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Abstractt

Background: Pollen immunotherapy is effective in selected patients with IgE-mediated
seasonal allergic rhinitis, although it is questionable whether there is long-term benefit
after the discontinuation of treatment.

Methods: We conducted a randomized, double-blind, placebo-controlled trial of the
discontinuation of immunotherapy for grass-pollen allergy in patients in whom three to
four years of this treatment had previously been shown to be effective. During the
three years of this trial, primary outcome measures were scores for seasonal
symptoms and the use of rescue medication. Objective measures included the
immediate conjunctival response and the immediate and late skin responses to
allergen challenge. Cutaneous-biopsy specimens obtained 24 hours after intradermal
allergen challenge were examined for T-cell infiltration and the presence of cytokine-
producing T helper cells (T())2 cells) (as evidenced by the presence of interleukin-4
messenger RNA). A matched group of patients with hay fever who had not received
immunotherapy was followed as a control for the natural course of the disease.

Results: Scores for seasonal symptoms and the use of rescue antiallergic medication,
which included short courses of prednisolone, remained low after the discontinuation of
immunotherapy, and there was no significant difference between patients who
continued immunotherapy and those who discontinued it. Symptom scores in both
treatment groups (median areas under the curve in 1995, 921 for continuation of
immunotherapy and 504 for discontinuation of immunotherapy; P=0.60) were
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markedly lower than those in the group that had not received immunotherapy (median
value in 1995, 2863). Although there was a tendency for immediate sensitivity to
allergen to return late after discontinuation, there was a sustained reduction in the late
skin response and associated CD3+ T-cell infiltration and interleukin-4 messenger RNA
expression.

Conclusions: Immunotherapy for grass-pollen allergy for three to four years induces
prolonged clinical remission accompanied by a persistent alteration in immunologic
reactivity. (N Engl J Med 1999;341:468-75.)

Despite advances in pharmacotherapy for grass-pollen allergy, there has been a
marked increase in the prevalence of summer hay fever in countries with a Western
lifestyle. [1] Although topical nasal corticosteroids and the new nonsedating
antihistamines are highly effective in treating hay fever, [2] there remains a group of
patients who have a poor response to these treatments and for whom immunotherapy
is currently recommended. [3] An important question is whether allergen
immunotherapy exerts a prolonged effect after it is discontinued. Such an effect would

make this form of therapy attractive for prophylaxis and for early intervention.

We previously demonstrated the usefulness of immunotherapy in a cohort of patients
with severe summer hay fever that could not be controlled by antiallergic drugs. [4] We
initially followed these patients for a four-year period. During the first year (1989),
patients were randomly assigned to receive injections of either grass-pollen vaccine or
placebo. The vaccine was highly effective in reducing symptoms and the need for
rescue drugs. Efficacy was accompanied by decreased sensitivity of the conjunctiva
and skin to allergen and by inhibition of the late skin response. [4] Clinical
improvement was maintained with continued immunotherapy during the ensuing three

years. [5]

In the current, placebo-controlled study, we examined the effects of the
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discontinuation of immunotherapy for three years in the same group of patients. We
also followed a matched group of patients who never received immunotherapy as a
control for the natural history of the disease during this phase. Objective measures of
outcome included immediate sensitivity of the conjunctiva and early and late skin
responses to grass-pollen extract. Immunologic responsiveness was determined by
assessing the late infiltration of CD3+ T lymphocytes and production of interleukin-4 in
skin specimens 24 hours after intradermal grass-pollen challenge. We tested the
hypothesis that in selected patients with IgE-mediated grass-pollen allergy,

immunotherapy has a long-term effect and can modify the course of the disease.

Methods*
Patients*

In 1988, 40 patients were recruited from the Royal Brompton Hospital Allergy Clinic or
through an advertisement in a local newspaper; these patients had a history of severe
seasonal allergic rhinitis, poor control of symptoms in previous years despite regular
use of antiallergic drugs, and a positive skin-prick test (wheal, =5 mm) to timothy
grass-pollen extract. Patients were excluded if they had a clinical history of other
allergies or important medical ilinesses or if they had chronic asthma. Patients with
mild seasonal asthma were included, provided their symptoms were controlled by
inhaled sympathomimetic (beta)2-adrenergic-agonist bronchodilators. Thirty-seven
patients completed the initial one-year, double-blind, placebo-controlled study (1989).
[4] For patients who received placebo injections during that year, immunotherapy with
grass-pollen extract was then initiated over a six-to-eight-week period, and
subsequently 32 of the 37 patients completed maintenance therapy with grass-pollen
injections for the following three years (1990 through 1992). [5] In 1992, 15 matched
patients with hay fever who had never received immunotherapy were recruited as a

control group; the inclusion and exclusion criteria were identical to those used for the
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patients who received immunotherapy.

Study Design:t

The study was performed with the approval of the Royal Brompton Hospital ethics
committee, and all the patients gave written informed consent. In 1992, 32 patients
remained in the group receiving immunotherapy; analyses of data on these patients
were stratified according to whether they had received three or four years of active
immunotherapy before the current, double-blind randomization to either continued
maintenance immunotherapy with depot grass-pollen vaccine (the maintenance group)
or matched placebo injections (the discontinuation group). Injections of vaccine or
placebo were given monthly for three years. The 15 matched patients who had never
received immunotherapy (the control group) received no injections and were
monitored in parallel. Patients in all three groups had equal access to the same rescue

medication and underwent the same follow-up assessments.

Immunotherapy |

A standardized, aluminum hydroxide-adsorbed, depot grass-pollen vaccine (Alutard
SQ, ALK Abello, Horsholm, Denmark) was used for subcutaneous-injection
immunotherapy. Each monthly 1-ml maintenance injection contained 100,000 SQ units
(equivalent to 10,000 biologic units [6] and containing 20 microg of the phleum
[timothy] allergen P5). [6] Placebo injections consisted of identical vials of diluent,
including aluminum hydroxide and 0.01 mg of histamine per milliliter. For three years,
1-ml injections were given monthly in the upper arm, except during the pollen
seasons, when the maintenance dose was reduced by 40 percent. Patients were

observed for one hour after each injection.
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Assessmentstl

Primary outcome measures were the presence of symptoms and the need for rescue
medication. Patients recorded symptom scores and drug requirements every day from
May through September of each year. Individual symptoms in the nose (sneezing,
blockage, and running), eyes (itching, redness, tears, and swelling), mouth and throat
(itching and dryness), and chest (breathlessness, cough, wheezing, and tightness)
were recorded on a scale of O to 3 (with a score of O indicating no symptoms and 1, 2,
and 3 indicating mild, moderate, and severe symptoms, respectively). Patients were
given cromolyn sodium eye drops (Opticrom, Rhone-Poulenc, West Malling, United
Kingdom), aqueous nasal spray (cromolyn sodium, Rynacrom, Laboratoires Fisons, Le
Trait, France), a short-acting, nonsedating antihistamine, acrivastine (8-mg capsules,
Semprex, Glaxo Wellcome, Greenford, United Kingdom), and an albuterol inhaler
(Ventolin, Allen and Hanbury's, Stockley Park, United Kingdom) as rescue medications.
If symptoms were not controlled, patients were advised to take, in addition, a seven-
day course of prednisolone tablets (5-mg tablets; dosage, 30 mg per day for two days,

with the dose successively reduced by 5 mg on each of the following five days).

