EUROPEAN MEDICINES AGENCY 66

SCIENCE MEDICINES HEALTH ‘6

Natpar g@
Procedural steps taken and scientific information after the aut @@1

~O

Application Opinicen/ Commission | Product Summary
number Notification! | Decision Information
issued on Issued? / affected?
amended
on
N/0055 Minor change in labelling or pa&: It not 20/12/2023 PL
connected with the SPC otification)
.
PSUSA/10591 Periodic S e‘x;@x U Single assessment - 30/11/2023 n/a PRAC Recommendation - maintenance
/202304 parathyr, @ offnone

J\©

1 Notifications ar&ssued for type I variations and Article 61(3) notifications (unless part of a group including a type II variation or extension application or a worksharing application). Opinions
are issued for all other procedures.

2 A Commission decision (CD) is issued for procedures that affect the terms of the marketing authorisation (e.g. summary of product characteristics, annex II, labelling, package leaflet). The
CD is issued within two months of the opinion for variations falling under the scope of Article 23.1a(a) of Regulation (EU) No. 712/2012, or within one year for other procedures.

3 SmPC (Summary of Product Characteristics), Annex II, Labelling, PL (Package Leaflet).

Official address Domenico Scarlattilaan 6 e 1083 HS Amsterdam e The Netherlands
Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000 An agency of the European Union



http://www.ema.europa.eu/how-to-find-us
http://www.ema.europa.eu/contact

11/0050

IAIN/0052/G

PSUSA/10591
/202210

IB/0051

11/0042

Submission of the final report from study SHP634-
401 (BALANCE). This is a phase 3b-4, randomized,
double-blind, placebo controlled, adaptive study to
evaluate symptom improvement and metabolic
control among adult subjects with symptomatic
hypoparathyroidism treated with recombinant human
parathyroid hormone [rhPTH(1-84)].

C.1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission

of studies to the competent authority
This was an application for a group of variations.

A.5.a - Administrative change - Change in the name
and/or address of a manufacturer/importer

responsible for batch release

Periodic Safety Update EU Single asses: (

parathyroid hormone
C.I.z - Changes (Safe of Human and
Veterinary l\@dl ucts - Other variation
ex II of the Product Information and
or Natpar to version 3.6 to change the due
date for study SHP634-403 listed as a Specific

Obligation in the Annex II of the Product Information
from '30 June 2023’ to ‘30 June 2025".

20/07/2023

01/06/2023

12/05/2023

26/04/2023

30/03/2023

n/a

\O

A.1 - Administrative change - Change in the name < "
and/or address of the MAH 60

n/a

S nex
11, Labelling
and PL

SmPC, Annex
IT and PL

Annex II

PRAC Recommendation - maintenance
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R/0046

11/0047/G

C.I.11.b - Introduction of, or change(s) to, the
obligations and conditions of a marketing
authorisation, including the RMP - Implementation of
change(s) which require to be further substantiated
by new additional data to be submitted by the MAH

where significant assessment is required

Renewal of the marketing authorisation. 15/12/2022 06/03/2023

This was an application for a group of variations. : 023 SmPC, Annex

II, Labelling
B.II.d.2.d - Change in test procedure for Kf@

and PL
product - Other changes to a test pr
(including replacement or additign)
B.IV.1.a.1 - Change of am
device - Addition o? epla
not an integfat pa
Device &‘.arking

1T .b:2%- Change in immediate packaging of the

or administration

nt of a device which is

the primary packaging -

nished product - Change in type/addition of a new
container - Sterile medicinal products and

biological/immunological medicinal products

T Qaving reviewed the available information on

thesstatus of the fulfilment of Specific Obligations and
having confirmed the positive benefit risk balance, is of the
opinion that the quality, safety and efficacy of this
medicinal product continue to be adequately and
sufficiently demonstrated and therefore recommends the
renewal of the conditional MA for Natpar, subject to the
Specific Obligations and Conditions as laid down in Annex II

to the opinion.

The SmPC section 6.6, Labelling and Package Leaflet have
been updated as follows:

Removal of the references and text related to the Ypsomed
Clickfine pen needle approved with variation 1I/33/G (see
above).

Annex II have been updated as follows:

Removal of the condition related to bi-layer bromobutyl
rubber septum and Ypsomed Clickfine pen needle that had

been approved with variation II/33/G (see above).
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N/0048

PSUSA/10591

/202204

1B/0044

11/0033/G

Minor change in labelling or package leaflet not
connected with the SPC (Art. 61.3 Notification)

Periodic Safety Update EU Single assessment -

parathyroid hormone

B.I.a.1.f - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS -
Changes to quality control testing arrangements for
the AS -replacement or addition of a site where
batch control/testing takes place

This was an application for a group of variations.

