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Introduction

Thelast revision of thenternational guideline for urticariawaspublished in 2@1. Fouryears later,
we have now pdated the evidence, conduoga systematic review, metanalysis and GRADE
evaluationaccording tahe same criteria used in the previous versam the guideline These

criteria werepublishedin the Methods & EvidencReportfor the 2016version of tle guideline

(https://onlinelibrary.wiley.com/action/downloadSupplement?doi=10.1111%2Fall.13414&file=all134

14-sup-0001-Suplinfo.pdy.

1. The present Evidence Reparontains all the evidenceve identified for chronic spontaneous
urticaria (CSUpand for chronic inducible urticarigCINDU).

2. Part 1 includethe evidenceto-decision frameworks for all comparis@pertaining tothe

treatment of chronic spontaneous urticaria

3. Part 2includesthe evidenceto-decision frameworks for all comparis@pertaining tothe

treatment of chronicinducibleurticaria.

4. For your conveniencenve havelisted the guidelinequestions in the same ordeaind in the
same formatas they appear in the olguidelines supplemented by new questions added in the
current version of the guidelineThese are for reference only and may change during the

process of guideline development.


https://onlinelibrary.wiley.com/action/downloadSupplement?doi=10.1111%2Fall.13414&file=all13414-sup-0001-SupInfo.pdf
https://onlinelibrary.wiley.com/action/downloadSupplement?doi=10.1111%2Fall.13414&file=all13414-sup-0001-SupInfo.pdf
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Classification + diagnosi€onsensudased questions):
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Management questiongevidencebased guestions in bold):

How should urticaria be classified?

Should we maintain the current classification of chraniticaria?

Should routine diagnostic measures be performed in acute urticaria?

Should differential diagnoses be considered in patients with chronic spontaneous urticaria?
What routine diagnostic measures should be performed in chrgpamtaneous urticaria?

Should routine diagnostic measures be performed in inducible urticadaspontaneous subtypes o
urticaria?

Should patients with chronic urticaria be assessed for disease activity, impact, and control?
Which instruments should be used to assess and monitor disease activity in chronic spontd
urticaria patients?

Which instruments should be used to assess and monitor quality of life impairment in cH
spontaneous urticaria patients?

Which instruments should be used to assess and monitor disease control in chronic spontg
urticaria patients?

Which biomarkers can be used to predict the course of the disease and response to treatment?

f
f

1

= =

Should treatment aim at complete symptom control in urticaria?

Should patients with chronic spontaneous urticaria be advised to discontinue medication tk
suspected to worsen the disease?

Are 2nd generation Hantihistamines to be preferred over Lgeneration Hlantihistamines for the

treatment of urticaria? No new evidence identified

Should modern 2nd generation Hdntihistamines be used as firdine treatment of urticaria? No new
evidence identified

Should modern 2nd generation Hantihistamines be taken regularly or as needed by patients wi
chronic urticaria? New evidence identified, Efitameworks updated

Should different 2nd generation Hantihistamines be used at the same time? New eviden
identified, EtD framework created

Is anincrease in the dose to fourfold of modern 2nd generation dddtihistamines useful and to be
preferred over other treatments in urticaria (seconlihe treatment)? No new evidence identified

If there is no improvement, should higher than fourfoldoses of 2nd generation Hantihistamines

be used? No new evidence identified

Is omalizumab useful as adoh treatment in patients unresponsive to high doses of H
antihistamines? New evidence found, EtD framework updated

Is dupilumab useful as addn treatment in patients unresponsive to high doses of fdhtihistamines?

New evidence found, EtD framework created

Is benralizumab useful as adaoh treatment in patients unresponsive to high doses of H
antihistamines? New evidence found, EtD framework created

Is remibrutinib useful as aden treatment in patients unresponsive to high doses of H
antihistamines? New evidence found, EtD framework created

Is tezepelumab useful as adoh treatment in patients unresponsive to high doses of H
antihistamines? No new evidence identified

Is mepolizumab useful as adoh treatment in patients unresponsive to high doses of H
antihistamines? No new evidence identified

Is cyclosporine A useful as aduh treatment in patients unresponsive to high doses of H
antihistamines? No new evidence identified

Are leukotriene antagonists useful as adih treatment in patients unresponsive to high doses of H
antihistamines? No new evidence identified

Should oral corticosteroids be used in the treatment of urticaria? No new evidence identified

Are H2antihistamines useful as aeth treatment in patients unresponsive to low or high doses of |
antihistamines?

Box 1: Key questi@n
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1 Could any other treatment options be recommended as third line treatment for treatment
urticaria? New evidence found, EtD frameworks updated

Should the same treatment algorithm be used in children?

Should the same treatment algorithm be used in pregnant women and during lactation?
Should the same treatment algorithm be used in elderly patients?

= =4 =4

Results of the systematic review, metanalysis and GRADE evaluatigf24:

We included a total of3 newrecords angroduced a total ol2new or updatedevidenceto-decision
frameworksin 2024/25. Please note that the present Evidence Repaonttainsall of the evidenceto-
decisionframeworksfor the guidelineq whethernew or unchanged since 20tdn orderto provide

the reader with a clearenverview of theentirety of the availablevidence.

List of included comparisons for C&ahart I)and CINDUPart II}

e o N A 3 U PP 5
2nd generation HHAH versus 1st generation HXH for CSU...........coooiiiiiiiiiiice e, 6.
2nd gen HIAH Hold versus placehl............coooiiiiiiiiii e 13
2nd generation HHAH taken regularly versus 2nd generationAH taken as needed................ 21

2nd generation HHAH fold daily followed by Zold daily at w4 versus 2nd generation4AH Xfold
AS NEEAEMA. ... .ottt Fehler! Textmarke nicht definiert.

2nd generation HHAH fold daily followed by Zold [nonresponder]/Xfold [responder] daily at w4

versus 2nd generation HAH fold as needed..............oiviiiiiii e 24
2nd gen H3IAH + 2nd gen HAH (different HLAH) versus 2nd gen-AH alone............cccccc.ccc. 28
2nd gen H3AH xfold versus 2nd gen HAH xfold....................... Fehler! Textmarke nicht definiert.
2nd gen HIAH 4fold versus multiple combinations of four 2nd gen-AH..................c.oooevviinens 38
2nd gen H3AH 4fold versus 2nd gen HAH Xfold + H2AH (cimetiding).............cccoviiiieriineennn 41
Multiple combinations of four 2nd gen HiH versus 2nd gen HiH tfold and + H2AH (cimetidine)
........................................................................................................................................... 44
Higher than fourfold doses of 2nd genAH................oiiiii e L AT
Omalizumab VErsus Placehio...........oooiiiiiiii e a7
Dupilumab VErsus placehn...........cooiiii e 58
Remibrutinib Versus placehon........... oo 61
Benralizumab VErsus Placeh..........couuiiiiiii e 82
Cyclosporing VErsuS Placeh.........oooiiiiii e 90
Montelukast + 2nd gen HAH versus 2nd gen HiH Xfold or 2fold or placebo.......................... 93
Should oral corticosteroids be used as amtdtreatment in the treatment of urticaria?............... 99
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NBUVB VEISUS PUV A L. e ettt e et s ena e e e e e eees 100
NBUVB Versus 2nd gen FRH..........oooiiiiiiiiiii ettt e e e e e eennes 104
Autologeous whole blood injections versus placebo.............ccoovviiiiieeiii e 109
Hydroxychloroquine versus placelQ.............oooo oo e 112
Methotrexate VErsuS PIACEDO. ... ...t 115
D= 10110 =TSP PT T UPUPRRPPIN 116
Montelukast versus montelukast + desloratading.............ccoovviiiiieeeiiiiiiiii e 121
Colchicine + fexofenadine + doxepine vergx®fenadine + dOXepiNe.........cooeeeeeiiiiiiiiieeeeeenn. 123
o o I | A 1 1 1 PP 126
Symptomatic dermographism (3 comparisons in tOLal)............uuueiriiiiieeeiiiii e 126
Cold urticaria (9 compariSoNS iN TOLAL)..........uuuuueiiiiie e 135
Cholinergic urticaria (2 COMPAIISOMNS). ......uuuuiiieeeiteieitaae e e e e e e ettt eeeeiaa e e e e e e eeeenrane 158
Solar urticaria/vibratory AE/aquagenic urticaria/contact urticatia................ceevvvveeereeeennnnnns 164
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PART | : CSU

2nd geneAldtvemsiHd 1st
HIAH for CSU

Should 2nd gen HAH vs. 1st gen HAH be used for urticaria KQ09?

HCIVIBENEO\ B patients with CSU

INERISNIONE 2nd gen HAAH

(el VIZNHEOINEN 1st gen HIAH

ElERIOIEl LA Monroe 1992, Monroe 1992a, Ishibashi 1990, Kukita 194, Mensing 1991, Brea&8@irKalivas 199

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE
Trivial Evidence week 2:
Small
Moderate Outcomes S 27F el iAaRGENEEIETYEEE  Anticipated absolute effects(95%
participants evidence effect Cl)
Large (studies) (GRADE) (95% ClI)
: i Follow u
Varies P Risk with Risk difference with
Don't 1stgen H1  2nd gen HiAH
know AH
good or excellent response (b 147 aa RR 1.04  Study population
investigator and patienwl | (2RCTs) LOWb (0.80to
1.35
) 595 per 24 more per 1.000
1.000 (119 fewer to 208
more)
good or excellent response (b 766 aadaada RR 1.04  Study population
investigtor)- wl-2 (4 RCTs) HIGH (0.93to
1.17
) 599 per 24 more per 1.000
1.000 (42 fewer to 102
more)
a. unclear randomization method and allocation concealment, selective reporting
b. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
c. wide CI
d. statistical heterogeneity (12 = 86%) maybe due to methodological differences
e. statistical heterogeneity (12 = 82%) maybe due to methodological differences
f. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
Evidence week 4:
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Outcomes S 27% el AaRu M REEIETYEEN  Anticipated absolute effects(95%
participants | evidence effect Cl)
(studies) (GRADE) (95% Cl)
Follow up Riskwith  Risk difference with
1stgen H1 | 2nd gen HiAH
AH
good or excellentesponse (by 135 aa RR 1.01  Study population
investigator and patienjw4 | (1 RCT) LOWD (0.79 to
1.30)
647 per 6 more per 1.000
1.000 (136 fewer to 194
more)
good or excellent response (b 197 aa RR 1.09 | Study population
investigator) w4 (2 RCTs) LOWb (0.87 to
1.87) 571 per 51 more per 1.000
1.000 (74 fewer to 211
more)
patients with relapse after 1w 68 aaada RR 0.66 @ Study population
of stopping treatment (1LRCT) MODERATE (0.4110
1.06) 625 per 212 fewer per
1.000 1.000
(369 fewer to 38
more)
a.  unclear randomization method and allocation concealment, selective reporting
b.  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
c. wideCl
d.  unclear/high risk of bias assessment
e.  Clcrosses Mlbhreshold: statistically significant difference of uncertain clinical importance
f. unclear risk of bias assessment
g. statistical heterogeneity (12 = 88%) maybe due to methodological differences

Undesirable Effects

How substantial are thandesirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

Evidence week 2:

Large
Moderate . . .
Outcomes S 2% Certainty of the Relative Anticipated absolute effects(95% CI)
Small participants | evidence effect
. I/r;::zls S;:g\'l‘:?p (GRADE) SR Risk with 1st | Risk difference with
gen HXAH 2nd gen HI1AH
Don't
know withdrawal due to AE| 637 aa RR 0.14 Study population
-w2 (2 RCTs) LOW-c (0.01to
2.76)

12 per 1.000 10 fewer per 1.000
(12 fewer to 21more)

Study population




EvidenceReport

The International Guideline for the
Definition, Classification, Diagnosis
and Management of Urticaria

EuroGuiDern

Centre for Guideline Developme

patients with at least | 637
1 AE (w2) (2 RCTs)

AE: somnolencew2 | 637
(2 RCTs)

AE: tiredness (w2) | 636
(2 RCTs)

wide CI

~oooop

Evidence week 4:

Outcomes S 2%

(studies)

withdrawal due to AEw2 637
(2 RCTs)

withdrawal due to AEw4 399
(3RCTs)

AE: sedation (w4) 258
(2 RCTs)

AE: somnolencew4

&
VERY LOW

&

VERY LOW

a &
Lo

RR 0.55 298 per 1.000 = 134 fewer per 1.000

(0.231t0
1.33)

RR 0.49 Studypopulation

(0.20 to
1.19)

RR 0.29 Study population

(0.08 t0
0.97)

unclear randomization method arallocation concealment, selective reporting
Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

statistical heterogeneity (12 = 86%) maybe due to methodological differences
statistical heterogeneity (12 = 82%) maybe due to methodological differences
Cl crosses MID threshold: statistically significant difference of uncertain clinical importance

Certainty of the Relative
effect
(95% Cl)

participants evidence

(GRADE)

Follow up

LOWpe

a &
LOWe

%

o
VERY LON9

RR 0.14
(0.01to
2.76)

RR 0.22
(0.06 to
0.87)

RR 0.34
(0.07 to
1.64)

259 per 1.000 132 fewer per 1.000

39 per 1.000 @ 28 fewer per 1.000

(229 fewer to 98 more)

(207 fewer to 49 more)

(36 fewer to 1 fewer)

Anticipated absolute effects(95%
Cl)

Risk with 1st Risk difference with
gen HXAH 2nd gen H1AH

Study population

12 per 1.000 10 fewer per 1.000
(12fewer to 21
more)

Study population

64 per 1.000 50 fewer per 1.000
(60 fewer to 8

fewer)
Studypopulation
397 per 262 fewer per 1.000
1.000 (369 fewer to 254
more)

Study population
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264 & & RR 0.60 | 296 per 119 fewer per 1.000
(2 RCTs) LOVe! (0.38to 1.000 (184 fewer to 18
0.94) fewer)
AE: fatigue (w4) 141 aa RR 1.04 | Study population
(1 RCT) LOWd (0.27 to
4.01)
56 per 1.000 2 more per 1.000
(41 fewer to 167
more)
patients with relapse after | 68 aaada RR 0.66 | Study population
1w of stopping treatment | (1 RCT) MODERATE (0.41t0
1.06) 625 per 212fewer per 1.000
1.000 (369 fewer to 38
more)
a.  unclear randomization method and allocation concealment, selective reporting
b.  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
c. wideCl
d.  unclear/high risk of biaassessment
e.  Clcrosses MID threshold: statistically significant difference of uncertain clinical importance
f. unclear risk of bias assessment
g. statistical heterogeneity (12 = 88%) maybe due to methodological differences

Values and overall certainty ofvidence

What is the overall certainty of the evidence of effects?

JUDGEMEN| RESEARCH EVIDENCE
Very low | The relative importance or values of the main outcomes of interest:
Low
Moderate Outcome Relative importance Certainty of the evidence (GRAD
High good or excellent response (by investigator and patiemtl | critical G a LOW
No good or excellent response (by investigator and patiemt}} | critical G a LOW
included . -, W ou w
studies good or excellent response (liyvestiagtor) w1-2 critical d & & GHIGH
good or excellent response (by investiagton4 critical G a LOW
withdrawal due to AEw2 critical a & Low
withdrawal due to AEw4 critical a & Low
patients with at least 1 AE (w2) important a VERY.OW
AE: sedation (w4) critical a VERY LOW
AE: somnolencew?2 critical a VERY LOW
AE: somnolencew4 critical a & Low
AE: tiredness (w2) critical aa LOW
AE: fatigue (w4) critical aa LOW
patients with relapse after 1w of stoppingeatment important G &d & MODERATE

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?
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intervention

Favors the
intervention

Varies
Don't
know

(by investigator and
patient) - w4

good or excellent responst
(by investiagtor} w1-2

good or excellent responst
(by investiagtor) w4

withdrawal due to AEw2 12 per 1.000 2 per 1.000 10 fewer per 1.000 RR 0.14
(0to 32) (12 fewer to 21 more) = (0.01 t02.76)

withdrawal due to AEw4 64 per 1.000 14 per 1.000 50 fewer per 1.000 RR 0.22
(4 to 56) (60 fewer to 8 fewer) (0.06 t0 0.87)

patients with at least 1 AE

(w2)

AE: sedation (w4)

AE: somnolencew?2

AE: somnolencew4

AE: tiredness (w2) 39 per 1.000 11 per 1.000 28 fewer per 1.000 RR0.29
(3to 38) (36 fewer to 1 fewer) (0.08 to 0.97)

AE: fatigue (w4) 56 per 1.000 58 per 1.000 2 more per 1.000 RR 1.04
(15 to 223) (41 fewer to 167 more) = (0.27 to 4.01)

patients with relapse after
1w of stopping treatment

Feasibility

599 per 1.000

571 per 1.000

298 per 1.000

397 per 1.000

259 per 1.000

296 per 1.000

625 per 1.000

(511 to 841)

623 per 1.000
(557 to 701)

623 per 1.000
(497 to 783)

164 per 1.000
(69 to 396)

135 per 1.000
(28 to 651)

127 per 1.000
(52 to 308)

178 per 1.000
(113 to 279)

413 per 1.000
(256 to 663)

JUDGEMEN| RESEARCH EVIDENCE

Favors the| Summary of findings
comparison
) Probably " .
favors the Outcomes With 1st gen HIAH With 2nd gen H1AH Difference e Zté\:; glect
comparison (95% CI)
" Doesnot
favor either
the good orexcellent response 595 per 1.000 618 per 1.000 24 more per 1.000 RR 1.04
intervention (by investigator and (476 to 803) (119 fewer to 208 more) (0.80 to 1.35)
or the patient)- wl
comparison

Probably good or excellent respons¢ 647 per 1.000 654 per 1.000 6 more per 1.000 RR 1.01
favors the

(136 fewer to 194 more)

24 more per 1.000
(42 fewer to 102 more)

51 more per 1.000
(74 fewer to 211 more)

134 fewer per 1.000
(229 fewer to 98 more)

262 fewer per 1.000
(369 fewer to 254 more)

132 fewer per 1.000
(207 fewer to 49 more)

119 fewer per 1.000
(184 fewer to 18 fewer)

212 fewer perl.000
(369 fewer to 38 more)

(0.79 to 1.30)

RR 1.04
(0.93 t0 1.17)

RR 1.09
(0.87 to 1.37)

RRO.55
(0.23 to 1.33)

RR 0.34
(0.07 to 1.64)

RRO0.49
(0.20 to 1.19)

RR 0.60
(0.38 to 0.94)

RR 0.66
(0.41 to 1.06)

Is the intervention feasible to implement?

JUDGEMEN

RESEARCH EVIDENCE

10
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" No Feasibility, costs, equity aratceptability of the intervention need to be considered if

" probably | the context of the local health care systems.

no

) Probably

yes

" Yes
Varies

" Dont

know

Summary

No difference was found for 2nd genAH compared to 1st gen HH based on 'good or excellent
response’ (low to high quality), ‘withdrawal due to AE2' (low quality), 'patients with at least 1 AE'
(very low), 'somnolencen2' (very low quality), 'fague’ (low quality) and 'relapse after one week of
stopping treatment' (moderate quality).

2nd gen H3IAH were superior compared to 1st gen-AH based on 'withdrawal due to A4’ (low
guality), 'somnolencew4' (low quality) and 'tiredness' (low quality).

Expert opinion with supporting references:

In addition to the trials identified in the systematic search comparing first and second generation
antihistamines in urticaria patients, the following selection of studies provide indirect evidence from
from healthy volunteers or from study designs nottatdng the inclusion criteria to support the use

of second generation H1.:

The use of first generation antihistamines at nigihte (hydroxyzine 50 mg) plus second generation
antihistamines (levocetirizine 15 mg daily) versus second generation antihistamines alone (20 mg
levocetirizin daily) was shown to increase daytime somnmaenithout differences in night time

sleep disturbances or quality of life parameters. [1]

Second generation antihistamines were found to have no or less impact on central nervous system
functions in healthy volunteers than first generation antihistamines (demonstrated e.g. with
psychomotor function tests, setéported alertness, driving perforance. [26]

1. Staevska M, Gugutkova M, Lazarova C, Kralimarkova T, Dimitrov V, Zuberbier T, Church MK, Popov
TA. Nighttime sedating Hantihistamine increases daytime somnolence but not treatment efficacy

in chronic spontaneous urticaria: a randomized controlled. tBritish Journal of Dermatology. 2014;
171: 14854.2. Gengo FM, Dabronzo J, Yurchak A, Love S, Miller JK. The relative antihistaminic and
psychomotor effects dfydroxyzine and cetirizine. Clinical pharmacology and therapeutics. 1987; 42:
26572.3. Gengo FM, Gabos C. Antihistamines, drowsiness, and psychomotor impairment; central
nervous system effect of cetirizine. Annals of allergy. 1987; 58:43Conen S, Theunissen E,
Ramaekers J. The effects of bilastine and hydroxyzine on actual driving performance. Allergy:
European Journal of Allergy and Clinical Immunology. 2010; 688281 Gandon JM, Allain H. Lack

of effect of single and repeated doses of levnizine, a new antihistamine drug, on cognitive and
psychomotor functions in healthy volunteers. British Journal of Clinical Pharmacology. 2002854: 51
6. GarciaGea C, Martine€olomer J, Antonijoan RM, Valiente R, Barbanoj MJ. Comparison of
peripheral and central effects of single and repeated oral dose administrations of bilastine, a new H1

11
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antihistamine: a doseange study in healthy volunteers with hydroxyzine and placebo as control
treatments. Journal of clinical psychopharmacology. 2008; 288675

7.Finkle WD, Adams JL, Greenland S, MelmaoAritLAllergy Asthma Immunol. 2002 Sep;89(3):244
50

12
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2nd

POPULATION:

INTERVENTION:

COMPARISON:

BIBLIOGRAPHY

g-4 K -fEb1l d

patients withCSU

ver sus

2nd gen H4AH Zfold

placebo

Belaich 1990, Breneman 1995, Bristoff 1996, Camarasa 2001, Di Lorenzo 2004, Dubertret 2007
GimenezArnau 2007, Grob 2008/Ortonne
2007, Guerra 1994, Hide 2017, Hide 2019, Hisada 2016, Hoxha 2011, Juhlin 1988, Kaplan 200
2007, Kapp 2006, Monroe 1992, Nettis 2004, Nettis 2006, Ollert 1999, Paul 1998, Potter 2016,
Siergiejko 1994, Zuberbier 2010

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

complete suppression
wl

good or excellent

230
(2 RCTs)

1092

response (by investigator, (7 RCTs)

-wl-2

good or excellent

135

response (by patienjwl (1 RCT)

mean change in symptom 966

score-w1-2 (SMD)

(6 RCTs)

a6 ae
MODERATFE

[

aag ¢
LOW®

a6 ae
MODERATFE

a a ae
MODERATE

RR 4.33
(1.71to
10.92)

RR 2.59
(1.96 to
3.43)

RR 2.84
(1.75t0
461)

JUDGEMENT RESEARCH EVIDENCE
* Trivial Evidence week 2:
© Small
Moderate Outcomes S 2% (eEheVAORGENNEEIETYEEN  Anticipated absolute effects(95%
' Large participants | evidence effect Cl)
' Varies (studies) (GRADE) (95% CI)
* Don't know Follow up

Risk with Risk difference with
placebo

Study population

41 per
1.000

Study population

218 per
1.000

Study population

221 per
1.000

2nd gen H1AH %fold

136 more per 1.000
(29 more to 405
more)

347 more per 1.000
(209 more to 530
more)

406 more per 1.000
(165 more to 796
more)

SMDO.72 lower
(0.99 lower to 0.45
lower)

13
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mean change in SB6-
wl

mean change in DLQW2

wide CI

A

Evidence week 3}:

Outcomes

complete suppression
w3-w4

good or excellent
response (by investigator,
-w3-4

good orexcellent
response (by patienw4

mean change in symptom

score- w3-4

mean change in SB6-
w3

mean change in DLQW4

36
(1 RCT)

356
(2RCTs)

unclear method of randomization and allocation concealment; selective reporting

statistical heterogeneity (183%) may be due to methodological differences

statistical heterogeneityl?>=71%) may be due to methodological differences

unclear allocation concealment, blinding, selective reporting

Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
Cl does not cross MID, statistically significant but not clinically

unclear method of randomization and allocation concealment

statistical heterogeneity (12= 66%) may be due to methodological differences

S 27
participants
(QULIES)
Follow up

730
(5 RCTs)

897
(7 RCTs)

301
(2 RCTs)

606

(3RCTs)

35
(1RCT)

696
(2 RCTs)

a g € - MD 1.41 higher

LOW-e (1.07 lower to 3.89
higher)

Gaaa - MD 1.91 lower

HIGH (2.71 lower to 1.11
lower)

(Ol ARG EMINEEIEYEEN  Anticipated absolute effects(95%
evidence effect Cl)
(GRADE) (95% CI)

Risk with = Risk difference with
placebo 2nd gen HiAH 1fold

aa as RR 3.06 = Study population
MODERAFE (19310
4.84)
86 per 177 more per 1.000
1.000 (80 more to 330
more)
aa as RR 2.04 | Study population
MODERAFE (17010
2.44)
260 per 271 more per 1.000
1.000 (182 more to 375
more)
aa as RR 1.98 | Study population
MODERATFE (21;19 to
61) 294 per 288 more per 1.000
1.000 (144 more to 474
more)
aa as - MD 1.35 lower
MODERATE (1.92 lower to 0.77
lower)
adE € - MD 1.95 higher
LOW-d (0.88 lower to 4.78
higher)
ad ag - MD 3.82 lower
MODERATE (4.94 lower to 2.71
lower)
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mean difference (mean
change irDLQI} w4

aoop

Evidence week %:

Outcomes

Undesirable Effects

258
(1 RCT)

unclear method of randomization and allocation concealment; selective reporting

ClI crosses MID threshold: statistically significant difference of uncertain climjgattance
unclear allocation concealment, blinding, selective reporting

Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

S 27F
participants
(QULIES)

Follow up

unclear method of randomization and allocation concealment; selective reporting

unclear allocation concealment, blinding, selective reporting

statistical heterogeneity (12 = 79%) maybe due to methodological differences

Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
unclear method of randomization and allocation concealment

complete suppression 100
w6 (1 RCT)
good or excellent 367
response (by investigator (2 RCTs)
-w6
good or excellent 93
response (byatient)- (1 RCT)
w6
mean difference (mean | 80
change in TSSw6 (1 RCT)
mean change in DLQI 137
w6 (1 RCT)

a. wideClI

b.

C.

d.

e.

f.

g.

How substantial are the undesirable anticipated effects?

aa as - 1.5 higher
MODERATE (0.2 higher to 2.9
higher)

Certainty of the | Relative Anticipated absolute effects(95%
evidence effect Cl)
(GRADE) (95% CI)

Risk with Risk difference with
placebo 2nd gen H1AH %fold

& de ¢ RR 52.88  Study population
LOW® (3.31to
843.81)

0 per 1.000 Ofewer per 1.000
(0 fewer to O fewer)

g ¢ ¢ RR 1.54  Study population
VERY Lowe (09710
2.43)
442 per 239 more per 1.000
1.000 (13 fewer to 632
more)
& de ¢ RR 1.55 | Study population
LOW (1.03 to
2.32) 413 per 227 more per 1.000
1.000 (12 more to 545
more)
ad as - 1.77 higher
MODERATE (1.89 lower to 1.66
higher)
aas ¢ - MD 3.8 lower
LOW (5.71 lower to 1.89
lower)

JUDGEMENT RESEARCH EVIDENCE
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' Large

 Moderate

* Small
Trivial

' Varies

* Don't know

Evidence weel-2:

Outcomes S 2F Certainty of the | Relative Anticipated absolute effect5(95% ClI)
participants | evidence effect
(studies) (GRADE) (95% ClI)

Follow up

withdrawal due to = 449 G ¢ ¢ not Study population
AE-w2 (RD) (3 RCTs) LOW estimable

(2/222;0/227) | 0 per 1.000 O fewer per 1.000
(0 fewer to O fewer)

patients with at 430 & Ge ¢ RR 1.26 Studypopulation
least 1 AEw2 (3 RCTs) LOW" (0.52to
3.04)

unclear method of randomization and allocation concealment; selective reporting

statistical heterogeneity (12=70%) may may be due to methodological differences
statisticalheterogeneity (12=71%) may be due to methodological differences

unclear allocation concealment, blinding, selective reporting

Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
Cl does not cross MID, statistically significant but not clinically

unclear method of randomization and allocation concealment

statistical heterogeneity (12= 66%) may be due to methodological differences

s@~ooooTe

Evidence week 3}:

Outcomes S 27F Certainty of the | Relative Anticipated absolute effect5(95% CI)
participants evidence effect
(studies) (GRADE) (95% ClI)

Follow u
P placebo gen HXAH Zfold

withdrawal due to | 1223 ads ¢ RR0.86 Study population
AE- w3-4 (10RCTs) LOWe (0.33to
2.26)

patients with at 852 aa as RR 1.28 Study population
least 1 AEw4 (6 RCTS) MODERATE (1.02to
1.60)

unclear method of randomization and allocation concealment; selective reporting

Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
unclear allocation concealment, blinding, selective reporting

Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

oo

Evidence week %:

Risk with Risk difference with
placebo 2nd gen H1AH %fold

143 per 37 more per 1.000
1.000 (69 fewer to 291 more)

Risk with Risk difference with 2nd

16 per 1.000 2 fewer per 1.000
(10 fewer to 20 more)

246 per 69 more per 1.000
1.000 (5 more to 148nore)
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JUDGEMENT

Outcomes S 2% Certainty of the
participants evidence
(studies) (GRADE)

Follow up

withdrawal due to | 362 G & ¢ RR 1.06
AE- w6 (2 RCTs) VERY LOWe (0.11to
10.08)
patients with at 127 & & as not pooled
least 1 AEw6 (2 RCTs)
MODERATE (zero in both
groups)
a. wideCl
b.  unclear method of randomization and allocation concealment; selective reporting
c. unclear allocation concealmertilinding, selective reporting
d.  statistical heterogeneity (12 = 79%) maybe due to methodological differences
e.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference
f. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
g. unclear method of randomization and allocation concealment

'Values and overall certainty of the evidence

RESEARCH EVIDENCE

Relative
effect
(95% ClI)

Anticipated absolute effects(95% CI)

Risk with

placebo

Study population

5 per 1.000 O fewer per 1.000

Study population:

Zero events in both RCTs

Risk difference with 2nd
gen HXAH ZLfold

(5 fewer to 49 more)

low

The relative importance or values of the main outcomesioferest:

Outcome

complete suppressionwl

complete suppressiopw3-4

complete suppressionw6

good or excellent response (liyvestigator) w1-2
good or excellent response (by investigaton3-4
good or excellent response (by investigaton6
good or excellent response (by patienty1l

good or excellent response (by patienty4

good or excellent response (by patienty6
mean change in symptom score/1l

mean change in symptom score/3-4

mean difference (mean change in TS8%

mean change in S§6- wl

mean change in S§6- w3

mean change in DLQW4

mean change in DLQW6

Relative importance Certainty of the evidence (GRADE

critical
critical
critical
critical
critical
critical
critical
critical
critical
critical
critical
critical
critical
critical
critical

critical

&

&

&

&

&

&

MODERATE

MODERATE

LOW

LOW

MODERATE

VERY LOW

MODERATE

MODERATE

LOW

MODERATE

MODERATE

MODERATE

LOW

LOW

MODERATE

LOW
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mean difference (mean change in DLQI}

withdrawal due to AEw2

withdrawal due to AEw3-4

withdrawal due to AEw6

patients with at least 1 AEw2

patients with at least 1 AEw4

patients with at least 1 AEw6

Balance of effects

critical
critical
critical
critical
important
important

important

& & & MODERATE
ad & & MODERATE
a LOW

a VERY LOW
a & LOW

ad & & MODERATE
& & & MODERATE

Does the balance between desirable and undesirable effects favor the intervention ootigarison?