Patients' diaries were scored by totaling individual symptom scores for each week, with
a maximal possible score of 21 for each symptom. Drugs were scored as follows: each
eye drop, dose of nasal spray, or inhalation of albuterol was given a score of 1, and
each acrivastine capsule or prednisolone tablet was given a score of 2. Patients were
asked every two weeks to record a visual-analogue score (on a scale of O to 10, where
O indicated minimal symptoms and 10 indicated maximal symptoms) in response to

the question, "How has your hay fever been during the past week?"

Objective measures of outcome were the immediate and late skin responses and the
immediate conjunctival response to allergen challenge. They were assessed at the end
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of the study in November 1995. Skin-prick tests were performed in duplicate, with
allergen concentrations of 100 to 100,000 SQ units per milliliter applied to the flexor
aspect of the forearm. Immediate responses were recorded after 15 minutes and were
expressed as the allergen concentration that caused a 6-mm wheal. Intradermal
testing was performed on the extensor surface of the forearm with an injection of 10
SQ units of allergen in 0.02 ml of diluent and a control injection of diluent alone. Late

responses were recorded as the mean diameter of the swelling at 24 hours.

Tests of the conjunctival response were performed by instilling half-log (approximately
threefold) incremental concentrations of grass-pollen extract (100 to 100,000 SQ units
per milliliter) into alternate eyes at 10-minute intervals. Immediate conjunctival
sensitivity was recorded as the dose that induced a minimum of two of four symptoms
(itching, redness, tears, or swelling). In both the skin and conjunctival tests, if there
was no response at the highest concentration of allergen tested (100,000 SQ units per
milliliter), the outcome was arbitrarily assigned a value of 300,000 SQ units per

milliliter.

Skin Biopsiestl

Punch-biopsy specimens 3 mm in diameter were taken 24 hours after intradermal
injection from both the site of allergen injection and the site of diluent (control)
injection. CD3+ T cells and cells containing interleukin-4 messenger RNA (mRNA) were
identified by immunohistochemical analysis and in situ hybridization of 6-microm
cryostat sections of the biopsy specimens with appropriate negative controls, as

previously described. [7] All analyses were performed in a blinded manner.

Statistical Analysist
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Symptom and medication scores were expressed as the area under the curve for the
11-week period that corresponded to the peak pollen season. The primary outcome
was analyzed by comparing symptom and rescue-medication scores over the three-
year period of the study for the maintenance group with scores for the discontinuation
group. Visual-analogue scores during the pollen season, the results of skin and
conjunctival tests, and cell counts in skin-biopsy sections were analyzed in the same
way with use of the two-tailed Mann-Whitney U test [8,9] (Minitab statistical software,
State College, Pa.). P values of less than 0.05 were considered to indicate statistical

significance.

Resultstl

The three groups of patients were matched for sex and age. They were also matched
for wheal size in response to skin-prick testing at enrollment (1988 for both
immunotherapy groups and 1992 for the control group) (Table 1). Throughout the
current trial, weekly pollen counts in London peaked consistently in the average or
above-average range (60 [+/-24] SE grains per cubic meter for the years 1989 to
1998) in June and July (Figure 1). Scores for total hay fever symptoms, rescue
medication, and the visual-analogue scale for both the maintenance group and the
discontinuation group were temporally related to pollen counts, remained low, and
were similar to those recorded during the preceding three years, when all the patients
in these two groups had received active immunotherapy. [5] There were no significant
differences in any of these scores between these two groups throughout the three-year
period. Individual nose, eye, chest, mouth, and throat symptoms also remained similar
between these two groups (Table 2). In contrast, symptom and rescue-medication
scores in both groups were markedly lower than those in patients in the control group

(Figure 1 and Table 2). The need for one or more courses of prednisolone tablets during
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the three-year period was also markedly lower in the maintenance and discontinuation

groups (3 of 16 patients in each group) than in the control group (9 of 15 patients).

Table 1. Clinical Characteristics of the 47 Patients
— M| Studied from 1992 through 1995.
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area under the curve with the Mann-Whitney U test
revealed no significant differences between the
maintenance group and the discontinuation group
(see Table 2); the median scores in both of these
groups were markedly lower than those in the control
group. For comparison, results are also shown for the
initial placebo-controlled trial of immunotherapy
(1989). Tick marks on the x axes indicate one-week
intervals. Data for 1989 are from Varney et al [4].
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_ «—| Table 2. Scores for Symptoms, Rescue-Medication
Use, and the Visual-Analogue Scale during the 1993,
1994, and 1995 Pollen Seasons.

[Help with image viewing]
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There was a tendency for immediate sensitivity to grass pollen to return three years
after the discontinuation of immunotherapy. The concentration of grass-pollen extract
required to cause a 6-mm wheal on skin-prick testing was significantly lower in the
group that discontinued immunotherapy (median, 40,000 SQ units per milliliter; range,
3000 to 300,000) than in the group that received maintenance immunotherapy
(median, 300,000 SQ units per milliliter; range, 60,000 to 300,000; P=0.005). There
was also a trend in the discontinuation group toward a decrease in the grass-pollen
concentration that elicited an immediate conjunctival response (median, 30,000 SQ
units per milliliter; range, 300 to 300,000, as compared with 100,000 SQ units per
milliliter; range, 3000 to 300,000, in the maintenance group; P=0.06). In the control
group, however, the concentrations of allergen that caused an immediate wheal
(median, 3000 SQ units per milliliter; range, 1000 to 10,000) and immediate
conjunctival symptoms (median, 3000 SQ units per milliliter; range, 300 to 30,000)
remained markedly lower than those in both immunotherapy groups (maintenance and

withdrawal).

The control group had large (=3 cm) late skin responses 6 to 48 hours after the

intradermal injection of grass pollen (Figure 2). Immunohistochemical analyses of
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biopsy specimens from the site of allergen injection, as compared with control sites,
revealed marked infiltration at 24 hours by CD3+ T lymphocytes and an increase in
cells containing interleukin-4 mRNA. In contrast, in both the maintenance group and
the discontinuation group, the late skin response was virtually absent and there were
fewer infiltrating CD3+ T cells and markedly fewer infiltrating cells containing
interleukin-4 mMRNA than in the control group (Figure 2). No differences were observed
between these two groups in the late skin response as assessed on the basis of the
size of the swelling (P=0.16) or in the numbers of CD3+ T cells (P=0.57) or cells
containing interleukin-4 mMRNA (P=0.87). In both immunotherapy groups, there was no
correlation between the late skin responses and the corresponding immediate skin

responses after intradermal injection of grass pollen (data not shown).

