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Factors to be evaluate in SIT prescription

IgE mediated disease

Clear identification of the responsible allergen
Severity and duration of symptoms

Efficacy of pharmacological treatment
Compliance

Availability of standardized products
demonstration of the efficacy
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Sublingual
Table 2 Immunotherapy for
Meta-analyses on SLIT Allergic Respiratory

Effect Size on Diseases: Efficacy

Author Patients Disease Trials Symptoms Comment and Saf ety

Calamita et al,” 303 adults + Asthma 5 pollens 0.38 No change in o ,
2006 children 4 mite (P — ,D?} symptom SCE.|?_vann| Passalacqua™, Giorgio Walter Canonica
Significant reduction

medication score

Wilson et al,*’ 959 adults + Rhinitis 16 pollens —-0.42 Decreased symptoms
2005 children & mite (P =.002) and medications for
rhinitis
Asthma not evaluable

Penagos et al,?? 484 children 5 pollens Decreased symptoms
2006 4 mite and medications for
rhinitis
No subanalysis
feasible

Penagos et al,>® 441 children 3 pollen 1.42 Decreased symptoms
2008 3 mite (P =.02) and medications for
asthma

Compalati 858 adults + Rhinitis Mite Rhinitis, =0.95 Significant effect on
et al,”® 2009 children Asthma 8 rhinitis  Asthma, —0.95 symptoms and drug
g asthma (P = .02) intake for both
rhinitis and asthma

Di Bona et al,*®* 2791 adults + Rhinitis 19 grass 0.32 Decreased symptoms
2010 children (P<.0001) and medications for
rhinitis
Greater effect in
adults




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, Ph D,” 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

TABLE E1. Symptom scores

Participants

Active
(o)

Studies

(no.)

Placebo

Disease Author Population (no.) Effect size, SMD [(95% CI)*

SCIT
Fhinitis
Asthma

SLIT
Rhimitis
Fhinitis

0.73 10
(.59 |

097 to
(.83 to

0.50)
0.35)

Calderon.™ 2007 15
Abramson B 2010 34

Adults 597 Auby
Adults and children T27 557

Wilson, ™ 2003 21
I‘ellugﬂh.l:_ 2006 10

Adults and children ; 475
Children : 239

042 |
0.56 10

.69 to
101 to

0.15)
0.10)

Fhinitis

Asthma

Asthma
Conjunctivitis
House dust mites
Cirass allergens

Radulovic,™ 2011
Calamita,** 2006
Penagos,”’ 2008
Calderon,” 2011
Compalati,” 2009
Di Bona "™ 2010

Adults and children
Adults and children
Children

Adults and children
Adults and children
Adults and children

2256
153
209

1674
188

1453

(.40 |
0381
1.14 4
0411
0.95

0321

.64 to

0.34)

0,79 to 0.03)

210 to
0.53 to
1.77 to
.44 to

0.18)
0.28)
0.14)
0.21)

*Eftect size (SMD): poor, <—{0.30); medium, —050; high, >—0.80.

fHaerogeneity (17) = 0% to 4%, might not be important; 30% to 60%, might represent moderate heterogeneity ; 509 to 0%, might represent substantial heterogenecity; T5% to

1%, considerable heterogenety.




Sublingual Immunotherapy for the Treatment

Figure. Flow Diagram of Sublingual Immunctherapy Studies

of Allergic Rhinoconjunctivitis and Asthma
A Systematic Review

Sandra Y. Lin, MD

Nkiruka Erekosima, MD, MPH
Julia M. Kim, MD, MPH
Murugappan Ramanathan, MD

Importance Allergic rhinitis affects up to 40% of the US population. To desensitize
allergic individuals, subcutaneous injection immunotherapy or sublingual immuno-
therapy may be administered. In the United States, sublingual immunotherapy is not
approved by the Foed and Drug Administration. However, some US physicians use
aqueous allergens, off-label, for sublingual desensitization.

Objective To systematically review the effectiveness and safety of aqueous sublin-
gual immunotherapy for allergic rhinoconjunctivitis and asthma.

Evidence Acquisition The databases of MEDLINE, EMBASE, LILACS, and the Coch-
rane Central Register of Controlled Trials were searched through December 22, 2012.
English-language randomized controlled trials were included if they compared sub-

Catalina Suarez-Cuervo, MD
Yohalakshmi Chelladurai, MBBS
Darcy Ward, BA

Jodi B. Segal, MD, MPH

JAMA, 2013

Results Sixty-three studies with 5131 participants met the inclusion criteria. Partici-
pants’ ages ranged from 4 to 74 years. Twenty studies (n=1814 patients) enrolled only
children. The risk of bias was medium in 43 studies (68% ). Strong evidence supports that
sublingual immunotherapy improves asthma symptoms, with 8 of 13 studies reporting
greater than 40% improvement vs the comparator. Moderate evidence supports that sub-
lingual immunotherapy use decreases rhinitis or rhinoconjunctivitis symptoms, with 9 of
36 studies demonstrating greater than 40% improvement vs the comparator. Medica-
tion use for asthma and allergies decreased by more than 40% in 16 of 41 studies of
sublingual immunotherapy with moderate grade evidence. Moderate evidence supports
that sublingual immunotherapy improves conjunctivitis symptoms (13 studies), com-
bined symptom and medication scores (20 studies), and disease-specific quality of life (8
studies). Local reactions were frequent, but anaphylaxis was not reported.

Conclusions and Relevance The overall evidence provides a moderate grade level
of evidence to support the effectiveness of sublingual immunotherapy for the treatment
of allergic rhinitis and asthma, but high-quality studies are still needed to answer questions
regarding optimal dosing strategies. There were limitations in the standardization of ad-
verse events reporting, but no life-threatening adverse events were noted in this review.

JAMA. 200 3:308(12:1278-1288 WIWWLRITE. Com

> 59

17222 Chatlons ldentiflied from electronic
database saarchas

0650 EMBASE
6633 MEDLINE

B4 Cochrana Central Raglatar
of Controlled Trials

09 LRLACS

J—- | & BExcludad (duplicates)

8156 Potantlaly relevant artidas idemtifled
for thia and abstract review

k.