JUDGEMENT RESEARCH EVIDENCE
" Favors the Summary offindings
comparison

" Probably favorg

the comparison

" Does not favor

either the

intervention or

the comparison

" Probably favorg

the intervention
Favors the

intervention

' Varies

" Don't know

Outcomes

complete suppressionwl

completesuppression
w3-w4

complete suppressionw6

good or excellent
response (by investigator
-wl-2

good or excellent
response (by investigator
-w3-4

good or excellent
response (by investigator
- w6

good or excellent
response (by patienwl

good or excellent
response (by patienw4

good or excellent
response (by patienw6

With placebo

41 per 1.000

86 per 1.000

0 per 1.000

218 per
1.000

260 per
1.000

442 per
1.000

221 per
1.000

294 per
1.000

413 per
1.000

With 2nd gen H1

AH Zfold

177 per 1.000
(70 to 446)

263 per 1.000
(166 to 416)

0 per 1.000
(0to 0)

615 per 1.000
(439 to 864)

531 per 1.000
(443 to 635)

681 per 1.000
(429 to 1.000)

626 per 1.000
(386 to 1.000)

582 per 1.000
(438 to 768)

640 per 1.000
(425 to 958)

Difference

136 more per 1.000

(29 more to 405 more)

177 more per 1.000
(80 more to 330 more)

0 fewer per 1.000
(O fewer to O fewer)

397 more per 1.000
(220 more to 646 more)

271 more per 1.000
(182 more to 375 more)

239 more per 1.000
(13 fewer to 632 more)

406 more per 1.000
(165 more to 796 more)

288 more per 1.000
(144 more to 474 more)

227 more per 1.000
(12 more to 545 more)

Relative effect
(95% ClI)

RR 4.33
(1.71 to 10.92)

RR 3.06
(1.93 to 4.84)

RR 52.88
(33110
843.81)

RR 2.82
(2.01 to 3.96)

RR 2.04
(1.70 to 2.44)

RR 1.54
(0.97 to 2.43)

RR 2.84
(1.75 to 4.61)

RR1.98
(1.49 to 2.61)

RR 1.55
(1.03 to 2.32)
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mean change in sympton
score-w1-2 (SMD)

mean change in sympton
score- w3-4

mean difference (mean

change in TSSw6

mean change in S§6-wl

mean change in S¥6- w3

mean change in DLQW2

The
meanchange in
symptom score

in the

intervention
group was 0,72
standard
deviations points
lower (0,99
lower to 0,45
lower)

The mean
change in
symptom score
w3-4 in the
intervention
group was 1,35
pointslower
(1,92 lower to
0,77 lower)

The mean
difference in TS$
in the
intervention
group was 1,77
points higher
(2,89 lower to
1,66 higher)

The mean
change in SB6
in the
intervention
group was 1,41
points higher
(2,07 lower to
3,89 higher)

The mean
change in SB6 -
in the
intervention
group was 1,95
points higher
(0,88 lower to
4,78 higher)

The mean
change in DLQI
in the
intervention
group was 1,91
points lower
(2,71 lower to
1,11 lower)

SMDO0.72 lower

(0.99 lower to 0.45 lower)

MD 1.35 lower

(1.92 lower to 0.77 lower)

1.77 higher

(1.89 lower t0l.66 higher)

MD 1.41 higher

(2.07 lower to 3.89 higher)

MD 1.95 higher

(0.88 lower to 4.78 higher)

MD 1.91 lower

(2.71 lower to 1.11 lower)
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mean change in DLQW4

mean change in DLQW6

mean difference (mean
change in DLQ¥w4

withdrawal due to AEw2 | 0 per 1.000
(RD)

withdrawal due to AE
w3-4

16 per 1.000

withdrawal due to AEw6 = 5 per 1.000

patients with at least 1 AE 143 per
-w2 1.000

patients with at least 1 AE 246 per
-w4 1.000

patients with at least 1 AE not pooled
- w6

Feasibility

The mean
change in DLQI
in the
intervention
group was 3,82
points lower
(4,94 lower to
2,71 lower)

The mean
change in DLQI
inthe
intervention
group was 3,8
points lower
(5,71 lower to
1,89 lower)

The mean
change in DLQI
in the
intervention
group was 1,5
points higher
(0,2 higher to
2,9 higher)

0 per 1.000
(0to 0)

13 per 1.000
(5to 35)

6 per 1.000
(1to 54)

180 per 1.000
(74 to 434)

315 per 1.000
(251 to 394)

not pooled

MD 3.82 lower
(4.94 lower to 2.71 lower)

MD 3.8 lower
(5.71 lower to 1.89 lower)

1.5 higher
(0.2 higher to 2.9 higher)

0 fewer per 1.000
(O fewer to O fewer)

2 fewer per 1.000
(10fewer to 20 more)

0 fewer per 1.000
(5 fewer to 49 more)

37 more per 1.000
(69 fewer to 291 more)

69 more per 1.000
(5 more to 148 more)

not pooled

not estimable

RR 0.86
(0.33 to 2.26)

RR 1.06
(0.11 to 10.08)

RR 1.26
(0.52 to 3.04)

RR 1.28
(1.02 to 1.60)

not pooled

Is the intervention feasible to implement?

JUDGEMENT RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need todmsidered
in the context of the local health care systems.

Probably no
" Probably yes
" Yes

Varies
* Don't know
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Summary

2NDGENERATION HMH1-FOLDvs. PLACEBO

Efficacy

2nd generation HIAH Xfold was superior to placebo based on the outcomeésomplete
suppression’ (low/moderate quality), 'good excellent responset weeks 12 and weeks
3-4 (low/moderate quality), ‘change in symptom score [standardized mean difference]
(moderate quality), ‘'mean change in DLQI' at weels(ligh quality);mean change in
DLQI' at week 4 (low) and 'mean change in DLQI' at week 6 (moderate quality).

No difference was found for the outcome&good or excellent responsat week 6 (very
low quality), 'mean difference in symptom score' (moderate quality) and 'mean chang
SF36' (low quality).

Safety

No difference was found for the outcomeswithdrawal due to adversevent' (very
low/moderate quality) and 'patients with at least one adverse event' (low/moderate

quality).

2nd geneAldtt akhemlr egul .
2nd geneAldtt anherridaz s

POPULATION: patients with chronispontaneousirticaria

IS RYSNIOINEEE 2nd gen AH taken regularly

2nd gen AH taken as needed
=|=IN(OIel VNS NN Grob 2008Weller 2(@3#
#new study in 2024 update

Assessment

Desirable Effects

Howsubstantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
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* Trivial ‘
Small Outcomes S 2°7F Quality of the Relative ‘ Anticipated absolute effects
. ticipants evidence effect
Moderate par ; ; el di ;
" Large (studies) (GRADE) (95% Cl) Risk with 2nd gen | Risk difference with
. - AH as needed 2nd gen AH regular
Varies Follow-up
T Don'tknow |
complete 63 G é RR2.56 0 per 1,000 0 fewer per 1,000
suppression w2* | (1 RCT) LOW'e (0.13to (0 fewer to0 more)
51)
complete 106 & RR 1.71 267 per 1.000 189 more per 1.000
suppressionw8 | (1 RCT) VERY LOWE® (21521) o (e e 02 e
mean UAS7 w2 | 58 aad - MD 8.6 lower
(1 RCT) MODERATE (13.59 lower to 3.61
lower)
mean DLQI w2 58 aad - MD 5.8 lower
(1 RCT) MODERATE (8.79 lower to 2.81
lower)
mean CLQ2oL 58 aaa - MD 11.4 lower
w2# (1 RCT) MODERATE (20.86 lower to 1.94
lower)
a.  unclear allocation concealment; unclear blinding of outcome assessment; >10% loss teufpllow
b.  onlypatients responding to previous treatment with desloratadine 5mg QD for 4w included
c. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
d.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference
e.  wide confidence intervals

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

' Large
* Moderate Outcomes S 2% Quality of the | Relative Anticipated absolute effects
* small participants evidence effect
mal i i isk di i
. omel ) (GRADE) (95% ClI) Risk with 2nd gen Risk difference with
. ; AH as needed 2nd gen AH regular
Varies Follow-up
Don't know withdrawal due to | 106 aa not estimable | 0 per 1.000 0 fewer per 1.000
AE-w8 (1 RCT) LOWP (zero in both (0 fewer to O fewer)
groups)
patients with at 106 o} RR 1.55
least 1 AEw8 (1RCT) VERY LOW< | (0.90 to 2.67)

unclear allocation concealment; unclear blinding of outcome assessment; $8% followup

only patients responding to previous treatment with desloratadine 5mg QD for 4w included
Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Values and overall certainty of the evidence

JUDGEMENT | RESEARCH EVIDENCE

aooe

Verylow | The relative importance or values of the main outcomes of interest:

T Low

: mi(;(:]erate Outcome Relative importance Certainty of the evidence (GRADE)
complete suppression 2 critical aa

 Noincluded Low

studies
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complete suppressionw8 critical a
VERY LOW
mean UASW2* critical aaa
MODERATE
mean DLQW2* critical aaa
MODERATE
mean CUQ2oLw2# critical aaa
MODERATE
withdrawal due to AEw8 critical aa
LOW
patients with at least 1 AEw8 important a
VERY LOW

Balance of effects

Does the balance between desirable and undesirable effects favantéevention or the comparison?

JUDGEMENT [ RESEARCH EVIDENCE

* Favorsthe | Summary of findings

comparison
" Probably With 2nd gen | With 2nd gen _ Relative effect
favors the Outcome Difference (95% ClI)
. AH as needec AH regular (RR) (95% ClI)
comparison
" Does not complete Oper 1,000 | Oper 1,000 0fewerper 1,000 RR2.56
favor either suppression &* (0to 0) (0 fewer to0 more) (013to 51)
Fhe . complete 267 per 1.000 456 per 189 more per 1.000 RR1.71
intervention suppression w8 1.000 (from 3 more to 504 more) (1.01 to 2.89)
or the (269 to 771)
comparison
Probably mean UASW2*# MD 18.6 MD 10 The mean UAS7 in the intervention grouy. -
was 8.6 points lower (13.59 lower 861
favors the
. . lower)
intervention
" Favors the mean DLQW2# MD 7.6 MD 1.8 The mean DLQI in the intervention group -
intervention was 5.8 points lower (8.79 lower to 2.81
" Varies lower)
 Don't know ) ) )
mean CUQ2oLw2* MD 32.6 MD 21.2 | The mean C\Q2oL in the intervention grou -
was 11.4 points lower (20.86 lower to 1.9
lower)
withdrawal due to | 0 per 1.000 | O per 1.000 not estimable
AE-w8 (0to 0)
patients with at | 267 per 1.000 413 per 147 more per 1.000 RR 1.55
least 1 AEw8 1.000 (from 27 fewer to 445 more) (0.90 to 2.67)
(240 to 712)

Feasibility

Is theintervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be consider

" Probably no
* probably yes tN€ context of the local healtbare systems.

" Yes
Varies
* Don't know
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Summary

Taking 2nd generation HAH regularly is marginally superior to taking 2nd generatiosAH1as
needed based on ‘complete suppressiahiveek 8very low quality)'mean UASTmoderate
quality), 'mean DLQ[moderate quality)and ‘'mean Ct2oL'(moderate qualityat week 2

No difference was found fdcomplete suppressiordt week2 (low quality) ‘withdrawal due to AE'
(low quality) and 'patients with at least one AE' (very low quality).

Expert opinion: Weller et al. 2013 found no difference in the reduction of wheal area size between
taking HXAH onrdemand and no HAH.

neAldtflodrd Hlai | y f
'

at w4d ver sAHs-12nd
S needed

POPULATION: patients withchronic spontaneous urticaria

INTERVENTION: 2nd gen H4AH Zfold daily/2-fold [nonresponder]/:fold [responderidailyat w4

COMPARISON: 2nd gen H4AH ZXfold as needed

BIBLIOGRAPHY Weller 2023

#new study in2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEME| RESEARCH EVIDENCE
NT
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. ;riViT‘II Outcomes S 27% e WAORGEINEEIETEYEN Anticipated absolute effects(95% Cl)
. M?gerat participants | evidence effect
i 0,
e I(:S(;IIJIS\IESU) (GRADE) (95% C1) Risk with2nd gen | Risk difference with
' Large : H1-AH fold as 2nd gen HiAH Lfold
' Varies needed daily/2 -fold [non-
Don't responder]/1-fold
know [responder]daily at
w4
complete suppression w8 ' 63 aaada RR2 Study population
89 95per 1,000 95more per 1,000
(50fewer to 724
more)
mean UAS7 w8 58 aaa - MD 5.3lower
higher)
mean DLQI w8 58 aaada - MD 2.9lower
(1 RCT) MODERATFE (6.09lower t00.29
higher)
mean CUQ20L w8 58 aaada - MD 9.8lower
higher)
a. Clcrossed line of no effect and Mideshold(s): uncertain whether there is any difference

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEME| RESEARCH EVIDENCE
NT

' Large No evidence

" Moderat

e

© Small

* Trivial

' Varies
Don't

know

Values andverall Certainty of evidence

JUDGEME| RESEARCH EVIDENCE
NT
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very low| The relative importance or values of the main outcomes of interest:
Low
Moderat Outcome Relative importance Certainty of the evidence (GRADE
€ ) critical aaada
A complete suppression 8
High piete suppressi MODERATFE
] No mean UASW8* critical aaada
mclu@ed MODERATE
studies
mean DLQW8* critical aada
MODERATFE
mean CUQ20Lw8g#* critical aaad
MODERATFE

Balance of effects

Does the balancbetween desirable and undesirable effects favor the intervention or the comparison?

JUDGEME| RESEARCH EVIDENCE
NT
" Favors | Summary of findings
the
compariso ; ) )
n With 2nd gen HIAH With 2nd gen H3AH 2-fold daily/2 -fqld . Relative
" Probably Outcomes 1-fold as needed [non-responder]/1-fold [responder]dailyat Difference = effect
favors the w4 (95% CI)
compariso
" Does not 95per 1,000 190per 1,000 95more per RRO5
favor complete suppression (45to0 819 1,000 (0.12'to
either the w8 (50fewer to 215
interventio 724more)
n or the
compariso mean UASW8" MD 15.2 MD 9.9 The mean -
n UASTin the
Probably intervention
favors the group was
interventio 5.3points
‘n lower (11.24
Favors lower to
the 0.64higher)
interventio
n
' Varies mean DLQN8* MD 6.9 MD 4 The mean -
Don't DLQIin the
know intervention
group was
2.9points
lower (6.09
lower to
0.29higher)
mean CLUQ2oLw8* MD 29.7 MD 19.9 The mean -
CUQ2o0L in
the
intervention
group was
9.8points
lower (20.83

26



EvidenceReport EuroGuiDermn

The International Guideline for the Centre for Guideline Developme
Definition, Classification, Diagnosis

and Management of Urticaria

lower to
1.23higher)

Feasibility

Is the intervention feasible to implement?

JUDGEME| RESEARCH ADDITIONAL CONSIDERATIONS
NT EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need todmsidered in

" Probabl
o %Y the context of the local health care systems.

" Probably
yes

" Yes
Varies

* Don't
know

Summary

Efficacy
No difference was found for the outcome&omplete response at week 2' (low quality),

‘completesuppressiorat week 8', 'mean UAS7 at week 8' (moderate quality), ' mean DLQI at
week 8' (moderate quality), ' mean €RPoL at week 8' (moderate quality)
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2nd g-AH H12ndAHe(ndiHIf er

H1AH)

ver su-daH2attogen H

POPULATION:

INTERVENTION:

COMPARISON:

BIBLIOGRAPHY

patients withchronic spontaneous urticaria

2nd gen HAAH +2nd gen HAAH (different HLAH)

2nd gen HiAH alone

Wang 209

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

a.  openlabel trial

JUDGEMEN| RESEARCH EVIDENCE
Trivial . . .
* Small S 2% (ORI REEIETVERE  Anticipated absolute effects(95% Cl)
. Mr;q:erate Outcomes participants | evidence effect
. studies GRADE 95% CI ) . . . .
Large fiollow u)p ( ) (95% C1) Risk with 2nd | Risk difference with 2nd gen
" Varies genH1-Ah H1-AH +2nd gen HAH
* Don't alone (different HLAH)
know
good or 234 a RR 1.14 | Study population
excellent (1 RCT) VERY LOW (1.03 to
response 1.26)

812 per 1.000 114 more per 1.000
(24 more to 211 more)

b.  Cl crossed MID, statistically significant of uncertain clinical importance
c. Cl crossed line of no effect and MID threshold: uncertain whether there is any difference

Undesirable Effects

How substantial are the undesiratéaticipated effects?

JUDGEMEN| RESEARCH EVIDENCE
' Large : . .
. d S 2% Certainty of the | Relative Anticipated absolute effects(95% CI)
. er?]aﬁrate Outcomes participants | evidence effect
studies GRADE 95% ClI

Trivial I(:ollow u) ( ) S Risk with 2nd = Risk difference with 2nd gen
" Varies : gen HXAh H1-AH +2nd gen HRH
* Don't alone (different HLAH)
know

patients with at = 234 a RR 0.70 Study population
1.78)

85 per 1.000 @ 26 fewer per 1.000
(62fewer to 67 more)
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withdrawal due | 234

to AE (1 RCT) LOW

a.  opertlabel trial

=3

ClI crossed MID, statistically significant of uncertdinical importance
c. Cl crossed line of no effect and MID threshold: uncertain whether there is any difference

Values and overall certainty of evidence

not Study population
estimable

0 per 1.000 0 fewer per 1.000

(0 fewer to O fewer)

(zero in both
groups)

JUDGEMEN] RESEARCH EVIDENCE
Very low Outcome Relative importance Certainty of the evidence (GRADE)
good or excellent response critical a VERY LOW
withdrawal due to AE critical a VERY LOW
patients with at least 1 AE important a VERY LOW

Balance of effects

Does the balance between desirable amttesirable effects favor the intervention or the comparison?

Feasibility

Is the intervention feasible to implement?

JUDGEMEN] RESEARCH EVIDENCE
" Favors the| Summary of finding:
comparison
" Probably .
favors the ST With 2nd gen Hi With 2nd gen HiAH +2ndgen B~ . R:flf:t(l:\t/e
comparison ;
Does not Ah alone AH (different H1AH) (95% Cl)
favor either
the
intervention good or excellent respons¢ 812 per 1.000 926 per 1.000 114 more per RR 1.14
or the (836 t01.000) 1.000 (1.03to
Comparison (24 more to 211 126)
" Probably more)
favors the
‘mterventlon patients with atleast 1 AE 85 per 1.000 60 per 1.000 26 fewer per RR 0.70
_ Favors the (24 10 152) 1.000 (0.28 0
‘mterv'entlon (62 fewer to 67 1.78)
) Varies more)
Don't
know
withdrawal due to AE 0 per 1.000 0 per 1.000 0 fewer per not
(0to0) 1.000 estimable
(0 fewerto O
fewer)

JUDGEMEN| RESEARCH EVIDENCE
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~ No Feasibility, costs, equity and acceptability of the intervention need to be considere

nopmbab'y the context of the local health care systems.

" Probably
yes

" Yes
Varies

* Don't
know

Summary

2ND GENERATION-AH + DIFFERENT 2ND GENERATIAN¥ &, 2ND GENERATION H1
AH ALONE

Efficacy
No difference was found for the outcomégood or excellent response’ (very low quality).

Safety
No difference was found for the outcome&withdrawal due toadverse event(very low

quality) or 'patients with at least one adverse event' (vieny/low).

2nd g-AH -fkoll d ver suAlH 2nc
x-f ol d

POPULATION: patients with CSU unresponsive to-AH

INIISSYSNONEY 2nd gen HEAH 2fold versus 2 gen HIAH Zfold
COMPARISON:

2nd gen HXAH 4fold versus 24 gen H1AH Zfold

2nd gen H1AH 4fold versus 2 gen HXAH 2fold

ElISIR[elel;V VG M GimenezArnau 2007, Hide 2019, Hisada 2019, Ishibashi 1989, Ishibashi 1990, Kukita 1994, Niir
1990, NCT00536389,

NCT00536389

NCT00536389

Assessment

Desirable Effects

Howsubstantial are the desirable anticipated effects?

JUDGEMENT RESEARCH EVIDENCE
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Trivial
* Small
" Moderate
' Large
' Varies
* Don't know

1) 2d gen HXAH 2fold versus 24 gen HXAH fold

Evidence week 2:

Outcomes S 2F eCheVAaRGEN NEEIETEEN  Anticipated absolute effects(95% Cl)
participants | evidence effect
i RADE % CI
I(:S;lljlg\lssu) © ) (95% C1) Risk with 2nd Risk difference with
. gen HXAH %fold | 2nd gen HiAH 2
fold
good or excellent 1042 aa RR 1.01  Study population
response wl-2 (7 RCTs) LOWb (0.93t0
1.10
) 658 per 1,000 7 more per 1,000
(46 fewer to 66
more)
sum, itch+rash w2 159 aa - MD 0.03 higher
(LRCT) LOW-e (0.48 lower to 0.54
higher)
DLQI w2 156 aa - MD 0.09 higher
(1 RCT) LOW-= (0.93lower to 1.11
higher)
patients with relapse 44 aa RR 0.76 = Study population
after 1w of stopping (1 RCT) LOWpd (0.36to
treatment 1.60)

458 per 1,000 110 fewer per 1,000
(293 fewer to 275
more)

two open label studies included; uncledtocation +randomization method

unclear if patients were nonresponders

unclear randomization, allocation

Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

aeow

Evidence week #:

Outcomes S 2% (Ol WAORGERRNEEIETYER Anticipated absolute effects(95% Cl)
participants | evidence effect
tudi GRADE 95% Cl
I(:solljlo:/‘:su) ( ) S Risk with 2nd gen | Risk difference with
P H1-AH Lfold 2nd gen HIAH 2fold
good or excellent | 221 a a RR 1.19 | Study population
response w6 (1RCT) LOWb (0.99 to
142
) 625 per 1,000 119 more per 1,000
(6 fewer to 262 more)
mean change in | 208 ada - MD 0.1 lower
higher)

a. Clcrossed line of no effect and Mibeshold(s): uncertain whether there is any difference
b. unclear if patients were nonresponders
c. unclear risk of bias assessment
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d. unclear randomization, allocation, and blinding
e. only one of the two studies included nonresponders
f.  CUcrossed 0.02 and the line of no effect

2) 2d gen HXAH 4fold versus 2d gen HXAH ZXfold

Quality of the Relative

articipants .
P P evidence effect ‘

S 2% ‘ Anticipated absolute effects

Outcomes

(QULIES)]

Follow-up (GRADE) (CEZXSAN Risk with 2nd gen

H1-AH 1 fold

Risk difference with 2nd
gen HXAH 4 fold

|
Gaa
MODERATE

204
(1 RCT)

mean change in
UAS w4

MDO
(0.33 lower to 0.33 higher)

a.  unclear method of randomization and allocation concealment, selective reporting

3)2nd gen HXAH 4fold versus 24 gen HXAH 2fold

|
rSJartifipZnts Quality of the Relative ‘ ALY

lute effects

Qutcomes EEes) evidence effect
0, . o
Follow-up (GRADE) (95% CI) Risk with 2nd

gen HXAH 2 fold

Risk difference with 2nd
gen HXAH 4 fold

T e
204 &ad -
(1RCT) MODERATE

Ry
mean change in UAS
w4

MD 0.1 higher
(0.23 lower to 0.43 higher)

a.  unclear method of randomization and allocation concealment, selective reporting

Undesirable Effects

Howsubstantial are the undesirable anticipated effects?

JUDGEMENT RESEARCH EVIDENCE

" Large 1) 2d gene H1AH 2fold versus 24 gen HXAH %fold
" Moderate
* Small Evidence week 2:
" Trivial
Varies Outcomes S 27F Certainty of the | Relative Anticipated absolute effects(95% CI)
" Don't know participants | evidence effect
tudi GRADE 95% CI
Solljlo:lssu)p ( ) S Risk with 2nd = Risk difference with
gen HXAH £ 2nd gen H1AH 2fold
fold
patients with at least 1 AE 696 a a RR 1.00 Study population
-wl-2 (5RCTs) LOW- (0.75t0
1.34
) 207 per 1,000 O fewer per 1,000

0.01,0.01))

withdrawal due to AE 700 ada not Study population

(RD-0.00¢ | 6 per 1,000 6 fewer per 1,000

Study population

(52 fewer to 70 more)

(6 fewer to 6 fewer)
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patients with relapse & & RR 0.76 458 per 1,000 110 fewer per 1,000
after 1w of stopping (0.36 to (293 fewer to 275
1RCT d

treatment (1 RCT) LOw 1.60) more)

a. two open label studies included; uncleaiocation +randomization method

b.  unclear if patients were nonresponders

c. unclear randomization, allocation, and blinding

d. Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Evidence week 46:

Relative Anticipated absolute effects(95% CI)
effect
(95% ClI)

27T Certainty of the
evidence

(GRADE)

Outcomes S

participants
(QULIES)]

Risk difference with
2nd gen H1AH 2fold

Risk with 2nd
gen HXAH &k
fold

Follow up

patients with at 159 a RR 0.76 Study population
least 1 AEw3-4 (ARCT) VERY LOWWd (0.45to
1.29
) 300 per 1,000 72 fewer per 1,000
(165 fewer to 87 more)
withdrawal due to | 370 aa not Study population
AE-w4 (2 RCTs) LOWHef estimable
RD 0.0%
( H 0 per 1,000 0 fewer per 1,000
0.01,0.03))
(0 fewer to O fewer)
withdrawal due to | 221 aaada not Study population
(zero in both | O per 1,000 0 fewer per 1,000
groups) (0 fewer to O fewer)
a. Clcrossed line of no effect and Mideshold(s): uncertain whether there is any difference
b.  unclear if patients were nonresponders
c. unclear risk of bias assessment
d. unclear randomization, allocation, and blinding
e. only one of the two studies included nonresponders
f.  CU crossed 0.02 and the line of no effect

2) 2d gen HXAH 4fold versus 2d gen HXAH ZXfold

S 2% Anticipated absolute effects

o Relative
participants

effect
(95% ClI)

Quality of the
evidence
(GRADE)

Outcomes

(studies)
Follow-up

Risk with 2nd gen

H1-AH 1 fold gen HXAH 4 fold
withdrawal due to | 210 & RR 5.10 0 per 1.000 0 fewer per 1.000
AE-w4 (1 RCT) VERY LOWP:e (0.25to (O fewer to O fewer)
104.87)

a. unclear method of randomization and allocation concealmsstective reporting
b.  wide ClI
c. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Risk difference with 2nd
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Values and overall Certainty of evidence

3)2nd gen HXAH 4fold versus 24 gen HXAH 2fold

|
sam fipzms QUAIIoRte Relative Anticipated absolute effects

. evidence effect
(studies) ‘

Outcomes

=l (GRADE) (CEZXS)AN Risk with 2nd gen Risk difference with 2nd
H1-AH 2 fold gen HXAH 4 fold
[
withdrawal due to 208 & aa RR 1.00 19 per 1.000 0 fewer per 1.000
AE w4 (1 RCT) MODERATE (0.14 to (17 fewer to 115 more)

6.97)

a.  unclear method of randomization and allocation concealment, selective reporting

RESEARCH EVIDENCE

Low

The relative importance or values of the main outcomesioferest:
1) 2d gene H1AH 2fold versus 24 gen HXAH Zfold

Outcome Relative importance Certainty of the evidence (GRADE
good or excellent responsav1-2 critical GGG MODERATE
good or excellent responsavé critical aa LOW
sum,itch+rash- w2 critical a & Low
mean change in UASv4 critical & & & MODERATE
DLQI w2 critical aa LOW
withdrawal due to AEw1-2 critical & & & MODERATE
withdrawal due to AEw4 critical a VERY LOW
withdrawal due to AEw6 critical & & & MODERATE
patients with at least 1 ARv1 - w2 important G a LOW
patients with relapse after 1w of stopping important G a LOW
treatment

2) 2dgen H1AH 4fold versus 2d gen HXAH ZXfold

The relative importance or values of the maoutcomes of interest:

Outcome Relative importance Certainty of the evidence (GRADE
mean change in UASv4 critical G & & MODERATE
withdrawal due to AEw4 critical a VERY LOW

3)2nd gen HIAH 4fold versus 24 gen HXAH 2fold

Outcome Relative importance Certainty of the evidence (GRADE
mean change in UASv4 critical G & & MODERATE
withdrawal due to AEw4 critical & & & MODERATE

Balance of effects

34



EvidenceReport

The International

Guideline for the

Definition, Classification, Diagnosis

and Management of Urticaria

EuroGuiDernm
Centre for Guideline Developme

Does the balance between desirable and undesirable effects favantée/ention or the comparison?

JUDGEMEN

RESEARCH EVIDENCE

* Favors the
comparison
" Probably
favors the
comparison
Does not
favor either
the
intervention
or the
comparison
* Probably
favors the
intervention
* Favors the
intervention
' Varies
" Don't know

1) 2d gene H1AH 2fold versus 24 gen HXAH Zfold

Summary of findings

Outcomes

good or excellent
response wi-2

good or excellent
response w6

sum, itch+rash w2

mean change in UAS
w4

DLQI w2

patients with at least 1
AE-w1-2

patients with at least 1
AE-w3-4

withdrawal due to AE
wl-2

With 2nd gen H1AH

1-fold

658 per 1,000

625 per 1,000

207 per 1,000

300 per 1,000

6 per 1,000

With 2nd gen H1AH 2fold

664 per 1,000
(612 to723)

744 per 1,000
(619 to 888)

The mean itch and rasddtore in the
intervention group was 0.03 points hight

(0.48 lower to 0.54 higher)

The mean change in UAS in the
intervention group was 0.1 lower (0.43

lower to 0.23 higher)

The mean DLQI in the intervention grot
was 0.09 pointshigher (0.93 lower to 1..

higher)

207 per 1,000
(155 t0277)

228 per 1,000
(135 to 387)

O per 1,000
(0to 0)

Difference

7 more per
1,000
(46 fewer to
66 more)

119 more
per 1,000
(6 fewer to
262 more)

MD 0.03
higher
(0.48 lower
to 0.54
higher)

MD 0.1
lower
(0.43 lower
t0 0.23
higher)

MD 0.09
higher
(0.93 lower
to1.11
higher)

0 fewer per
1,000
(52 fewer to
70 more)

72 fewer

per 1,000
(165 fewer
to 87 more)

6 fewer per
1,000
(6 fewer to
6 fewer)

Relative
effect
(95% ClI)

RR 1.01
(0.93 10
1.10)

RR 1.19
(0.99 to
1.42)

RR 1.00
(0.75t0
1.34)

RR 0.76
(0.45 to
1.29)

not
estimable
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withdrawal due to AE 0 per 1,000 0 per 1,000 0 fewer per not
w4 (0to 0) 1,000 estimable
(0 fewer to
0 fewer)
withdrawal due to AE 0 per 1,000 0 per 1,000 0 fewer per not
w6 (0to 0) 1,000 estimable
(0 fewer to
0 fewer)
patients with relapse 458 per 1,000 348 per 1,000 110 fewer | RR 0.76
after 1w of stopping (165 to 733) per 1,000 @ (0.36to
treatment (293 fewer 1.60)
to 275
more)
2) 2d gen HXAH 4fold versus 2d gen HXAH ZXfold
Relative
With 2nd gen ) Difference (95% effect (RR]
Outcome H1-AH 1 fold With 2nd gen H3AH 4 fold ch (95%
Cl)
mean change in The mean change in UAStlie intervention group MDO -
UAS w4 was Opoints (0,33 lower to 0,33igher) (0.33 lower to
0.33 higher)
withdrawal due | 0 per 1.000 0 per 1.000 0 fewer per
to AE-w4 (0to 0) 1.000
(from O fewer
to O fewer)
3)2nd gen H2AH 4fold versus 2d gen HXAH 2fold
) . Relative
With 2nd gen . Difference (95%
Outcome With 2nd gen H1AH 4 fold effect (RR)
H1-AH 2 fold Cl)
(95% Cl)
mean change in The mean change in UAS in the intervention gr¢ MD 0.1 higher -
UAS w4 was0,1 pointshigher (0,23ower to 0,43 higher) | (0.23 lower to
0.43 higher)
withdrawal due to| 19 per 1.000 19 per 1.000 0 fewer per
AE w4 (3to 134) 1.000
(from 17 fewer
to 115 more)
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Is the intervention feasible tonplement?

JUDGEMENT RESEARCH EVIDEN ADDITIONAL CONSIDERATIONS

" No Feasibility, costs, equity and acceptability of the intervention need to be considere
Probably

o the context of the locahealth care systems.

" Probably

yes

" Yes
Varies

* Don't know

Summary

1) COMPARISON: 2ND GENERATIGAHH2FOLD vs. 2ND GENERATIOMH1E:FOLD

Efficacy
No difference was found for the outcome&yood or excellent respons@ow quality)

itch+rash score'/'UAS7'/'DLlbw/moderate quality) and 'relapse’ (low quality).

Safety
No difference was found for the outcome&withdrawal due to adverse event' (moderate

guality) and 'patients with at least one adverse event' (very low/low quality).

2) COMPARISON: 2ND GENERATIGAHH4FOLD vs. 2ND GENERATIOMHILFOLD
Efficacy

No differencewas found forthe outcome 'mean change in UAS' (moderate quality).
Safety

No difference was found fothe outcome 'withdrawal due to adverse event' (very low
quality).

