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Rasilez HCT
Procedural steps taken and scientific information after the autﬁ@ation

Application Opinion/ Commission | Product

number Notification Decision Information

1 jssued on Issued? / affected?
amended

on

1B/0095 C.1.z - Changes (Safety/Efficacy) of Human and ' 22/07/2020 SmPC and PL
Veterinary Medicinal Products - Other variatio\E

WS/1818 This was an application for a variatioﬁ@ﬂg a 28/05/2020 n/a
worksharing procedure according t e 20 of

Commission Regulation (EC) N \/2008.

! Notifications are issued for type I variati @rticle 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 cedures 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 opinfen 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 1I, 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

B.I.d.1.a.4 - Stability of AS - Change in the re-test
period/storage period - Extension or introduction of a
re-test period/storage period supported by real time
data

WS/1581 This was an application for a variation following a 05/09/2019 n/a ®
worksharing procedure according to Article 20 of 0
Commission Regulation (EC) No 1234/2008.
C.I.11.b - Introduction of, or change(s) to, the @K
obligations and conditions of a marketing Q
authorisation, including the RMP - Implementation of Q
change(s) which require to be further substantiated O
by new additional data to be submitted by the MAH \
where significant assessment is required QO
PSUSA/89/20 Periodic Safety Update EU Single assessment - 11/04/20 \ n/a PRAC Recommendation - maintenance
1809 aliskiren, aliskiren / hydrochlorothiazide §)
TIAIN/0091 C.I.z - Changes (Safety/Efficacy) of Human and 018 04/10/2019 SmPC and PL
Veterinary Medicinal Products - Other variation &
WS/1371 This was an application for a variation foIIowiNQ 18/10/2018 04/10/2019 SmPC, Annex Study CSPP100A2365E2 extension of the core study
worksharing procedure according to Article % II and PL (CSPP100A2365E), evaluated the long-term safety in terms
Commission Regulation (EC) No 1234/ 8 of growth and development of children 6-17 years of age
. Q with hypertension (primary or secondary) at baseline in the
Update of sections 4.4, 4.8 an N he SmPC of core study, previously treated with aliskiren. Overall, 106
Rasilez and Rasilez/HCTZ S order to reflect paediatric patients aged 6 to 17 years with hypertension
the results from paedia CSPP100A2365E2 (primary or secondary) at baseline in the core study,
(a multicenter, 52 to eek extension study to previously treated with aliskiren, were enrolled in this 52 to
evaluate the long term growth and development of 104 week off-therapy non-interventional observational
Rasilez HCT
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pediatric hypertensive patients 6-17 years of age
treated previously with aliskiren) provided as per the
requirement of article 46.

In addition, the Marketing authorisation holder
(MAH) took the opportunity to implement minor
amendments in sections 4.2, 4.3, 4.5 and 4.7, 5.2 of
Rasilez SmPC and package leaflet in alignment with
Rasilez/HCTZ product information, as well as an
editorial change in Annex II. Moreover, section 4.2
of the Rasilez/HCTZ SmPC has been updated to cross
refer to sections 4.8, 5.1, and 5.2 in alignment with
Rasilez SmPC.

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

extension study.
The long-term safi evaluated in terms of growth and
development, t height and weight measurement,
with addé @Jcognitive and renal function evaluations
as follo Xeasures performed only in patients with
se hypertension (19 patients).

he&*primary analysis, there were no statistically

0 ificant differences in the mean changes in weight,

height, or BMI between the treatment groups (aliskiren
compared to the enalapril) from baseline to long term visit
(Week 104).

In patients after 104 weeks (Week 156), there were LS
mean decreases from Baseline in weight and BMI in both
treatment groups, with a slightly larger decrease in the
aliskiren compared to the enalapril treatment group. There

was a greater LS mean increase from Baseline in height

Q after 104 weeks (Week 156) in secondary hypertension
\ patients compared to the increase observed after 52 weeks
C) (Week 104) in primary hypertension patients, which is

EQ expected in these growing paediatric patients.

Results of the neurocognitive assessments, performed only
@ in patients with secondary hypertension, showed some

improvements in most of the test scores, with no

\ 2 meaningful difference between the treatment groups.

1B/0090 B.II.f.1.z - Stability of FP - Change |n th ife or 18/09/2018 04/10/2019 SmPC,
storage conditions of the finished prod‘ ther Labelling and
variation i \ PL
R/0087 Renewal of the marketi @rlsation. 28/06/2018 27/08/2018 SmPC, Annex Based on the review of data on quality, safety and efficacy,
11, Labelling the CHMP considered that the benefit-risk balance of
and PL Rasilez HCT in the approved indication remains favourable
Rasilez HCT
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IA/0089

IA/0088/G

PSUSA/89/20
1709

IA/0085

WS/1026

B.I.a.2.a - Changes in the manufacturing process of 07/08/2018 n/a
the AS - Minor change in the manufacturing process
of the AS

This was an application for a group of variations. 18/05/2018 n/a
A.4 - Administrative change - Change in the name

and/or address of a manufacturer or an ASMF holder

or supplier of the AS, starting material, reagent or

intermediate used in the manufacture of the AS or QQ

S
S

O
@6

12/04/2018

manufacturer of a novel excipient

A.4 - Administrative change - Change in the name
and/or address of a manufacturer or an ASMF holder
or supplier of the AS, starting material, reagent or
intermediate used in the manufacture of the AS or
manufacturer of a novel excipient

A.7 - Administrative change - Deletion of
manufacturing sites

A.7 - Administrative change - Deletion of

manufacturing sites

n/a

Periodic Safety Update EU Single assessme \
aliskiren, allsklren/hydrochloroth|a2|d Q

B.I.a.2.a - Changes in the ma f: ipg process of
the AS - Minor change in the @cturmg process
of the AS @

r a variation following a

19/01/2018 n/a

This was an application 14/12/2017 27/08/2018 SmPC

authorisation with

and therefore recozmended the renewal of the marketing

ited validity.

%)
'&

O
,b\}

PRAC Recommendation - maintenance

Study F2301 evaluated the effect of aliskiren as

Rasilez HCT
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worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

Update of section 5.1 of the SmPC in order to reflect
the results of study SPP100F2301 (ATMOSPHERE) a
multicenter, randomized, doubleblind, parallel group,
active-controlled study to evaluate the efficacy and
safety of both aliskiren monotherapy and
aliskiren/enalapril combination therapy compared to
enalapril monotherapy, on morbidity and mortality in
patients with chronic heart failure (NYHA Class II -
V).

The RMP (v 13.2) has also been updated to reflect

the study results.

