Gemeinsamer
Bundesausschuss

Resolution

of the Federal Joint Committee (G-BA) on an Amendment of
the Pharmaceuticals Directive (AM-RL):

N\
Annex XII — Benefit Assessment of Medicinal Products with “\5
New Active Ingredients according to Section 35a SGB Vo' QQI\'
Atidarsagen autotemcel (metachromatic Ieukodys{@QP{%‘Wlth

biallelic mutation in the ARSA gene) s \QQ’
@ &
N Q
of 4 November 2021 QQ

At its session on 4 November 2021, the Federal Joint Com e @BA) resolved to amend
the Pharmaceuticals Directive (AM-RL) in the version dateg 18 Detember 2008 / 22 January
2009 (Federal Gazette, BAnz. No. 49a of 31 March ZOO%QAS I@%mended on DD. Month YYYY
(Federal Gazette, BAnz AT DD.MM.YYYY BX), as foll : (00

S &

I. Annex Xll shall be amended in alph eqi der to include the active ingredient
atidarsagen autotemcel as follows: b& o
"\

& X
@05\
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Atidarsagen autotemcel

Resolution of: 4 November 2021
Entry into force on: 4 November 2021
BAnz AT DD. MM YYYY Bx

Therapeutic indication (according to the marketing authorisation of 17 December 2020): -
Treatment of metachromatic leukodystrophy (MLD), characterised by biallelic mutations A
the arylsulfatase A (ARSA) gene, leading to a reduction of the ARSA enzymatic ctlv

children with late infantile or early juvenile forms, without clinical manifest
disease; in children with the early juvenile form, with early clinical manife io?&f the
disease, who still have the ability to walk independently and before the et ognitive

decli
ecline. Q@

Therapeutic indication of the resolution (resolution of 4 Noveméé&@
see therapeutic indication according to marketing authonsat@ﬂ \6

%)
o &
1. Extent of the additional benefit and mgmﬁcance@ﬁ‘e@ ence

Q
&

Atidarsagen autotemcel (OTL-200) is approve$é§ @cmal product for the treatment of
rare diseases under Regulation (EC) No. 141/2 e European Parliament and the Council
of 16 December 1999 on orphan drugs. In (@brd ce with section 35a, paragraph 1, sentence
11, 1st half of the sentence German S@¢i , Book Five (SGB V), the additional medical
benefit is considered to be proven tla’Gugb\ rant of the marketing authorisation.

The Federal Joint Committee (G= mines the extent of the additional benefit for the
number of patients and patie s for which there is a therapeutically significant
additional benefit in accor e @ Chapter 5, Section 12, paragraph 1, number 1, sentence
2 of its Rules of Proced ) in conjunction with Section 5, paragraph 8 Ordinance on

P rmaceuticals (AM-NutzenV), indicating the significance of the
icatioh of the additional benefit is based on the criteria laid out in
) p raph 7, numbers 1 to 4 of the Rules of Procedure (VerfO).

the Benefit Assessm
evidence. This qu
Chapter 5, Secti

a) Chl|dr&®\1\h§\ ate infantile (LI) or early juvenile (EJ) forms of metachromatic
@phy (MLD) without clinical manifestations of the disease

%tngs\of the additional benefit and significance of the evidence of atidarsagen
a emcel:

<
Q\ Hint of a major additional benefit
b) Children with the EJ form of metachromatic leukodystrophy with early clinical

manifestations of the disease who still have the ability to walk independently, before the
onset of cognitive decline
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Extent of the additional benefit and significance of the evidence of atidarsagen
autotemcel:

Hint for a non-quantifiable additional benefit, since the scientific data does not allow a
guantification.

Study results according to endpoints: !

>

a) Children with late infantile (LI) or early juvenile (EJ) forms of meta,chrom_at-ac
leukodystrophy (MLD) without clinical manifestations of the disease OQ Q

\§\ sl

Summary of results for relevant clinical endpoints

Endpoint category Direction of effect/ Summary
Risk of bias

Mortality & No relevant r%\céfor the benefit
assessme;r@

Morbidity ™ Advantgges n@ﬂotor development
(GA\BM) .

