Dasiglucagon Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
1.1.1 age <18 years
Battelino 2021 (1) 10 42734 20 10 27958 10 11.2% 0.00 [2.55, 2.55] -
Eattelino 2021 (2} 10 4.2734 20 30 148852 11 8.1% -20.00[-28.99,-11.01] e —
Subtotal (95% CI) 40 21 19.3% -9.52[-29.09, 10.06] — e ——
Heterogeneity, Tau®= 188.62, Chi*=17.58, df=1 (P = 0.0001}); F= 94%
Testfor overall effect £=0.95 (P = 0.34)
1.1.2 age >18 years
Bailey 2021 (3 10 A.732 34 35 209686 10 6.0% -25.00[-38.14,-11.86] —_—
Hovelmann 2018 (4) 4 58348 17 10 136313 3 10.0% -1.00 [6.54, 4.54] T
Hovelmann 2018 (5) 49 15.88599 16 10 136313 kil 7.8% -1.00 10.57, B.57] . E—
Hovelmann 2018 () 14 24161 5 10 136313 3 101% 4.00 [1.25, 9.25] T
Hovelmann 2018 (7} 10 A.63 16 10 136313 3 10.0% 0.00[5.53, 553 B
Laugesen 2022 (8) 15 7.1554 20 30 15.E525 20 8.9% -15.00[-22.54 -7 46] e —
Laugesen 2022 {9) 15 7.1554 20 30 15.E525 20 8.9% -15.00[-22.54 -7 46] e —
Fieber 2021 {10} 10 0.2041 az 40 3248934 43 T.7% -30.00[-38.71,-2028 ———
Fieher 2021 {11) 10 0.2041 83 12 64987 43 11.4% -2.00 [3.94,-0.06] -7
Subtotal (95% CI) 293 260 80.7%  -8.27[-14.01, -2.53] -
Heterogeneity, Tau®= 62.63; Chi*=69.41, df= 8 (F = 0.00001); F= 88%
Testfor overall effect £= 2.82 (P = 0.005)
Total (95% CI) 333 281 100.0%  -B.08[-12.69, -3.47] i
Heterogeneity: Tau®= 47 56; Chi*= 8851, df= 10 {P = 0.00001}); I*= 89%

Test for overall effect £= 3.43 (F = 0.0006)
Test for subgroup differences: Chif=0.01, df=1 (P = 0.90), F=0%
Footnotes

(1) Dasiglucagon vs Glucagon

(2) Dasiglucagon vs placeho

(3) Dasiglucagon vs. Placebo

(4) Dasiglucagon 0.6 mgvs. glucagan

(5) Dasiglucagon 1 mg vs glucagaon

(6) dasiglucagon 0.1 magvs glucagon

(7) Dasiglucagon 0.3 mg vs glucagon

(8) dasiglucagon 0.08mgvs oral glucose
(9) dasiglucagon 0.12mgvs oral glucose
(10) dasiglucagon vs placeho

(11} dasiglucagon vs glucagon
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Figure S1: The forest plot for included studies pooled together using random-effects model for Time to recovery subgroup analysis according to age
(<18 years and 218 years)



Dasiglucagon Control

Study or Subgroup Events Total Events Total

Odds Ratio

Weight M-H, Random, 95% Cl

Odds

Ratio

M-H, Random, 95% CI

Bailey 2021 {1} 3 34 1
Battelino 2021 (&) 13 20 1]
Battelino 2021 {3) 13 20 3
Howelmann 2018 (4} ] 16 18
Hovelmann 2018 (5) E] 17 18
Howelmann 2018 (&) 7 16 15
Howelmann 2018 (7 1 3] 18
Laugesen 2022 () 3 20 1]
Laugesen 2022 (4) 2 20 1]
Fieber 2021 {10 45 ad 1
Pieber 2021 {11} 45 a2 23
Total (95% CI) 333