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

monotherapy and qof the combination of aliskiren with

enalapril compared enalapril for cardiovascular mortality

and morbidity it in a double-blind active controlled

randomi*&%y in 7,064 patients with chronic heart

failure Class II-1V) and reduced left ventricular
ej action (LVEF <£35%), of which 62% had a history

rtension. The primary endpoint was a composite of

y
&diovascular death and first hospitalisation for heart

>
c§}
\0Q

failure. The final results of the study did not demonstrate
statistically that aliskiren was non-inferior to enalapril on
the primary endpoint; however, there was essentially no
difference in the observed incidence rates between aliskiren
and enalapril. There was no significant benefit of adding
aliskiren to enalapril. Treatment effects were similar in
patients with diabetes and with renal insufficiency.

The incidence of adjudicated stroke was not significantly
different between the aliskiren and enalapril groups or
between the combination and enalapril groups.

The incidence of adverse events tended to be higher in
patients with diabetes, or with GFR <60 ml/min/1.73 m?2,
or with age = 65 years; however, there was no difference
between patients treated with aliskiren and those treated
with enalapril.

The incidence of certain adverse events was similar
between aliskiren and enalapril groups while there was an
increased incidence of hyperkalaemia, renal
impairment/renal failure and hypotension related events
with the combination of aliskiren and enalapril.

There was a statistically significant increased incidence of
syncope with the combination of aliskiren and enalapril
compared to enalapril in the overall population and in the

subgroups NYHA I/II overall.

Rasilez HCT
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11.0% in the com ion, aliskiren, and enalapril groups,

The incidence of a:%f‘i)brillation was 11.1%, 13.3%, and

respectively.

Statisticat %’ficantly higher incidences in the occurrence

of cardi gure and ischaemic stroke were also found for

ali ompared to enalapril in patients with NYHA I/II
pertension, and in the occurrence of chronic cardiac

0 re and ventricular extrasystole in patients with NYHA

Z and enalapril there were statistically significant differences

é in the rate of angina unstable compared to enalapril.

III/1IV with hypertension. For the combination of aliskiren

No clinically relevant differences in efficacy or safety results
Q were observed in the subpopulation of elderly patients with
\O a history of hypertension and chronic heart failure Class I-

II compared to the overall study population.

IAIN/0083 B.II.b.2.c.1 - Change to importer, batch release 12/10/2017 2018 Annex II and
arrangements and quality control testing of the FP - \ PL
Replacement or addition of a manufacturer O

responsible for importation and/or batch release - 0
Not including batch control/testing 6

T/0082 Transfer of Marketing Authorisation 24/07/2017 28/08/2017 SmPC,

; Labelling and
@\ PL

PSUSA/89/20 Periodic Safety Update EU Single assoss@ 05/05/2017 n/a PRAC Recommendation - maintenance
1609 aliskiren, aliskiren / hydrochloromia@
WS/0891 This was an application for ion following a 15/09/2016 28/08/2017 SmPC The safety and efficacy of Rasilez in children aged 6 to 17
worksharing procedure ing to Article 20 of years have not yet been established. Currently available
Commission Regulati ) No 1234/2008. data are described in sections 4.8, 5.1, and 5.2, but no
recommendation on a posology can be made.
Rasilez HCT
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Update of sections 4.2, 4.8, 5.1 and 5.2 of the SmPC
for Rasilez and section 4.8, 5.1 and 5.2 of Rasilez
HCT on the basis of the completed long term
extended paediatric study CSPP100A2365E1. The
MAH has taken the occasion to include some editorial
changes in both SmPCs and to better summarise the
information from non-clinical studies in section 5.3 of
both SmPCs at the request of the CHMP.

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

&’Zr

Aliskiren has been gvaluated for safety in a randomised,
double-blind, 8-w
aged6tol17y

udy in 267 hypertensive patients
mostly overweight/obese, followed by

an extenSKt dy including 208 patients treated for 52
weeks. Tqis Study was extended with a 52-week double-

%(@domised study to evaluate the safety, tolerability

& efficacy of aliskiren compared to enalapril in 208

N

diatric hypertensive patients aged 6 to 17 years (at
baseline in the previous study). At the end of this extension
study, changes in msSBP from baseline were similar with
aliskiren compared to enalapril ( 7.63 mmHg vs. 7.94
mmHg) in the full analysis set. However, the significance of
the non-inferiority testing was not maintained when the
analysis was performed on the per-protocol set. In
addition, due to the possibility of up-titration if medically
necessary to control the msSBP, no conclusion can be
drawn on the appropriate posology of aliskiren in patients
aged 6 to 17 years.

In the 8-week randomised, double-blind study with
aliskiren monotherapy in 267 paediatric hypertensive
patients aged 6 to 17 years, mostly overweight/obese,
fasting trough aliskiren concentrations at day 28 were
comparable to those observed in other studies in both
adults and children using similar aliskiren doses.

In juvenile repeated toxicity studies in rats aliskiren at 100
and 300 mg/kg/day was associated with high mortality and
severe morbidity. Increased systemic exposure to aliskiren
(>400-fold higher in 8 day old rats compared with adult
rats) was observed. The MDR1 gene expression in juvenile
rats was also significantly lower when compared to adult
rats. The increased aliskiren exposure in juvenile rats

appears to be attributed mainly to lack of maturation of P-

Rasilez HCT
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gp. There is therefqre a potential for aliskiren overexposure
réjth immature MDR1.

in paediatric patie

WS/0890 This was an application for a variation following a 15/09/2016 n/a . 6@
worksharing procedure according to Article 20 of &\
Commission Regulation (EC) No 1234/2008.

Submission of study SPP100A2417 “A multi-database 0\;

cohort study to assess the incidence rates of

colorectal hyperplasia among hypertensive patients”. &Q

C.I1.13 - Other variations not specifically covered @

elsewhere in this Annex which involve the submission Q

of studies to the competent authority OQ

WS/0771 This was an application for a variation following a 15/09/2016 2862017 SmPC The main changes to the RMP are the deletion of all
worksharing procedure according to Article 20 of Q information on the fixed association aliskiren/amlodipine
Commission Regulation (EC) No 1234/2008. \ (SPA100) and aliskiren/amlodipine/HCTZ in view of their
C) withdrawal in the EU, the deletion of some risks and the

Update of the RMP (v 12.3) with regards to identified 0 deletion of the study ASSESS (CSPP100A2370) from the list

risks, missing information, concomitant use of other of studies in post authorization development plan based on

medicines, drug-drug interactions, removal of safety O submission of the Study Report SPA100A "Antihypertensive

issues attributed to the now withdrawn & Effects and Long-Term Safety of Ali in Elderly

aliskiren/amlodipine (Rasilamlo) and Q Patients".Section 5.1 of the SmPC has been also updated to

aliskiren/amlodipine/HCTZ (Rasitrio). \ reflect that in a pooled analysis of efficacy and safety data
@ from clinical trials up to 12 months duration, there was no