3) COMPARISON: 2ND GENERATIGAHH4FOLD VS. 2ND GENERATIOMH2FOLD
Efficacy

No difference was found fothe outcome 'meanchangein UAS' (moderate quality).
Safety

No difference was found fothe outcome 'withdrawal due tcadverse eventimoderate
quality).
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2nd g-AH -fBll d ver sus mul
combi nati ons oAHTf our 2

HOUIFNIOINEEN patients with CSU unresponsive to-AH

INIERYISNRICINEY 2nd gen HIAH 4fold

COIZANEIONEN Multiple combinations ofour 2@ gen HTAH

BIBLIOGRAPHY RSt Weders]

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEME | RESEARCH EVIDENCE
NT
R Trivial Outcomes S 27F (Ol AORGEINREEVIEE  Anticipated absolute effects(95% Cl)
f/lrzggrat participants | evidence effect
e (studies) (GRADE) (95% C1) Risk withmultiple  Risk difference with
R Follow up L
Large combinations of 2nd gen H3AH 4fold
" Varies four 2nd gen HiAH
 Don't
know . o ;
complete suppression w4 | 54 aa RR3.59  Study population
(1RCT) LOWRe (1.11to
11.62
107 per 1,000 277more per 1,000
(12 moreto 1138
more)
mean UASW4# 53 aa - MD5.9lower
(1 RCT) LONab (12.37lower t00.57
higher)
mean CUQ2olLw4# 53 aa - MD 4 lower
(1 RCT) LONab (9.36lower to17.36
higher)
a. open label stug; unclear allocatio/randomization method
b.  Clcrossed line of no effeahdMID threshold(s): uncertain whether there is any difference
c. Clcrosses MID threshold: statistically significant difference of uncertain clinical importance

Undesirable Effects

How substantial are the undesiratémticipated effects?

JUDGEME| RESEARCH EVIDENCE
NT
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' Large No evidence

* Moderat

e

* Small

* Trivial

* Varies
Don't

know

Values and overall Certainty of evidence

JUDGEME| RESEARCH EVIDENCE
NT

very low| The relative importance or values of the main outcomes of interest:
Low

Moderat Qutcome Relative importance Certainty of the evidence (GRADE
€ complete suppression vi4 critical GG 6 MODERATE
High . -
mean UASW4# critical 4 a LOW
No
included mean CLQ2oLw4# critical a G LOW
studies

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEME| RESEARCH EVIDENCE
NT
" Favors | Summary of findings
the
compariso ) ) )
n With multiple Relative
" Probably Outcomes combinations offour With 2nd gen H1AH 4fold Difference = effect
favors the 2nd gen H1AH (95% ClI)
compariso
n
* Does not complete suppression 107per 1,000 384per 1,000 277 more | RR3.59
favor w4# (119to 1245 per 1,000 @ (1.11to
either the (12 moreto 11.62
interventio 1138 more)
n or the
compariso mean UASH4* MD16.3 MD 12.6 The mean -
n UASTn the

Probably intervention
favors the group was
interventio 5.9points
n lower (12.37

Favors lower to
the 0.57highen
interventio
n
' Varies mean CUJQ2oLw4# MD 74.6 MD 78.6 The mean -
" Don't CUQ2oLin
know the

intervention
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group wast

pointslower

(9.36lower
to 17.36
highen

Feasibility

Is the interventiorfeasible to implement?

JUDGEME| RESEARCH ADDITIONAL CONSIDERATIONS
NT EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considered

Proba the context of thdocal health care systems.

* Probably
yes

" Yes
Varies

* Don't
know

Summary

Efficacy
2nd gen H1AH 4fold were superior to multiple combinations ofour 2nd gen HiAHfor

the outcome:'complete suppression at week @hoderatequality)

No difference was found for the outcomednean UAS7 at week dbw quality)and 'mean
CUQ2oL at week 4' (low quality).
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2nd g-AH -fBll d ver suAlH 2nc
1-f ol d-AH H?2

HOUIFNIOINEEN patients with CSU unresponsive to-AH

INIERYISNRICINEY 2nd gen HIAH 4fold

COIZANEIONEN 2nd gen HIAH Zfold + H2AH (cimetidinedose unspecified

BIBLIOGRAPHY RSt Weders]

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEME | RESEARCH EVIDENCE
NT
R Trivial Outcomes S 27F (Ol AORGEINREEVIEE  Anticipated absolute effects(95% Cl)
R I\S/Ircr::!rat participants | evidence effect
e (studies) (GRADE) (95% C) Risk with2nd gen | Risk difference with
R Follow up
Large H1-AH Zfold + H2 | 2nd gen H3AH 4fold
" Varies AH
Don't
know . o ;
complete suppression w4 54 aa RR2.15 | Study population
(1 RCT) LOW:P (0.85t0
5.47)
179 per 1,000 205more per 1,000
(27fewerto 798
more)
mean UASW4# 52 aa - MD 4.9lower
(1 RCT) LOW (11.75lower t01.95
higher)
mean CUQ2olLw4# 52 aa - MD 2.7 higher
(1 RCT) LOWb (10.48lower t0 15.88
higher)
a. open label study; unclear allotan/randomization method
b.  Clcrossed line of no effect and MID threshold(s): uncertain whether there difiesence

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEME| RESEARCH EVIDENCE
NT
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' Large No evidence

* Moderat

e

* Small

* Trivial

* Varies
Don't

know

JUDGEME| RESEARCH EVIDENCE
NT

Values and overall Certainty of evidence

very low| The relative importance or values of the main outcomes of interest:

Balance of effects

Low

Moderat Qutcome Relative importance Certainty of the evidence (GRADE
€ complete suppression vi4 critical aa LOW

High - .

mean UASW4# critical 4 a LOW

No
included mean CLQ2oLw4# critical a G LOW
studies

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEME| RESEARCH EVIDENCE
NT

" Favors | Summary of findings
the
compariso
n With 2nd gen HiAH
" Probably Outcomes 1-fold + H2AH
favors the
compariso

n
* Does not complete suppression 179per 1,000

#
favor w4

either the
interventio
n or the
compariso mean UAS4* MD 15.3
n
" Probably
favors the
interventio
n
" Favors
the
interventio
n
* Varies mean CLUQ2oLw4* MD 7.9
Don't
know

With 2nd gen H1AH 4fold Difference = effect

384per 1,000
(152t0 977)

MD 12.6

MD 78.6

Relative

(95% Cl)

205 more | RR2.15

per 1,000 = (0.85to
(27 fewerto |  5.47)
798 more)

The mean -
UAS7n the
intervention
group was

4.9 points
lower (11.75

lower to
1.95higher)

The mean -
CUQ2oLin

the
intervention
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group was
2.7 points
lower (10.48
lower to
15.88
highen

Feasibility

Is the interventiorfeasible to implement?

JUDGEME| RESEARCH ADDITIONAL CONSIDERATIONS
NT EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considered

ProbaV the context of thdocal health care systems.

" Probably
yes

" Yes
Varies

* Don't
know

Summary

Efficacy
No difference was found for the outcome&omplete suppression at week @ow quality)

'mean UAS7 at week @bw quality)and 'mean Ck20oL at week 4' (low quality).
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Mul t 1 pl e combi getntAdHd s
ver sus 2Ald-fpdnd HIAH + F

HOUIFNIOINEEN patients with CSU unresponsive to-AH

INIISIRISNRIONER Multiple combinations ofour 27 gen H1AH

CO)VIZANEIONEN 2nd gen HIAH Zfold + H2AH(cimetidine dose unspecified

BIBLIOGRAPHY RSt Weders]

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEME | RESEARCH EVIDENCE
NT
R Trivial Outcomes S 27F (Ol AORGEINREEVIEE  Anticipated absolute effects(95% Cl)
R I\S/Ircr::!rat participants | evidence effect
e (studies) (GRADE) (95% C) Risk with2nd gen | Risk difference with
R Follow up . s
Large H1-AH Zfold + H2  multiple combinations
" Varies AH of four 2nd gen HiAH
Don't
know . o ;
complete suppression w4 = 56 aa RR0.60 = Study population
(1 RCT) LOW:P (0.16t0
2.27)
179per 1,000 71 fewer per 1,000
(150fewer to 227
more)
mean UASW4# 55 a ad - MD 1 higher
(1 RCT) MODERATE (5.33|OW9|' t07.33
higher)
mean CUQ2olLw4# 55 aa - MD 1.3lower
(1 RCT) LOWb (12.98lower t010.38
higher)
a. open label study; unclear allotan/randomization method
b.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEME| RESEARCH EVIDENCE
NT

44



EvidenceReport

The International Guideline for the
Definition, Classification, Diagnosis
and Management of Urticaria

EuroGuiDern

Centre for Guideline Developme

' Large No evidence

* Moderat

e

* Small

* Trivial

* Varies
Don't

know

JUDGEME| RESEARCEVIDENCE
NT

Values and overall Certainty of evidence

very low| The relative importance or values of the main outcomes of interest:

Balance of effects

Low

Moderat Qutcome Relative importance Certainty of the evidence (GRADE
‘e complete suppression vi4 critical aa LOW

:igh mean UASW4* critical & 66  MODERATE
inclt?ded mean CLQ2oLw4# critical a G LOW
studies

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEME| RESEARCH EVIDENCE
NT
" Favors | Summary of findings
the
compariso
n . . . R Relative
With 2nd gen H3AH With multiple combinations offour 2nd ger _.
" Probably Outcomes 1-fold + H2AH H1-AH Difference effect
favors the (95% CI)
compariso
‘n Does not complete suppression 179per 1,000 108per 1,000 71fewer RR0.60
favor w4# (29to 406) per 1,000 | (0.16to
either the (150fewer 2.27)
interventio to 227
n or the more)
compariso
n mean UASW4* MD 15.3 MD 16.3 The mean -
Probably UASTn the
favors the intervention
interventio group wasl
n point higher
Favors (5.33lower
the t07.33
interventio hlghel)
n
' Varies
Don't mean CUJQ2oLw4# MD 75.9 MD 74.6 The mean -
know CUQ2oLin
the
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intervention
group was
1.3 points
lower (12.98
lower to
10.38
highern

Feasibility

Is theintervention feasible to implement?

JUDGEME| RESEARCH ADDITIONAL CONSIDERATIONS
NT EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considered

Probab! the context of the local health care systems.

* Probably
yes

" Yes
Varies

* Don't
know

Summary

Efficacy
No difference was found for the outcome&omplete suppression at week @ow quality)

'mean UAS7 at week @hoderatequality)and 'mean Ct2oL at week 4' (low quality).
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Hi gher than fogeheAHd d:

No evidence identified

Omal i zumab versus pl ac

POPULATION: patients with chronicspontaneousurticariaunresponsive to 2nd gen HAH

INIERYENIIONE) 1) addon omalizumab 300mg every 4w, &jd-omalizumab 150mg every 4w

COMPARISON:  [e]ETottele]

E1|EIR[O[Clz 2 NEN 1) omalizumab 300mg: Hide 2017, Jérg 2018, Kaplan 2013/2016, Maurer 2013, Maurdi0Es,
2019, Maurer2024', Maurer2024, Metz 2017, Saini 2011, Saini 2015/Kaplan 2&t&ybach 2016,
Staubach 2018vuan 2022

2) omalizumab 150mg: Hide 2017, Maurer 2013, Saini 2015/Kaplan 2046 2022

# studies added in the 2@Rupdate/ outcome with new data added 282

Assessment

Desirable Effects

How substantial are thdesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

1

omalizumab | 1y omalizumab 300mg every 4w compared to placebo
300mg every

4w vs.

placebo Outcomes S 27F Certainty of | Relative Anticipated absolute effects(95% CI)
participants | the effect
: Trivial (studies) evidence | (95% CI) Risk with Risk difference with
. Small Follow up (GRADE) placebo add-on omalizumab
Moderate 300mg every 4w
Large
" Varies ) ok ox .
" Don't know complete suppression | 848 aaad RR 17.32 | Study population
w4 (5 RCTs) HIGH (5.97 to
50.24) 6 per 1,000 97 more per 1,000
(29 more to 291 more)
completesuppression | 655 Gadaa RR 5.36 Study population
w8 (3RCTs) HIGH (3.13to
9.18)

58 per 1,000 251 more per 1,000
(123 more to 471 more)

Study population
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complete suppression | 2165 Gadaa RR6.09 53per 1,000 269more per 1,000
wi12* (10RCTs) HIGH (4.41t0 8.9) (180more to392more)
good or excellent 30 a RR 1.57 Study population
response wi2 (1 RCT) VERY (0.07 to
LOWP 35.46
) 0 per 1,000 0 fewer per 1,000

(0 fewer to O fewer)

good or excellent 701 aadd RR6.10 Study population
response w4 (4 RCTs) HIGH (3.40to
10.92)

68 per 1,000 348 more per 1,000
(164 more to 676 more]

good or excellent 655 aadd RR 4.29 Study population
response w8 (3RCTs) HIGH (2.65t0
6.94)

115 per 1,000 379 more per 1,000
(190 more to 684nore)

good or excellent 1241 Gadad RR3.54 Study population
response wl2 (8RCTs) HIGH (2.8t04.48
143per 1,000 362more per 1,000

(257more to496more)

mean change iVAS7 46 aaa - MD 13 lower

w4 (L RCT) MODERATE (19.42 lower to 6.58
lower)

mean change iVAS7 2051 aa ag - MD 9.43lower

wiz (9RCTs) MODERATE (10.23lower t08.62
lower)

mean change iDLQI 993 aaada - MD 3.9 lower

wi12# (6 RCTSs) HIGH (3.92lower t03.88
lower)

mean change i€U 91 aaada - MD 20.7 lower

Q2oL w4 (1L RCT) HIGH (29 lower to 12.5 lower)

mean change iCUv i 2 336 G ad - MD 13 lower

w12 (1 RCT) MODERATE (18.44 lower to 7.56
lower)

relapse: DLQI 12w after 57 Gada - MD 3.4 lower

last treatment (1 RCT) HIGH (7.72 lower to 0.92
higher)

relapse:percent 134 aad RR 0.50 Study population

wiclinical worsening (1 RCT) MODERATE (0.34 to

(UAS7>6 for 2w) w248 0.73)

642 per 1,000 321 fewer per 1,000
(423 fewer to 173
fewer)
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2)
omalizumab
150mg every
4w vs.
placebo

* Trivial

* Small
Moderate

' Large

' Varies

* Don't know

a. Several rislof-bias items unclear, incl. blinding of outcorassessment
b. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
c. ClI crosses MID threshold: statistically significant difference of uncertain clinical importance

2) omalizumab 150mg every 4w compared to placebo

Outcomes S 2F (e=NeWAORUE NEEIETEEN  Anticipated absolute effects(95% Cl)
participants | evidence effect

i 0,
(studies) (GRADE) SR i with | Risk difference with adebn

placebo omalizumab 150mg every 4w

Follow up

complete 467 aadd RR 6.81 | Study population
suppression w4 (3RCTs) HIGH (1.82to0
25.43)

9 per 1,000 50 more per 1,000
(7 more to 210 more)

complete 322 aaa RR 2.20  Study population
suppression w8 (2 RCTs) MODERATFE (1.15t0
4.18
) 75 per 91 more per 1,000
1,000 (11 more to240 more)
complete 717 aaa RR3.32 Study population
suppression wl?2 | (4RCTs) MODERATE (1.95t0
5.6
9 57 per 132more per 1,000
1,000 (54 more to265more)
good or excellent | 322 Gadd RR 2.70 | Studypopulation
response w4 (2 RCTs) HIGH (1.47 to
4.96
) 88 per 150 more per 1,000
1,000 (41 more to 349 more)
good or excellent | 322 Gadad RR 2.48 | Study population
response w8 (2 RCTs) HIGH (2.39to
4.44
) 145 per 214 more per 1,000
1,000 (56 more to 498 more)
good or excellent | 717 G ad RR2.84 Study population
response wl2 (4RCTs) MODERATE (2.03to
3.9
K 149per 274 more per 1,000
1,000 (153more to442more)
mean change in 714 G ad - MD 7.45lower
UAS7 w12 (4RCTs) MODERATE (9.67lower to5.23lower)
mean change in 678 G a - MD 2.65lower
DLQI w12 (4RCTs) LOWp (3.67lower to1.62lower)

a. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
b. high risk of bias in a study with substantial impact on ¢ffect estimate

Undesirable Effects

How substantial are the undesirable anticipated effects?
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JUDGEMENT | RESEARCH EVIDENCE
1) 1) omalizumab 300mg every 4w compared to placebo
omalizumab

300mg every
4w vs.

Outcomes S 2%

participants

placebo (studies)
" Large Follow up
" Moderate
* Small
* Trivial .
* Varies withdrawal due | 223

to AE up tow12 (3 RCTSs)

Don't know

withdrawal due | 250

to AE up to 4% | (LRCT)

withdrawal due | 861

to AE up to e4* | (4 RCT)

patients with at = 46
least 1 AE w4 (1 RCT)
patients with at | 249
least 1 AEw12 | (2 RCTs)
patients with at | 233
least 1 AER®0O* | (1RCT)
patients with at | 858
least1 AE®4* | (2RCTs)
a.
b. high risk of bias
c. wide confidence intervals
d.

Certainty of the
evidence
(GRADE)

Gadd
HIGH

&
VERY.OWbe

ada
LOW

a6 a
MODERATE

G ddd
HIGH

(o flo|
LOW»

aaa
MODERATPE

Relative effect
(95% ClI)

not estimable

RR3.48
(04410 27.81)

RR0.55
(00610 5.29

RR 1.01
(055 to 1.85)

RR 1.01
(0.84 to 1.20)

RR 113
(09310 1.136)

RR 11
(09610 1.25)

Cl crossed line of no effect and Mifibeshold(s): uncertain whether there is any difference

statistical heterogeneity (12 #3%) maybe due to methodological differences

2) omalizumab 150mg every 4w compared to placebo

Anticipated absolute effects(95% CI)

Risk with
placebo

Risk difference with ade
on omalizumab 300mg
every 4w

Study population

0 per 1,000 O fewer per 1,000

(O fewer to Ofewer)

Study population

12per 1,000 30more per 1,000
(7 fewerto 323 more)

Study population

41per 1,000 19fewer per 1,000
(39 fewerto 176 more)

Study population

476 per 1,000 5 more per 1,000
(214 fewer to 405 more)

Study population

651 per 1,000 7 more per 1,000
(104 fewer to 130 more)

Study population

639 per 1,000 77more per 1,000
(51 fewer to223more)

Study population

560per 1,000 56 more per 1,000
(22fewer to 140 more)
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Outcomes S 2ZF
participants
(QULIES)]

2) Follow up

omalizumab

150mg every

4w vs.

placebo withdrawal due to | 306
i AE up to w12 (2RCTs)
Large
* Moderate
* Small
* Trivial
Varies withdrawal due to | 400
Don't know | ' AE up to \24* (2 RCTs)
patients with at 167
least 1 AE w12 (1 RCT)
patients with at 233
least 1 AlIp to (1 RCT)

w20#

b.  high risk of bias

Certainty of the
evidence
(GRADE)

G éd
MODERATFE

a &
LOWP

daa
MODERATFE

daa
MODERATFE

# outcomes with new data added in 282

Relative effect
(95% ClI)

RR 1.59
(0.20 to 12.80)

RRO0.53
(01810 1.59

RR 1.10
(0.88 t0 1.39)

RR1.13
(0.93t0 1.36)

a.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Values and overall certainty of the evidence

Anticipated absolute effects(95% CI)

Risk difference with
add-on omalizumab
150mg every 4w

Risk with
placebo

Study population

7 per 1,000 | 4 more per 1,000

(5 fewer to 77 more)

Study population

49per 1,000 23fewer per 1,000
(40fewer to 28 more)

Study population

608 per 1,000 61 more per 1,000
(73 fewer to 237 more)

Study population

639per 1,000 | 83 more per 1,000
(45fewer to230more)

JUDGEMENT | RESEARCH EVIDENCE
1) The relative importance or values of the main outcomes of interest:
omalizumab
i\?vo\zg every 1) omalizumab 300mg every 4w compared to placebo
placebo
Outcomes Importance Certainty of theevidence
Very low P (GRADE)
T Low . -
complete suppression w4 critical a A & AHIGH
Moderate
High
* Noincluded |  complete suppression w8 critical a A & AHIGH
studies
complete suppression w12 critical a A & AHIGH
good or excellent response w2 critical dE £ & VERYLOW
good or excellent response w4 critical ad & AHIGH
good or excellent response w8 critical ad & AHIGH
good or excellent response w12 critical ad A AHIGH
mean change iVAS7 w4 critical ad & 0 MODERATE
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mean change iVAS7 w12 critical d 00 GE MODERATE
mean change iDLQI w12 critical a & AHIGH
mean change i€UQ20oL w4 critical a & GHIGH
mean changei€Uv i 2[ G MH critical d 00 GE MODERATE
withdrawal due to AE up to w12 critical a & AHIGH
withdrawal due to AE up to 24* critical A E £ € VERLOW
withdrawal due to AE up to 84* critical dOE € LOwW
patients with at least 1 AE w4 important 0 0 ¢ MODERATE
patients with at least 1 AE w12 important aaa dHicH
patients with at least 1 AE20 important G GE € Low
patients with at least 1 AE 24" important 0 & € MODERATE
relapse: DLQI 12w after laseatment important a A & GHIGH
relapse: percent w/clinical worsening (UAS7>6 for important d 0 GE MODERATE
2w) w2448
2)
omalizumab | 5y ,malizumab 150mg every 4w compared to placebo
150mg every
4w vs.
placebo Outcomes Importance Certamt;(g;r;l;wdence
* Very low . - v ow ow
" Low complete suppression w4 critical OO O OHIGH
Moderate : o v ow
. N complete suppression w8 critical aaa MODERATE
Hig
NO_ included complete suppression w12 critical dd A MODERATE
studies
good or excellent response w4 critical ada d GHIGH
good or excellent response w8 critical a a a dHicH
good or excellent response wi2 critical A3 MODERATE
mean change in UAS7 w12 critical dAd A MODERATE
DLQI w12 critical a s &€ Low
withdrawal due to AE up to w12 critical dAd A MODERATE
withdrawal due to AE up to 24" critical addE € Low
patients with at least 1 AE w12 important A3 MODERATE
patients with at least 1 AE20 important a e &€ Low

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?
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JUDGEMENT | RESEARCH EVIDENCE
1) 1) omalizumab 300mg every 4w compared to placebo
omalizumab
300mg every
4w vs. , . Relative
placebo Outcomes With placebo With add-on omalizumab 300mg Difference effect
} every 4w (95% Cl)
Favors the
comparison
fasgcr’sb?l?zlay complete suppression w4 6 per 1,000 102 per 1,000 97 more per. RR17.32
) (3510 297) 1,000 (5.97 to
Lomparison (29 moreto 50.24)
Does not
i 291 more)
favor either
the
intervention complete suppression w8 58 per 1,000 309 per 1,000 251 more RR 5.36
or the (180 to 529) per 1,000 (3.13t0
comparison (123 more 9.18)
" Probably to 471
favors the more)
intervention
Favors the complete suppression 53per 1,000 322per 1,000 269more RR6.09
intervention w2 (233to 445) per 1,000 = (4.41to
" Varies (180more 8.4)
" Don't know to 392
more)
good or excellent respons: 0 per 1,000 0 per 1,000 0 fewer per RR 1.57
wl-2 (0to 0) 1,000 (0.07 to
(O fewer to 35.46)
0 fewer)
good or excellent respons: 68 per 1,000 416 per 1,000 348 more RR 6.10
w4 (232 to 745) per 1,000 (3.40to
(164 more 10.92)
to 676
more)
good or excellent respons: 115 per 1,000 494 per 1,000 379 more RR 4.29
w8 (305 to 800) per 1,000 (2.65to
(190 more 6.94)
to 684
more)
good or excellent respons:  143per 1,000 505per 1,000 362more RR3.54
w12# (400to 639) per 1,000 (2.8to
(257more 4.48
to 496
more)
mean change iWAS7 w4 = The mean UAS7 w. The mean UAS7 w4 in the MD 13 -
was0 intervention group was 13 lower
undefined lower (19.42 lower to | (19.42lower
6.58 lower) t0 6.58
lower)
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mean change iVAS7 w12

mean change iDLQI w12

mean change iI€UQ2oL
w4

wl2

withdrawal due to AE up tc
wil2

withdrawal due to AE up tc
w24#

withdrawal due to AE up tc
w64

patients with at least 1 AE
w4

2)
omalizumab
150mg every
4w vs.

placebo patients with at least 1 AE

wl2
" Favors the
comparison
" Probably
favors the
comparison
" Does not
favor either
the
intervention
or the
comparison

patients with at least 1 AE
w20*

The mean UAS7

w12 wasd

The mean DLQI
w12 wasd

The mean ctQ2oL

w4 was0

mean change iUv i 2 Themeancky i 2

w12 wasD

0 per 1,000

12per 1,000

41per 1,000

476 per 1,000

651 per 1,000

639 per 1,000

The meancky i 2 [

The mean UAS7 w12 in the
intervention group wa$®.43

undefined lower 10.23lower to

8.62lower)

The mean DLQI wi2 in the
intervention group was.9

undefined lower 8.92lower t0 3.88

lower)

The mean ckQ20L w4 in the

intervention group was 20.7 lower

(29 lower to 12.5 lower)

intervention group was 13

undefined lower (18.44 lower to

7.56 lower)

0 per 1,000
(0to 0)

42 per 1,000
(510 335)

22 per 1,000
(2to 217)

481 per 1,000
(262 to 881)

657 per 1,000
(547 to 781)

717per 1,000
(588 to 862)

9 MH

MD9.43 -
lower
(10.23lower
t0 8.62
lower)

MD 3.9 -

lower
(3.92lower

t03.88

lower)

MD 20.7 -
lower
(29 lower to
12.5 lower)

MD 13 -
lower
(18.44 lower
to 7.56
lower)

0 fewer per not
1,000 estimable
(O fewer to
0 fewer)

RR3.48
(044to0
27.8)

30more per
1,000
(7 fewerto
323more)

RRO0.55
(0.06to
5.28

19fewer

per 1,000
(39 fewerto

176more)

RR 1.01
(0.55 to
1.85)

5 more per
1,000
(214 fewer
to 405
more)

RR 1.01
(0.84 10
1.20)

7 more per
1,000
(104 fewer
to 130
more)

RR 112
(092to
1.35)

77 more per
1,000
(51fewer to
223more)
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Probably
favors the
intervention
' Favors the
intervention
' Varies
* Don't know

patients with at least 1 AE
w24#

relapse: DLQI 12w after
last treatment

relapse:percent w/clinical
worsening (UAS7>6 for 2w
w24-48

560per 1,000

The mean relapse:
DLQI 12w after las!

treatment was0

642 per 1,000

616 per 1,000
(538 to 700)

The mean relapse: DLQI 12w afte
last treatment in the intervention

56 more per
1,000
(22 fewer to
140 more)

MD3.4
lower

group was 3.4 undefined lower (7.7 (7.72 lower

lower to 0.92 higher)

321 per 1,000
(218 to 468)

2) omalizumab 150mg every 4w compared to placebo

Outcomes

complete suppression w4

complete suppression w8

complete suppression
w12#

good or excellent responsi
w4

good or excellent responsi
w8

good or excellent responsi
w12#

With placebo

9 per 1,000

75 per 1,000

60 per 1,000

88 per 1,000

145 per 1,000

149per 1,000

With add-on omalizumab 150mg every

4w

58 per 1,000
(16 to 218)

166 per 1,000
(87 to 315)

192per 1,000
(114t0 325

238 per 1,000
(129 to 437)

359 per 1,000
(201 to 642)

423per 1,000
(302to 591)

t0 0.92
higher)

321 fewer

per 1,000

(423 fewer
to 173
fewer)

Difference

50 more per
1,000
(7 more to
210 more)

91 more per
1,000
(11 more to
240 more)

132more

per 1,000
(54 more to
265more)

150 more
per 1,000
(41 more to
349 more)

214 more
per 1,000
(56 more to
498 more)

274 more
per 1,000
(153more to
442more)

RR 11
(09610
1.25)

RR 0.50
(0.34 10
0.73)

Relative
effect
(95% ClI)

RR 6.81
(1.821t0
25.43)

RR 2.20
(1.15to
4.18)

RR3.32
(1.95t0
5.65

RR 2.70
(1.47to
4.96)

RR 2.48
(1.391t0
4.44)

RR2.84
(2.03to
3.97)
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withdrawal due to AE up tc
wl2

withdrawal due to AE up tc
w24#

patients with at least 1 AE
wil2

patients with at least 1 AE
up tow20*

change in UASY

w12 wasD

w12 wasD

7 per 1,000

49per 1,000

608 per 1,000

639per 1,000

mean change in UAS7 wil. The mean mean The mean mean change in UASV12 in
the intervention group wag.45
undefined lower 9.67lower t05.23

lower)

mean change iDLQI w12 = The mean DLQI The mean DLQI w12 in the interventio  MD 2.65 -
group was2.65undefined lower 8.67
lower to1.62lower)

10 per 1,000
(1to 84)

26 per 1,000
(9t 77)

668 per 1,000
(535 to 845)

776 per 1,000
(648 to 923)

MD7.45 -
lower
(9.67lower
t05.23
lower)

lower
(3.67lower

t01.62

lower)

4 more per  RR 1.59
1,000 (0.20to
(5fewerto | 12.80)
77 more)

23fewerper = RR0.53
1,000 (0.18to
(40fewer to 1.58
28more)

61 more per RR 1.10
1,000 (0.88to
(73 fewerto | 1.39)
237 more)

83more per | RR1.13
1,000 (0.93to
(45fewer to 1.3
230more)

Feasibility
Is the intervention feasible to implement?
JUDGEMENT | RESEARCH EVIDENCE
omalizumab | omalizumab 300mg or 150mg every 4w vs. placebo
300mg or
150mg every | Feasibility, costs, equity and acceptability of the intervention need todmsidered in
ggc":t')o the context of the local health care systems.
" No
" Probably no
" Probably yes
" Yes
Varies
" Don't know
Summary

1) COMPARISONDMALIZUMAB 300MG EVERY 4 WEEKS A®ADIREATMENT vs.

PLACEBO

Data added in 202update from4 new studiegdifferences to 280 marked in purplig
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Efficacy
Omalizumab 300mg every 4 weeks as aold treatment was superior to placebo for the

outcomes '‘complete suppression’ (high quality), '‘good or excellent response’ at weeks 4, 8
and 12 (high quality),hean change iJAS7' (moderate quality)mean change iDLQI'

(high quality), mean change iI€UQ2oL' (moderate/high quality)relapse: DLQI 12 weeks
after last treatment’ (high quality) and 'relapse: percent of patients with clinical worsening
(UAS7>6 for 2 weeks) from week-28' (moderate quality).

No difference was found for the outcomegood or excellent response’ at week Ivery
low quality)

Safety
No difference was found for the outcomes&withdrawal due to adverse events up to week

12, 24and 64 (very lowlow/ high quality) andpatients with at least one adverse eveup
to weeks 1220, 24 (low/moderatehigh quality).

2) COMPARISONDMALIZUMAB 150MG EVERY 4 WEEKS A®ADIREATMENT vs.
PLACEBO
Data added in 202update from 1 new study

Efficacy
Omalizumab 150mg everyveeks as adebn treatment was superior to placebo for the

outcomes:'complete suppression' (moderate/high quality), ‘good or excellent response’ at
weeks 4, 8 and 12r(oderate/high quality), mean change iWAS7' ifhoderatequality) and '
mean change iDLQI' low quality).

Safety

No difference was found for the outcomes&withdrawal due to adverse event up to week 12
and 24 (low/moderate quality) and for ‘patients with at least one adverse ewgnto weeks
12 and 20(low/moderate quality).
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Dupi |l umab versus pl ace

POPULATION: children, adolescents and adultef to 80 years of agejyith chronicspontaneousurticaria
unresponsive to 2nd gen HAH

INIEXNVENIIONE) add-on Dupilumab

»#60 kg: 600mg loading dose + 300evgry 2w;
%30 kg and <60 kg: 400mg loading dose + 208vegy 2v
XL5 kg and <30 kg: 400mg loading dose + 208vegy 4v

COMPARISON: placebo

BIBLIOGRAPHY  RYEWICIgAerZ:

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

R Trivial Outcomes S 27F Certainty of | Relative Anticipated absolute effects(95% ClI)
Small participants | the effect
: LMOderate (studies) ) evidence | (35% C1) [N Risk difference with
arge Follow up (GRADE) .
* Varies placebo add-on dupilumab
" Don't know
complete suppression | 138 G ad RR1.78 Study population
w12 (1RCT) MODERATFE (0.7t0 4.55

88per 1,000 69more per 1,000
(26 fewerto 313more)

good or excellent 138 Gadd RR 194 Study population
response w2# (1 RCT) MODERATE (1.06to
3.57)

176per 1,000 166more per 1,000
(11 moreto 454 more)

mean change iVAS7 138 Gada - MD 5 lower
w12# (1 RCT) HIGH (9.43lower t00.57
lower)

a. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
b. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance

Undesirable Effects

Howsubstantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
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: Lnvial Outcomes S 27
Small 2
" Moderate participants
* Large (studies)
' Varies Follow up
Don't know
withdrawal due | 246
to AE up tol4* | (LRCT)
patients with at | 246
least 1 AEw24 | (1 RCT)

a.