Tatal events 168 100

10
11
10
34
a4
34
34
20
20
43
43

293

8.0%
5.7%
10.0%
11.8%
11.9%
11.8%
77%
5.5%
5.4%
8.5%
13.6%

100.0%

14.54 [1.65, 128 44]
41.40[2.13, 805.99]
4.33[0.84, 22,27
1.14[0.25,3.78]
1.00[0.31, 3.21]
0.69 [0.21, 2.26]
0.4%[0.02,1.69]
8.20 [0.40, 169.80]
554 [0.25,123.08)
51.08 [6.71, 388.05]
1.06 [0.50, 2.22]

2.62 [1.06, 6.44]

Heterogeneity: Tau®=1.41; Chi*= 33.55, df= 10 (F = 0.00023; °= 70%

Testfor overall effect £= 2.09 (P =0.04)

Footnotes

(1) Dasiglucagon vs placebo

(2) dasiglucagonvs placeho

(3) dasiglucagon vs glucagaon

(4) Dasiglucagon 0.3 mg vs glucagon

(5) Dasiglucagon 0.6 mg vs glucagon

(6) Dasiglucagon 1.0 mgvs glucagon

(7) Dasiglucagon 0.1 mg vs glucagon

(8) Dasiglucagon 0.08mgvs oral glucose
(9) dasiglucagon 0.12 mgvs oral glucose
(10} dasiglucagon vs placeho

(11} dasiglucagon vs glucagon
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Figure S2: The forest plot for included studies pooled together using random-effects model for assessing the incidence of nausea among

the treatment arm and comparator arm.



Dasiglucagon Control Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bailey 2021 (1) 10 34 il 10 5.2% Q.00[0.48 16816
Battelino 2021 (2 10 20 i 11 1% 23001149, 442.88]
Battelino 2021 (3) 10 20 1 10 8.0% 8.00[0.95, 84.90] | —
Hovelmann 2018 {4) 2 16 4 34 110% 1.07[017F, B.56] B E—
Hovelmann 2018 {5} il B 4 34 48% 0520021092
Hovelmann 2018 (6} fi 16 4 34 146% 4 80 [1.05,19.24] —
Hovelmann 2018 {7 i 17 4 3 147% 4.09[0.97, 17.29] —
Laugesen 2022 (8) 1 20 i 20 4 3% 316012, 8216]
Laugesen 2022 (9) il 20 il 20 Mot estimahle
Fieher 2021 (10} 149 a2 g 43 232% 114 [0.47, 2.79] ——
Figher 2021 {113 149 a2 1 43 9.2% 1267 [1.63, 98.24] e —
Total (95% CI) 333 293 100.0% 3.20 [1.56, 6.57] <
Total events a3 27
Heterogeneity: Tau®= 0.37; Chi*=12.86, df=9 (P = 0.173; F= 30% F ; ; /
Test for overall effect Z=3.17 (P =0.001} 0.001 Déuntrnl Dasigruncagnn 1000

Footnotes

(1) Dasiglucagon vs placebo

(2) Dasiglucagon vs placeho

(3 Dasiglucagon vs glucagon

(4) Dasiglucagon 1.0 mg vs glucagon

(&) Dasiglucagon 0.1 mgvs glucagon

(6) Dasiglucagon 0.3 mg vs glucagon

{7y Dasiglucagon 0.6 mg vs glucagon

(8) Dasiglucagon 0.08mg vs oral glucose
(9) Dasiglucagon 0.12mg vs oral glucose
(10) Dasiglucagon vs glucagon

(11) Dasiglucagon vs placebo

Figure S3: The forest plot for included studies pooled together using random-effects model for assessing the incidence of vomiting among

the treatment arm and comparator arm.



