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{Qué es inmunoterapia con
Alergenos?

3  Conocimiento especiticc

Paciente alérgico

Identificar alergen del Alergologo:

_HC -Caracteristicas
_EF alergenos
-Dosis

-Pruebas especificas ,
-Reacciones X

+ Aplicaciones seriadas: subcutaneas, sublinguales

* FIN: reducir sintomas y uso medicamentos, prevenir
nuevas alergias y reducir alteracion inmunolégica.



Esquema de aplicacién

Inmunoterapia subcutanea y sublingual



Esquema de aplicaciéon SCIT

L

x 1-2 inyecciones/semana

+ Duracion: 3-6 meses

+ Mayor riesgo de reacciones sistémicas

+ Especial: ‘cluster’ o ‘rush’ esquemas: vigilancia estrecha
%

+ Aplicacion de dosis de mantenimiento:
misma dosis siempre/adaptada x estacion

x 1-2 inyecciones / mes
x Duracion: 3-5 afios

f‘f‘zg %* Algunos presentaran recaida después de ITx exitosa
' 1 (Alergia a aeroalergenos 0 a 33% en publ. recientes)



Esquema

Fase con aumento
De dosis:

Inyecciones
1-2/sem.

‘—P

de inmunoterapia

Fase de mant: 1-2 / mes

— Cantidad de alergeno




Esquema de aplicacion SLIT

# Fase de aumento de dosis
x 1-5 gotas diarias

x Duracion: 15-30 dias.

# Fase de mantenimiento
+ Aplicacion de dosis de mantenimiento
%« Dlario

_—_* Duracion: 3-5 anos
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Esquema de SLIT

Fase de mant: diario gotas sublinguales
Fase aumento
de dosis: by

rotas AN LA

— Cantidad de alergeno




Inmunoterapia para asma en
ninos

EVIDENCIA CIENTIFICA




SCIT para asma

» Ensayo doble-ciego, placebo controlado

» Inmunoterapia de multiples alergenos
durante minimo 18 meses

» 121 ninos alérgicos con asma moderada-a-
severa, perenne (todo el ano)

Adkinson NF et al. N Engl | Med 1997;336:324-31




Medication Score for Previous 60 Days

SCIT para asma
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@ Immunotharapy (n=53)
@ Placebo (n=57)

Adkinson NF et al. N Engl ] Med 1997;336:324-31



Adkinson 1997

TABLE 2. ALLERGEN EXTRACTS USED FOR TREATMENT AND SENSITIVITY TO ALLERGENS IN THE TwWO
TREATMENT GROUPS.

MAINTENANCE DOSE SENSITIVITY
ALLERG RGEN
The median number of extracts aamqn ed for treat-
ment was six (range, two to seven). Compliance with [,
weightvolume  units/mlT g % of children
Dermatophagoi I) 77 83

wemee: | MIX DE 6 ALERGENOS ES [

Ambrosin elatiol 77 77

Grass mix§ DEMASIADO p I élllcrgm} 62 75

Alternarin alternata 1:2 6 (Altal) 64 60
Cynodon dactylon (Bermuda grass) 1:10 54 58
Plantago lanceolata (English plantain) 1:10 51 50
Quercus alba (white oak) 1:10 41 30
Cladosporium herbarum 1:2 25 27
Aspergillus fumigatus 1:10 8 7

*Extracts were prepared and standardized as lyo

racts were | standardized as
fThe unts were sndardned wnis o unins) s BAJA CANTIDAD GRUPO 2

§The extr TverS-a-TTety Pitieum pratense (timothy), Dactylis glomerata (orchard grass), and Lolium pereene
(perennlal ryegrass) in equal parts.