B320 Exchudad?
3677 Did not apply to any of the key quastions
Mo speciic Immunotharagy

580 Therapy or relatad therapy not approved In
the United States:
141 Mo patlents with allergic rhinoconjunctivitis
81 Study evaluated outcomas In animals only
42 Mo comparl=cn group and no report of hams
23 Mumber of patlents In the study recelving
traatment was & or fewar

1827 Potantlally relevant
for artchs review

riicias identifled

L

1643 Exchadead®

505 Did not mest all of tha Incluslon criterda
370 Did mot apply 1o any of the key quastons
260 Wrong study design
228 Mo original data

7T Therapy or ralated therapy not approved In

the United States

66 Publzhad In fordgn language [non-Englsh)
51 Abstract only

45 Mo spacific Immunctharapy

43 |lbrary unable to locate antlce

21 Part of another stdy

185 Other reasons®

184 Potentlaly relevant articles Identiflad

for data abstraction

121 Excluded®
85 Mo zublngual Immunotharapy
TT Bubcutansous Immunotherapy
8 Sublingual Immunotherapy vs subcutanacus
mmurniotherapy
9 No diagnosls
T Mo doss spediied
7 Data not abstractable
& Mot a randomized controlled trial
5 Mo comparizon group
5 Mo ouicomes
| Therapy or related tharapy not approved In
the Uinlted Statas

E3 Randomized controlled trallz Included In
M=5131 participants)

Sy slamatic reviaw




WORLD ALLERGY ORGANIZATION

Sub-lingual Immunotherapy: WAO Position Paper 2009
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Efficacy and safety of timothy grass allergy immunotherapy
tablets in North American children and adolescents

Michael Blaiss, MD,* Jennifer Maloney, MD," Hendrik Nolte, MD, PhD,* Sandra Gawchik, DO,* Ruji Yao, PhD,"
and David P. Skoner, MD'®  Memphis, Tenn, Kenilworth, NI, New York, NY, Copenhagen, Denmark, and Upland, Pittsburgh, and
Fhiladelphia, Pa
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European Academy of Allergy and Clinical Immunology
task force report on ‘dose-response relationship in

allergen-specific immunotherapy’

M. A. Calderén’, D. Larenas®, J. Kleine-Tebbe®, L. Jacobsen®, G. Passalacqua®, P. A. Eng®, E. M.
Varga’, E. Valovirta®, C. Moreno®, H. J. Malling', E. Alvarez-Cuesta'’, S. Durham' & P. Demoly™

"Mational Heart and Lung Institute, Imperial College London, London, UK; “Hospital Médica Sur, Mexico City, Mexico; “Allergy & Asthma
Center Westend, Berlin, Germany; *Research Centre for Prevention and Health, Glostrup University Hospital, Glostrup, Denmark; “Allergy
and Respiratory Diseases, DIMI, Department of Internal Medicine, Genoa, ltaly; “Section of Allergy and Pulmonology, Children's Hospital
Aarau and Luceme, Switzerland; ‘Department of Paediatrics, Respiratory and Allergic Disease Division, Medical University Graz, Graz,
Austria; *Suomen Terveystalo Allergy Clinic, Turku, Finland: *Seccion de Alergia, Hospital Reina Sofia, Cordoba, Spain; '“Allergy Unit,
University Hospital, Copenhagen, Denmark; ' Allergy Division, Ramon & Cajal University Hospital, Alcala de Henares University, Madrid,
Spain; “University Hospital of Montpellier, Montpelier, France

Resulis: Fifteen dose-rangmng studies fulfilled the mclusion cntena and twelve
reported a dose-response relatonship for climcal efficacy. Several studies also
reported a dose-response relationship for immunological and safety endpoints. Due

to the use of different reference matenals and methodolomes for the determination

of allergen content, vanations mn study design, and chowce of endpomts, no compan
sons could be made between studies and, as a consequence, no general dosing

recommendations can be made.




Allergy 2009 64: 15701579 & 2009 John Wiley & Sons A/
DOT: 100011151 398-999 5, 2009.021

Review article

The efficacy of sublingual immunotherapy for house dust mites
. - ~ A2 .
respiratory allergy: results of a GALEN meta-analysis

Recent meta-analyses documented the efficacy and safety of sublingual immu- | E. Compalati, G. Passalacqua,
notherapy (SLIT) in patients with allergic rhinitis (AR) and asthma (AA). M. Bonini, G. W. Canonica

SLIT Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Pediatric population
Bahecilier 053 04 7 041 039 T 11.4% 0,28 077, 1.34)
Hirsch 0.99 1.13 11 0.52 047 10 12.1% 0.51 [-0.36, 1.39]
Ippolit 0.32 0.7 18 0.82 065 18 12.8% =0.51 [-1.32, 0.09]
Pham-Ti 0.12 0.14 54 0T 019 55 13.7% —0.30 [-1.67, 0.08)
lari B 156 30 12 21 28 12.9% =214 [=2.80, =1,49]
Subtotal (85% CI} 120 115  62.9% —0,49 [-1,35, 0,37] Sym ptom
Heleroganeily: T = 0,82; ¥ = 3262, df = 4 (P < 000001}, I = 88%

Tast for overall effect; £ =111 (F = 0,27} SCO re
1.1.2 Adult population Rhintis

Guez 26 15 a6 i3 148 38 13.5% =040 =087, 0,08]
Passalacqua 19%3 755 307 10 1266 &1 9 1M.T% =1.15 [=2.14, =0.16]
Passalacqua 2006 1.73 0.14 28 228 0.14 28 12.0% =387 [=4,7T8, =2,56]
Subtotal {95% CI) 74 T3 37TA% =1.79 [-3.89, 0.31]
Heterogeneity: 1 = 3.27; ¥* = 44,20, df = 2 (P < 0.00001); I* = 85%

Test for overall effect: £ = 1.67 (P = 0,03}

Total (95% CI) 194 188 100.0% =095 [=1.77, =0,14] -
Heterogenelty: © = 1,22; ¥ = 82,81, df = 7 (P = 000001}, I” = 82% I
Test for overall effect: Z = 2.31 (P = 0.02)

=10 5 0

Fawvours trealment  Fawvours control




Efficacy of sublingual immunotherapy with grass allergens
for seasonal allergic rhinitis: A systematic review and
meta-analysis

Danilo Di Bona, MD, PhD,*® Antonella Plaia, PhD,” Valeria Scafidi, PhD ** Maria Stefania Leto-Barone, MD,*
and Gabriele Di Lorenzo, MD?  Palermo, Iraly

Experimental Control
Study M meEan £ o] mesn 5D
Felzian 1995 18 TU. ¢ 9248 21589 1142
Hordijk 1998 24 321 3.085 512 38
Pradaliar 1959 G2 233 186 265 187
Tarres-Lima 2002 26 2494 2326 2465 1537
Srnith {1t year) 2004 456 182 1.35 232
FRolimzk 2004 38 1371 2312 1266 :
Bule 2004 68 154 077 1.58
Cahl 2006a 282 24 18 34
Dahl 2006k 61 21 1.7 33
Curham 2006 131 248 21 2098
de Blay 2007 593 2226 16.55 2312
Didier 2007 136 358 Z2.98 493
Misges 2007 48 221 287 s
- Rader 2007 M 31 18 34
Plaar 2008 42 148.2 123 2382
Wahn 2000 131 326 Z.EB 4 51
Ot (151 year) 2009 93 238 2.08 1.496
Bufe 2000 117 287 2.3B 31v
Horak 2008 45 485 167 G687

SMD 958, L1 Wifixed) Wrandom)
.00 172 028 1% 2.1%
0568 1.1 0001] 1.8% 3.2%
018 [0U53; 0018] 4 3% 5 4%
001 [H55 0.58]) 1.7% 3.1%
032 [OFF 008 23 47
0.05 [-040; 0.49) 2.7% 429
006 [-040; 0.28) 48% 5.6%
062 [-0054; -0.35] 18.1% 8.6%
063 [-1.07;-0.19] 28% 4.3%
023 [047; 0:02] g% T.2%
005 [-0.43; 0.33) 35% 4,89
043 |07, -0.20] 98% T4%
060 [-0030; -0010] 3.4% 4 B%
046 [D4T: 014]  58% 629
s 12 0T 28% 4.4%
043 [058; -0.19)] 9% 7.2%
019 [<0.16; 0.54) 4 4%, 5.4%
022 [0.48; 0003] B2% T
D80 [-1.24; 0.37] 2 9%, 4.3%