C.I.11.b - Introduction of, or chang@ the statistically significant difference in blood pressure

obligations and conditions of a ti reduction between aliskiren 300 mg and aliskiren 150 mg in

authorisation, including the R plementation of elderly patients (= 65 years). The RMP has also been

change(s) which requirgyto her substantiated revised with this submission.

by new additional d t submitted by the MAH

where significant asse ent is required

Rasilez HCT
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WS/0849 This was an application for a variation following a
worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

Update of sections 4.2, 4.5 and 5.2 of the SmPC in
order to update information on food effect on
administration of aliskiren as analysed in study
SPP100A2413. The Package Leaflet is updated
accordingly. In addition, the worksharing applicant
(WSA) took the opportunity to bring the PI in line
with the latest QRD template version 9.1.

C.I.3.b - Change(s) in the SPC, Labelling or PL
intended to implement the outcome of a procedure
concerning PSUR or PASS or the outcome of the
assessment done under A 45/46 - Change(s) with
new additional data submitted by the MAH

PSUSA/89/20 Periodic Safety Update EU Single assessment -

1509 aliskiren, aliskiren / hydrochlorothiazide

1G/0669/G This was an application for a group of variations.
A.7 - Administrative change - Deletion of ®\
manufacturing sites *
B.I.a.1.f - Change in the manufagtu S orofa

starting material/reagent/inter

digtefor AS -

Changes to quality control
the AS -replacement or of a site where

batch control/testing place

rrangements for

26/05/2016 24/06/2016 SmPC, Annex The efficacy of alis was shown to be similar when
11, Labelling taken either wi ight meal or without a meal. Oral use:
and PL The tabl&x@ld be swallowed whole with some water.
u

Rasilez be taken once a day, with or without food,

blish a convenient daily schedule of drug intake and

at the same time each day. Patients should

intain a steady temporal relationship with food intake.
@ Concomitant intake with fruit juice and/or drinks containing
plant extracts (including herbal teas) should be avoided.

\
%,
&

O

S
o

14 n/a PRAC Recommendation - maintenance
&17/03/2016 n/a

Rasilez HCT
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WS/0807

WS/0793

WS/0799

WS/0704

This was an application for a variation following a 28/01/2016
worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

C.I1.13 - 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 variation following a 14/01/2016
worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

C.1.3.z - Change(s) in the SPC, Labelling or PL
intended to implement the outcome of a procedure
concerning PSUR or PASS or the outcome of the

assessment done under A 45/46 - Other variation

n/a

24/06/2016 SmPC

This was an application for a variation following a 14/01/206\' 24/06/2016 SmPC

worksharing procedure according to Article 20 of

Commission Regulation (EC) No 1234/2008. 60

C.1.3.z - Change(s) in the SPC, Labelling or PL
intended to implement the outcome of a proceduQ
concerning PSUR or PASS or the outcome of t\
assessment done under A 45/46 - Other va@x

. Q
This was an application for a var"a@@wing a 17/12/2015

worksharing procedure accordi& icle 20 of
Commission Regulation (EC@ 4/2008.

B.I.b.1.c - Change in ecification parameters
and/or limits of an AS, starting

n/a

Rasilez HCT
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IA/0072/G

PSUSA/89/20
1409

WS/0581

material/intermediate/reagent - Addition of a new
specification parameter to the specification with its

corresponding test method

This was an application for a group of variations. 16/07/2015 n/a

A.7 - Administrative change - Deletion of
manufacturing sites

A.7 - Administrative change - Deletion of
manufacturing sites

B.II.b.2.a - Change to importer, batch release
arrangements and quality control testing of the FP -

Replacement/addition of a site where batch

control/testing takes place \

aliskiren, aliskiren / hydrochlorothiazide

Periodic Safety Update EU Single assessment - 23/04/2015 2015 SmPC and PL

worksharing procedure according to Article 20 of

Q¥

Submission of the final study report for the n&

This was an application for a variation following a ZSE n/a

Commission Regulation (EC) No 1234/2008.

interventional study CSPP100A2414 - A coh dy

to assess various safety outcomes in aliski

.
initiators using US claims data.

C.I1.13 - Other variations not s ically covered
elsewhere in this Anne involve the submission

of studies to the co t uthority

Refer to Scientific conclusions and grounds recommending

the variation to terms of the Marketing Authorisation(s)’ for

PSUSA/89/2014009.

Rasilez HCT
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WS/0699/G This was an application for a group of variations
following a worksharing procedure according to
Article 20 of Commission Regulation (EC) No
1234/2008.

C.I.11.z - Introduction of, or change(s) to, the
obligations and conditions of a marketing
authorisation, including the RMP - Other variation
A.1 - Administrative change - Change in the name
and/or address of the MAH

IA/0068 B.III.1.a.2 - Submission of a new/updated or
deletion of Ph. Eur. Certificate of Suitability to the
relevant Ph. Eur. Monograph - Updated certificate

from an already approved manufacturer

WS/0588 This was an application for a variation following a
worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

C.I.11.b - Introduction of, or change(s) to, the
obligations and conditions of a marketing

22/01/2015 22/06/2015

21/01/2015 n/a

18/12/2014 Qon/a
X

O
O
O

authorisation, including the RMP - Implementati(Q&
ted

change(s) which require to be further substanti

by new additional data to be submitted by
where significant assessment is requicedQ

*
WS/0561 This was an application for a v \g)ollowing a
worksharing procedure accogéi Article 20 of
Commission Regulation 1234/2008.

