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APPENDIX FIGURE 1
Search strategy used to identify studies for review.
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APPENDIX FIGURE 2
PRISMA checklist.
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APPENDIX FIGURE 2
Continued.

APPENDIX TABLE 1 Study Inclusion and Exclusion Criteria

PICO Criteria Inclusion and Exclusion Criteria

Population and condition of interest Studies enrolled patients with allergic rhinoconjunctivitis and/or allergic asthma due to airborne allergies
Allergic rhinoconjunctivitis must have been confirmed by using skin tests or RAST and asthma must confirmed

by using pulmonary lung function tests (FEV; methacholine challenge).
Studies included adults, the elderly, pregnant women, individuals with severe asthma, monosensitized individuals,

minorities, inner-city residents, and rural residents
Interventions The intervention was SIT alone or with usual care

SIT preparation must be available for use in the United States
No study of SIT was excluded because of timing or duration of treatment
We excluded studies in which dosage units were not specified

Comparisons of interest We included studies that compared SIT (SCIT or SLIT) versus any of the following:
1. Placebo
2. Any other SIT (any form available in the United States)
3. Pharmacotherapy (positive control)
4. Environmental control
5. Usual care (eg, environmental control, pharmacotherapy)
We included studies in which SIT was used alone or in combination with any other treatment and compared with

the listed comparators or any other treatment
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APPENDIX TABLE 1 Continued

PICO Criteria Inclusion and Exclusion Criteria

Outcomes We included studies that reported the following outcomes:
Primary outcomes
1. Symptom scores (for rhinitis, conjunctivitis, or asthma)
2. Medication scores
3. Combined symptom and medication scores
4. QoL
5. Safety or harms
Secondary outcomes
1. Functional test results (PFT, FEV)
2. Provocational test results (for nasal, conjunctival, or bronchial challenges)
3. Adherence and convenience
4. Long-term effects of SIT (disease modification/prevention of sequelae or new sensitivities)

Timing and setting We did not impose any limitation on timing or setting
Study design We included only RCTs

FEV, forced expiratory volume; PFT, pulmonary function testing; RAST, radioallergosorbent test.

APPENDIX TABLE 2 Definitions for Classifications of Magnitude of Effect

Classification of Magnitude of Effect Definition

Weak ,15% difference in percent change between the SIT group and
comparator arm

Moderate 15%–40% difference in percent change between the SIT group
and comparator arm

Strong .40% difference in percent change between the SIT group and
comparator arm

APPENDIX TABLE 3 Criteria and Definitions for Grading the Strength of Evidence

Evidence Grade Criteria Definition

High • At least 2 trials having low risk of bias, at least 1 of which has a strong
magnitude of effect; and

High confidence that the evidence reflects the true effect, and
further research is very unlikely to change our confidence in the
estimate of the effect• Overall body of evidence is largely consistent

Moderate • 1 trial having a low risk of bias with a strong magnitude of effect; or Moderate confidence that the evidence reflects the true effect, and
future research may change our confidence in the estimate of the
effect and may change the estimate

• $2 trials with medium risk of bias having strong magnitudes of effect; or
• 1 trial having low risk of bias with moderate magnitude of effect plus
1 trial having medium risk of bias with strong magnitude of effect; and

• Overall body of evidence that is largely consistent
Low • There was evidence, but it did not meet the criteria for the above

categories
Low confidence that the evidence reflects the true effect, and
further research is likely to change our confidence in the
estimate of the effect and is likely to change the estimate

Insufficient • There were no relevant trials. Evidence is unavailable

SI4 KIM et al
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APPENDIX TABLE 6 SCIT Affecting Asthma Plus Rhinitis/Rhinoconjunctivitis Medication Scores in Children and Adolescents

Study Allergen Comparator Maintenance Dose Duration of
Treatment

No. of
Participants

Risk
of Bias

Direction
of Change

Directness Magnitude
of Effect

Dreborg et al,
19862

Cladosporium SCIT placebo 100 000 BU (reached
after 18 wk)

10 mo 30 Low 1 Direct Weak

Kuna et al,
20113

Alternaria SCIT placebo 1.0 mL (5000 TU/mL) or
the highest tolerated
dose

3 y 50 Medium 1 Direct Strong

BU, biologic units; mL, milliliters; TU: Treatment units.

APPENDIX TABLE 7 SCIT Affecting Combined Asthma or Asthma Plus Rhinoconjunctivitis Symptom-Medication Scores in Children and Adolescents

Study Allergen Comparator Maintenance Dose Duration of
Treatment

No. of
Participants

Risk
of Bias

Direction
of Change

Directness Magnitude
of Effect

Altintaş et al, 19997 Dust mite SCIT-adsorbed Al;
SCIT-adsorbed
Ca; SCIT-aqueous;
placebo

50 000–100 000 SQ (targeted)
60 000–100 000 SQ (actual)
6–10 IR (10 IR5 1/1000 w/v)

2 y 35 High 1 Direct Strong

Kuna et al, 20113 Alternaria SCIT Placebo 1.0 mL (5000 TU/mL) or the
highest tolerated dose

3 y 50 Medium 1 Direct Strong

IR, index of reactivity; mL, milliliters; SQU, standardized quality units; TU, treatment units; w/v, weight to volume.

APPENDIX TABLE 8 SCIT Affecting Rhinitis/Rhinoconjunctivitis Symptom Scores in Children and Adolescents

Study Allergen Comparator Maintenance Dose Duration of
Treatment

No. of
Participants

Risk
of Bias

Direction
of Change

Directness Magnitude
of Effect

Dreborg et al, 19862 Cladosporium SCIT placebo 100 000 BU (reached
after 18 wk)

10 mo 30 Low 1 Direct Weak

Kuna et al, 20113 Alternaria SCIT placebo 1.0 mL (5000 TU/mL)
or the highest
tolerated dose

3 y 50 Medium 1 Direct Moderate

Möller et al, 20028;
Niggeman et al, 20069

Grass/birch SCIT placebo 100 000 SQ U/mL
(Alutard SQ® [ALK,
Hørsholm,] Denmark)

3 y 205 Medium 1 Direct Strong

BU, biologic units; mL, milliliters; SQU, standardized quality units; TU, treatment units.

SI6 KIM et al
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