Dasiglucagon Control Odds Ratio Oilds Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Bailey 2021 {1) 4 4 a 10 2.8% 310[0.15,62.53)
Battelino 2021 (2 2 20 1 11 3.9% 1.11[0.09, 13.84]
Battelino 2021 (3 2 20 1 10 3.9% 1.00([0.08,12.96]
Hovelmann 2018 (4) a 16 7 3 151% J86[1.07,13.949] —
Hovelmann 2018 (&) fi 17 7 34 14.59% 210 [0.58, 7.64) T
Hovelmann 2018 (&) ] 16 7 3 13.8% 1.75[0.46, 6.73] N e
Hovelmann 2018 (7} 3 ] 7 34 T.7% 386 ([0.64, 23.41] T
Laugesen 2022 (&) 3 20 3 20 8.3% 1.00[018, 567 B B
Laugesen 2022 (&) 3 20 3 20 8.3% 1.00[0.18, 567 -1
Pieber 2021 {10} a az 4 43 157% 1.05[0.30, 3.72] —
Fieber 2021 {11} a a2 1 43 a.6% 4 54 [0.65, 37.487] I e —
Total (95% CI) 333 293 100.0% 1.87 [1.13, 3.08] &
Total events 52 41
H - 2 = - = - - - B - I ] ] ]l
Heterogeneity: Tau®= 0.00; Chif= 4.86, df=10 (P =090y, F=0% 'EI.EIIII1 IZIH 1'IZI 1IIIIZIIZI'

Testfor overall effect: £=2.45 (P = 0.01) Control  Dasiglucagon
Footnotes

(1) Dasiglucagon vs placebo

(2) Dasiglucagon vs placeho

(3) Dasiglucagon vs glucagon

(4) Dasiglucagon 0.3 mg vs glucagon

(5) Dasiglucagon 0.6 mgvs glucagon

(6) Dasiglucagon 1.0 mg vs glucagon

(7) Dasiglucagon 0.1 mg vs glucagon

(8) Dasiglucagon 0.08mg vs oral glucose
(9) Dasiglucagon 0.12mg vs oral glucose
(10) Dasiglucagon vs glucagon

(113 Dasiglucagon vs placeho

Figure S4: The forest plot for included studies pooled together using random-effects model for assessing the incidence of headache among the
treatment arm and comparator arm.



Regression of moderator (drug dose) on effect size
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Figure S5: The bubble plot showing the effect of dose of dasiglucagon on time to recovery. The studies are depicted by circles along the
line of meta-regression.



Table S1: Characteristics of studies included in the meta-analysis

multi-centric
trial

recovered at the
end of 10,15,20,30
minutes post-
intervention

Trial and Methods Participants Number of Interventions Outcomes Remarks

Location Participants

Hovelmann et | Single-center, | Primary diagnosis | Dasiglucagon 0.1mg: 5, Dasiglucagon 0.1 mg/ | Time to increase Dasiglucagon was

al. (2018) Randomized | of type 1 diabetes | Dasiglucagon 0.3mg: 16, | 0.3mg/0.6mg/ 1.0mg | plasma glucose of well tolerated and

Germany Double-blind, | (Aged 18-50 Dasiglucagon 0.6mg: 17, | single sub cutaneous 220mg/dl showed an early PD
0.5mg and years) Dasiglucagon 1mg: 16, injection (1.1mmol/L) response similar to
1mg glucagon Glucagon 0.5mg: 17, Glucagon 0.5mg/1.0mg that of glucagon at
-controlled Glucagon 1mg: 33 single sub cutaneous corresponding doses,
trial injection suggesting

comparable clinical
effect of the two.

Battelino et Randomized | Primary diagnosis | Dasiglucagon 0.6mg: 20, | Single subcutaneous time to increase Dasiglucagon rapidly

al. (2021) Double-blind, | of type 1 diabetes | 1 mg glucagon: 10, injection of plasma glucose of and effectively

Germany, Placebo/gluca | (Aged 6-17 years) | Placebo: 11 Dasiglucagon 0.6mg, 220mg/dl restored plasma

Slovenia, USA | gon - Placebo injection, (1.1mmol/L) glucose levels
controlled, Glucagon 1 mg single No. of patients following insulin-
Fixed-dose subcutaneous injection | recovered at the induced
multi-centric end 0f 10,15,20,30 | hypoglycemia in
trial minutes post- children and

intervention adolescents

Pieber et al. Randomized | Primary diagnosis | Dasiglucagon 0.6mg: 82, | Single subcutaneous time to increase Dasiglucagon

