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1 Legal basis

Accordingto Section 35a paragraph 1 German Social Code, Book Five (SGB V), the Federal Joint
Committee (G-BA) assesses the benefit of reimbursable medicinal products with new active
ingredients. This includes in particular the assessment of the additional benefit and its
therapeutic significance. The benefit assessment is carried out on the basis of evidence
provided by the pharmaceutical company, which must be submitted to the G-BA
electronically, including all clinical trials the pharmaceutical company has conducted or
commissioned, at the latest at the time of the first placing on the market as well as the
marketing authorisation of new therapeuticindications of the medicinal product, and which
must contain the followinginformationin particular:

1. approved therapeuticindications,
2. medical benefit,
3. additional medical benefitinrelationto the appropriate comparator therapy,

4. number of patientsand patientgroups for whom there is a therapeutically significant
additional benefit,

5. treatment costs for the statutory health insurance funds,

6. requirementsfora quality-assured application.

The G-BA may commission the Institute for Quality and Efficiency in Health Care (IQWiG) to
carry out the benefit assessment. According to Section 35a, paragraph 2 SGB V, the
assessment must be completed within three months of the relevant date for submission of
the evidence and published onthe internet.

According to Section 35a paragraph 3 SGB V, the G-BA decides on the benefit assessment
withinthree months of its publication. The resolutionis to be published online and is part of
the Pharmaceuticals Directive.

2. Key points of the resolution

The relevantdate for the start of the benefitassessment procedure was 1 September 2022 in
accordance with Chapter 5, Section 8, paragraph 1, number 1, sentence 2 of the Rules of
Procedure (VerfO) of the G-BA for the first placing on the (German) market of the active
ingredient eptinezumab. The pharmaceutical company submitted the final dossier to the G-
BA in accordance with Section 4, paragraph 3, number 1 of the Ordinance on the Benefit
Assessment of Pharmaceuticals (AM-NutzenV) in conjunction with Chapter 5, Section 8,
paragraph 1, number 1 VerfO on 26 August 2022.

The G-BA commissioned the IQWiG to carry out the assessment of the dossier. The benefit
assessment was published on 1 December 2022 on the G-BA website (www.g-ba.de), thus
initiating the written statement procedure. In addition, an oral hearing was held.

The G-BA came to a resolution on whether an additional benefit of eptinezumab compared
with the appropriate comparator therapy could be determined on the basis of the dossier of
the pharmaceutical company, the dossierassessment prepared by the IQWiG, the statements
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submitted in the written statement and oral hearing procedure, and the addenda to the
benefitassessment prepared by the IQWiG. In orderto determine the extent of the additional
benefit, the G-BA has evaluated the data justifyingthe finding of an additional benefiton the
basis of their therapeuticrelevance (qualitative), in accordance with the criteria laid down in
Chapter 5, Section 5, paragraph 7 VerfO. The methodology proposed by the IQWiG in
accordance with the General Methods 1 was not used in the benefit assessment of
eptinezumab.

Inthe light of the above, and takinginto account the statements received and the oral hearing,
the G-BA has come to the followingassessment:

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

2.1.1 Approved therapeuticindication of Eptinezumab (Vyepti) in accordance with the
product information

Vyeptiisindicated for the prophylaxis of migraine in adults who have at least4 migraine days
per month.

Therapeutic indication of the resolution (resolution of 16.02.2023):

see the approved therapeuticindication

2.1.2 Appropriate comparator therapy

The appropriate comparator therapy was determined as follows:

a) Adults who have at least 4 migraine days per month and are eligible for conventional
prophylaxis of migraine

Appropriate comparator therapy for eptinezumab for prophylaxis of migraine:

— Metoprolol or propranolol or flunarizine or topiramate or amitriptyline or
clostridium botulinumtoxin type A or erenumab

b) Adults who have at least 4 migraine days per month and who do not respond to, are
ineligible for, or are intolerant to any of the medicinal therapies/ product classes
(metoprolol, propranolol, flunarizine, topiramate, amitriptyline, clostridium botulinum
toxintype A

Appropriate comparator therapy for eptinezumab for prophylaxis of migraine:

— Erenumab or fremanezumab or galcanezumab

1 General Methods, version 6.1 from 24.01.2022. Institute for Quality and Efficiency in Health Care (IQWiG),
Cologne.
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Criteriaaccording to Chapter 5, Section 6 of the Rules of Procedure of the G-BA:

The appropriate comparator therapy must be an appropriate therapy in the therapeutic
indication in accordance with the generally recognised state of medical knowledge (Section
12 SGB V), preferably atherapy for which endpoint studies are available and which has proven
its worth in practical application unless contradicted by the guidelines under Section 92,
paragraph 1 SGB V or the principle of economic efficiency.

In determining the appropriate comparator therapy, the followingcriteria, in particular, must
be takeninto account as specifiedin Chapter5, Section 6, paragraph 3 VerfO:

1.

