
What is nitric oxide and where does it come from?

Nitric oxide (NO) accounts for the activities originally
ascribed to “endothelium-derived relaxing factor” first
described by Palmer et al. in 1987 [1]. After its formation,
NO diffuses into vascular smooth muscle were it activates
soluble guanylate cyclase with the formation of cyclic GMP
which, in turn, relaxes the muscle and dilates the blood ves-
sels. Three genes encoding NO synthases (NOS, EC,
1.14.13.39) are expressed as enzymes in mammals [2] and a
given monotypic cell population can express one, two, and
perhaps all three of the isoforms. 

Generally, but not invariably, expression of cNOS is con-
stitutive, whereas expression of iNOS is inducible and inde-
pendent of elevated intracellular Ca2+ [3]. However, it is now
known that the level of gene expression of both eNOS and
nNOS may also be induced under different physiological
conditions (e.g., hemodynamic shear stress or nerve injury)
and conversely that iNOS may function as a “constitutive”
enzyme under physiological conditions in some cells [4].

Expression of iNOS protein requires transcriptional acti-
vation, which is mediated by a specific combination of
cytokines. All three NOS use NADPH as an electron donor
and employ five enzymes cofactors to catalyze a five-elec-
tron oxidation of arginine to NO with formation of citrulline.
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Abstract The involvement of nitric
oxide (NO) in the pathophysiology
of primary headaches was suggested
by several authors during the last
decade. Migraine, cluster headache,
tension headache, and cervicogenic
headache have been extensively stud-
ied on the basis of NO donor
headache pain. Different mechanisms
seem to be involved in the generation
of pain in these clearly different clin-
ical head pain disorders. NO could
control all the mechanisms leading to
head pain. In migraine NO is corre-
lated with endothelial activation, in
cluster headache with a brainstem
unravelling of the on/off regulatory
clocks, in cervicogenic headache
with a cytokine-dependent pain, and
in tension-type headache with a sen-

sitization of pain pathways at the
spinal/trigeminal level. The next nat-
ural frontier in the study of pain in
primary headaches seems to be the
functional study of the relationship
between NO and the immune regula-
tory system.
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NOS1 and NOS3 are responsible for NO production after
both chemical stimulation, such as the neurotransmitter glu-
tamate, and mechanical stimulation, such as pulsatile strain
in an arterial wall. In contrast, NOS2 is engaged during
inflammation and infection. NOS2 in mouse macrophages
can produce NO for as long as 5 days when care is taken to
replenish both the inductive stimuli and the L-arginine sub-
strate [5, 6]. 

Differential tissue-specific splicing of nNOS mRNA
generates structurally distinct protein molecules when the
enzyme is expressed in neurones and skeletal muscle [7].

NO plays a major role as a non-adrenergic non-choliner-
gic (NANC) neurotransmitter in the autonomic nervous sys-
tem. This NANC pathway plays an important role in pro-
ducing relaxation of smooth muscle in the cerebral circula-
tion. It has been demonstrated that the dysregulation of NOS
activity in the autonomic nerves plays a major role in many
pathophysiological conditions [8].

NO and migraine

NO is an important mediator of vasodilatation in intra- and
extra-cranial blood vessels and it is also an algogenic sub-
stance. This small and almost ubiquitous messenger mole-
cule does not interact with specific receptors, but diffuses
freely across membranes. It has been widely demonstrated
that the intravenous injection of NO donors, such as glyceryl
trinitrate (GTN), evokes a headache attack even in healthy
subjects [9]. Moreover the N-acetylcysteine, which aug-
ments the effects of GTN in the heart by increasing the for-
mation of NO or by enhancing the effects of NO itself, also
augments the headache response to GTN and prolongs arte-
rial dilatation of the superficial temporal artery, but not of
the radial arteries [10].

NO acts as a neurotransmitter in the perivascular nerve
and produces smooth muscle relaxation via increased pro-
duction of cyclic GMP [11]. This vasodilator nerve function
is impaired and physiologically antagonized by sumatriptan
at the postjunctional site. Finally the dilatation of the middle
cerebral artery induced by GTN was significantly greater in
migraine patients than in normal controls [12].

Cortical spreading depression (CSD), which is presumed
to underlie the migraine aura, induces a multiphase release
of NO, characterized by an initial peak or a slow, smaller
amplitude second peak when assayed by an NO-selective
microelectrode [13].