Submission of the final study report for the non-

25/09/2014 n/a

SmPC,
Labelling and

PL @

N/A

Rasilez HCT
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interventional study CSPP100A2415 - a cohort study
including a nested case-control analysis using data 6
from the United States IMS PharMetrics PlusTM @
health plan claims database - assessing the * 6
prevalence and incidence of angioedema among &\

patients with hypertension treated with aliskiren or O

other antihypertensive medications in the US. ®

The requested worksharing procedure proposed no 0

amendments to the PI. @

C.I1.13 - Other variations not specifically covered

elsewhere in this Annex which involve the submission QZ

of studies to the competent authority Q

A31/0053 On 17 April 2013, further to the emergence of new 22/05/2014 04/09%4 SmPC and PL For further information please refer to the Renin-
evidence from the scientific literature on dual RAS angiotensin-system (RAS)-acting agents Article 31 referral
blockade therapy and given the seriousness of the Q - Assessment report.

identified safety concerns, the Italian Medicines C}'

Agency (AIFA) initiated a review under Article 31 of

Council Directive 2001/83/EC, requesting the 60

Pharmacovigilance Risk Assessment Committee
(PRAC) to issue a recommendation on the benefit- @

risk of dual RAS blockade therapy through the Q
combined use of angiotensin-converting enzyx
inhibitors (ACE-inhibitors), angiotensin II r

blockers (ARBSs) or aliskiren and to dste@
whether any regulatory measures s Ne taken on
the marketing authorisations 06 ducts

involved in this procedure. @

Rasilez HCT
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1G/0443 A.5.b - Administrative change - Change in the name 20/08/2014 n/a
and/or address of a manufacturer/importer of the 6
finished product, including quality control sites @
(excluding manufacturer for batch release) *\6
PSUV/0060 Periodic Safety Update 25/04/2014 27/06/2014 SmPC and PL Re &cientific conclusions and grounds recommending
@riation to terms of the Marketing Authorisation(s)’ for
&gbv/ooeo.
WS/0500 This was an application for a variation following a 20/02/2014 n/a @
worksharing procedure according to Article 20 of &
Commission Regulation (EC) No 1234/2008. Q@
C.I.11.b - Introduction of, or change(s) to, the Q
obligations and conditions of a marketing \O
authorisation, including the RMP - Implementation of O
change(s) which require to be further substantiated Q
by new additional data to be submitted by the MAH \
where significant assessment is required 0
WS/0481 This was an application for a variation following a 23@?14 27/06/2014 SmPC and Proteinuria has been identified as an independent risk
worksharing procedure according to Article 20 of Annex II factor for loss of kidney function or end-stage renal disease
Commission Regulation (EC) No 1234/2008. & in diabetic patients. Earlier studies have indicated that
Q proteinuria has been associated with increased renal as well
C.I.11.b - Introduction of, or change(s) to, \ as cardiovascular risk. A significant reduction in
obligations and conditions of a marketin % albuminuria has been achieved with the use of renin
authorisation, including the RMP - I v ntation of inhibition through aliskiren. Therefore it was hypothesized
change(s) which require to be ?‘x bstantiated that aliskiren would offer additional renal and
by new additional data to be s%‘ d by the MAH cardiovascular protection when administered on top of
where significant asses e@required other RAS blockers, leading to the design of ALTITUDE.
ALTITUDE was a double-blind placebo-controlled,
randomized trial that enrolled patients with Type 2 diabetes
Rasilez HCT
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and nephropathy as determined by macro-
/microalbuminuriaéor eGFR <60 mL/min/1.73 m2.
Nearly half of t tients also had significant

cardiova u%sease. Patients with uncontrolled

hyperte ’(:o\were excluded. Aliskiren was tested against
pl =% hen added to standard therapy including an ACEI

& primary objective of the ALTITUDE study, was to
d

etermine whether aliskiren, compared to placebo, delays

the occurrence of cardiovascular and renal complications
@K when added to conventional treatment in patients with type
Q 2 diabetes at high risk for cardiovascular and renal events.
Q As part of this procedure the MAH submitted the final CSR

O of the study fulfilling in this way the obligation mentioned

\ in Annex II of all aliskiren containing products. In addition

O the MAH updated the section 5.1 of the SmPC in order to
Q reflect the final results of the ALTITUDE study including the

C}' 1 year safety extension phase.

The efficacy results did not indicate any advantage of
60 adding aliskiren on top of standard therapy including an
ACEI or ARB. The CHMP considers that, the presented data
&O consistently suggest that the combination of
Q inhibitors/blockers of the renin-angiotensin system lowers
\ proteinuria and in addition increases the risk of

cardiovascular or renal events in high cardiovascular risk

. Q patients.
. c)\ The CHMP concludes that the complete data of the
6\ ALTITUDE study do not add any new information to the
benefit/risk profile of aliskiren in the approved hypertension

@ indication and the benefit/risk balance of the aliskiren
containing products remains positive. Moreover, it confirms

the appropriateness of the wording regarding the

Rasilez HCT
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WS/0480

This was an application for a variation following a 23/01/2014 n/a
worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

C.I1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission

of studies to the competent authority

contraindication fogdual RAS blockade in high-risk diabetic
patients, changes ere implemented at the time the
preliminary res ALTITUDE trial were made available.
The CHMP, ers that the proposed updates of section
5.1 of thie SMPC reflect in an appropriate manner the

rel indings reported in ALTITUDE CSR.

Q MAH submitted the final CSR for APOLLO study.

POLLO study was designed to determine whether
treatment with an aliskiren-based regimen in part
combined with amlodipine or hydrochlorothiazide compared
to a non-aliskiren based regimen, both on top of non-study
BP lowering agents, where applicable, reduces the risks of
major CV events (composite of CV death, non-fatal MI,
non-fatal stroke and significant heart failure), and to
determine whether treatment with an aliskiren-based
regimen compared to a non-aliskiren based regimen
prevents decline in the ability to perform everyday
activities independently, or/and prevents decline in renal
function and reduces total mortality.

In view of the preliminary findings in the ALTITUDE trial
(aliskiren treatment of type 2 diabetic patients with renal
dysfunction on top of standard RAS blocking therapy) which
was terminated early in December 2011 based on futility
and potential increases in adverse events in the aliskiren
group, it was agreed with regulatory authorities to
contraindicate the use of aliskiren in diabetic hypertensive
patients on concomitant RAS blocker therapy. Many
patients enrolled in APOLLO were diabetic and were
receiving another agent acting on the renin-angiotensin
system (RAS) such as an ACEI or and ARB as standard of
care, and it was decided to exclude them from APOLLO.
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Following the exclusion of diabetics from the study,
Novartis conclude the study in its current design

would not prov e needed information about the

efficacy @ty of aliskiren in elderly hypertensive
patients&it the required timeframe and decided in
cgrend)

t with Health Authorities to terminate the study

ly.
&he time of the early termination of the APOLLO study, a

&’Zr

total of 1759 patients had been randomized as against the
originally planned 11,000 patients. A total of 25 primary CV
composite endpoints had accrued in the study as against
the planned 2000. These low numbers significantly limit
interpretation of the results.

The CHMP considers that the presented data set does not
add new significant information either for safety or efficacy
of aliskiren because of the study limitations (premature
termination of the study). The safety findings are
consistent with the known safety profile of aliskiren in the
general hypertensive population. Despite the fact that the
study enrolled a vulnerable elderly population with elevated
cardiovascular risk and that the incidence of adverse events
and serious adverse events was low the limited data set
does not allow drawing any meaningful conclusion on the
safety profile of aliskiren when used in elderly patients at
the highest approved strength (300 mg).

