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Specific immunotherapy: beyond the clinical
scores

Giovanni Passalacqua, MD*
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Figure 1. Percentage of children in the immunotherapy and control groups
who developed asthma after 3 years, in the 3 available trials. In the study by
Marogna et al.’’” the development of persistent asthma was assessed.
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[lacebo-controlled trials of SLIT performed since 2009

Horak. 2009

Allergen

Duration

Dose and
Administration

20 mcg
Phl p 5/day
Tablets

Disease

Manu-
facturer

Main positive results

Significant reduction 1n RC
score in Vienna challenge
chamber at 4 mo in SLIT vs
baseline and vs placebo.
Reduction 29% vs placebo
Increased IgE and IgG4

Negative results

Nasal airflow
Weight of secretions
Basophil activation

Skoner. 2010

Ragweed

4.8 or 48 mcg
Amb a 1/day
Metered pump

Combined symptoms+drugs
and drug score versus
placebo

Nasal challenge. IgE
Symptom score
during peak season

Cortellin1, 2010

Alternaria

60 mcg Altal
cumul. 6
mcg/mo
Drops

Significant reduction in
combined score (—38% VS
placebo). Significant
reduction 1n skin reactivity

Specifcic IgE and
IeG4

Panizo. 2010

25 mcg
Phl p 5/day
Tablets

Increase in IgE. IgG4. and
IgE blocking activity only
in active

Yonekura. 2010

0.5mcgDerf1
once a week

Significant decrease in
symptoms and combined
score 1n wk 0-3 and 3740
only in SLIT

Medication score

Blaiss. 2011

349/358

450 g Phl p 5/mo

Significant reduction in
combined score (—26%) VS
placebo. Quality of Life
38% improvement

vs placebo

Asthma symptoms

Nelson. 2011

450 mcg
Phl p 5/mo
Tablets

Significant reduction in
combined score (—=20%and
medication score (—20%) vs
placebo

Daily medication
score

Bush. 2011

70 or 1 mcg
Der f 1 per dose.
Drops

Signif reduction 1n specific
bronchial reactivity
Increase in 1G4

Symptoms and
medication scores

Stelmach. 2012

B = Wl W o

Cumulative 7.3
and 3.6 mcg
Phl p 5. Drops

Significant improvement in
drugs +symptoms with both
continuous and
precoseasonal regimen.
Reduction in FeENO

Symptom score
Medication score
Pulmonary function




Ahmadiastshar
2012

4.06 mcg
Der p 1/week
Drops

Cumulative:

about 6.000 IR
Spray

Significant improvement in

symptom and medication
scores: reduction of skin
wheal diameter

Symptom score,
QoL
Medication score,

V€ Ch. 3

Wahn. 2012

158/49

Cumulative: 7.2
— 8.4 mg group 5
Drops

Significant reduction VS
placebo 1n combined
symptom/medication and
individual scores

Cox. 2012

233/240

Cumulative:
approx 3.6 mg
group 5 allergen.
Tablets

Significant reduction of
combined symptom +
medication score (-28% VS
placebo) and overall quality
of life

Itchy nose symptom
score VS placebo

Bozek, 2013 ]

NS

Total nasal scores decreased
by 44% VS baseline in
SLIT and by 6% 1n placebo.
Medication score decreased
vs baseline 35% 1n SLIT
group.

Symptoms after
specific nasal
provocation VS
placebo

Wang. 2013

Significant decrease in each
individual rhinitis symptom
VS placebo starting from
week 14.

No change VS
placebo 1n
medication intake

Nolte 2013

High 187
Low 188
Pla 190

142
overall

6 or 12 mcg
AmbAl
Daily tablet

Significant decrease n
combined symptom
+medication score for both
active groups vs placebo
(27% and 21%)

Creticos, 2013

Low 197
Med 195
High 194
Pla 198

Cumulative dose
438 mg Amba
1

Tablets

Only the high dose
decreased daily symptom-
medication- and combimed-
score during peak pollen

season and whole season
VS placebo.