immunatherapy cerral | Figure 2. Late Skin Responses and Number of CD3+
Mainkssance  “SHconslustisn T Cells and Cells Containing Interleukin-4 mRNA in
Skin-Biopsy Specimens Obtained 24 Hours after
Intradermal Injection of Allergen or Diluent. Late skin
responses were assessed by intradermal injection of
either grass-pollen extract or the diluent alone as a
negative control at the end of the study. Late skin
responses are expressed as the size of the swelling
g as measured 24 hours after intradermal allergen
challenge. Twelve patients in the maintenance-
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Immunotherapy was well tolerated by the patients who received it throughout the
three-year period. Less than 2 percent of injections resulted in early or delayed local
reactions larger than 3 cm in diameter. No substantial immediate or late systemic
reactions were observed after allergen injections. Thirty-nine of the 47 patients
completed the study. During the second and third years of the study, 2 of the 16
patients in the maintenance group, 3 of the 16 in the discontinuation group, and 3 of
the 15 in the control group dropped out. These patients withdrew for reasons
unrelated to the study protocol. Blinding of the trial was checked at the end of the
study by asking the patients and the investigator to guess which treatments (active
[maintenance] or placebo [discontinuation]) the patients in the two immunotherapy
groups had received. Sixteen of the 27 patients remaining in these two groups
guessed correctly, whereas the investigator was correct in 15 of the 27 cases. These
results were not significantly different from those that would have occurred by chance
(P=0.5 for the patients' guesses, and P=0.8 for the investigator's guesses, by the chi-

square test).

Discussiont

We have shown, under double-blind conditions, that three to four years of grass-pollen
immunotherapy remains effective for at least three years after the discontinuation of
the injections. In both the group that received maintenance immunotherapy and the
group that discontinued immunotherapy, clinical improvement was accompanied by a
marked decrease in the late skin response to allergen challenge, blunting of the
accompanying CD3+ T-cell infiltrate, and fewer interleukin-4 mRNA-expressing cells

than in the control group. The results demonstrate prolonged clinical benefit and
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provide evidence of decreased immunologic reactivity for at least three years after the

discontinuation of immunotherapy for the treatment of hay fever.

In contrast to the late skin response, there was a tendency for immediate sensitivity to
grass pollen to return three years after discontinuation of immunotherapy, as reflected
by the appearance of a small but significant difference in the immediate response to
skin-prick testing and a trend toward an increase in conjunctival sensitivity (measured
15 minutes after allergen challenge) in the discontinuation group as compared with the
maintenance group. However, this tendency was not accompanied by a return of
symptoms, perhaps indicating that late responses have greater relevance than early

responses to the clinical expression of hay fever.

The efficacy of grass-pollen immunotherapy in patients with seasonal hay fever has
been confirmed in many controlled trials. [3-5,7,10-16] Immunotherapy is also effective,
although less so, in patients with seasonal asthma. [14,17,18] In contrast, patients with
perennial disease associated with sensitivity to multiple allergens are less responsive

to this form of treatment. [19]

Previous studies have suggested that immunotherapy has a long-term effect. [20-25] In
a retrospective study of children who were sensitive to house-dust mites, short-term
(12-month) immunotherapy was associated with a greater rate of relapse than was
treatment for more than 3 years. In the only blinded study of the discontinuation of
pollen immunotherapy, patients with sensitivity to ragweed were followed for one
year; in a finding consistent with our own, a recurrence of immediate sensitivity to

allergen was observed. [26]

T-cell-derived cytokines play a key part in allergic inflammation. Grass-pollen-specific
T cells from patients with atopy produce greater quantities of cytokines such as
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interleukin-4, interleukin-13, and interleukin-5 (and thus can be identified as type 2 T
helper cells [T(y))2]) [27,28] than do cells from control subjects without atopy, which
favor the production of interferon-(gamma) (T(y))1 cells). [27,29] Interleukin-4 [30] and
interleukin-13 [31] stimulate IgE production by B cells and therefore promote the
sensitization of high-affinity IgE receptors on the surface of mast cells and basophils,
whereas interleukin-5 has specific pro-eosinophilic properties. [32] IgE-dependent
activation of mast cells results in an immediate response to allergen and may

contribute to the development of the late response. [33]

Previous studies found decreases in serum IgE concentrations, [34] increases in IgG,
[35] and inhibition of recruitment or activation of effector cells such as mast cells
[36,37] and eosinophils [38,39] in the target organ in response to immunotherapy. Since
each of these processes is thought to be largely T-cell-dependent, one possibility is
that immunotherapy exerts a prolonged effect by altering the T-cell response to
subsequent allergen exposure. Our earlier studies, performed in the same group of
patients after they had received one year of immunotherapy, demonstrated inhibition
of the late response in both nose and skin, accompanied by an increase in T(y))1

responses as detected by an increase in interferon-(gamma) mRNA expression. [7,40]

Further studies of cutaneous-biopsy specimens obtained at 24 hours suggested that
this T(y))1 response may have been driven by interleukin-12, since inhibition of the
late skin response was accompanied by a marked increase in cells expressing
interleukin-12 mMRNA, predominantly tissue macrophages. [41] Studies of T-cell
responses in the peripheral blood of patients undergoing immunotherapy with pollen
extract have revealed a corresponding reduction in T(y))2 responses, as shown by a

decrease in interleukin-4. [42,43] Taken together, these studies suggest that pollen
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immunotherapy may act either by inducing immune deviation of T(4))2 and T(4))O T-
cell responses in favor of T(y))1 responses or by diminishing T(y))2 and T(4))O T-cell

responses. [44]

In contrast to our earlier findings, the current finding of a decrease in the number of
cells expressing interleukin-4 mRNA suggests that persistent suppression of T(y))2
responses may be responsible for sustained clinical improvement, as reflected by an
inhibition of the late response, whereas immediate mast-cell-dependent responses to
allergen may return several years after discontinuation of treatment. Since we did not
identify the cellular source of interleukin-4 mRNA, it is possible that cells other than T
cells, including basophils, [45] mast cells, [46] or eosinophils, [47] contribute to the
expression of this cytokine. Irrespective of the precise mechanism, these data provide
objective evidence of a long-term immunologic effect after the discontinuation of

immunotherapy.

The usefulness of allergen immunotherapy is highlighted in a recent World Health
Organization report, [3] which advocates its use in selected patients with specific IgE
antibodies to clinically relevant allergens. Selection of patients is extremely important;
the risk-benefit ratio is less favorable for patients with asthma than for those with
allergic rhinitis. The rationale for prescribing allergen immunotherapy depends on the
degree to which symptoms can be alleviated by medication and whether effective
avoidance of allergen is possible. The quality of allergen vaccines is also critical, and
an optimal maintenance dose of 5 to 20 microg of major allergen per injection (as in

the current study) correlates with clinical efficacy. [3]

An important question has been whether immunotherapy has the potential to modify

the long-term course of allergic disease after discontinuation. [19-25] The current
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findings suggest that it does and raise the question of whether allergen-injection
immunotherapy should be considered earlier in the course of allergic disease to
prevent progression or, as suggested by another study, [48] the development of
multiple allergies. Further studies with long-term follow-up, particularly in children with

limited allergic sensitivities, could address this possibility.

Supported by grants from the Medical Research Council and National Asthma
Campaign, United Kingdom, and by funding from ALK Abello, Horsholm, Denmark (to

Ms. Walker).