The CHMP considers that this new data does not warrant
any SmPC changes. The premature termination of the
APOLLO study leaves unsolved the problem of the dose-
response of aliskiren in elderly hypertensive patients. This
area of missing information is reflected in the RMP of the
aliskiren containing products and appropriate

pharmacovigilance activities are employed in order to
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collect the needed data. Study CSPP100A2370 (ASSESS) is
currently planned ollow up to APOLLO, designed to
evaluate the eff and safety of alikiren containing
products% ly patients.

The CH Xmludes that the worksharing variation is
appr e and the risk/benefit balance of alsikiren
Qﬂing products in the approved indication remains

3

1G/0396 B.I.a.2.a - Changes in the manufacturing process of 10/01/2014 n/a @
the AS - Minor change in the manufacturing process &
of the AS Q@
WS/0467 This was an application for a variation following a 19/12/2013 n/a Q
worksharing procedure according to Article 20 of \O
Commission Regulation (EC) No 1234/2008. O
C.I.13 - Other variations not specifically covered \Q
elsewhere in this Annex which involve the submission 0
of studies to the competent authority 60
WS/0373 This was an application for a variation following a @10/2013 03/12/2013 SmPC and PL In a paper published in 2011 it was described that orange
worksharing procedure according to Article 20 of & and apple juice reduced the plasma concentrations of
Commission Regulation (EC) No 1234/2008. Q aliskiren. This paper was reviewed by the MAH and since
\ the results with orange or apple juice were pertinent to the
C.I.3.b - Implementation of change(s) r use of aliskiren, an update to the Summary of Product
following the assessment of an USR, .Qelling, a Characteristics was proposed in order to add a statement
PSUR, RMP, FUM/SO, data sub Cu)der Article for not recommending the concomitant use of aliskiren with
45/46, or amendments to refl re SPC - orange or apple juice.
Change(s) with new addi ic@ata submitted by the When combined with all available data (clinical trial,
MAH literature and post-marketing), the results of the study
described in the above mentioned paper showed that the
Rasilez HCT

EMA/446606/2020

Page 18/49



bioavailability of aligkiren is most sensitive to co-
administration wit @ d in general.

The available ¢ | data do not suggest an additive effect
of differemx of foods and/or drinks, however the

potentia& ecreased aliskiren bioavailability due to this

addi ffect has not been studied and therefore cannot
xe luded.
0 rature data indicate that vegetable components or

@ extracts may decrease aliskiren bioavailability. Therefore,
& the CHMP considered that based on the available data the
concomitant consumption of vegetable components or

avoided in conjunction with aliskiren intake.

QZ extracts (including herbal teas and fruit juices) should be

R/0049 Renewal of the marketing authorisation. 19/09/2013 13/11& SmPC, Annex Since the approval of aliskiren/HCTZ, a number of clinical
O 11, Labelling studies have been conducted and their results, as assessed
and PL by the CHMP in the due procedures, consistently confirmed

aliskiren is combined with HCTZ and support the use of the

\'Q the additive antihypertensive effect observed when
E 0: registered doses. Yet some efficacy issues, mainly related

to the aliskiren component, remain poorly characterised:

O there is still limited information on the use in elderly and
& very elderly hypertensive patients and, in particular, on the

evidence of favourable effects on cardiovascular morbidity

\Q dose-response of aliskiren in this patient population; no

combinations is available till now. Of potential minor

Q@ and mortality for aliskiren and aliskiren-containing

¢ 0 concern is the recently emerged interaction with flavonoids
b\ contained in fruit juices, that could implicate that
@ concomitant assumption of vegetable components or
extracts should be not recommended, which would be a

limitation to the use of aliskiren, with a possible impact on

Rasilez HCT
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Recently identified

compliance. This isgue is currently under evaluation.
actions between aliskiren,

furosemide an semide, possibly mediated by
competi % the renal OATP-mediated transport have
emergei&ropriate risk minimisation measures have
been loyed in this respect as reflected by the recently
ated wording in the SmPC.
safety profile of aliskiren/HCTZ has evolved from the
@ time of the MA and several safety updates of the product
information have been implemented. In particular, the
@K Article 20 referral review, based on the results of the
Q Altitude study led to significant amendment of the SmPC
Q with the introduction of a contraindication of use of
O aliskiren in diabetic patients or patients with renal impaired
\ concomitantly treated with an ACEI or ARB, and of a
O warning stating that dual blockade of the renin-
Q angiotensin-aldosterone system by combining aliskiren with
\ an ACE inhibitors or an ARB is not recommended in all
C) patients. A number of safety issues related particularly to
60 the aliskiren component are currently under monitoring.
Overall the up-dated safety profile of Aliskiren/HCTZ in the
&O approved indication is still considered acceptable and is
Q adequately reflected in the currently approved PI pending
\ further updates which are subject to on-going assessment
procedures.
Based on the CHMP review of data on quality, safety and
. c) efficacy, including all variations introduced since the
6\ marketing authorisation was granted, the CHMP considers
by consensus that the risk-benefit balance of Rasilez HCT in
@ the treatment of essential hypertension remains favourable
and therefore recommends the renewal of the marketing

authorisation.
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\0Q

Q@\

be closely monitor

In addition the CHMP considers that its safety profile is to
the following reasons:

Based on the f ing pharmacovigilance grounds
concerniﬁ@ren-containing products:
. % ed for a close monitoring of fatal and non-

fatal iovascular events occurring with aliskiren use in

@vation with other RAAS blockers and CCBs, as well as
&erious cardiovascular events occurring with aliskiren

therapy

. the need for a close monitoring of cerebrovascular
adverse events related to aliskiren both as monotherapy as
well as in combination with other anti-hypertensive drugs,
including other RAAS blockers taking into consideration
both spontaneously reported data and clinical trial data
and, based upon the safety profile of aliskiren, which
requires the submission of yearly PSURs, the CHMP
recommends that the MAH should submit one additional
renewal application in 5 years’ time.
The MAH proposed no changes to the Product Information
(PI) during this procedure.
During the procedure, the CHMP requested a revised
version of the Product Information that would include some
minor corrections according to the QRD guidance. The main
change requested concerned section 4.8 of the SmPC and 4

of the PL in order to reflect the ADRs in a single table

. format.

