L ettersto the Editor

2. REINHOLD-KELLER E, BEUGE N, LATZA U
et al.: An interdisciplinary approach to the
care of 155 patients with Wegener’s granulo-
matosis. Arthritis Rheum 2000; 43: 1021-
1032.

3. CACOUB P, POYNARD T, GHILLANI P et al.:
Extrahepatic manifestations of chronic hepa-
titis C. Arthritis Rheum 1999; 42: 2204-12.

4. AL-AWADHI A, AL-JARALLAH K, HASAN F
et al.: Rheumatic manifestation and immuno-
logical abnormalities in patients with chronic
hepatitis C. A study in the Middle East. Rev
Rheum 1998; 65: 372-7.

5.BUSKILA D, SHNAIDER A, NEUMANN L et
al.: Musculoskeletal manifestations and auto-
antibody profile in 90 hepatitis C virus infect
ed Israeli patients. Semin Arthritis Rheum
1998; 28: 107-13.

6. ROSSOL R, DOBMEYER JM, DOBMEYER TS
et al.: Increase in Vdeltal + gammadelta T
cellsin peripheral blood and bone marrow as
aselective feature of HIV-1 but not other vir-
usinfections. Br J Haematol 1998; 100:728-
34.

7.NESHER G, RUCHLERNER R: Alpha-interfer-
on induced arthritis: Clinical presentation,
treatment, and prevention. Semin Arthritis
Rheum 1998; 27: 360-5.

8. OKANOUE T, SAKAMOTO S, ITOH Y: Side-
effects of high-dose interferon therapy for
chronic hepatitis C. J Hepatol 1996; 25: 283-
91.

9. WANDL UB, NAGEL-HIEMKE M, MAY D:
Lupus-like autoimmune disease induced by
interferon therapy for myeloproliferative dis-
orders. Clin Immunol Immunpathol 1992; 65:
70-4.

10.BELL TM, BANSAL AS, SHORTHOUSE C,
SANDFORD N, POWELL EE: Low-titre auto-
antibodies predict autoimmune disease dur-
ing interferon-alpha treatment of chronic he-
patitis C. J Gastroenterol Hepatol 1999; 14:
419-22.

11.1KEDA M, WATANABE Y, KITAHARA S, IN-
OUYE T: Digtinctive increase in HLA-DR+
and CD8+57+ lymphocyte subsetsin Wegen-
er'sgranulomatosis. Int Arch Allergy Immu -
nol 1993; 102; 205-8.

12.NOLLE B, SPECKS U, LUDEMANN J, ROHR-
BACH MS, DEREMEE RA, GROSS WL: Anti-
cytoplasmic autoantibodies: Their immunodi-
agnostic value in Wegener's granulomatosis.
Ann Intern Med 1989; 111: 28-40.

13.GORDON ACH, EDGAR JDM, FINCH RG:
Acute exacerbation of vasculitis during Inter-
feron-alphatherapy for hepatitis C-associated
cryoglobulinaemia. J Infect 1998; 36: 229-
230.

14.FRIEDMAN G, MEHTA S SHERKER AH: Fa
tal exacerbation of hepatitis C related cryo-
globulinemia with interferon-alpha therapy.
Dig Dis Sci 1999; 44: 1364-5.

15.LAMPRECHT P, GAUSE A, GROSSWL: Cryo-
globulinemic vasculitis. Arthritis Rheum
1999; 42: 2507-16.

The historical record is con-
sistent with the recent find-

ing of parvovirus B19 infec-
tion of bone marrow in sys-

temic sclerosis patients

Sirs,

Recently Ferri et al. have found parvovirus
B19 (PVB19) DNA in bone marrow biop-
sies of 57% of 21 systemic sclerosis (SSc,
scleroderma) patients, but 0% of 15 con-
trols (1). Thisis consistent with their inter-
esting idea (2) that PVB19 may play arole
in the etiology of SSc. As Ferri et al. note, it
is important for other groups to be ableto
replicate this finding. Until then, and as
well, complementary with positive replica
tions, | here point out that the historical
record is currently consistent with arole for
PVB19 in the pathogenesis of SSc.

The first report of SSc was not until 1753
by Curzio (3) [and even this case has been
disputed (4)], and there is a possible case of
SSin a 1680 painting (5). Thus, it appears
that SScis arelatively new disease. The ab-
sence of evidence is not evidence of ab-
sence, of course; in times past there were
far fewer patients,physicians, and research-
ers, and SScis not atrivial diagnosis. Nev-
ertheless, the relatively late description of
thisdiseaseisinthevery least intriguing. If,
infact, SSc is a new disease, this suggests
that at least one of the proposed etiologic
agents of SSc (most likely a disease requir-
ing multiple elements to be present for
pathogenesis, e.g. genetic + environmental)
must also be new. Interestingly, it appears
that PVB19is.

There was no PCR and no Centers for Dis-
ease Control in centuries past to track the
appearance of avirus but, as| have recently
noted (6), the pediatric exanthem erythema
infectiosum (El, "fifth disease"), which is
characterized by a"slapped cheek” rash and
high infectivity and is now known to be
caused by PVB19 (7), can be used to track
the antiquity of PVB19. El, and thus
PVB19, appear to be "new" —thefirst report
of a disease consistent with El did not
appear until 1797 (7, 8).

How can a ubiquitous virus such as PVB19
be "new ?' Much work, not without dispute
(seeref. 9 and refs. therein), has found that
PVB19 may play arolein the pathogenesis
of rheumatoid arthritis (RA). From exami -
nation of writings, paintings, and the work
of Rothschild and colleagues on skeletons
(ref. 10 and refs. therein),it appears that RA
is quite a new disease in Europe (less than
500 years old), but it has existed in North
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Americafor thousands of years. Recently, |
have suggested (6) that PVB19 was brought
back from the New World to the Old. This
time frame for the introduction of PVB19to
Europe (after 1500) is consistent with the
current historical record for SSc (and PVB-
19).

Besides El, PVB19 is known to cause
gplastic anemia, hydropsfetalis, and fulmi-
nant liver failure (11) — more than enough
reasons to spur on the development and
possible implementation of a PVB19 vac-
cine. If such avaccine were put into use, it
would help clarify therole of PVB19in RA
and SSc, much as the meades vaccine did
for the role of meadles in subacute scleros-
ing panencephalitis. Conversely, further
evidence that PVB19 plays an etiologic role
in SSc and/or RA would provide increased
impetus for vaccine development.
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