We are indebted to ALK Abello for providing allergen extracts for diagnosis and
immunotherapy; to Jessica Harris, medical statistician at the Imperial College School
of Medicine, for her advice; and to Dr. Jean Emberlin at the National Pollen Research

Unit, University College, Worcester, United Kingdom, for providing the pollen counts.

REFERENCES®!

1. von Mutius E, Fritzsch C, Weiland SK, Roll G, Magnussen H. Prevalence of asthma and
allergic disorders among children in united Germany: a descriptive comparison. BMJ
1992;305:1395-9. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

2. The International Rhinitis Management Working Group. International consensus report on
the diagnosis and management of rhinitis. Allergy 1994;49:Suppl:1-34. Catalogo Biblioteca

ISS Bibliographic Links [Context Link]

3. Allergen immunotherapy: therapeutic vaccines for allergic diseases: Geneva: January 27-
29, 1997. Allergy 1998;44:Suppl:1-42. [Context Link]

4. Varney VA, Gaga M, Frew AJ, Aber VR, Kay AB, Durham SR. Usefulness of immunotherapy
in patients with severe summer hay fever uncontrolled by antiallergic drugs. BMJ
1991;302:265-9. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

5. Walker SM, Varney VA, Gaga M, Jacobson MR, Durham SR. Grass pollen immunotherapy:
efficacy and safety during a 4-year follow-up study. Allergy 1995;50:405-13. Catalogo

Biblioteca ISS Bibliographic Links [Context Link]

6. Dreborg S, Basomba A, Belin L, et al. Biological equilibration of allergen preparations:

file:///D]/Adriano%20l avoro/PDF%20arretrati/ovidweb.cgi.htm (16 di 20)17/12/2005 21.49.06


http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002591_1992_305_1395_mutius_descriptive_%7c00006024-199908120-00002%23xpointer%28id%28R1-2%29%29%7c1172960%7c%7covftdb%7c&P=53&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002591_1992_305_1395_mutius_descriptive_%7c00006024-199908120-00002%23xpointer%28id%28R1-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=53&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1994_49_1_anonymous_international_%7c00006024-199908120-00002%23xpointer%28id%28R2-2%29%29%7c1172960%7c%7covftdb%7c&P=54&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1994_49_1_anonymous_international_%7c00006024-199908120-00002%23xpointer%28id%28R2-2%29%29%7c1172960%7c%7covftdb%7c&P=54&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1994_49_1_anonymous_international_%7c00006024-199908120-00002%23xpointer%28id%28R2-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=54&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002591_1991_302_265_varney_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R4-2%29%29%7c1172960%7c%7covftdb%7c&P=56&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002591_1991_302_265_varney_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R4-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=56&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1995_50_405_walker_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R5-2%29%29%7c1172960%7c%7covftdb%7c&P=57&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1995_50_405_walker_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R5-2%29%29%7c1172960%7c%7covftdb%7c&P=57&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1995_50_405_walker_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R5-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=57&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002

Ovid: Durham: N Engl JMed, Volume 341(7).August 12, 1999.468-475

methodological aspects and reproducibility. Clin Allergy 1987;17:537-50. Catalogo Biblioteca
ISS Bibliographic Links [Context Link]

7. Varney VA, Hamid QA, Gaga M, et al. Influence of grass pollen immunotherapy on cellular
infiltration and cytokine mRNA expression during allergen-induced late-phase cutaneous
responses. J Clin Invest 1993;92:644-51. Catalogo Biblioteca ISS Bibliographic Links [Context
Link]

8. Distribution free methods. In: Armitage P, Berry G. Statistical methods in medical research.
3rd ed. Oxford, England: Blackwell Scientific, 1994:448-68. [Context Link]

9. McKean JW, Ryan TA. An algorithm for obtaining confidence intervals and point estimates

based on ranks in the two sample location problem. ACM Trans Math Software 1977;3:183-5.
[Context Link]

10. Frankland AW, Augustin R. Prophylaxis of summer hay-fever and asthma: a controlled trial
comparing crude grass-pollen extracts with the isolated main protein component. Lancet
1954;1:1055-7. Catalogo Biblioteca ISS [Context Link]

11. McAllen MK. Hyposensitisation in grass pollen hay fever: a double blind trial of alumn
precipitated pollen extract and depot emulsion pollen extract compared with placebo
injections. Acta Allergol 1969;24:421-31. Catalogo Biblioteca ISS Bibliographic Links [Context
Link]

12. Ortolani C, Pastorello E, Moss RB, et al. Grass pollen immunotherapy: a single year double-
blind, placebo-controlled study in patients with grass pollen-induced asthma and rhinitis. J
Allergy Clin Immunol 1984;73:283-90. Catalogo Biblioteca 1SS Bibliographic Links [Context
Link]

13. Bousquet J, Hejjaoui A, Skassa-Brociek W, et al. Double-blind, placebo-controlled
immunotherapy with mixed grass-pollen allergoids. I. Rush immunotherapy with allergoids
and standardized orchard grass-pollen extract. J Allergy Clin Immunol 1987;80:591-8.
Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

14. Bousquet J, Maasch HJ, Hejjaoui A, et al. Double-blind, placebo-controlled immunotherapy
with mixed grass-pollen allergoids. I1l. Efficacy and safety of unfractionated and high-
molecular-weight preparations in rhinoconjunctivitis and asthma. J Allergy Clin Immunol
1989;84:546-56. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

15. Pastorello EA, Pravettoni V, Incorvaia C, et al. Clinical and immunological effects of
immunotherapy with alum-absorbed grass allergoid in grass-pollen-induced hay fever. Allergy
1992;47:281-90. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

16. Dolz I, Martinez-Cocera C, Bartolome JM, Cimarra M. A double-blind, placebo-controlled
study of immunotherapy with grass-pollen extract Alutard SQ during a 3-year period with
initial rush immunotherapy. Allergy 1996;51:489-500. Catalogo Biblioteca 1SS Buy Now

Bibliographic Links [Context Link]

17. Creticos PS, Reed CE, Norman PS, et al. Ragweed immunotherapy in adult asthma. N Engl

file:///D|/Adriano%20l avoro/PDF%20arretrati/ovidweb.cgi.htm (17 di 20)17/12/2005 21.49.06


