
Letters to the Editor
Colchicine treatment in famil-
ial Mediterranean fever: An
indirect effect on in vitro
serum amyloid A secretion via
leukocyte derived factors

Sirs,
R e a c t ive amyloidosis is one of the most
serious complications in many chronic in-
flammatory conditions such as inflammato-
ry bowel disease, juvenile chronic arthritis
and familial Mediterranean fever (FMF).
R e a c t ive amyloidosis is ch a ra c t e ri zed by
the extracellular deposit of insoluble fibrils
containing va rious pro t e i n s , m a i n ly amy-
loid A (1), which is stucturally similar to,
and immunologically cross-reactive with its
precursor, the acute response protein,serum
amyloid A (SAA) (2). SAA is produced and
secreted by the liver, and its production and
secretion are controlled by proinflammato-
ry cytokines, mainly interleukin-1 (IL-1 )
and IL-6 acting in synergy (3, 4).
It is well recognized that continuous colchi-
cine tre atment prevents amyloidosis in
FMF patients (5) and has successfully been
used in the treatment of reactive amyloido-
sis in ulcerative colitis (6).
The objective of the present study was to
examine whether colchicine exerts its ef-
fects on SAA synthesis via peripheral blood
mononuclear cell (PBMC)-derived factors.
Ten FMF patients, aged 3 to 14 years, who
fulfilled the criteria of Pras (7) for the diag-
nosis of FMF, were studied before they ini-
tiated colchicine regimen and again during
treatment after it had been in progress for at
least one month.
Blood was obtained from each patient after
re c e iving info rmed consent. The PBMC
were separated on Ficoll density gradients,
washed, and cultured at 5x106 cells/ml in
RPMI 1640 medium, with and without 10

g/ml of lipopolysaccharide (LPS). After
48 hrs the cell-free culture medium (CM)
was collected.
Human hepatoma Hep3B cells were seeded
at 50,000 cells/ml, in RPMI 1640 medium

with 10% fetal calf serum, after five days
the PBMC-derived CM was added and cul-
tured for 24 hours. Levels of secreted SAA
in the Hep 3 B - d e rived cell-free culture
medium were determined in duplicates by a
modified ELISA inhibition assay (8).
SAA secreted by hepatoma cells exposed to
untreated PBMC culture medium from non-
treated patients was 1.8 ± 3.2 g/ml while
a higher mean level (6.2 ± 6.5 g/ml) but
statistically not significant p = 0.07, was
obtained from these patients during treat-
ment with colchicine. Addition of LPS to
PBMC from untreated patients resulted in
the induction of a significantly (p = 0.02)
higher mean level of SAA (4.7 ± 5.3

g/ml) (Fig. 1). However, as opposed to
the increased SAA levels induced in
hepatoma cells by CM from LPS-stimulat-
ed PBMC of untreated patients, the SAA
level obtained in response to CM of LPS-
stimulated PBMC from colchicine-treated
patients was significantly reduced, from 6.2
± 6.5 g/ml to 3.8 ± 4.4 g/ml (p = 0.04).
The results of this study indicate, in agree-
ment with previous reports, that the secre-
tion of SAA from hepatoma cells may be
stimulated by factors released from activa-
ted mononuclear cells, probably including
proinflammatory cytokines, e.g. IL-6, IL-
1 and TNF (9).
Surprisingly, when LPS was added to the
mononuclear cells from colchicine-treated
individuals, the quantity of SAA obtained
f rom the hep atoma cultures decre a s e d
markedly. This may result from a differen-
tial cytokine response induced by the com-
bination of colchicine and LPS. Since col-
chicine was previously shown to inhibit the
LPS induced TNF secretion by blocking
the transcription of the gene (10),it is possi-
ble that the lingering effects of the exposure
to colchicine might have blocked the effects
of LPS in the present study.
This effect of colchicine is probably inde-
pendent of its anti-inflammatory properties
as implied from the finding that colchicine
prevents amyloidosis in FMF patients even
if they continue to have inflammatory at-

tacks (4).
If indeed colchicine prevents SAA secretion
by blocking the effect of LPS and possibly
of other stimuli, its wider use in preventing
reactive amyloidosis should be considered.
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Fig. 1. The effect of
culture medium from
m o n o cytes from 10
FMF patients before
and during colch i-
cine tre at m e n t , w i t h
or without LPS stim-
ulation,on SAA pro-
duction by Hep3 B
cells (mean ± SEM).