Health-related quality | & @d&@?ﬁ/ailable.

of life <

Side effects n.a. Ov,\(hgdata are not assessable.

& X

effect with low/unclear reliability of data

Explanations:
/M. statistically significant and releva@o

J 1 statistically significant and relgght réative effect with low/unclear reliability of data
M statistically significant a | t positive effect with high reliability of data

L statistically significa d Q}vant negative effect with high reliability of data

<>: no statistically sign@anmgelevant difference

: There are no us &Q or the benefit assessment.
n.a.: not assessaﬁﬂ'@ \\

S

Study resq@ of’@ sibling analysis from the integrated dataset (IDS) of the marketing
auth%@tlo @budies and their historical control of the natural history cohort (TIGET Nhx
study): QO

Q¥

! Data from the dossier assessment of the G-BA (published on 2 August 2021 and the amendments
(published on 4 November 2021)
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Mortality

Natural history

Intervention cohort
(0TL-200) (TIGET-NHXx)
N=12 N=11
Sibling analysis?
\0

Death, n (%) 0 (0) 4&3}\"
Observation duration (in months), median [95% Cl] n.d. o’ Qh‘ d

, () . Q J\Q

& d.
N >
n. C\é\ v one

Survival time (in years), \

; 0 . ) . a)
Median [95% Cl] [n.c; r:’<’;§ cs)QQQfSJ n.a.]]
Hazard ratio [95% Cl], p-value®®) O}K . \Q -, 0.024

'\v Q‘
Morbidit @AQJ N
y &
Natural history
Intervention cohort
(OTL-200) (TIGET-NHx)
N=12 N=11
Sibling analysis’
Motor development: GMFM (Gross Motor Function Measure)
Total at baseline? in %, n (%) \OU O\ 12 (100) 11 (100)
Mean value (SD) \Q \O 71.5(19.9) 14.5 (19.4)
Median (min; max) Q 0&9 75.3(27.3; 98.6) 5.9(1.2;61.2)
f\
Total at year 2¢) in % g@) S 10 (83) 9 (82)
Mean value (SD) KQ 80.30 (26.999)| 28.49(32.165)
LS mean [95% W%Q 80.03 [64.47; 28.79 [12.39;
g’\’\\, 0 95.588] 45.184]

LSMD@@%‘Q

51.25 [28.644; 73.846], 0.0002

Tota‘Qc 3g) in %, n (%)
Mean @lue (SD)
?n [95% Cl]"e)

11 (92)
80.77 (27.483)
81.31[67.798;
94.831]

10 (91)
9.49 (14.567)
8.89 [-5.287;
23.070]

LS MD [95% ClI]; p-value®)

72.42 [52.808; 92.038], <0.0001
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Natural history

Intervention cohort
(OTL-200) (TIGET-NHXx)
N=12 N=11

Sibling analysis’

c) No event occurred in the intervention arm f\the Cgprarison (OTL-200) during the
observation period. Therefore, no adequate r%(x o can be determined.

d) Hazard ratio and 95% CI Cox regression wijth)cat cal covariate treatment.

e) Hazard ratio, 95% Cl and p-value: calcu @Qhoc

f) Baseline refers to the time of the f. e urement at the start of the study in the OTL-
200 arm and to the time of the b& t in the TIGET NHx study. To the extent that no
baseline value was available f@?atlés in the TIGET NHx study at the time of enrolment,
values at the time of the m@ eéQﬁt survey that could be recorded retrospectively were
used. (\ @

g) Includes measurem 'ﬂ@kme of visit 2 or 3 years after OTL-200 administration in the
OTL-200 arm and surement from visits of "matched" children in the TIGET-NHx arm.

h) Designated by the p?&ceutical company as a linear model, adjusted for age. In module
4, one-way,festi \Jsing ANCOVA and a linear model are mentioned. The statement

describ %a ineafodel with an analogous model structure to the ANCOVA in the EPAR.
Theﬁ r@ons a two-way test.

i) !% e @b ing Analysis Set (MSAS): includes all patients in the ITT population with a
Si n&@ he TIGET NHx study and all siblings in the TIGET NHx study.

