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Figure 1. Exon 2 skipping in the human ferrochelatase cDNA. (A) Three per cent agarose gel electrophoresis of reverse transcriptase polymerase chain
reaction-amplified ferrochelatase mRINA. The proband (II12), his mother (I2), and his daughter (III1) exhibit a normal polymerase chain reaction product (1.1 kb)
and a short product, indicating the loss of =100 bp of cDNA. (B) Ferrochelatase cDNA sequence showing the loss of exon 2 in the patient.
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Figure 2. Identification of the mutation among the members of the
family. (A) Pedigree. Proband with clinical symptoms is indicated by black
shading. (B) Direct sequencing of intron 1/exon 2 boundary of ferrochelatase

gene showing the G — C tranversion at IVS1-1 in the proband II2, his daughter
111, and his mother I2.

genomic DNA were therefore sequenced to determine whether or
not a splice mutation was responsible for the loss of exon 2. The results
showed that the mutation is indeed a G - C transversion at the acceptor
site, IVS1—1, and has not been previously reported. The same mutation,
but showing incomplete penetrance, was found in his mother and
daughter (Fig 2, 12, III1).

An IVS1-23 C-T mutation was also found in the proband, his
relatives (I1, II1, and III1) without the IVS1-1 G- C mutation, and
two other unrelated erythropoietic protoporphyria patients (data not
shown). This mutation was reported previously as a possible cause of

exon 2 skipping (Nakahashi ef al, 1992), but later refuted (Wang et al,
1994) when it was found in all erythropoietic protoporphyria patients
and in some controls, suggesting that it may play some role in the
pathogenesis of erythropoietic protoporphyria.

This work was supported by research grants NATO Linkage HTECH.LG 931211
and OTKA T-1633 Hungary.

Eva Remenyik, George W. Lanyon,* Irén Horkay, Gyorgy Paragh,T Norbert
‘Wikonkal, Agnes Koésa, and Michael R. Moore}

Department of Dermatology, University Medical School of Debrecen,
Debrecen, Hungary

*Department of Medical Genetics, University of Glasgow, Glasgow, Scotland
T1st Internal Medicine, University Medical School of Debrecen, Debrecen,
Hungary

FNational Research Center for Environmental Toxicology, University of
Queensland, Queensland, Australia

REFERENCES

Nakahashi Y, Fujita H, Taketani S, Ishida N, Kappas A, Sassa S: The molecular defect of
ferrochelatase in a patient with erythropoietic protoporphyria. Proc Natl Acad Sci
USA 89:281-285, 1992

Nakahashi Y, Miyazaki H, Kadota Y, et al: Molecular defect in human erythropoietic
protoporphyria with fatal liver failure. Hum Genet 91:303-306, 1993

Nunn AVW, Norris P, Hawk JLM, Cox TM: Zinc chelatase in human lymphocytes:
detection of the enzymatic defect in erythropoietic protoporphyria. Anal Biochem
174:146-150, 1988

Todd DJ: Erythropoietic protoporphyria. Br J Dermatol 131:751-661, 1994

Wang X, Poh-Fitzpatrik M, Taketani S, Chen T, Piomelli S: Screening for ferrochelatase
mutations: molecular heterogeneity of erythropoietic protoporphyria. Biochem Biophys
Acta 1225:187-189, 1994

Is Human Papillomavirus Type
Involved in Psoriasis?

To the Editor:

While itis well recognized that psoriasisisa T cell-mediated inflammatory
disease that results in epidermal proliferation (Griffiths and Voorhees,
1996), the identity of the antigen(s) responsible for T cell activation is
still a matter of debate, as recently discussed by Nickoloff and Wrone-
Smith (1998). A strong correlation has been found between acute guttate
psoriasis and streptococcal infections (Baker et al, 1993), and it has been
proposed that some bacterial surperantigens or antigens might activate T
cells (Telfer et al, 1992; Baker et al, 1993; Valdimarsson et al, 1995;
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5 the Putative Autoantigen

Boehncke, 1996; Norris et al, 1997). It was also hypothesized that super-
antigen-activated T cells might induce abnormal expression of keratin
variants that show close homology with streptococcal M protein, and
might stimulate M protein-specific autoreactive T cells (Valdimarsson et
al, 1995). It should be stressed, however, that although T cells specific
for M protein have been detected in patients with psoriasis, they have as
yet not been shown to cross-react with any skin components.

