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BLOOD HISTAMINE LEVELS AS A POSSIBLE CLINICO-
PHARMACOLOGICAL CRITERION IN CERTAIN BLOOD
DISEASES
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Department of Pharmacology and *Department of Nephrology, Hemodyalysis and
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The possible significance of blood histamine levels for diagnosing and treatment
evaluation in patients with blood disorders such as malignant lymphomas - Hodgkin's
disease (HD) and non-Hodgkin's lymphomas (NHL), and Schonlein-Henoch purpura
(SHP) was studied. Histamine was established spectrofluorimetrically in the active phase
of the disease as well as during remission after treatment. Blood levels of histamine were
significantly decreased about 2,5-fold in patients with HD in the active phase as
compared to healthy controls (0,030 £ 0,002 ug/ml versus 0,073 + 0,002 ug/ml) and by
31,5 % in patients with active SHP (0,050 + 0,004 pg/ml versus 0,073 + 0,002 jig/ml).
After treatment and during remission the histamine levels recovered to normal. Such a
correlation between blood levels of histamine, on the one hand, and process activity and
treatment efficiency, on the other, was not observed for NHL. These results indicated that
blood levels of histamine could serve as an additional criterion for the process activity
evaluation and for the therapeutic effectiveness in patients with HD or SHP but not NHL.
Furthermore, blood histamine levels might be considered as a possible clinico-
pharmacological criterion for the evaluation of new drugs anticipated for the treatment
of HD or SHP.
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Certain blood disorders such as
malignant lymphomas - Hodgkin's
disease (HD) and non-Hodgkin's
lymphomas (NHL) as well as
Schonlein-Henoch purpura (SHP) are
usually  associated ~ with  major
immunological alterations (1,5,7).
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Knowing that histamine can act as a
modulator of various immune
functions (2,8), we have been
interested in the possible changes of
blood histamine levels in patients
with malignant lymphomas and SHP
in the active phase of the disease and
during remission due to treatment.
The aim of the present study was to
compare the levels of histamine in
blood of patients with HD, NHL, and
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SHP in the active phase and after
treatment in order to assess the
possible  significance  of  blood
histamine levels as an additional
criterion for the diagnosis of HD,
NHL, and SHP and for the evaluation
of treatment.

MATERIAL AND METHODS

Blood samples from 97 age and
sex mixed patients with malignant
lymphomas - HD and NHL, or SHP
were tested.  Fifty-three of them
presented with HD. Eleven of the
patients were registered as NHL. The
other 33 patients were with diagnosis
of SHP. Blood samples were taken
during the active phase of the disease
before the start of treatment and
during remission due to therapy.
Blood samples from 45 clinically
healthy persons served as control.
Blood histamine levels were assayed
spectrofluorimetrically. ~ All values
are presented as means * S.EM.
Differences were assessed with
Student's ¢-test.

RESULTS AND DISCUSSION

The mean blood concentration
of histamine in controls was 0,073 =
0,002 ug/ml. In patients with HD
blood histamine concentrations were
0,030 = 0,002 pg/ml in the active
phase of the disease. This is
significantly lower (p < 0,001) by
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Fig. 1. Blood histamine levels in patients with
HD and SHP in the active phase of the disease
and after treatment. Values are means *
S.EM. *** p<0,001 versus controls

2,5-fold compared to control. After
treatment blood histamine
concentrations became 0,077 + 0,006
ug/ml thus approaching control values
(Fig. 1). Blood histamine levels never
reached control value in patients
without any improvement after
treatment. The mean concentration of
histamine in blood of patients with
active SHP was 0,050 + 0,004 ug/ml,
which was significantly lower (p <
0,001) by 31,5 % compared to
control. After a course of heparin
treatment histamine levels (0,087 =+
0,008 wg/ml) became slightly higher
but not significantly different from
the normal, healthy group (Fig. 1). In
patients with NHL blood histamine
levels were 0,068 = 0,014 ug/ml
during the active phase and 0,050 +
0,007 pg/ml during remission. There
were no significant differences
compared to control.

