiﬁ]”@msmmﬂ&iﬁaﬂs:mﬂ@ﬂ&imq@mﬁnmi’mkmhmu 39 A
(30882 81.3) LLazpﬂ”ﬂmﬁ%q@nnﬁ'nmfmk@iquﬁ'u"tﬁ%’uzrmssmﬁmﬂ’rsvl;iﬁaﬂs:am’
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Tudwawfihenldldnganmsinsinlie (n=39) diodman 34 au (Faoas
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87.2) lasupiNausaime s bifadszadniiadu wazgthodwau 5 au (Fauaz 12.8)
lalasuenussimaeinns GEPUHPHIKRE ﬂuﬁ%qﬂmﬁwufmi‘m nNAY (38882 100.0)
l@suanuTIIABURAEN

[ | R & ' o | A e o W v

HaN133aNMTa1INT WiReLszasdwudn fihoflasunsdamslagldldngam
TN IMIIA (n=39) W8N T INRIUITaIRI 1IN 38 Aau (Fauaz 97.4) (laswisann
1M IAely 2 FUMKINUIN 8 A% LATHIBAINBINNTHAIIN 2 FUARIIUIN 30 A &
a o L&A @ A ad o | R &
Wed 1 au (Sauaz 1.5) 1wk N lnisuasdaadfsuwltnnssanisenns binsdseaed
fu1lae 9 ﬂuﬁﬁﬂq@mﬁmfmi‘mﬁfu {183 9 Au (Fowaz 100.0) WILANNBINT bl
Ureadd (laswoannain el 2 #aiIuIn 2 A LasI8INaINIRRIANN 2
o ° & o | A ' o | { o o
slanwduan 7 au) Sawamsinsiusiiaguisitunansszninadiheniunsians
laglingasuazngamdwinlia liflanauandrinuedadisddyniseda
(p=0.627) TUALLBUANANNTINHID1NNT MINIUILEIAUTAIAIANTIN 5

=] % 2 6o o A A
A138N 5 Naﬂ’]iﬁﬂ‘]:l"]a']ﬂ’]ivll]‘wqﬂjzﬁﬂﬂﬁ']%iuNu?ﬁu@?%uiﬁﬂquﬂaqﬂ (n=48)

s 1 ] 6 ad o 1 R 6
wamisﬂmmmﬂuwaﬂs:mw 'Jﬁﬂ’?i"ﬂ@]ﬂ']ia’]ﬂqivl,&lw\‘]ﬂiﬁﬁdﬂ

w1 (aBa)

VLaJ'vsq@ HIFIWITHLTA e HNFIUI T LIA

omsaduuazenely 2 slanst 8 (20.5) 2 (22.2)
9N IEA LA 30 (76.9) 7 (77.8)
WIBRaIaN 2 FUaH

9INILULER 1(2.6) 0 (0.0)
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443 ;jﬂ'sUﬁLﬁ(ﬂmms"l,&iﬁaﬂ‘s:aaﬁmaﬁmﬁwﬁ@gmmmﬂ (n =7 an)
diheldiunmsdansemildislesdlaslinganisinsiuliaduon 2 au
(Fonaz 28.6) uazgthefinganmainsrinlinduau 5 au (Fauaz 71.4)
Tudwaugdihonlilangamssnsinlsadwin 2 au flennau (Faua:
v 4 ' {a & o | { o [
100.0) lasuiausamatms bifdszasafiiadn uazgthefinganmsinsinl
UWIN 5 Al ;ji.lwﬁa 5 au (Fa8az 100.0) loTUeNaUITNIBIMT LR IU T RIALT U
[ | R & ! O A o o N )
HAN133ANNTa1IMT WiRsLszadwud fihonldiunsianslagldldngam
snwinlsa (Ausiia maculopapular rash $aufufl 1) dileynan (Savaz 100.0) e
= & @ o & o | A % [ &
nnaM T ifdszasanatan 2 dland gt 5 auingamduiulianu
(Stevens-Johnson Syndrome 4 A% Waz erythematous rash S3NAUE M 1 Aw) Hihens 5
A% (3a8az 100.0) woana1M TRl szasd (laarsanaimsniely 2 sladduwin
1 A% LAZRILINBINTTREINN 2 FUMKIUIU 4 aU) Neasldsanan1ITnEaIMT L
= & o A
WILTZRIAUTAIAIATN 6