http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00003025_1987_17_537_dreborg_reproducibility_%7c00006024-199908120-00002%23xpointer%28id%28R6-2%29%29%7c1172960%7c%7covftdb%7c&P=58&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00003025_1987_17_537_dreborg_reproducibility_%7c00006024-199908120-00002%23xpointer%28id%28R6-2%29%29%7c1172960%7c%7covftdb%7c&P=58&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00003025_1987_17_537_dreborg_reproducibility_%7c00006024-199908120-00002%23xpointer%28id%28R6-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=58&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004686_1993_92_644_varney_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R7-2%29%29%7c1172960%7c%7covftdb%7c00004686-199308000-00016&P=59&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004686_1993_92_644_varney_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R7-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004686-199308000-00016&P=59&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00005531_1954_1_1055_frankland_prophylaxis_%7c00006024-199908120-00002%23xpointer%28id%28R10-2%29%29%7c1172960%7c%7covftdb%7c&P=62&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000010_1969_24_421_mcallen_hyposensitisation_%7c00006024-199908120-00002%23xpointer%28id%28R11-2%29%29%7c1172960%7c%7covftdb%7c&P=63&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000010_1969_24_421_mcallen_hyposensitisation_%7c00006024-199908120-00002%23xpointer%28id%28R11-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=63&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1984_73_283_ortolani_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R12-2%29%29%7c1172960%7c%7covftdb%7c&P=64&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1984_73_283_ortolani_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R12-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=64&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1987_80_591_bousquet_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R13-2%29%29%7c1172960%7c%7covftdb%7c&P=65&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1987_80_591_bousquet_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R13-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=65&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1989_84_546_bousquet_rhinoconjunctivitis_%7c00006024-199908120-00002%23xpointer%28id%28R14-2%29%29%7c1172960%7c%7covftdb%7c&P=66&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1989_84_546_bousquet_rhinoconjunctivitis_%7c00006024-199908120-00002%23xpointer%28id%28R14-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=66&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1992_47_281_pastorello_immunological_%7c00006024-199908120-00002%23xpointer%28id%28R15-2%29%29%7c1172960%7c%7covftdb%7c&P=67&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1992_47_281_pastorello_immunological_%7c00006024-199908120-00002%23xpointer%28id%28R15-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=67&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1996_51_489_dolz_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R16-2%29%29%7c1172960%7c%7covftdb%7c00000381-199607000-00006&P=68&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1996_51_489_dolz_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R16-2%29%29%7c25%7chttp%3a%2f%2facs.ovid.com%2facs%2f.03201b32af5d6ac4aad4a7ae87db4ec45586ad50d93a95acc6aa01cebabd7778b8b821bd101b2e6256.gif%7covftdb%7c00000381-199607000-00006&P=68&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1996_51_489_dolz_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R16-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00000381-199607000-00006&P=68&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002

Ovid: Durham: N Engl JMed, Volume 341(7).August 12, 1999.468-475

J Med 1996;334:501-6. Catalogo Biblioteca 1SS Full text (pacchetto Ovid) Bibliographic
Links [Context Link]

18. Abramson MJ, Puy RM, Weiner JM. Is allergen immunotherapy effective in asthma? A meta-
analysis of randomized controlled trials. Am J Respir Crit Care Med 1995;151:969-74.
Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

19. Adkinson NF Jr, Eggleston PA, Eney D, et al. A controlled trial of immunotherapy for
asthma in allergic children. N Engl J Med 1997;336:324-31. Catalogo Biblioteca ISS Full text

(pacchetto Ovid) Bibliographic Links [Context Link]

20. Mosbech H, Osterballe O. Does the effect of immunotherapy last after termination of
treatment? Follow-up study in patients with grass pollen rhinitis. Allergy 1988;43:523-9.
Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

21. Jacobsen L, Nuchel Petersen B, Wihl JA, Lowenstein H, Ipsen H. Immunotherapy with
partially purified and standardized tree pollen extracts. IV. Results from long-term (6-year)
follow-up. Allergy 1997;52:914-20. Catalogo Biblioteca 1SS Buy Now Bibliographic Links
[Context Link]

22. Price JF, Warner JO, Hey EN, Turner MW, Soothill JF. A controlled trial of hyposensitization
with adsorbed tyrosine Dermatophagoides pteronyssinus antigen in childhood asthma: in vivo
aspects. Clin Allergy 1984;14:209-19. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

23. Grammer LC, Shaughnessy MA, Suszko IM, Shaughnessy JJ, Patterson R. Persistence of
efficacy after a brief course of polymerized ragweed allergen: a controlled study. J Allergy Clin
Immunol 1984;73:484-9. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

24. Norman PS, Creticos PS, Marsh DG. Frequency of booster injections of allergoids. J Allergy
Clin Immunol 1990;85:88-94. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

25. Des Roches A, Paradis L, Knani J, et al. Immunotherapy with a standardized
Dermatophagoides pteronyssinus extract. V. Duration of the efficacy of immunotherapy after
its cessation. Allergy 1996;51:430-3. Catalogo Biblioteca ISS Buy Now Bibliographic Links
[Context Link]

26. Naclerio RM, Proud D, Moylan B, et al. A double-blind study of the discontinuation of
ragweed immunotherapy. J Allergy Clin Immunol 1997;100:293-300. Catalogo Biblioteca 1SS
Bibliographic Links [Context Link]

27. Imada M, Simons FE, Jay FT, Hayglass KT. Allergen-stimulated interleukin-4 and
interferon-gamma production in primary culture: responses of subjects with allergic rhinitis
and normal controls. Immunology 1995;85:373-80. Catalogo Biblioteca 1SS Bibliographic
Links [Context Link]

28. Till S, Durham S, Dickason R, et al. IL-13 production by allergen-stimulated T cells is
increased in allergic disease and associated with IL-5 but not IFN-gamma expression.
Immunology 1997;91:53-7. Catalogo Biblioteca 1SS Buy Now Bibliographic Links [Context Link]

file:///D|/Adriano%20l avoro/PDF%20arretrati/ovidweb.cgi.htm (18 di 20)17/12/2005 21.49.06


