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New therapeutic indication (according to the marketing authorisation of 26 April 2021):

Kalydeco tablets are indicated in a combination regimen with ivacaftor/ tezacaftor/
elexacaftor tablets for the treatment of adults and adolescents aged 12 years and older with
cystic fibrosis (CF) who have at least one F508del mutation in the CFTR gene.

Therapeutic indication of the resolution (resolution of 19 November 2021):

Kalydeco tablets are used as part of a combination regimen with ivacaftor/ tezacaftor/
elexacaftor tablets for the treatment of cystic fibrosis in subjects aged 12 years and older, who
are heterozygous for the F508del mutation in the CFTR gene and carry a residual function
mutation on the second allele.

1. Additional benefit of the medicinal product in relation to the appropriate comparator
therapy

Subjects aged 12 years and older with cystic fibrosis who are heterozygous for the F508del
mutation in the CFTR gene and carry a residual function mutation on the second allele

Appropriate comparator therapy:

Tezacaftor/ ivacaftor in combination with ivacaftor

Extent and probability of the additional benefit of ivacaftor in combination with ivacaftor/
tezacaftor/ elexacaftor compared to the appropriate comparator therapy:

An additional benefit is not proven.
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Study results according to endpoints:?

Subjects aged 12 years and older with cystic fibrosis who are heterozygous for the F508del
mutation in the CFTR gene and carry a residual function mutation on the second allele

Summary of results for relevant clinical endpoints

Endpoint category Direction of effect/ Summary

risk of bias
Mortality n.a. There are no assessable data.
Morbidity n.a. There are no assessable data.
Health-related quality n.a. There are no assessable data.
of life
Side effects n.a. There are no assessable data.

Explanations:
/N statistically significant and relevant positive effect with low/unclear reliability of data

J: statistically significant and relevant negative effect with low/unclear reliability of data
M statistically significant and relevant positive effect with high reliability of data

L : statistically significant and relevant negative effect with high reliability of data

<>: no statistically significant or relevant difference

J: There are no usable data for the benefit assessment.

n.a.: not assessable

VX18-445-104 study: lvacaftor + ivacaftor/ tezacaftor/ elexacaftor versus tezacaftor/ ivacaftor +
ivacaftor (RCT, 8 weeks) — presented additionally

Endpoint category Intervention Control Intervention
. Ivacaftor + ivacaftor/ Tezacaftor/ ivacaftor + versus
Endpoint a . .
tezacaftor/ elexacaftor ivacaftor control
N Patients with N Patients with RR [95%-Cl];
event event p-value
n (%) n (%)
Mortality

There were no deaths

Morbidity

Pulmonary No usable data available®

exacerbations

0 (0) 81 3(3.70) 0.14 [0.01; 2.69];

0.085¢°

Severe pulmonary 82
exacerbations®

Symptomatology - Cystic fibrosis questionnaire revised (CFQ-R)®f

1 Data from the dossier assessment of the Institute for Quality and Efficiency in Health Care (IQWiG) (A21-74) unless
otherwise indicated.
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Respiratory system 82 27 (32.9) 81 10(12.4) 2.67 [1.38;5.15];
0.003¢
Gastrointestinal 82 8(9.8) 81 10 (12.3) 0.79[0.33; 1.90];
symptoms 0.599¢
Weight problems" 79 12 (15.2) 80 11 (13.8) 1.10[0.52; 2.35];
0.797¢
Endpoint Intervention Control Intervention
A Ilvacaftor + ivacaftor/ Tezacaftor/ ivacaftor + versus
gory .
. tezacaftor/ elexacaftor 2 ivacaftor® control
Endpoint
N"  Valuesat Changeat N" Values Change MD [95% Cl];
start of end of atstart atend p-value'
study study of study of study
MV (SD) MV (SE)’ MV (SD) MV (SE)
Morbidity
FEV: %
FEV/{ (absolute 60 67.77 2.44 63 68.11 0.49 1.96 [0.49; 3.43];
change) (16.25) (0.53) (16.36) (0.52) 0.009
Body Mass Index (BMI)
BMI 70 24.29 0.23 68 24.68 0.12 0.12 [-0.09;
([kg/m?] (5.23) (0.07) (5.22) (0.07) 0.32]; 0.262
absolute
change)
BMI 7 -0.08 -0.05 3 -0.23 0.07 -0.13 [-0.30;
(z-score, (1.27) (0.04) (0.62) (0.06) 0.05]; 0.136
absolute
change®)
Sweat chloride concentration (presented additionally)?
Absolute 82 64.71 -22.96 81 61.36 -0.20 -24.80
change (27.94) (16.87) (27.27) (7.16) [-28.37; -21.24];
[mmol/l] <0.001