Abb@@iations:

<Z{@: Compassionate Use Program; GMFC-MLD: Gross Motor Function Classification in MLD;
MFM: Gross Motor Function Measure; HE: Hospital Exemption; IDS: Integrated Dataset; Cl:

Confidence Interval; LS: Least Squares; max.: Maximum value; MD: Mean difference; min:

Minimum value; MLD: Metachromatic Leukodystrophy; MSAS: Matched Sibling Analysis Set;

n. c.: not calculable; SD: Standard Deviation; TIGET-NHx: Telethon Institute for Gene Therapy

Natural History

Presented additionally: \\

Gross motor functions: GMFC (Gross Motor Function Classification)-MLD level i
9 ;

GMFC-MLD level > 5, n (%) 1(8) O {1\{@00)

. . . X ?é
Observation duration (in months), median [95% Cl] n.d\g 0\ n.d.
Age (in years), @ C}'\\\ 3.60

H 0 . P, .
Median [95% Cl] .[\I?b\“ A.&SFJ [2.90; n.c.]
Hazard ratio [95% ClI]9, p-value 2 AQ (},}%)[0.019; 1.152], 0.035

N
a) p-value from log-rank test (O% \}0(0
b) calculated post hoc 7SRN )
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Health-related quality of life

No endpoints from quality

Side effects?

of life category were assessed.

l//

Summary of the AE Intervention Intervention
(OTL-200) (OTL-200)
Start of study From start of
until conditioning
conditioning | (Day -4) to data
(Day -5)°) cut-off
N =29 N =299
Integrated Dataset (IDS)
Subjects with at least one:
AE, n (%) @ 2900) 29 (100)
3 * C-
AE CTCAE grade > 3, n (%) 5P \\,}\}u 7 (24) 29 (100)
SAE, n (%) sy c© 2(7) 20 (69)
AE that led to therapy discontinuation & W \(Q n.d.® n.d.®

b) Period from the day
c) Data cut-offs dated 30.

d) Data from module 4.
e) The approach ofthe
AE that led to the

not starting co

pharmaceu%ég co&&

dataypu. @\armaceutlcal

a) Allincluded patients who received OTL%(%

of signing I&g onse t form until the day before the start of

conditioning with busulfan.

03.201 dé‘zonzz) 05.01.2018 (CUP 207394) and 05.12.2018

(CUP 206258 and HE 20502@\

\Jtlcal company to equate the occurrence of a death with an

|nuat|on is not followed. The occurrence of AE may result in

or not administering the OTL-200 infusion after conditioning. The
ny does not present these therapy discontinuations due to AEs.

Abbrevi t@ s
CTC%F%& igely Terminology Criteria for Adverse Events; IDS: Integrated Dataset; n.d. = no

company; (S)AE: (serious) Adverse Event

Q¥

2 No safety data are available for children from the historical control on natural history (TIGET-NHXx).

6
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b) Children with the EJ form of metachromatic leukodystrophy with early clinical
manifestations of the disease who still have the ability to walk independently, before the
onset of cognitive decline

The data are not assessable.

Summary of results for relevant clinical endpoints 45\
Endpoint category Direction of effect/ Summary
Risk of bias
Mortality n.a. The data are not assessab@.\,V \S‘
Morbidity n.a. The data are not asseis@'é:.\\Q\‘
Health-related quality | & No data available \Q\O c}}‘
of life A\ .
Side effects n.a. The data are‘@&%s@\able.
Explanations: @* N

/M. statistically significant and relevant positive effect wi % ear reliability of data
J 1 statistically significant and relevant negative effe.qt-o@lth V%/unclear reliability of data
M statistically significant and relevant positive \ct v#ﬁ high reliability of data
J L statistically significant and relevant nega@ef with high reliability of data
<>: no statistically significant or relevant iffer 4

iﬁent.