B.IV.1.a.3 - Change of a measuring or administration
device - Addition or replacement of a device which is
not an integrated part of the primary packaging -

Spacer device for metered dose inhalers or other

device which may have a significant impact on the6\>

delivery of the AS
B.II.e.1.b.2 - Change in immediate pa a%gQwe
finished product - Change in t e/ado a new
container - Sterile medicin Xcts and
biological/immunolggi %al products
B.II.d.2.c - Cha \Qrocedure for the finished
product - t\ﬁ‘ change to or replacement of a

iol/i immunochemical test method or a

t sing a biol. reagent or replacement of a

biol. reference preparation not covered by an

approved protocol

09/01/2023
01/12/2022

25/07/2022

21/07/2022

C

n/a

n/a

06/03/, OZO

O
x O

PL

SMPCeANnex

11, Labelling
and PL

2O
0&\9
o

60

The SmPC section 6.6 and the labelling have been updated
to refer to the Ypsomed Clickfine pen needles. Annex II
section D “obligation to conduct post-authorisation
measures” has been updated to reflect the above-
mentioned condition. The package leaflet has been updated
to refer to the Ypsomed Clickfine pen needles and update

the instructions for use.
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PSUSA/10591
/202110

1B/0043

1B/0041

IA/0040

R/0034

11/0035

Periodic Safety Update EU Single assessment -
parathyroid hormone

B.I.a.4.c - Change to in-process tests or limits
applied during the manufacture of the AS - Deletion
of a non-significant in-process test

B.II.g.5.c - Implementation of changes foreseen in
an approved change management protocol - For a

biological/immunological medicinal product

A.7 - Administrative change - Deletion of

manufacturing sites

Renewal of the marketing authorisation.

. O
B.II.g.2 - Introdu i@ost approval change
r‘tocp

manage Y\ elated to the finished product

TIAIN/0038 I@ - Replacement or addition of a
ufacturing site for the FP - Secondary packaging

site

10/06/2022

09/06/2022
20/05/2022

13/04/2022

27/01/2022

o

10/03/2022

10/02/2022

n/a

n/a

n/a

n/a

n/a

PRAC Recommendation - maintenance

The CHMP, having reviewed the available information on
the status of the fulfilment of Specific Obligations and
having confirmed the positive benefit risk balance, is of the
opinion that the quality, safety and efficacy of this
medicinal product continue to be adequately and
sufficiently demonstrated and therefore recommends the
renewal of the conditional MA for Natpar, subject to the
Specific Obligations and Conditions as laid down in Annex II

to the opinion.
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11/0030/G

IAIN/0036

PSUSA/10591
/202104

T/0032

This was an application for a group of variations. 16/12/2021 n/a
Submission of the clinical study reports of the

following two studies:

. SHP634-402 - A Phase 4, Open-Label,

Single-Center Clinical Study of Extended use of

rhPTH(1-84) in Hypoparathyroidism

. SHP634-404 - An Open-label Study

Investigating the Safety and Efficacy of rhPTH(1-84)

in Subjects with Hypoparathyroidism.

C.1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission 0

B.II.b.2.c.1 - Change to importer, batch release \)g/}zon
arrangements and quality control testing of t
Replacement or addition of a manufactureg;-G
responsible for importation and/or b |&ase -
Not including batch control/. x

*
Periodic Safe’ty *Qingle assessment -
parathyr@\ﬂ

of Marketing Authorisation

of studies to the competent authority

02/12/2021 n/a

13/09/2021

o™
O\

22/03/2022

19/10/2021

n/a

Annex II and
PL

PRAC Recommendation - maintenance

SmPC,
Labelling and
PL
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PSUSA/10591 Periodic Safety Update EU Single assessment - 10/06/2021 n/a PRAC Recommendation - maintenance
/202010 parathyroid hormone

R/0027 Renewal of the marketing authorisation. 25/02/2021 15/04/2021 6@

11/0026 Submission of the final results of study PAR-C10- 11/03/2021 19/10/2021 SmPC The study results sr@ﬁblhty of the physiological
008; a long-term open-label study investigating the effects of

safety and tolerability of a rhPTH[1-84] for the \>
treatment of adults with hypoparathyroidism - a 6
clinical extension study (RACE). Update of SmPC

section 5.1 to reflect 72 months data from the study. : 6(

months of treatment.