The results from the present
study reveal that blood levels of
histamine are decreased below normal
in patients with HD or SHP during the
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active phase of the disease and revert
to normal after treatment. These
findings suggest that the assay of
blood histamine might be helpful for
monitoring disease activity or for
prediction of treatment failure in
patients with HD or SHP but not in
patients with NHL. The observed
changes in  blood  histamine
concentration in patients with active
HD or SHP might be related to the
immunological alterations typical of
these diseases. There is evidence that
certain immunological factors such as
interleukin-2 receptor serum levels
could serve as prognostic indicators
in patients with HD (3). Histamine
itself plays an immune modulatory
role by both augmenting or

suppressing the immune response
depending on the type of receptors or
the cells present in a given
circumstance (6). The observation
that in patients with NHL the activity
of the process was not associated with
changes in  blood  histamine
concentrations could be due to the
histological ~and  immunological
diversity of the different types of
NHL (4).

The elevation of  blood
histamine levels close to the normal
range as a result of adequate drug
therapy might be useful as a possible
clinico-pharmacological criterion for
the evaluation of new drugs
anticipated for the treatment of HD or
SHP.
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HuBa Ha XMcTaMHHA B KPbBTA KaTO Bb3MOKE€H KJINHHKO-
(papMaKoJIOruyeH KpUTepHii IPH HAKOH KPbHBHHU 3200J1sIBAHUSA

A. beayena, P. Mumkona*

Kameodpa no ¢papmaxonozus u *Kamedpa no negpponozus, xemoouanuza u xeMamono2us,
Meouyuncku ynusepcumem - Bapna

Pestome: [IpoyyeHo e 3HaUeHHETO Ha HUBOTO Ha XHCTaMKHa B KPbBTA 3a JJMarHo3ara H 3a
fnpeueHka Ha eEeKTUBHOCTTA OT JICUEHHETO NMPH MaLlUEeHTH C MaIWTHEHH nuMQoMH -
tonecrra Ha Xomkkud (BX) u He-Xomkkunoeu nmumdomu (HXJI), u ¢ nypnyparta Ha
bonnaiin-Xenox (IILIX). XucramMuMHBT B KpBBTa € ONpeleNsH crnekrpodnyopu-
METPUYHO B aKTUBHA (pa3a Ha 3a00NgBaHHATA, KAKTO M B PEMHCHS, HACTBLIMIA clel
NeyeHue. YCTAHOBEHO €, Ye HMBAaTa Ha XUCTaMHHA B KPbBTA €4 3HAYMMO TO-HHCKH B
aKTHBHa (ha3a B CpaBHEHUE C T€3H MPU 3APaBU KOHTPOJIH - OKOJIO 2,5 MbTH NpH MaLMeHTH
¢ bX (0,030 = 0,002 p/ml copamo 0,073 + 0,002 p/ml) u ¢ 31,5 % - npu nauxeHTy c
[TLLX (0,050 £ 0,004 w/ml cripsimo 0,073 £ 0,002 p/ml). Cnen neuenue v rpyU peMucus
ChAbPXKAHHETO HA XMCTAMHH CE Bb3CTaHOBABA 10 HOpMaiHU ctoiHocTu. TIpu HXJI He ce
HabnronaBa nomoOHa Kopenalus MeXJy HUBaTa Ha XMCTaMMHA W aKTHBHOCTTA Ha
npoueca, OT e/IHa CTpaHa, KakTo U eEeKTHBHOCTTA Ha JIeUeHHeTO, OT Apyra. Pesynrarure
MOKa3BaT, Y€ HHUBOTO HA XHCTAMHMHA B KPBbBTa MoOxe JAa ObJ€ H3MNOI3BAHO Karo
JIONbJHMTENEH KPUTEepHi 3a NpeleHKa Ha akTUBHOCTTA Ha Mpoueca U Ha e(heKTUBHOCTTA
ot jeueHuero npu nauueHTd ¢ BX u IMIUX, no ne u npu te3u ¢ HXJI. Hapen c Tosa
HHBOTO Ha XMCTaMHHA MOXe J1a ce 00ChiK/a KaTo Bb3MOXKEH KJIMHHKO-(hapMaKoIorMUeH
KpHTEpUH NpH OLIeHKaTa Ha HOBM JIEKAPCTBEHH CPECTBA, NpeaiaraHy 3a jeueHue Ha bX
vy HHIX. B ‘
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