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ABSTRACT

This prospective study aimed to determine incidence of antituberculosis drug-
induced cutaneous adverse drug reactions (anti-TB CADRs), clinical characteristics (type,
severity and onset) of anti-TB CADRs, types of anti-TB CADRs management, result of anti-TB
CADRs management and patient treatment outcome at the end of intensive phase. This study
included new cases of adult tuberculosis patients treated with first-line anti-TB drugs, including
isoniazid (H), rifampicin (R), pyrazinamide (Z) and ethambutol (E). It was conducted in 17
hospitals of southern Thailand. New cases of adult tuberculosis (TB) patients treated during June
2011 to March 2012 were included. Patients who had abnormal skin conditions before treatment
indication were excluded. Anti-TB CADRs was defined as a skin reaction such as rash and/or
itching that occurred during the treatment without other causes. Patients were followed-up
through telephone calls everyday within the first two weeks, then every week until the end of the
intensive phase.

Of the 269 TB patients included, 58 (21.6%) experienced CADRs. The total
follow up time was 539 months. The incidence rate of anti-TB CADRs was 10.8 per 100 person-
months (95% CI 8.2-13.9). Forty-seven patients (17.5%) had itching without rash and 11 patients
(4.1%) had both itching and rash. Types of rash were maculopapular rash (n=7, 2.6%), urticaria
(n=3, 1.1%) and Stevens-Johnson syndrome (n=1, 0.4%). The mean duration of time since the
patient started the treatment until CADRs occurred was 12.7 + 15.8 days (median = 8 days, range
1-88 days). Of 58 patients with anti-TB CADRs, 47 (81.0%) were mild, 10 (17.3%) were
moderate, and 1 (1.7%) were severe CADRs.

Among 58 patients experienced anti-TB CADRs, 52 (89.6%) continued the

treatment regimens, 3 (5.2%) discontinued some anti-TB drugs and 3 (5.2%) ceased all anti-TB.
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Of the 6 patients discontinued some or all anti-TB drugs, 1 (16.7%) had ofloxacin as the
supplementary anti-TB drugs. Forty three patients (74.1%) resolved their CADRs. The mean
duration of anti-TB CADRs was 15.3 + 14.9 days (median = 10 days, range 0-50 days).

Anti-TB drugs were sequential re-challenge in 4 patients (66.7%) who ceased
their treatment. Isoniazid and ethambutol were the first agents for reintroduction in 3 patients and
1 patient, respectively. The treatment outcomes at the end of intensive phase of 225 patients were

successful 195 patients (86.7%) and unsuccessful 30 patients (13.3%).
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Y Yo . . . =} a g’/ Y Yo 9 v A
Taeda1a5Ue isoniazid 118 ethambutol MilpAN BNINUUG IATVd I TsAUUIN 2
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9
M rifampicin L0 pyrazinamide %agiusm‘u possible

Jihawes1e 5 (patient ID 12009)
U = o aa o 1 g @ ' [l
AtheaneIng o1g 471 Tasumsitensintuialsnleaaunzuan dilael
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Yo [ A v A . o g < @ ¥ Y A
uaz 1A U TNy INUAY Ao hydroxyzine (10 mg) SUUszmunsiaz 1 fa Juaz 3 A59 191 1heq
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funawn 2554) dumeiulng unndvasuduldenduduTsanvgalilui ( re-challenge)
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] H 9
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2. 0.1% triamcinolone acetonide lotion §115UNAUAU
[ Yo a @ 1 1% [ VA a3 a
189N 1asue 2 siiaaana1 10 1 (23 SUNAY 2554) WuNRumsiulng
4
uazennsaldoduialsaduae U 18 dmsudiheseil higwnsoszy ldededanuiuna

E]

9 [ a A = 9 [ ~ Yo
nneduia Isastialatiesnin ilimsvgaeduia Isan lgsnu



=
UNAN 5
anlsema agiuazverauanuz

msenUenanazagUnamsiitelsznouaieiadonise aun

a o (3

5.1 wWamsdvendng
5.2 oanilsiema
A 4 (% Aana [ o a o ]
52.1  guamMIsitazdnyaznenalnuese1Ms luislssasaniemianiesenag
9 Y [
M3 lsenauialsa
[ 1R o a @ 1 9 9 [
522 MIvamMIoIns lunelseasaniaiimiiasernnams lsenduialsa
Y
[ 1% v A % ] 4 a @
523 mssneinlsanasaugan1sian1seIns el aesanaiamis
Y a o
53 UpAVDINITIVY
54 foINAUBINITINY

5.5 YplaUBLUY
5.1 WamsIvenidIngy

a Y [ 1 d' Yo 9 [} d'

ninmsaaaudieiulsanelninnlszion alasuandniulsauunn 1
o ua 4 1R 4 a @ v 9 9 v 9
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HNELYiA:
YANEITY anaphylaxis 1uenasUszneuAY IAR: Limsuwan T, Demoly P. Acute
Symptoms of Drug Hypersensitivity (Urticaria, Angioedema, Anaphylaxis, Anaphylactic shock).
Med Clin N Am. 2010; 94: 691-710.
> g1ngy beta-lactam mssimadoumaimianen o @uiluly1) vieRersan i
TuTsawenunauuy graded challenge