WS/0412 This was an application for a va 'Gpl owing a 19/09/2013 13/11/2013 SmPC The MAH submitted the final results of ASTRONAUT study.
worksharing procedure accordi Q Article 20 of The ALTITUDE study was designed to expand the initial
Commission Regulation E(@ 34/2008 indication of aliskiren (ALI) exploring whether, in patients

with type 2 diabetes at high risk for cardiovascular and/or

Update the SmPC sect .1 of all aliskiren patients with renal events, ALI at a target dose of 300 mg

Rasilez HCT
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containing products in order to reflect the relevant
efficacy and safety information reported in
ASTRONAUT (CSPP100A2368) Clinical Study Report.

C.I1.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the
MAH

o.d. (compared to placebo), on top of conventional
treatment (either & @ ensin converting enzyme inhibitor
or angiotensin tor blocker), reduces cardiovascular
and rena?@ity and mortality. On 14 December 2011,
the ind ndent Data Monitoring Committee (DMC) of the
ALTI trial recommended the study to be halted due to

ility and potential for excess harm in patients receiving

G (non-fatal stroke, renal complications, hyperkalaemia

and hypotension in this high-risk study population was
observed).

The submitted clinical study report confirms previously
submitted and assessed ASTRONAUT preliminary results
and did not show a significant benefit of adding aliskiren to
a standard therapy including an ACEI or ARB in patients
hospitalized with a recent episode of AHF, neither with
respect to the primary endpoint (CV death or HF re-
hospitalization within 6 months), nor with respect to key
secondary endpoint (first confirmed occurrence of either CV
death or HF rehospitalisation within 12 months). The
subgroup analysis showed a statistically significant
interaction of treatment by diabetes status at baseline for
the composite of CV death and HF re-hospitalization within
12 months and all-cause mortality within 12 months,
showing excess of CV events and the increase in all-cause
death in the aliskiren group in diabetic patients. In the
subgroup of patients with diabetes mellitus the hazard ratio
was 1.64 in favour of placebo (95% Confidence Interval:
1.15-2.33), whereas the hazard ratio in the subgroup of
patients without diabetes was 0.69 in favour of aliskiren
(95% Confidence Interval: 0.50-0.94); p-value for
interaction = 0.0003.

An increased incidence of hyperkalaemia (20.9% versus
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IA/0055/G

WS/0407

O

O

)

This was an application for a group of variations. 168 2 n/a
B.III.1.a.2 - Submission of a new/updated or

deletion of Ph. Eur. Certificate of Suitability to thQ&

relevant Ph. Eur. Monograph - Updated certificate

B.III.1.a.2 - Submission of a new/updat @
*
deletion of Ph. Eur. Certificate of Suitahj to the

relevant Ph. Eur. Monograph - ﬁ@er‘ciﬁcate
from an already approved ma er

variation following a

from an already approved manufacturer

This was an applicati 27/06/2013

worksharing procedure€according to Article 20 of

26/07/2013

17.5%), renal impairment/renal failure (16.6% versus
12.1%) and hypot@ (17.1% versus 12.6%) was
iren group compared with placebo.

As it conx e impact of the ASTRONAUT preliminary
results the safety profile of aliskiren and on the product

inf rn, the CHMP considers that the currently
ér&

observed in th

ed aliskiren product information is adequately

&ated in this regard in sections 4.3 and 4.4 (i.e.

contraindication of dual RAAS blockade in diabetic and/or

& Z renal disease patients, and a warning for dual blockade use

%,
S

SmPC and PL

in all other patients). The CHMP concludes that the
presented data doesn’t raise any additional safety concerns
besides those already reflected in the product information
and that the overall the benefit/risk of aliskiren containing
products remains unchanged. The agreed text included in
section 5.1 of the SmPC is considered by the CHMP as
appropriately reflecting the relevant findings from
ASTRONAUT study.

A drug-drug interaction between aliskiren and furosemide

(a loop diuretic) has been previously identified. Based on
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Commission Regulation (EC) No 1234/2008.

Update of sections 4.4 and 4.5 of the SmPC of
aliskiren and aliskiren fixed-dose combination
products to include a warning statement concerning
the concomitant use of aliskiren and torasemide in
patients with heart failure (section 4.4) and to
include information on the potential for drug-drug
interaction between aliskiren and torasemide (section
4.5) as per CHMP request expressed in the
conclusions of Rasilez HCT PSUR 4 and 5 assessment
report.

C.I1.4 - Variations related to significant modifications
of the SPC due in particular to new quality, pre-

clinical, clinical or pharmacovigilance data

X,
>
&@o 72013

<

\0Q

O

Q}Q}
O

the fact that loop diuretics depend on their renal excretion

and these drugs a Q ively secreted by renal transporters
of the proximal e, it can be considered that from a

mechanistj t of view a drug-drug interaction between
aliskire morasemid (another loop diuretic) is plausible.
No aliskiren/torasemid drug-drug interaction study

beéen performed. The available clinical data doesn’t

&w that higher doses of torasemid were needed when

taken together with aliskiren. The post-marketing data
doesn’t indicate a higher incidence of AEs attributable to a
reduced torasemide effect when aliskiren is taken together
with torasemide. These observations don’t support the DDI
hypothesis nevertheless such interaction cannot be out-
ruled either.

Therefore, the CHMP accepted the MAH's proposal to
include a warning statement concerning the concomitant
use of aliskiren and torasemide in patients with heart
failure (SmPC section 4.4) and to present the available
information on the potential for drug-drug interaction

between aliskiren and torasemide (SmPC section 4.5).

11/0050 Update of SmPC section 4.8, as requested by the 13/11/2013 SmPC and PL Following the evaluation of PSUR data, the CHMP requested
CHMP in the ARs of PSURs 4,5 and 6, in order to to include the adverse reaction “hypotension” into the
include ADR “hypotension” with the frequency;: Q section 4.8 of the Rasilez HCT SmPC as an adverse reaction
uncommon. The Package Leaflet has been u \:I related to the combination aliskiren/hydrochlorothiazide.
accordingly. The reported frequency for this ADR in relation to aliskiren

.\Q alone is "uncommon”. In addition, “orthostatic
C.1.4 - Variations related to sigpffi @nodifications hypotension” is listed in the SmPC as a common ADR for
of the SPC due in particular to aIity, pre- hydrochlorothiazide. As the indication of Rasilez HCT is for
clinical, clinical or pharmacg@vgilance data add-on and replacement therapy, the risk for hypotension
as compared to initial therapy is likely reduced. Based on
these considerations and controlled clinical trial data
Rasilez HCT
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1%, the CHMP agr ith the MAHs conclusion that a

indicating that the Eequency of hypotension is less than
causal relation etween aliskiren/hydrochlorothiazide

combina&g@ hypotension is established and that the
0

frequen&

his adverse reaction can be considered

\ ’

u n-.