dl [ 1 R 6 o o A a
MN1319N 6 Namisﬂmmmﬂuwaﬂs:mﬂmmuNmu@‘gmmmﬂ (n=7)

v 1 R 6 ada o 1 R [
NANTTINE8IMN T NI T2 890 ABMsIam e LRIl s a9R
Nwn (aBa)

linga HNEIWI TLTA e AU LT

ad o &
mmi@muuazmﬂmﬂlu 2 sUanw 0 (0.0) 1 (20.0)

o
ANIAUBLAY 2 (100.0) 4 (80.0)
WIURAIINN 2 §UAN

NIIULRY 0 (0.0) 0 (0.0)

4.5 35m3iennaut lUlwnad (Rechallenge)
=2 Aad o o o ' =2 R A v o

mM3AnvATnTREnauan vy ﬁ]:ﬁﬂmmmﬂuﬂqugmw"l,mumﬁﬂm

| R o o & o | o A a | R
21T LNl aadla ENIAL AU DL TALITEL I@ygﬂa B HLIANLAADINTT bal N
T RIANIIAINING 31U 123 At VL@T%’umi‘%'nmmms"l,sjﬁaﬂs:mﬂ@ams%qmmeﬁu
ALIAEIUIN 15 At THAVAIDINT BRI TERIANI9RIRIINNLAD aulasliddiw 1 aw,
maculopapular rash 6 A, erythematous rash 3 @, urticaria 1 a4, Stevens-Johnson
Syndrome 4 a%

wud diedwan 7 au (Fovaz 46.7) lildlienaudh i lninTaluiidayants
TwenaudnluIndiiasan Tawaan lUsnuN LT IneIUNaawsIwI% 4 A% LAAAUANLEL
TINAY 2 A% (ﬁﬂﬁﬁaaLﬂﬁﬂuqmmﬁwm‘”miiﬂ) uaz fihengasiies 1 oiia (Byawn

%

rifampicin uaziuny) Moazduavainslimnaudh llnailugie 8 aufiaad
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Qﬂ’sle,eﬁ'umﬁ’]m”mkﬂﬂé'uLﬁwiﬂlﬂﬂnﬂﬁﬁ@w%uﬁ'u (isoniazid, rifampicin,
pyrazinamide, ethambutol) $1%43% 1 A% wazlasusnawimlsanaun llnifiacadia
$1uu 7 an (IWlaamdes guinawiaen 5 au uwazlilasawaming 2 au) laowail
Sulwnsuednldlndiduafiausnda isoniazid 5 A, rifampicin 1 A% waz ethambutol 1 A%
Tagdrauduasnsiiensudlulng uaasasasen 8

mﬂﬁmné’uLiﬁqﬂlmﬂuuuﬁawﬁ@hgﬂw 7 au ﬁﬂﬁﬁﬁmﬁﬁumm@ﬂﬁ lag
'mﬂ;jﬂafJLﬁ@mmﬂ&iﬁaﬂi:adﬁ%é’amﬂvlﬁé"u o sihale Wﬁadwmifwﬂumm@yuao
oy laiRat sz aadin mﬁtﬁuml,mql"l,@ﬁl,ﬁ rifampicin W82 pyrazinamide 2 A, isoniazid
2 A, rifampicin 1 aw wazlisanInzymangld 2 au (Lﬁaamm&”ﬂm 1 au Lfia
sl easdaaaaa lwa s lienaud iU ne was ;jﬂwﬁﬂ 1 o ldiiaens
Uszsanla guapdaldenaudlulng) ﬁww%’ugmm%’nmfmﬁaLfJ"amw mﬁl‘ﬂumm@;

LREAIAIANTINN 7
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a1319% 7 FEmslionaud lulng (n=8)

saufl Armslrennaudnldlna snfldtugreuusn §reugunsliten ALY gaIpninwinlen
TAen lhenfiazviia H R E waInTIUTAafiin
wieununnofia  awaenind  desifinawiam LI
1 v v H— R—» Z—»E R uaz Z 2HES/16HE
2 v v H—>R—E lignansnszyld 2HRZE/4HR
(ABARDALIAN)
3 v v E—R—>H—»Z H Tainw
(g&jﬂmm@mﬂ)
4 v - lisnananazylel -
5 v v R—»H—>Z—»E R uaz Z 2HEO/10-16 EO
6 v v H—R—>z—E limwnwyld 2HRZE/4HR
7 v v H—»R—>Z—>E H 3RZE/4RE
8 v v H—»R —> E+O+S R 2HEOS/10HE