J: There are no usable data for the b% it a

el &
&O (\O
2. Number of patients or dg@a?c‘act& of patient groups eligible for treatment
S N\

n.a.: not assessable

a) Children withqf@tefﬁ#antile (LI) or early juvenile (EJ) forms of metachromatic
leukodystroghy (IMED) without clinical manifestations of the disease.

4 &\
b) Childrerfb%ith-‘ﬁe E)] form of metachromatic leukodystrophy with early clinical

manifestations of the disease who still have the ability to walk independently, before
the set’of cognitive decline
S
%@aprox. 1 -3 patients
{03
Q¥
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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 Libmeldy (active ingredient: atidarsagen autotemcel) at
the following publicly accessible link (last access: 28 October 2021):

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

Treatment with atidarsagen autotemcel should only be initiated and monitored b edi@+

staff experienced in hematopoietic stem cell transplantation. \0 Q
Libmeldy must be administered in a qualified treatment centre w ence in
hematopoietic stem cell transplantation (HSCT). Patients are expected to |n along-

term follow-up study to better understand the long-term safety and e(@aCé ibmeldy.

@
4. Treatment costs @4 (g@
1%0) .\Q
Treatment costs: . %®‘b &
N

a) Children with late infantile (LI) or e,a{fv\ju@ile (EJ)) forms of metachromatic
leukodystrophy (MLD) without clinicalqﬁﬁrﬂf{&%\tions of the disease

Q& N

Designation of the therapy Treatment costs/ patient

Medicinal product to be assessed:
J
Atidarsagen autotemcel®*> A\ € 2,875,000
dditionall ired SHI iq’égo‘ '\O(\ incalculabl
additionally require servi B incalculable

\¥} N
Costs after deduction of sta%@y rehA@s (LAUER-TAXE®) as last revised: 15 October 2021)
oS
b) Chlldren,ﬂﬁw tfé EJ form of metachromatic leukodystrophy with early clinical
manijfest@tions of the disease who still have the ability to walk independently, before

the 'ﬁ%et,q@togmtlve decline
RO

Designation of the therapy Treatment costs/ patient

Medicinal product to be assessed:

N

Q\Q(b

3 Single dose

41t concerns only the cost of the medicinal product.

> Since leukapheresis is part of the manufacture of the medicinal product pursuant to Section 4,
paragraph 14 of the German Medicines Act (AMG), no further costs are incurred in this respect for
the medicinal product to be assessed..
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https://www.ema.europa.eu/en/documents/product-information/libmeldy-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/libmeldy-epar-product-information_en.pdf

Designation of the therapy Treatment costs/ patient

Atidarsagen autotemcel®7”: € 2,875,000

additionally required SHI services incalculable

Costs after deduction of statutory rebates (LAUER-TAXE®) as last revised: 15 October 2021)

Il. Entry into force ~\5\

1. The resolution will enter into force on the day of its publication on the&@ern@j"n

the website of the G-BA on 4 November 2021. O Q
Sii\¢
2. The period of validity of the resolution is limited to 1 July 2024. O\ . QQ
\QJ% o
The justification to this resolution will be published on the websiteofith \&'L%A at www.g-
ba.de. AQK 6
%Q Q(&%
Berlin, 4 November 2021 @6 \’)\.\
£ O

,00

Q\
X
Federal Joint C@nitugﬁg—BA)
in accordance \@'t @n 91 SGBV
b\sfhe %a'r

KO()e(\ngﬁecken
\Q O
Q@
&
BN
P Q&
" @&
9 K
RN
Q° A
WX @)
S D
S
QY %
@(\O
(0"0

6 Single dose

"1t concerns only the cost of the medicinal product.

8 Since leukapheresis is part of the manufacture of the medicinal product pursuant to Section 4,
paragraph 14 of the German Medicines Act (AMG), no further costs are incurred in this respect for

the medicinal product to be assessed.
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