To be considered as a comparator therapy, the medicinal product must, principally,
have a marketing authorisation for the therapeuticindication.

If a non-medicinal treatment is considered as a comparator therapy, this must be
available withinthe framework of the SHI system.

As comparator therapy, medicinal products or non-medicinal treatmentsforwhich the
patient-relevant benefit has already been determined by the G-BA shall be preferred.

According to the generally recognised state of medical knowledge, the comparator
therapy should be part of the appropriate therapy inthe therapeuticindication.

Justification based on the criteria setout in Chapter 5, Section 6, paragraph 3 VerfO:

on 1.

on 2.

on 3.

on 4.

In the present therapeutic indication, besides eptinezumab, the active ingredients
amitriptyline, flunarizine, metoprolol, propranolol and topiramate, the antibodies
erenumab, galcanezumab and fremanezumab as well as clostridium botulinum toxin
type A are approved for the prophylaxis of chronic migraine.

In the context of statutory health insurance, a non-medicinal treatment within the
patientgroup defined by the therapeuticindicationis notconsidered asan appropriate
comparator therapy.

For the prophylaxis of migraine, three resolutions of the G-BA on the benefit
assessment of medicinal products with new active ingredients according to Section 35a
SGB V are available forerenumab (resolution of 2 May 2019), galcanezumab (resolution
of 19 September 2019) and fremanezumab (resolution of 7 November 2019). In
addition, there is a resolution on the reassessment of erenumab due to new scientific
knowledge (resolution of 21 October 2021).

For valproic acid, there are resolutions from 20 March 2020 and 18 August 2022
regarding prophylaxis of migraine in adulthood (see Annex VI to Section K of the
Pharmaceuticals Directive - Prescribability of approved medicinal products in non-
approved therapeuticindications).

The generally recognised state of medical knowledge was illustrated by a systematic
search for guidelines as well as reviews of clinical studies in the present therapeutic
indication. In this regard, it is to be noted that the robust evidence on therapeutic
optionsinthe presenttherapeuticindicationislimited overall and no superiority of one
of the active ingredients mentioned can be deduced. Therefore, of the medicinal
therapy options approved in Germany, no active ingredient can be explicitly
emphasised as a therapy standard in prophylaxis of migraine. On the basis of the
aggregated evidence, different treatment settings are to be distinguished in prophylaxis
of migraine, so that different patient populations are to be considered on the basis of
the presenttherapy recommendations.
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Patient populationa) includes untreated and pre-treated patients who are eligible for
conventional prophylaxis of migraine. In these patients, considering the aggregate
evidence, the use of or switch to one of these options is appropriate: Metoprolol or
propranolol or flunarizine or topiramate oramitriptyline or clostridium botulinum toxin
type A. According to the marketing authorisation, flunarizine is only to be used if
treatment with beta-receptor blockers is contraindicated or has not shown sufficient
effect. Clostridium botulinum toxin type A is only approved for use in patients with
chronic migraine and, moreover, evenin patients with chronicmigraine, itis not always
appropriate for all patients.

Againstthe background of the revision of Annex VIto Section K of the Pharmaceuticals
Directive (Prescribability of approved medicinal products in non-approved therapeutic
indications) for valproic acid by resolutions of 20 March 2020 and 18 August 2022,
valproic acid cannot currently be named as an appropriate comparator therapy in the
therapeuticindicationto be assessed here.

Fremanezumab and galcanezumab have not shown any additional benefitin patient
group a).

By resolution of 20 May 2021, the G-BA carried out a new benefit assessment for the
active ingredient erenumab, based on an application due to new scientific knowledge
in accordance with Section 14 VerfO. For patient group a), erenumab was able to give
a hint for a considerable additional benefit compared to topiramate. Therefore,
erenumabis also considered an equally appropriate therapeutic alternative for patient
population a). The adjustment of the appropriate comparator therapy that has now
been made has no influence on the outcome of the current procedure.

Inthe overall assessment, for patients eligible for conventional prophylaxis of migraine,
metoprolol or propranolol or flunarizine or topiramate or amitriptyline or Clostridium
botulinumtoxin type Aorerenumab are each considered to be appropriate comparator
therapy.

The appropriate comparator therapy determined here includes several therapeutic
alternatives. In this context, individual therapeutic alternatives only represent a
comparator therapy forthe part of the patient population that has the specified patient
and disease characteristics. The therapeutic alternatives are only to be considered
equally appropriate in the therapeuticindication, where the patient populations have
the same characteristics.

In patient population b), if adult patients do not respond to, are ineligible for, or are
intolerantto any of the medicinal therapies/ product classes (metoprolol, propranolol,
flunarizine, topiramate, amitriptyline, Clostridium botulinum toxin type A), therapy
with the approved antibodies erenumab or fremanezumab or galcanezumab is the
indicated appropriate comparator therapy.