A new experimental study reports that a potential novel
anti-migraine agent, the SB-220453, inhibits NO release,
following induction of CSD in anesthetized cats [14]. 

In the past NO donors have been largely used in a reli-
able trigger test to reproduce the migraine attack [15].

Furthermore, we have shown that pain crises induced in
migraine patients by administering the NO donor were able
to induce strong NO production, as detected by accumula-
tion of NO-oxidized derivatives [16]. Therefore, according
to Christiansen et al. [17], NO (exogenous and endogenous)
may work as the switch molecule in both forms of
migraine, being responsible for: (1) activation of cytoplas-
mic guanylate cyclase, (2) increase in cyclic GMP, (3)
decrease in intracellular CA2+, (4) vasodilatation of cere-
bral arteries, (5) peripheral or central sensitization, (6)
direct cytoxic effect. In addition, exogenous NO enhances
endogenous NO release during CSD in an animal model
[18], which may mimic the role played by NO during CSD
in migraine with aura.

We have reported that during the pain crises induced in
patients with migraine without aura by administering a NO
donor, the monocyte expression of intercellular adhesion
molecule 1 (ICAM-1) and its soluble isoform (s-ICAM), as
well as serum level of interleukin-4 (IL-4), were reduced
[19]. These values were also significantly lower during
spontaneous migraine attacks. A possible explanation of
these results is that NO may create a disequilibrium within
Th1/Th2 type cytokines, with a consequent inhibition of IL-4
synthesis, that in turn may downregulate ICAM-1 expres-
sion and s-ICAM1. Therefore a complete picture of neu-
roimmunological events that occur at a cerebral vascular
level during migraine attack will be provided by the ongo-
ing studies of Th1/Th2 activation and related cytokine pro-
duction. NO produced during migraine attack can in turn
directly and/or indirectly contribute to systemic reactions,
due to its ability to increase the release of powerful
cytokines, including tumor necrosis factor (TNF) and inter-
feron. These cytokines may be able to enhance the spread of
nociceptive pain impulses [20]. Thus, NO can be considered
not only as a potent algogenic molecule that works at the
endothelial or CNS level, but also as an immunomodulating
agent. Moreover, the administration of the NO synthesis
inhibitor 546C88 significantly reduced both migraine pain
and associated autonomic symptoms [21].

Several studies have also been performed on platelet
function in migraine patients. The observation of an increase
in in vitro agonist-induced aggregability and in vivo forma-
tion of platelet microaggregates supports the hypothesis that
platelet hyperactivity is involved in this pathological condi-
tion [22, 23]. Platelets, when stimulated by collagen, pro-
duce NO, using L-arginine as substrate. It has been reported
that in migraine without aura patients, an increased activity
of the L-arginine/NO pathway is present, with subsequent
increased production of NO and cyclic GMP [24].

Even during the ovarian cycle, changes in the activity of
the L-arginine/NO pathway in collagen-stimulated platelets
have been reported [25]. The modification in NO production
in platelets could reflect a more-generalized increase in NO
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synthesis [26], which could be involved in other pathophys-
iological alterations observed in migraine, such as regional
cerebral blood flow changes [27].

NO and cluster headache

Cluster headache (CH) is a well-defined disorder in which
patients suffer extremely painful headaches with clock-like
regularity one to three times, or even more, a day for per-
haps several months, followed by a period of remission. CH
is considered a result of a hypothalamic derangement, with
a peripheral neurovascular implication [28–32]. The weak
changes in the cerebrovascular blood flow during the CH
attacks do not justify a peripheral-independent pain.
However there is strong evidence supporting a central hypo-
thalamic mechanism (the periodicity of the attacks and the
great autonomic involvement, which is often more severe on
the painful side, suggest that the hypothalamus could be at
the route of this disorder). Recently May et al. [28] reported
a hypothalamic activation during a NO donor (nitroglycerin)
induced CH attack. Since NO is able to activate the brain-
stem and the hypothalamic nuclei in rats [33], one could
speculate that it may be directly involved in the elaboration
of nociceptive signals in CH.