Adkinson 1997




Cochrane metanalisis:
SCIT para asma

» Ensayos randomizados, controlados: 1954-2009

» SOlo ensayos que enfocan en asma como patologia primaria
(Ensayos de RA incluidos si reportan Sx de asma separadamente)

Acaro polvo casero 42
Polen 27
Caspa de animal 10
Cladosporio 2
Latex 2
Multiples alergenos 6
TOTAL 88

+ Heterogenidad bastante elevada
# S0lo 16 ensayos describieron proceso adecuado de cegamiento

et al. Cochrane Database of Systematic Reviews 2010, Issue



SCIT para asma: Cochrane

Reduccion significativa de puntaje de sintomas

(NNT = 3; 95% CI 3 a 5)

Reduccion significativa de puntaje medicacion

(NNT =4; 95% CI 3 a6)

Mejora significativa de hiperreactividad especifica bronquial
No efecto consistente sobre funcion pulmonar

Reaccion adversa local: 1 en 16 pacientes

Reaccion adversa sistémica: 1 en 9 pacientes

Abramson M], et al. Injection allergen immunotherapy for asthma. Cochrane Database of Systematic Reviews
2010, Issue 8. Art. No.: CD001186. DOI: 10.1002/14651858.CD001186.pub?.




Crisis asmatica

# NNT 4 = se tienen que tratar 4 pacientes para prevenir que exacerban los
sintomas en uno

FPrevention of deterioration in asthma symptoms on immunotherapy
With Treatment

MNT: 4

Key

@ Good Outcome
o Bad Outcome
Better with Rx



Medicacion de asma
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Aumento en la medicaclon del asma SON inmunoterapia

V], et al. Cochrane Database of Systematic Reviews 2010, [ssue



Incremento en la
hiperreactividad bronquial
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SCIT en ninos

EVALUACION DE EVIDENCIA
SEGUN METODO GRADE

=



Review

Evidence of effect of subcutaneous
immunotherapy in children: complete and
updated review from 2006 onward

Désirée E. S. Larenas-Linnemann, MD**; Dino R. Pietropaolo-Cienfuegos. MD7; and
Moisés A. Calderén, MD, PhD+:

Arnals of Allergy, Asthma
& Immunology

ACAA @



abordaje de evaluar calidad de

GRADE

evidencia

Diseno estudio

Randomizado (4)

Observacional (2)

Agregar/quitar
puntos segun
caracteristicas

=

Aumenta la calidad Reduce calidad en caso
en caso de... de...

Efecto amplio*** Limitaciones del

1. Large estudio*

2. \Very large 1. Serias

Dosis-respuesta
1. Evidencia de un

gradiente
Confusores ...
1. Reduciran un
efecto

demostrado, 0

2. Sugirirdn un
efecto espurio,
cuando resultados
no muestran
efecto

2.  Muy serias
Inconsistencia

1. Seria

2. Muy seria

Los datos son indirectos
1. Seriamente

2. Muy seriamente
Imprecision**

1. Seria

2. Muy seria

Bias de publicacion
1. Probable

2. Muy probable

Calculo final
de la calidad
de evidencia

=)

Calidad de
evidencia

Alta(4)

Moderada (3)

0000

Baja (2)

@000

Muy baja (1)

|_JeJele)




SCIT para asma pediatrico: 2006-2011

Acaros de polvo casero

Statistically significant difference for
active-placebo/control groups

No effect for
active-placebo/control groups

Evidence®

Prevention asthma

Inal et al, 2007 (GO)

Asthma symptoms

“Wang et al, 2006 (G4)

Tsai et al, 2010 (G4)

Cevit et al, 2007 (G0)

Zang et al, 2010 (retrospective, G7)

Rosewich et al, 2010 (GO0)

Ibero et al, 2006 (G3): improved pre-post only in active

Kim et al, 2009 (GO0): improved pre-post only in active

Adjuk et al, 2008 (G1): improved pre-post in active

Majak et al, 2010 (G3): improved pre-post in both active and
placebo as all on allergen specific IT]

Asthma medication

“Wang et al, 2006 (G4)

Tsai et al, 2010 (G4)

Zielen et al, 2010 (G4)

Zang et al, 2010 (retrospective, G7)

Rosewich et al, 2010 (G0)

Majak et al, 2009 (G4): improved pre-post in both active and
placebo as all on allergen specific IT]

Majak et al, 2010 (G3): improved pre-post in both active and
placebo as all on allergen specific IT]

Reduction frequency of emergency department visits
Tsai et al, 2010 (G4)
Chen et al, 2009 (G1)