With erenumab, galcanezumab and fremanezumab, further medicinal products have
beenapproved in the present therapeuticindicationin recent years. Within the scope
of the benefit assessment according to Section 35a SGB V, hint for a considerable
additional benefit was derived for erenumab, galcanezumab and fremanezumab
compared to BSC. In addition, the antibodies are considered to be established in care
inthe presenttreatmentsetting. Eventakinginto account the aggregated evidence, for
adult patients who do not respondto, are ineligible for, or are intolerant to any of the
medicinal therapies/ product classes (metoprolol, propranolol, flunarizine, topiramate,
amitriptyline, clostridium botulinum toxin type A), it no longer seems appropriate
overall to determine treatment with BSC alone as an appropriate comparator therapy.
Instead, the therapeutic indication has evolved to the extent that treatment with
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erenumab or fremanezumab or galcanezumab is currently considered to be an
appropriate comparator therapy.

The appropriate comparator therapy determined here includes several therapeutic
alternatives. These therapeuticalternatives are equally appropriate for the comparator
therapy.

The findingsin Annex XlIl do not restrict the scope of treatment required to fulfil the medical
treatment order.

A change in the appropriate comparator therapy requires a resolution by the G-BA linked to
the prior review of the criteria according to Chapter 5, Section 6, paragraph 3 Rules of
Procedure.

2.1.3 Extent and probability of the additional benefit
In summary, the additional benefit of eptinezumabisassessed as follows:

a) Adults who have at least 4 migraine days per month and are eligible for conventional
prophylaxis of migraine

The additional benefitis not proven foradults who have at least 4 migraine days per month
and are eligible for conventional prophylaxis of migraine.

Justification:

The pharmaceutical company does not present data for the assessment of the additional
benefit of eptinezumab compared to the appropriate comparator therapy foradults who have
at least4 migraine days per month and are eligible for conventional prophylaxis of migraine.

b) Adults who have at least 4 migraine days per month and who do not respond to, are
ineligible for, or are intolerant to any of the medicinal therapies/ product classes
(metoprolol, propranolol, flunarizine, topiramate, amitriptyline, clostridium botulinum
toxintype A

The additional benefitis not proven foradults who have at least 4 migraine days per month
and who do not respond to, are ineligible for, or are intolerant to any of the medicinal
therapies/ product classes (metoprolol, propranolol, flunarizine, topiramate,
amitriptyline, clostridium botulinum toxin type A).

Justification:

The pharmaceutical company shall submitan adjusted indirect comparison for the assessment
of eptinezumab versus fremanezumab via the bridge comparator placebo for the patient
populationto be assessed. Forthe adjusted indirect comparison, the pharmaceutical company
identifies the DELIVER study on the intervention side and the FOCUS study on the
fremanezumab side.

The DELIVER studyisa double-blind, randomised controlled trial comparing eptinezumab with
placebo. It includes a 4-week screening phase, a 24-week double-blind, placebo-controlled
treatment phase and a subsequent 48-week phase in which all patients received either 100
mg or 300 mg of eptinezumab. Adults with chronic or episodic migraine documented for at
least 12 months and treatment failure on 2 to 4 of the following prophylacticmedications in
the last 10 years were enrolled: Propranolol/ metoprolol, flunarizine, amitriptyline,
topiramate, candesartan, valproate/ divalproex, botulinum toxin A/B. Patients with episodic
migraine had to have had an average of < 14 headache days within the screening phase, of
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which > 4 were migraine days. Patients with chronic migraine had to have had an average of
> 14 headache days within the screening phase, of which > 8 were migraine days. Patients
with a history of cardiovascular and neurological disease, as well as uncontrolled and/or
untreated psychiatric disorders were not examined in the clinical studies of eptinezumab. A
total of 892 patients were randomly assigned inthe DELIVER studyina1:1:1 ratio to treatment
with 100 mg eptinezumab (N = 299), 300 mg eptinezumab (N = 294) or placebo (N = 299).
According to the product information, the recommended dosage of eptinezumab is 100 mg
every 12 weeks, although the need for dose escalationto 300 mg within 12 weeks of starting
treatment should be assessed. As patients in the DELIVER study were randomised directly to
300 mg eptinezumab without prior dose escalation, this treatment arm is not relevant for the
benefit assessment and is not considered further in the following. The pharmaceutical
company shall submitthe results of a sub-population of those patients who previously did not
respond to or did not tolerate > 2 active ingredients (metoprolol/ propranolol, flunarizine,
amitriptyline, topiramate). This sub-population comprises 284 patients in the intervention
arm and 287 in the comparator arm. This sub-population submitted by the pharmaceutical
company isrelevantfor the presentresearch questionandis used forthe benefitassessment.