-\.-\.l-\.r\-\.-rr e

"{ﬁ'i ;

|

Fixed effect model 1518
Random effects modal

034 [0.41;:027] 100% -
0,32 [-0.44; -0.21] - 100%

oo

T

- 1.5 -1 -().5 il 0.5
T=00346 H=15[1.16; 1.95] Stardardized mean differanca

I*= 5§5.8% [26.1%:; 73.6%]
Test of heterogenaity
Q=4074, df =18, Pvalua = 0017

JACI 2010
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® Potentially relevant trials identified
in electronic databases:
Pubmed n=278
Embase n =347
LILACS n=220
CINAHL n=253

Official publication of the American € ollege of Chest Physicians v

Articles screened for retrieval

Meta-analysis of the efficacy of sublingual n-288 _
. . . Trials excluded because they were not on
immunotherapy in the treatment of allergic SLIT in allergic asthma In children
asthma in pediatric patients, 3 to 18 years of n=213

L 4
age' Potentially relevant trials on SLIT
use in patients with allergic asthma

n=73

Martin Penagos, Giovanni Passalacqua, Enrico Compalati, Carlos E.
Baena-Cagnani, Socorro Orozco, Alvaro Pedroza and Giorgio Walter
Cancnica

Trials excluded from meta-analysis

w0

Non randomized

Chest published online October 20, 2007, Designed for Safety
T o S Outcomes not valid for this review
Open studies

Studies not-placebo controlled
Studies designed for adults
Duplicated studies

Not available data

Evaluation post challenge test

DSOoSoSSoSo3 3
[ T T I T T T TR
el I S R T Rl S ]

¥

Randomized, placebo-controlled,
double-blind trials with SLIT in
allergic asthma in children

n=9

Studly SLIT SMD (rancotm) SMD (random)
or sub-category Mean (SD) 95% ¢l 95% I

Caftarell z3
Ippolti 47
Tan 30
Tl 49
Fajno 1z
Hirsch 11
Rolinck-"YWerninghaus Z0
Bahcecilier 7
Wourdas 33

. 35(0.50) Zo
SE8(0.77) 38
00i{l.62) Z8
-04{0.01) 48
.E0(0.14) ]
S17(0.30) 10
B4 (5._00) 13
~4Z({0_45) 7
S11{0._08) 29

——— [-4.50, -2.531]
- . . [-3.14, -1.93]
- [-3.23, -1.831

- [-1.70, -0.821]

— . . [-z.20, -0.28]
—= [-1.40, 0.35]
- [-0.62, 0.64]

[-0.73, 1.39]

[D.46, 1.52]

O oM DM O MmN
O oM D MmO W W

o
-

Tatal (95% CI) 237 208 L o ] ; [-Z.10, -0_18]

Test for heterogenety: Chi* =144 10 df = 8 (P = 0.00001), I* = 94 4%

Test for overall effect: £ =232 (P =0.02)

-10 -5 5 10
Favours SLIT  Favours Placebo




CHEST

Official publication of the American C ollege of Chest Physicians

Meta-analysis of the efficacy of sublingual
immunotherapy in the treatment of allergic
asthma in pediatric patients, 3 to 18 years of
age.

Martin Penagos, Giovanni Passalacqua, Enrico Compalati, Carlos E.

Baena-Cagnani, Socorro Orozco, Alvaro Pedroza and Giorgio Walter
Canonica

Chest published online October 20, 2007;

FIGURE 3. OUTCOME: MEDICATION SCORE.

Stuchy SUT Flaceho SMD (random) SMD (random)
or sub-category Mean (50 Mean (S0 95% C 959% Cl

Pajno 1z 82_60(11.732) a Z05.20({17.68) . . [-10.9E5, -5.25]
Ippolti 47 1.414{0.73) 29 .04(0.20) . . [-5.56, -3.88]
Bahcecilier 7 J1z{0.23) 7 L14(1.57) —= . ; [-1.85, 0.25]
Caftarell 23 _37{1.51) z0 JLE(L. 27) - [-1.14, 0.08]
Yourdas 24 Llziz. 27 32 LE64(3.0L) . . [-0.62, 0.29]
i 49 LO0240.31) 48 L05(0.27) 1 [-0.50, 0.30]

Rolinck-Werninghaus zZ0 .54{3.58) 13 .85(3.27) [-0.71, 0.55]

Total (95% CN 152 174 s . . [-2.83, -0.44]1
Test tor heterogeneity; Chi® = 13085, df =6 (P = 0.00001), = 95.4%
Test tor overall effect £ = 2.66 (P =0.007)

-5 5 10
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Valutazione della qualita
della prova sperimentale
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Allergic Rhinitis and its Impact on Asthma
(ARIA) guidelines: 2010 revision

Should subcutaneous specific immunotherapy be used for treatment of AR in
adults without concomitant ASTHMA?

Recommendation

We suggest subcutaneous allergen specific immunotherapy in adults with
seasonal AR (conditional recommendation | moderate-quality evidence) and
persistent AR caused by mites (conditional recommendation | low-quality

evidence).

Should subcutaneous specific immunotherapy be used for treatment of
in children without concomitant ASTHMA?

Recommendation
In children with , we suggest subcutaneous specific immunotherapy

(conditional recommendation | low-quality evidence).



Allergic Rhinitis and its Impact on Asthma
(ARIA) guidelines: 2010 revision

Should subcutaneous allergen-specific immunotherapy be used in patients with AR
and concomitant asthma?

Recommendation

In patients with AR and asthma , we suggest subcutaneous specific immunotherapy
for treatment of asthma (conditional recommendation | moderate-quality evidence).

Should sublingual allergen-specific immunotherapy be used in patients with AR and
concomitant asthma ?

Recommendation

In patients with AR and asthma, we suggest sublingual specific immunotherapy for
treatment of asthma (conditional recommendation | low-quality evidence).



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, Ph D,” 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

TABLE E1. Symptom scores

Participants

Active
(o)

Studies

(no.)