Low dose overalll
less effective than
the 2 other doses on
symptoms/medicatio
ns 1n peak pollen and
whole season

Avdogan 2013

2 active

Cumulative dose
11.7 mcg Der p
1. 28 mcg Der {

Significant decrease in
wheal skin test to mite only
1 the active group vs

No change in
symptoms.
medications and




———— e ———————————
ly Cumulative : E ST Adjusted symptom- No significant
+ High Derp1 11 medication score decreased | change in IgE. but
follow-up |mg ; Low Der p mn both active groups vs sigmificant increase
1 5.8 mg. Tablet placebo (17 and 20%). in IgG4 1n active.
Decrease in wheal diameter

Creticos 2014 3-55 |ACT 218 [Act 27 Ragweed (3 m Not specified ; Significant reduction in
PLA 211 - combined score versus
placebo (43%). Increase in
1eG4

Maloney 2014 5 Grass 5m Not specified Reduction in symptom
score 29% peak season.
21% entire season

Abbreviations: A/P= active/placebo: NS= not stated; RC=rhinoconjunctivitis; RCA= rhinoconjuntivitis/asthma: STA= Stallergenes: GRE= Greer. ANA= Anallergo. ALL=

Allergopharma; ALK=ALK-Abello: MSD= Merck Sharp and Dome; TOR=Tori1 Pharmaceuticals ; ZHE= Zheng Wolwo Bio Pharm:.

1st WAO pos pap (2009): 60 trials
2nd WAO pos pap (2013): 77 trials
After 2013: 82 trials

9/22 big trials conducted in the USA



IMPROVEMENT VS PLACEBO IN THE SLIT BIG TRIALS

AUTHOR PTS ALLER SYMPT DRUGS
Frew 2005 350 Grass -29% -32%
Dahl 2006 634 Grass -30% -38%
Durham 2006 855 Grass -21% -28%
Didier 2007 628 Grass -28% -32%
Ott 2008 211 Grass -33%

Wahn 2009 278 Grass -28% -24%
Bufe 2009 253 Grass -24% -34%
Blaiss 2011 707 Grass -26 %

Nelson 2011 438 Grass -20% -20%
Wahn 2012 207 Grass -24% -26%
Cox 2012 273 Grass -28%

Nolte 2013 565 Mite -27%

Creticos 2013 784 Ragweed -22% -18%
Bergmann 2014 509 Mite -21%

Creticos 2014 429 Ragweed -40%
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W Before starting treatment
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Sublingual immunotherapy with

randomized controlled trial in

seasonal allergic rhinoconjunctivitis

Durham SR, JACI 2006

1008 assesged
for eligibility

B55 were
randomiged
All recaived
inbErvenlgan

Placebao
aciiva

10 withdrew:| |
1 due io AE
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Daily mean symptom scores are plotted as one curve by treatment group with the corresponding scale on the left vertical axis.
Daily mean grass pollen counts are plotted as vertical lines and the corresponding scale is on the right vertical axis.




Rhinitis, sinusitis, and upper airway disease

TABLE I. Baseline characteristics (FASy.ar1)

Placebo 300IR 500iR
(n = 163) (n = 153) (n = 150)

>

Age(y) 30.0 (896) 29.0 (8.52) 3.1 (843)
Female sex, no. (%) 80 (49.1) 85 (556) 77(5L3)
Dumation of AR (y) 10.5 (849) 10.1 (8.62) 10.6 (857)
FEV, (% predicted) 99.3 (13.04) 100.3 (11.01) 97.9 (13.44)
ARTSS 6.79 (1456) 6.9 (1.491) 7.26 (1.655)
Asthma 47 (28.8%) 49 (320%) 43 (28.7%)
Polysensitization ! 88 (54.0%) 74 (484%) 82 (54.7%)

LS mewn (SE)
1S mean (51

Resulis describing continuous variables are expressad as means (SDs). Resuls
descriting categorical variables are expressed as the number of participants and
peroentage relative to the number of pamticipants in the FAS with nonmissing data.
YARTSS at baseline basad on a 7-day daily record of the 4 rhinitis symptoms; no
rescue medications were allowed

tSensitized to HDM allergends) and at least | other allergen esed.