The FOCUS study is a double-blind, randomised controlled trial comparing fremanezumab
versus placebo and was already the subject of the benefitassessment of fremanezumab. The
study includes a 4-week screening phase, a 12-week double-blind, placebo-controlled
treatment phase and a subsequent 12-week open-label phase in which all patients received
fremanezumab. Adults with chronic or episodicmigraine documented for at least 12 months
and treatment failure on 2 to 4 of the following product classes in the last 10 years were
enrolled: Beta-blockers (metoprolol, propranolol, atenolol, bisoprolol), anticonvulsants
(topiramate), tricyclic antidepressants (amitriptyline), calcium channel blockers (flunarizine),
angiotensin Il antagonists (candesartan), Clostridium botulinum toxin type A, valproic acid.
Patients with episodic migraine had to have had an average of > 6 and < 14 headache days
withinthe screeningperiod, of which >4 were migraine days. Patients with chronic migraine
had to have had an average of > 14 headache days within the screening phase, of which > 8
were migraine days. In the 12-week double-blind treatment phase, patients with episodicand
chronic migraine were randomly assigned in a 1:1:1 ratio to either monthly fremanezumab
administration (N = 283), quarterly fremanezumab administration (N = 276) or placebo
administration (N = 279). The quarterly fremanezumab administration consisted of a dose of
675 mg fremanezumab for all patients in the study. For monthly administration, the dosing
scheme differed according to the presence of episodic or chronic migraine. The product
information providesfor either a monthly dosage of 225 mg or a quarterly dosage of 675 mg
fremanezumab for all patients. Fremanezumab administration in patients with episodic
migraine (total of 3 doses of 225 mg) is in accordance with the marketing authorisation. The
dosing scheme of fremanezumab used in patients with chronicmigraine (initial administration
of 675 mg followed by 2 further 225 mg doses) differs from that described in the product
information. These two dosing schemes were considered appropriate (following the EMA's
assessment) in the previous benefit assessment of fremanezumab. Monthly and quarterly
fremanezumab administration were considered equivalent and considered together. The
pharmaceutical company uses the results of a sub-population of those patients who have
previously notrespondedto > 2 therapies (product classes) or have not tolerated them: Beta-
blockers (propranolol or metoprolol), flunarizine, topiramate or amitriptyline. The sub-
populationincludes 388 patientsinthe intervention arm and 195 in the comparator arm. This
sub-population submitted by the pharmaceutical companyisrelevantforthe presentresearch
guestionand is used for the benefitassessment.

Extent and probability of the additional benefit
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Mortality
Overall mortality

In the DELIVER and FOCUS studies, no deaths occurred in eitherarm.

Morbidity
Symptomatology (migraine days per month)

In both the DELIVER study and the FOCUS study, a migraine day was defined according to the
ICHD-3 criteria, which is why sufficient similarity of the operationalisationsin both studies is
assumed. Responder analyses were submitted for a reduction in migraine days of > 50%, and
> 75% compared to the baseline phase, averaged over the treatment period, for both
eptinezumab and fremanezumab versus placebo, respectively. Both a reduction by > 50% and
by > 75% of the monthly migraine days are considered patient-relevant in the present
therapeuticindication.

The information was recorded daily by the patients in both studiesin their electronicpatient
diary. Since no data on the frequency or distribution of missingvalues in the electronicdiary
are available for the FOCUS study, a high risk of bias must be assumed for the endpoint
"migraine days per month" in this study. Against this background, an adjusted indirect
comparison for the present endpointis inappropriate as the requirements for certainty of
results for conducting an adjusted indirect comparison are not met. For this reason, the
endpoint "migraine days per month" is not used for the present benefitassessment.

Symptomatology (headache days per month)

Furthermore, analysesfrom the DELIVER and FOCUS studiesare available for headache days
overall, but notdifferentiated by severity ortype of headache. The operationalisation "change
in headache days per month" compared to the baseline phase, averaged over the treatment
period, is presented additionally. Evaluations on the reduction of headache days per month
by 2 50% or = 75% compared to the baseline phase are not available.

For this endpoint, too, the risk of bias in the FOCUS study is classified as high, analogous to
the endpoint "migraine days per month", which is why the adjusted indirect comparison
between eptinezumab and fremanezumab is not used here either.

Health status (EQ-5D VAS)

In the DELIVER and FOCUS studies, health status was assessed in a patient-reported manner
usingthe EQ-5D visual analogue scale, on which patients answerthe question about theirown
health status at the time of measurement. 0 stands for the worst imaginable health status and
100 forthe bestimaginable health status. The VAS of the EQ-5D is considered in the morbidity
category for the benefitassessment.

For the endpoint of health status (EQ-5D VAS), the adjusted indirect comparison does not
show any statistically significant difference between eptinezumab and fremanezumab.

Health-related quality of life
General impairment due to headache (HIT-6)

Health-related quality of life was assessed in the DELIVER and FOCUS studies using the
Headache Impact Test-6 (HIT-6) instrument. Thisis a validated instrument to assess a patient's
headache-related impairment over the past month. The severity of the impairment due to
headache isassessed on a Likert scale; dependingonthe answer, the questions are weighted
(with 6, 8, 10, 11 or 13 points) and a total score is calculated, which can range from 36 to 78.
Higher values correspond to more severe impairment due to headache.
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The mean differences are used forthe endpoint of general impairment due to headache (HIT-
6). The adjusted indirect comparison does not show any statistically significant difference
between eptinezumab and fremanezumab.