Placebo

Disease Author Population (no.) Effect size, SMD [(95% CI)*

SCIT
Fhinitis
Asthma

SLIT
Rhimitis
Fhinitis

0.73 10
(.59 |

097 to
(.83 to

0.50)
0.35)

Calderon.™ 2007 15
Abramson B 2010 34

Adults 597 Auby
Adults and children T27 557

Wilson, ™ 2003 21
I‘ellugﬂh.l:_ 2006 10

Adults and children ; 475
Children : 239

042 |
0.56 10

.69 to
101 to

0.15)
0.10)

Fhinitis

Asthma

Asthma
Conjunctivitis
House dust mites
Cirass allergens

Radulovic,™ 2011
Calamita,** 2006
Penagos,”’ 2008
Calderon,” 2011
Compalati,” 2009
Di Bona "™ 2010

Adults and children
Adults and children
Children

Adults and children
Adults and children
Adults and children

2256
153
209

1674
188

1453

(.40 |
0381
1.14 4
0411
0.95

0321

.64 to

0.34)

0,79 to 0.03)

210 to
0.53 to
1.77 to
.44 to

0.18)
0.28)
0.14)
0.21)

*Eftect size (SMD): poor, <—{0.30); medium, —050; high, >—0.80.

fHaerogeneity (17) = 0% to 4%, might not be important; 30% to 60%, might represent moderate heterogeneity ; 509 to 0%, might represent substantial heterogenecity; T5% to

1%, considerable heterogenety.




URRENT
PINION

Reference

Comparing subcutaneous and sublingual
immunotherapy: what do we know?

Design

Patient number

Nerin N. Bahceciler and Nilufer Galip

Allergen

Curr Opin Allergy Clin Immunol 2012

Clinical results

Immunological results

Adults
Quuirino
et al. [59]

Mungan
et al. [58]

Khinchi
et al. [56]

Bernardis
et al. [57]

Children

Antinez
et al. [60]

Yukselen
et al. [61]

Eifan
ef al. [62]

Keles

etal. [63™"]

RPC-DBDD

R-Open-SLITe

RPC-DBDD

Open

R-open

RPC-DBDD

10 SLIT; 10 SCIT

15 SLIT; TOSCIT;
11SL PLAC

21 SCIT; 18 SLT;
19 PLAC

23 total

12 SCIT; 11SLT

30 total

16 SUT; 16 SCIT;
16 PHARM

15 SCIT; 15 SLIT;

15 SCIT + SLIT;

15 PHARM

Grass

HDM

Birch

Alternaria

SS| MS] in SLIT and SCIT

Rhinitis SS|, MS| in SCIT
and SLIT asthma SS| in
SCIT

Rhinitis MS] in SCIT and SLIT

1SS, |IMS, TNP threshold in
SCIT and SLIT

NE

|SS, MS, VAS in SCIT| MS
and VAS in SLITT NP
threshold in SCIT and
ST

1SS, MS, VAS, |nasal
threshold in SLIT and SCIT

|SS, MS, ICS dose, asthma
attack no in SCIT, SUT and

SCIT-plus-SLIT, |NP threshold
in SCIT, SUT and SCIT-plus-SLIT

tsp 1gG, 1gG4] in SPT
reactivity in SCIT

|SPT reactivity in SCIT

NE

Isp IgE, TIgG, |SPT
reactivity in SCIT

Isp IgE, T1gG4 in SCIT,
sp IgE/1gG4,
|CD8" CD25" in SCIT
Isp 1IgG4 in SCIT 1
IL-1071, | SPT reactivity,
| sp IgE in SCIT and SLIT

Lsp IgE, | SPT reactivity
in SCIT and SLIT
IL-10 in SLIT

1 1-10, TGFB, IFNy in
SCIT, SLT and
SCIT-plus-SLIT Tsp
lgG4 in SCIT and
SCIT-plus-SLIT

HDM, house dust mite; MS, medication scores; NE, not evaluated; NP, nasal provocation; PHARM, pharmacotherapy; R-Open, randomized open; R-Open-C,
randomized open controlled; R-Open-SLiTe, randomized open placebo sublingual immunotherapy (SLIT) controlled; RPC-DBDD, randomized, placebo-controlled,
- sp, specific; SPT, skin prick test: SS, symptom scores: VAS, visual analogue score.

doubleblinded double dummy: SCIT, subcutaneous immunotherap




Assessment of sublingual imr
efficacy in children with hous
mite-induced allergic asthma
controlled by pharmacologic
and mite-avoidance measures

B sSLIT
] Placebo

[~ —{]

12 months 18 months

Table 2 Symptoms scores, medication intake and lung function paramaters at

haseline and at SLIT endpoint

SLIT {n = 54),

mean + s.4d.

Diumal asthma
Baseline 0.19 = 0.30
Endpoint 015+ 0.26
Mocturnal asthma
Baseline 0.17 £ 0.30
Endpoint 0.10 + 0.19
% asthma-free days
Baseline 185+ 274

Endpoint 858 + 238

ST T T ST T eSO e ey

Baseline h8 + 220
Endpoint 257 + 2312

Flacebo {n = 55)

mean = s.d.

0/ +0.24

008 0.1/

011 £ 0.18
007 £0.16

HlE + /38
9.1 £154

pvalus®

034 & 437
223 £ 270

Use of inhaled [i,-agonists terbutaline puffs/day)

Baseling 087 £ 05

Endpoint 055+ 06
Rhinitis daily score

Baseline 0.71 = 0.76

Endpoint 012+ 0.14
PEFR variability (%)

Baseling 803+ 7.1

Endpoint 6.06 + 545
FEV; (% predicted valug)

Baseline 919+ 134

Endpoint BB5 =+ 134

090 + 08
047 05

05l + 0.58
017 £0.19

{48 6.4
6.36 + 565

.1 £ 121
W+ 14b




Specific immunotherapy with SQ standardized grass allergen
tablets 1n asthmatics with rhinoconjunctivitis

Background: The best way to prevent allergy symptoms 1s to treat the allergic R. Dahl', A. Stender?, S. Rak®

Table 3. Averags daily asthma medication and symptom score

Prasaason Grass pollen season

Treatmant group analysis sat Placsho FAS (N = 40 75000 50-T FAS (N = 73] Placsho FAS [N = 39)° Fh 000 S0-T FAS (N = 68)"

Asthma madication scon
Maan (50) 0091014 009(0.23) I 056 (1.08) 07 (128 I
Madian 000 0oo uay L]
Minimum—maximum 000044 000-1.35 000-4100 000533

Asthma symptom scora
Mean (SD) 033 (033 023 (0.34) E.H 10.92) 0.44 (D58 I

Median 023 010 035 [N
Minimum—m aximum Q00-1105 000=200 000350 0.00-3.67




Efficacy and safety of high-doses sublingual immunotherapy in ultra-rush
scheme in children allergic to grass pollen

l. Stelmach, J. Kaczmarek-Wozniak, P. Majak, M. Olszowiec-Chlebna and J. Jerzynska
Department of Pediatrics and Allergy N Copernicus Hospital, Ladz, Polond M arc h 2 009

=50
Children randomized

n=25 =25
SLIT Placeho

Premature termination before ¥6 Premature termination before V6
- Chidren wishes to end the study (2) | - Children w
- Non-compliance (1) - Non-comp!

P<0.001 | p<DDO1  P<0.001

n=22: SLIT n=2
Completers first year Compl

Premature te
Premature termination Z%6 - Insufficien
- Lost follow-up (2) - Lost follow
- Children w

n=20: SLIT n=1%
Completers second year Comple

Redudion in symplom and medication




PROBLEMS:

The majority of the trials were not designed
and sized for asthma as primary outcome

Heterogeneity of study designs, duration,
dose and evaluation parameters.

