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Grass pollen allergen
Phleum pratense” (Grazax®)

Allergic rhinitis and conjunctivitis
iInduced by grass pollen

A long and expensive preventive treatment with very modest results
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INSUFFICIENT
EVIDENCE

Therapeutic indications

Treatment of allergic rhinitis and conjunc-
tivitis caused by grass pollen in adults and
children (=5 years) with clinically relevant
symptoms and diagnosed with a positive
skin prick test and/or specific IgE test.

Mechanism of action’

It has been demonstrated that treatment with
Phleum pratense extract induces a competi-
tive response with antibodies against grass
pollen, and produces a sustained increase in
specific IgG for the two year period of treat-
ment. The clinical significance of these find-
ings has not been established.

Posology and method
of administration’

The recommended dose in adults and chil-
dren (=5 years) is one oral lyophilisate
(75,000 standardised quality units per tablet
(SQ-T)) daily. Treatment should be intro-
duced by specialists in allergy related dis-
orders.

In the case of children, careful selection of
patients should be considered given the
expected efficacy for this age group. The
lyophilisate should be removed from the

NO THERAPEUTIC
INNOVATION

SOME ADDED VALUE IN
SPECIFIC SITUATIONS

It does not offer
further relevant
advantages to
symptomatic

treatment

blister with dry fingers and placed under
the tongue. Swallowing the tablet should
be avoided for at least a minute. No food
or beverage should be taken for at least 5
minutes after taking the tablet. It is recom-
mended that the first dose be taken under
medical supervision (20-30 minutes of ob-
servation), with the aim of detecting any
adverse reaction. If no important improve-
ment in symptoms is achieved during the
first grass pollen fever season then treat-
ment should not be continued. There is no
available data on efficacy of the treatment
of children for more than one year.

Treatment should be initiated at least 4
months before the expected grass pollen

MODEST THERAPEUTIC
INNOVATION

IMPORTANT THERAPEUTIC
INNOVATION

= Pollen extract from Phleum pratense (Ti-
mothy grass) has been introduced in the
market for the treatment of allergic rhinitis
and conjunctivitis caused by a grass po-
llen when clinically relevant symptoms are
present and specific tests confirm the origin
of the allergy.

= Four clinical trials studying this agent have
been published. In three of them, the agent
proved slightly more effective than place-
bo in the improvement of symptoms, and
in one trial the efficacy of the agent was not
higher than placebo.

= A significant percentage of patients was
affected by adverse effects, oral pruritus
the most frequent reaction reported (46-
56%).

= There are no comparative trials with sub-
cutaneous immunotherapy.

season in order to achieve the clinical effect.
If treatment begins 2-3 months ahead, cer-
tain efficacy can be achieved. The manufac-
turer recommends treatment for 3 years.

Clinical efficacy

Three double blinded, randomized, place-
bo controlled clinical trials have been pub-
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lished to evaluate the efficacy of the stan-
dardised allergen extract from the pollen of
Timothy grass (Phleum pratense) employed
in sublingual tablets for seasonal allergic
rhinoconjunctivitis (hayfever)®“.

In the first trial® (n = 634), patients received
either the P. pratense 75000 SQ or place-
bo. Treatment commenced 16 weeks befo-
re the grass pollen season and was conti-
nued for 3 years. The primary endpoint was
the average symptom score of rhinocon-
junctivitis during the pollen season. During
the first year, patients under treatment with
the extract presented lower scores than tho-
se under placebo (2.4 vs 3.4 respectively,
with a maximum of 18 points; p<0,0001).
Patients under treatment with the extract
presented 27 (53%) “good days” (with no
medication or with a score of <2) vs 23
(44%) in the placebo group. The average
score with regard to the use of rescue me-
dication was also evaluated. Patients taking
the extract showing lower scores than tho-
se under placebo (1.5 vs 2.4 over a maxi-
mum score of 30). From this trial data has
been published posteriorly after the se-
cond®, third and fourth year (by then with no
treatment)®. However, there was a conside-
rable percentage of drop-offs over the ye-
ars which conditions the validity of the trial.
Patients under treatment with the extract
presented lower symptom scores (4" year,
2.7 vs 3.6) and rescue medication (4™ ye-
ar, 2.3 vs 3.3).

In the second trial® (n = 855), patients re-
ceived placebo or the P, pratense extract at
doses of 2500, 25000, or 75000 SQ for an
average of 18 months. There were no signif-
icant differences between groups in symp-
tom scores (75000 SQ, 2.47 compared to
placebo 2.94; p<0.071). Only at doses of
75000 SQ was there a lower score with re-
gard to use of rescue medication, although
the results were at the limits of statistical sig-
nificance (1.46 compared to 2.05; p = 0.047).