Migraine-Specific Quality of Life Questionnaire (MSQol)

Health-related quality of life was assessed in the DELIVER and FOCUS studies using the
Migraine-Specific Quality of Life Questionnaire (MSQol), which measures the impact of
migraine on health-related quality of life within the past 4 weeks and is composed of three
domains: role function-restrictive (RFR; 7 items), role function-preventive (RFP; 4 items) and
emotional function (EF; 3 items). The RFR domain asks about the extent of migraine-related
limitation of everyday activities, work, interaction with family and friends, as well as with
regard to the ability to concentrate and energy. The RFP domain providesinformation about
the extent of the migraine-related limitation with regard to participation in social activities,
everyday activitiesand work. In the EF domain, the influence of migraine on the psychological
well-being of the patientsisrecorded. The severitiesare surveyed using a Likert scale. A higher
value corresponds to a better health-related quality of life.

There was no statistically significant difference between eptinezumab and fremanezumab in
the adjusted indirect comparison for the domains role function-restrictive and emotional
function. For the domain role function-preventive, the adjusted indirect comparison shows a
statistically significant difference to the advantage of eptinezumab. However, the 95%
confidence interval of the standardised mean difference (SMD) is not completely outside the
irrelevance range between -0.2 and 0.2. Thus, it cannot be inferred with sufficient certainty
that the effectis clinically relevant.

Side effects

SAEs and discontinuation due to AEs

For the endpoints of SAEs and discontinuation due to AEs, the adjusted indirect comparison
does not show any statistically significant difference between eptinezumab and
fremanezumab.

Overall assessment/ conclusion

For prophylaxis of migraine in adults who have at least 4 migraine days per month and who
do not respond to, are ineligible for, or are intolerant to any of the medicinal therapies/
product classes (metoprolol, propranolol, flunarizine, topiramate, amitriptyline, clostridium
botulinum toxin type A), the results of the DELIVER (eptinezumab vs placebo) and FOCUS
(fremanezumab vs placebo) as well as the adjusted indirect comparison of eptinezumab vs
fremanezumab via the bridge comparator placebo are available forthe benefitassessment of
eptinezumab. This adjusted indirect comparison allows comparative statements for
eptinezumab versus fremanezumab over a period of 12 weeks.

No events occurred inthe mortality category during both studies.

In the endpoint category of morbidity, the results of the adjusted indirect comparison for the
endpoint "migraine days per month" cannot be used as the methodological requirements for
this are not met due to the high risk of bias of this endpointin the FOCUS study. For the
endpoint "health status (EQ-5D VAS)", the adjusted indirect comparison does not show any
statistically significant differences between eptinezumab and fremanezumab. Inthe endpoint
category of health-related quality of life, there was also no statistically significant difference
between eptinezumab and fremanezumab in the HIT-6 as well as in the domains "Role
Function-Restrictive" and "Emotional Function" of the MSQoL. For the domain "Role Function-
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Preventive" of the MSQol, there is a statistically significant but not clinically relevant
difference in favour of eptinezumab.

In the category of side effects, no advantages or disadvantages can be derived for
eptinezumab compared to fremanezumab on the basis of the adjusted comparison.

Overall, inthe endpoint categories of morbidity, health-related quality of life and side effects,
there were neither relevant positive nor negative effects for eptinezumab versus
fremanezumab in the adjusted indirect comparison at week 12. An additional benefit of
eptinezumab foradults who have at least 4 migraine days per month and who do not respond
to, are ineligible for, or are intolerant to any of the medicinal therapies/ product classes
(metoprolol, propranolol, flunarizine, topiramate, amitriptyline, clostridium botulinum toxin
type A)is thus not proven.

2.1.4 Summary of the assessment
The present assessment concerns the benefit assessment of the medicinal product Vyeptiwith
the active ingredient eptinezumab.

The presentassessmentrefers tothe therapeuticindication “prophylaxis of migraine in adults
who have at least 4 migraine days per month".

The following patient populations were distinguished for the benefitassessment:

a) Adults who have at least 4 migraine days per month and are eligible for conventional
prophylaxis of migraine

b) Adults who have at least 4 migraine days per month and who do not respond to, are
ineligible for, or are intolerant to any of the medicinal therapies/ product classes
(metoprolol, propranolol, flunarizine, topiramate, amitriptyline, clostridium botulinum
toxintype A)

Patient population a)

The G-BA determined therapy with metoprolol or propranolol or flunarizine or topiramate or
amitriptyline or Clostridium botulinum toxin type A or erenumab as an appropriate
comparator therapy.