WS/0375 This was an application for a variation following a 30/05/2013 01/07/2013 SmPC and PL d on the data resulted from a systematic review of
worksharing procedure according to Article 20 of Qvailable information on liver events from the published
Commission Regulation (EC) No 1234/2008. @ literature, the MAH'’s safety database and clinical trial

& database, the MAH proposed the inclusion of ADR “liver
Update of section 4.8 of the SmPC of all aliskiren @ disorder” in the SmPC section 4.8 of all aliskiren containing
containing products in order to: Q products. This proposal was found acceptable by the CHMP
- include the adverse reactions “liver disorder”, Q since it was supported by several reported cases of “liver
“jaundice”, “hepatitis” and “liver failure” based on \O disorder” accompanied by clinical symptoms and laboratory
several reported cases of “liver disorder” O evidence of marked hepatic dysfunction.
accompanied by clinical symptoms and laboratory In addition, at the CHMP request, the MAH accepted to
evidence of marked hepatic dysfunction, 7 cases of \Q include “jaundice”, “hepatitis” and “liver failure” as ADRs in
“jaundice” (5 of them with dechallenge+), 2 cases of () section 4.8 of the SmPC of all liskiren containing products
“yellow skin” (both with dechallenge +) and 4 fatal 0 under the system organ class (SOC) “Hepatobiliary
cases of “hepatic failure” (including one case of “liver 6 disorders” with the frequency “unknown”. The CHMP based
failure fulminant” with consequent liver transplant). O its request on 7 cases of “jaundice” (5 of them with
- change the system organ class (SOC) for the Al & dechallenge+), 2 cases of “yellow skin” (both with
“dizziness” from Nervous system disorders to CaQ dechallenge +) and 4 fatal cases of “hepatic failure”
disorders and the SOC for “edema peripheralz (including one case of “liver failure fulminant” with
“General disorders and administration si consequent liver transplant).
conditions” to “Cardiac disorders” in 3 Qconform In addition, change of the SOC for the ADR “dizziness” from
to the primary path for the ma f ferms in the “Nervous system disorders” to “Cardiac disorders” and the
most current MedDRA version. \ SOC for ADR “edema peripheral” from “General disorders
The Package Leaflet wa u@ accordingly. and administration site conditions” to “Cardiac disorders”

was implemented in order to reflect the latest primary path
C.I.4 - Variations relat 0 significant modifications for the mapping of terms presented in the most current
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of the SPC due in particular to new quality, pre-

clinical, clinical or pharmacovigilance data

WS/0374 This was an application for a variation following a

worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008.

The WSA updated section 4.4. of the SmPCs of all

aliskiren containing products with regard to the

combined use of agents acting on the renin

angiotensin aldosterone system (dual blockade of the

renin-angiotensin-aldosterone system (RAAS)) and

the associated risk of symptomatic hypotension.

In addition, the MAH took the opportunity to update

the list of local representatives in the Package

Leaflet.

C.1.4 - Variations related to significant modifications

of the SPC due in particular to new quality, pre-

clinical, clinical or pharmacovigilance data

WS/0287 This was an application for a variation following a

worksharing procedure according to Article 20 on
Commission Regulation (EC) No 1234/2008. \

Update of the RMP for aliskiren containi ;ucts

addressing the obligations introdyc result of

Article 20 procedure and Rasil

renewal procedure.
Annex II has been upda

commitment has be

illed.

86 iprazo R-68

flect that this

MedDRA version. E

30/05/2013 01/07/2013 SmPC and Based or @w of the published literature and available
Labelling clinical & d post marketing data the CHMP agreed with

thﬁ@ conclusion that there is a higher risk of

\*o nsion in patients taking aliskiren in combination with

@sttem (RAAS) such as angiotensin-converting-enzyme
& inhibitors (ACEIs) and angiotensin II receptor blockers
(ARBS).

Qi Therefore, the MAH’s proposal to update section 4.4. of the

er agents acting on the renin-angiotensin-aldosterone

SmPCs of all aliskiren containing products with regard to

O the combined use of agents acting on the renin angiotensin
\ aldosterone system (dual blockade of the renin-

O angiotensin-aldosterone system (RAAS)) and the
Q associated risk of symptomatic hypotension was found

(}' acceptable by the CHMP.

& 03/2013 17/04/2013 Annex II The MAH submitted a consolidate RMP version applicable
for aliskiren, aliskiren monotherapy, and its three FDCs in
order to address the obligations introduced as a result of
Article 20 procedure and Rasilez R-62/Riprazo R-68 renewal
procedures.

The CHMP concluded that RMP version 9 adequately
describes all the safety concerns, the planned
pharmacovigilance activities and the interventions designed
to identify, characterise, prevent or minimise the risks.

Therefore the MAH'’s proposal to remove the above
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C.1.3.z - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under A 45/46,
or amendments to reflect a Core SPC - Other

variation

commitment from

zsnex II is acceptable.

%
N

O

WS/0327 This was an application for a variation following a 17/01/2013 18/02/2013 SmPC @on the results of a clinical study conducted in
worksharing procedure according to Article 20 of G diatric population the MAH updated the SmPC in order
Commission Regulation (EC) No 1234/2008. @ to confirm that: based on the available data in children
& posology recommendations in children cannot be made
Update of sections 4.2, 4.8 and 5.2 of the SmPC in @ (SmPC section 4.2), the safety and pharmacokinetics
order to add pharmacokinetic and safety information Q profiles in children are expected to be similar to the one in
related to paediatric population following the Q adults (SmPC section 4.8 and 5.2). The CHMP agreed with
assessment of the study CSPP100A2256. \O the proposed updates.
C.I.3.b - Implementation of change(s) requested O
following the assessment of an USR, class labelling, a Q
PSUR, RMP, FUM/SO, data submitted under Article \
45/46, or amendments to reflect a Core SPC - C)
Change(s) with new additional data submitted by the 60
MAH O
WS/0316 This was an application for a variation following Q&17/01/2013 18/02/2013 SmPC, Annex Update of sections 4.2, 4.4, 4.5, 4.8 and 5.2 of the SmPC
worksharing procedure according to Article 2(\ II, Labelling in order to implement the agreed changes for the SmPC of
Commission Regulation (EC) No 1234/2008@ and PL Rasilez (aliskiren mono therapy product) across the SmPCs
. of the fixed dose combination products containing aliskiren.
Update of sections 4.2, 4.4, 4.5,.4. 4 nd 5.2 of In addition the SmPC section 4.7 was updated in a
the SmPC in order to implementi mPCs of the consistent manner across the combination products
fixed dose combination pro ﬁwtaining aliskiren indicating that no studies have been performed on the
the agreed changes for ac of Rasilez following ability to drive. The PL section 2 includes the information
the conclusion of the al procedure. that the 300 mg aliskiren taken alone doesn’t reduce the
blood pressure of the majority of patients older than 65
Rasilez HCT
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IA/0045

1G/0248

WS/0333/G

C.1.4 - Variations related to significant modifications
of the SPC due in particular to new quality, pre-

clinical, clinical or pharmacovigilance data

A.7 - Administrative change - Deletion of

manufacturing sites

C.1.z - Changes (Safety/Efficacy) of Human and

Veterinary Medicinal Products - Other variation

This was an application for a group of variations
following a worksharing procedure according to
Article 20 of Commission Regulation (EC) No
1234/2008.