Few studies had functional parameters
evaluated



Implications for clinical trials:

If asthma is investigated, the trial should
consider asthma as primary outcome

Functional parameters (FEV1, VEMS,
oscillometry) should be evaluated

Patients should be symptomatic, or
therapeutic control should be evaluated.



doi: 10.1111/.1365-2222.2009.03448 x Clinical & Experimental Allergy, 40, 922-932

ORIGINAL ARTICLE [«iatEIW[=32: © 2010 Blackwell Publishing Ltd

Clinical efficacy and immunological mechanisms of sublingual and
subcutaneous immunotherapy in asthmatic/rhinitis children sensitized to
house dust mite: an open randomized controlled trial

A. 0. Eifan"?, T. Akkoc', A. Yildiz', S. Keles', C. Ozdemir', N. N. Bahceciler' and I. B. Barlan'
"Division of Pediatric Allergy and Immunology, Marmara University Medical Faculty, Istanbul, Turkey and “Allergy & Clinical Immunology Section, NHL]

Imperial College, Fac
Pharmacotherapy SCIT SLIT
NS P=0.001 P=0.02

I
I 1 1 1 1
NS . NS P=0.003 P=0.02 P=0.01 NS
—— —i— —i—

T T T T
PrelT 6 12 PrelT 6 12




REVIEW ARTICLE

Sublingual allergen immunotherapy: mode of action and
its relationship with the safety profile
M. A. Calderén’, F. E. R. Simons?, H.-J. Malling®, R. F. Lockey*, P. Moingeon® & P. Demoly®

Table 1 Clinical efficacy of SLIT and SCIT in comparative studies

Authors

Study design

Patients

(n)

Patient
age range

Allergen
extract

Treatment
duration

SLIT allergen
dose (-fold
the SCIT dose)

Conclusion
in terms of
efficacy

Bernardis

et al. (9)
Quirino

et al. (10)
Mungan

et al. (11)
Khinchi

et al. (12)
Herrscher

(13)
Mauro

et al. (14)

Cpen, controlled,

no placebo

RCT, double-dummy,

no placebo

RCT, single-blind,

placebo

RCT double-dummy,

placebo
Patient survey

RCT, no placebo

23

20

36

58

b-26

13-39

18-46

20-58

371

18-59

Alternaria
fenuis
Five grasses

Der p, Der f

Birch

Multi-allergen
extracts

Alder, birch,
and hazel

2 years

1 year

1 year

2 years

Typically
9-18 months
Not stated

®3.6

x2.4

%30

x210

x5-10

x92

SLIT = SCIT

SLIT = SCIT

SLIT = SCIT

SLIT = SCIT

SLIT = SCIT

SLIT = SCIT




Implications for clinical trials:

The optimal study design to compare SLIT
and SCIT is the DB DD RPC fashion

This is not currently feasible, due to
economic limitations.



Changing the route of immunotherapy administration: An
18-year survey in pediatric patients with allergic rhinitis
and asthma

. . . . e . . 2
Giovanni Pajno, M.D.,! Lucia Caminiti, M.D.,! and Giovanni Passalacqua, M.D.~

Table 2 Changing SLIT to SCIT and vice versa

SCIT TO SLIT SLIT TO SCIT pxz
(n = 54/648) (n = 340/4285)

% 8.3 7.9 NS
Nonadherence 5 (9.25%) 48 (14.12%) NS

Side effects 49 (90.75%) 0 <0.001
Inefficacy 0 292 (85.88%) <<0.001
Parietaria 29 (4.47%)* 184 (4.29%)*

Grass 18 (2.77%)* 110 (2.56%)*

Dust mite 5(0.77%) 41 (0.95%)

Olive 2(0.30) 5(0.11%)

Numbers, percentages, and reasons for shifting the regimen.
*SCIT for single allergen: Parietaria, 10.62%, and grass,
8.32%.

*SLIT for single allergen: Parietaria 11.73%, and grass,
8.95%.

NS = not significant; SCIT = subcutaneous immunother-
apy; SLIT = sublingual immunotherapy.




ANAPHYLAXES DUE TO SLIT
AUTHOR SEX AGE ALLERG EPINEPH

Antico \Y 36 Latex ?
Dunsky F 31 Mix N
Eifan F 11 Mix N
Blazowski F 16 Mite Y
Rodriguez \ 11 Mite N
De Groot \Y 13 Grass Y
De Groot F 27 Grass Y
Buyukozurk \ 28 Latex Y
Buyukozurk M 35 Latex Y
Rodriguez \Y 27 Mite Y
Rodriguez = 14 Mite Y



Rostrum

Speaking the same language: The World Allergy
Organization Subcutaneous Immunotherapy Systemic
Reaction Grading System

Linda Cox, MD,? Desiree Larenas-Linnemann, MD,” Richard F. Lockey, MD,® and Giovanni Passalacqua, MD,? Editors
Davie and Tampa, Fla, M TABLE I. World Allergy Organization Subcutaneous Immunotherapy Systemic Reaction Grading System (see text)

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Symptom(s Vsign(s) of 1 organ Symptom(s)/sign(s) of more than ~ Lower respiratory Lower or upper respiratory Death
system present* 1 organ system present Asthma (eg, 40% PEF or FEV, Respiratory failure with or
Cutaneous or drop without loss of consciousness
Generalized pruritus, urticaria, Lower respiratory NOT responding to an inhaled or
flushing, or sensation of heat or Asthma: cough, wheezing, bronchodilator) Cardiovascular
warmth shortness of breath (eg, less or Hypotension with or without
or than 40% PEF or FEV, drop, Upper respiratory loss of consciousness
Angioedema (not laryngeal, responding to an mhaled Laryngeal, uvula, or tongue
tongue or uvular) bronchodil ator) edema with or without stridor
or or

Upper respiratory Gastrointestinal
Rhinitis - (eg, sneezing, Abdominal cramps, vomiting,
rhinorrhea, nasal pruritus and/ or diarthea

or nasal congestion) or

or Other
Throat-clearing (itchy throat) Uterine cramps
or

Cough perceived to originate

in the upper airway, not the

lung, larynx, or trachea

or

Conjunctival

Erythema, pruritus

or tearing

Other

Nausea, metallic taste, or

headache

Patients may also have a feeling of impending doom, especially in grades 2, 3, or 4.

Note: Children with anaphylaxis seldom convey a sense of impending doom and their behavior changes may be a sign of anaphylaxis; eg, becoming very quiet or irritable and cranky.
Scoring includes a suffix that denotes if and when epinephrine is or is not administered in relationship to onset of symptomi(s)/sign(s) of the SR:a, < 5 minutes; b, >5 minutes-
to <10 minutes; ¢: =10 to <20 minutes; d:>20 minutes; z, epine phrine not administered.

The final grade of the reaction will not be determined until the event is over, regardless of the medication administered. The final report should include the first symptom(s)/sign(s) and
the time of onset after the subcutaneous allergen immunotherapy injection®*** and a suffix reflecting if and when epinephrine was or was not administered, eg, Grade 2a; rhinitis:10
minutes.