NO inducible routes could also be modulated by an
immunology pathway through cytokines, as has been report-
ed for IL-1 [34, 35]. At present, there is no evidence of con-
stitutive NOS involvement in CH. We have recently demon-
strated [36] that during cluster headache attacks there was an
activation of the Th1 lymphocyte subset with a subsequent
increase of serum Th1-type cytokines (interferon-γ and IL-2).
Although there is no evidence in CH of damage to the
blood-brain barrier (BBB) caused by activated white cells,
this phenomenon has been repeatedly observed in rodents
[37, 38] and it represents a well-recognized mechanism of
BBB damage in basic neuroscience [39]. Nevertheless, at
present a role for this in CH is hypothetical.

It has been demonstrated in humans that these cytokines
can activate central neurones, directly through an increase of
vascular permeability and diapedesis of the white cells, or
indirectly through an increase in the production of IL-1 at a
hypothalamic neuronal level [40]. However, in spite of evi-
dence of peripheral proinflammatory cytokine increases, the
role in the pain phase during CH attacks remains unclear.
NO interacts, at a ganglial level, with substance P through a
positive feedback [41]. The looping effect played by NO,
which occurs during “inflammatory” conditions [42, 43],
should be stressed.

Furthermore, it has recently been demonstrated that the
blockade of the synthesis of NO by a NO synthesis inhibitor
can abort acute CH attacks [44].

These data indicate that NO could represent an addition-
al, important pain mediator in CH.

NO and cervicogenic headache

Cervicogenic headache (CEH) is a common and still contro-
versial headache disorder characterized by unilateral head pain
arising from the neck [45] at C2/C3 dermatome level. CEH
pain radiates to the occipital area, to the vertex of the head (C2
level), to the peri-oculo-frontal-auricolar-temporal area.
Sometimes even the mandibular and neck region (C3 level)
are involved [46]. The pain is often continuous, non-pulsating,
and non-burning, with some radicular characteristics.

No clear evidence of inflammation has yet been demon-
strated in CEH, although the administration of epidural cor-
ticosteroid seems to have a short-term clinical effectiveness
[47, 48]. We recently observed increased levels of serum
IL-1β and TNF-α in CEH both during periods of sponta-
neous fluctuating basal pain and during mechanically
induced attacks [49].

The nature of the pain in CEH has not yet been defined.
However, the enhanced production of cytokines could rep-
resent a specific signal from the immune system, resulting in
the subsequent activation of the well-known links between
immune-peptides and neuro-peptides, such as substance P
and calcitonin-gene-related peptide (CGRP) [50].
Furthermore, we showed a more-pronounced activation of
the NO pathway than that reported in migraine or in CH
[43]. Additionally no difference in NO release was found
between a spontaneous CEH attack and CEH pain elicited
by administration of NO donor [43].

In the pathogenesis of other headache disorders, the acti-
vation of the NO-ergic vascular endothelial system is widely
accepted [51]. The cerebral blood flow velocity has been
shown to be unchanged during the CEH pain phase [52].
Therefore, the upregulated NO-ergic system that occurs dur-
ing the CEH attack cannot be accounted for by a cerebrovas-
cular dysfunction. In view of the incomplete knowledge of
this clinical head pain syndrome, the peripheral immune cells
could represent a preferential target for the large amount of
NO, being responsible for the release of proinflammatory
cytokines (IL-1β and TNF-α) [53] at neck algogenic struc-
tures, such as nerve endings, osteotendinous structures, etc. 

NO and tension-type headache 

The tension-type headache has an immense social impact: it
has a lifetime prevalence of up to 30% in the general popu-
lation [54]. The clinical symptoms consist of aching or sen-
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sations of tightness, pressure, or constriction, which vary
widely in intensity, frequency, and duration. Increased peri-
cranial muscle tension and tenderness may contribute to the
development of tension headache [55], at least in some
patients, but the pathogenesis has not been fully established.

However the clinical response to GTN infusion in
patients with chronic tension headache seems to be similar to
that in migraine (biphasic pain response), so that NO-related
central sensitization has been claimed to be important in
both migraine and tension-type headache [56]. As reported
by Ashina et al. [56], a direct effect of NO on perivascular
sensory afferents and/or NO-induced arterial dilatation are
responsible for the immediate headache. The NO-induced
enhancement of central sensitization at the spinal/trigeminal
level is responsible for the delayed headache.

Moreover, in these patients increased muscle hardness
and increased myofascial tenderness are present, and a
decrease in muscle hardness, perhaps caused by a reduction
of central sensitization, has been detected after treatment
with L-NMMA [57]. This hypothesis of NOS inhibition as
alternative analgesic therapy in patients with chronic ten-
sion-type headache has been recently confirmed [58].