2 Data from the dossier
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Endpoint category

Intervention

Control

Intervention

Endpoint Ilvacaftor + ivacaftor/ Tezacaftor/ ivacaftor + versus
tezacaftor/ elexacaftor ? ivacaftor® control
N Patients with N Patients with RR [95%-Cl];
event event p-value
n (%) n (%)
Health-related quality of life
Cystic fibrosis questionnaire revised (CFQ-R)*f
Physical 82 14 (17.1) 81 5(6.2) 2.77 [1.04; 7.32];
functioning 0.041s
Emotional 82 5(6.1) 81 5(6.2) 0.99 [0.30; 3.28];
functioning 0.984#
Vitality' 79 19 (24.1) 80 9(11.3) 2.14 [1.03; 4.43];
0.041¢
Social functioning 82 10(12.2) 81 8(9.9) 1.23[0.51; 2.97];
0.638¢
Role functioning® 79 8(10.1) 80 8(10.0) 1.01 [0.40; 2.57];
0.9798
Body image 82 10(12.2) 81 7 (8.6) 1.41[0.57; 3.53];
0.461¢
Eating disturbances 82 8(9.8) 81 4(4.9) 1.98 [0.62; 6.30];
0.250¢8
Treatment Burden 82 18 (22.0) 81 9(11.1) 1.98 [0.94; 4.14];
0.0718
Overall health 79 19 (24.1) 80 7 (8.8) 2.75[1.22; 6.17];
perception 0.0148
Side effects™
AEs (presented 82 53 (64.6) 81 53 (65.4) -
additionally)
SAEs 82 1(1.2) 81 3(3.7) 0.33[0.04; 3.15];
0.332i
Discontinuation 82 1(1.2) 81 0 (0) 2.96 [0.12; 71.70];

because of AEs

0.529d

a. Treatment was carried out in view of basic medication.

b. No eligible operationalisation available

c. Collected as "infectious pulmonary exacerbation of cystic fibrosis" (PT, SAE); the operationalisation of PT
as a serious event is comparable to the operationalisation "hospitalisation due to pulmonary
exacerbations", used in previous benefit assessments, which is why this is presented here as an
alternative morbidity endpoint

d. From four field table

e. For the CFQ-R, the pharmaceutical company presents post hoc analyses carried out at 15% of the scale
range. For the CFQ-R with a scale range from 0 to 100, the 15% corresponds to exactly 15 points;
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improvement is defined as an increase in the CFQ-R score by at least 15 points in week 8 compared to
baseline

f. Children (12 to 13 years) and adolescents or adult patients pooled

g. Log-binomial model with treatment group as variable

h. Number of patients who were taken into account in the evaluation for calculating the effect estimate; the
values at start of study can be based on other patient numbers.

i. MMRM adjusted for baseline FEV1%, baseline sweat chloride, treatment, time of study, treatmentxtime of
study as fixed effects; effect represents the difference between treatment groups of changes, averaged
over the course of the study between the respective time of measurement and start of study

j. Positive effects (intervention minus control) mean an advantage for the intervention.

k. Only for patients < 20 years.

m. Without PT "Infectious pulmonary exacerbation of cystic fibrosis"

n. IQWIiG calculation

Abbreviations used:

BMI: Body Mass Index; CFQ-R: cystic fibrosis questionnaire — revised; Cl: confidence interval; MD:
mean difference; MMRM: mixed model with repeated measures; MV: mean value; n: number of
patients with (at least 1) event; N: number of patients evaluated; n. c.: not calculable; PT: preferred
term; RCT: randomised controlled trial; RR: relative risk; SD: standard deviation; SE: standard error;
SAE: serious adverse event; AE: adverse event

2. Number of patients or demarcation of patient groups eligible for treatment

Subjects aged 12 years and older with cystic fibrosis who are heterozygous for the F508del
mutation in the CFTR gene and carry a residual function mutation on the second allele

approx. 173 patients

3. Requirements for a quality-assured application

The requirements in the product information are to be taken into account. The European
Medicines Agency (EMA) provides the contents of the product information (summary of
product characteristics, SmPC) for Kalydeco (active ingredient: ivacaftor) at the following
publicly accessible link (last access: 11 October 2021):

https://www.ema.europa.eu/en/documents/product-information/kalydeco-epar-product-
information en.pdf

Treatment with ivacaftor should only be initiated and monitored by doctors experienced in
treating adolescents and adult patients with cystic fibrosis.

Courtesy translation — only the German version is legally binding.


https://www.ema.europa.eu/en/documents/product-information/kalydeco-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/kalydeco-epar-product-information_en.pdf

4. Treatment costs

Annual treatment costs:

Subjects aged 12 years and older with cystic fibrosis who are heterozygous for the F508del

mutation in the CFTR gene and carry a residual function mutation on the second allele

Designation of the therapy

Annual treatment costs/ patient

Medicinal product to be assessed:

Ivacaftor €82,912.62
+ ivacaftor/ tezacaftor/ elexacaftor €158,139.51
Total: €241,052.13
Appropriate comparator therapy:

Tezacaftor/ ivacaftor €65,032.44
+ ivacaftor €82,912.62
Total: € 147,945.06

Costs after deduction of statutory rebates (LAUER-TAXE® as last revised: 1 November 2021)

Costs for additionally required SHI services: not applicable
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