Update of the RMP (version 3.1) with the completed

study results, to remove this study as an additional 0
pharmacovigilance activity and to align with the GVP \0
module V Rev 2. O

C.1.4 - Change(s) in the SPC, Labelling or PL due to ‘ 0

new quality, preclinical, clinical or pharmacovigilance

data
PSUSA/10591 Periodic Safety Update EU Single asses; (O 26/11/2020 n/a PRAC Recommendation - maintenance
/202004 parathyroid hormone é
PSUSA/10591 Periodic Safety Updat@a assessment - 14/05/2020 n/a PRAC Recommendation - maintenance
/201910 parathyroid fori

1B/0024/G s@épphcatlon for a group of variations. 30/04/2020 15/04/2021 SmPC,
Labelling and
A.7 - Administrative change - Deletion of PL

manufacturing sites

B.IV.1.z - Change of a measuring or administration
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R/0022

11/0020/G

11/0021

device - Other variation

Renewal of the marketing authorisation. 27/02/2020

This was an application for a group of variations. 20/02/2020

B.II.b.3.b - Change in the manufacturing process of
the finished or intermediate product - Substantial

changes to a manufacturing process that may have a

significant impact on the quality, safety and efficacy C

of the medicinal product 0
B.II.b.4.c - Change in the batch size (including balé

size ranges) of the finished product - The

requires assessment of the comparahi c
biological/immunological mediciqal p@ot or a new

bioequivalence study 6

a reldtes to a biological AS or a starting
rial [-] used in the manufacture of a

biological/immunological product

B.l.a.l.e C?Y@\he manufacturer of AS or of a 14/11/2019
starting 61 /reagent/intermediate for AS - The

17/04/2020

n/a

The CHMP, having reviewed the av@;@rmation on

the status of the fulfilment of cific Obligations and
having confirmed the posi \) fit risk balance, is of the
opinion that the qua@sﬁty and efficacy of this
medicinal m ue to be adequately and
sufficim strated and therefore recommends the

r a e conditional MA for Natpar, subject to the

Speeific Obligations and Conditions as laid down in Annex II

to the opinion.
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PSUSA/10591
/201904

11/0013/G

11/0018/G

PSUSA/10591
/201810

R/0016

Periodic Safety Update EU Single assessment - 31/10/2019 n/a
parathyroid hormone
This was an application for a group of variations. 25/07/2019 17/04/2020

B.II.b.1.a - Replacement or addition of a
manufacturing site for the FP - Secondary packaging
site

B.IV.1.c - Change of a measuring or administration
device - Addition or replacement of a device which is

an integrated part of the primary packaging
This was an application for a group of variations.

C.I1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

C.I1.4 - Change(s) in the SPC, Labelling or PL due to

new quality, preclinical, clinical or pharmacovigilan \>
data

Periodic Safety Update EU Sinﬁss@g - 16/05/2019 n/a

parathyroid hormone

. (\O
Renewal of the KtiQuthorisation.

28/02/2019 29/04/2019

W

18/07/2019 17/04/<b

SmP

Cr

Labelling and

PL

SMPCeANnex
11, Labelling
and PL

PRAC Recommendation - maintenance

PRAC Recommendation - maintenance

The CHMP, having reviewed the available information on
the status of the fulfilment of Specific Obligations and
having confirmed the positive benefit risk balance, is of the
opinion that the quality, safety and efficacy of this
medicinal product continue to be adequately and
sufficiently demonstrated and therefore recommends the

renewal of the conditional MA for Natpar, subject to the
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Specific Obligations and Conditions as laid down in Annex II

to the opinion.

B.I.a.2.c - Changes in the manufacturing process of 17/01/2019 n/a 66

1I/0015
the AS - The change refers to a [-] substance in the °,
manufacture of a biological/immunological substance (\
which may have a significant impact on the medicinal O
product and is not related to a protocol ‘
PSUSA/10591 Periodic Safety Update EU Single assessment - 15/11/2018 15/01/2019 SmPC and PL @3 Scientific conclusions and grounds recommending
/201804 parathyroid hormone the variation to terms of the Marketing Authorisation(s)’ for
Q G > PSUSA/10591/201804.
1B/0012 B.I1.b.3.z - Change in the manufacturing process of 09/11/2018 0
the finished or intermediate product - Other variation \
IAIN/0014/G This was an application for a group of variations. 24/09/2018 QQl/ZOlQ SmPC, Annex
II, Labelling
A.1 - Administrative change - Change in the name and PL
and/or address of the MAH \>
A.5.a - Administrative change - Change |n th
and/or address of a manufacturer/imp
responsible for batch release
N/0011 Minor change in Iabell$ age leaflet not 22/08/2018 15/01/2019 PL
connected wjth 61.3 Notification)
1B/0009/G