The pharmaceutical company does not present any data for the assessment of the additional
benefitinthis patient population. Thus, an additional benefit of eptinezumab compared with
the appropriate comparator therapy for adults who have at least 4 migraine days per month
and are eligible for conventional prophylaxis of migraine is not proven.

Patient population b)

The G-BA determined therapy with erenumab or fremanezumab or galcanezumab as the
appropriate comparator therapy.

For the assessment of the additional benefit, the pharmaceutical company presents an
adjusted indirect comparison of eptinezumab (DELIVER study) vs fremanezumab (FOCUS
study) via the bridge comparator placeboat week 12.

In summary, there is no statistically significant difference in mortality at week 12. Also in the
morbidity category, the indirect comparison does not show any statistically significant
difference between eptinezumab and fremanezumab. The results of the indirect comparison
for the endpoint "migraine days per month" cannot be used here as the methodological
requirements for this are not met due to the high risk of bias of this endpointin the FOCUS
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study. In the quality of life category, there is a statistically significant difference in favour of
eptinezumab in the domain "Role Function-Preventive" of the MSQol, which, however, has
no clinical relevance. Inthe category of side effects, no advantages or disadvantages relevant
for the benefitassessmentcan be derived.

In the overall assessment, there are no advantages or disadvantages of eptinezumab
compared with the appropriate comparator therapy fremanezumab. An additional benefitis
not proven.

2.2 Number of patients or demarcation of patient groups eligible for treatment

The number of patientsis based on the target populationin statutory health insurance (SHI).

The data are based on patient numbers, which are supported by the information provided by
the pharmaceutical company from the written statement, taking into account the patient
numbers derived in the previous resolutions regarding the therapeuticindication? as well as
on current sources on prevalence. The number of patientsin the SHI target populationisin a
plausible orderof magnitude, evenifthese figuresare subject to uncertainties.

2.3 Requirements for a quality-assured application

The requirementsin 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 Vyepti (active ingredient: eptinezumab) at the following
publicly accessible link (last access: 11 January 2023):

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

Treatment with eptinezumab should only be initiated and monitored by doctors experienced
in migraine therapy.

24 Treatment costs

The treatment costs are based on the contents of the product information and the information
listedinthe LAUER-TAXE® (lastrevised: 1 February 2023).

If no maximum treatment duration is specified in the product information, the treatment
duration is assumed to be one year (365 days), even if the actual treatment duration varies
from patientto patient and/or isshorter on average. The time unit "days" is used to calculate
the "number of treatments/ patient/ year", time intervals betweenindividual treatments and
the maximumtreatment duration, if specified inthe product information.

For flunarizine, costs are shown for 6 months, as the product information limits the use of
flunarizine to a maximum of 6 months regardless of response. This does not prevent the
resumption of flunarizine therapy at a later date. According to the product information, the
starting dose of flunarizine is 5mg once daily for patients over 65 years of age and 10 mg once
daily for patients under 65 years of age. The starting dose should not be given for longerthan
is necessary for symptom relief (usually no longer than two months). For the maintenance

2 Resolutions onerenumab dated 2 May 2019, as amended 19 September 2019and 21 October 2021; resolution
on galcanezumab dated 19 September 2019. resolutionon fremanezumab dated 7 November2019.
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dose, the daily dose should be reduced by taking flunarizine eitheronly every otherday or for
5 consecutive days followed by two treatment-free days. A range is shown for the treatment
costs of flunarizine takinginto account the data; the lowerlimit of the range is calculated from
the initial dose 5 mg once daily followed by a maintenance dose every other day, while the
upperlimit of the range is calculated from 10 mg daily takinginto account a maintenance dose
5 days of flunarizine followed by two treatment-free days. Treatment with flunarizine should
be stopped after 6 months at the latestand should only be resumed if the treated symptoms
return. Only 6 months of treatment duration are used for the calculation. Notwithstanding
this, the costs may be higherif treatment with flunarizine is started again at a later date.

Treatment period:

Designation of the | Treatment mode | Number of Treatment Treatment
therapy treatments/ duration/ days/ patient/
patient/year treatment year
(days)
Medicinal product to be assessed
. Continuously,
Eptinezumab every 84 days 4.3 1 4.3
Appropriate comparator therapy
Patient population a)
o Continuously,
Amitriptyline 1 x daily 365 1 365
Flunarizine Up to 6 months 121-146 1 121-146
Metoprolol Cont|r?uously, 365 1 365
1 x daily
Continuously,
Propranolol 2-3 x daily 365 1 365
Topiramate Continuously, 365 1 365
2 x daily
Erenumab Continuously,
1 x every 28 days 13 1 13
Clostridium .
botulinum toxin Continuously,
4.3 1 4.3
type A? every 84 days
Patient population b)
Continuously,
Erenumab 1x every 28 days 13 1 13
Continuously,
Fremanezumab 1 x monthly or 4-12 1 4-12
every 3 months
Galcanezumab Continuously, 12 1 12
1 x monthly

3 Accordingto the marketing authorisation only for chronic migraine.
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Consumption:

In general, initial induction regimens are not taken into account for the cost representation,
since the present indicationis a chronic disease with a continuous need for therapy and, as a

rule, no new titration or dose adjustment is required after initial titration.