http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1996_334_501_creticos_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R17-2%29%29%7c1172960%7c%7covftdb%7c00006024-199602220-00004&P=69&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1996_334_501_creticos_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R17-2%29%29%7c1174968%7c%7covftdb%7c00006024-199602220-00004&P=69&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1996_334_501_creticos_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R17-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00006024-199602220-00004&P=69&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1996_334_501_creticos_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R17-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00006024-199602220-00004&P=69&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00019521_1995_151_969_abramson_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R18-2%29%29%7c1172960%7c%7covftdb%7c&P=70&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00019521_1995_151_969_abramson_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R18-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=70&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1997_336_324_adkinson_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R19-2%29%29%7c1172960%7c%7covftdb%7c00006024-199701300-00002&P=71&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1997_336_324_adkinson_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R19-2%29%29%7c1174968%7c%7covftdb%7c00006024-199701300-00002&P=71&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1997_336_324_adkinson_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R19-2%29%29%7c1174968%7c%7covftdb%7c00006024-199701300-00002&P=71&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006024_1997_336_324_adkinson_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R19-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00006024-199701300-00002&P=71&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1988_43_523_mosbech_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R20-2%29%29%7c1172960%7c%7covftdb%7c&P=72&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1988_43_523_mosbech_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R20-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=72&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1997_52_914_jacobsen_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R21-2%29%29%7c1172960%7c%7covftdb%7c00000381-199709000-00006&P=73&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1997_52_914_jacobsen_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R21-2%29%29%7c25%7chttp%3a%2f%2facs.ovid.com%2facs%2f.03201b32af5d6ac4aad4a7ae87db4ec45586ad50d93a95acc6aa01cebabd7778b8b821bd101b2e6256.gif%7covftdb%7c00000381-199709000-00006&P=73&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1997_52_914_jacobsen_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R21-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00000381-199709000-00006&P=73&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00003025_1984_14_209_price_hyposensitization_%7c00006024-199908120-00002%23xpointer%28id%28R22-2%29%29%7c1172960%7c%7covftdb%7c&P=74&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00003025_1984_14_209_price_hyposensitization_%7c00006024-199908120-00002%23xpointer%28id%28R22-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=74&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1984_73_484_grammer_persistence_%7c00006024-199908120-00002%23xpointer%28id%28R23-2%29%29%7c1172960%7c%7covftdb%7c&P=75&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1984_73_484_grammer_persistence_%7c00006024-199908120-00002%23xpointer%28id%28R23-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=75&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1990_85_88_norman_injections_%7c00006024-199908120-00002%23xpointer%28id%28R24-2%29%29%7c1172960%7c%7covftdb%7c&P=76&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1990_85_88_norman_injections_%7c00006024-199908120-00002%23xpointer%28id%28R24-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=76&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1996_51_430_roches_dermatophagoides_%7c00006024-199908120-00002%23xpointer%28id%28R25-2%29%29%7c1172960%7c%7covftdb%7c00000381-199606000-00013&P=77&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1996_51_430_roches_dermatophagoides_%7c00006024-199908120-00002%23xpointer%28id%28R25-2%29%29%7c25%7chttp%3a%2f%2facs.ovid.com%2facs%2f.03201b32af5d6ac4aad4a7ae87db4ec45586ad50d93a95acc6aa01cebabd7778b8b821bd101b2e6256.gif%7covftdb%7c00000381-199606000-00013&P=77&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00000381_1996_51_430_roches_dermatophagoides_%7c00006024-199908120-00002%23xpointer%28id%28R25-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00000381-199606000-00013&P=77&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_100_293_naclerio_discontinuation_%7c00006024-199908120-00002%23xpointer%28id%28R26-2%29%29%7c1172960%7c%7covftdb%7c00004483-199709000-00006&P=78&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_100_293_naclerio_discontinuation_%7c00006024-199908120-00002%23xpointer%28id%28R26-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004483-199709000-00006&P=78&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004227_1995_85_373_imada_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R27-2%29%29%7c1172960%7c%7covftdb%7c&P=79&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004227_1995_85_373_imada_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R27-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=79&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004227_1995_85_373_imada_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R27-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=79&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004227_1997_91_53_till_production_%7c00006024-199908120-00002%23xpointer%28id%28R28-2%29%29%7c1172960%7c%7covftdb%7c00004227-199705000-00008&P=80&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004227_1997_91_53_till_production_%7c00006024-199908120-00002%23xpointer%28id%28R28-2%29%29%7c25%7chttp%3a%2f%2facs.ovid.com%2facs%2f.03201b32af5d6ac4aad4a7ae87db4ec45586ad50d93a95acc6aa01cebabd7778b8b821bd101b2e6256.gif%7covftdb%7c00004227-199705000-00008&P=80&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004227_1997_91_53_till_production_%7c00006024-199908120-00002%23xpointer%28id%28R28-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004227-199705000-00008&P=80&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002

Ovid: Durham: N Engl JMed, Volume 341(7).August 12, 1999.468-475

29. Kapsenberg ML, Wierenga EA, Bos JD, Jansen HM. Functional subsets of allergen-reactive
human CD4+ T cells. Immunol Today 1991;12:392-5. Catalogo Biblioteca 1SS Bibliographic

Links [Context Link]

30. Del Prete G, Maggi E, Parronchi P, et al. IL-4 is an essential factor for the IgE synthesis
induced in vitro by human T cell clones and their supernatants. J Immunol 1988;140:4193-8.
Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

31. Punnonen J, Aversa G, Cocks BG, et al. Interleukin 13 induces interleukin 4-independent
IgG4 and IgE synthesis and CD23 expression by human B cells. Proc Natl Acad Sci U S A
1993;90:3730-4. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

32. Lopez AF, Sanderson CJ, Gamble JR, Campbell HD, Young IG, Vadas MA. Recombinant
human interleukin 5 is a selective activator of human eosinophil function. J Exp Med
1988;167:219-24. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

33. Holgate ST. The mast cell and its function in allergic disease. Clin Exp Allergy 1991;21:
Suppl 3:11-6. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

34. Lichtenstein LM, Ishizaka K, Norman PS, Sobotka AK, Hill BM. IgE antibody measurements
in ragweed hay fever: relationship to clinical severity and the results of immunotherapy. J Clin
Invest 1973;52:472-82. [Context Link]

35. Gleich GJ, Zimmermann EM, Henderson LL, Yunginger JW. Effect of immunotherapy on
immunoglobulin E and immunoglobulin G antibodies to ragweed antigens: a six-year
prospective study. J Allergy Clin Immunol 1982;70:261-71. Catalogo Biblioteca 1SS

Bibliographic Links [Context Link]

36. Otsuka H, Mezawa A, Ohnishi M, Okubo K, Seki H, Okuda M. Changes in nasal
metachromatic cells during allergen immunotherapy. Clin Exp Allergy 1991;21:115-9.
Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

37. Creticos PS, Adkinson NF Jr, Kagey-Sobotka A, et al. Nasal challenge with ragweed pollen
in hay fever patients: effect of immunotherapy. J Clin Invest 1985;76:2247-53. [Erratum, J
Clin Invest 1986;78:1421.] [Context Link]

38. Furin MJ, Norman PS, Creticos PS, et al. Immunotherapy decreases antigen-induced
eosinophil cell migration into the nasal cavity. J Allergy Clin Immunol 1991;88:27-32.
Catalogo Biblioteca ISS Bibliographic Links [Context Link]

39. Rak S, Lowhagen O, Venge P. The effect of immunotherapy on bronchial
hyperresponsiveness and eosinophil cationic protein in pollen-allergic patients. J Allergy Clin
Immunol 1988;82:470-80. Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

40. Durham SR, Ying S, Varney VA, et al. Grass pollen immunotherapy inhibits allergen-
induced infiltration of CD4+ T lymphocytes and eosinophils in the nasal mucosa and increases
the number of cells expressing messenger RNA for interferon-gamma. J Allergy Clin Immunol
1996;97:1356-65. Catalogo Biblioteca ISS Bibliographic Links [Context Link]

file:///D|/Adriano%20l avoro/PDF%20arretrati/ovidweb.cgi.htm (19 di 20)17/12/2005 21.49.06