Values and overall certainty of the evidence

Certainty of the
evidence
(GRADE)

G éd
MODERATFE

a6 a
MODERATFE

Cl crossed line of no effect and MID threshold(s): uncertain whether there idiierence

Anticipated absolute effects(95% CI)

Relative effect
(95% ClI)

Risk difference with ade
on dupilumab

Risk with
placebo

RR0.49 Study population
(0.09t0 2.64)
33per 1,000 17fewer per 1,000
(30fewerto 54 more)
RR 101 Study population
(081to0 1.26)

566per 1,000 6 more per 1,000
(107fewer to 147 more)

JUDGEMENT | RESEARCH EVIDENCE

" Very low The relative importance or values of the main outcomes of interest:

" Low

Moderate Certainty of theevidence

High Outcomes Importance (GRADE)

" Noincluded ) .

studies complete suppression w12 critical a & ¢ MODERATE
good or excellent response w12 critical a A & AHIGH
mean change iWAS7 w12 critical a A & AHIGH
withdrawal due to AE up to w24 critical d O GE MODERATE
patients with at least 1 AE w24 important 0 0 ¢ MODERATE

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE

' Favors the

comparison . Relative

" Probably Outcomes With placebo Vgﬁgiﬁﬁ:‘j-;bn Difference effect

favors the (95% CI)

comparison

" Does not

favor either complete suppression wlZ 88per 1,000 157per 1,000 69more per 1,000 RR1.78

the (62to 401) (26fewerto 313more) (0.7to

intervention 4.55

or the

comparison good or excellent respons 176per 1,000 | 342per 1,000 166more per 1,000 RR 194
Probably wl2* (187to 630) (11 more to 454 more) (1.06to

favors the 3.57)

intervention

" Favors the

intervention
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. \éarl?sk mean change iVAS7 w12 Themean The mean UASY The mean UAS7 wik the
on't know UAS7 w12 wl2*was-16.8 | intervention group was 5 lower (9.42
was-11.8 lower to 0.57 lower)

withdrawal due to AE up t¢ 33 per 1,000 16 per 1,000 17fewer per 1,000 RR0.49
w24# (3t0 87) (30 fewer to 54 more) (0.09to

2.64)

patients with at least 1 AE 566per 1,000 572per 1,000 6 more per 1,000 RR 11
w24# (459t0 713 (107fewer to 147 more) (096t0

1.25)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be consider

Probably no
" Probably yes the context of the local health care systems.

" Yes
Varies
* Don't know

Summary

Data added in 202update from 1 new study

Efficacy

5dzLJA f dzYF 6 o6xcn 13Y cnnY3d f2FRAY3I R2aS b
f2FRAY3 R2aS b HnnY3d SOSNE HeT xmp 13 |
4w) as addon treatment was superior to placebo for the outcomegjood or excellent
response’ at weel 2 (high qualityand' mean change iAS7' (high quality).

No difference was found for the outcomél O2 YLJX S S & dzLILINGodesate2 y Q |
quality)

Safety

No difference was found for th@utcomes:'withdrawal due to adverse event up to week

24' (moderate quality) and for 'patients with at least one adverse event up to wéek 2
(moderate quality).

0
Y R
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Remi brutini b versus pl

POPULATION: patients with chronispontaneousirticariaunresponsive to 2nd gen FAH

INIERYENIIIONE) 1) add-on Remibrutinibl0mg capsule once daily
2) add-on Remibrutinib 3Bng capsule once daily
3) add-on Remibrutinib 10éng capsule once daily
4) add-on Remibrutinib10mg capsuléwice daily
5) add-on Remibrutinib25mg capsuléwice daily
6) add-on Remibrutinib 10éng capsule wice daily

COMPARISON:  JelETol=lole)

E{EIR(OICZVNCNEN Maurer 202%, Saini 2024

#studies added in the 2@Rupdate

Assessment

Desirable Effects

How substantial are thdesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

" Trivial 1) add-on Remibrutinibl0mg capsule once daily
* Small
Moderate Outcomes S 2% Certainty of | Relative Anticipated absolute effects(95% CI)
' Large participants | the effect
' Varies (studies) evidence (95% CI) ) ) . .
. . Risk with Risk difference with
Don't know
Follow up (GRADE) placebo add-on Remibrutinib
10mg capsule once
daily
complete suppression | 87 G ad RR2.12 Study population
w12# (1RCT) MODERATE (0.89to
5.06)

140per 1,000 156 more per 1,000
(15fewerto 567 more)

good or excellent 87 G ad RR 171 Study population
response w2* (ARCT) MODERATE (0.97to
303)

279 per 1,000 198 more per 1,000
(8 fewerto 567 more)

mean change iVAS7 86 G a ad - MD 13.66lower

w4 (LRCT) MODERATE (18.41lower t08.91
lower)

mean change iVAS7 80 G ad - MD 10.24lower

w12 (LRCT) MODERATE (15.69lower t04.79
lower)
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mean change in DLQI
w4#

mean change in DLQI
wl12*

patients with DLQI 4
w4#

patients with DLQI 4
wl12#

* Trivial

© Small
Moderate

' Large

' Varies

" Don't know

Outcomes

complete suppression
w12

good or excellent
response w2#

mean change iVAS7
w4#

mean change iVAS7
w12

mean change in DLQI
w4#

80
(LRCT)

74
(LRCT)

87
(1LRCT)

87
(LRCT)

S 27F
participants
(studies)
Follow up

87
(LRCT)

87
(1RCT)

86
(LRCT)

80
(LRCT)

82
(LRCT)

MODERATE

& & -
MODERATE

Gad RR 2.37

MODERATE (1.1t05.14)

a6 a RR1.22

MODERATE (0.65t0 2.3)

2) add-on Remibrutinib 35mgonce dailycapsule once daily

Certainty of | Relative
the effect
evidence (95% CI)
(GRADE)

886 RR2.12
MODERATE (0.89to
5.06

684 RR 1.87
MODERATE (1.07 to
3.27)

MODERATE

MODERATPE

MODERATPE

Study population

163 per 1,000

Study population

279per 1,000

a.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference
b.  Cl crosses MID thresholstatistically significant difference of uncertain clinical importance

Anticipated absolute effects(95% CI)

Risk with
placebo

Study population

140per 1,000

Study population

279 per 1,000

MD 6.27lower
(9.63 lower to 2.91
lower)

MD 4.65lower
(7.61 lower to 1.69
lower)

223more per 1,000
(16 moreto 674more)

61 more per 1,000
(98fewerto 363 more)

Risk difference with
add-on Remibrutinib
35mg capsule once
daily

156 more per 1,000
(15fewerto 567 more)

243 more per 1,000
(20 more to 633 more)

MD 13.64 lower
(1839lower to 889
lower)

MD 101 lower
(1555lower to 4.65
lower)

MD 5.05lower
(8.38 lower to 1.72
lower)
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* Trivial
Small

" Moderate

' Large

' Varies

" Don't know

mean change in DLQI
wl12*

patients with DLQI 4
w4#

patients with DLQI 4
wl12#

c. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
d.  Cl crosses Mibhreshold: statistically significant difference of uncertain clinical importance

73
(LRCT)

87
(LRCT)

87
(LRCT)

MODERATE

aad RR1.81

MODERATE (0.8t0 4.11)

& &6 RR 147
MODERATFE (081to
2.66)

3) add-on Remibrutinib 10éhg capsule once daily

Outcomes

complete suppression
w12

good or excellent
response w2#

mean change iVAS7
w4#

mean change iVAS7
w12

mean change in DLQI
wa#

mean change iDLQI
w12

S 27F
participants
(QULIES)
Follow up

90
(1LRCT)

90
(LRCT)

89
(LRCT)

84
(LRCT)

84
(LRCT)

77
(LRCT)

Certainty of | Relative

the effect
(95% ClI)

evidence
(GRADE)

Gdaa RR2.13

MODERATE (0.9t0 5.06)

aaa RR1.37
MODERATE (0.75to
2.51)

MODERATE

MODERATE

MODERATE

MODERATE

Study population

163 per 1,000

Study population

279per 1,000

Anticipated absolute effects(95% CI)

Risk with
placebo

Study population

140per 1,000

Study population

279 per 1,000

MD 2.93lower
(6.7 lower to 0.84
lower)

132more per 1,000
(33fewerto 506 more)

131more per 1,000
(53fewerto 463 more)

Risk difference with

add-on Remibrutinib
100mg capsule once
daily

158more per 1,000
(14 fewerto 567 more)

103more per 1,000
(70fewerto 421 more)

MD 9.21llower
(13.87 lower to 4.55
lower)

MD 7.4lower
(12.59 lower to 2.21
lower)

MD 3.85lower
(7.2 lower to 0.5 lower)

MD 2.22lower
(5.48lower to 1.04
higher)
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* Trivial
Small

" Moderate

" Large

' Varies

" Don't know

patients with DLQI 4 90 a6 a RR 1.8 Study population
w4 (ARCT) MODERATE (0.810 4.1)
163 per 1,000 135 more per 1,000
(29fewerto 505 more)
patients with DLQIQ 90 aaa RR 137 Study population
wi12# (ARCT) MODERATE (0.75to
2.51
) 279per 1,000 103more per 1,000
(70fewerto 421 more)
e. Cl crossed line of no effect and MID threshold(s): uncertain whether there idiffenence
f. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance

4) add-on Remibrutinib 16ng capsuléwice daily

Outcomes

complete suppression
w12

good or excellent
response w2#

mean change iVAS7
w4

mean change iVAS7
w12

mean change iDLQI
w4#

mean change iDLQI
w12

S 27
participants
([QULIES)
Follow up

87
(1LRCT)

87
(1LRCT)

86
(1RCT)

79
(LRCT)

81
(LRCT)

77
(LRCT)

Relative
effect
(95% ClI)

Certainty of
the
evidence
(GRADE)

&8 6 RR2.28
MODERATE (0.97to
5.39

8 &6 RR1.71
MODERATE (0.97to
3.03

MODERATE

MODERATE

MODERAPE

MODERATE

Anticipated absolute effects(95% CI)

Risk with
placebo

Study population

140per 1,000

Study population

279 per 1,000

Study population

Risk difference with
add-on Remibrutinib
10mg capsuléwice
daily

179more per 1,000
(4 fewerto 611 more)

198more per 1,000
(8fewerto 567 more)

MD 10.55ower
(15.3 lower to 5.8
lower)

MD 9.8lower
(15.26 lower to 4.34
lower)

MD 2.87lower
(6.05lower to 031
higher)

MD 3.87lower
(6.85lower t00.89
lower)
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patients with DLQI-Q 87
w4 (1RCT)

patients with DLQI-Q 87
w1z (1RCT)

Outcomes S 2%
participants
([QULIES)
* Trivial Follow up
* Small
Moderate
' Large
' Varies complete suppression | 87
" Don't know wiz (1RCT)
good or excellent 87
response w2# (ARCT)

mean change iVAS7 85
wa4# (1RCT)

mean change iVAS7 990
w12# (BRC¥)

mean change in DLQI | 79
w4# (1RCT)

mean change in DLQI | 73
w12 (ARCT)

patients with DLQI-Q 87
wa4# (1 RCT)

848 a RR 181
MODERATE (0810 4.11)

aaa RR 147
MODERATE (0.81to
2.66

g. Clcrossed line of no effect and MID threshold(s): uncertain whether there idifenence
h. ClI crosses MID threshold: statistically significant difference of uncertain clinical importance

5) add-on Remibrutinib 2Bng capsuléwice daily

Certainty of | Relative
the effect
evidence (95% ClI)

(GRADE)

aéad RR 2.93

HIGH (1.29 to
6.68)

6 é RR 1.95

MODERATE (1.13 to
3.39)

MODERATE

LOWpe

MODERATE

MODERATE

G8&& | RR3.07
HIGH (147 to
6.43)

163 per 1,000 132more per 1,000
(33fewerto 506 more)

Study population

279per 1,000 131 more per 1,000
(53fewerto 463 more)

Anticipated absolute effects(95% CI)

Risk with add-on Remibrutinib
placebo 25mg capsuleéwice
daily

Study population

140per 1,000 269 more per 1,000
(40more to 793 more)

Study population

279per 1,000 265 more per 1,000
(36 more to 667 more)

MD 14.58ower
(19.36 lower to 8.8
lower)

MD 7.42lower
(8.89 lower to 5.95
lower)

MD 5.88lower
(9.43 lower to 2.33
lower)

MD 4.590ower
(8.22 lower to 0.96
lower)

Study population

163 per 1,000 337 more per 1,000
(77 more to 884 more)

Study population
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* Trivial
Small

* Moderate

' Large

' Varies

* Don't know

patients with DLQI-Q
wl2#

a. ClI crosses MID threshold: statistically significant difference of uncertain clinical importance

87
(LRCT)

b. Unclear/high risk of bias
c. statistical heterogeneity (12 89%) maybe due to methodological differences

b éd
MODERATE

6) add-on Remibrutinib100mg capsuléwice daily

Outcomes

complete suppression
wi12*

good or excellent
response w2#

mean change iVAS7
w4

mean change iVAS7
w12

mean change iDLQI
w4

mean change iDLQI
w12

patients with DLQI-Q
w4#

patients withDLQI €1
w12

S 2%
participants
(QULIES)
Follow up

88
(LRCT)

88
(1LRCT)

87
(1LRCT)

74
(3RCH

73
(LRCT)

70
(LRCT)

88
(LRCT)

88
(LRCT)

Certainty of
the
evidence
(GRADE)

a6 a
MODERATE

a6 a
MODERATE

a6 a
MODERATE

a6 a
MODERATE

a6 a
MODERATE

aaa
MODERAPE

aaa
MODERAPE

G aa
MODERAPE

RR 1.87
(1.07 to
3.27)

Relative
effect
(95% ClI)

RR1.91
(0.79to
4.64)

RR 1.51
(0.84 to
2.73)

RR 2.05
(0.93t0
453)

RR 1.27
(0.68 to
2.37)

279per 1,000

Anticipated absolute effects (95% CI)

Risk with
placebo

Study population

140per 1,000

Study population

279 per 1,000

Study population

163 per 1,000

Study population

279 per 1,000

243 more per 1,000
(20 more to 633 more)

Risk difference with
add-on Remibrutinib
100mg capsulewice
daily

127more per 1,000
(29fewerto 508 more)

142more per 1,000
(45fewerto 483 more)

MD 12.62lower
(17.37 lower to 7.87
lower)

MD 9.51lower
(15.03 lower to 3.99
lower)

MD 2.82lower
(5.88lower t00.24
higher)

MD 1.89%ower
(4.77lower to 0.99
higher)

171 more per 1,000
(11fewerto 575 more)

75more per 1,000
(89fewerto 382more)
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Undesirable Effects

How substantial are the undesirable anticipated effects?

d. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
e. ClI crosses Mlbhreshold: statistically significant difference of uncertain clinical importance

withdrawal due to AE up 87
to w16* (1RCT)
patients with atleast1 = 86
AE up tov16* (1RCT)

placebo

Gadaa not Study population
HIGH estimable
O per 1,000
G ad RR1.22 Study population
MODERATE (0.78to
1.91)

429per 1,000

JUDGEMENT | RESEARCH EVIDENCE
* Trivial 1) add-on RemibrutiniblOmgcapsule once daily
Small
" Moderate Outcomes S 2% Certainty of | Relative Anticipated absolute effects(95% CI)
Large participants | the effect
* Varies (studies) evidence (95% ClI)
. . Risk with Risk difference with
Don't know Follow u GRADE
P ( ) placebo add-on Remibrutinib
10mg capsulence
daily
withdrawal due to AEip | 87 a & ad not Study population
to wl6* (ARCT) HIGH estimable
Oper 1,000 0 more per 1,000
(Omore to 0 more)
patients with atleast 1 ' 86 aad RR1.54 Study population
AE up tow16# (1RCT) MODERATE (1.02to
2.3
b 429per 1,000 231more per 1,000
(9 more to561 more)
a. Cl crosses MID threshold: statistically significant differenaenoértain clinical importance
* Trivial 2) add-on Remibrutinib 35ng capsule once daily
© Small
* Moderate Outcomes S 27F Certainty of | Relative Anticipated absolute effects(95% CI)
* Large participants | the effect
: i studies evidence 95% ClI
Varies fiollow u)p (GRADE) (95% Cl) Risk with Risk difference with
Don't know add-on Remibrutinib

35mg capsuleonce
daily

0 more per 1,000
(0 more to 0 more)

94 more per 1,000
(94 fewerto 290more)
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* Trivial

* Small

" Moderate
' Large

' Varies

Don't know

* Trivial

© Small

" Moderate
' Large

' Varies

Don't know

* Trivial
* Small
" Moderate
' Large

a. Cl crossed line of no effect and MID threshold(s): uncertain whether there idi@rence

3) add-on Remibrutinib 10éng capsule once daily

Outcomes S 2% Certainty of
the
evidence

(GRADE)

participants
(QULIES)
Follow up

withdrawal due to AE up 90 aadd

to w16* (1RCT) HIGH
patients with at least 1 = 89 aaa

AE up tow16* (1RCT) MODERATE

a.  Clcrossed line of no effect and MID threshold(s): uncertain whether there idifenence

4) add-on Remibrutinib 16ng capsulawice daily

S 27F
participants
(studies)
Follow up

Outcomes Certainty of
the
evidence

(GRADE)

withdrawal due to AE up 87 aa

to wi6* (1RCT) LOW>
patients with at least 1 | 86 G ad

AE up tov16* (ARCT) MODERATE

a. Cl crossed line of no effect and MID threshold(s): uncertain whether there idi@gence

b. Wide confidence intervals

5) add-on Remibrutinib 2Bng capsuléwice daily

Relative Anticipated absolute effects(95% CI)
effect
% CI
(95%C) . Risk difference with
placebo add-on Remibrutinib

100mg capsuleonce
daily

not Study population
estimable
Oper 1,000 0 more per 1,000
(0 more to 0 more)
RR1.34 Study population
(0.87to
2.05)

429per 1,000 146 more per 1,000

(56 fewerto 450 more)

Relative Anticipated absolute effects(95% CI)

effect

95% CI

(9% Ch Risk with Risk difference with
placebo add-on Remibrutinib

10mg capsuldwice
daily

RR6.84 Study population
(0.36t0
128.68
0 per 1,000 0 more per 1,000
(0 more to 0 more)
RR1.11 Study population
(0.70to
1.7
9 429per 1,000 47 more per 1,000
(129fewer to 334
more)
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' Varies
Don't know

* Trivial

* Small
 Moderate
' Large

' Varies

Don't know

Outcomes S 2%

participants
(QULIES)
Follow up

withdrawal due to AE up 87
to w16* (1RCT)

patients with atleast1 | 85
AE up tov16* (1RCT)

a.  Clcrossed line of no effect and MID threshold(s): uncertain whether there idifenence

b.  Wide confidence intervals

Certainty of | Relative

the effect

evidence (95% ClI) . .

(GRADE) Risk with
placebo

Gad RR2.93 Study population
MODERATE (0.12to
70.08
) 0 per 1,000
aad RR1.41 Study population
MODERATE (0.92to
2.16)

6) add-on Remibrutinib100mg capsulawice daily

S 27F
participants
(studies)
Follow up

Outcomes

withdrawal due to AE up 88
to w16* (1RCT)

patients with at least1 = 87
AE up tov16* (1RCT)

b. Cl crossed line of no effect and MID threshold(s): uncertain whether there idi@gence

c. Wide confidence intervals

Certainty of | Relative

the effect

evidence (95% CI) . .

(GRADE) Risk with
placebo

aa RR6.7 Study population
LOWe (0.36t0
125.92
) 0 per 1,000
G ad RR1.5 Study population

MODERATE (1to 2.27)

429per 1,000

Values and overall certainty of the evidence

JUDGEMENT

RESEARCH EVIDENCE

Anticipated absolute effects(95% CI)

429per 1,000

Anticipated absolute effects(95% ClI)

Risk difference with
add-on Remibrutinib
25mg capsulgéwice
daily

0 more per 1,000
(0 more to 0 more)

176more per 1,000
(34 fewerto 497 more)

Risk difference with
add-on Remibrutinib
100mg capsulewice
daily

0 more per 1,000
(0 more to 0 more)

214more per 1,000
(0O moreto 544 more)

* Very low
T Low

Moderate
High

The relative importance or values of the main outcomes of interest:

1) addon Remibrutinib 10mg capsule once daily
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" Noincluded

studies Outcomes

complete suppression w12
good orexcellent response w¥2
mean change iVAS7 w#

mean change iVASAv12#

mean change in DLQI W4

mean change in DLQI w12

withdrawal due to AE up to w¥6

patients with at least 1 AE wi6

patients with DLQI-Q w#*

patients with DLQI-Q w12

2) addon Remibrutinib 35mg capsubmce daily

* Very low

" Low
Outcomes

Moderate

High complete suppression w2
" Noincluded

studies good or excellent response w42

mean change iVAS7 w#

mean change iVASAv12#

mean change in DLQI W4

mean change in DLQI w12

withdrawal due to AE up to w16

patients with at least 1 AE w16

patients with DLQI-Q w4#

patients with DLQI-Q w12

Importance
critical
critical
critical

critical

critical

critical

critical

important

critical

critical

Importance

critical

critical

critical

critical

critical

critical

critical

important

critical

critical

Certainty of the evidence
(GRADE)

0 0 Of MODERATE
0 0 0f MODERATE
0 0 Of MODERATE

0 0 Of MODERATE

0 0 0€ MODERATE

0 0 0€ MODERATE

d a G0 HIGH

0 0 Of MODERATE

0 0 OEf MODERATE

a 0 € MODERATE

Certainty of the evidence

(GRADE)
0 G G€ MODERATE
0 G G& MODERATE
0 G G€ MODERATE
0 G G& MODERATE

0 0 0Ef MODERATE

0 0 0Ef MODERATE

d 4 a d HGH

d 0 0€ MODERATE

d 0 0f MODERATE

d 0 0€ MODERATE
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 Very low

* Low
Moderate
High

" Noincluded

studies

* Very low

" Low
Moderate
High

" Noincluded

studies

3) addon Remibrutinib 100mg capsule once daily

Outcomes

complete suppression w12

good orexcellent response w¥2

mean change iVAS7 w#

mean change iVASAv12#

mean change in DLQI W4

mean change in DLQI w12

withdrawal due to AE up to w6

patients with at least 1 AE wi6

patients with DLQI-Q w4

patients with DLQI-Q w12

4) addon Remibrutinib 10mg capsuteice daily

Outcomes

complete suppression w12
good or excellent response w12
mean change iVAS7 w#

mean change iVASAv12*

mean change in DLQI W4

mean change in DLQI w12

withdrawal due to AE up to w16

patients with at least 1 AE w16

Importance

critical

critical

critical

critical

critical

critical

critical

important

critical

critical

Importance

critical

critical

critical

critical

critical

critical

critical

important

Certainty of the evidence
(GRADE)

0 0 0f MODERATE
0 0 Of MODERATE
0 0 0f MODERATE

0 0 0€ MODERATE

0 0 0f MODERATE

0 0 Of MODERATE

a ad 4 HIGH

0 0 OEf MODERATE

Q

Qs
Q:
m™m-

MODERATE

Q

Qs
o)
m™m-

MODERATE

Certainty of the evidence
(GRADE)

a 0 € MODERATE
a 0 € MODERATE
0 0 0f MODERATE

0 0 0Ef MODERATE

0 0 0Ef MODERATE

d 0 0f MODERATE

aas & Low

d 0 0f MODERATE
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patients with DLQI-Q w4#
patients with DLQI-Q w12
5) addon Remibrutinib 25mg capsule twice daily
Outcomes
 Very low .
" Low complete suppression w12
Moderate | 5504 or excellentesponse w12
High
No_ included mean change iWVAS7 w#
studies
mean change iVASAv12#
mean change in DLQI @4
mean change in DLQI w12
withdrawal due to AE up te16*
patients with at least 1 AE wi6
patients with DLQI-Q w4#
patients with DLQI-Q w12
6) addon Remibrutinib 100mg capsule twice daily
Outcomes
complete suppression w2
" Very low
* Low good or excellent response w12
Moderate
High mean change iVAS7 w#
" Noincluded
studies mean change iVASAv12*
mean change in DLQI W4
mean change in DLQI w12

critical

critical

Importance
critical

critical

critical

critical

critical

critical

critical

important

critical

critical

Importance

critical

critical

critical

critical

critical

critical

0 0 0f MODERATE

0 0 Of MODERATE

Certainty of the evidence
(GRADE)

a a G0 HIGH
0 0 0f MODERATE
0 0 0f MODERATE

a e £ Low

a & 0 MODERATE
a & 0 MODERATE
0 G G€ MODERATE
0 G G€ MODERATE

MODERATE

Certainty of the evidence
(GRADE)

0 0 0f MODERATE

0 0 0Ef MODERATE
0 0 0Ef MODERATE
d 0 0f MODERATE
d 0 0f MODERATE
d 0 0f MODERATE
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withdrawal due to AE up to w16 critical dOE € LOW

patients with at least 1 AE w6 important & 0 ¢ MODERATE
patients with DLQI-Q w4* critical d 00 € MODERATE
patients with DLQI-Q w12 critical d 00 GE MODERATE

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE

" Favorsthe | 1)add-on Remibrutinib10mg capsule once daily

comparison
" Probably
favors the With add-on Relative
comparison Outcomes With placebo  Remibrutinib 10mg Difference effect
" Does not capsule once daily (95% ClI)
favor either
the
intervention complete suppression wl:  140per 296per 1,000 156more per 1,000 RR2.12
or the 1,000 (125t0 707) (15fewerto 567 more) (0.89to
comparison 5.06)
Probably
favors the good or excellent responst 279 per 477per 1,000 198 more per 1,000 RR 171
intervention wi12# 1,000 (271to 846) (8 fewerto 567 more) (0.97to
' Favors the 3.03
intervention
" Varies
" Don't know mean change iVAS7 w* The mean = The mean UAS7 w4 The mean UAS7 Wih the -
UAS7 w was-19.1 intervention group was 13.66
was-5.44 lower (18.41 lower to 8.91 lower

mean change iWAS7 wl2 The mean | The mean UAS7wiz  The mean UAS7 wikh the -
UAS7 w12 was-18.11 intervention group was 10.24
was-7.87 lower (15.69 lower to 4.79 lower

mean change in DL@#* The mean | The mean DLQI W4 The mean UAS7 Wih the -
DLQMw4* was-9.6 intervention group was 6.27
was-3.33 lower (9.63 lower to 2.91 lower)

mean change in DL@12* = The mean = The mean DLQI w12 The mean UAS7 Wih the -

DLQMW12* was-9.03 intervention group was 4.65
was-4.38 lower (7.61 lower to 1.69 lower)
withdrawal due to AE up t¢ O per 1,000 0 per 1,000 0 more per 1,000 not
wl6* (0to 0) (0 more to 0 more) estimable
patients with atleast 1 AE ~ 429per 660per 1,000 231more per 1,000 RR 154
wl6* 1,000 (420to 990) (9fewerto 561 more) (1.02to

2.31)
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patients with DLQI 4 w4# 163 per 386 per 1,000 223 more per 1,000 RR 2.37
1,000 (179 to 837) (16 more to 674 more) (1.1t0
5.14)
patients with DLQIQ 279per 340per 1,000 61more per 1,000 RR1.22
wi12* 1,000 (181to 642 (98fewerto 363 more) (0.65t0
(53fewerto 463 more) 2.3
" Favors the o ]
comparison | 2) add-on Remibrutinib35mg capsule once daily
" Probably
favors the ) )
comparison . W|th gdgl-on . Relative
" Does not Outcomes With placebo  Remibrutinib35mg Difference effect
favor either capsule once daily (95% Cl)
the
intervention .
or the complete suppressionwlz  140per 296 per 1,000 156 more per 1,000 RR2.12
comparison 1,000 (125 to 707) (15fewerto 567 more) (O.EBQto
5.
Probably 9
favors the
intervention good or excellent respons( 279 per 522 per 1,000 243 moreper 1,000 RR 1.87
* Favors the wi12# 1,000 (299 t0 912) (20 more to 633 more) (2.07 to
intervention 3.27)
" Varies
Don't know mean change iWAS7 w* The mean = The mean UAS7 W4 The mean UAS7 Wih the -
UAS7 w* was-19.08 intervention group was 13.64
was-5.44 lower (18.39 lower to 8.89 lower
mean change iVAS7 w12 The mean @ The mean UAS7wiZ  The mean UAS7 wii the -
UAS7 w12 was-17.97 intervention group was 10.1
was-7.87 lower (15.55 lower to 4.65 lower
mean change in DL@#* The mean | The mean DLQI W4 The mean UAS7 Wih the -
DLQMw4# was-8.38 intervention group was 5.05
was-3.33 lower (8.38 lower to 1.72 lower)
mean change in DL@12* = The mean @ The mean DLQI w12 The mean UAS7 Wih the -
DLQMW12* was-7.31 intervention group was 2.93
was-4.38 lower (6.7 lower to 0.84 lower)
withdrawal due to AE up t¢ Oper 1,000 O per 1,000 0 more per 1,000 not
wl6* (0to 0) (0 more to 0 more) estimable
patients with atleast 1 AE ~ 429per 575per 1,000 146more per 1,000 RR1.34
wl6* 1,000 (373t0 879 (56 fewerto 450more) (0.87to
2.05)
patients with DLQI Q4 w4# 163 per 295per 1,000 132more per 1,000 RR 1.81
1,000 (130to 669) (33fewerto 506 more) (0.8to
4.17)
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' Favors the
comparison
" Probably
favors the
comparison
' Does not
favor either
the
intervention
or the
comparison

Probably
favors the
intervention
* Favors the
intervention
' Varies
" Don't know

' Favors the
comparison
" Probably

patients with DLQI 4 279per 410per 1,000
w12# 1,000 (226t0 742

3) add-on Remibrutinib 10éng capsule once daily

With add-on
Outcomes With placebo  Remibrutinib 100mg
capsule once daily

complete suppressionwlz  140per 298per 1,000
1,000 (126to 707)

good or excellent respons( 279 per 382per 1,000
wil12# 1,000 (209to 700)

mean change iVAS7 w* The mean | The mean UAS7 w4

UAS7 w was-14.65
was-5.44

mean change iWAS7 wl2 The mean | The mean UAS7 wi2

UAS7 w12 was-15.27
was-7.87

mean change in DL @## The mean | The mean DLQI W4

DLQMw4# was-7.18
was-3.33

mean change in DL@12* = The mean @ The mearDLQMw12#

DLQWw12# was-6.6
was-4.38
withdrawal due to AE up tc Oper 1,000 Oper 1,000
wl6* (0to 0)
patients with atleast 1 AE ~ 429per 575per 1,000
w16 1,000 (373t0 879)
patients with DLQI Q4 w4# 163 per 298per 1,000
1,000 (134to 668)
patients with DLQI @ 279per 382per 1,000
w12 1,000 (209to 700)

4) add-on Remibrutinibl0mg capsuléwice daily

131more per 1,000 RR 147
(53fewerto 463 more) (0.81to
2.66)
Relative
Difference effect
(95% Cl)
158more per 1,000 RR2.13
(14fewerto 567 more) (0.9t0
5.06)
103more per 1,000 RR1.37
(70fewerto 421 more) (0.75t0
2.57)

The mean UAS7 Wih the -
intervention group was 9.21
lower (18.87 lower to 4.55 lower

The mean UAS7 wih the -
intervention group was 7.4 lowe
(15.59 lower to 2.21 lower)

The mean UAS7 wWih the -
intervention group was 3.85
lower (7.2 lower to 0.5 lower)

The mean UAS74#in the -
intervention group wag.22
lower (.48lower to 1.04highen

0 more per 1,000 not
(0 more to 0 more) estimable
146more per 1,000 RR1.34

(56 fewerto 450more) (0.87to
2.05)
135more per 1,000 RR 1.8
(29fewerto 505more) (0.82to
4.1)
103more per 1,000 RR1.37
(70fewerto 421 more) (0.75t0
2.57)
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favors the
comparison
' Does not
favor either
the
intervention
or the
comparison

Probably
favors the
intervention
* Favors the
intervention
' Varies
* Don't know

* Favors the
comparison
" Probably
favors the
comparison
" Does not
favor either
the
intervention