Mo studies without effect

lbero et al, 2006 (G3): improved
symptoms, but NS active-control

Reha and Ebru, 2007 (GO): 5 years after
specific IT both groups improved

Cevit et al, 2007 (GO): NS active-control
Ibero et al, 2006 (G3): much improved
medication, but NS active-control

Mo studies without effect

Mo evidence

Yes: 00009

Yes: 0000

Yes: 0000




SCIT para asma pediatrico 2006-11:
Prueba de funcién pulmonar

Acaros de polvo casero (cont)

Statistically significant difference for
active-placebo/control groups

No effect for
active-placebo/control groups

Evidence®

Pulmonary function tests

Zielen et al, 2010 (G4): PEF

Chen et al, 2009 (1): FEV,, PEF

Reha and Ebru, 2007 (G0O): 5 years after specific IT: FVC, FEV,,
FEF 255723

Zang et al, 2010 (retrospective, G7): PEF pre-post

Adjuk et al, 2008 (G1): improved pre-post in active: FEV,, PEF

Metacholine/specific_bronchial challenge
Ibero et al, 2006 (G4): specific

Chen et al, 2009 (G1): FVC

Wang et al, 2006 (G4): PEF: improved
pre-post in both active and pla-
cebo as all taking stable-dose ICS

Majak et al, 2010 (G3): VEF1: improved
pre-post in both active and placebo,
but specific IT dose reduction ICS

Zielen et al, 2010 (G4): methacholine
improved in both groups, but ac-
tive more ICS reduction.

Wang et al, 2006 (G4): as all taking
stable-dose ICS

Cevit et al, 2007 (G0): specific, active
and controls improve

Yes: when specific [T and
control on ICS: for PEF
200

for VEF1 @coo

After 5 years FEV,: cooo

No  improvement FVC:
®cco

Yes:

Specific 9009®

No,” when both on ICS
specific/methacholine:




SCIT para asma pediatrico 2006-11:
hongos

Hongos

Statistically significant difference for No effect for .
. . Evidence?
active-placebo/control groups active-placebo/control groups
Prevention asthima Mot studied Mo evidence
Mot studied
Lsthma symntoms Mo studies without effect Yes: @00

Tabar et al, 2008 (G2)
PEF: active pre-post: Tabar et al, 2008 (G2)
Active pre-post: Zapatero et al, 2011 (G1)

Asthma medication Mo studies without effect Yes: @220 (only
Active pre-post: Zapatero et al, 2011 (G1) intragroup)
Methacholine/specific Mot studied Mo evidence

Not studied




SCIT para asma pediatrico 2006-11:
alergia a pélenes

Polenes
Statistically significant difference for No effect for .
. . Evidence?
active-placebo/control groups active-placebo/control groups
Prevention asthma MNo studies without effect Yes:
Jacobsen et al, 2007 (G3—4): long term +2 years, +7 years® 7 years after @@®°
Asthma symptoms MNo studies without effect Yes: @oco
Keskin et al, 2006 (G1) 12 years after cocoo
Eng et al, 2006 (G0): long term: 46 years, +12 years (P = .08)
Metacholine/specific bronchial provocation Keskin et al, 2006 (G1): methacholine Yes, specific: 000@
Roberts et al, 2006 (G4): specific Jacobsen et al, 2007 (G3—4): meta- Mo, methacholine: @ oo
choline, long term +7 years? Mo, methacholine 7 years
after: 9@@®°




SCIT para rinitis
alérgica, previene el asma?

» Johnston 1968
+ Cools 2000

* 5 anos

» Jacobson: Preventive Asthma Treatment (PAT)

+ 10 anos despueés de una inmunoterapia durante 3
anos

+» Eng

+ 12 anos despues de tratamiento con SCIT



El estudio PAT:
(SCIT previene asma?