http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00001931_1991_12_392_kapsenberg_functional_%7c00006024-199908120-00002%23xpointer%28id%28R29-2%29%29%7c1172960%7c%7covftdb%7c&P=81&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00001931_1991_12_392_kapsenberg_functional_%7c00006024-199908120-00002%23xpointer%28id%28R29-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=81&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00001931_1991_12_392_kapsenberg_functional_%7c00006024-199908120-00002%23xpointer%28id%28R29-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=81&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1988_140_4193_prete_supernatants_%7c00006024-199908120-00002%23xpointer%28id%28R30-2%29%29%7c1172960%7c%7covftdb%7c&P=82&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1988_140_4193_prete_supernatants_%7c00006024-199908120-00002%23xpointer%28id%28R30-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=82&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006702_1993_90_3730_punnonen_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R31-2%29%29%7c1172960%7c%7covftdb%7c&P=83&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00006702_1993_90_3730_punnonen_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R31-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=83&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004780_1988_167_219_lopez_recombinant_%7c00006024-199908120-00002%23xpointer%28id%28R32-2%29%29%7c1172960%7c%7covftdb%7c&P=84&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004780_1988_167_219_lopez_recombinant_%7c00006024-199908120-00002%23xpointer%28id%28R32-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=84&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1991_21_11_holgate_function_%7c00006024-199908120-00002%23xpointer%28id%28R33-2%29%29%7c1172960%7c%7covftdb%7c&P=85&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1991_21_11_holgate_function_%7c00006024-199908120-00002%23xpointer%28id%28R33-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=85&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1982_70_261_gleich_immunoglobulin_%7c00006024-199908120-00002%23xpointer%28id%28R35-2%29%29%7c1172960%7c%7covftdb%7c&P=87&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1982_70_261_gleich_immunoglobulin_%7c00006024-199908120-00002%23xpointer%28id%28R35-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=87&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1991_21_115_otsuka_metachromatic_%7c00006024-199908120-00002%23xpointer%28id%28R36-2%29%29%7c1172960%7c%7covftdb%7c&P=88&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1991_21_115_otsuka_metachromatic_%7c00006024-199908120-00002%23xpointer%28id%28R36-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=88&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1991_88_27_furin_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R38-2%29%29%7c1172960%7c%7covftdb%7c&P=90&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1991_88_27_furin_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R38-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=90&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1988_82_470_rak_hyperresponsiveness_%7c00006024-199908120-00002%23xpointer%28id%28R39-2%29%29%7c1172960%7c%7covftdb%7c&P=91&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1988_82_470_rak_hyperresponsiveness_%7c00006024-199908120-00002%23xpointer%28id%28R39-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=91&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1996_97_1356_durham_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R40-2%29%29%7c1172960%7c%7covftdb%7c00004483-199606000-00027&P=92&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1996_97_1356_durham_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R40-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004483-199606000-00027&P=92&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002

Ovid: Durham: N Engl JMed, Volume 341(7).August 12, 1999.468-475

41. Hamid QA, Schotman E, Jacobson MR, Walker SM, Durham SR. Increases in IL-12
messenger RNA+ cells accompany inhibition of allergen-induced late skin responses after
successful grass pollen immunotherapy. J Allergy Clin Immunol 1997;99:254-60. Catalogo

Biblioteca ISS Bibliographic Links [Context Link]

42. Secrist H, Chelen CJ, Wen Y, Marshall JD, Umetsu DT. Allergen immunotherapy decreases
interleukin 4 production in CD4+ T cells from allergic individuals. J Exp Med 1993;178:2123-
30. Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

43. Ebner C, Siemann U, Bohle B, et al. Immunological changes during specific
immunotherapy of grass pollen allergy: reduced lymphoproliferative responses to allergen and
shift from TH2 to TH1 in T-cell clones specific for Phl p 1, a major grass pollen allergen. Clin
Exp Allergy 1997;27:1007-15. Catalogo Biblioteca ISS Buy Now Bibliographic Links [Context
Link]

44. Durham SR, Till SJ. Immunologic changes associated with allergen immunotherapy. J
Allergy Clin Immunol 1998;102:157-64. Catalogo Biblioteca ISS Bibliographic Links [Context
Link]

45. MacGlashan D Jr, White JM, Huang SK, Ono SJ, Schroeder JT, Lichtenstein LM. Secretion
of IL-4 from human basophils: the relationship between IL-4 mRNA and protein in resting and
stimulated basophils. J Immunol 1994;152:3006-16. Catalogo Biblioteca 1SS Bibliographic

Links [Context Link]

46. Bradding P, Feather IH, Howarth PH, et al. Interleukin 4 is localized to and released by
human mast cells. J Exp Med 1992;176:1381-6. Catalogo Biblioteca 1SS Bibliographic Links
[Context Link]

47. Mogbel R, Ying S, Barkans J, et al. Identification of mRNA for interleukin-4 in human
eosinophils with granule localization and release of the translated product. J Immunol
1995;155:4939-47. Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

48. Des Roches A, Paradis L, Menardo JL, Bouges S, Daures JP, Bousquet J. Immunotherapy
with a standardized Dermatophagoides pteronyssinus extract. VI. Specific immunotherapy
prevents the onset of new sensitizations in children. J Allergy Clin Immunol 1997;99:450-3.
Catalogo Biblioteca 1SS Bibliographic Links [Context Link]

Accession Number: 00006024-199908120-00002

Copyright (¢) 2000-2005 Ovid Technologies, Inc.
Version: rel10.2.0, SourcelD 1.11354.1.53

file:///D]/Adriano%20l avoro/PDF%20arretrati/ovidweb.cgi.htm (20 di 20)17/12/2005 21.49.06


http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_99_254_hamid_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R41-2%29%29%7c1172960%7c%7covftdb%7c00004483-199702000-00020&P=93&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_99_254_hamid_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R41-2%29%29%7c1172960%7c%7covftdb%7c00004483-199702000-00020&P=93&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_99_254_hamid_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R41-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004483-199702000-00020&P=93&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004780_1993_178_2123_secrist_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R42-2%29%29%7c1172960%7c%7covftdb%7c&P=94&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004780_1993_178_2123_secrist_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R42-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=94&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1997_27_1007_ebner_lymphoproliferative_%7c00006024-199908120-00002%23xpointer%28id%28R43-2%29%29%7c1172960%7c%7covftdb%7c00002739-199709000-00009&P=95&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1997_27_1007_ebner_lymphoproliferative_%7c00006024-199908120-00002%23xpointer%28id%28R43-2%29%29%7c25%7chttp%3a%2f%2facs.ovid.com%2facs%2f.03201b32af5d6ac4aad4a7ae87db4ec45586ad50d93a95acc6aa01cebabd7778b8b821bd101b2e6256.gif%7covftdb%7c00002739-199709000-00009&P=95&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00002739_1997_27_1007_ebner_lymphoproliferative_%7c00006024-199908120-00002%23xpointer%28id%28R43-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00002739-199709000-00009&P=95&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1998_102_157_durham_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R44-2%29%29%7c1172960%7c%7covftdb%7c00004483-199808000-00003&P=96&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1998_102_157_durham_immunotherapy_%7c00006024-199908120-00002%23xpointer%28id%28R44-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004483-199808000-00003&P=96&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1994_152_3006_macglashan_relationship_%7c00006024-199908120-00002%23xpointer%28id%28R45-2%29%29%7c1172960%7c%7covftdb%7c&P=97&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1994_152_3006_macglashan_relationship_%7c00006024-199908120-00002%23xpointer%28id%28R45-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=97&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1994_152_3006_macglashan_relationship_%7c00006024-199908120-00002%23xpointer%28id%28R45-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=97&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004780_1992_176_1381_bradding_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R46-2%29%29%7c1172960%7c%7covftdb%7c&P=98&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004780_1992_176_1381_bradding_interleukin_%7c00006024-199908120-00002%23xpointer%28id%28R46-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=98&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1995_155_4939_moqbel_identification_%7c00006024-199908120-00002%23xpointer%28id%28R47-2%29%29%7c1172960%7c%7covftdb%7c&P=99&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004874_1995_155_4939_moqbel_identification_%7c00006024-199908120-00002%23xpointer%28id%28R47-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c&P=99&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_99_450_roches_dermatophagoides_%7c00006024-199908120-00002%23xpointer%28id%28R48-2%29%29%7c1172960%7c%7covftdb%7c00004483-199704000-00008&P=100&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://gateway.ut.ovid.com/gw2/ovidweb.cgi?Link+Set+Ref=00006024-199908120-00002%7C00004483_1997_99_450_roches_dermatophagoides_%7c00006024-199908120-00002%23xpointer%28id%28R48-2%29%29%7c60%7chttp%3a%2f%2facs.ovid.com%2facs%2f.14038a58de48ffa86f4ee5c84b99ffb3634b4b40918581081964493cf03a9948ecbddf0655fc0acf8b.gif%7covftdb%7c00004483-199704000-00008&P=100&S=IDNJHKIDIFAJBP00D&WebLinkReturn=Full+Text%3dL%7cS.sh.15.16.81.86%7c0%7c00006024-199908120-00002
http://www.ovid.com/