Based on the model of human skin grafted onto SCID mice, it was
recently postulated that there are two steps in the autoimmune pathways
to psoriasis (Nickoloft and Wrone-Smith, 1998). The first step is consid-
ered to be a polyclonal activation of V3 restricted CD4™ T cell subsets
by some bacterial superantigens (Boehncke et al, 1996; Wrone-Smith
and Nickoloff, 1996). These activated T cells, injected intradermally
into the grafted uninvolved psoriatic skin, induced histologic changes
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resembling psoriasis. It was hypothesized that the second step involves
an autoreactive subset of superantigen-preactivated T cells, which recog-
nize a putative autoantigen in the epidermis (Nickoloff and Wrone-
Smith, 1998). This assumption found confirmation in the studies by
Gilhar et al (1997), who showed that psoriatic lesional T cells, but not
peripheral blood lymphocytes, were responsible for the maintenance of
psoriatic phenotype in the grafted skin. This is also supported by the
findings of prolonged expression of CD69 molecules on autologous
and superantigen-preactivated T cells administered intradermally into
uninvolved psoriatic graft, which presumably are subsequently activated
by putative autoantigen (Nickoloff and Wrone-Smith, 1998); however,
the autoantigen has not been identified.

Our recent study (Favre et al, 1998) strongly suggests that this putative
autoantigen could be the L1 capsid protein of HPV5, a virus specific of
the rare genetic skin disease epidermodysplasia verruciformis (EV) (Orth,
1987; Majewski and Jablonska, 1995). With the use of a very sensitive
nested polymerase chain reaction approach, we demonstrated the pres-
ence of HPV5 DNA in scrapings of lesional skin in about 90% of a large
series of patients with psoriasis. Most patients were found infected with
at least another HPV5-related EV HPV genotype. In contrast, no HPV5
DNA was detected in atopic dermatitis, another T cell-mediated com-
mon inflammatory cutaneous disorder. Importantly, with the use of an
enzyme-linked immunosorbent assay and HPV5 L1 protein assembled
into virus-like particles bearing conformational epitopes, we detected
HPV5-specific antibodies in about 25% of 155 patients with psoriasis
versus only 2%—5% of control individuals, including patients with atopic
dermatitis, allograft recipients, and patients with genital warts (Favre et
al, 1998). Moreover, antibodies to the minor L2 capsid protein of HPV5
were found in an additional 5% of psoriatic patients (Favre, Ait-Ouarabi,
and Orth, unpublished data). The almost constant presence of HPV5 and
other EV HPV in psoriatic lesions, and the detection of antibodies to
conformational epitopes of HPV5 capsid in a proportion of patients, point
to a possible role of EV HPV in the immunopathogenesis of psoriasis.

Indeed, papillomavirus infection of keratinocytes is favored by epi-
dermal proliferation and, in turn, established infection leads to prolifera-
tion of basal keratinocytes. Multiplication of these nonlytic viruses is
restricted to terminally differentiating keratinocytes and viral capsid pro-
teins are detected only in superficial layers of infected epidermis (Orth,
1987). It might thus be hypothesized that nonspecific stimuli, e.g.,
mechanical injury (Koebner phenomenon) or superantigen-activated
T cells, trigger epidermal proliferation that may promote EV HPV5
infection. Because the intraepidermal CD8™ T cells were found to show
oligoclonal V[ expression consistent with classical antigen activation
(Chang et al, 1997), it could be speculated that this virus is the putative
autoantigen.

Psoriasis has an evident genetic component (Schmitt-Egenolf et al,
1996; Trembath et al, 1997) and this background may overcome the
strong host restriction observed in the general population towards HPV5
infection (Orth, 1987). The association of psoriasis with a particular
MHC haplotype (Schmitt-Egenolf et al, 1996) would possibly allow
immune reaction against HPV5 capsid epitopes. It is conceivable that
HPV5 antibodies recognize viral capsid epitopes in the stratum corneum,
which is a main target of immune reaction in psoriasis (Beutner ef al,
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1987). This might result in complement activation and chemoattraction
of polymorphonuclear leukocytes (PMN) into the stratum corneum
(Munro abscesses), which is a unique feature of psoriasis. Other chemoat-
tractive stimuli, such as IL-8 and various products of arachidonic acid
metabolism released by PMN, may contribute to leukocyte recruitment;
however, they also mediate other inflammatory diseases, in which Munro
abscesses are absent.