H-1wo0% #

ARSS
LS man (32)

TABLE Il. AAdSS during the year 1 primary period (FASy.arn) -

Treatment No.” LS mean (SE)

Sneezing Rhinoerhes Nasal procites  Nasal congestion Ocular itching
Placebo 153 3.87 (0.217) g
300IR 141 3.18 (0.224) L] Placebo [ 300 [l S00IR

S00IR 136 3.09 (0.230) AG 2. Symptom and rescue medication scores (FASy....); ARTSS (A),

. ARMS (B), and ARSS (C). Obsarvations for all variables were available for

Diference in LS means 136 participants in the 500IR group, 141 participants in the 300IR group,

Point P Relative and 153 participants in the placebo group, except for ocular itching (131,

Comparison estimate 95% Cl value difference (%) 139, and 148 participants, respectively). *P < 05 (analysis of covariance,
each of the 2 active groups vs the placebo group).

SOOIR vs placebo  —078  —1.34 10 —022 0066 —20.2

300IR vs placebo —069  —1.25to —0.14 0150 -17.9

SO0IR vs 300IR —009 —06610 049 7638 =

Serum immunologic outcomes

JACI 2014




Standardized quality (SQ) house dust mite sublingual
immunotherapy tablet (ALK) reduces inhaled
corticosteroid use while maintaining asthma control: 604 patients

1 yr

A randomized, double-blind, placebo-controlled trial

Holger Mosbech, MD,” Regina Deckelmann, MD,” Frederic de Blay, MD,° Elide Anna Pastorello, MD,*
Ewa Trebas-Pietras, MD,® Luis Prieto Andres, MD,’ Inga Malcus, MD,? Christian Ljorring, MSc,” and
Giorgio Walter Canonica, MD' Gemtofie, Denmark, Leipzig, Germany, Strasbourg, France, Milan and Genou, fraly, Lublin, Poland,

Valencia, Spain, Malmo, Sweden, and Hersholm, Denmark

'Placebo | 1 SQ-HDM | 3 SQ-HDM | 6 SQ-HDM

| N=143 | N=146 | N=159 | N=156
Mean 15% 35%% | 2T% 42%
Median| 25% | 33% | 25% | 50%
Odds ratio* [ 163 | 1.02 | 198
p-value . 0.023 0.91 0.0011

* Odds ratio for ICS reduction, active over placebo
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OPTIMAL DOSES (dose-finding studies)
DURHAM 2006: 15 mcg Phl p 5/day

DIDIER 2007: 20 mcg Group 5 /day
CRETICOS 2013: 12 mcg Amb a 1/day
BERGMANN 2014: 28/120 Der p 1/Der f 1/day

MOSBECH 2014: 6 SQ/day (70 mcg day?)



PRACTALL consensus report

Update on allergy immunotherapy: American Academy of
Allergy, Asthma & Immunology/European Academy of

Allergy and Clinical Immunology/PRACTALL consensus
report

A. Wesley Burks, MD,®* Moises A. Calderon, MD, PhD,” Thomas Casale, MD,® Linda Cox, MD,? Pascal Demoly, MD, PhD,®
Marek Jutel, MD,! Harold Nelson, MD,? and Cezmi A. Akdis, MD" Chapel Hill, NC, London, United Kingdom, Omaha, Neb,

Davie, Fla, Montpellier, France, Wroclaw, Poland, Denver, Colo, and Davos, Switzerland

JACI
2013