H: Isoniazid, R: Rifampicin, Z: Pyrazinamide, E: Ethambutol, O: Ofloxacin, S: Streptomycin
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lag way.fimn gnEwa AN
13IWeNUIATIANFUR AnUWNEMEas A IneauNRas
10.00 %. — 10.15 . WNIVUILNIUBINIITI
10.15 . — 12.15 w. 3"{1mﬂmazﬁjﬁﬁﬂizquiauﬁ'@ﬁwLmeamﬁﬁﬁ]dfﬂﬁuuﬁmmr\
ENENWItLl3A
lag wy.fim gnEwanANat  urminenssufies
WIY.AT.NT WAANUT UM INsnausITaIuAIUNT
Wiy Buan WANEANWT 1SIWeLaDzan
WE.AT. LNTTITIDN RIS ﬂuﬁ’i’mimﬁl 12 B8
12.15 %. - 13.30 %, UYIEMUINIINANI
13.30 w. - 15.00 %. 3"{1mﬂmazgﬁfwﬂsz@m’au?ﬁ'@ﬁﬁLmeamﬁﬁﬁ]ﬁﬂﬁuuﬁmmﬂ

snduinlsa (dia)
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15.00 . - 16.00 1.
16.00 #. — 16.30 .

aftsenaly
ﬁ@ﬂizﬂgu
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AARNWIN 2 BUINIL TN WHBLENEN

A ay 4 %
&Jaamml,w;auﬂ"l,mnmnum

|

Ja1n15Va987YE

Wb
| eczema, xerosis, seborrhaic dermatitis,
Ll
acne, fungal infection, HIV with PPE
I I I |
' szpznawadldiuenaTigerie ! bszpznawasldiumaisgeie wie aug !
1 1 1
—emmm e l e A, l ................... i
< 1 hour > 1 hour
(immediate) (non-immediate)
' o : l a o 4 A a4
vLNNEI’]ﬂ’]i‘lIEIﬂﬂ'JE]'J:i’JN : - o \ ANDIN1IVBIDIYTAN NWBUADY )
P Taiglannnszasaiaizsn o
FUNBHLEBLNBNUIN * VL“IJ - Severe MPE

2ln4
* AT
*wela
* N9LABEINTT

* AARALAEA

(urticaria, angioedema)

(delayed urticaria, MPE*)

A 4

A9Ne Anaphylaxis

1. 2aNUATUN A IRUUAZENN

2. winidulyldsinasay

3. WnaaInIlt IuUSnwunndiNarin desensitization

fad )}

structure related

- 2ANUATUWEUANIZTAII

inhibitor JuwINNUJUGRN

- wnswdudasldendain =2 dSnwunngd
wWalwendrlulsawenuna (graded challenge)
* 8NgY beta-lactam, ASA-NSAIDs uaz ACE-

w

* uauSIaniaiian 3 dunis

* §4 Lab : CBC, LFT, Cr, UA

HULANIZUNEN

FDE*

1
1
5 (gmwaqu“ﬁnwstiﬁwuﬂau)
1
1

2ONUATUWEILANIZAIH

AGEP, SJS-TEN, DRESS'

aa o 3
(@unowinyIfads)”

A Aa
LR8N Structure related

2 lsidasnasay

1. aanu’"ﬂmﬁmmjuﬁwuu’amm:

- MPE 573nU881n152848387328%
- Vasculitis

- Exfoliative dermatitis

9 o d da X
1. aaﬂumuwmI@m:ymmwumnmuuaz

A Aa
LR8NEINA structure related
2. wnidugnndndu 1w srduinlse W

dUInwuwndiNayii graded challenge WULTN 9
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MANWIN 3
[ P o o WY o
lluﬂlﬂﬂwaﬂaq@ﬂ 1 (aqﬁ‘iﬂaUQqu‘[-iﬂnﬂi']ﬂ)

R < v [ [
A. wagaﬂ'ﬂﬂ LLRZﬂaﬂaﬂﬁi‘iﬂﬂﬂ'ﬁm‘[‘iﬂ

A1 |PatentID [ [ I[ 1[0 1[ 1 [ 10 10 10 1T 1
A2 | W i [ 10 ]