Designation of Dosage/ Dose/ Consumptio | Treatment | Average
the therapy application | patient/ n by days/ annual
treatment | potency/ patient/ consumption
days treatment year by potency
day
Medicinal product to be assessed
. 100 mg - 100mg - 1x100 mg - 4.3x100 mg -
Eptinezumab 300 mg 300mg 3x100mg | *3 12.9x 100 mg
Appropriate comparator therapy
Patient population a)
s 25mg-75 25mg - 1x25mg- 365x25mg -
Amitriptyline mg 75mg 1x75mg 365 365x75mg
. 5mg - ) 1x5mg- ) 121 x5mg -
Flunarizine 10 mg 5mg - 10mg 1x10 mg 121-146 146 x 10 mg
100 mg - 100mg - 100 mg - 365 x 100 mg -
Metoprolol 200 mg 200mg 200 mg 365 365 x 200 mg
80 mg - 2x40mg - 730x40 mg -
Propranolol 40mg 120 mg 3x40 mg 365 1095 x40 mg
Topiramate 50 mg 100 mg 2x50mg 365 730x 50 mg
Clostridium 155- 195 155-195 | 2x 100 8.6x 100
botulinum toxin : : . 4.3 .
units units units units
type A?
70 mg - 70 mg - 1x70mg - 13x70 mg -
Erenumab 140 mg 140 mg 1x140mg |13 13 x 140 mg
Patient population b)
70mg - 70 mg - 1x70mg - 13x70 mg -
Erenumab 140 mg 140 mg 1x140 mg 13 13x 140 mg
225 mg 225 mg 1x225mg 12 12x225mg
Fremanezumab or
675 mg 675 mg 3x225mg 4 12 x225mg
Galcanezumab 120 mg 120 mg 1x120 mg 12 12x120 mg

Costs:

Costs of the medicinal products:

In order to improve comparability, the costs of the medicinal products were approximated
both on the basis of the pharmacy sales price level and also deducting the statutory rebates
in accordance with Section 130 and Section 130a SGB V. To calculate the annual treatment
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costs, the required number of packs of a particular potency was first determined on the basis
of consumption. Having determined the number of packs of a particular potency, the costs of
the medicinal products were then calculated on the basis of the costs per pack afterdeduction
of the statutory rebates. If a fixed reimbursement rate is available, this will be used as the
basis for calculating the costs.

Designation of the therapy Packaging |Costs Rebate |Rebate |Costs after
size (pharmacy [Sectio |Section |deductionof
salesprice) |[n 130 |130a statutory
SGBV ([SGBV rebates

Medicinal product to be assessed

Eptinezumab 1CIS €1,392.65 |[€2.00 |€131.11(€1,259.54

Appropriate comparator therapy

Patient population a)

Amitriptyline 25 mg* 100 FCT € 18.56 €2.00 |€0.58 €15.98
Amitriptyline 75 mg* 100 FCT €29.70 €2.00 |€1.46 €26.24
Flunarizine 5 mg* 100 HC €32.78 €2.00 |€1.70 €29.08
Flunarizine 5 mg* 50 HC €22.66 €2.00 1€0.90 €19.76
Flunarizine 10 mg* 100 HC €52.62 €2.00 |€3.27 €47.35
Flunarizine 10 mg* 50 HC €33.37 €2.00 |€1.75 €29.62
Metoprolol 100 mg* 100 TAB €14.07 €2.00 |€0.22 €11.85
Metoprolol 200 mg* 100 RET €19.47 €2.00 |€0.65 €16.82
Propranolol* 100 TAB €19.46 €2.00 |€0.65 €16.81
Topiramate* 200 FCT € 83.63 €2.00 [€5.72 €75.91
Clostridium botulinum toxin type A 3;(“150'?5' €1,300.67 |[€2.00 (€£122.38 (€1,176.29
Erenumab 70 mg 3 SFI €913.28 €2.00 |€35.67 |€875.61
Erenumab 140 mg 3 SFI €913.28 €2.00 [€35.67 [€875.61
Patient population b)

Erenumab 70 mg 3 SFI €913.28 €2.00 |€35.67 |€875.61
Erenumab 140 mg 3 SFI €913.28 €2.00 |€35.67 |€£875.61
Fremanezumab 3 SFI €1,312.25 [€2.00 |€51.45 €1,258.80
Galcanezumab 3 SFI €1,465.34 €2.00 [ €138.01(€1,325.33

Abbreviations: FCT = film-coated tablets; HC = hard capsules; CIS = concentrate for the preparation
of an infusion solution; SFI = solution for injection; PSI = powder for solution for injection; RET =
retardtablets; TAB = tablets

4 Fixed reimbursementrate
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Costs for additionally required SHI services:

Only costs directly related to the use of the medicinal product are takeninto account. If there
are regular differences in the necessary use of medical treatment or in the prescription of
other services in the use of the medicinal product to be evaluated and the appropriate
comparator therapy in accordance with the product information, the costs incurred for this
must be taken into account as costs for additionally required SHI services.