Why NO may cause pain in primary headaches?

Although it has been clearly demonstrated that NO could be
involved in the pathogenesis of several types of headaches, we
do not yet have a clear and definitive explanation of why NO
may cause pain in migraine. One hypothesis is based on the
vasodilator effect induced by NO; another is the sensitization
of perivascular sensory nerves and, perhaps, a toxic effect of
these nerves. The latter is based on NO reaction with O2

- lead-
ing to the local synthesis of highly toxic compounds, such as
peroxynitrite (ONOO-) and hydroxyl radicals (OH) [59].

It has also been postulated that NO-induced headache
could be a direct action on central nociceptive pathways
mediated via the N-methyl-D-aspartate receptor. Probably a
second messenger is involved in the algogenic effect played

by NO. All the known models that readily produce vascular
headache and/or migraine seem to stimulate the production
of cyclic GMP. NO is a potent inductor of guanylate cyclase
and has been demonstrated that the intravenously infusion
of cyclic GMP induces headache. Certainly NO causes pain,
as demonstrated by the analgesic effects of many pharmaco-
logical compounds inhibiting NOS activity, but further stud-
ies are necessary to better understand the biochemical basis
of NO-induced pain [60].

Conclusions

In conclusion, the proposed pivotal role of NO seems to be
different in the various forms of primary headache.
Migraine pain may originate at the endothelial level via
NOS activation [61–65] in connection with activation of the
cyclooxygenase pathway [66]. CH may involve, among
other mechanisms, NOS activation in the brainstem and at
the hypothalamic nuclei level [28, 32], with a peripheral NO
derangement [67, 68]. CEH pain may be the result of a
direct pain-producing activity originating from NO itself
and proinflammatory cytokines [43]. Tension headache may
be the result of a NO-mediated hypersensitization of sec-
ond-order neurons due to prolonged nociceptive input from
myofascial tissue [57].

Future study of NO in primary headaches should focus
on the relationship between the immune compartment and
NO itself, as hypothesized for natural killer cells [69] and
more recently re-proposed for activated leukocytes [19, 70].

However, the role of the immune system in migraine and
in other primary headache, although very intriguing, still
remains to be fully clarified.

Acknowledgements We wish to thank Professor M.G. Cifone
(University of L’Aquila), Professor S. Morrone (University of Rome
“La Sapienza”), and Dr. G. Stirparo (CNR Rome) for their valuable
help in the realization of these studies. All these colleagues have con-
tributed since 1995 to the research project “nitroxidergic head pain”.

References

1. Palmer RMJ, Ferrige AG, Moncada S
(1987) Nitric oxide release accounts
for the biological activity of endotheli-
um-derived relaxing factor. Nature
327:525–526

2. Michel T, Xie QW, Nathan C (1996)
Molecular biological analysis of nitric
oxide synthases. In: Feelisch M,
Stamler JS (eds) Methods in nitric oxide
research. Wiley, London, pp 161–175

3. Xie QW, Cho H, Calaycay J, Mumford
RA, Swiderek KM, Lee TD, Ding A,
Troso T, Nathan C (1992) Cloning and
characterization of inducible nitric
oxide synthase from mouse
macrophages. Science 256:225–228

4. Guo FH, De Raeve HR, Rice TW,
Stuehr DJ, Thumissen FB, Erzurum SC
(1995) Continuous nitric oxide synthe-
sis by inducible nitric oxide synthase
in normal human airway epithelium
“in vivo”. Proc Natl Acad Sci U.S.A.
92:7809–7813



71

5. Vodovotz Y, Kwnon NS, Pospichil M,
Manning J, Paik J, Nathan C (1994)
Inactivation of nitric oxide synthase
after prolonged incubation with IFNγ
and bacterial lipopolysaccaride. J
Immunol 152:4110–4118

6. Zicari A, Stirparo G (1998) Cross talk
between cyclooxygenase and nitric
oxide pathway. EOS J Immunol
Immmunopharmacol 18:62–65

7. Silvagno F, Xia H, Bredt DS (1996)
Neuronal nitric oxide synthase µ, an
alternatively spliced isoform,
expressed in differentiated skeletal
muscle J Biol Chem 271:11204–11208

8. Bredt DS (1999) Endogenous nitric
oxide synthesis: biological functions
and pathophysiology. Free Radic Res
31:577–596 