Randomizado, controlado, investigadores blindados, asma bien definida

5a Follow up 10a Follow up

Al final IT
3 anos SIT I
| W
1 2 3 5 10
Paris 2003 Allergy 2007




Dosis mensual:

- . 100,000 SQ-U
Estudio PAT 3 afios SCIT, seguimil 7omcg pth P50

Prevencion de asma en nifios con Rinitis {12mcg Bet v 1

N=151/142/109 (Pacientes sin asma al inicio del estudio)

100 7 Fin Fin
4 3ainos 3anos
28 | sar WGEL il st t2a  t7a Odds-ratio:
20 - 3 afos = 2.52
1.3-5.1
= ( )
jg 3 5 afios = 2.68
i 1.3-5.7
<N ( )
20 1 10 afios = 3.19
18 1 (1.3 -8.1)

SIT Control
B No asthma BAsthma


Moderador
Notas de la presentación
Jacobsen L, Niggemann B, Dreborg S, et al. Specific immunotherapy has long-term preventive effect of seasonal and perennial asthma: 10-year follow-up on the PAT study. Allergy 2007;62:943-8.
Background: 3-year subcutaneous specific immunotherapy (SIT) in children with seasonal allergic rhinoconjunctivitis reduced the risk of developing asthma during treatment and 2 years after discontinuation of SIT (5-year follow-up) indicating long-term preventive effect of SIT. Objective: We evaluated the long-term clinical effect and the preventive effect of developing asthma 7-years after termination of SIT. Methods: One hundred and forty-seven subjects, aged 16-25 years with grass and/or birch pollen allergy was investigated 10 years after initiation of a 3-year course of SIT with standardized allergen extracts of grass and/or birch or no SIT respectively. Conjunctival provocations were performed outside the season and methacholine bronchial provocations were performed during the season and winter. Asthma was assessed by clinical evaluation. Results: The significant improvements in rhinoconjunctivitis and conjunctival sensitivity persisted at the 10-year follow-up. Significantly less actively treated subjects had developed asthma at 10-year follow-up as evaluated by clinical symptoms [odds ratio 2.5 (1.1-5.9)]. Patients who developed asthma among controls were 24/53 and in the SIT group 16/64. The longitudinal treatment effect when adjusted for bronchial hyper-responsiveness and asthma status at baseline including all observations at 3, 5 and 10 years follow-up (children with or without asthma at baseline, n = 189; 511 observations) was statistically significant (P = 0.0075). The odds ratio for no-asthma was 4.6 95% CI (1.5-13.7) in favor of SIT. Conclusion: A 3-year course of SIT with standardized allergen extracts has shown long-term clinical effects and the potential of preventing development of asthma in children with allergic rhinoconjunctivitis up to 7 years after treatment. Clinical implication: Specific immunotherapy has long-term clinical effects and the potential of preventing development of asthma in children with allergic rhino conjunctivitis up to 7 years after treatment termination.



12 anos seguimiento después de descontinuar
SCIT pre-estacional con polen de gramineas en nifios

Reactividad en SPT a polen césped B Desarrollo nuevas sensibilizaciones
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Moderador
Notas de la presentación
Eng PA, Borer-Reinhold M, Heijnen IAFM, Gnehm HPE. Twelve-year follow-up after discontinuation of preseasonal grass pollen immunotherapy in childhood. Allergy 2006;61:198-201.
BACKGROUND: In a previous controlled study, we demonstrated that preseasonal grass pollen immunotherapy for 3 years was effective in children. Moreover, a significant clinical benefit could still be observed 6 years after discontinuation of specific immunotherapy (SIT). In the current study, we examined the same group of patients again to investigate whether there is a prolonged benefit 12 years after SIT is stopped. METHODS: Twenty-two patients with previous SIT (from 1989 through 1991) or standardized seasonal pharmacotherapy only were prospectively followed during the grass pollen season of 2003. Primary end points were symptom score, medication use, and combined symptom and medication score. In addition, skin prick test reactivity, development of new sensitizations, and prevalence of seasonal asthma were evaluated. RESULTS: Total hay fever symptom score (P < 0.03), use of medication (P < 0.05), and combined symptom and medication score (P < 0.03) remained lower in patients with previous SIT when compared with the control group. Decreased immediate skin response to grass pollen returned 12 years after cessation of SIT. The percentage of new sensitization, however, continued to be significantly smaller in patients with previous SIT (58%) compared with the controls (100%, P < 0.05). There was a tendency for lower prevalence of seasonal asthma in the post-SIT group (P = 0.08). CONCLUSION: This prospective controlled prolonged follow-up study demonstrates the ongoing clinical benefit 12 years after discontinuation of SIT. Furthermore, the reduction in onset of new sensitization, which was found 6 years after discontinuation of SIT, is sustained 6 years later.