B.I.a.4.a - Change to in-process tests or limits

&Qpcaton for a group of variations. 11/07/2018 n/a

applied during the manufacture of the AS -

Tightening of in-process limits

Page 10/13



B.I.a.4.f - Change to in-process tests or limits
applied during the manufacture of the AS - Addition
or replacement of an in-process test as a result of a
safety or quality issue

B.I.a.4.z - Change to in-process tests or limits
applied during the manufacture of the AS - Other

variation

PSUSA/10591 Periodic Safety Update EU Single assessment -

/201710

R/0007

11/0005

parathyroid hormone

Renewal of the marketing authorisation.

C.1.4 - Change(s) in the SPC, Labelli Kdue to
new quality, preclinical, clinical @r pha covigilance
data

5

Vke

17/05/2018

22/02/2018

25/01/2018

n/a

19/04/2018

19/04/2018

SmPC

ng\mendation - maintenance

The CHMP, having reviewed the available information on
the status of the fulfilment of Specific Obligations and
having confirmed the positive benefit risk balance, is of the
opinion that the quality, safety and efficacy of this
medicinal product continue to be adequately and
sufficiently demonstrated and therefore recommends the
renewal of the conditional MA for Natpar, subject to the
Specific Obligations and Conditions as laid down in Annex II

to the opinion.

The Marketing Authorisation Holder provided interim results
for Study 2 (PAR-C10-008; RACE); a long-term, open-label
extension study of daily subcutaneous dosing of Natpar in
hypoparathyroidism patients who completed prior studies
with Natpar.

A total of 49 patients were enrolled in the study. Patients
received doses of 25 micrograms, 50 micrograms, 75
micrograms or 100 micrograms/day for up to
approximately 60 months (mean 1161 days, range 41 to
1820 days).

The results demonstrate durability of the physiological
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effects of Natpar over 60 months incIuding maintenance of
mean albumin-corrected serum calcium [&vels (n=49, 2.11
+19 mmol/L), a decrease from ba inary calcium
excretion (n= 47, 2.23 + 5‘9 ), a decrease in
serum phosphate (n= K mmoI/L) and the

a

maintenance of nori ium phosphate product (n=49,

<4.4mmol&.
11/0004/G This was an application for a group of variations. 14/12/2017 n/a E 0
B.I.a.2.z - Changes in the manufacturing process of (
the AS - Other variation g@

B.I.a.4.a - Change to in-process tests or limits

applied during the manufacture of the AS - \00

Tightening of in-process limits

B.I.a.4.a - Change to in-process tests or limits

applied during the manufacture of the AS - 0
Tightening of in-process limits ‘
B.I.a.4.d - Change to in-process tests or limits \>

applied during the manufacture of the AS - W|den|

of the approved in-process test limits, wh

have a significant effect on the over: o the

AS

B.I.b.2.e - Change in test e for AS or

starting materlal/re Q mediate - Other

changes t a’ ure (including replacement

or additi he AS or a starting

| rmediate

11/0006 C.I.13 - Other variations not specifically covered 30/11/2017 n/a
elsewhere in this Annex which involve the submission

of studies to the competent authority
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1B/0001/G This was an application for a group of variations. 10/08/2017 n/a

B.I.e.5.c - Implementation of changes foreseen in an . 6
approved change management protocol - For a (\

biological/immunological medicinal product

B.I.e.5.c - Implementation of changes foreseen in an @

approved change management protocol - For a 0
biological/immunological medicinal product 6
1B/0002 B.I.a.2.a - Changes in the manufacturing process of 08/08/2017 n/a : 8(

the AS - Minor change in the manufacturing process
of the AS 00
/)8 Annex II and

(\@ .

IAIN/0003/G This was an application for a group of variations. 14/06/2017

B.II.b.1.a - Replacement or addition of a

manufacturing site for the FP - Secondary packaging 0(,"

site
B.II.b.2.c.1 - Change to importer, batch releaD
arrangements and quality control testi th -

Replacement or addition of a nufa
responsible for importation Xbatc release -

\c,\“
Vke
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