A3 | TN nn. [ 10 ]

Ad lwwg O1.ans O2 w»ids [ ]

A5 | Sundawd Msumssnsiolsn o R T BINISINININIBIE
A6 | grunsiimlsa O 1.daa O 2. uaniaa O 3. Yaauazuanilaa [ ]

A7 | nsdhdwimliatan O 1. w@unzuan O 2. \gunzau [ ]

A8 | nydiduwimlsauantea iuimlsasiia [ ]

O 1. salsadaninnias
O a”miiﬂﬁl,ﬁiaﬁuﬂa@
O 3. Tulsazasriag
O 4. salsaszuumaidndasaz
O 5. Tulsafdaniig
O 6. Tlsanszgnuazta
Or. a”miiﬂtﬁaﬁwauaa

O 8. alsnrzuuing LT

A9 | s1lsan lesuLialsuawNIIINEN

O 1. gaswudaramaisawu szq%amiﬁﬁ ............... TN \adain [ ]
O2. gawusnida [ ]
O21 H S TLTR L 0 I mg/ %
O22 R S TL 1o 0 T mg/ %
O23 z TR LT WS mg/ %
O24 E ST L 10 W mg/ 3%

A10 | flsadszsrdansalsandunudeniald O 1. flsadszddn O 2. lidlsadseddr | ]

A11 | nsdblsailszanaa lsatlszsaani aa

O 1. HIV [ ]
O 2. om [ ]
Os. Hypertension [ ]
O 4. Allergic rhinitis (ﬁwﬂvl,ml,ﬁaomﬂgﬁl,l,ﬁ) L]

[ ]

O 5. Dermatitis (eczema) (RvkianLaL)
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O 6. asthma

O7.sLE

O 8. Rheumatoid arthritis (RA)
O 9. Autoimmune disease

O 10. 8ug G THS )

A12

USZIAMSTUNFRNITLAN (ROLUDULNBINLBNTN RIDANWIRSIH)
O 1. Sz i@mMISURRRIAT (TZU). ..o

O 2. Jfjimsnmssudassiad

A13

U32@nSeWeN

O 1. aunen 32y NN
S T ANNNTINAD e,

S ANNNTINAD e,

O2. Jfwsunen

A 14

gﬂamﬁ@mwﬁ@ﬂﬂﬁmaaﬁmﬁfo (TUAY w38 A1) FeRIemIEEdwItlInnIa bl

O 1. \fia (deunuiiutayazafi 2) O 2. liAa

B. ZJayanan1sanaanaznaineimlan (Nadngansfnaia wiatdliaaugan1sine)

B1

fuﬁg@ﬁwﬁgﬂwmimwmma ............... [ /A [ 10 VI 1L VI

11

11

101

B2

Sundawd NSnEesUTHTHT U Lo, A [ 10 VI 10 VI

11

11

10 1]

B3

NANITINEI T TARAI A WAATZU LA NI

O1. sputum convert

O sputum not convert

Os. sputum not examined

O 4. died

O 5. default

O 6. transfer out (szq%asw.ﬁ%’nf&ué’ﬂw ......................................................... )

O 7. others

[

]

B4

T
>

Nanwﬁnmi’mﬁwaoauqﬂm‘s%’nm

O 1. snwne
O 2. snwasu
O 3. sunan

O 4. a8

O 5. 9na81 > 2 Lhanfadans

O 6. Tauaon (3zuBaIN.ATUTOWHTVE. oovereecerreeesrreeneesseesssssessssssesesseees )

[

]

40




| PatientID[ ][

1T 11

11

]

[~ A | A a a a a o
Llﬂﬂlﬂﬂﬂaﬂa‘ﬁqﬂﬂ 2 (LQ‘W'IZEIITJ'Jﬂﬂlﬂﬂﬂ?’lﬂlﬂﬂﬂﬂ@lﬂq\?ﬂ?ﬁ%\‘i)

C. ANBMEAMNAAUNANIRIRIBINNLIZHIWMI LTI wIIlsA

C1

anmzANNAaUnANIRIm (aauldunnin 1 18)
O 1.auw  widewd AATIIWNU..ccoeo S, T )

O 2.du  (Fuwrdowd 019N oo A )

C2

WBWITATRTDINNTAY, USIIWNINAaINNTAKAS
O 1. 1rv9my
O 2. 1lawen (Fzydunbsnauaslunin wihn 3)