Medical treatment costs, medical fee services, and costs incurred for routine examinations
(e.g. regular laboratory services such as blood count tests) that do not exceed the standard
expenditure inthe course of the treatmentare not shown.

Because there are no regular differencesin the necessary use of medical treatment orin the
prescription of other services in the use of the medicinal product to be evaluated and the
appropriate comparator therapy in accordance with the product information, no costs for
additionally required SHI services had to be taken into account.

2.5 Medicinal products with new active ingredients according to Section 353,
paragraph 3, sentence 4 SGB V that can be used in a combination therapy with
Eptinezumab

According to Section 35a, paragraph 3, sentence 4, the Federal Joint Committee shall
designate all medicinal products with newactive ingredientsthat can be used inacombination
therapy with the assessed medicinal product for the therapeuticindicationto be assessed on
the basis of the marketing authorisation under Medicinal Products Act.

In accordance with Section 2, paragraph 1, sentence 1 Ordinance on the Benefit Assessment
of Pharmaceuticals (AM-NutzenV), only medicinal products containing active ingredients
whose effects are not generally known in medical science at the time of initial marketing
authorisation are to be considered within the framework of the designation of medicinal
products with new active ingredients that can be usedina combination therapy. According to
Section 2, paragraph 1, sentence 2 Ordinance on the Benefit Assessment of Pharmaceuticals
(AM-NutzenV), a medicinal product with a new active ingredient is considered to be a
medicinal product with a new active ingredient for as long as there is dossier protection for
the medicinal product with the active ingredient that was authorised for the first time.

The designation of the combination therapies is based solely on the specifications according
to Section 35a, paragraph 3, sentence 4. The G-BA does not conduct a substantive review
based on the generally recognised state of medical knowledge. Thus, the designation is not
associated with a statement as to the extent to which a therapy with the designated medicinal
product with new active ingredientin combination with the medicinal product to be assessed
corresponds to the generally recognised state of medical knowledge.

3. Bureaucratic costs calculation

The proposed resolution does not create any new or amended information obligations for
care providers within the meaning of Annex Il to Chapter 1 VerfO and, accordingly, no
bureaucratic costs.
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4, Process sequence

At its session on 6 October 2020, the Subcommittee on Medicinal Products determined the
appropriate comparator therapy.

On 26 August 2022, the pharmaceutical company submitted a dossier for the benefit
assessment of eptinezumab to the G-BA in due time in accordance with Chapter 5, Section 8,
paragraph 1, number 1, sentence 2 VerfO.

By letter dated 31 August 2022 in conjunction with the resolution of the G-BA of 1 August
2011 concerning the commissioning of the IQWiG to assess the benefit of medicinal products
with new active ingredients in accordance with Section 35a SGB V, the G-BA commissioned
the IQWiG to assessthe dossier concerning the active ingredient eptinezumab.

The dossierassessment by the IQWiG was submitted to the G-BA on 23 November 2022, and
the written statement procedure was initiated with publication on the G-BA website on 1
December2022. The deadline forsubmitting written statements was 22 December 2022.

The oral hearing was held on 9 January 2023.

In order to prepare a recommendation for a resolution, the Subcommittee on Medicinal
Products commissioned a working group (Section 35a) consisting of the members nominated
by the leading organisations of the care providers, the members nominated by the SHI
umbrella organisation, and representatives of the patient organisations. Representatives of
the IQWiG also participate inthe sessions.

The evaluation of the written statementsreceived and the oral hearing was discussed at the
session of the subcommittee on 7 February 2023, and the proposed resolution was approved.

At its session on 16 February 2023, the plenum adopted a resolution to amend the
Pharmaceuticals Directive.

Chronological course of consultation

Session Date Subject of consultation

Subcommittee |6 October 2020 Determination of the appropriate comparator

Medicinal therapy

products

Working group |4 January 2023 Information on written statements received;
Section 35a preparation of the oral hearing
Subcommittee |9 January 2023 Conduct of the oral hearing

Medicinal

products

Working group
Section 35a

18 January 2023
1 February 2023

Consultation on the dossierassessment by the
IQWiG, assessment of the written statement
procedure

Subcommittee
Medicinal
products

7 February 2023

Concludingdiscussion of the draft resolution

Plenum

16 February 2023

Adoption of the resolution on the amendment of
Annex Xl AM-RL
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Berlin, 16 February 2023

Federal Joint Committee (G-BA)
in accordance with Section 91 SGB V
The Chair

Prof. Hecken
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