Outcomes

complete suppression wl:

good or excellent respons:
wi12#

mean change iVAS7 w#

mean change iVAS7 w12

mean change in DL@#*

mean change in DL@i12#

withdrawal due to AE up tc

wl6*

patients with at least 1 AE
w16

patients with DLQI @ w4#

patients with DLQI @
w12#

With placebo

140per
1,000

279per
1,000

The mean
UAS7 w
was-5.44

The mean
UAS7 w12
was-7.87

The mean
DLQMw4#
was-3.33

The mean
DLQWw12#
was-4.38

Oper 1,000

429per
1,000

163 per
1,000

279per
1,000

With add-on
Remibrutinib 10mg
capsuletwice daily

319per 1,000
(136to0 751)

477per 1,000
(27110 846)

The mean UAS7 W4
was-15.99

The mean UAS7 wi2
was-17.67

The mean DLQI vi4
was-6.2

The mean DLQI wi2
was-8.25

Oper 1,000
(0to 0)

476per 1,000
(307t0 763

295 per 1,000
(130t0 669)

410per 1,000
(2260 742)

5) add-on Remibrutinib 2Bng capsuléwice daily

Difference

179more per 1,000
(4 fewerto 611 more)

198more per 1,000
(8fewerto 567 more)

The mean UAS7 Wih the
intervention group was 10.55

lower (15.3 lower to 5.8 lower)

The mean UAS7 wih the

intervention group was 9.8 lowel

(15.26 lower to 4.34 lower)

The mean UAS7 Wih the

intervention group was 2.87 lowe

(6.05 lower to 0.3higher)

The mean UAS7 Wih the

intervention group was 3.87 lowe

(6.85 lower to 0.89 lower)

0 more per 1,000
(0 more to 0 more)

47 more per 1,000
(129fewer to 334 more)

132more per 1,000
(33fewerto 506 more)

131more per 1,000
(53fewerto 463 more)

Relative
effect
(95% CI)

RR2.28
(0.97to
5.39

RR1.71
(0.97to
3.03

RR6.84
(0.36t0
128.68

RR1.11
(0.70to
1.78)

RR 181
(08to
4.11)

RR 147
(081to
2.66)
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or the
comparison With add-on Relative
" Probably Outcomes With placebo  Remibrutinib25mg Difference effect
favors the capsuletwice daily (95% CI)
intervention
Favors the
intervention complete suppression w1z 140 per 1,000 409per 1,000 269 more per 1,000 RR 2.93
* Varies (180t0 933) (40 more to 793 more) (1.29to
" Don't know 6.68)
good or excellent respons: 279 per 1,000 544per 1,000 265 more per 1,000 RR 1.95
wi12# (315t0 946) (36 more to667 more) (1.13to
3.39)
mean change iVAS7 w# The mean The mean UAS7 W4 The mean UAS7 Wih the -
UAS7 wi was-19.87 intervention group was 14.58
was-5.44 lower (19.36 lower to 8.8 lower)
mean change iWAS7 w12 The mean = The mean UAS7 wi2 The mean UAS7 wik the -
UAS7 w12 was-19.97 intervention group was 7.42 lowe
was-11.13 (8.89 lower to 5.95 lower)
mean change in DL@#* The mean The mean DLQI vi4 The mean UAS7 Wih the -
DLQI wAwas was-9.21 intervention group was 5.88 lowe
-3.33 (9.43 lower to 2.33 lower)
mean change in DL@i12# The mean | The mean DLQI wi2 The mean UAS7 Wih the -
DLQI w12 was-8.97 intervention group was 4.59 lowe
was-4.38 (8.22 lower to 0.96 lower)
withdrawal due to AE up tc 0 per 1,000 0 per 1,000 0 more per 1,000 RR 2.93
wl6* (0to 0) (0 more to 0 more) (0.12to
70.08)
patients with at least 1 AE 429 per 1,000 605per 1,000 176 more per 1,000 RR 1.41
wl6* (395t0 926) (34fewerto 497 more) (0.92to
2.16)
patients with DLQI-@ w4# | 163 per 1,000 500per 1,000 337 more per 1,000 RR 3.07
(240to 1047 (77 more to 884 more) (1.47to
6.43)
" Favors the
~C0;:§§$§, . patients with DLQI. | 279 per 1,000 522per 1,000 243 more per 1,000 RR 1.87
w12# (29910 912 (20 more to 633 more) (1.07 to
favors the
] 3.27)
comparison
" Does not
favor either
the
intervention | 6) add-on Remibrutinib 10éhg capsuléwice daily
or the
comparison
Probably
favors the
intervention
" Favors the
intervention
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' Varies
* Don't know With add-on
Outcomes With placebo  Remibrutinib 10mg
capsuletwice daily
complete suppression wl:  140per 267per 1,000
1,000 (111to 648
good or excellent respons: 279 per 421per 1,000
wl12# 1,000 (234t0 762)
mean change iJAS7 w¥ | The mean | The mean UAS7 W4
UAS7 w# was-18.06
was-5.44
mean change iWAS7 w12 The mean @ The mean UAS7 wi2
UAS7 w12 was-17.38
was-7.87
mean change in DL@## The mean = The mean DLQI w4
DLQMw4#* was-6.15
was-3.33
mean change in DL@12* = The mean @ The mean DLQI w2
DLQWw12# was-6.27
was-4.38
withdrawal due to AE up tc O per 1,000 0 per 1,000
wl6* (0to 0)
patients with atleast 1 AE ~ 429per 643per 1,000
wl6? 1,000 (429t0 973
patients with DLQI @ w4# 163 per 334per 1,000
1,000 (152to 738)
patients with DLQI @ 279per 354per 1,000
wl2# 1,000 (190to 661)

Feasibility

Is the intervention feasible to implement?

Relative
Difference effect
(95% ClI)
127more per 1,000 RR1.91
(29fewerto 508 more) (0.79to
4.64)
142 more per 1,000 RR1.51
(45fewerto 483 more) (0.84to
2.73
The mean UAS7 Wih the -
intervention group was 12.62
lower (17.37 lower to 7.87 lower
The mean UAS7 wik the -
intervention group was 9.51
lower (15.03 lower to 3.99 lower
The mean UAS7 Wih the -
intervention group was 2.82
lower (5.88 lower to 0.24igher)
The mean UAS7 wih the -
intervention group was 1.89
lower (4.77lowerto 0.99highen
0 more per 1,000 RR 6.7
(0 more to 0 more) (0.36to
125.92)
214 more per 1,000 RR 1.5
(0 more to 544 more) (1to
2.27)
171 more per 1,000 RR 2.05
(11fewerto 575 more) (0.93to
4.53)
75 more per 1,000 RR 1.27
(89fewerto 382 more) (0.68 to
2.37)

JUDGEMENT | RESEARCH EVIDENCE

" No

" Probably no
" Probably yes|
" Yes

the context of the local health care systems.

Feasibility, costs, equity and acceptability of the intervention need to be consider
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Varies
* Don't know

Summary
Data added in 202update from2 newstudies

1) addon Remibrutinib 10mg capsule once daily

Efficacy
Remibrutinib 10mg capsule once daily as add treatment was superior to placebo for the

outcomes:'UAS7at weels 4 andl2, 'DLQl'at weeks4 and 12(moderatequality)and
‘patients with DLQI Q" at week 4

No difference was found for th@utcome:'complete suppressidrat week 12 ifnoderate
quality), ‘good or excellent response’ at week IAdderatequality)and 'patients with DLQI
0-1' at week12.

Safety
Remibrutinib 10mg capsule once daily as add treatment was inferior to placebo for the

outcomes:'patients with at least 1 adverse event up to week I8b(leratequality).

No difference was found for the outcome&withdrawal due to adverse event up to week
16 (highquality).

2) addon Remibrutinib 35mg capsule once daily

Efficacy
Remibrutinib 35mg capsule once daily as add treatment was superior to placebo for the

outcomes:'good or excellent response’ at week I&dderatequality),'mean change in
UAS7' at weeks 4 and 12 amg€an change IiDLQI' at week4 and 12(moderate quality.

No difference was found for the outcomecomplete suppression’ at week 1@¢derate
guality) and 'patients with DLQI-0' at weels 4 andl2.

Safety
No difference was found for the outcome&withdrawal due to adverse event up to week

16' (high quality and 'patients with at least 1 adverse event up to week t@derate
quality).

3) addon Remibrutinib 100mg capsule once daily

Remibrutinib 100mg capsule once daily as add treatment was superior to placebo for
the outcomes:'mean change IWAS7' at week4 and12 (nmoderate quality and ‘mean
change in DLQI' at week 4

No difference was found for the outcomél O2 Y LI S S & dzLILINGodeate2 y Q
quality), 'good or excellent response’ at week T2gderate quality, 'mean change in DLQI'
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at week 12 ihoderate quality and 'patients with DLQFD at weeks 4 and 12r(oderate
quality).

Safety

No difference was found fothe outcomes:'withdrawal due to adverse event up to week
16 (high quality and for 'patients with at least one adverse event up to week2dderate

quality).

4) addon Remibrutinib 10mg capsule twice daily

Remibrutinib 10mg capsulewice daily as addon treatment was superior to placebo for
the outcomes:'mean change iWAS7' at weeks 4 and 12d¢derate quality and'mean
change irDLQI' at weelk 2.

No difference was found for the outcomél O2 YLJX S S & dzLJLINGodefiate2 y Q |
quality), 'good or excellent response’ at week h2aderate quality, 'mean change in DLQI'
at week 4and 'patients with DLQI-0' at weeks 4 and 12noderate quality.

Safety
No difference was found for the outcome&withdrawal due to adverse event up to week

16 (moderate quality) and for 'patients with at least one adverse event up to viéek
(moderate quality).

5) addon Remibrutinil25mg capsule twice daily

Remibrutinib 25mg capsule twice daily asld-on treatment was superior to placebo for

the outcomes:d O2 Y LI SGS &adzLJLINBaaiAz2yQ |0 6SS1 MH OKAEZ
at week 12 ihoderate quality, ‘'mean change in UAS7' at weeks 4 andd&/Mmoderate

quality), 'mean change in DLQI' at week 12 and 'patients with DI1QaOweeks 4high

quality)and 12 (noderatequality).

Safety
No difference was found for the outcome&withdrawal due to adverse event up to week

16 (moderate quality) and for 'patients with at least one adverse event up to iéek
(moderate quality).

6) addon Remibrutinib 100mg capsule twice daily

Remibrutinib 100mg capsule twice daily as ada treatment was superior to placebo for
the outcomes:'mean change in UAS7' at weeks 4 andri@deratequality)and ‘'mean
change in DLQI' at week .12

No difference was found for the outcomél O2 YLX S S & dzLILIN®odediate2 y Q |
guality), 'good or excellent response' at week h2oderate quality, ‘'mean change in DLQI'
at week 4 (hoderate quality and 'patients with DLQFD at weels4 and 12(moderate

quality).
Safety

80



EvidenceReport EuroGuiDerm

The International Guideline for the Centre for Guideline Developme
Definition, Classification, Diagnosis
and Management of Urticaria

Remibrutinib 100mg capsule twice daily as add treatment was inferior to placebo for
the outcomes:'patients with at least one adverse event up to weldk (moderate quality.

No difference was found for the outcome&withdrawal due to adverse event up to week
16 (low quality).
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Benrali zumab versus pl

POPULATION: patients with chronispontaneousirticariaunresponsive to 2nd gen FAH

INIEXNVENIONE) 1) add-on Benralizumal80mgevery 4w
2) add-on Benralizumal&0mg every4w

COMPARISON:  FUET:lols)

EIEIR(OIEiZVNENEN Altrichter 2024

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
1) addon 1) add-on Benralizumab 3tgevery 4w
Benralizumab
30mg ever
aw 9 y Outcomes S 27F Certainty of | Relative Anticipated absolute effect$ (95% CI)
participants | the effect
1 1 0,
L (studies) | evidence | (33% C1) g Risk difference with
Trivial Follow up (GRADE) ;
R placebo add-on Benralizumab
Small 30mg every 4w
" Moderate
' Large
" Varies complete suppression | 99 a6 a RR1.19 Study population
Don't know | W12 (1RCT) MODERATFE (0.37to
3.7
9 100per 1,000 19more per 1,000
(63fewerto 279 more)
good or excellent 99 aad RR2.54 Study population
response w2# (1RCT) MODERATE (0.76to
8.4
U 100 per 1,000 154 more per 1,000
(24 fewerto 747 more)
mean change iVAS7 92 G ad - MD 2.07lower
w12 (1RCT) MODERATE (6.8lower t02.66
higher)
mean change in DLQI | 93 G ad - MD 0.48higher
w12# (1RCT) MODERATE (1.95lower t02.91
higher)
mean change i€U 93 G ad - MD 1.63higher
Q2oLw12* (ARCT) MODERATE (3.88lower to7.14
higher)
a. Cl crossed line of neffect and MID threshold(s): uncertain whether there is any difference
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2) addon
Benralizumab
60mg every
4w

* Trivial

* Small

" Moderate
' Large

' Varies

Don't know

b. Unclear/high risk of bias
2) add-on Benralizumab 6@gevery 4w

Outcomes S 2%
participants
(QULIES)

Certainty of | Relative
the effect
evidence (95% ClI)
(GRADE)

Follow up

complete suppression | 96 aaa RRO.71

wi12¢ (1RCT) MODERATE (0.19to
2.69

good or excellent 96 aaa RR2.14

response w2# (ARCT) MODERATE (0.75to
6.16)

mean change iVAS7 89 aaa -

wi12¢ (1RCT) MODERATE

mean change in DLQI | 89 aad -

wi1z2¢ (1RCT) MODERATE

mean change in GU 89 aad -

Q2oLw12* (1RCT) MODERATE

a.  Cl crossetine of no effect and MID threshold(s): uncertain whether there is any difference

b.  Unclear/high risk of bias

Undesirable Effects

How substantial are the undesirable anticipated effects?

Anticipated absolute effects(95% CI)

Risk with
placebo

Study population

100per 1,000

Study population

100per 1,000

Risk difference with
add-on Benralizumab
30mg every 4w

29fewer per 1,000
(81fewerto 169 more)

114more per 1,000
(25fewerto 516 more)

MD 4.36lower
(9.14lower t00.42
higher)

MD 1.25lower
(3.71lower to1.21
higher)

MD 2.24lower
(7.82lower t03.34
higher)

JUDGEMENT | RESEARCH EVIDENCE
1) addon
Benralizumab | 1) add-on Benralizumab 3figevery 4w
30mg every
4w . . -
Outcomes S 2% Certainty of | Relative Anticipated absolute effects(95% CI)
* Trivial participants | the effect
. studies evidence 95% ClI
© Small l(:onow u) CRoE) (95%CI) - Risk difference with
) Moderate P placebo add-on Benralizumab
Large 30mg every 4w
' Varies
Don't know

Study population
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2) addon
Benralizumab
60mg every
4w

* Trivial

* Small
 Moderate
' Large

' Varies

Don't know

withdrawal due to AE up 99 G a (F:)R?’leol 25per 1,000 ?f?T;v:ertir;S'g?r?ore)
b .
to W57* (LRCT) LOW 23.38)

a.  Wide confidence intervals

b. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

2) add-on Benralizumab 6®gevery 4w

Outcomes S 2% Certainty of
participants | the
(QULIES) evidence

(GRADE)

Follow up

withdrawal due to AE up 99 aa RR0.71 Study population
to w5 7# (1RCT) LOW (0.05to
11.08)

a.  Wide confidence intervals

b.  Cl crossed line of no effect and MID threshold(s): uncextédiether there is any difference

Values and overall certainty of the evidence

Relative
effect
(95% ClI)

Anticipated absolute effects(95% CI)

Risk with
placebo

Risk difference with
add-on Benralizumab
30mg every 4w

25per 1,000 7 fewer per 1,000

(24 fewerto 252 more)

JUDGEMENT | RESEARCH EVIDENCE
1) addon The relative importance or values of the main outcomes of interest:
Benralizumab
30mg ever .
aw g y 1) add-on Benralizumab 3@igevery 4w
. Certainty of the evidence
Very low Outcomes Importance (GRADE)
T Low
Moderate complete suppression w12 critical d & 6¢ MODERATE
‘High' good or excellent response w12 critical G & a¢ MODERATE
No included
studies mean change iWASv12 critical & & 6¢ MODERATE
mean change in DL@{12* critical G & a¢ MODERATE
mean change in GQ2oLw12* critical G & a¢ MODERATE
withdrawal due to AE up to 57* critical G a¢ ¢ LOW
2) addon 1) add-on Benralizumab 6@gevery 4w
Benralizumab
60mg every Certainty of the evidence
4w Outcomes Importance (GRADE)
complete suppression w12 critical G & a¢ MODERATE
 Verylow
T Low good or excellent response w12 critical G & a¢ MODERATE
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Moderate mean change iVASAv12# critical G & G¢ MODERATE
High
' Noincluded | mean change in DL@{12# critical 4 & 6¢ MODERATE
studies
mean change in GQ2oLw12* critical & & 6¢ MODERATE
withdrawal due to AE up to %r* critical d ae ¢ LOW

Balance of effects

Does the balance between desirable amtlesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE

1) addon 1) add-on Benralizumab 3Mgevery 4w
Benralizumab
30mg every
4w With add-on Relative
Outcomes With placebo Benralizumab 30mg Difference effect
. every 4w (95% CI)
Favors the
comparison
" Probably : p
; h complete suppression w1z 100per 1,000 119per 1,000 19more per 1,000 RR1.19
avors t_ € (37t0 379 (63fewerto 279more) (0.37to
comparison
R 3.79
Does not
favor either
the good or excellent respons( 100per 1,000 254per 1,000 154 more per 1,000 RR2.54
intervention wi12# (76to 847) (24fewerto 747 more) (0.76t0
or the 8.47)
comparison
" Probably )
¢ th mean change iVAS7 wl2  The mean The mean UAS7 The mean UAS7 wik the -
i?l;/eorzlsentii)n UAS7 w12 wl2*was-14.48 intervention group wa.07 lower
. was-12.41 (6.8lower to 2.66highen
Favors the
intervention
" Varies mean change in DL@i12# The mean | The mearDLQMw4# The mearDLQW12%in the -
Don't know DLQWw4* was was-7.58 intervention group wa$.48higher
-8.06 (1.95lower to 2.91higher)

mean change iCUQ2oL The mean ' The mearDLQMWw12# The mearCUQ2oLw12*in the -

w12 DLQMW12* was-16.47 intervention group wad.63higher
was-18.1 (3.88lower to 7.14higher)
withdrawal due to AE up t¢ 25per 1,000 68per 1,000 43more per 1,000 RR2.71
wl16* (8to 585) (17 fewerto 560more) (0.31to
23.38)
2) add-on Benralizumab 6@igevery 4w
2) addon
Benralizumab
60mg every With add-on Relative
4w Outcomes With placebo Benralizumab 30mg Difference effect
every 4w (95% CI)
" Favors the
comparison complete suppression w1z 100per 1,000 71per 1,000 29fewer per 1,000 RR0.71
* Probably (19to 369) (81fewerto 169 more) (0.19to
favors the 2.69
comparison
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Does_ not good or excellentesponse | 100per 1,000
favor either
wl2#
the
intervention
or the
comparison mean change iVAS7 w12 The mean
" Probably UAS7 w12
favors the was-12.41
intervention
. Favors.the mean change in DL@{12# The mean
intervention
* Varies DLQWw4#was
-8.06
Don't know
meanchange in CtQ2oL The mean
w12# DLQWw12*
was-18.1
withdrawal due to AE up t¢ 25per 1,000
wl16*

Feasibility

Is the intervention feasible to implement?

214 per 1,000 114more per 1,000 RR2.14
(75to0 616) (25fewerto 516 more) (0.75t0
6.16)
The mean UAS7 The mean UAS7 wih the
wl2*was-16.77 intervention group wag.36lower
(9.14lower to 0.42higher)
The mearDLQWw4# The mean DLQI wiih the
was-9.31 intervention group wad.25lower
(3.71lower to 1.21 higher)
The mearDLQw12* The mean C\2oL wi2in the
was-20.34 intervention group wag.24lower
(7.82lower to 3.34higher)
18per 1,000 7 fewer per 1,000 RR0.71
(1to 277) (24 fewerto 252more) (0.05t0
11.08)

JUDGEMENT [ RESEARCH EVIDENCE

" No

" Probably no

" Probably yes|

" Yes
Varies

" Don't know

Feasibility, costs, equity aratceptability of the intervention need to be considered
the context of the local health care systems.

Summary

Data added in 202update from1 new study

1) addon Benralizumab 30mg every 4w

Efficacy

No difference was found for the outcomécomplete suppression' at week 1 ¢derate
quality), 'good or excellent response' at week friibflerate quality, ‘'mean change in UAS7"
at weeks 12, 'mean change in DLQI' at weekni@derate quality and'mean change in GU

Q20L' at week 12foderate quality.
Safety

No difference was found for the outcome&wvithdrawal due to adverse event up to week

57 (low quality).

2) add-on Benralizumab 60mg every 4w

Efficacy
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No difference was found for the outcomecomplete suppression’ at week 1@¢derate
quality), 'good or excellent response’ at week h2oderate quality, 'mean change in UAST7'
at weeks 12, 'mean change in DLQI' at weekn@derate quality and 'mean change in CU
Q2oL' at week 1hfoderate quality.

Safety
No difference was found for the outcome&withdrawal due to adverse event up to week

57' (ow quality).
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| s tezepel umam wusedwme
patients unrespon-si ve
anti histamines?

No evidence identified
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| mepalmad usebnonl t asatn md
patients unrespon-si ve
anti hi stamines?

No evidence identified
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Cyclosporine versus pl

HOVIFNEOINEE patients with chronispontaneousirticaria

INTERVENTION: HO&YAY

o] VIZIIONB placebo

E1IEIR[O[elRVNE N Grattan 2000, Toubi 1997

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

* Trivial Evidence week P:
* Small
 Moderate . . |
* Large Outcomes S 2% Quality of the | Relative Anticipated absolute effects
* Varies participants | evidence effect [ ) S
Don't know (studies) (GRADE) (95% CI) Risk with no addon | Risk difference
Follow-up intervention with add-on CSA
complete 35 a RR11.42 | O per 1.000 0 fewer per 1.000
suppression wl (1 RCT) VERY LOW< | (0.74 to (0 fewer to O fewer)
175.71)
good or excellent 65 aa RR 14.11 | 0 per 1.000 0 fewer per 1.000
response wl-2 (2 RCTs) LOWge (2.05to (0 fewer to 0 fewer)
97.04)
Evidence week 4:
|
Outcomes S 2% Quality of the REIEYE Anticipated absolute effects
participants evidence effect ‘
(studies) (GRADE) (95% Cl) Risk with no addon | Risk difference
Follow-up intervention with add-on CSA
complete 35 a RR8.88 0 per 1.000 0 fewer per 1.000
suppression w4 (1 RCT) VERY LOWPc (0.57 to (0 fewer to O fewer)
138.71)
good or excellent | 30 aa RR 8.90 0 per 1.000 0 fewer per 1.000
response w4 (1 RCT) LOWpe (0.57 to (0 fewer to O fewer)
140.31)
mean change in 29 G ad - MD 10.4 lower
UAST-w4 (1 RCT) MODERATE (18.68 lower to
2.12 lower)

Evidence week 12:
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Outcomes S 2%
participants

(QULIES)]
Follow-up

complete 35
suppressionwl12 | (1 RCT)

Quiality of the Relative Anticipated absolute effects

evidence effect o o )

(GRADE) (95% Cl) Risk with no adeon Risk difference with
intervention add-on CSA

o} RR 11.42 | O per 1.000 0 fewer per 1.000

VERY LOW<® | (0.74 to0 (0 fewer to O fewer)

175.71)

c) wideCl

Undesirable Effects

JUDGEMENT | RESEARCH EVIDENCE

a)  unclear method of randomization and allocatioancealment; no blinding; > 10% loss to follap
b)  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

d)  Cl crosses MID threshold: statistically significant difference of uncertain clinical importance

How substantial are the undesirable anticipated effects?

' Large

* Moderate Outcomes S 27

* Small participants
Trivial (QULIES)]

* Varies Follow-up

 Don't know

withdrawal due to| 29
AE-w4 (1 RCT)

Quality of the  Relative Anticipated absolute effects

evidence effect ] ] ] ] ]
(GRADE) (95% CI) Risk with no adeéon Risk difference with
intervention add-on CSA
aaada not 0 per 1.000 0 fewer per 1.000
HIGH estimable (0 fewer to 0 fewer)

JUDGEMENT | RESEARCH EVIDENCE

Values and overall certainty of the evidence

Very low

The relative importance or values of the main outcomes of interest:

Outcome Relative importance Certainty of the evidence (GRADE)
complete suppressionwl critical G¢ € ¢ VERY LOW
complete suppressioq w4 critical G¢ € ¢ VERY LOW
complete suppressiog w12 critical G¢ € ¢ VERY LOW
good or excellent responsev1-2 critical G a¢ ¢ LOW
good orexcellent response w4 critical G ¢ ¢ LOW
mean change UASIv4 critical & & 6¢ MODERATE
withdrawal due to AE w4 critical & & & GHIGH

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention ootimgarison?

JUDGEMENT | RESEARCH EVIDENCE
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' Favors the
comparison
" Probably
favors the
comparison
' Does not
favor either
the
intervention
or the
comparison
* Probably
favors the
intervention
* Favors the
intervention
' Varies

Don't know

Summary offindings

With no addon

Outcome . .
intervention
complete 0 per 1.000
suppression wl
complete 0 per 1.000
suppression w4
complete 0 per 1.000

suppression w12

good or excellent 0 per 1.000
response wi-2

good or excellent 0 per 1.000
response- w4

mean change in
UAST-w4

withdrawal due 0 per 1.000
to AE-w4

Feasibility

Is the intervention feasible to implement?

With add-on CSA

0 per 1.000
(0to 0)

0 per 1.000
(0to 0)

0 per 1.000
(0to 0)

0 per 1.000
(0to 0)

0 per 1.000
(0to 0)

The mean change in UAS7
the intervention group was
10,4pointslower (18,68
lower to 2,12 lower)

0 per1.000
(0to 0)

Difference (95% ClI)

0 fewer per 1.000
(from O fewer to O fewer)

0 fewer per 1.000
(from O fewer to O fewer)

0 fewer per 1.000
(from O fewer to O fewer)

0 fewer per 1.000
(from O fewer to O fewer)

0 fewer per 1.000
(from O fewer to Ofewer)

MD 10.4 lower

(18.68 lower to 2.12 lower)

Relative effect
(RR) (95% ClI

RR 11.42
(0.74 10
175.71)

RR 8.88
(057 to
138.71)

RR 11.42
(0.74t0
175.71)

RR 14.11
(2.05to
97.04)

RR 8.90

(0.57to
140.31)

not estimable

JUDGEMENT

RESEARCH EVIDENCE

" No
" Probably no
" Probably yes
" Yes

Varies
* Don't know

Feasibility, costs, equity and acceptability of theervention need to be considered i

the context of the local health care systems.

Summary

No difference was found for 'complete suppression' (very low) and 'good or excellent respofise
(low quality) andor ‘withdrawal due to AE' (high quality).

Addon CSA was superior to no add treatment based on 'good or excellent resporsel-2' (low
guality) and 'mean change UAS7' (moderate quality).

No evidence was found for CSA as-addreatment versus other interventions as add.
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Montel Ghdsg-&an WHér sus 2
HXIAH -flo| df @wlird 2or pl aceb

POPULATION: Patients wtih chronic urticaria, who failed to respond tfold 2'd gen HXAH

INTERVENTION: montelukast+ 24 gen H1AH

COMPARISON: 2nd gen H1AH fold, 2d gen H1AH 2 fold, placebo

BIBLIOGRAPHY Di Lorenzo 2004, Wan 2009
Erbagci 2002, Nettis 2004, DiLorenzo 2004

Sakar 2017

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE
* Trivial 1) Montelukast+29 gen HXAH fold compared to placebo
* Small
" Moderate 4 absol ;
: Anticipated absolute effects
Large 2 Quality of the :
Varies Outcomes evidence Relatve effect
' Don't (studies) (95% CI) Risk difference
(GRADE) . . .
know Follow-up Risk withplacebo with montelukast
+ H:AH
mean changein | 80 aa - MD 1.76 lower
TSS)w6 (1 RCT) LOWeb (1.87 lower to
1.64 higher)
good or excellent | 60 o} RR 17.00 0 per 1.000 0 fewer per 1.000
response - w4 (1 RCT) VERY LOW<d | (1.03 to (0 fewerto 0
281.91) fewer)
a. unclear method of randomiz ation and allocation concealment
b.  all patients with CU were included (not only noesponders to HIAH)
c. Cl crosses MID threshold: statisticalignificant difference of uncertain clinical importance
d.  wide Cl
2) Montelukast+2¢ gen HXAH fold compared to 2¢ gen HXAH fold
S 27F . . .
Quality of the Relative Anticipated absolute effects
participants .
Outcomes studies evidence
I(:ollowu) (GRADE) (CEZN@)  Risk with placebo Risk difference with
: +HIAH montelukast + H1IAH
excellent 96 aa RR 4.77 | 83 per 1.000 314 more per 1.000
response w6 (2 RCTs) LOWab (1.95to (79 more to 888 more)
11.66)
mean change in| 80 aa - MD 0.01 higher
TSS (1 RCT) LOWeb (0.13 higher to 0.09 lower)
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a. unclear method of randomization and allocation concealment
b. all patients with CSU were included (not only responders)

3) Montelukast+levocetirizin ¥old compared to levocetirizin Zold

Relative
effect
(95% CI)

Outcomes S 2%
participants
(QULIES)]

Certainty of the
evidence
(GRADE)

Anticipated absolute effects(95% CI)

Riskdifference with
montelukast+levocetirizin fold

Risk with
levocetirizin 2
fold

Follow up

good or 120 aa RR 1.04 = Study population
excellent (1 RCT) LOWD (0.69 to
response w4 1.55
P ) 433 per 1.000 = 17 more per 1.000
(134 fewer to 238 more)
UAS w2 103 a - MD 0.15 higher
(1 RCT) VERY LOWe (0.48 lower to 0.78 higher)
UAS w4 103 aa - MD 0.12 higher
(1 RCT) LOWS (0.51 lower to 0.75 higher)
DLQI w4 103 a - MD 4.08 lower
(1 RCT) VERY LOW (5.91 lower to 2.25 lower)
a.  2530% of patients had inducable urticaria
b.  Clcrossed MID and line of no effect: uncertain whether there is any difference
c. LOCEF for continous outcomes
d.  Clcrossed MID: statistically significant of uncertain clinical importance

Undesirable Effects

How substantial are the undesirakémticipated effects?

JUDGEMEN| RESEARCH EVIDENCE
" Large 1) Montelukast+29 gen HXtAH tfold compared to placebo
" Moderate
* Small No evidence
" Trivial
' Varies 2) Montelukast+2¢ gen HXAH fold compared to 2¢ gen HXAH fold
Don't
know S _2_ i Quiality of the Relative Anticipated absolute effects
participants .
Outcomes (studies) evidence effect
(GRADE) (95% CI) Risk with placebo Risk difference with
Follow-up
+ HEAH montelukast + H1:AH
patients with at least | 54 aa not estimable | 0 per 1.000 0 fewer per 1.000
1 AE-w6 (1 RCT) LOwab (zero in both (O fewer to O fewer)
groups)
withdrawal due to AE | 42 Gaa not estimable | 0 per 1.000 0 fewer per 1.000
-w6 (1 RCT) MODERATE a (zero inboth (0 fewer to O fewer)
groups)

a. unclear method of randomization and allocation concealment
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b. all patients with CSU were included (not only responders)
3) Montelukast+levocetirizin ¥old compared tolevocetirizin 2fold

No evidence

Values and certainty of evidence

What is the overall certainty of the evidence of effects?