9. Iversen HK, Olesen J, Tfelt-Hansen P
(1989) Intravenous nitroglycerin as an
experimental model of vascular
headache. Pain 38:17–24

10. Iversen HK (1992) N-Acetylcysteine
enhances nitro-glycerin-induced
headache and cranial arterial respons-
es. Clin Pharmacol Ther 52:125–133

11. Toda N, Okamura T (1996)
Nitroxidergic nerve: regulation of vas-
cular tone and blood flow in the brain J
Hypertens 14:423–443

12. Thomsen LL, Iversen HK, Brinck TA,
Olesen J (1993) Arterial supersensitivi-
ty to nitric oxide in migraine sufferers.
Cephalalgia 13:395–399 

13. Read SJ, Smith MI, Hunter AS, Parson
AA (1996) Measurement of NO
release using a selective microelec-
trode following repeated waves of cor-
tical spreading depression (abstract).
Br J Pharmacol 118:79

14. Read SJ, Smith MI, Hunter AJ, Upton
N, Parsons AA (2000) SB-220453, a
potential novel anti-migraine agent,
inhibits nitric oxide release following
induction of cortical spreading depres-
sion in the anaesthetized cat.
Cephalalgia 20:92–99

15. Thomsen LL, Kruuse C, Iversen HK,
Olesen J (1994) A nitric oxide donor
(nitroglycerin) triggers genuine
migraine attacks. Eur J Neurol 1:73–80

16. Martelletti P, D’Alò S, Stirparo G,
Rinaldi C, Cifone MG, Giacovazzo M
(1998) Modulation of nitric oxide syn-
thase by nitric oxide donor compounds
in migraine. Int J Clin Lab Res
28:135–139

17. Christiansen I, Thomsen LL, Daugaard
D, Ulrich V, Olesen J (1997) Glyceryl
trinitrate induces attacks of migraine
without aura in sufferers of migraine
without aura. Cephalalagia 19:660–667

18. Read SJ, Smith MI, Hunter AJ, Parson
AA (1997) Enhanced nitric oxide
release during cortical spreading
depression following infusion of glyc-
eryl trinitrate in the anaesthetized cats.
Cephalalgia 17:159–165

19. Martelletti P, Stirparo G, Morrone S,
Rinaldi C, Giacovazzo M (1997)
Inhibition of intercellular adhesion
molecule 1 (ICAM-1), soluble ICAM-
1 and interleukin-4 by nitric oxide in
migraine patients. J Mol Med
75:448–453

20. Hori T, Oka T, Hosoi M, Aou S (1998)
Pain modulatory actions of cytokines
and prostaglandin E2 in the brain. Ann
N Y Acad Sci 840:269–281

21. Lassen LH, Ashina M, Christiansen I,
Ulrich V, Olesen J (1997) Nitric oxide
synthase inhibition in migraine. Lancet
349:401–402

22. Lechner H, Ott E, Fazekas F, Pilger E
(1985) Evidence of enhanced platetelet
aggregation and platelet sensitivity in
migraine patients. Cephalalgia
5[Suppl 2]:89–91

23. D’Andrea G, Cananzi AR, Perini F,
Alecci M, Zamberlan F, Hasselmark L,
Welch KM (1994) Decreased collagen-
induced platelet aggregation and
increased platelet arginine levels in
migraine: a possible link with the NO
pathway. Cephalalgia 352–356

24. Gallai V, Floridi A, Mazzotta G,
Codini M, Tognoloni M, Vulcano MR,
Sartori M, Russo S, Alberti A, Michele
F, Sarchielli P (1996) L-Arginine/nitric
oxide pathway activation in platelets of
migraine patients with and without
aura. Acta Neurologica Scandinavica
94:151–160

25. Sarchielli P, Tognoloni M, Russo S,
Vulcano MR, Feleppa M, Malà M,
Sartori M, Gallai V (1996) Variations
in the platelet arginine/nitric oxide
pathway during the ovarian cycle in
females affected by menstrual
migraine. Cephalalgia 16:468–475

26. Bredt DS, Snyder SH (1989) Nitric
oxide mediates glutamate-linked
enhancement of cGMP levels in cere-
bellum. Proc Natl Acad Sci U.S.A.
86:9030–9033