Comparacion de sintomas:
Reacciones fatales y casi-fatales

100%s

Casi fatales (N=31)
Fatales (N = 15)

e

80%
0%
60"
50%
40%

30%

20"

0%

Cualquier Urticaria Obstruccion  Bronco- Falla {ipotension/

Sx cutaneo angioedem Viaresp alta espasmo respiratoria choque

Amin HS, Liss GM, Bernstein DI. Evaluation of near-fatal reactions to allergen immunotherapy

injections. ] Allergy Clin Immunol 2006; 117:16_‘


Moderador
Notas de la presentación
FIG 1. Comparison of clinical features during FRs and NFRs. Any cutaneous signs refers to hives, angioedema,
and/or pruritus. Hypotension refers to either transient or sustained decrease in blood pressure, and shock
refers to cardiovascular collapse.

Characteristics and management of 68 patients with NFRs were compared with previously reported characteristics of 17 patients with fatal events in this survey.7 Common items used in both fatal and near-fatal surveys facilitated these comparisons. It was noteworthy that 15 (88%) of 17 fatal reactors had been given diagnoses of asthma compared with 46% in the larger NFR group. As shown in Fig 1, a similar proportion of patients with FRs (81%) and NFRs (88%) experienced hypotension or shock. Severe airway obstruction leading to respiratory failure was far less common with NFRs. Near-fatal reactors experienced cutaneous symptoms (ie, urticaria and angioedema) more often than fatal reactors

Hetal S. Amin, MD, Gary M. Liss, MD, and David I. Bernstein, MD Evaluation of near-fatal reactions to allergen immunotherapy injections. J Allergy Clin Immunol 2006;117:169-75.


Comparacion de sintomas:
Reacciones fatales y casi-fatales

B Casi fatales (N=31)
Fatales (N = 15)

Asma con Visitas previas Historia de
pobre control ' a urgecias " internamientos

Amin HS, Liss GM, Bernstein DI. Evaluation of near-fatal reactions to allergen immunotherapy

injections. ] Allergy Clin Immunol 2006; 117:169?_‘


Moderador
Notas de la presentación
FIG 2. Comparison of asthma severity in fatal and near-fatal reactors. *OR, 12.1 (95% CI, 2.6-61.0; P < .001);
**OR, 34.7 (95% CI, 5.7-251.1; P < .001). ER, Emergency department  
As shown in Fig 2, there was a higher frequency of responses for all questionnaire items reflecting poorly controlled asthma in fatal reactors. Fatal reactors were much more likely to have had a prior emergency department visit .001) and to have been hospitalized for asthma (61.5% vs
4%; OR, 34.7; 95% CI, 5.7-251; P < .001).

Hetal S. Amin, MD, Gary M. Liss, MD, and David I. Bernstein, MD Evaluation of near-fatal reactions to allergen immunotherapy injections. J Allergy Clin Immunol 2006;117:169-75.


SLIT PARA ASMA
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Grazax en niinos

Mean Rhinoconjunctivitis Symptom Score and Weighted Mean Grass Pollen Counts
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Mejora RA: p=0.0195
Medicacion: p= 0.0156

CAsma mejorfa: p= 0.034>

Bufe et al. JACI 2009 (jan)



GRADE ensayos SLIT en niiios

Incon-

Con-
Design found Dose- Limitations
Author, year (Starting Annula- | response in design /
Some study details score) |Large effect| ted* gradient TOTAL (+) execution

Wahn 2009 DBPC X
SAR (21% mild asthma) “
131 T e

4-17y; pre-coseason

25mcg grp 5 grass tabl/d
Bufe 2009 DBPC X X X 0 X

114 O Dlog ; Rhinitis

5-16yrs, Pre -coseason DI(?:4F)’C X X 2 e %

15mcg Phl p 5 tablet/day Asthma

Rdriguez-Santos ‘08 (3) RCT RR X X +1 No conceal-
4) emergency ment of

QN 69, placebo 69 visit 0.39; allocation, no
Corticoster.u blindin
2-5 years; for 2 years e 0.37 9

Intermediate dose daily
Stelmach 2009 (4) DBPC +1 X X +1 40% drop-out

astiiMa mild-moderate (4) placebo
parsistent group.