(2021) Double-blind, | of type 1 diabetes | 1 mg glucagon: 43, injection of plasma glucose of provided rapid and

Germany, Parallel (Aged 18-75 Placebo: 43 Dasiglucagon 0.6mg, >20mg/dl effective reversal of

Austria, USA, | group, years) Placebo injection, (1.1mmol/L) hypoglycemia in

Canada Placebo and Glucagon 1 mg single No. of patients adults with T1D with
glucagon- subcutaneous injection | recovered at the safety and
controlled, end of 10,15,20,30 tolerability similar to
Fixed-dose minutes post- that of reconstituted
multi-centric intervention glucagon injection
study

Bailey et al. Randomized | Primary diagnosis | Dasiglucagon 0.6 mg: 34, | Single subcutaneous time to increase Dasiglucagon

(2021) Double-blind, | of type 1 diabetes | Placebo: 10 injection of plasma glucose of provided rapid

USA Placebo- (Aged 18-75 Dasiglucagon 0.6mg, 220mg/dl reversal of
controlled, years) Placebo injection (1.1mmol/L) hypoglycemia in
Fixed-dose No. of patients adults with type 1

diabetes and was
well tolerated.

Laugesen et
al. (2022)
Denmark

Randomized,
single-blind,
Three-arm
Crossover,
Oral glucose-
controlled,
Fixed-dose
multi-centric
laboratory
classroom
study

Primary diagnosis
of type 1 diabetes
(Aged 18-64
years)

Dasiglucagon 80 pg: 20,
Dasiglucagon 120 pg:20,
15 g oral glucose: 20

Dasiglucagon single
subcutaneous injection
of 80 microgram, 120
microgram, 15g oral
glucose from dextrose
tablet

time to increase
plasma glucose of
220mg/dl
(1.1mmol/L)

Low dose
dasiglucagon safely
and effectively
prevented insulin-
induced
hypoglycemia with a
faster glucose-
elevating profile than
oral glucose




Table S2: Risk of bias table for included studies

Included studies Domain 1: Domain 2: Domain 3: Domain 4: Domain 5: Overall
Randomization Deviations from the Missing Measurement of | Selection of the | risk-of-bias
process intended interventions | outcome data the outcome reported result | judgement
Hovelmann 2018 L S L L L S
Pieber 2021 L L L L L L
Battelino 2021 L S L L L S
Bailey 2021 L L L L L L
Laugesen 2022 L L L L L L
L, Low risk of bias; S, Some concerns; H, High risk of bias.
Table S3: Summary of findings
Number of Relative Anticipated absolute effects Certainty of the
Outcomes participants effect Risk with Risk difference with evidence
(studies/unit) (95% CI) Control Dasiglucagon (GRADE)
614 - .
. MD 8.08 minute lower [Y131@)
Time to recovery (> RCTS/ (12.69 lower to 3.47 lower) Moderate
11 units)
. 355 OR 7.98
mberfpaiensrecoeredat | sncry |mssw | 2stpertonn | enereRrii
5 units) 40.82) g
. 355 OR 73.25
;Igl;?sgt(;ipatlents recovered at 3 RCTs/ (672 to 521 per 1,000 ?;:;;?g:epteor:;;orgore) 691331619169
5 units) 798.35) &
. 355 OR 15.46
ymberstpatensreeoredat | gncry @re | pspeion |BNSIOLN | eeee
5 units) 87.80)
435 OR 2.42 217 more per 1,000 SDDD
Number of patients with TEAE [;L llf:ll‘ss)/ (0.90 to 6.55) 363 per 1,000 (24 fewer to 426 more) High

CI, confidence interval; MD, mean difference; OR, odds ratio; TEAE, Treatment-Emergent Adverse Event

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect; Moderate certainty: we are moderately
confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially

different.