27. D’Andrea G (1999) Nitric oxide path-
way, Ca2+ and serotonin. Cephalalgia
19:767 

28. May A, Bahra A, Buchel C,
Frackowiak RS, Goadsby PJ (1998)
Hypothalamic activation in cluster
headache attacks. Lancet 352:275–278

29. Schoenen J (1998) Cluster headaches –
central or peripheral in origin? Lancet
352:253–255

30. Leone M, Bussone G (1993) A review
of hormonal findings in cluster
headache. Evidence for hypothalamic
involvement. Cephalalgia 13:309–317

31. Leone M, Attanasio A, Croci D, Libro
G, Grazzi L, D’Amico D, Nespolo A,
Bussone G (1998) The m-
chlorophenylpiperazine test in cluster
headache: a study on central serotonin-
ergic activity. Cephalalgia 17:666–672

32. May A, Goadsby PJ (1998) Cluster
headache: imaging and other develop-
ments. Curr Opin Neurol 11:199–203

33. Tassorelli C, Sandrini G, Antonaci F,
Micieli G, Nappi G (1999)
Experimental models for the study of
cluster headache. Ital J Neurol Sci
20:S21–S24

34. McCann SM, Kimura M, Karanth S,
Yu WH, Rettori V (1998) Role of nitric
oxide in the neuroendocrine responses
to cytokines. Ann. N Y Acad Sci
840:174–184

35. Martelletti P, Giacovazzo M (1996)
Putative neuroimmunological mecha-
nisms in cluster headache. An integrat-
ed hypothesis. Headache 36:312–315

36. Zicari A, Stirparo G, Rinaldi C,
Giacovazzo M, Morrone S, Martelletti
P (2000) The genetic regulation of
SCN in cluster headache may be
affected by Th1/Th2 cytokine derange-
ment. J Headache Pain 1:S177–S181

37. Westland KW, Pollard JD, Sanders S,
Bonner JG, Linington C, McLeod JG
(1999) Activated non-neural specific T
cells open the blood-brain barrier to
circulating antibodies.
Brain122:1283–1291

38. Anthony D, Dempster R, Fearn S,
Clements J, Wells G, Perry VH,
Walker K (1998) CXC chemokines
generate age-related increases in neu-
trophil-mediated brain inflammation
and blood-brain barrier breakdown.
Curr Biol 13:923–926



72

39. Chan PH, Schmidley JW, Fishman RA,
Longar SM (1984) Brain injury,
edema, and vascular permeability
changes induced by oxygen-derived
free radicals. Neurology 34:315–320

40. Cunnigham ET Jr, De Souza EB
(1993) Interleukin 1 receptors in the
brain and endocrine tissues. Immunol
Today 14:171–176 

41. Jonakait GM, Schotland S, Hart PR
(1991) Effects of lymphokines on sub-
stance P in injured ganglia of the
peripheral system. Ann N Y Acad Sci
632:19–30

42. Martelletti P, Stirparo G, Giacovazzo
M (1998) Nitrite (NO2-) accumulation
in polymyositis/dermatomyosistis.
EOS J Immunol Immunopharmacol
17:26–29

43. Martelletti P (2000) Proinflammatory
pathways in cervicogenic headache. Clin
Exp Rheumatol 19[Suppl 19]:S33–S38

44. Hoskin KL, Bulmar DC, Goadsby PJ
(1999) Fos expression in the
trigeminocervical complex of the cat
after stimulation of the superior sagit-
tal sinus is reduced by L-NAME.
Neurosci Lett 266:173–176

45. Merskey H, Bogduk N (1994)
Classification of chronic pain 2nd edn
International Association for the Study
of Pain Press, Seattle

46. Poletti CE (1991) C2 and C3 pain der-
matomes in man. Cephalalgia
11:155–159 

47. Martelletti P, Di Sabato F, Granata M,
Alampi D, Apponi F, Borgonuovo P,
Reale C, Giacovazzo M (1998)
Epidural steroid-based technique for
cervicogenic headache diagnosis.
Funct Neurol 13:84–87

48. Martelletti P, Di Sabato F, Granata M,
Alampi D, Apponi F, Borgonuovo P,
Reale C, Giacovazzo M (1998)
Epidural corticosteroid blockade in
cervicogenic headache. Eur Rev Med
Pharmacol Sci 2:25–30