In the third trial (n = 114) the primary end-
point was to confirm the safety profile of the
extract in patients who, besides rhinocon-
junctivitis, presented mild to moderate asth-
ma induced by pollen grass. The secondary
endpoint was to evalute the efficacy in rhi-
noconjunctivitis. The average score in the
use of medication for asthma was 0.71 in
patients under treatment with the extract vs
0.66 in patients under placebo over a ma-
ximum score of 32 (with no statistical signi-
ficance). The symptom scores of rhinocon-
junctivitis were lower in patients taking the
extract (2.1 vs 3.3 over a maximum score
of 18; p =0,004).

One trial has also been published studying

children (5-16 years). The trial included 253
children with rhinoconjunctivitis. The chil-
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dren treated with the extract showed on
average lower symptom scores when com-
pared to placebo (2.7 vs 3.2 over a maxi-
mum score of 18; p<0.0195) and also a lo-
wer score with regard to use of rescue
medication (2.1 vs 2.5, over a maximum
score of 34 points; p<0.0156)’".

Safety
Adverse reactions'™

During the research carried out on this med-
ication, 70% of the patients reported ad-
verse reactions. The most frequent (>10%)
included local reactions in the mouth (mouth
oedema, pruritus (46-53%)), throat irritation,
ear pruritus, and sneezing). These reactions
appeared at the onset of treatment and
gradually disappeared spontaneously after
1to 7 days.

With a frequency between 1-10% other re-
actions reported include: headache, oral pa-
resthesia, itchy eyes, conjuntivitis, cough,
asthmatic allergic reactions, pharyngitis, rhi-
norrea, nasal congestion, oppression in the
throat, oropharyngeal inflammation, dys-
pepsia and nausea, discomfort in the
mouth, blisters in the oral cavity, swelling of
the tongue or glosodinia, pruritus and fati-
gue. Other adverse effects with a frequency
under 1% were mainly allergic reactions.

Some reactions were observed more fre-
quently in children and include upper res-
piratory tract infections, abdominal pain,
vomiting, and swelling of the lips. Various
agencies have recommended special con-
sideration and close follow-up when using
this medication given the high potential for
adverse effects.

Precautions and contraindications’

This agent should not be employed in cas-
es of hypersensitivity to any of the excipi-
ents, malign tumours, or diseases affecting
the immune system, inflammatory disorders
affecting the oral cavity with severe symp-
toms or patients with severe or uncontrolled
asthma. Treatment should be discontinued
for 7 days in case of programmed surgery
involving the oral cavity, dental extractions,
and falling of the milk teeth in children in or-
der to allow for adequate healing in the oral
cavity. In any child with concomitant asth-
ma and with an acute upper tract respira-
tory infection, treatment with the extract
should be suspended until the child is cured
of the infection.

In cases of important local adverse reac-
tions, antiallergic agents can be considered.
If severe systemic reactions occur then
treatment should be discontinued. Should
the clinical condition of any patient with
asthma worsen then treatment with the ex-

tract should also be stopped and its use
in the future should be reconsidered.

Severe allergic reactions can be treated with
adrenaline. The effects of adrenaline can be
potentiated by the use of tricyclic antide-
pressants and monoamine oxidase inhibi-
tors which can provoke fatal consequen-
ces. There is no experience with respect to
combined treatment of this form of immu-
notherapy and vaccination.

Use in special situations’

Pregnancy: treatment should not be initiat-
ed. If a patient becomes pregnant during
treatment then this can be continued after
an evaluation of the patient. Lactation: no
data is available. No effects in babies are
expected. Children: there is no experience
in children under 5 years. Patients over 65
years: there is no experience available.

Place in therapy

Allergic rhinitis is the most frequent allergy
related disease. The elective management
option is symptomatic based on the use
of oral antihistamine agents and intranasal
steroids. Subcutaneous specific immunot-
herapy has been indicated in allergic rhini-
tis when IgE mediated hypersensitivity to a
specific antigen or a reduced number of an-
tigens has been demonstrated and when
patients do not present adequate control
with medical treatments. Sublingual immu-
notherapy has been proposed as an alter-
native.

Up to now only trials comparing the P. pra-
tense extract to placebo have been publis-
hed. Patients under therapy with the extract
show a small improvement in symptoms
when compared to the placebo group which
is of doubtful clinical relevance. In one of
the trials, patients treated with the extract
gained 4 free days (27 vs 23 days) of symp-
tom based treatment during the grass po-
llen season. Therefore, taking into account
the modest efficacy shown, the high fre-
quency of adverse effects, the high percen-
tage of patients that continue requiring res-
cue medication and the high cost involved
with this therapy (1,282 €/year) it does not
seem worth employing this treatment when
compared to symptomatic management.

Presentations

Grazax® (Abellé Laboratories) 75000 SQ-T
30 oral lyophilisates (106.84 €). Requires a
medical prescription with special authori-
zation.

References:

A complete report on the Phleum praten-
se extract can be consulted at: www.dtb.
navarra.es
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