20 SLIT, 15 Placebo S e
adjusted for

6-17y; pre-coseason x 2y pollen count

10mcg grp 5 grass drops

daily

Agostinis 2008 (5) P X X X 0 No blinding of

Safety, mono- vs multiple outcome

pollen SLIT

179 single pollen SLIT,

254 multiple

3-18 yrs; during 6-24 mo
Various manufacturers,
dosing varied

sistent | Indirectness of | Imprecision of Publ Quality of
results evidence results bias -- evidence

X Rhinitis
reduction:
High
X X X X 0 Rhinitis
reduction:
High
X Only symptom +  Very small X -2 Asthma
medication numbers reduction:
(9 vs 3 days) Low
X X No symptoms  No report -3 Aothed
analyzed other rhinitis
med reduction:
Low
X X No pollen X -3 Asthma
count reported reduction:
Low
X X X X -1 Safety date.
Very low

1. Wahn U, etal. ] Allergy Clin Immunol. 2009 Jan;123(1):160-6
2. Bufe A, etal. ] Allergy Clin Immunol. 2009 Jan;123(1):167-73
3. Rodriguez-Santos O. Revista Alergia México. 2008;55(2):71-¢
4 StelmachI etal. Clin Exp Allergy. 2009 Mar; 39(3) 401-8.

5

n D. Curr Opin Allerg C11n Immunol 2009 Dec;9(6):558-67.



GRADE classification
pediatric SLIT trials: Asthma

Asthma trials lll_ll--l
Low

Stelmach 2009(15) DBPC +1 40% drop-out in X X No pollen X
Asthma mild-moderate (4) placebo group. count

persistent Symptoms/med reported

SLIT 20, Placebo 15; 6-17y adjusted for pollen

pre-coseasonal for 2 years count

10mcg grp 5 grass drops

daily

Rodriguez-Santos 2008(16) RCT Relative X X +1  No concealment of X X No No -3 Low
Asthma and/or rinitis (4) Risk allocation, no symptoms  report
SLIT HDM 69, placebo 69; emergency blinding analyzed other
2-5 years visit 0.39; med
Intermediate dose daily for CS use 0.37

2 years

Larenas-Linnemann D. Curr Opin Allergy Clin Immunol. 2009 Dec;9(6):558-67



Design Confound Dose- Limitations in
Author, year (Starting Large annulated | response design / Quality of
Some study details effect & gradient | TOTAL (+ execution evidence
ASTHMA
Yukselen 2012 (see also above) [b:sl)ils)(: X Small groups, X +1 No combined X X -1.5 SLIT vs
Asthma and rhinitis, mean 10 yrs [Esliidii\AY® even so Sx’Med score, no SCIT: 2.5 =
SCIT 10pts, SLIT 10, Placebo 10pts 4) stat.sign. mcg dose stated; low-med
SLIT: 1000TU HDM 28 drops, SCIT vs improved small groups: (Sympt
3/week for 1 year SLIT SCIT sympt underpowered 3.5)
SCIT: 3365 TU each 4wk, no mcg vs SLIT to compare SLIT
dose stated (allergopharma) SCIT vs X Small groups, X il vs SCIT X X -1.5 SCIT and
placebo even so SLIT vs
stat.sign. placebo:
SLIT vs improved 3.5 = Med-
placebo high.
Pajno 2011 Randomize X X X 0 No control group X X -1 3,
Seasonal asthma and AR to grass d(4) (IRB:not moderate
72 children, 8-16yrs allowed)
8mcg grp 5 grass, 5 x week; for 3
s Continuous versus co-seasonal
Keles 2011 Randomize X X X 0 Drop-out just X X 0 4 (very low
Asthma and AR, 5-12 years, d below 15% dose SLIT)
1. SCIT, 2. SLIT, 3. Build-up SCIT, Asthma (13.8)
then SLIT 4. pharmacotherapy outcome
Respectively: 15-15-15-15 pts 4)
SCIT: 13mcg Der p+f 1/m Rhinitis
SLIT: 0.75mcg Der p+f1 3 outcome
times/week 4)
For 18 months.
Marogna 2011 Randomize MCh X X 0 (+1MCh Patient selection X Statistica -2 2 (3 for
Allergic rhinitis + intermittent d(4) challenge challenge) based on RAST 1 MCh
asthma (positive MCh challenge at SLIT-no class II+. Poor calculatio challenge,
inclusion) versus statistical ns only SLIT-no
68 children , 5-17years, HDM SLIT-yes evaluation. vs.baseli versus
allergy Passive ne, not SLIT-yes
34pts: passive smokers, 34 not. smoke between Passive
Each group 17-17: SLIT 1000AU groups smoke)
1/w or Cetirizine for 3 years.
Eifan 2010 Randomize X SLIT and X +1 SCIT vs SLIT: X X -1 SLIT vs
Asthma (+AR), 5-10yrs d SCIT vs (compared  underpowered SCIT: 3,
HDM drops (dose stated is controlled PHARMA: against to show stat sign SLIT and
confusing), for 12m small groups PHARMA) difference. SCIT vs
but even so PHARMA:
stat sign 4
difference