O vinalunt O vsnmsdr O vsnowawan O 8ug 32y

C3

awenIiidin, uShnfiiedude

O 1. asema

O 2. lawzfi (s:qe‘inmuaﬁﬁ@ﬁuaﬂumw Wi 3 uaz riwmwﬁwao@“ﬂwmumﬂﬁﬂ
Wi 4)

O vsnmlurih O vsnmédr O vsowawar O dug RS TR

C4

wwensdidiin, slefuniiede (szuznanaifiuenfegarisauiaiin)
. . a A @ a djl’ [ o
O immediate (\iaAunaInniusiogarie < 1 $alug)

. . a A @ a 2{ % o
O non-immediate (iafunasaninenilagaring > 1 Talua)

C5

LWIENTBTAWLUY immediate type SNHOAEAWIWLLL oo e
O 'lifi@ anaphylaxis
O  ifia anaphylaxis lagdnanisamassmedugsiusiode

O1. vnafl,w”@/mi,wﬁﬂan/qn/guuau/Oxygen sat.drop

O 2. aduldansowiharasrandu

O 3. N UAWIARA. oo mmHg

C6

LAWIZNIIA KLU non-immediate type, WANIIATIVINNNILAUNLIN

00 1 lid D20 4 (guwpd.... °c, undowd ST ST A A )

q

=

2. wiavSnanbalen (11, W8 2. § (widewd Aas1@9NU.coi ). oo, A )

O Lﬁﬂ‘].ql@]’] O +asthn O arpzwe

C7

Aad . . % A wa
LAWIZNITWINWLLUL non-immediate type, Nami@i’mﬂ’]\‘madﬂgumﬂﬁ

1. CBC

- WBC = oooreee, #Und 510x 10’y O 1. Unéd O 2. Aadnéd
- Lymphocytes = ................ (@und 20-50%) O 1. Und O 2. fiadnd
- E0SiNOphil = wveoeeeeeeeeeeeeene. @uUnd 1-3%) O 1. Uné O 2. fiadnd
- Platelet count =.......... (#Un@ 1.5-4 x 10° cel’mm’) O 1. Uné O 2. AaUnéd

2. Liver function test
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- AST(AST = coooieiea, :A1n@ 0-40 UIL) O 1. Und O 2. fiadnd

- ALT (ALT =oreoreen., -A1Un@ 0-35 U/L) O 1. Unéd O 2. fAeadnéd

- ALP (ALP = ....ccooo....... -A1Un@ 35-110 UIL) O 1. Und O 2. fiadnd
- Total bilirubin (Tol.bili = ............... @Und 0.1-1.0mg%) O 1. Und O 2. fiadnd
- Direct Bilirubin (Tol.bili = ........ AUnd 0.1 -03mg%) O1. Und O 2. fiadné
3. anufiaUndvadla

- BUN (BUN=......c....... AUnd 1220 mgid) O 1. Uné O 2. fAadnéd

-Cr (SR -A1Un@ 0.6-1.4 mg/dl) O 1. Und O 2. fiadnd

- Urine analysis O 1. dnd O 2. fiaUnd FEU i
4. anulaUn@dug

- skinbiopsy O 1. ldldama O 2. 140798 SUMA.cccocccce

whafudlesumyifiadn da

O 1. urticaria O2 angioedema Os. Maculopapular rash
O 4. Eczematous rash O 5. Fixed Drug Eruption O 6. Vasculitis

O7. Erythema multiforme O 8. Exfoliative dermatitis O 9. Pethichial rash

O 10. Exfoliative dermatitis O 11. Bullous drug eruption

O 12. Photosensitivity drug eruption

O 13. stevens-Johnson Syndrome O 14. Toxic Epidermal Necrolysis

O 15. Acute generalized exanthematous pustulosis (AGEP)

O 1s. Drug Reaction with Eosinophilia and Systemic symptoms (DRESS) syndrome
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D. 7a3an139@N13 CADR (cutaneous ADRs)

Mfaw/il PIA1BIILIAN LAY WAL BUIAY (mglin) Zaa13n¥1 CADR, 21108 NAELNG
H R z E WAE IWINLN LATY (LT TLTUINTN,
§1881491T% CPM (4mg) 1X3 pc 14 1dla TUNHWAY,

o
e A

A [
AUNHW/AL KR8
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