JUDGEMEN| RESEARCH EVIDENCE

Verylow [ 1) Montelukast+29 gen HXAH %fold compared to placebo

Outcome Relative importance Certainty of the evidence (GRADE)
TSSw6 critical aa
LOW
good or excellent responsav4 critical a
VERY LOW

2) Montelukast+29 gen HtAH Xfold compared to 2¢ gen HXAH Zfold

Outcome Relative importance Certainty of the evidence (GRADE)
excellent responsew6 critical a a LOW
TSS critical a & Low
patients with at least 1 AEw6 critical G a LOW
withdrawal due to AEw6 critical & & & MODERATE

3) Montelukast+levocetirizin ¥old compared to levocetirizin Zold

Outcome Relative importance Certainty of the evidence (GRADE)
Good or excellent response critical G a LOW
UAS w2 critical a VERY LOW
UAS w4 critical a & Low
DLQI w4 critical o VERY LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN| RESEARCH EVIDEIN ADDITIONAL CONSIDERATIONS
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* Favors the
comparison
Probably With . Difference (95% Relative effect
favors the Outcome With montelukast + HIAH |
comparison placebo Cl) (RR) (95% CI|
Does not TSS w6 The mean difference in TSS in the interventior MD 1.76 lower -
favor either group was 1,7®ointslower (1,87 lower to 1,64 | (1.87 lower to
the higher) 1.64 higher)
intervention
or the good or excellent 0 per 0 per 1.000 0 fewer per RR 17.00
comparison response w4 1.000 (0to 0) 1.000 (1.03to
* Probably (from O fewer 281.91)
to 0 fewer)
favors the
intervention
" Favors the
intervention
' Varies
' Don't With . .
know Outcome placebo + With montelukast + H1IAH Difference (95% Relative effect
Cl) (RR) (95% CI)
H1-AH
excellent response 83 per 397 per 1.000 314 more per RR 4.77
-w6é 1.000 (162 to 972) 1.000 (1.95t0 11.66)
(from 79more
to 888 more)
TSS The mean difference in TSS in the interventi MD 0.01 higher -
group was 0,01 points higher (0,13 higher t (0.13 higher to
0,09 lower) 0.09 lower)
patients with at | 0 per 1.000 0 per1.000 not estimable
least 1 AEw6 (0to 0)
withdrawal due to| O per 1.000 0 per 1.000 not estimable
AE- w6 (0to 0)
With Relative effect
Outcomes levocetirizin With montelukast+levocetirizin ¥fold Difference
(95% ClI)
2-fold
good or excellent| 433 per 416 per 1.000 17 fewer per RR 0.96
response w4 1.000 (273 to 633) 1.000 (0.63 to 1.46)
(160 fewer
to 199 more)
UAS w2 The mean | The mean UAS the intervention group was 0,1f  MD 0.15 -
UAS w2 points higher (0,48 lower to 0,78 higher) higher
was 0 (0.48 lower
t0 0.78
higher)
UAS w4 The mean | The mean UAS in the intervention group was 0, MD 0.12 -
UAS w4 points higher (0,51 lower to 0,75 higher) higher
was 0 (0.51 lower
to 0.75
higher)
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DLQI w4 The mean| The mean DLQI in the intervention group wa;  MD 4.08
DLQI w4 4,08 points lower (5,91 lower to 2,25 lower) lower
was 0 (5.91 lower
t0 2.25
lower)

Feasibility

Is the intervention feasible tanplement?

JUDGEMEN| RESEARCH EVIDEN ADDITIONAL CONSIDERATIONS

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere

" Probabl
o 7Y I the context of the local health care systems.

" Probably
yes

" Yes
Varies

" Don't
know

Summary

1) COMPARISON: MONTELUKAST + 2ND GENERATAGN-HQLD vs. PLACEBO
No new data added in 2020

Efficacy
No difference was found for the outcomedmean difference in total symptom score' (low

quality) and 'good or excellent response’ (very low quality).

Safety
No safety data were available.

2) COMPARISON: MONTELUKAST + 2ND GENERATAGINHALD vs. 2ND GENERATION
H1-AH XFOLD

Efficacy
Montelukast + 2nd generation HAH 1-fold was superior to 2nd generation HAH Xfold

for the outcome 'excellent response’ (low quality).

No difference was found for the outcomeémean difference in TSS' (low quality).

Safety
No difference was found forwithdrawal due to adverse event' (moderate quality) and

'patients with at least one adverse event' (low quality).

3) COMPARISOMONTELUKAST + LEVOCETIRIEDLD vs. LEVOCETIRIZRO2D
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Efficacy
Montelukast + levocetirizine old was superior tdevocetirizine 2fold for the outcome:

'DLQI" (very low quality).

No difference was found for the outcomegood or excellent response’ (low quality) or
'UAS' (very low to low quality).

Safety
No safety data were available.
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Shoul dootriatoster otochs b
treat ment Il n the treat

No evidence identified
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NBUVB ver sus PUVA

HOVIFNEOINEE patients with chronispontaneousirticaria

NER=NIR OIS NB-UVB

(ole]VIZVNNISIOl A PUVA

E1EIR[O[elz AN Bishnoi 2017Khafagy 2013

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

. Trivial Outcomes S 2% Certainty of the Relative Anticipated absolute effects
. Small participants evidence effect (95% ClI)
_ Moderate (studies) (GRADE) (95% Cl)
Large Follow up Risk with | Risk difference with
' Varies PUVA NB-UVB
" Don't know
complete suppression 50 & ds ¢ RR 3.00 Study population
90d (1 RCT) LOWRb (0.13 to
70.30) 0 per 1.000 0 fewer per1.000
(0 fewer to O fewer)
good or excellent 50 a d as RR 1.04 Study population
response-90d 1RCT 0.91to
P ( ) MODERATE (1,20) 920 per 37 more per 1.000
1.000 (83 fewer to 184
more)
mean change in TSS | 24 & des ¢ - MD0.75 lower
w3 (1 RCT) LOW-< (5.09 lower to 3.59
higher)
UAST-d90 50 & des ¢ - MD 0.5 lower
(1 RCT) LOW ¢ (0.89 lower to 0.11
lower)
a.  concomitant treatment: levocetirizine 10mg QD (Bishnoi 2017)
b. Cl crossed line of no effect and MID threshold(s): uncertain whether there idi@gence
C. unclear/high risk of bias
d. patients not blinded

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
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' Large
* Moderate Outcomes S 2% Certainty of the REEUENSIEY Anticipated absolute effects
* small participants evidence (95% CI) (95% ClI)
o (QULIES)] (GRADE)
Trivial Follow up Risk with  Risk difference with
* Varies PUVA NB-UVB
* Don't know i i )
patients with at least 24 & de ¢ RR 2.67 Study population
1 AEw3 (1 RCT) LOW< (0.93107.69)
250 per 418 more per 1.000
1.000 (17 fewer to 1.673
more)
withdrawal due to AE 74 & & as not pooled Study population
(2 RCTs) (zero in both
MODERAFE groups) not pooled ' not pooled
relapse (back to 50 & Ge ¢ RR 3.00 Study population
baseline UAS) (LRCT) LOW (0.13 to 70.30)

0 per 1

concomitant treatment: levocetirizine 10mg QD (Bishnoi 2017)

unclear/high risk of bias
wide CI

oo

Values and overall certainty of the evidence

Cl crossed line of no effect and MID threshold(s): uncertain whether thergyislifference

.000 O fewer per 1.000
(0 fewer to O fewer)

JUDGEMENT | RESEARCH EVIDENCE

Low The relative importance or values of the main outcomes of interest:

Outcome Relative importance Certainty of the evidence (GRADE)
complete suppressiog 90d critical G ¢ ¢ LOW
good or excellent respons€0d critical & & ¢ MODERATE
mean change in T3 critical G a¢ ¢ LOW
UAS790d critical G 6e ¢ LOW
Patients with at least 1 AEv3 critical G 6e ¢ LOW
withdrawal due to AEw2 critical & & G¢ MODERATE
relapse important G ¢ ¢ LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention ootigarison?

JUDGEMENT | RESEARCH EVIDENCE
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' Favors the
comparison
" Probably
favors the
comparison
' Does not
favor either
the
intervention
or the
comparison
* Probably
favors the
intervention
Favors the
intervention
' Varies
* Don't know

With
Outcomes PUVA
complete suppressio0d = 0 per
1.000

good or excellent respons: 920 per

-90d 1.000
mean change in TS®3
UAST-d90
withdrawal due to AEw3 0 per
1.000

patients with at least 1 AE. 250 per

w3 1.000

withdrawal due to AE not
during treatment pooled
relapse(back to baseline 0 per
UAS) 1.000

Feasibility

Is the intervention feasible to implement?

With NB-UVB

0 per 1.000
(0to 0)

957 per 1.000
(837 to 1.000)

The mean mean change in TS$i$the

intervention group was 0,75 points lower

(5,09 lower to 3,59 higher)

The mean UAS7 in the intervention grou
was 0,5 points lower (0,89 lower to 0,11

lower)

0 per 1.000
(0to 0)

668 per 1.000
(233 to 1.000)

not pooled

0 per 1.000
(0to 0)

Difference

0 fewer per
1.000

(0 fewer to O
fewer)

37 more per
1.000
(83 fewer to
184 more)

MDO0.75
points lower
(5.09 lower to
3.59 higher)

MD 0.5 lower
(0.89 lower to
0.11 lower)

0 fewer per
1.000

(0 fewer to O
fewer)

418 more per
1.000
(17 fewer to
1.673 more)

not pooled

0 fewer per
1.000

(O fewerto 0
fewer)

Relative
effect
(95% ClI)

RR 3.00
(0.13to
70.30)

RR 1.04
(0.91to
1.20)

not
estimable

RR 2.67
(0.93 to
7.69)

not pooled

RR 3.00
(0.13to
70.30)

JUDGEMENT

RESEARCH EVIDENCE

" No

" Probably no

" Probably yes

" Yes
Varies

" Don't know

Feasibility, costs, equity and acceptability of the intervention need to be consider

the context of the local health care systems.

Summary

COMPARISON: NBVB vs. PUVA

Efficacy

NB-UVB was superior to PUVA for the outcomBAS7' (low quality).
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No difference was found for the outcome&omplete supression’ (low quality),
‘good/excellent response’ (moderate quality), 'mean change in TSS' (low quality) and relapse
(low quality).

Safety
No difference was found for th@utcomes:'withdrawal due to adverse event' (moderate

quality) and 'patients with at least one adverse event' (low quality).
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NBUVB ver sus-AHnd gen

HOIVIFNIOINEE patients with chronic spontaneous urticaria

INIESRVISNRIENEY 2nd gen HIAH + NBJVB (2r 3 times per week)

o{0) V| ZVHEIOINEN 2nd gen HAAh (1 or Zold)

lI{R(elelzV NS Nl Sheikh 2019
Engin 2008b

Zuo 2011

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

Trivial 1) UB UVB BIW + loratadine 19mg QD compared to loratadine 10mg QD

* Small
: Moderate | Roiols = S 27 oL ANR I NEEETIEEN  Anticipated absolute effects(95% Cl)
Large participants evidence effect
~ Varies studies GRADE 95% Cl
* Don't (Fonow u)p ( ) SR Risk with Risk difference with UB
Know loratadine 10mg  NBV + loratadine 10mg
QD QD
urticaria activity | 72 a - MD 10.36 lower
score-w 4 (1 observational | \yery Low (13.57 lower to 7.15
study) lower)
urticaria activity | 72 a - MD 14.74 lower
scoreq w8 (1observational | \yery Low (18.65 lower to 10.83
study) lower)

a. ROBIN$ evaluation: critical
b. ClI crosses MID threshold: statistically significant of unclear clinical importance
c. Cl interval crossed line of no effect and MHPeshold: uncertain whether there is any difference

2) NB UVB TIW + levocetirizine 10mg QD compared to levocetirizine 10mg QD

|
Outcomes S 2% Quality of the Relative Anticipatedabsolute effects
participants evidence effect ‘ ) ) ) ) )
(studies) (GRADE) (95% CI) Risk with Risk difference with
levocetirizine levocetirizine + NBJVB
Follow-up
mean changein | 78 aad - MD 5.49 lower
UAST7-w3 (1 RCT) MODERATE a (8.03 lower to 2.95 lower)
mean change in | 78 G ad MD 4.02 lower
UAST-w7 (1 RCT) MODERATE a (7.22 lower to 0.82 lower
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a. unclear/high risk of bias

3) NB UVB TIW + mizolastine 10mg QD compared to mizolastine 10mg QD

Outcomes S 2% OIEIWAIRERNREEIEIYEN  Anticipated absolute effects
participants | evidence effect S o )
(studies) (GRADE) (95% Cl) Risk with Risk difference with
minolastine mizolastine + NBJVB
Follow-up
alone
change in mean total 81 aaa - MD 3.46 lower
symptom score (MTSS) (1 RCT) MODERATE (4.14 lower to 2.78
w4 lower)
change in mean total 81 aaa - MD 3.73 lower
symptom score (MTSS) (1 RCT) MODERATE (4.23 lower to 3.23
w8 lower)

a. unclear risk of bias

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN| RESEARMEVIDENCE

' Large 1) UB UVB BIW + loratadine 19mg QD compared to loratadine 10mg QD

" Moderate
* Small
Trivial Outcomes S 27 oA NREIENEN Anticipated absolute effects(95% Cl)
* Varies participants the evidence | effect
N . i 0,
Don't (Fs;ﬁg\';’?p (GRADE) = (55% CI) v Risk difference with
know loratadine 10mg UB-NBV + loratadine
QD 10mg QD
patients with atleast1 | 72 d¢ ¢ ¢ RR 2.84 | Study population
AE (:tL (()jbservatlonal VERY LOW 53073:523 to
study) 53) 0 per1.000 0 fewer per 1.000
(0 fewer to O fewer)
relapse (change in UAST 72 g £ ¢ - MD 23.84 lower
4W after treatment was = (1 observational VERY LOW (27.6 lower to 20.08
finished) study) lower)

a. ROBIN$ evaluation: critical
b. ClI crosses Mlbreshold: statistically significant of unclear clinical importance
c. Cl interval crossed line of no effect and MID threshold: uncertain whether there is any difference

2) NB UVB TIW + levocetirizine 10mg QD compared to levocetirizine 10mg QD
No evidence

3) NB UVB TIW + mizolastine 10mg QD compared to mizolastine 10mg QD
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Outcomes S 2% Quality of the Relative effect
participants | evidence (95% Cl)
(studies) (GRADE)
Follow-up

|
‘ Anticipated absolute effects
|

Risk with Riskdifference with
minolastine alone mizolastine + NBJVB

|
withdrawal due | 81 G ad not estimable 0 per 1.000 0 fewer per 1.000
to AE-w8 (1 RCT) MODERATE (zero events in (0 fewer to O fewer)
both groups)

a. unclear risk of bias

Values and overall certainty ofvidence

JUDGEMEN| RESEARCH EVIDENCE

Verylow | 1) UB UVB BIW + loratadine 19mg QD compared to loratadine 10mg QD

" Low
) M.ocllqerate Outcome Relative importance Certainty of the evidence (GRADE)
Hig
" No UASc w4 critical a VERY LOW
included » Y
studies UASC w8 critical a VERY LOW
patients with at least 1 AE important O E £ € VERYLOW
relapse imporant 0 € € £ VERYLOW

2) NB UVB TIW + levocetirizine 10mg QD compared to levocetirizine 10mg QD

Outcome Relative importance Certainty of the evidence (GRADE)
mean change in UAS7 w3 critical & & & MODERATE
mean change in UASW7 critical & d & MODERATE

3) NB UVB TIW mizolastine 10mg QD compared to mizolastine 10mg QD

Outcome Relative importance Certainty of the evidence (GRADE)
change in mean total symptom score | critical & &d & MODERATE
(MTSS)w4
change in mean total symptom score | critical G &d & MODERATE
(MTSS)w8
withdrawal due to AEw8 critical & & & MODERATE

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN| RESEARCH EVIDENCE
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* Favors the| Summary of finding:

comparison
" Probably
favors the
comparison )
Does not W'th_
favor either Outcomes loratadine
the 10mg QD
intervention
or the o o
comparison urticaria activity
* Probably scoreq w4
favors the
intervention
* Favors the
intervention urticaria activity
- Varies scoreq w8
Don't
know
patients with at 0 per 1.000
least 1 AE
relapse (change in
UAS7 4w after
treatment was
finished)
With
Outcome

levocetirizine

mean change in
UAS7-w3

mean change in

UAST-w7
With
Outcome minolastine
alone

change in mean
total symptom
score (MTSS)w4

change in mean
total symptom
score (MTSS)w8

With UB-NBV + loratadine 10mg QD

The mean urticaria activity score in the
intervention group was 10,36 points lower

(13,57 lower to 7,15 lower)

The mean urticaria activity score in the
intervention group was 14,74 points lower

(18,65 lower to 10,83 lower)

0 per 1.000
(0to 0)

The mean change in UAS7 4w after treatme
relapse) in thentervention group was 23,84
points lower (27,6 lower to 20,08 lower)

With levocetirizine + NBJVB

The mean change in UAS7 in theervention
group was 4,68 points lower (7,22 lower to

2,14 lower)

The mean change in UAS7 in the interventic
group was 4,02 points lower (7,22 lower to

0,82 lower)

With mizolastine + NBJVB

The change in mean total symptom score
(MTSS) in the intervention group was 3,46
points lower (4,13 lower to 2,79 lower)

The change in mean total symptaunore
(MTSS) in the intervention group was 3,73
points lower (4,22 lower to 3,24 lower)

Relative
Difference effect
(95% ClI)

MD 10.36 -
lower
(13.57 lower to
7.15 lower)

MD 14.74 -
lower
(18.65 lower to
10.83 lower)

0 fewer per RR 2.84
1.000 (0.12to

(0 fewer to O 67.53)
fewer)

MD 23.84 -
lower
(27.6 lower to
20.08 lower)

Difference (95% Relative effect
Cl) (RR) (95% CI

MD 4.49 -
lower
(8.03 lower to
2.95 lower)

MD4.02
lower
(7.22 lower to
0.82 lower)

Difference (95% Relative effect
Cl) (RR) (95% ClI

MD 3.46 -
lower
(4.14 lower to
2.78 lower)

MD3.73 -
lower
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(4.23 lower to
3.23 lower)

withdrawal due to | 0 per 1.000 0 per 1.000 not
AE-w8 (0to 0) estimable

Feasibility

Is the interventiorfeasible to implement?

JUDGEMEN| RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere

" Probabl
o 7Y | the context of the local health care systems.

" Probably
yes

" Yes
Varies

" Don't
know

Summary

1) COMPARISON: NBB/B BIW + LORATADINE 10MG QD vs. LORATADINE 10MG QD

Efficacy

Safety
2) COMPARISON: NBVB TIW + LEVOCETIRIZINE 10M®(D) QD vs. LEVOCETIRIZINE

10MG (2FOLD) QD

Efficacy
NB-UVB TIW + levocetirizine 10mg-f@d) QD was superior to levocetirizine 10mg-{@d)

for the outcome:'mean change in USS7' (moderate quality, but of uncertain clinical
importance).

No further evidence could be identified.
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Aut ol ogeous whol e Dbl oo
pl acebo

Should AWB injection vs. placebo be used for urticaria?

HOIUIFNEOINEEN patients with CSU

INI=RYSNRI[lNER AWB injection

COMPARISON:  [o]ETel=lole)

E{EIR[OICRVNCNEN Staubach 2006, Adolnezhadaian 2016

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT| RESEARCH EVIDENCE

Trivial
* Small
: Moderate Outcomes S 2% Certainty of the | Relative Anticipated absolute effects(95%
. Large participants | evidence effect Cl)
Varies (studies) (GRADE) (95% Cl)
" Don't know Foll
SOER Riskwith  Risk difference with
placebo AWB injection
clear 51 aa not estimable  Study population
1RCT b
( ) LOw (zero in both
groups) 0 per 1,000 @O fewer per 1,000
(0 fewer to O fewer)
good or excellent 51 aa RR 3.89 Study population
responsew9 (1 RCT) LOWb (0.22to
68.11)
0 per 1,000 @O fewer perl,000
(0 fewer to O fewer)
good or excellent 56 aaada RR 0.64 Study population
response wl2 (1 RCT) MODERATE (0.33t0 1.24)
500 per 180 fewer per 1,000
1,000 (335 fewer to 120
more)
TSSw9 50 aa - MD0.73 lower
(1 RCT) LOWb (2.62 lower tol.16
higher)

a. unclear risk of bias
b. H1-AH nonresponders
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c. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT| RESEARCEVIDENCE

' Large no evidence

" Moderate

* Small

* Trivial

' Varies
Don't know

Values and overall certainty of evidence

JUDGEMENT| RESEARCH EVIDEN ADDITIONAL CONSIDERATIONS

 Very low Therelative importance or values of the main outcomes of interest:

Low
. Outcome Relative importance Certainty of the evidence (GRADE)
Moderate
* High Clear critical a & Low
NO. included good or excellent responsaev19 critical aa LOwW
studies
good or excellent responsav12 critical G G & MODERATE
TS w9 critical a G LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT| RESEARCH EVIDENCE
" Favors the | Summary of findings
comparison
" Probably )
favors the With . o . Relative
comparison Outcomes placebo With AWB injection Difference effect
" Does not (95% CI)
favor either
the
intervention clear 0 per 0 per 1,000 0 fewer per 1,000 not
or the 1,000 (0to 0) (0 fewerto O estimable
comparison fewer)
" Probably
favors th.e good or excellent 0 per 0 per 1,000 0 fewer per 1,000 RR 3.89
Intervention responsew9 1,000 (0 to 0) (0 fewer to 0 (0.22 to
_ Favors.the fewer) 68.11)
intervention
' Varies

Don't know | = good or excellent respons 500 per 320 per 1,000 180 fewer per RR 0.64

-wil2 1,000 (165 to 620) 1,000 (0.33t0
(335 fewer to 120 1.24)
more)
TSSw9 The mean TSSv9 in the intervention | MDO0.73 lower -
group wasMDO0.73 lower (2.62 lower to
(2.62 lower to 1.16 higher) 1.16higher)
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Feasibility
Is the intervention feasible to implement?

JUDGEMENT| RESEARCH EVIDENCE

- No Feasibility, costs, equity and acceptability of the intervention need todmsidered in

| E:gzzg:z "| the context of the local health care systems.

yes

" Yes
Varies

" Don't know

Summary

Efficacy

No difference was found for the outcomeclear' (low quality), 'good or excellent response'
(low/moderate quality) or 'total symptom score' (low quality).

No further evidence could be identified.
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Hydroxychl oroqui

n e

Should hydroxychloroquine + HAH vs. placebo + HAH beused for chronic urticaria

KQ19?

POPULATION:

patients with CSU unresponsive to-AH

INISRYISNRICNEN  hydroxychlorogquine + HAH

(Clo)VIZZANEOINE placebo + HAAH

BIBLIOGRAPHY

Boonpiyathad 2017

Assessment

Desirable Effects

How substantial are thdesirable anticipated effects?

mean change ir 39

USS wi2 (1LRCT)

mean change ir 39
DLQF w12 (1RCT)

a.  high risk of bias

a
VERY LOW

[

a
VERY LOW

The mean mean
change in USS
w12 was 0

The mean mean
change in DLQI
w12 was 0

JUDGEMEN| RESEARCH EVIDENCE
Trivial
* Small
: Moderate | Nolfiol=s) S 27F (O-TE AR UENEEETEES  Anticipated absoluteeffects (95% Cl)
Large participants | evidence effect
~ Varies studies GRADE 95% ClI
* Don't fiollow u)p ( ) (95% C) Risk with placebo = Risk difference with
Kknow + HXAH hydroxychloroquine + HIAH

MD 24.57 lower
(33.85 lower to 15.29 lower)

MD 5.83 lower
(9.31 lower to 2.35 lower)

b.  Cl crosses MID threshold and line of no effect: uncertain whether there is any difference
c. reporting of errors bars unclear (assumption made that these are SDs)

Undesirable Effects

How substantial are the undesirable anticipated effects?

vV €

JUDGEMEN

RESEARCH EVIDENCE

' Large

" Moderate

© Small

* Trivial

' Varies
Don't

know

S 2%
participants
(studies)

Outcomes

Follow up

Certainty of the

evidence
(GRADE)

Relative

effect

(95% Cl)

Risk with
placebo + H1
AH

Anticipated absolute effects(95% CI)

Risk difference with
hydroxychloroquine + HIAH

Study population
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a.  high risk of bias
b.  Clcrosses MID threshold and line of no effect: uncertain whether thexeyislifference
c. reporting of errors bars unclear (assumption made that these are SDs)

JUDGEMEN| RESEARCH EVIDENCE

atients with at | 55 o RR 1.61 111 per 1.000 68 more per 1.000
P a (0.42to (64 fewer to 564 more)
least 1 AE (1 RCT) VERY LOW 6.08)

Values and overall certainty of evidence

Very low [ The relative importance or values dfie main outcomes of interest:
T Low

. M.oderate Outcomes Importance
High
. No USsSs critical o
included
studies
DLQI critical o
Patients with at least 1 AE important o

Balance of effects

Certainty of the evidence

(GRADE)

VERY LOW

VERY LOW

VERY LOW

Does the balance betweettesirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN]| RESEARCH EVIDENCE
" Favors the| Summary of findings
comparison
" Probably
favors the ;
comparison CNEETES WltthlIr:bo * With hydroxychloroquine + HIAH
" Does not
favor either
the
intervention patients with at least 1 AE 111 per 1.000 179 per 1.000
or the (47 to 676)
comparison
" Probably
favors the
‘mterventlon mean change in US®/12 The mean mean change in USS in the
) Favors.the intervention group was 24,57 points lowt
‘mterv'entlon (33,85 lower to 15,29 lower)
Varies
Don't
know
mean change in DLQW12 = The mean mean The mean mean change in DLQI in the
change in DLQI | intervention group was 5,83 points lowe
w12 was 0 (9,31 lower to 2,35 lower)

Feasibility

Is the intervention feasible tanplement?

Relative
Difference effect
(95% ClI)

68 more per | RR 1.61

1.000 (0.42to
(64 fewerto | 6.08)
564 more)

MD 24.57 -
lower
(33.85 lower
to 15.29
lower)

MD 5.83 -
lower
(9.31 lower
t02.35
lower)

JUDGEMEN| RESEARCH EVIDENCE

113



EvidenceReport EuroGuiDermn

The International Guideline for the Centre for Guideline Developme
Definition, Classification, Diagnosis

and Management of Urticaria

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere

Probab¥ | the context of the local health care systems.

" Probably

yes

" Yes
Varies

" Don't
know

Summary:

COMPARISON: HYDROXYCHLOROQUINE ASNADD H4AH vs. PLACEBO +-Ad

Efficacy
Hydroxychloroquine as adan to HXAH was superior to placebo + FAH for the

outcome:'mean change in USS' (very low quality).
No difference was found formean change in DLQI' (very low quality).

Safety
No difference was found for: 'patients with at least one AE' (very low quality).
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Met hotrexate versus pl

Should MTX + HAHvs. placebo + HAH be used for chronic urticariakKQ19?

HOIVIFNIOINEN patients with CSU unresponsive to standard or-feildl HEAH

UNRN=ERVASNARONE VT X + HIAH

({0 VIZANEIONNEN placebo + HAAH

={IR[elelVNEINA | educq 2019

Assessment

Desirable Effects

Howsubstantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

Trivial

. S 2% Certainty of Relative
. Small Outcomes participants | the evidence | effect Median change from Median change from
. Moderate (studies) (GRADE) CEE) baseline (IQR) with baseline (IQR) with H1
_ Large Follow up MTX+H2AH AH
Varies
" Don't
know median change | 72 a¢s ¢ ¢ - 8.5(4.8,12.3) 5.7 (2.9, 11.9)

in DLQI w8 (1 RCT) VERY LOW

a. unclear risk of bias due to incomplete outcome data for w8
b.  no mean ando SD reported

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

' Large No data available

" Moderate

© Small

* Trivial

' Varies
Don't

know

Values and overall certainty of evidence

JUDGEMEN| RESEARCH EVIDENCE

Very low | The relative importance or values of the main outcomes of interest:

T Low

: Moderate T — Importance Certainty of the evidence
High (GRADE)

" No - .

included DLQI critical a VERY LOW

studies
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Balance okffects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN| RESEARCH EVIDENCE

* Favors the| Summary of findings

comparison

" Probably | Releels S 27 Certainty of the
favors the participants | evidence
comparison (studies) (GRADE)

" Does not Follow up

favor either

the
intervention | | median change | 72

a
or the in DLQI w8 (L RCT) VERY LOW
comparison
" Probably
favors the
intervention
* Favors the
intervention
* Varies
Don't

know

Feasibility

Is the intervention feasible to implement?

Relative

effect Median change from

(95% CI) baseline (IQR) with
MTX+H1AH
8.5(4.8,12.3)

Median change from
baseline (IQR) with
H1-AH

5.7 (2.9, 11.9)

JUDGEMEN| RESEAR(EVIDENCE

" Probably
no

" Probably
yes

" Yes
Varies

* Don't
know

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere
the context of the local health care systems.

Summary

COMPARISON: METHOTREXATADABON TO HIAH vs. PLACEBO +-Ad

Efficacy

No difference was found for the outcomemedian change in DLQI' (very low quality).

Dapsone

OVIFNEOINEEN patients with chronispontaneousirticaria

INISRYENIIOINES dapsone 100mg QD + existing therapy

o)V ZVHEIONNEN placebo QD + existing therapy
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ElIIR[elelsVC Nl Morgan 2014
Engine 2008a

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT [ RESEARCH EVIDENCE

* Trivial 1) Dapsone 100mg QD + existing therapy vs existing therapy alone
* Small
|
* Moderate Outcomes S 27 ONETIWAGRERNEEEIVEEE  Anticipated absolute effects
* Large participants | evidence effect ‘
* Varies (studies) (GRADE) (95% Cl) Risk with placebo | Risk difference with

QD + existing dapsone 100mg QD +
therapy existing therapy

Don'tknow Follow-up

11 1]
complete 22 aa RR 8.27 | 0 per 1.000 0 fewer per 1.000

suppression w6 | (1 RCT) LOWaP (0.48to (0 fewer to O fewer)
143.35)

a.  Clcrossed line of no effect and MID thresholdgscertain whether there is any difference
b.  wide ClI

2) Desloratadine + dapsone compared to desloratadine

Outcomes S 2% Quality of the Relative Anticipated absolute effects
participants evidence effect ‘ ) ) ) ) )
(Sliies) (GRADE) (95% ClI) Risk with Risk difference with

desloratadine desloratadine + dapsone

Follow-up

complete 65 o] RR 6.46 0 per 1.000 0 fewer per 1.000

suppressionw4 | (1 RCT) VERY LOW*® | (0.36to (0 fewer to 0 fewer)

115.24)
mean change in | 62 aad - MD 1.23 lower
UAST-w4 (1 RCT) MODERATE (1.54 lower to 0.92 lower)

a.  unclear/high risk of bias
b.  wide ClI

c. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Undesirable Effects

How substantial are the undesiratéaticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

* Trivial 1) Dapsone 100mg QD + existing therapy vs existing therapy alone

* Small ‘

* Moderate Outcomes S 27 Quality of the | Relative Anticipated absolute effects

' Large participants | evidence effect ‘

* Varies (studies) (GRADE) (95% Cl) Risk with placebo | Risk difference with

Don't know Follow-up QD + existing dapsone 100mg QD +
therapy existing therapy

withdrawal due | 22 Ga6ad not 0 per 1.000 0 fewerper 1.000
to AE-w6 (1 RCT) HIGH estimable (0 fewer to O fewer)
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patients with at | 21 4aaa RR 1.47 273 per 1.000 128 more per 1.000
least 1 AEw6 (1 RCT) MODERATE | (0.43to (155 fewer to 1.094 more)
5.01)
a. Cl crossed line of no effect and MID threshold(s): uncextédiether there is any difference
b. wide CI

2) Desloratadine + dapsone compared to desloratadine

Outcomes

1]
withdrawal due | 65 o

Relative Anticipated absolute effects

S 27F
participants

Quality of the
evidence
(GRADE)

effect |

(95% Cl) Risk difference with

desloratadine + dapsone

Risk with

(QULIES)]
desloratadine

Follow-up

| ]
RR 3.59 | 0 per 1.000

0 fewer per 1.000
to AE-w4 (1 RCT) VERY LOW-® | (0.18 to (0 fewer to O fewer)
71.91)
a.  unclear/high risk of bias

b.
c.