Larenas Linnemann DE, Baena Cagnani C. Ann Allergy AL 2010ccen &



SLIT en asma pediatrica 2009-12
ot el

ASTHMA

Yukselen 2012"" (see also above) DBdouble dummy PC SLIT vs SCIT: 2.5 = low-med
Asthma and rhinitis, mean 10 yrs (4) (Sympt 3.5)

SCIT 10pts, SLIT 10, Placebo 10pts SCIT vs SLIT

SLIT: 1000TU HDM 28 drops, 3/week for 1 yeard SCIT vs placebo SCIT and SLIT vs placebo:
SCIT: 3365 TU each 4wk, no mcg dose stated (allergopharma) SLIT vs placebo 3.5 = Med-high.
Pajno 2011 Randomized (4) 3, moderate

Seasonal asthma and AR to grass
72 children, 8-16yrs
8mcg grp 5 grass, 5 x week; for 3 yrs Continuous versus co-seasonal

Keles 2011 Randomized 4 (very low dose SLIT)
Asthma and AR, 5-12 years, Asthma outcome (4)
1. SCIT, 2. SLIT, 3. Build-up SCIT, then SLIT 4. pharmacotherapy Rhinitis outcome (4)

Respectively: 15-15-15-15 pts

SCIT: 13mcg Der p+f 1/m

SLIT: 0.75mcg Der p+f 1 3 times/week
For 18 months.

Marogna 2011 Randomized (4) 2 (3 for MCh challenge,
Allergic rhinitis + intermittent asthma (positive MCh challenge at inclusion) SLIT-no versus SLIT-yes
68 children , 5-17years, HDM allergy Passive smoke)

34pts: passive smokers, 34 not.

Each group 17-17: SLIT 1000AU 1/w or Cetirizine for 3 years.

Eifan 2010 Randomized controlled SLIT vs SCIT: 3, SLIT and
Asthma (+AR), 5-10yrs SCIT vs PHARMA: 4
HDM drops (dose stated is confusing), for 12m

Larenas Linnemann DE, Baena Cagnani C. Ann AllcreyAis o e



Seguridad SLIT en asma
pediatrica 2009-12 |

Confoun Impre-

Design Limitations in | Inconsiste | Indirectne | cision
Author, year (Starting | Large design /

effect execution

‘ Mosges 2010 Randomiz X X X 0 X PFRis One of the X X -2 4 for SAE,
Mild-moderate asthma, 6-1 %y, [ERCCEE)] supposed primary 2 for PFR

27SLIT, 27Placebo to drop outcome
Tree pollen SLIT ultra-rush when SLIT measures:
build-up (in 90min to 30-90- is started: it PFR:
150-300IR) rose=proba reflected
No serious adverse events, bly learning learning
PFR increase more than in effect. effect
placebo. instead of
lung

function

Seidenberg 2009 Observati X X X 0 28% did not X X X X -1 Very low

Rhinitis (58% mild-moderate onal finish study
asthma) (2)