Final Report: Grade a-d. or z First symptom(s)/sign(s) Time of onset of first symptom_




Rostrum

Grading local side effects of sublingual immunotherapy
for respiratory allergy: Speaking the same language

Giovanni Passalacqua, MD,? Carlos E. Baena-Cagnani, MD,” Jean Bousquet, MD,® Giorgio Walter Canonica, MD,?
Thomas B. Casale, MD, Linda Cox, MD,® Stephen R. Durham, MD,’ Desiréé Larenas-Linnemann, MD,?

Dennis Ledford, MD," Ruby Pawankar, MD,' Paul Potter, MD,’ Nelson Rosario, MD,* Dana Wallace, MD,' and

Richard F. Lockey, MD" Genoa, Italy, Cordoba, Argentina, Montpellier, France, Omaha, Neb, Ft Lauderdale and Tampa, Fla, London,
United Kingdom, Mexico City, Mexico, Tokyo, Japan, Groote Schuur, South Africa, Curitiba, Brazil, and Arlington Heights, 111

From *Allergy and Respiratory Diseases, University of Genoa:; "Catholic University of
Cordoba; “University Hospital, Hopital A. de Villeneuve, Department of Respiratory
Diseases, I'»-’Iunlpc]]icr;dlhc Creighton University School of Medicine, Omaha; “Nova
Southeastern University, Ft Lauderdale; ‘the National Heart and Lung Institute, Impe-
ral College, London; ®the Allergy Department, Hospital Medica Sur, Mexico City:
"the University of South Florida, Tampa; 'Nippon Medical School, Tokyo:'the Univer-
sity of Cape Town, Groote Schuur; *the Federal University of Parana, Curitiba; and 'the
American College of Allergy Asthma and Immunology, Arlington Heights.

This document has been officially endorsed by the American Academy of Allergy,
Asthma & Immunology (AAAAI); the Asia Pacific Association of Allergy, Asthma
and Clinical Immunology { APAAACI); the American College of Allergy, Asthma and
Immunology (ACAAT); and the Latin American Society for Allergy and Immunology
(SLAAT).

JACI 2013




Implications for clinical trials:

Adverse events should be described,
graded and classified in a standardized
fashion

Adverse events should be notified
promptly, to monitoring authorities or
manufacuturers
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UNSOLVED QUESTIONS

Optimal maintenance regimen (continuous VS pre-coseasonal)
Dose and extract standardization?

Better drugs or SIT?

Polysensitized?

Optimal maintenance SLIT dose for other allergens



Pediatric Allergy and Immunology

SHORT REPORT

Direct comparison between continuous and coseasonal
regimen for sublingual immunotherapy in children with
grass allergy: A randomized controlled study

Giovanni B. Pajno’, Lucia Caminiti’, Giuseppe Crisafulli’, Daniela Vita', Mariella Valenzise',
Raffaele De Luca' & Giovanni Passalacqua®

mmm CON-SLIT s COS5-SLIT

Madications Symploms + Medications Symploms +
medications madications




EURDPEAN JOURMAL OF ALLERGY
y AND CLIMICAL IMMUNOLOGY

Allergy

ORIGINAL ARTICLE

Comparative effect of pre-coseasonal and continuous
grass sublingual immunotherapy in children
I. Stelmach’, I. Kaluziriska-Parzyszek', J. Jerzynska', P. Stelmach?, W. Stelmach® & P. Majak’
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Allergen content of grass pollen preparations for skin prick testing

and sublingual immunotherapy

Background: The allergen content ol diagnostics and immunotherapeutics is I. Sander, C. Fleischer, U. Meurer,

Manufacturer Conc. Protein (pg/ml) Phl p 5 (pg/ml)

Allergopharma 50 000 SEE/mI 1 B.75
ALK-Abelld 10 HEP 419
Allergy Therapeutics 10 000 DU/mi 0.15
HAL Allergy 10000 AU/ml 4 18.30
stallergenes 100 Rl 270



http://bellquel.scuole.bo.it/scuole/serpieri/erbario/immagini%20erbacee%20spontanee/Graminacee/Poa%20annua%203.jpg

Subcutaneous immunotherapy and pharmacotherapy in

seasonal allergic rhinitis: A comparison based on
meta-analyses

Paolo Maria Matricardi, MD,® Piotr Kuna, MD,® Valentina Panetta, MSc,® Ulrich Wahn, MD,® and

Annemie Narkus, MD® Berlin and Reinbeck, Germany, and Lodz, Foland
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Efficacy of sublingual immunotherapy with
house dust mite extract in polyallergen sensitized
patients with allergic rhinitis

Ji-Eun Lee, MD*; Yoon-Seok Choi, MD*; Min-Su Kim, MD*; Doo Hee Han, MD*;
Chae-Seo Rhee, MD#*¥; Chul Hee Lee, MD*7; and Dong-Young Kim, MD*+

Masal obstruction [ichy nose




Sublingual Immunotherapy in Polysensitized
Patients: Effect on Quality of Life

G Ciprandi,” G Cadario,? C Valle,* E Ridolo,* M Verini,> M Di Gioacchino,®
M Minelli,” S Gangemi? V Sillano,? C Colangelo,” V Pravettoni,"

R Pellegrino,'? P Borrelli,”™ A Fiorina,'™ A Carosso,™ A Gasparini,'®

GG Riario-Sforza,” C Incorvaia,'” P Puccinelli,”® S Scurati,'® F Frati'®

Mean Scores

M

Activity Sleep General Practical Nose Eye Emotional el
Problems Problems Symptoms  Symptoms Aspects




METHODOLOGICAL ISSUES

HETEROGENEITY OF TRIALS

- DOSES

-PATIENTS’ SELECTION

- PRIMARY OUTCOME/ANALYSIS

- SAMPLE SIZE CALCULATION

- ADHERENCE

- REPORTING



Sublingual immunotherapy with grass pollen
is not effective in symptomatic youngsters in
primary care

Esther Roder, MD,*" Marjolein Y. Berger, MD, PhD,” Wim C. J. Hop, PhD,® Roos M. D.

Bernsen, PhD,” Hans de Groo
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VS PLACEBO
Symptoms
-28% (-39%)
Medications

- 24% (-48%)

W
v
e
o
I~
I
b
=

Efficacy and safety of 5-
grass-pollen sublingual
immunotherapy tablets in
pediatric allergic
rhinoconjunctivitis

Wahn 2009

C—Average daily pollen cournt 300 IR — placeho

B 16 24 32

Days (0 = firg day of main pollen period )

Pollen countsim® 24h




Grass allergen tabled
Placeboe

M
I".l | Jlfl'r"uﬂul
A i
[u' | I"'-.I

Efficacy and safety of sublingual
immunotherapy with grass allergen
tablets for seasonal allergic
rhinoconjunctivitis.