Ovid: Table1

Full Text

+= Previous Page &t Main Search Page E Help &@ LOGOFF

[Get TIFF]

Tables and charts containing text may be unclear or incomplete when
printed. To retrieve the best possible version of an image, use the
"Get TIFF" link above. For more information, see Help under "Help
with Image Viewing."

Table 1
No Immuno-
THERAPY
CHARACTERISTIC IMMUNOTHERAPY 1989-1992 (N=15)
MAINTENANCE  INSCONTINUATION
19921995 19921995
(n=16) (n=16)

Sex (M/F) 11/5 8/8 10/5
Age in 1992 (vr)

Median 38 42 33

Interquartile range 32-48 33-30 26-47
Diameter of wheal on skin-

prick testing (mm}*
Median 10 11 10
Interquartile range 8-12 9-14 9-12

*Values represent the size of the wheal in response to skin-prick testing
with timothy allergen at the time of enrollment.

Table 1. Clinical Characteristics of the 47 Patients Studied from 1992 through 1995.
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Figure 1

Graphic

Figure 1. Median Weekly Pollen Counts and Symptom, Rescue-Medication, and Visual-
Analogue Scores for the Initial Placebo Trial (1989) and for the Current Trial (1993
through 1995). Analysis of the area under the curve with the Mann-Whitney U test
revealed no significant differences between the maintenance group and the
discontinuation group (see Table 2); the median scores in both of these groups were
markedly lower than those in the control group. For comparison, results are also
shown for the initial placebo-controlled trial of immunotherapy (1989). Tick marks on
the x axes indicate one-week intervals. Data for 1989 are from Varney et al [4].
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Table 2
No IMMUNOTHERAPY
QOutcome MEasSURE IMMUNOTHERAPY PoinT EsTIMATE® P VaLuet {(N=15)
MAINTENANCE DO TINUATIONN
GROUT (N=16) GROUT (N=106]
median {range) value (95% CI) median (range)
Svmptoms]
Nosc
1993 392 (0-1974) 367 (0-1750) —74 (—325 to 266) 0.65 1389 (469-3346)
1904 453 (0-2107) 490 (28-2205) 67 (—287 to 490) .68 1358 (165-3360)
1995 a79 (0-1274) 422 (28-2208) =5 (—462 to 462) ()98 1225 (241-3066)
Eves
1993 140 (0-1554) 56 (0-665) —42 (=301 to 98) 0.52 959 (42-3024)
1994 119 (0-1526) 142 (0-1729) 7 (—266 o 290) .51 1054 (0-4984)
1995 32 (0-1015) a8 (0-1407) 21 (164 to 308) .55 1099 (77 -4077)
Chest
1993 0 (0-86l) 0 (0-315) 0 {0 to 14 0.60 290 (0-3517)
1994 0{0-1365) F(0-774) 0(0 to 49 0.42 262 (0-37060)
1995 0 {0-749) 12 {0-1316) 00 to 28 .30 84 (0-3353)
Mouth and throat
1993 35 (0-357) 42 (0-546) 0{—561t 133) 058 301 (0-1491)
1994 35 (0-564) 63 (0-1183) (=70 to 199} 047 416 (0-1841)
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1995 116 (0-865) 39 {0-9606) 0(—-217 to 112) 0.94 452 (0-1690)
Tortal
1993 626 (70-3528) 798 (0-2289) ~70 ({—613 to 634) {1.85 2615 (609-10416)
1994 779 (0-5030) 745 (28-4277) 229 (—4B87 to 1141) 0.53 3220 (1106-13.951)
1995 921 (0-2299) 204 (45-4567) 133 (—690 to 1656) 0.60 2863 (774-12,033)
Bescue-medication usci
1993 756 (0-4553) 633 (0-7903) 54 (=724 10 2009) 0.85 3672 (1029-10,832)
1994 1134 (0-5820) 742 (0-11,130) 4 (—1064 to 2121 0.96 4088 (1141-10,808)
1995 672 (0-1827) 357 (0-7637) 11 (—689 to 1488) (.88 4729 (1197-8505)
Visual-analogue scale§
1993 29(0.2-8.2) 1.8 (0=-5.0) —1(—2.6to 0.3) 0.13 6.0 (0.7-8.1)
1994 4.4 (0-8.0) 34 (0-8.8) 0(—-3t03.1) 0.92 7.8(1.1-9.0)
1995 1.9 (0-8.5) 1.4 (0.4-8.4) 0.2(-191to 1.6) (.87 6.4 (0-8.6)

*The point estimates and 95 percent confidence intervals {CIs) were calculated with Minitab software ®
TP values are for the comparison berween the maintenance group and the discontinuation group.
$Data shown are the medians and ranges for the area under the curve (the scores) during the 11-week pollen season.

§Data shown are median scores for a one-week period during the peak of the pollen season,

Table 2. Scores for Symptoms, Rescue-Medication Use, and the Visual-Analogue Scale during the 1993, 1994, and 1995 Pollen Seasons.
From: Durham: N Engl J Med, Volume 341(7).August 12, 1999.468-475
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Figure 2. Late Skin Responses and Number of CD3+ T Cells and Cells Containing
Interleukin-4 mRNA in Skin-Biopsy Specimens Obtained 24 Hours after Intradermal
Injection of Allergen or Diluent. Late skin responses were assessed by intradermal
injection of either grass-pollen extract or the diluent alone as a negative control at the
end of the study. Late skin responses are expressed as the size of the swelling as
measured 24 hours after intradermal allergen challenge. Twelve patients in the
maintenance-therapy group, 13 in the group that discontinued therapy, and 11 in the
control group underwent skin biopsy. Cell counts are expressed per square millimeter
of skin. Values for individual patients (circles) and median values (squares) are shown.
Data on interleukin-4 mRNA were not obtained for one patient in the maintenance-
therapy group, two in the group that discontinued therapy, and two in the control
group because the tissue architecture of their biopsy specimens was distorted during
processing for in situ hybridization.
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