49. Martelletti P, Stirparo G, Giacovazzo
M (1999) Proinflammatory cytokines
in cervicogenic headache. Funct
Neurol 14:159–162

50. Martelletti P, La Tour D, Giacovazzo
M (1995) Spectrum of pathophysiolog-
ical disorders in cervicogenic headache
and its therapeutic indications. J
Neuromusculoskeletal System
3:182–187

51. Martelletti P, Morrone S (2000) The
role of adhesion molecules in migraine:
a debate (letter). Cephalalgia 20:136 

52. Martelletti P, Gallo MF, Fiore G,
Iannazzo P, Fusco BM, Giacovazzo M
(1993) Transcranial doppler analysis
of blood flow in cervicogenic
headache (abstract). Cephalalgia
13[Suppl 13]:174

53. Ferreira SH (1993) The role of inter-
leukins and nitric oxide in the media-
tion of inflammatory pain and its con-
trol by peripheral analgesics. Drugs
46[Suppl 1]:1–9

54. Gobel H, Petersen-Braum M, Soyka D
(1994) The epidemiology of headache
in Germany: a nationwide survey of a
representative sample of the basis of
headache classification of the
International Headache Society.
Cephalalgia 14:97–106

55. Jensen R, Rasmussen BK, Pedersen B,
Lous I, Olesen J (1992) Cephalic mus-
cle tenderness and pressure pain
threshold in a general population. Pain
48:197–203

56. Ashina M, Bendsten L, Jensen R,
Olesen J (2000) Nitric oxide-induced
headache in patients with chronic ten-
sion-type headache. Brain
123:1830–1837

57. Ashina M, Bendtsen L, Jensen R,
Lassen LH, Sakai F, Olesen J (1999)
Possible mechanism of action of nitric
oxide synthase inhibitors in chronic
tension-type headache. Brain
122:1629–1635

58. Arnold G (1999) Pilot study. NO-
blockage reduces tension headache.
Fortschr Med 117:6–7

59. Menegazzi M, Mariotto S, Cavalieri A,
Carcereri de Prati A, Suzuki H (1998)
Network formation among nitric oxide
(NO), constitutive and inducible NO
synthases. EOS J Immunol
Immunopharmacol 18:48–52

60. Olesen J, Jansen-Olesen I (2000) Nitric
oxide mechanisms in migraine. Pathol
Biol 48:648–657

61. D’Amico D, Ferraris A, Catania A,
Carlin A, Leone M, Attanasio A,
Bussone G (1998) Increased basal
nitric oxide plasma concentrations in
migraine. EOS J Immunol
Immunopharmacol 18:109–111

62. Sarchielli P, Gallai V (1998) Platelet L-
arginine/nitric oxide pathway in
migraine. EOS J Immunol
Immunopharmacol 18:78–85

63. Pardutz A, Krizbai I, Multon S, Vecsei
L, Schoenen J (2000) Systemic nitro-
glycerin increases nNos levels in rat
trigeminal nucleus caudalis.
Neuroreport 11:3071–3075

64. Martelletti P (1998) Endothelium and
nitric oxide in migraine. EOS J
Immunol Immunopharmacol 18:73–77

65. Messlinger K, Suzuki A, Pawlak M,
Zehnter A, Schmidt RF (2000)
Involvement of nitric oxide in the
modulation of dural arterial blood flow
in the rat. Br J Pharmacol
129:1397–1404

66. Stirparo G, Zicari A, Favilla M, Lipari
M, Martelletti P (2000) Linked activa-
tion of nitric oxide synthase and
cyclooxygenase in peripheral mono-
cytes of asymptomatic migraine with-
out aura patients. Cephalalgia
20:100–106

67. D’Amico D, Leone M, Ferraris A,
Catania A, Carlin A, Grazzi L,
Bussone G (1999) Role of nitric oxide
in cluster headache. Ital J Neurol Sci
20:S25–S27

68. Martelletti P Stirparo G, Giacovazzo M
(1999) Nitric oxide as coevolution fac-
tor in cluster headache pathophysiolo-
gy. The NO pathway in both natural
and NO-donor cluster attacks. EOS J
Immunol Immunopharmacol 19:19–22

69. Martelletti P (1998) NK-mediated links
for migraine. Cephalalgia 28:242 

70. Hichey MJ (2001) Role of inducible
nitric oxide synthase in the regulation
of leukocyte recruitment. Cli Sci
(Colch) 100:1–12