Dahl et al, JACI 2006

Symptorm Score

VERSUS PLACEBO:
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SYMPTOM REDUCTION
- 30%
MEDICATION REDUCTION
- 38%

634 PATIENTS !!!

Relative Days ((=start of pollen season)

Grass Pollen Graing/m>




Primary sensitization

Cross-reactivity

Follens

Ragweed

Mugwort

Parietaria

Russian thistle or saltwort
Goosefoot or

Lambs quarters

Plantain or Ribwort
Timothy

Bermuda grass
Birch

Japanese cedar,
Cypress
Flane tree

Latex

Ambal
Artvl, Artv 3
Parj2

Sal k1

Chea 1

Plal1

Phlp 1
Fhl p 5
Phl p &

Cynd 1

Bet v 1
Bet v &

Alng 1
Cuea |
Olee 1
Olee 7
Olee 9
Cryj 14
Cup al
Plaal
Plaa2
Hevb 1, Hevbh 3, Hev b
5, Hevb 6

Phlp 4
Phlp 7
Phlp 11
Phlp 12

Betv 1
Betv 2
Betv 4
Alng 1
(uea |
Olee 2

Primary sensitization

Cross-reactivity

House dust mite
pyroglyphidae
Blomia tropicalis
Euroglyphus mannei
Lepidoglyphws destructol
Cat

Dog
Horse

Alternana alternata
Aspergillus fumigatus

Olee7,0leed

Sastre,
Clin Exp Allergy 2010

Derp 1, Derp 2
Derf 1, Derf 2

Blots

Eurm 2

Lepd 2

Feld 1, Fel d 4

Canf 1, Can f2,
Can f5

Equco |

Alta 1, Alta 6

Aspf 1, Asp f 2, Asp ]
TAspf4 Aspfe

Derp 10




GRASS
Phlp 1
Phlp 5
Phlp 6

Phl p 7 (profilin)
Phl p 12 (CBP)

BIRCH
Betv 1

Bet v 2 (profilin)
Bet v 3 (CBP)

PARIETARIA
Parj 1
Parj 2

Parj 3 (profilin)



Original article

Molecular profiles of IgE to Phleum pratense in children with
grass pollen allergy: Implications for specific
immunotherapy

Salvatore Trpodi, MD,® Tullio Frediani, MD.® Sandra Lucarelli, MD,® Francesco Macri, MD,® Giuseppe Pingitore, MD,*
Andrea Di Rienzo Businco, MD,® Arianna Dondi, MD,® Paola Pansa, MD.® Giovanni Ragusa, MD,® Riccardo Asero, MD.®
Diego Faggian, MSc.! Mario Plebani, MD,f and Paolo Maria Matricardi, MD®  Rome, Bologna, Paderno Dugnano, and Padua,

lialy, and Berlin, Germarny

(n = 200)*

Percent . Percent L Percent

Age (y), mean * SD : 3.4 | 33 3.3
Male sex (no ftotal [56]) 63.4 k 63.1 63.0
Atopic sensitization (SPT =3 mm)

Phicwm pratense 5 00.3
Wheal diameter 3-5 mm Z1.8
Wheal diameter 6-10 mm 356
Wheal diameter =10 mm 44.3

Cynodon dactylon 72.0

010
1.0
56.0
33.0
70.5

A4
2
.4
.
.0

[

Betula verrucosa : 2.6 <
Cupressus arizonica 50.3 A 51.5 49.0
Platanus orienialis 30.3 33 32 : 3.3
Olea eumpaea .6 : . 6.0
Parietaria judaica 5 42.9 L z 41.5
Anrtemisia vulgaris 7 15.4 3 16.5
Plantago lanceolata 38.3 E 30. 380
=3 Pollens SH.8 . 57.: 585
Dermatophagoides pleronyssinus 49.7 3 i 50.0
Dermatophagoides farinae 52.6 . 53.0
Blattella germanica 11.4 ; . 13.0
Cat 4.0 7 . 24.0
Dog 1.4 E 30. < 29.0
Alternaria tenuis 57 32.6 : 36, : 315

23,5

Cladosporium herbarum 3 5.6 E a 8.5
=3 Indoor allergens 7 38.3 . 77 385
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Evidence of adherence to allergen-specific immunotherapy
Gianenrico Senna®, Erminia Ridolo®, Moises Calderon®, Carlo Lombardi®,
Giorgio W. Canonica® and Giovanni Passalacqua®

Table 3 Studies on compliance with sublingual immunotherapy

Reference Mo. of patients Age Compliance (%)

Marogna ef al. [25] 319 Adults 80
Lombardi ef al. [26] 86 Adults fo=97
Pajno ef al. [24] BOE Children 75
Passalacqua ef al [27] 443 Adults/adolescents 76
Passalacqua ef al (28] 71 Children 85
Roder ef al [29°7] 154 Adolescents L

Current Opinion in Allergy and Clinical
Immunology 2009 9:544-545




Letter to the Editor

How adherent to sublingual immunotherapy
prescriptions are patients? The manufacturers’
viewpoint

To the Editor:

Adherence to prescriptions is crucial for all long-term treat-
ments,’ and this is true also for sublingual immunotherapy
(SLIT), which is self-managed at home by the patients them-
selves. In fact, in the case of SLIT, medical supervision is usually
limited to control visits or to prescription renewals. Available
postmarketing studies indicate that the compliance with SLIT
ranges from 50% to 95%, depending on age and on duration of
treatment.” Nonetheless, the postmarketing surveys on compli-
ance have an inherent limitation in that the observation itself
can distort the results to some extent. In other words, when pa-
tients are aware that their compliance with treatment is recorded,
they tend to be more adherent. Moreover, those studies assessed
the adherence over himited periods, whereas SLIT should be
continued for at least 3 years, according to recommendations.
In everyday clinical practice, the general perception is that a large
proportion of patients discontinues the prescribed SLIT, and this
usually happens within the first year.

To address this latter aspect better, and to quantify the rate of
discontinuations in real life, we collected the Italian sales figures
from 2 large manufacturers (Stallergenes Italy, Milan, and ALK-
Abellé Ttaly, Lainate, Milan), who kindly provided their data
subdivided as per the 20 Italian administrative regions. It is to be
noted that these manufactures account for more than 6(F¢ of the
Italian immunotherapy market. To assess the discontinuation rates

B Pollen
1 Dust mite

2008 2009

| Fully reimbursed.
O Partly reimbursed
Mot raimbursed

2007

2006 2008 2008

AG 1. Percentages of SLIT treatments still ongoing at 1, 2, and 3 years after
the initial prescription. Upper panel, Percentages for pollens and house

dust mite SLITs. Lower panel, Percentages according to the reimbu rsement Q1

modality.