Values and overall certainty of the evidence

wide CI
Cl crossed line of neffect and MID threshold(s): uncertain whether there is any difference

JUDGEMENT| RESEARCH EVIDENCE
Low/Very | The relative importance or values of the main outcomes of interest:
Low

1) Dapsone 100mg QDexisting therapy vs existing therapy alone

Outcome Relative importance Certainty of the evidence (GRADE)
complete suppressiog w6 critical G ¢ ¢ LOW
withdrawal due to AEw6 critical & & & GHIGH
patients with at least 1 AEw6 important & & ¢ MODERATE

2) Desloratadine + dapsone compared to desloratadine

Outcome Relative importance Certainty of the evidence (GRADE)
complete suppressionw4 critical G¢e € ¢
VERY LOW
mean change in UAS7 w4 critical G a ae
MODERATE
withdrawal due to AE - w4 critical G¢ ¢ ¢
VERY LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE
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' Favors the
comparison
" Probably
favors the
comparison
Does not
favor either
the
intervention
or the
comparison
" Probably
favors the
intervention

* Favors the
intervention
' Varies

" Don't know

Summary of findings

1) Dapsone 100mg QD + existing therapy vs existing therapy alone

With placebo QD + With dapsone 100mg QD . Relative effect (RR
Qutcome o o Difference (95% CI)
existing therapy existing therapy (95% CI)

complete 0 per 1.000 0 per 1.000 0 fewer per 1.000 | RR 8.27

suppression w6 (0to 0) (from O fewerto 0 | (0.48 to 143.35)
fewer)

withdrawal due to AE 0 per 1.000 0 per 1.000 not estimable

-w6 (0to 0)

patients with at least| 273 per 1.000 401 per 1.000 128 more per 1.000 | RR 1.47

1 AEw6 (117 to 1.000) (from 155 fewer to | (0.43t0 5.01)
1.000 more)

2) Desloratadine Hapsone compared to desloratadine

With ) ) Difference (95% Relative effect
Qutcome ) With desloratadine + dapsone
desloratadine Cl) (RR) (95% CI)
complete O per 1.000 | O per 1.000 0 fewer per RR6.46
suppression w4 (0to 0) 1.000 (0.36t0
(from O fewer | 115.24)
to O fewer)
mean change in The mean change in UAS7 in the interventii MD 1.23 lower | -
UAST-w4 group was 1,23 points lower (1,54 lower to | (1.54 lower to
0,92 lower) 0.92 lower)
withdrawal due | O per 1.000 | O per 1.000 0 fewer per RR 3.59
to AE-w4 (0to 0) 1.000 (0.18to0 71.91)
(from O fewer
to 0 fewer)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT

RESEARCH EVIDENCE

" No

" Probably no

" Probably yes

" Yes
Varies

" Don't know

Feasibility, costs, equity aratceptability of the intervention need to be considered
the context of the local health care systems.

Summary:

1) Dapsone 100mg Qd + existing therapy vs existing therapy alone

No difference was found for ‘complete suppression’ (low qualityijhdrawal due to AE' (high
quality) and 'patients with at least one AE' (moderate quality).
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2) Desloratadine + dapsone compared to desloratadine

Desloratadine plus daspone was superior to desloratadine alone based on 'mean change in UAS7'
(moderate quality, but of uncertain clinical importance). No difference was found for ‘complete
suppression' (very low quality) and 'withdrawal due to AE' (very low quality).
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Mont el wkeamturst el uk ast +
desl oratadi ne

HOVIFNEOINEIN patients with chronispontaneousirticaria

INIERYENRIOINEY Montelukast(+ placebo)

(0] VIZZVNEIONE Montelukast + desloratadine,

B][=1lelei2V\ Nl Dil orenzo 2004

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

Montelukast (+placebo) venontelukast+ desloratadine

Trivial
© Small
* Moderate s 2F : : Anticipated absolute effects
" Large - Quality of the | Relative
* Varies Outcomes PRI 1 evidence effect Risk with montelukast Risk difference with
* Don't know (studies) (GRADE) (95% CI) 10mg QD+ montelukast 10mg QD

Follow-up desloratadine 5mg QD + placebo

5 B
mean difference | 80 aad - 0 MD 1.14 points higher
(mean changein| (1 RCT) MODERATE (1.03 higher to 1.26
TSS) higher)

a. unclear method of randomization and allocation concealment

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

* Trivial Montelukast (+placebo) vs. montelukast + desloratadine
* Small

" Moderate
' Large
' Varies

No data available

Don't know

Values and overall certainty of the evidence

JUDGEMENT [ RESEARCH EVIDENCE

Moderate | The relative importance or values of the main outcomes of interest:

Montelukast (+placebo) vsnontelukast+ desloratadine
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Outcome Relative importance Certainty of the evidence (GRADE)

mean difference (mean change in TSS) critical G & & MODERATE

Balance of effects

Does the balance between desirable amttlesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE

" Favorsthe | Summary of findings
comparison
" Probably Montelukast (+placebo) vs. montelukast + desloratadine
favors the

comparison

" Does not With desloratadine 5 Relati
favor either Ith desloratadine Sme Difference eatve

the Outcome QD + montelukast 10m( With placebo + montelukast 10mg QI (95% CI) effect (RR)
intervention QD 0 (95% ClI)

or the mean difference The(mean change in TSS in the MD1.14 -

comparison (mean change in intervention group was 1,14 points | points higher

" Probably TSS) higher (1,03 higher to 1,26 higher) (1.03 higher
favors the t01.26

intervention higher)

* Favors the
intervention
' Varies

Don't know

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be consider

" Probably no
* probably yed the context ofthe local health care systems.

" Yes
Varies
* Don't know

Summary

Montelukast (+placebo) vs. montelukast + desloratadine

Montelukast was inferior to montelukast plus desloratadine basethwan difference/mean change
in total symptom score' (moderate qualityJo further evidence could be identified.
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Col chi cine + fexofenad
fexofenadine + doxepiln

POPULATION: euthyroid [CU] patients with positive arTiPO and normal TSH

INISRISNIIOINES) colchicine (1mg qd for 12w) + fexofenadine + doxepine (dose not specified)

SelIZANHEIONEN fexofenadine + doxepine (dose not specified)

ClEIR[OICZNC N Nabavizadel202F

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

Trivial Outcomes S 27 Certainty of | Relative Anticipated absolute effects(95% CI)
* Small participants | the effect
" Moderate studies evidence 95% ClI
\ ( ) SRV Risk with Risk difference with
Large Follow up (GRADE) . ..
* Vari fexofenadine + | colchicine +
aries d . fexofenadine +
* Don't know oxepine exofenadine
doxepine
UAS7 whealsomponent ' 51 aa - MD 3.19ower
w12 (1RCT) LOW< (5.48 lower to 0.9 lower)
UAS7tch component 51 aa - MD 3.45lower
w12 (1 RCT) LOW< (5.83 lower to 1.07 lowe
CuUQ20Lw12* 51 aa - MD 3.61lower
(1 RCT) LOWe (10.29lower t0 3.07
more)

a. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
b. Cl crosses MID threshold: statistically significant difference of uncertain clinical importance
c. unclear/high risk of bias

Undesirable Effects

Howsubstantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
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* Trivial No evidence
* Small

" Moderate
' Large

' Varies

Don't know

Values and overall certainty of the evidence

JUDGEMENT | RESEARCH EVIDENCE

" Very low The relative importance or values of the main outcomes of interest:

Low
 Moderate Y —— Importance Certainty of the evidence
High P (GRADE)
* Noincluded - v ow o s
studies UAS7 wheals componentl 2# critical ad dE € LOW
UAST7tch componentw12* critical adaE € Low
CUQ20Lw12* critical G ae & Low

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT [ RESEARCH EVIDENCE

Favors the With add-on relative
comparison With fexofenadine + colchicine + .

Probably Outcomes doxenine fexofenadine + Difference effect
favors the . d . (95% CI;

. oxepine
comparison
" Does not
favor either UAS7 wheals component  The mean UAS7 The mean UAS7 = The mean UAS7 wiih the -
the w12 wheals component wheals component intervention group was 3.19
intervention was 577 was2.58 lower (5.48 lower to 0.9 lower]
or the
‘Cogsgs;?fn UAS7tchcomponentwl2* = The mean UAS7 The mean UAS7 = The mean UAS7 wih the -
favors they itchcomponent = wheals component intervention group was 3.45
. . was 6.31 was 2.86 lower (5.83 lower to 1.07
intervention
lower)

Favors the
intervention
* Varies cuQ20Lwi1z* The mearCUQ20L  The mearCUQ2oL = The mean UAS7 wih the -
* Don't know w12*was39.23 w12*was35.62 intervention group was.61

lower (10.29lower t03.07
more)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considers

" Probably no
 Probably yeq tN€ context ofthe local health care systems.

" Yes
Varies
* Don't know
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Summary

Data added in 2024 update from 1 new study

Efficacy
Colchicine (1mg gd for 12w) plus fexofenadine plus doxepine (dose not speciivad)

superior tofexofenadine plus doxepine (dose not specifiefdy 'UAS7 wheals componént
at week 12 lpw quality)'UAS7 itch componenét week 12low quality).

No difference was found for the outcoméCUQ2oL'at week 12 lpw quality).
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PART | | : Cl NDU

Symptomati c der mogr aph
Il n total)

1) Betamethasone 2mg +
QD vs. Cetiri zine Hcl

POPULATION: patients withsymptomaticdermographism

INTERVENTIQS) betamethasone 2mg + cetirizine HCl 10mg QD

COMPARISON: cetirizine HCI 10mg QD

BIBLIOGRAPHY Kumar 2002

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT [ RESEARCH EVIDENCE
Trivial Outcomes S 27F Certainty of SEIEWYEAN Anticipated absolute effects(95% ClI)
Small participants | the evidence | effect
" Moderate studies GRADE 95% ClI
" Large fiollow u)p ( ) (95% C1) Risk with betamethasone Risk difference with
* Vari 2mg + cetirizine HCl 10mg  cetirizine HCI 10mg
aries
" Don't know e o
complete 16 o} RR 1.44 | Study population
remission w4 | (1 RCT) VERY LOW | (0.88to
2.35
) 667 per 1,000 293 more per 1,000
(80 fewer to 900
more)
X Pz NE 16 d RR 1.25 | Study population
w4 (1 RCT) VERY LOW (0.84 to
1.86
) 778 per 1,000 194more per 1,000
(124 fewer to 669
more)
a. CCT
b. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Undesirable Effects
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How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
' Large ) . -
. Outcomes S 2F Certainty of | Relative Anticipated absolute effect5(95% CI)
Moderate . .
* Small participants | the evidence | effect
studies GRADE 95% ClI ) ) . . .
Trivial I(:olIJIO\IN u)p ( ) (95% C1) Risk with betamethasone  Risk difference with
* Varies 2mg +cetirizine HCl 10mg  cetirizine HCI 10mg
* Don't know e e
withdrawal 16 aa not Study population
dueto AEw4 | (1 RCT) LOW estimable
0 per 1,000 0 fewer per 1,000
(0 fewer to O fewer)
a. CCT

Values and overall certainty of thevidence

JUDGEMENT | RESEARCH EVIDENCE

Verylow | The relative importance or values of the main outcomes of interest:

" Low . .
" Moderate Outcomes Importance CertalntyGo;r;Eewdence
 High ( )
" Noincluded
studies complete remission w4 critical o VERY LOW
xhm: NBEAST 41 critical & VERY LOW
withdrawal due to AE w4 critical a a LOW

a. CCT
b.  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Balance of effects

Does the balancbetween desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE
' Favors the
‘copm psnslo " Outcomes With betamethasone 2mg +  With cetirizine HC Difference R:flfztlz\t/e
fav:;(:s ?hey cetirizine HCI 10mg QD 10mg QD (95% Cl)
comparison

Does not
favor either complete remission w4 667 per 1,000 960 per 1,000 293more per RR 1.44
the (587 to 1,000) 1,000 (0.88to
intervention (80 fewer to 900 2.35)
or the more)
comparison
" Probably KpE: NBE A 778 per 1,000 972 per 1,000 = 194 more per | RR1.25
favors the (653 to 1,000) 1,000 (0.84 to
intervention 1.86)
" Favors the
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intervention (124 fewer to

. varies 669 more)
Don't know
withdrawal due to AE w4 0 per 1,000 0 per 1,000 0 fewerper not
(0to 0) 1,000 estimable
(0 fewer to O
fewer)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of thieervention need to be considered i

" Probably no
 probably yeq the context of the local health care systems.

" Yes

Varies
" Don't know

Summary

1) COMPARISON: BETAMETHASOWE R CETIRIZINE HCM®QDvs.CETIRIZINE HC
10MG QDFOR DERMOGRAPHISM
No new data added in 2020

Efficacy
No difference wagound for the outcomes!complete remission’ (very loguality) and

'>=90% relief' (very louality).

Safety
No difference was found for the outcomewithdrawal due to adverse event' (loguality).

2omparomalni: zumavbs .3 0 0 M(
pl acebo

Sompari mal i zumab 150
pl acebo

POPULATION: patients with symptomatic dermographism

INTERVENTIGS) 2) omalizumab 300mg every 4w), @nalizumab 150mg every 4w

COMPARISON: placebo
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BIBLIOGRAPHY Maurer 2017

Assessment

Desirable Effects

Howsubstantial are the desirable anticipated effects?

JUDGEMENT [ RESEARCH EVIDENCE

2) 2) omalizumab 300mg every 4w compared to placebo
omalizumab
300mg every | NoNIo - S 27 Certainty of Relative
4w vs. participants | the evidence | effect
placebo (studies) (GRADE) (95% CI)
" Trivial Follow up
Small
' Moderate
_ Large complete response w10 42 & e & RR 5.00
_ Varies (1RCT) Low (1.24 to
Don't know 20.12)
change in trigger 42 G £ ¢ -
threshold from baseline| (1 RCT) VERY LOW
w10
DLQI w10 38 G £ ¢
(1RCT) VERY LOW
a.  Several rislof-bias items unclear
b.  Cl crosses MID threshold: statistically signifiadifference of uncertain clinical importance
c. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
d.  High risk of bias due to incomplete outcome data
3)
omalizumab
i50m9 every | 3) omalizumab 150mg every 4w compared to placebo
W VS.
lacebo
P Outcomes S 2% Certainty of Relative
* Trivial participants | the evidence | effect
Small (studies) (GRADE) (95% ClI)
. Follow up
Moderate
' Large
" Varies
Don't know complete response w10 40 ad s € RR4.42
(1 RCT) LOWD (1.07 to
18.29)

Anticipated absolute effects(95% CI)

Risk with Risk difference with
placebo omalizumab 300mg every
4w

Study population

95 per 381 more per 1,000
1,000 (23 more to 1,821 more)
MD 1.4 lower

(2.38 lower to 0.42 lower)

MD 3.25 lower
(6.73 lower to 0.23 highgr

Anticipated absolute effects(95% CI)

Risk with Risk difference with
placebo omalizumab 150mg every
4w

Study population

95 per 326 more per 1,000
1,000 (7 more to 1,647 more)
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Undesirable Effects

How substantial are the undesirable anticipated effects?

change in trigger 40 a¢ € ¢ - MD 1.2 lower
threshold from baseline| (1 RCT) VERY LOW (2.17 lower to 0.23 lower)
w10
DLQI w10 37 a g € - MD 4.27 lower
(1 RCT) LOW! (8.16 lower to 0.38 lowgr
a.  Several rislof-bias items unclear
b. ClI crosses MID threshold: statistically significant difference of uncertain clinical importance
c. Cl crossed line of no effect and MID threshold(s): uncertain whether themyislifference
d.  High risk of bias due to incomplete outcome data

JUDGEMENT | RESEARCH EVIDENCE
2) 2) omalizumab 300mg every 4w compared to placebo
omalizumab

300mg every
4w vs.
placebo

' Large

" Moderate

© Small
Trivial

' Varies

" Don't know

3)
omalizumab
150mg every
4w vs.
placebo

' Large
" Moderate
* Small

Trivial

Relative
effect
(95% ClI)

S 27F
participants
(QULIES)]

Certainty of the
evidence
(GRADE)

Anticipated absolute effects(95% CI)

Outcomes
Risk difference with

omalizumab 300mg every
4w

Risk with
placebo

Follow up

withdrawal due to | 42 a d as not estimable = Studypopulation
AR wi0 (RED MODERATFE (zero in both
groups) 0 per 1,000 O fewer per 1,000
(0 fewer to O fewer)
patients with at 42 a ds ¢ RR 0.89 Study population
least 1 AE w10 (1 RCT) LOWD (0.70 to 1.15)

905 per
1,000

100 fewer per 1,000
(271 fewer to 136 more)

a.  Severafiskof-bias items unclear
b.  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

3) omalizumab 150mg every 4w compared to placebo

Relative
effect
(95% ClI)

Outcomes S 2%
participants
(studies)

Certainty of the
evidence
(GRADE)

Anticipated absolute effects(95% CI)

Risk difference with
omalizumab 150mg every
4w

Risk with
placebo

Follow up

not estimable | Study population
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' Varies

" Don't know withdrawal due to = 40 aa as (zeroin both | Oper 1,000 0 fewer per 1,000
AE w10 (1 RCT) MODERATE groups) (0 fewer to O fewer)
patients with at 40 & Ge ¢ RR 0.99 Study population

least 1 AE w10 (1 RCT) (0.80to0 1.22)

LOWP
905 per 9 fewer per 1,000
1,000 (181 fewer to 199 more)

a. Several rislof-bias items unclear
b. Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Values and overall certainty of the evidence

JUDGEMENT | RESEARCH EVIDENCE

2) & 3) The relative importance or values of the main outcomes of interest:
omalizumab
300mg or .
2) omalizumab 300mg every 4w compared to placebo
150mg every ) 9 y P P
4w vs.
placebo Outcomes Importance Certamti/GoFl;rslswdence
" Very low
Low complete response w10 critical d s &€ Low
" Moderate
" High
" Noincluded change in trigger threshold from baseline w10 critical QA E £ € VERYLOW
studies
DLQI w10 critical QA E £ € VERYLOW
withdrawal due to AE w10 critical d 0 GE MODERATE
patients with at least 1 AE w10 important adas &€ Low

3) omalizumab 150mg every 4w compared tacebo

Certainty of the evidence

Outcomes Importance (GRADE)
complete response w10 critical o dE €
LOW
change in trigger threshold from baseline w10 critical aAE € €
VERY LOW
DLQI w10 critical G¢ ¢ ¢
VERY LOW
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withdrawal due to AE w10 critical a o aE
MODERATE
patients with at least 1 AE w10 important G ae €
LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE
2) 2) omalizumab 300mg every 4w compared ptacebo
omalizumab
300mg every
4w vs. . Relative
placebo o With . . .
utcomes With omalizumab 300mg every 4w Difference effect
. PECEE (95% Cl)
Favors the
comparison
" Probably
favors the complete responsew10 95 per 476 per 1,000 381 more per| RR 5.00
comparison 1,000 (118 to 1,000) 1,000 (.24 10
* Does not (23 more to 20.12)
favor either 1,821 more)
the
intervention change in triggethreshold The mean change in trigger threshold fron MD 1.4 lower -
or the from baseline w10 baseline- w10 in the intevention group was  (2.38 lower to
comparison 1.4 pointslower (2.38 lower to 0.42 lower) = 0.42 lower)
" Probably
favors the
intervention DLQFw10 The mean DLQIw10 in the intervention MD 3.25 -
' Favors the group was 25 pointslower (18.42 lower to lower
intervention 11.92 higher) (18.42 lower
' Varies to 11.92
higher)
Don't know
withdrawal due to AE 0 per 0 per 1,000 0 fewer per not
w10 1,000 (0to 0) 1,000 estimable
(O fewerto 0
fewer)
patients with at least 1 AE' 905 per 805 per 1,000 100 fewer per, RR 0.89
w10 1,000 (633 to 1,000) 1,000 (0.70 to
(271 fewer to 1.15)
136 more)
3) omalizumab 150mg every 4w compared to placebo
3)
omalizumab
150mg every
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4w vs.
placebo With Relative
Outcomes With omalizumab 150mg every 4w Difference effect
" Favors the placebo (95% Cl)
comparison
" Probably
favors the complete response w10 = 95 per 421 per 1,000 326 more per RR 4.42
‘comparison 1,000 (102 to 1,000) 1,000 (1.07 to
Does not (7 more to 18.29)
favor either 1,647 more)
the
intervention
or the change in trigger thresholc The mean change in trigger threshold fron MD 1.2 lower -
comparison from baseline w10 baseline w10 in the inteention group was | (2.17 lower to
* Probably 1.2 pointslower (2.17 lower to 0.23 lower) = 0.23 lower)
favors the
intervention DLQI w10 The mean DLQI w10 in the intemtion group|  MD4.27 -
_ Favors.the was 4.27 pointsower (20.86 lower to 12.32 lower
Intervention higher) (20.86 lower
Varies to0 12.32
Don't know higher)
withdrawal due to AE w10 O per 0 per 1,000 0 fewer per not
1,000 (0to 0) 1,000 estimable
(0 fewer to O
fewer)
patients with at least 1 AE 905 per 896 per 1,000 9 fewer per RR 0.99
w10 1,000 (724 to 1,000) 1,000 (0.80to
(181 fewer to 1.22)
199 more)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

2) & 3)
omalizumab
300mg or
150mg every
4w vs.
placebo

" No

" Probably no

" Probably yes

" Yes
Varies

" Don't know

2) & 3)omalizumab 300mg or 150mg every 4is. placebo

Feasibility, costs, equity and acceptability of the intervention need to be consider
the context of the local health care systems.

Summary

2) COMPARISON: OMALIZUMAB 300MG EVERY 4 WEEKS vs. PLACEBO FOR

DERMOGRAPHISM
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Efficacy
Omalizumab 300mg every 4 weeks was superior to placebo for the outcorcesplete

response' (low quality) and ‘change in trigger threshhold from baseline’ (very low quality).
No difference was found for the outcoméDLQI' (very low quality).

Safety
No difference was found for the outcomewithdrawal due to adverse event' (moderate

quality) and 'patients with at least one adverse event' (low quality).
3) COMPARISON: OMALIZUMAB 150MG EVERY 4 WEEKS vs. PLACEBO FOR
DERMOGRAPHISM

Efficacy
Omalizumab 150mg every 4 weeks was superior to placebo for the outcorcesplete

response' (low quality) and ‘change in trigger threshhold from baseline’ (very low quality).
No difference was found for the outcoméDLQI' (very low quality).

Safety
No difference was found for the outcome&withdrawal due to adverse event' (moderate

quality) and 'patients with at least one adverse event' (low quality).
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Cold uBtcomaatniasdons 1 n

1) Compari soeAH: 2hnidg hg ednc
| ow dose

Are 2nd gen HJAH (high dose) moreffective and safer than 2nd gen HAH (low dose)

in patients with cold urticaria?

POPULATION: patients with cold urticaria

INTERVENTION: 2nd gen H4AH (high dose)

COMPARISON: 2nd gen HAAH (low dose)

BIBLIOGRAPHY Krause 2013, Magerl 201Raplan2010/Siebenhaar 2009, Abajian 2016

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

Trivial 2nd gen AH Fold compared to 2nd geH 12-fold for cold urticaria
Small ‘
" Moderate | Noijidelyil=5] S 2% (OUEIWAIRGERNEEIEVIEE  Anticipated absolute effects
_ Large participants | evidence effect - -
i \éarlﬁs (studies) (GRADE) (95% Cl) Risk with 2nd gen | Risk difference
on AH (different with 2nd gen AH
know Follow-up
dosage)
symptom free- 2nd gen AH | 40 aa RR 1.57 | 350 per 1.000 200 more per
2-fold vs. fold (1w) (1 RCT) LOWeb (0.77 to 1.000
3.22) (80 fewer to 777
more)
symptom free-2nd gen AH | 27 aa RR 4.06 | 0 per 1.000 0 fewer per 1.000
1 to 2fold increase vs.-1 (1 RCT) LOWpe (0.21to (0 fewer to O
fold (4w) 77.37) fewer)

2nd gen AH 4old compared to 2nd gen AH-fbld for cold urticaria

Outcomes S 2% OIEIWAIR R NEEIETYEEN Anticipated absolute effects
participants | evidence effect ) ) ) )
(studies) (GRADE) (95% CI) Risk with 2nd gen AH Risk difference
(different dosage) with 2nd gen AH
Follow-up
symptom free- 2nd gen | 100 aa RR 1.90 | 280 per 1.000 252 more per
AH 4fold vs. ¥old (1w) | (2 RCTs) LOWRe (1.15to 1.000
3.16) (42 more to 605
more)
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2nd gen AH 4old compared to 2nd gen AH-BId for cold urticaria
|

Outcomes S 2% OIEIWAIRENEEIEYERN Anticipated absolute effects
|

participants | evidence effect

Risk with 2nd gen AH Risk difference

(studies) (GRADE) (95% Cl)
(different dosage) with 2nd gen AH

Follow-up

T e
symptom free-2nd gen | 85 4 é RR 1.16 | 465 per 1.000 74 more per 1.000

AH 4fold vs. 2fold (1w) | (2 RCTs) LOWee (0.77 to (107 fewer to 353
1.76) more)
a. unclear risk of bias
b. Cl crossed line of no effect and MID threshold(s): uncertain whetteze is any difference
c. wide CI
d.  Clcrosses MID threshold: statistically significant difference of uncertain clinical importance

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

. Large 2nd gen AH Zold compared to 2nd gen AH-2-fold for cold urticaria
Moderate
Small Outcomes s 27 OEIASRGEMIEEEGER Anticipated absoluteeffects
_ Trivial participants | evidence effect
Varie i i isk di
Y ”'ts (studies) (GRADE) (95% CI) Risk with 2nd gen | Risk difference
on AH (different with 2nd gen AH
know Follow-up
dosage)
e T
patients with at least 1 AE | 40 aa RR 1.40 | 250 per 1.000 100 more per
2nd gen AH Zold vs. Xfold | (1 RCT) LOWeb (0.53 to 1.000
(wl) 3.68) (118 fewer to 670
more)
2nd gen AH 4old compared to 2nd gen AH-fbld for cold urticaria
|
Outcomes S 2% (OUEIIWARGERNEEIEVEEN  Anticipated absolute effects
participants | evidence effect | ) ) ) )
s (GRADE) (95% ClI) Risk with 2nd gen | Risk difference
AH (different with 2nd gen AH
Follow-up
dosage)
\ |
patients with at least 1 AE | 40 aa RR 0.80 | 250 per 1.000 50 fewer per
2nd gen AH 4old vs. ¥old | (1 RCT) LOWeb (0.25t0 1.000
(Iw) 2.55) (188 fewer to 387
more)

2nd gen AH 4old compared to 2nd gen AH-fbld for cold urticaria

Outcomes S 2% Quality of the | Relative Anticipated absolute effects
participants | evidence effect ) ) ) )
(studies) (GRADE) (95% CI) Risk with 2nd gen | Risk difference
AH (different with 2nd gen AH
Follow-up
dosage)
withdrawal due to AE2nd 28 Gadaa not 0 per 1.000 0 fewer per
gen AH 1 to 4old increase vs| (1 RCT) HIGH estimable 1.000
2-fold (6w) (0 fewerto O
fewer)
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JUDGEMEN

Values and overall certainty of evidence

patients with at least 1 AE | 86 G a RR 1.02 326 per 1.000 7 more per 1.000
2nd gen AH 4old vs. 2fold (2 RCTs) LOWeP (0.38to (202 fewer to
(Aw) 2.73) 563 more)

a. unclear risk of bias

b. Cl crossed line of no effect and Mifibeshold(s): uncertain whether there is any difference

C. wideCl

d.  Clcrosses MID threshold: statistically significant difference of uncertain clinical importance

RESEARCH EVIDENCE

 Very low

Low
" Moderate
" High
" No
included
studies

The relative importance or values of the main outcomes of interest:

Relative Certainty of the
Outcome . .
importance evidence (GRADE)
symptom free- 2nd gen AH 2old vs. Xfold (1w) critical aa LOW
symptom free- 2nd gen AH 1 to-®old increase vs.-fold critical aa LOW
(4w)
symptom free- 2nd gen AH 4old vs. Xfold (1w) critical aa LOW
symptom free- 2nd gen AH 4old vs. 2fold (1w) critical G a LOW
withdrawal due to AE2nd gen AH 1 toold increase vs. 2 critical & & & GHIGH
fold (6w)

patients with at least 1 AE2nd gen AH 2old vs. Ifold (w1l) important G a LOW
patients with at least 1 AE2nd gen AH 4old vs. Zfold (1w) important G a LOW
patients with at least 1 AE2nd gen AH 4old vs. 2fold (1w) important G a LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN

RESEARCH EVIDENCE

" Favors the
comparison
" Probably
favors the
comparison
" Does not
favor either
the
intervention
or the
comparison
" Probably
favors the
intervention
* Favors the
intervention
' Varies

Don't
know

Summary of findings:

With 2nd gen AH | With 2nd . Relative effect (RR
Outcome . Difference (95% ClI
(different dosage) gen AH (95% ClI)
symptom free- 2nd gen AH 2old vs. = | 350 per 1.000 550 per 200 more per RR 1.57
fold (1w) 1.000 1.000 (0.77 t0 3.22)

(269 to (from 80 fewer to
1.000) 777 more)

symptom free- 2nd gen AH 1 t@-fold | O per 1.000 0 per 0 fewer per 1.000 | RR 4.06

increase vs. -fold (4w) 1.000 (from O fewer to 0 | (0.21 to 77.37)
(0to 0) fewer)

symptom free- 2nd gen AH 4old vs. = | 280 per 1.000 532 per 252 more per RR 1.90

fold (1w) 1.000 1.000 (1.15t0 3.16)
(322 to (from 42 more to
885) 605 more)

symptom free- 2nd gen AH 4old vs. 2 | 465 per 1.000 540 per 74 more per 1.000 RR 1.16

fold (1w) 1.000 (from 107 fewer to| (0.77 to 1.76)

353 more)
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withdrawal due to AE2nd gen AH 1to O per 1.000
4-fold increase vs. 2old (6w)

patients with at least 1 AE2nd gen AH | 250 per 1.000
2-fold vs. Hold (wl)

patients with at least 1 AE2nd gen AH | 250 per 1.000
4-fold vs. Hold (1w)

patients with at least 1 AE2nd gen AH | 326 per1.000
4-fold vs. 2fold (1w)

(358 to
819)

0 per
1.000
(0to 0)

350 per
1.000
(133 to
920)

200 per
1.000
(63 to
638)

332 per
1.000
(124 to
889)

not estimable

100 more per RR 1.40
1.000 (0.53 t0 3.68)
(from 118 fewer to

670 more)

50 fewer per 1.000 RR 0.80
(from 188 fewer to| (0.25 to 2.55)
387 more)

7 more per 1.000 | RR 1.02
(from 202 fewer to| (0.38 t0 2.73)
563 more)

Feasibility
Is the intervention feasible to implement?

JUDGEMEN| RESEARCH EVIDENCE

" Probably

no

" Probably

yes

" Yes
Varies

" Don't

know

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere
the context of the local health care systems.

Summary

1) COMPARISON: 2ND GENERATIGAHHHIGH DOSE) vs. 2ND GENERATIGMWHILOW DOSE)

FOR COLDRTICARIA

Efficacy

2nd generation HIAH (high dose) was superior to 2nd generation-AH (low dose) for the

outcome:'symptom free' (low quality).

Safety

No difference was found for the outcome$atients with at least one adverse event' (lawality)
and (for 4fold vs. 2fold only) ‘withdrawal due to adverse event' (high).
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2ompar i
ge ner atAHo n

geoome r My, HIls t

H1

Are 2nd gen HJAH more effective and safer than 1st gen +AH in patients with cold

urticaria?

POPULATION: patients with cold urticaria

INTERVENTION: 2nd gen HIAH

COMPARISON: 1st gen HIAH

BIBLIOGRAPHY

Villas Martinez 1992

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMEN] RESEARCH EVIDENCE
" Trivial 2nd gen AH compared to 1st gen AH for cold urticaria
Small \
" Moderate Outcomes S 2% Quality of the Relative Anticipated absolute effects
: Large participants evidence effect ‘ i ) o )
‘ Va“fas (Sliies) (GRADE) (95% ClI) Risk with 1st Risk difference with 2nd
Don't Foll gen AH gen AH
Know ollow-up
| \ \ |
symptom free | 20 a RR 0.86 667 per 1.000 | 93 fewer per 1.000
(2w) (1 RCT) VERY LOW¢ (0.30to (467 fewer to 993 more)
2.49)
a.  unclear risk of bias
b.  statistical heterogeneity (12 = 40%)aybe due to methodological differences
c. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
d.  wide Cl

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN] RESEARGYVIDENCE
" Large 2nd gen AH compared to 1st gen AH for cold urticaria
Moderate [
* Small Outcomes S 27% Quiality of the Relative Anticipated absoluteeffects
: Trivial participants | evidence effect - - _
‘ Vanfes (studies) (GRADE) (95% CI) Risk with 1st | Risk difference with
Don't Foll gen AH 2nd gen AH
Know ollow-up
patients with at least one | 19 o} RR 0.37 600 per 378 fewer per 1.000
AE (time unclear) (1 RCT) VERY LOW (0.10to 1.000 (540 fewer to 234
1.39) more)
drowsiness (time unclear) | 19 a RR 0.32 600 per 408 fewer per 1.000
(1 RCT) VERY LOW#d (0.06 to 1.000 (564 fewer to 480
1.80) more)
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unclear risk of bias

aooe

wide CI

statistical heterogeneity (12 = 40%) maybe due to methodological differences
Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Values and overall certainty of evidence

JUDGEMEN] RESEARCH EVIDENCE
Very low | The relativeimportance or values of the main outcomes of interest:
* Low
* Moderate Outcome Relative importance Certainty of the evidence (GRADE)
" High symptom free (2w) critical & VERY LOW
" No
included patients with at least one AE (time unclear) important a VERY LOW
studies drowsiness (timeinclear) important a VERY LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN] RESEARCH EVIDENCE
" Favors the | Summary of findings:
comparison
" Probably With 1st gen| With 2nd gen _ Relative effect (RR)
favors the Outcome Difference (95% ClI)
_ AH AH (95% Cl)
comparison
* Does not symptom free (2w) 667 per 573 per 93 fewer per 1.000 RR 0.86
favor either 1.000 1.000 (from 467 fewer to 993 (0.30 to 2.49)
200 to more)
th (
e 1.000)
intervention
or the _ patients with at least one AE (tim¢ 600 per 222 per 378fewer per 1.000 RR 0.37
comparison unclear) 1.000 1.000 (from 234 more to 540 (0.10to 1.39)
" Probably (60 to 834) fewer)
favors the
intervention drowsiness (time unclear) 600 per 192 per 408 fewer per 1.000 RR 0.32
* Favors the 1.000 1.000 (from 480 more to 564 (0.06 to 1.80)
intervention (36 to 1.000) fewer)
' Varies
Don't
know

Feasibility

Is the interventiorfeasible to implement?

