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Fig. 1 : Phenotypic analysis of lymphocytes from blisters (Blister, as
* shown in left picture) and peripheral blood (PBMC). The number
indxcates the percentage of total mononuclear cells.
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Fig. 2: Activation profiles of drugesbeciﬁc T-cell subsets determine
clinical manifestations.
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Fig. 3 : Cytokine production of amoxicillin-specific T-cell
clones from MPE patients (N-1and M-1) and an AGEP
patient (Y-1 and Y-2). Y-axis, concentration of cytokine
(pg/ml).
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Fig. 4 : T-cell receptor V chain apalysxs of phenobarbit-
al- specific T-cell clones established from 4 sensitized
patients. The number of clones positive for each V chain
is indicated.
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Fig. 5 : MHC restriction (a-d) and MHC allele dependency (e) in the
proliferative responses of gold-specific T cells from a sensitized
patient. (Ref. 7) A-D:Gold-specific T-cell clones/lines were cultured
in the absence or presence of gold with or without anti-MHC class I or
II'monoclonal antibodies. Representative results for 1-43, CD4 + clone
(a),1-16,CD8 + clone (b), F11D3,CD4 + clone (c) and F10F5-1,CD4
+clone (d).e: The proliferative responses of CD8 + T-cell clones/line
I-1, I-26 and I-16 were investigated depending on the APC types. O,
match and x, no match at the haplotype locus between the patient's
and the donor's APCs. The radicisotope uptake was measured for the
proliferation assay.

RIS R 2" T3, NTF A LHRRRE
BIBTwa LiEflsh s/ % — > (Fig. ba,b)

DERALIE, FiRAR T F F LB A R
(MHC)DZ v—7icid ¥ Y A % 3, MHC D&Ml

A LTRER S THIRSEHE VSIS b
D, A=N—YRE LORKREHET THONL b
O, BEOHRRBBBIC BV TIIBHATE RV,

EHLREHTLNF—IBT 5 THRSERL
MHC & OBEZ BMICAS 5 721, &mHic X
AR BE ORI &€ FISHE T M favk % 3L
L, fi4 ® MHC OFET TERMREO THIRROH

PAMS, MHC o3 2D 2R E WG
(Fig. 5¢), CD4 BH#ilETd MHCI IZHEE I
Bt (Fig. 5d), MEC N7 1 % 4 7K L2 WER
5% ¥ (Fig. 5e), SELERNAy—VARLII,
CNEEHEA, MHC ZVv—7RIIiZ T VRAY
ARARTFFELTREERBIEL D TR,
MHC D4\il%> MHC BSOS Fic & o TRE &1



BN ok : BEREA # =X L0

Table 2 : Clinical differences between measles and drug eruption

Y Measles Drug eruption
- (Teidence after 100% . Less than 5%
exposure
Prodromal duration 9 to 12 days 7 to 14 days
' ' MPE
SJS/TEN
Clinical manifestation MPE Fixed drug eruption
of skin Purpura . Eczema type ‘
 Purpura
i _ Photosensitivity
Specific findings Koplik macule None
Fever _ i +/-
Lympha‘denopathy + +/-
E?ttracutaneous Givet/Lidg
involvements
Spontaneous recovery after cessa,,

‘Qutcome

‘MHC class |

.F'g 6: Hapten theory and p- concept. Haptenized
antigens settled in the MHC groove on APCs were
recognized by CD4 +.and CD8+ T cells (left). On the
: ofherhand. the groave of MHC in APCs did not serve as
‘a corhugaung site of drug for these cells, and
promiscuous interaction' between MHC and T cells
promotes T-cell activation in the presence of drug in the
p+ concept (right).
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Fig. 7 : Possible explanation for similarity between viral eruptions

and drug-induced eruptions.
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Mechanism of Drug-induced Eruption: Why Does It Occur?
. Hideo HASHIZUME"

9 Department of Dermatology, Hamamatsu University School of Medicine
1-20-1 Handa-yama, Higashi-ku, Hamamatsu, ‘Shizuoka 431-3192, Japan

Drug-induced eruption seems to be mediated by the activation of T-cells in response to
haptenized antigens. However, recent findings suggest that other mechanisms are also involved in
the pathology. We and other researchers have found preferential proliferation of T cells bearing
specific V § chains in a culture of T-cells from drug rash patients after stimulation with drugs.
Surprisingly, the responses of some drug-specific T-cells did not show close MHC restriction,
suggesting promiscuous interaction between T-cells and antigen-presenting cells (APCs) in the
presence of drugs. The pharmacological interaction concept, which Pichler has recently developed,

. might explain these aberrant reactions of drug-specific T-cells. It is an interesting hypothesis
concerning drug allergy that the promiscuous binding of T-cells to APCs via a drug promotes the
non-specific activation of memory T-cells. Considering that experiences of infections influence the
construction of the T-cell receptor (TCR) repertoire, a drug may activate memory T-cells
sensitized to virus antigens via promiscuous binding of APC to TCR, resulting in manifestations like
viral eruptions.

(J Environ Dermatol Cutan Allergol, 4 (2): 67-75, 2010)
Key words : drug-induced eruption, major histocompatibility complex, restriction, T-cell
receptor, viral eruption
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MALT lymphoma

HAsHizuMe Hibeo
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