
ARTICLE IN PRESS

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

61
62
Correspondence
T

63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
U
N
C
O
R
R
E
C

Is the autologous plasma skin test in patients
with chronic urticaria really useless?

To the Editor:
We read with interest the letter by Metz et al1 about autologous

serum and plasma skin testing in patients with chronic urticaria
(CU), which was prompted by one of our previous articles also
published in the Journal.2 We appreciate that our recent work
has elicited interest in other groups of researchers; however,
because Metz et al1 have obtained results that are not completely
in line with our findings and have argued about the interpretations
we gave of our recent findings in patients with CU, we think that a
response is warranted. To this end, we wish to point out the
following.

First, regarding the differences in the prevalence of positive
autologous plasma skin test (APST) results in our versus the
authors’ hands, the authors themselves state that the prevalence of
a positive autologous serum skin test (ASST) result ranges from
7% to 76% in the literature, ‘‘possibly reflecting patient selection
and differences in methodology and response interpretation.’’ For
example, as a difference from previous reports, in a recent article3

ASST results were positive in 55.5% of healthy subjects versus
52.5% of patients with CU. Clearly, methodology and interpreta-
tion are especially important because, in our hands, the APST
often produces a clear-cut flare (up to 30 3 30 mm in diameter)
with little wheal; needless to say, saline scores totally negative
and histamine skin prick testing causes a normal wheal-and-flare
reaction in these patients. We classify these patients as having
positive APST results; if Metz et al1 consider skin reactions
positive only if a large wheal is present, this might explain the
differences between our findings and theirs.

As a matter of fact, in the Metz et al1 study, the ASST and the
APST score differently in 47 of 200 (about one fourth) patients,
which suggests that irrespective of their higher or lower preva-
lence, the 2 tests do not overlap. Unfortunately, Metz et al1 refrain
from commenting on this point.

We have never claimed, either in the first study2 or in the
subsequent study,4 that results on the APST are more frequently
positive than those on the ASST because of the presence of
thrombin. On the contrary, in the Discussion section of the first
article, we pointed out that ‘‘because of its extremely short half-
life, it is unlikely that the wheal-and-flare reaction . is caused
by thrombin itself.’’2 The observation of a different prevalence
of positive skin test results with autologous plasma and serum
in patients with CU simply prompted us to investigate the coag-
ulation cascade, which in effect turned out to be activated and to
parallel the disease severity.2,4 We cannot exclude that a positive
APST result has nothing to do with thrombin and that we had
only a lucky strike, but the fact remains that the coagulation
cascade is activated and that eosinophils seem the main actors
in this sense.5 These findings were recently confirmed by
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independent researchers.6,7 Interestingly, we found a more
marked thrombin generation, as indicated by higher F112
levels, in patients with positive ASST and positive APST results
than in patients with negative ASST and positive APST results,
indicating that the coagulation cascade is more activated in the
former than in the latter and suggesting that probably thrombin
is not responsible for skin reactivity to autologous plasma.
As previously pointed out, the mediator of skin reactivity is
probably another molecule, and the activation of coagulation
might represent an intermediate stage in CU pathophysiology.

The fact that in the Metz et al1 study patients with positive
ASST results show a more impaired quality of life is not surpris-
ing because the ASST (but not the APST) is associated with the
presence of autoantibodies the presence of which is associated
with more severe disease. This point as well was stressed in our
study.2

In conclusion, we think that the observations by Metz et al1 do
not tarnish the relevance of our recent findings about the possible
role of coagulation and eosinophils in the pathogenesis of CU in
patients with or without detectable autoantibodies.
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