JUDGEMEN]| RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere
Probably

no the context of the local health caystems.
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" Probably

yes

" Yes
Varies

" Don't

know

Summary

2) COMPARISON: 2ND GENERATIGAHHs. 1ST GENERATIONAHFOR COLD
URTICARIA

Efficacy
No difference was found for the outcomésymptom free' (very low quality).

Safety
No difference was found for the outcome$atients with at least one adverse event' (very

low quality) and ‘drowsiness' (very low quality).

3 Compari son: HBIhhAdHl14ener
f ol ol ysebo

Are 2nd gen HJAH more effective and safer than 1st gen +AH in patients with cold

urticaria?

POPULATION: patients with cold urticaria

INTERVENTION: 2nd gen H4AH 14 fold

COMPARISON: placebo

BIBLIOGRAPHY Krause 2013, Dubertret 2003, Kaplan2010/Siebenhaar 2009, Metz 2010, Abajian 2016

Assessment

Desirable Effects

Howsubstantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

" Trivial
" Small Outcomes S 27F Quiality of the Relative Anticipated absolute effects
. . ‘

Moderate participants | evidence effect i i ) )
* Large (studies) (GRADE) (95% CI) Risk Risk difference with 2nd gen HAH
. - with 1-4 fold

Varies Follow-up
* Don't placebo
know v w

symptom free 268 ada RR 4.33 61 per 202 more per 1.000
(4 RCTs) MODERATE (2.11 to 8.85)| 1.000 (67 more to 476 more)

a. unclear risk of bias
b.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference
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Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

' Large
* Moderate Outcomes S 2% Quality of the Relative Anticipated absolute effects
Small participants | evidence effect - - )
" Trivial (studies) (GRADE) (95% CI) Risk with Risk difference with 2nd gen
. ) placebo H1-AH %4 fold
Varies Follow-up
* Don't T T T
know withdrawal due | 96 aaa not pooled | not pooled not pooled
to AE (2 RCTs) MODERATE
patients with at | 199 aa RR 1.63 162 per 1.000 102 more per 1.000
least 1AE (3RCTs) LOWab (0.92to (13 fewer to 306 more)
2.89)

a. unclear risk of bias
b. Cl crossed line of no effect and Mifibeshold(s): uncertain whether there is any difference
c.

Values and overall certainty of evidence

JUDGEMEN| RESEARCH EVIDENCE

" Verylow | The relative importance or values of the main outcomesinferest:

T Low
Moderate Outcome Relative importance Certainty of the evidence (GRADE)
. :igh symptom free critical & & & MODERATE
o}
included withdrawal due to AE critical & & & MODERATE
studies . . . -
patients with at least 1AE important aa LOW

Balance of effects

Does the balance betweetesirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN| RESEARCH EVIDENCE

" Favors the | Summary of findings:
comparison

" Probably _ With 2nd gen AH (% _ Relative effect (RR) (95
favors the Outcome With placebo Difference (95% CI)

. fold) Cl)
comparison
* Does not symptom free 61 per 1.000 262 per 1.000 202 more perl.000 RR 4.33
(128 to 536) (from 67 more to 476 (2.11 to 8.85)
more)

favor either
the

intervention withdrawal due to AE| 0 per 1.000 0 per 1.000 not pooled
or the . (0 to 0)
comparison
Probably patients with at least 162 per 264 per 1.000 102 more per 1.000 RR 1.63
1AE 1.000 (149 to 468) (from 13 fewer to 306 (0.92 to 2.89)
more)

favors the
intervention
" Favors the
intervention
' Varies

* Don't
know
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Feasibility
Is the intervention feasible to implement?

JUDGEMEN| RESEARCH EVIDENCE

- No Feasibility, costs, equity and acceptability of the intervention need todmsidered in

nopmbab'y the context of the local health care systems.

" Probably

yes

" Yes
Varies

* Don't

know

Summary

3) COMPARISON: 2ND GENERATIGAHHE4 FOLD vs. PLACEBOR COLD URTICARIA
No new data added in 2020

Efficacy
2nd generation H1AH 14 fold were superior to placebo based on the outcomsymptom

free' (moderate quality).

Safety
No difference was found for the outcome$atients with at least on@adverse event(low

guality) and ‘withdrawal due tadverse event(moderate quality).
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4 Compari son

POPULATION: patients with cold urticaria

Is doxepine more effective and safer than placebo in patients with cold urticaria?

. doxepine

INTERVENTION: doxepine

COMPARISON: placebo

BIBLIOGRAPHY Neittaanmaki 1984Neittaanmaki 1984

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE
* Trivial Doxepine compared to placebo for cold urticaria
* Small

Moderate | Holl[ielelsi(= S 2% Quality of the
: Large participants evidence
_ Varies (studies) (GRADE)

Don't
Know Follow-up

 — E—
very effective | 44 aa
1w (2 RCTs) LOWeb

|
Relative ‘ Anticipated absolute effects
effect - o .
(95% ClI) Risk with Risk difference with

placebo doxepine

|
RR 14.90 0 per 1.000 0 fewer per 1.000
(2.13to (0 fewer to O fewer)
104.08)

a. unclear risk of bias
b.  wide Cl

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN

RESEARCH EVIDENCE

' Large

" Moderate

© Small

* Trivial

' Varies
Don't

know

JUDGEMEN

No evidence

RESEARCH EVIDENCE

\Values and overall certainty of evidence
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 Very low

Low
" Moderate
* High
" No
included
studies

The relative importance or values of the main outcomes of interest:

Outcome

Relative importance

Certainty of the evidence (GRADE)

very effective 1w

critical

(ol LOW

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMEN

RESEARCH EVIDENCE

* Favors the
comparison
* Probably
favors the
comparison
" Does not
favor either
the
intervention
or the
comparison
" Probably
favors the
intervention
" Favors the
intervention
' Varies

Don't

know

Summary of findings:

Outcome With placebo | With doxepine Difference (95% ClI) Relative effect (RR) (95% ClI
very effectivelw 0 per 1.000 0 per 1.000 0 fewer per 1.000 RR 14.90
(0to 0) (from O fewer to O fewer) (2.13t0 104.08)

Feasibility

Is the intervention feasible to implement?

JUDGEMEN

RESEARCH EVIDENCE

" No

" Probably

no

" Probably

yes

" Yes
Varies

* Don't

know

Feasibility, costs, equity and acceptability of the intervention need to be considere(

the context of the local health care systems.

Summary:

4) COMPARISONDOXEPINE vs. PLACEBO FOR COLD URTICARIA

Efficacy

Doxepine was superior to placebo based on the outcorry effective' (low quality).

Safety

No safety data were available.
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hydroxyzi

5ompari son:

Is hydroxyzine moreeffective and safer than doxepine in patients with cold urticaria?

POPULATION: patients with cold urticaria

INTERVENTION:  WolWelgeNsYlal:)

COMPARISON:  Ie[oMETe]Tyle

=] |2IR[elelz NN Neittaanméaki 1984

Assessment

Desirable Effects

How substantial are thdesirable anticipated effects?

JUDGEMEN] RESEARCH EVIDENCE
* Trivial Hydroxyzine compared to doxepine for cold urticaria
* Small :
. roderate Outcomes |S 2 ¥ Quality of the Relative Anticipated absolute effects
arge " .
. Varr?es participants evidence effect ‘ i ) ; i )
. (Sliies) (GRADE) (95% ClI) Risk with Risk difference with
Don't - doxepine hydroxyzine
Know ollowup
| | ]
very 24 a RR 0.33 500 per 1.000 = 335 fewer per 1.000
effective (1 RCT) VERY LOWe® (0.08 to (460 fewer to 165 more)
1.33)

a. unclear risk of bias
b.  wide Cl

C.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN

RESEARGEVIDENCE

' Large

" Moderate

© Small

* Trivial

' Varies
Don't

know

No evidence

Values and overall certainty of evidence

JUDGEMEN] RESEARCH EVIDENCE
verylow | The relative importance or values of th@ain outcomes of interest:
" Low
* Moderate Outcome Relative importance Certainty of the evidence (GRADE)
: High very effective critical o VERY LOW
No

146



EvidenceReport
The International
Definition, Classification, Diagnosis
and Management of Urticaria

Guideline for the

EuroGuiDern

Centre for Guideline Developme

included
studies

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention ootigarison?

JUDGEMEN

RESEARCH EVIDENCE

* Favors the
comparison
* Probably
favors the
comparison
* Does not
favor either
the
intervention
or the
comparison
* Probably
favors the
intervention
" Favors the
intervention
' Varies

Don't
know

Summary offindings

Outcome

With doxepine

With hydroxyzine

Difference (95% ClI)

Relative effect (RR) (95% C

very effective

500 per 1.000

165 per 1.000
(40 to 665)

335 fewer per 1.000
(from 165 more to 460 fewer)

RR 0.33

Feasibility

Is theintervention feasible to implement?

JUDGEMEN| RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considere
Probably

o the context of the local healtbare systems.

" Probably

yes

" Yes
Varies

* Don't

know

Summary

5) COMPARISOMYDROXYZINE vs. DOXEFRQE COLD URTICARIA

Efficacy

No difference was found for the outcomevery effective' (very low quality).

Safety

No safety data were available.
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6 Compari son: hydroxyzi

Ishydroxyzine more effective and safer than placebo in patients with cold urticaria?

HOIVIFNEOINEN patients with cold urticaria

INIERYIS O hydroxyzine

COMPARISON:  WETo=lole)

=] |2IR[elelz NN Neittaanmaki 1984

Assessment

Desirable Effects

Howsubstantial are the desirable anticipated effects?

JUDGEMEN| RESEARCH EVIDENCE

* Trivial Hydroxyzine compared to placebo for cold urticaria
* Small :
. roderate Outcomes |S 2 7F Quality of the Relative Anticipated absolute effects
arge
. Varr?es participants evidence effect ‘ i ) i . )
. (Sliies) (GRADE) (95% ClI) Risk with Risk difference with
Don't - placebo hydroxyzine
Know ollowup
] | ]
very 24 a RR 5.00 0 per 1.000 0 fewer per 1.000
effective (1 RCT) VERY LOWe® (0.27 to (0 fewer to O fewer)
94.34)

a.  unclear risk of bias
b.  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
Cc. wideCl

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMEN| RESEARGEYVIDENCE

' Large No evidence

" Moderate

© Small

* Trivial

' Varies
Don't

know

Values and overall certainty of evidence

What is the overall certainty of the evidence of effects?

JUDGEMEN] RESEARCH EVIDENCE

Very low | The relative importance or values of the main outcomes of interest:

T Low

* Moderate Outcome Relative importance Certainty of the evidence (GRADE)
" High very effective critical & VERY LOW

" No
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Balance of effects

Does the balance between desirable amttlesirable effects favor the intervention or the comparison?

JUDGEMEN

RESEARCH EVIDENCE

* Favors the
comparison
" Probably
favors the
comparison
" Does not
favor either
the
intervention
or the
comparison
* Probably
favors the
intervention
* Favors the
intervention
' Varies

Don't
know

Summary of findings:

Outcome

With placebo

With hydroxyzine

Difference (95% CI)

Relative effect (RR) (95% ClI

very effective

0 per 1.000

0 per 1.000
(0to 0)

0 fewer per 1.000
(from O fewer to O fewer)

RR5.00
(0.27 to 94.34)

Feasibility
Is the intervention feasible to implement?

RESEARCH EVIDENCE

JUDGEMEN

" No

" Probably

no

" Probably

yes

" Yes
Varies

* Don't

know

Feasibility, costs, equity and acceptability of the intervention need todmsidered in

the context of the local health care systems.

Summary

6) COMPARISON: HYDROXYZINE vs. PLACEBO FOR COLD URTICARIA

Efficacy

No difference was found for the outcomevery effective' (very low quality).

Safety

No safety data were available.

149



EvidenceReport EuroGuiDermn

The International Guideline for the Centre for Guideline Developme
Definition, Classification, Diagnosis

and Management of Urticaria

/Yompari son: omali zuma|
weeks vs. pl acebo

8 ompari son: omalil zuma
weeks vs. pl acebo

POPULATION: patients with cold urticaria

INTERVENTIGSI) omalizumab 300mg every 4wmalizumab 150mg every 4w

COMPARISON: placebo

BIBLIOGRAPHY Metz 2017

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
7 7) omalizumab 300mg every 4w compared to placebo
omalizumab
300mg every | EoHteS S 27 oA EEE-I  Anticipated absolute effects(95% Cl)
4:” Vsl'J participants | evidence effect
placebo studies GRADE 95% Cl
fiollow u)p ( ) (95% C) Risk with = Risk difference with
" Trivial placebo omalizumab 300mg every
* Small 4w
" Moderate
' Large )
Vari complete response 21 a d as RR11.70 | Study population
aries
i ) w10 (1RCT) MODERATE (0.71to
Don't know 192.98)
0 per 1,000 O fewer per 1,000
(0 fewer to O fewer)
change in trigger 21 aaadaada - MD 10.1 lower
threshold from (1 RCT) HIGH (16.63 lower to 3.57
baseline w10 lower)
a.  Wide confidence interval
b. Cl crossed line afo effect and MID threshold(s): uncertain whether there is any difference
9) 8) omalizumab 150mg every 4w compared to placebo
omalizumab
150mg every
4w vs.
placebo
* Trivial
* Small
" Moderate
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Large Outcomes S 27% Certainty of the | Relative Anticipated absolute effect$ (95% CI)
Varies participants | evidence effect
* Don't know studies GRADE 95% ClI
(FOIIJIO\'N u)p ( ) SN Risk with | Risk difference with
placebo omalizumab 150mg every
4w
complete response 22 & & as RR 10.64  Study population
w10 (1 RCT) MODERATFE (0.64to
176.54)
0 per 1,000 O fewer per 1,000
(0 fewer to O fewer)
change in trigger 22 aaaada - MD 10.3 lower
threshold from (1 RCT) HIGH (15.5 lower to 5.1 lower)
baseline w10

a.  Wide confidence interval
b.  Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

UndesirableEffects

How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
7 7) omalizumab 300mg every 4w compared to placebo
omalizumab
300mg every | EoHteS S 27 Certainty of the | Relative Anticipated absolute effects(95% CI)
4:"’ VS['J participants | evidence effect
placebo tudi GRADE 95% Cl
(Fso:o:ssu) ( ) SEARVBN Riskwith | Risk difference with
" Large P placebo omalizumab 300mg every
" Moderate 4w
* Small
. Triyial withdrawal due to | 21 aaadaada not estimable | Study population
| Varies AE w10 (1RCT) HIGH
Don't know (zero in both
groups) 0 per 1,000 O fewer per 1,000
(0 fewer to O fewer)
patients with at 21 a d as RR 1.04 Study population
least 1 AE w10 (1 RCT) MODERATE (0.64 to 1.67)
750 per 30 more per 1,000
1,000 (270 fewer to 502 more)
a. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
8) omalizumab 150mg every 4w compared to placebo
8)
omalizumab Outcomes S 2% Certainty of the | Relative Anticipated absolute effects(95% CI)
150mg every participants evidence effect
studies GRADE 95% CI
4:” v~ I(:O”()W u) ( ) SR Riskwith | Risk difference with
placebo P placebo omalizumab 150mg every
' Large Aw
" Moderate
" Small not estimable = Study population
Trivial
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' Varies
" Don't know

JUDGEMENT

withdrawal due to = 22

AE w10

patients with at
least 1 AE w10

(LRCT) HIGH
22 & & Gt
(1RCT) MODERATE

a.  Wide confidence interval

b. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference

Values and overall certainty of the evidence

RESEARCH EVIDENCE

(zero in both ' 0 per 1,000 O fewer per 1,000
groups) (0 fewer to O fewer)

RR 0.93
(0.55t0 1.57)

Study population

750 per
1,000

52 fewer per 1,000
(337 fewer to 428 more)

7) & 8)
omalizumab
300mg or
150mg every
4w vs.
placebo

* Very low

" Low
Moderate

" High

" Noincluded

studies

The relative importance or values of the main outcomes of interest:

7) omalizumab 300mg every 4w compared to placebo

change in trigger threshold from baseline w10

8) omalizumab 150mg every 4w compared to placebo

change in trigger threshold from baseline w10

Balance of effects

Outcomes

complete response w10

withdrawal due to AE w10

patients with at least 1 AE w10

Outcomes

complete response w10

withdrawal due to AE w10

patients with at least 1 AE w10

Certainty of the evidence

Importance (GRADE)
critical & & & MODERATE
critical & & & GHIGH
critical & & & GHIGH

important | & & & MODERATE

e s Certainty of the evidence

(GRADE)
critical & & & MODERATE
critical & & & GHIGH
critical & & & MODERATE

important | & & & GHIGH

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARCH EVIDENCE
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7
omalizumab
300mgevery
4w vs.
placebo

' Favors the
comparison
" Probably
favors the
comparison
" Does not
favor either
the
intervention
or the
comparison
* Probably
favors the
intervention
" Favors the
intervention
' Varies

Don't know

8)
omalizumab
150mgevery
4w vs.
placebo

" Favors the
comparison
" Probably
favors the
comparison
" Does not
favor either
the
intervention
or the
comparison
" Probably
favors the
intervention
* Favors the
intervention
' Varies

Don't know

7) omalizumab 300mg every 4eompared to placebo

With

Outcomes
placebo

complete response w10 = O per
1,000

change in triggethreshold
from baseline w10

withdrawal due to AE w10 O per
1,000

patients with at least 1 AE 750 per
w10 1,000

With omalizumab 300mg every 4w

0 per 1,000
(0to 0)

The mean change in trigger threshold from
baseline w10 in the interention group was
10.1 pointslower (16.63 lower to 3.57 lower,

0 per 1,000
(0to 0)

780 per 1,000
(480 to 1,000)

8) omalizumab 150mg every 4w compared tacebo

With

Outcomes
placebo

complete response wl0 = O per
1,000

withdrawal due to AE w10 0 per
1,000

patients with at least 1 AE 750 per
w10 1,000

With omalizumab 150mg every 4w

0 per 1,000
(0to 0)

0 per 1,000
(0to 0)

698 per 1,000
(413 to 1,000)

Difference

0 fewer per
1,000

(0 fewer to O
fewer)

MD10.1
lower
(16.63 lower
to 3.57
lower)

0 fewer per
1,000

(0 fewer to O
fewer)

30 more per
1,000
(270 fewer to
502 more)

Difference

0 fewer per
1,000

(0 fewerto O
fewer)

0 fewer per
1,000

(0 fewerto O
fewer)

52 fewer per
1,000
(337 fewer
to 428 more)

Relative
effect
(95% ClI)

RR 11.70
(0.71to
192.98)

not
estimable

RR 1.04
(0.64 o
1.67)

Relative
effect
(95% CI)

RR 10.64
(0.64 t0
176.54)

not
estimable

RR 0.93
(055 to
1.57)
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change in trigger thresholc The mean change in trigger threshold from  MD 10.3
from baseline w10 baseline w10 in the intetention group was lower
10.3 pointslower (15.5 lower to 5.1 lower) = (15.5 lower
to 5.1 lower)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

7) & 8) 7) & 8)omalizumab 300mg or 150mg every 4w vs. placebo
omalizumab
300mg or Feasibility, costs, equity aratceptability of the intervention need to be considered

1
430\29 e | the context of the local health care systems.

placebo

" No

" Probably no

" Probably yes

" Yes
Varies

" Don't know

Summary

7) & 8) COMPARISON: OMALIZUMAB 300mg OR 150mg EVERY 4 WEEKS vs. PLACEBO FOR
COLD URTICARIA

Efficacy
Omalizumab 300mg or 150mg everyveeks was superior to placebo for the outcome:

‘change in trigger threshhold from baseline' (high quality).
No difference was found for the outcomél O2 YLIX S(iS NBaLR2yasSQ o06Y2RSN.

Safety
No difference was found for the outcome&vithdrawal due to adverse event' (high quality)

or 'patients with at least one adverse event' (moderate quality).
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Oompari son: dupil umahb
400/ 600mg | oadi nBl Wose
vspl acebo

HEILYIBENIONERN patients withcold urticariaunresponsive to HAH

NS RYSNIECNE dupilumab

#60 kg: 600 mg loading dose + 300 mg biw;
*#30 kg and <60 kg: 400 mg loading dose + 200 mg biw

COMPARISON:  []ETel=lole)

ElEIRIOlEl LN NCT04681729 (LIBERIKDU CUrIAD3)23¢

#new study in 2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEME | RESEARCH EVIDENCE
NT
. ;nwﬁl Outcomes S 27F (ONeAORGEINREEVIEE  Anticipated absolute effects(95% Cl)
. Mm: ‘ participants | evidence effect
odera :
tud GRADE 95% ClI
e (studies) ( ) S Risk withplacebo  Risk difference with
R Follow up .
Large dupilumab
" Varies
 Don't o o :
Know completeresponsen12? 82 aa RR1.13  Study population
(1 RCT) LOWP (0.61 to
21
) 310per 1,000 40more per 1,000
(121 fewer to 340
more)

mean change from 55 a ad - MD 0.3 higher

baseline irlocal wheal (1 RCT) MODER AR (0.28higherto 0.32

intensity Likertscalew12* higher)

a. Clcrossed line of no effect and MID threshold(s): uncertain whetteze is any difference
b.  unclear/high risk of bias

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEME| RESEARCH EVIDENCE
NT
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' Large

. Outcomes S 27% e WAORGEINEEIETEYEN Anticipated absolute effects(95% Cl)
Moderat . .
R participants | evidence effect
studies GRADE 95% ClI . ) . . .
* Small I(:ollow u)p ( ) (95% C1) Risk withplacebo  Risk difference with
* Trivial dupilumab
* Varies
Don't . . v o :
Know Patients with at least 1 AE 82 aa RR0.77 | Study population
up tow12# (ARCT) LOWb (055to
1.0
9 692per 1,000 159fewer per 1,000
(312fewer to 62
more)

a. Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference
b.  unclear/high risk of bias

Values and overalCertainty of evidence

JUDGEME| RESEARCH EVIDENCE
NT

Low The relative importance or values of the main outcomes of interest:

Outcome Relative importance Certainty of the evidence (GRADE
completeresponsen12* critical G a LOW
mean change from baseline in local wheal critical & & & MODERATE

intensity Likert scalev12*

Patients with at least 1 Alip tow12* critical G a LOW

Balance of effects

Does the balance between desirable and undesirable effects favantaesention or the comparison?

JUDGEME | RESEARCH EVIDENCE
NT
" Favors | Summary of findings
the
compariso
n - . . S Relative
With 2nd gen H1AH With multiple combinations of 2nd gen H1  _.

" Probably Outeomes 1-fold and cimetidine AH 4fold Difference | effect
favors the (95% CI)
compariso
" Does not| | completeresponsen12? 310per 1,000 350per 1,000 40moreper = RR1.13
favor (189to 650 1,000 (061to
either the (121 fewer 2.1
interventio 10340
n or the more)
compariso
‘n mean change from MD-1.49 MD-1.19 The mean =MD 0.3

Probably | | 2seline in local wheal UAS7inthe higher
favors thg intensity Likert scale intervention | (0.28
interventio W12 group was | higher to
n 0.3points

Favors
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the higher 0.28 = 0.32

interventio higherto higher)

no 0.32higher)

Varies
* Don't
know Patients with at least 1 692per 1,000 533per 1,000 159fewer | RRO0.77
AEup tow12* (380to 754) per 1,000 @ (055to

(312fewer 1.09
to 62 more)

Feasibility

Is the intervention feasible to implement?

JUDGEME| RESEARCH ADDITIONAL CONSIDERATIONS
NT EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be considered

Probab! the context of the local health care systems.

* Probably
yes

" Yes
Varies

* Don't
know

Summary

Efficacy

Dupilumab (weight dependent 400/600mg loading dose + 200/300mg biw) was inferior to
placebo for the outcome:mean change from baseline in local wheal intensity Likert scale at
week 12'(moderatequality)

No difference was found for the outcomecompleteresponseat week12 (low quality)

Safety
No difference was found for the outcomeéPatients with aleast 1 AE up to week 1@ow
quality).
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Choli ner g2co mpagiicsaan a

l1Compari son: omal I zuma|
pl acebo

POPULATION: patients with cholinergic urticaria

ISRV omalizumab 300mg every 4w

COMPARISON: placebo

=] |EIR[O[elR VN NE Gastaminza 2019

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

b Trivial

3 Small Outcomes S 27F O=NeVAORGENNEEIEIGYEEN  Anticipated absolute effects(95% Cl)
3 Moderate participants | evidence effect
studies GRADE 95% ClI
2 Laoe (Fonow u) ( ) SR Risk with | Risk difference with
i Don't know P placebo omalizumab 300mg every
4w
symptom free with 23 G ad RR 0.38 | Study population
UCOL exercise (1 RCT) MODERATFE (0.04 to
challenge 3.67
9 ) 200 per 124 fewer per 1,000
1,000 (192 fewer to 534 more)
CU2QoL 22 aa - MD 7 lower
(1 RCT) LOWP (19.52 lower to 5.52
higher)

a. Cl crossed line of no effect and MID threshold(s): uncertain whether there idif@gence
b. Mean and SD were estimated based on median and 25th and 75th quartile values according to Wan 2014

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE
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b Trivial

3 S:;” Outcomes S 2F

3 Moderate partit?ipants
3 Large (QOIES)

& Varies Follow up
2 Don't know

patients with at | 22
least 1 AE (1 RCT)
withdrawal due @ 23
to AE (1 RCT)

Certainty of the
evidence
(GRADE)

G éd
MODERATFE

aéad
HIGH

Relative Anticipated absolute effects(95% CI)
effect
% CI
(95% 1) Risk with  Risk difference with
placebo omalizumab 300mg every

RR 1.56
(0.69 to 3.52)

444 per 249 more per 1,000
1,000 (138 fewer to 1,120 more)
not estimable | Studypopulation

(zero in both
groups)

a.  Clcrossed line of no effect and MID threshold(s): uncertain whether there is any difference

Values and overall certainty of the evidence

Study population

0 per 1,000 O fewer per 1,000

4w

(0 fewer to O fewer)

JUDGEMENT | RESEARCH EVIDENCE
" Very low The relative importance or values of the main outcomes of interest:
T Low
Moderate o T N Certainty of the evidence
High P (GRADE)
" Noincluded
studies . ) -, v ou w
symptom free with UCOL exercise challenge critical d & & MODERATE
CU2QoL critical aa LOW
withdrawal due to AE critical & & & GHIGH
patients with at least 1 AE important & & & MODERATE

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

JUDGEMENT | RESEARGEVIDENCE

' Favors the
comparison
" Probably
favors the
comparison

Outcomes

Does not
favor either
the
intervention
or the
comparison
" Probably
favors the
intervention

exercise challenge

With

placebo With omalizumab 300mg every 4w

symptom free with UCOL 200 per
1,000

76 per 1,000
(8to 734)

Relative
effect
(95% Cl)

Difference

RR 0.38
(0.04 to
3.67)

124 fewer per
1,000
(192 fewer to
534 more)
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) Favors.the patients with at least 1 AE 444 per 693 per 1,000 249 more per RR 1.56
"”ifr"_e”“o” 1,000 (307 to 1,000) 1,000 (0.69 to
. ar'?sk (138 fewer to 3.52)
Don't know 1,120 more)
withdrawal due to AE 0 per 0 per 1,000 0 fewer per not
1,000 (0to 0) 1,000 estimable
(0 fewer to O
fewer)
CuU2QoL The mean cU2QoL in theténvention MD 7 lower
group was 7 pointiower (19.52 lower to | (19.52 lower to
5.52 higher) 5.52 higher)

Feasibility

Is the intervention feasible to implement?

JUDGEMENT | RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be consider

" Probably no
 probably yed tN€ context of the local health care systems.

" Yes

Varies
" Don'tknow

Summary

COMPARISON: OMALIZUMAB 300mg EVERY 4 WEEKS vs. PLACEBO FOR CHOLINERGIC
URTICARIA

Efficacy

No difference was found for the outcomessymptom free with UCOL exercise challenge’
(moderate quality) and ‘CU2QoL' (low quality)

Safety

No difference was found for the outcomes: ‘withdrawal due to adverse event' (high quality)
and 'patients with at least one adverse event' (moderate quality).
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2 ompari son: |l zub¥er ant
pl acebo

POPULATION: patients with cholinergic urticaria

INTERVENTIQS)) Izuforant100mgtwice daily

COMPARISON: placebo

BIBLIOGRAPHY Grekowitz2024¢

#New study ir2024 update

Assessment

Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

Trivial Outcomes S 2% Certainty of | Relative Anticipated absolute effects(95% Cl)
* Small participants | the effect
\ 'I\_"Oderate (studies) -~ evidence | (35% C1) e, Risk difference with

arge Follow up (GRADE) .
* Varies placebo add-on izuforant
" Don't know

mean change iVAS wi | 37 a a ae - MD 0.6 lower
(1 RCT) MODERATFE (1.83lower to 063
higher)

a.  unclear/high risk of bias

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT | RESEARCH EVIDENCE

. Trivial Outcomes S 2% (eNeTWAO R NEEIEUVERE W@ Anticipated absolute effects(95% ClI)
Small .
R participants | the (95% ClI)
Moderate . .
. (studies) evidence . . . . .
Large Risk with Risk difference with add
. : Follow up (GRADE) .
Varies placebo onizuforant
Don't know
patients with at least 38 G ae ¢ RR1.5 Study population
1AE(upto3days | (1RCT) LOWP (06610 3.39
after treatment 316per 1,000 158more per 1,000
periody (107fewer to 755more)

a. Cl crossed line of no effect and MID threshold(s): uncertain whether there is any difference
b. unclear/high risk of bias

Values and overaltertainty of the evidence

JUDGEMENT | RESEARCH EVIDENCE
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" Very low The relative importance or values of the main outcomes of interest:
Low

' Moderate Certainty of the evidence

High Outcomes Importance (GRADE)

* Noincluded ) -

studies mean change iVAS wi critical adOE € LOW
patients with at least 1 AE (up to 3 days after important ads £ Low
treatment periodyf

Balance of effects

Does the balance between desirable and undesirable effects favor the intervention ootigarison?

JUDGEMENT [ RESEARCH EVIDENCE

' Favors the

comparison . Relative
. With n .

" Probably Outcomes With placebo igufigsr;ct) Difference effect

favors the (95% CI)

comparison

Does not
favor either
the
intervention
or the
comparison patients with at least 1 AE 316 per 1,000 474per 1,000 158 more per 1,000 RR 1.5
" Probably (up to 3 days after (20910 1073 (107 fewer to 755 more) (0.66 to
favors the treatment periody 3.39)
intervention
" Favors the
intervention
' Varies
" Don't know

mean change in UAS W1  The mean @ The mean UAS| The mean UAS7 wih the -
UAS7 wiwas wl2*was-1.1 intervention group wa$.6lower (1.83
-0.5 lower to 063 highen

Feasibility

Is the intervention feasible to implement?

JUDGEMENT [ RESEARCH EVIDENCE

~ No Feasibility, costs, equity and acceptability of the intervention need to be consider

" Probably no
 probably yed th€ context of the local health care systems.

" Yes

Varies
* Don't know

Summary

Data added in 202update from 1 new study

Efficacy
No difference was found for the outcomenean change in UAS I (G @ddefate mu 6

quality)
Safety
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No difference was found for the outcomeépatients with at least one adverse evefuip to 3
days after treatment period)low quality).
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Sol ar urticari al/ vi br at
urti cari a/ contact ur t i

No evidence identified
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