High dose daily co-seasonal

SLIT

Build-up in 90min, 4months;
5-17yrs
Varyin ens

Larenas Linnemann DE, Baena Cagnani C. Ann Allergy Al, 2012, submitted




SLIT
EFECTOS PREVENTIVOS



Preventive effects of SLIT:
Only weak evidence with older studies

Abierto controlado, paralelo (Di Rienzo 2003)

* HDM: SLIT durante 5 anos. 35 SLIT, 25 controles.
Reduccion de desarrollo de asma en grupo activo, aun 5 afios despues

Abierto randomizado(Novembre 2004)
+x 8/45 SLIT y 18/44 controles con RinitisA desarrollaron asma

Abierto randomizado (Marogna 2004)

+* Reduccion nuevas sensitizaciones: 5.9% con SLIT, 38% en controles
(p<0.01)




Reduccion de asma después de 3 aiios SLIT
Randomized controlled open trial: 216 nifios

*

BSLIT
B Controls

* I

70N S
I_I

60 -

50 -

40 A

30 -

20 -

10 -

Patients, %

O =
Baseline 3rd Year
Intermittent Asthma

*P<0.001.



Reduccion de asma después de 3 aiios SLIT
Randomized controlled open trial: 216 niiios

*

mSLIT s I
E Controls | |

70 1 II\IS—l Definicion de asma: ‘GINA’
60 - No blindaje de observado
50 A

*

40 -
30 A
N
8 20 -
=
5)
S 10 A
<
A
0 =
Baseline 3rd Year Baseline 3rd Year
Intermittent Asthma Persistent Asthma

*P<0.001. SLIT: Reto con Metacolina (+): 82 (56.9%) después: 23 (17.7%) p<.001



Indicaciones para SLIT:
prevencion y efectos a largo plazo

Design
Author, year (Starting
Some study details score)
Tahamiler 2008(13) Random X
PAR, no asthma; open
12-51 yrs 2 treat-
97 SLIT, 96 SCIT ments (4)
3yrs + observation 3yrs aalaifalag
House dust mite X
Low dose SLIT 3/week
Marogna 2008(14) RCT RR* mild
SAR and PAR (59% mild 4) persistent
asthma) Develop- asthma
SLIT 130, Placebo 66; ment 0.5; MCh
5-17 years persistent J positive
Pollen/HDM SLIT , 3yrs 0.38
Median-low dose, 3/week RR new

sensi-
tizations
0.08
Durham 2009 (15) X
Adults (4)
3y grass tablet SLIT

15mcg daily
afos

Dose- Limitations
response| TOTAL | in design/
gradient execution

X 0
No control
group. No
blinding of
patients nor
X 0  investigators

X +1 No blinding
of

investigator.
No blinding

patients.
Symptoms

X +2 baseline
active group

higher
p< 0.001

X

13. Tahamiler R, et al. Ear Nose Throat ]. 2008 Dec;87(12):E29.

Imprecision
evidence | of results

(no Med
score, only
antihistami

nes
allowed)

X

-2

-2

Quality
of

evidence

Low

Low

Moderate

High

High

14. Marogna M, et al. Ann Allergy Asthma Immunol. 2008 Aug;101(2):206-11.




Prevencion desarrollo asma
con inmunoterapia en nifios con RA

Dpt/Df Prevencion RA - asma 0000

Hongos Prevencion RA - asma 0000

Dpt/Df Prevencion RA - asma _

Pélenes Prevencion RA = asma

Hongos Prevencion RA - asma O00O0
* Marogna 2008




Concluyendo acerca de
SCIT para asma...

Adkinson estudio negativo tiene sus defectos

Metanalisis Abramson SCIT para asma: resultados positivos
para sint+med (2011)

GRADE analisis: con SCIT para asma
* Mayor evidencia con acaros
+ Reduccion de sintomas /medicacion
* Mejoria en prueba de reto bronquial especifica

+« Prevencion de desarrollo de asma
(evidencia moderada)

SEGURIDAD!!




Concluyendo acerca de
SLIT para asma...

» No hay metanalisis Cochrane

» GRADE analisis: con SLIT para asma
+x Mayor evidencia con acaros
* Reduccion de sintomas /medicacion (moderada)
+x Mejoria en prueba de reto bronquial especifica

+ Prevencion de desarrollo de asma
(evidencia moderada)
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