Senna GE, Lomabrdi C, Passalacqua G. JACI 2010




ALLERGY

Sublingual
immunotherapy:

adherence based on
timing and monitor-
ing control visits

D. Vita, L. Caminiti, P. Ruggeri,
G. B. Pajno*

1st year 2nd year



Original article

The Consolidated Standards of Reporting Trials (CONSORT)
Statement applied to allergen-specific immunotherapy with
inhalant allergens: A Global Allergy and Asthma European

Network (GAZLEN) article

Philippe J. Bousquet, MD, PhD,** Moises A. Calderon, MD, PhD,”* Pascal Demoly, MD, PhD,*¢* Desirée Larenas, MD,®
Giovanni Passalacqua, MD,®* Claus Bachert, MD, PhD,"* Jan Brozek, MD, PhD,?#* G. Walter Canonica, MD,®*

Thomas Casale, MD," Joao Fonseca, MD, PhD,'* Ronald Dahl, MD, DrMedSci,'* Stephen R. Durham, MD,"*

Hans Merk, MD,** Margitta Worm, MD,'* Ulrich Wahn, MD,™* Torsten Zuberbier, MD, PhD,'*

Holger J. Schunemann, MD, PhD, MSc,?* and Jean Bousquet, MD, PhD®*"* Montpellier and Villejuif. France, London, United

SCIT: 46 trials SLIT: 48 trials

CONSORT: 1 trial CONSORT: 3 trial
Flowchart: 16 trials Flowchart: 20 trials

Dropouts: 12 trials Dropouts: 16 trials
Randomization: 16 trials Randomization: 12 trials
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A Meadows, B Kaambwa, N Novielli, A Huissoon, A Fry-Smith, C Meads,
P Barton and J Dretzke

4 On IT no symptomatic treatment (SUSTREE 1)

Meta-analyses found statistically significant effects for SCIT and SUT compared with placebo
across a number of outcome measures and for the vast majority of subgroup analyses (type and amount of
allergen, duration of treatment). There was less evidence for children, but some results in favour of SUT
were statistically significant. Indirect comparisons did not provide conclusive results in favour of either SCIT
or SLIT. Economic modelling suggested that, when compared with symptomatic treatment (5T), both SCIT
and SLIT may become cost-effective at a threshold of £20,000-30,000 per quality-adjusted life-year (QALY)
from around 6 years, or 5 years for SCIT compared with SLIT (NHS and patient perspective).
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Rostrum

Recommendations for appropriate sublingual
immunotherapy clinical trials

Thomas B. Casale, MD,® G. Walter Canonica, MD,"” Jean Bousquet, MD,® Linda Cox, MD.” Richard Lockey, MD,®
Harold S. Nelson, MD,' and Giovanni Passalacqua, MD" Omaha, Neh, Genoa, [taly, Montpellier, France, Davie and Tampa, Fla,
and Denver, Colo

TAELE lll. Foints to consider for randomized controlled trials in
SLIT

Allergen vaccine JACI, OCt 09

Composition Single allergen or mixtunes
If mixture Compatible allergens in liquid form

with proven stahbility
Standardization Defined based on major allergen content Fescue madication @ Standardized list

Updosing regimen Mot required . -
PEOSITE TEE reqHre & Weighted medication score
Dose ~5 pg major allergen/d recommended . =
Patient selection Primary outcome ® Tolal svmplom score
Assess all sensitizations  Panel of allergens using skin prick tesis & Combined :i'r-.'rl:L'[rl'irrl:l.-r[lﬁJi:.'illi-iHI SCO0E

(monosensit zation I'[th:ft:Tl‘t:d]

or polysensitization) o N ® For asthma: coprimary, FEV; or peak
Prove concordance of Skin prick tests and semum-specific [gE

sensilization and Optional: allergen challenge

symploms because Secondary oulcomes

expiratory flow

Rescue medications

ndividual svmploms
Visual analog scale

(L

Asthma control

il all sensitizati ons
are clinically relevant

svmploms before SLIT svmploms with exposure in previous vear
@ Run-in (difficult to do for seasonal
allergens) with low pretreatment

L
L
L
Assess severily of & Histoncal: moderate o severe .
L
L

Svmplom-iree davs
symploms @ Physician and patient rated clinical
Repoit comorbidities May be used in the analysis
Exclude patients who
received SIT within 5 v
Study design
® Randomized
@& Double-blind
# Placebo-controlled: appopriate predefined minimal svmptom

global improvement

incraase during pollen season



Padiatric Allergy and lmmunology

REVIEW ARTICLE -

Perspectives on allergen-specific immunotherapy in
childhood: An EAACI position statement

M. A. Calderon’, R. Gerth van Wijgkz, l. Eichler®, P. M. Matricardi®, E. M. Varga®, M. V. Kopyﬁ,
P. Eng’, B. Niggemann®, A. Nieto®, E. Valovirta'?, P. A. Eigenmann'’, G. Pajno’?, A. Bufe',
S. Halken™, K. Beyer® & U. Wahn

'Depanment of Allergy and Respimtory Medicine, Royal Brompton Hospital, Imperial U nmet n E'E'd S l]f d I I ergen-spe Elfl  Wrrrnun ﬂth erapy in
Erasmus MC-University Medical Center, Rotterdam, The Netherlands; *Eurcpean Me -

Preumaology and Immunology, Charité Medical University, Bedin, Germany; *Departn Eh i I *E n

Division, Medical University Graz, Graz, Austria; *Departmant of Allergology and Pnet

Germany; ‘Allergy Unit, Children's Hospital, Kantonsspital Sarau, Switzerland; *Depar . ! 1 3 P .

Cross Hospital Westend, Berlin, Germany; *Pediatric Allergy and Pneumalogy Unit, C * I:I'PLH-“ H-l- 'j["'!';':: i.‘l.ﬂl'_:l Ij['l-!-;.l_ﬂg fl:'-:.‘L]LI-:.‘ nc }' “'[ i.‘l.ljl-l'ilﬂl!'i-trl‘ltl“n
Clinic, Suomen Terveystalo AllergyClinic, Turky, Finland; "'Division of Immunology an

o : w w ™ . - - K 1 = - . - 1]
of Geneva, Geneva, Switzerdand, "*Department of Pediatrics, Allergy Unit, University * I_ Ic L] LC n'i-:" “'[ !"‘I-Ij L ':-[ [':-‘L r-!"‘ dmn I'_:I !"‘L{E L r-:"
Experimental Preumology, Ruhr-University Bochum, Bochum, Gemnany; '*Hans Chri »

Hospital, Odense, Denmark Efficacy and safety m patients unresponsive to pharmaco
therapy
To dte this article: Calderon MA, Gerth van Wik R, Eichler |, Matricardi PM, Varga EM, Ropp I—-['pr SI_I T D[’i'l-['!-'-:- VR, |‘_H_ I_':.l.:'tl.:_
Pajno G, Bufe A, Halken 5, Beyer K, Wahn U. Perspectives on allergen-specific immunothara . .
Duration of treatment

Long-term efficacy and safety

Preventive capacity (asthma, new sensiizations)
Identification of mmunological biomarkers

Defimtion of duration of discase before starting treatment

(mmimal age)

® Development of generally accepted primary outcome mea
sures (1.e. symptom medication scores)

® Studies targeting children with moderate asthma

® Evaluating the effechveness of allergen-speafic immuno
therapy m real hfe in allermec rhmtcs with concomitant
asthma, especially in terms of a steroid-sparing effect.

® (Cost-effectiveness studies and pharmaco-economic aspects
® Developmg stratemes to enhance adherence




THANK YOU !

Contact us at
canonica@unige.it
passalacqua@unige.it

WAO, Chicago, Dec 2013
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