The pathogenic significance of HPV5 and also possibly other related
EV HPV in psoriasis requires further study; however, the high prevalence
of HPV5 in psoriatic scales and the detection of specific antibodies in a
significant proportion of patients strongly suggest that this cell-associated
virus might be involved in the autoimmune pathomechanism of psoriasis.

Slavomir Majewski, Michel Favre,* Gérard Orth,* Stefania Jablonska
Department of Dermatology, Warsaw School of Medicine, Warsaw,
Poland

*Unité Mixte Institut Pasteur/INSERM U190, Institut Pasteur, Paris,
France

REFERENCES

Baker BS, Bokth S, Powles A, Garioch JJ, Lewis H, Valdimarsson H, Fry L: Group A
streptococcal antigen-specific T lymphocytes in guttate psoriatic lesions. Br J Dermatol
128:493-499, 1993

Beutner EH, Jablonska S, Hebborn P, Kumar V: Autoimmunity in psoriasis. In: Beutner EH,
Chorzelski TP, Kumar V (eds). Immunopathology of the Skin. 3rd edn. New York: John
Wiley, 1987, pp. 703726

Boehncke W-H: Psoriasis and bacterial superantigens — formal or causal correlation? Trends
Microbiol 4:485—489, 1996

Boehncke WH, Dressel D, Zollner TM, Kaufimann R: Pulling the trigger on psoriasis. Nature
379:777, 1996

Chang JC, Smith LR, Froning K], ef al: Persistence of T-cell clones in psoriatic lesions. Arch
Dermatol 133:703-708, 1997

Favre M, Orth G, Majewski S, Baloul S, Pura A, Jablonska S: Psoriasis: a possible reservoir
for human papillomavirus type 5, the virus associated with skin carcinomas of
epidermodysplasia verruciformis. J Invest Dermatol 110:311-317, 1998

Gilhar A, David M, Ullmann Y, Berkutski T, Kalish RS: T-lymphocyte dependence of
psoriatic pathology in human psoriatic skin grafted to SCID mice. J Invest Dermatol
109:283-288, 1997

Griftiths CE, Voorhees JJ: Psoriasis, T cells and autoimmunity. J R Soc Med 89:315-319, 1996

Majewski S, Jablonska S: Epidermodysplasia verruciformis as a model of human
papillomavirus-induced genetic cancer of the skin. Arch Dermatol 131:1312-1318, 1995

Nickoloff BJ, Wrone-Smith T: Superantigens, autoantigens, and pathogenic T cells in
psoriasis. J Invest Dermatol 110:459-460, 1998

Norris DA, Travers JB, Leung DYM: Lymphocyte activation in the pathogenesis of psoriasis.
J Invest Dermatol 109:1-4, 1997

Orth G: Epidermodysplasia verruciformis. In: Howley PM, Salzman NP (eds). The
Papillomaviruses, Vol. 2. New York: Plenum Press, 1987, pp. 199-243

Schmitt-Egenolf M, Eiermann TH, Boehncke W-H, Stinder M, Sterry W: Familial juvenile
onset psoriasis is associated with the human leukocyte antigen (HLA) class I side of
the extended haplotype Cw6-B57-DRB1*0701-DQA1*0201-DQB1*0303: a
population- and family-based study. J Invest Dermatol 106:711-714, 1996

Telfer NR, Chalmers RJ, Whale K, Colman G: The role of streptococcal infection in the
initiation of guttate psoriasis. Arch Dermatol 128:39-42, 1992

Trembath RC, Clough RL, Rosbotham JL: ef al. Identification of a major susceptibility locus
on chromosome 6p and evidence for further disease loci revealed by a two stage
genome-wide search in psoriasis. Hum Mol Genet 6:813-820, 1997

Valdimarsson H, Baker BS, Jonsdottir I, Powles A, Fry L: Psoriasis: a T-cell mediated
autoimmune disease induced by streptococcal superantigens? Immunol Today 16:145—
149, 1995

Wrone-Smith T, Nickoloft BJ: Dermal injection of immunocytes induces psoriasis. | Clin
Invest 98:1878-1887, 1996