- ASA/NSAIDs-urticaria, angioedema 30 asthma 131 pseudoallergy ﬁlﬁﬂﬂWﬂﬂﬂéﬂTﬁ ET’UE%Q
COX enzyme Gl“rgi‘}LéEN conventional NSAIDs ‘Vc]ﬂGT’J waznnee1v specific COX-2 inhibitor
fnsanldfueniiausnlu Tsanennavasdunaeims 1-3 41Tua minezlid NSAIDs 84 9
éf’ﬂ\‘]ﬁ\iﬂﬂﬁ@ﬂ fTﬁJLLWV]fiﬂW”I%VIN

- ACE-inhibitor-induced angioedema A pseudoallergy ‘ﬁﬁI’f]ﬂ”lﬁ!?]’ﬂ%%@iﬂﬂVINLauW”IEJGl%
dmuuqﬂﬁ%ﬂﬁ' minflomsumidnumadumeledmuusy au aenes winiloms
@Tﬂﬂénuuzﬁﬂﬁlﬁm ACE-inhibitor 1i6i¥ Angiotensin-II-receptor antagonist V}ﬂ@h
Inaimsdiaseruutinsiaguuse duendisuy
*FDE: Fixed drug eruption, SJS: Stevens-Johnson syndrome, TEN: Toxic epidermal necrolysis,
AGEP: Acute generalized exemthematous pustular, MPE : Maculopapular exanthema,

DRESS: Drug rash with eosinophilia and systemic symptoms
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PNaIUHY

d o A
NUNMIINNBAUNENT HA Drug reaction with eosinophilia and systemic symptoms

(DRESS)

Diagnostic criteria for drug-induced hypersensitivity syndrome (DIHS) established by a

I o dy
Japanese consensus group wuaail

1.
2.

6.

7.

Maculopapular rash developing > 3 weeks after start in with a limited number of drugs
Prolonged clinical symptoms 2 weeks after discontinuation of the causative drug
Fever (> 38 °C)
Liver abnormalities (alanine aminotransferase > 100 U L’ 1)a
Leucocyte abnormalities (at least one present)

a. Leucocytosis (> 11 X 10" L)

b. Atypical lymphocytosis (> 5%)

c. Eosinophilia (> 1.5 X 10° L")
Lymphadenopathy

Human herpesvirus 6 reactivation

The diagnosis is confirmed by the presence of the seven criteria above (typical DIHS) or of the

five (1~5) (atypical DIHS).

“This can be replaced by other organ involvement, such as renal involvement.

Reference

1. Shiohara T., lijima M., Ikezawa Z.and Hashimoto K. The diagnosis of a DRESS syndrome has

been sufficiently established on the basis of typical clinical features and viral reactivations. J

Cutan Pathol. 2001; 28:113-9.
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d o A
NUNMIININBNUUNEN Y HA Acute generalized exanthematous pustulosis

(AGEP)

MsINIRORULNsTA AGEP 01foanymzHuNs w1z Tag R/O infection T1udn
d‘ a A o v dy
AUYUA AGEP Uankeadu
1) an acute pustular eruption
2) fever above 38°C
3) neutrophilia with or without a mild eosinophilia
4) subcorneal or intraepidermal pustules on skin biopsy

5) spontaneous resolution in less than 15 days

Reference

1. Sidoroff A., Halevy S., Bavinck JM and et al. Acute generalized exanthematous pustulosis a

clinical reaction pattern. J Cutan Pathol. 2001; 28:113-9.



112

PNA1IUUY

4 Y- 4 a
INAUNMTIHINYNUINENBTA Stevens - Johnson syndrome (SJS) tlay

Toxic epidermal necrolysis (TEN)

NUNMITININONULREISTA SIS tiag TEN 017801MIUaaIneaain $9uenniy

UANANYBIHULIAAL S A TABDIAEDINITNIIAATIN 3 0819AY pattern of individual skin lesions,

distribution of lesion, and maximum extent of detachment of the epidermis during the course of

2
the disease Aa%l

Pattern of lesion

Distribution

Extent of blisters/

detachment,%

Erythema multiforme majus Typical targets, Localized (acral) <10

(EMM) raised atypical targets

Stevens-Johnson syndrome Blisters on macule, Widespread <10

(SJS) flat atypical targets

Overlap SJS-TEN Blisters on macule, Widespread 10-29
flat atypical targets

Toxic epidermal necrolysis Blisters on macule, Widespread >30

(TEN) with “spots” flat atypical targets

TEN without “spots” No discrete lesion, Widespread > 10

large erythematous areas

Reference

1. Auquier-Dunant A., Mockenhaupt M., Naldi L. and et al. Correlations between

clinical patterns and causes of Erythema multiforme majus, Stevens-Johnson syndroeme, and

Toxic Epidermal Necrolysis. Arch Dermatol. 2002; 138: 1019-1024.
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