To change the specifications and test procedures for

hydrochlorothiazide (the active substance) and for an

intermediate used in the manufacture of the active

substance hydrochlorothiazide.

B.I.b.1.b - Change in the specification parameters

and/or limits of an AS, starting
material/intermediate/reagent - Tightening of Q

specification limits

B.I.b.1.b - Change in the specification para

and/or limits of an AS, starting * Q

material/intermediate/reagent -Iig@\g of
N

on parameters

specification limits

B.I.b.1.c - Change in the sp;
and/or limits of an AS,
material/intermediat ent - Addition of a new

specification parameter to the specification with its

13/02/2013
17/12/2012

13/12/2012

6\3

©

n/a

n/a

n/a

compared to the 1

éi mg dose.
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corresponding test method

B.I.b.1.d - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of a non-
significant specification parameter (e.g. deletion of
an obsolete parameter)

B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.b.2.b - Change in test procedure for AS or
starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test
procedure is already authorised

B.I.b.2.e - Change in test procedure for AS or
starting material/reagent/intermediate - Other
changes to a test procedure (including replacement
or addition) for the AS or a starting
material/intermediate

B.I.b.2.e - Change in test procedure for AS or
starting material/reagent/intermediate - Other

changes to a test procedure (including replacement

or addition) for the AS or a starting Q
material/intermediate \

B.I.b.2.a - Change in test procedure for AS @
starting material/reagent/intermediate 1

changes to an approved test proged@
B.I.b.1.z - Change in the speci N arameters
and/or limits of an AS, startj
material/intermediate/r Other variation

B.I.b.2.a - Change i ‘ocedure for AS or
starting material/reagent/intermediate - Minor
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changes to an approved test procedure
B.I.b.2.e - Change in test procedure for AS or 6

starting material/reagent/intermediate - Other @
changes to a test procedure (including replacement * 6
or addition) for the AS or a starting \

material/intermediate 0
B.I.b.2.e - Change in test procedure for AS or ®

starting material/reagent/intermediate - Other 0
changes to a test procedure (including replacement @
or addition) for the AS or a starting

material/intermediate é

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

starting material/reagent/intermediate - Minor Q
changes to an approved test procedure \O
WS/0309 This was an application for a variation following a 13/12/2012 28 @ 2013 SmPC and The MAH submitted final results and study report for the
worksharing procedure according to Article 20 of Annex II active treatment phase for ALTITUDE trial. The MAH was
Commission Regulation (EC) No 1234/2008. \ required to update the Annex II by amending the obligation
C) deriving from Article 20 procedure as below.
This submission presents the active treatment phase 60 The MAH shall submit the final study report of the
of the ALTITUDE trial. The MAH required to update ALTITUDE study, including the 1-year safety extension
the Annex II by amending the relevant obligation &O phase covering the results of the active treatment phase

deriving from Article 20 procedure. In addition trQ relevant to the two different cut-off dates.
MAH proposed the update of section 5.1 of tth
with new data of the ALTITUDE STUDY.

. Q
C.I.3.b - Implementation of charlgeqe Uested

following the assessment of an ss labelling, a

PSUR, RMP, FUM/SO, data d under Article
45/46, or amendments t a Core SPC -
Change(s) with new i al data submitted by the
MAH
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WS/0280

This was an application for a variation following a 13/12/2012 28/01/2013 SmPC The MAH perform present study [CSPP100A2255]
worksharing procedure according to Article 20 of with the aim o ssing whether a pharmacodynamic
Commission Regulation (EC) No 1234/2008. (diuretic&@) interaction exists between aliskiren and
furosem IR heart failure patients. The study assessed the
The MAH proposed the update of sections 4.4 and effec m: single (150 mg) and multiple doses (150 and
4.5 of the Summary of Product Characteristics g/day) of aliskiren on pharmacokinetics, efficacy and
(SmPC) in order to update the information regarding ety of once daily 60 mg furosemide at steady state in
aliskiren interaction with furosemide following @ patients with chronic heart failure. Overall, the study data

completion of the drug-to-drug interaction study & suggest that aliskiren may decrease the efficacy of

CSPP100A2255. @ furosemide. Results of study CSPP100A2255 are the basis
Q of a proposal for a modification of SmPC text to update the

C.I.3.b - Implementation of change(s) requested sections 4.4 and 4.5 of the SmPC.

following the assessment of an USR, class labelling, a \OQ

PSUR, RMP, FUM/SO, data submitted under Article

45/46, or amendments to reflect a Core SPC - O
Change(s) with new additional data submitted by the Q
MAH \
O
WS/0308/G This was an application for a group of variations 18 22/11/2012 SmPC and PL WS-0308-G was submitted for a group of variations
following a worksharing procedure according to consisting of one Type II variation and one Type IB
Article 20 of Commission Regulation (EC) No &O variation following a worksharing procedure according to
1234/2008. Article 20 of Commission Regulation (EC) No 1234/2008.
\ The safety update of the SmPC and Package Leaflet was
WS-0308-G was submitted for a group of v% 5 based on the MAH'’s systematic review of all available
consisting of one Type II variation and @pe 1B information on anaphylactic reactions associated with the
variation following a worksharingpr use of aliskiren from clinical studies and the MAH’s post-
according to Article 20 of Com \ egulation marketing safety database. A number of cases of
(EC) No 1234/2008. 6 ‘anaphylactic reaction’ could be retrieved from the post-
Type II variation: Upda @tions 4.4 and 4.8 of marketing database, of which six had no alternative
the SmPC to include ation on ‘anaphylactic explanation other than treatment with aliskiren. The
reactions’ reported post-marketing. The Package product information of aliskiren-containing products (SPC
Rasilez HCT
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Leaflet has been updated accordingly. In addition,
upon request by the CHMP, the MAH took the
opportunity to update the SmPC wording related to
the hydrochlorothiazide component of the fixed-dose
combination. As a consequence, minor changes have
been implemented in sections 4.2, 4.3 and 4.4 of the
SmPC and the Package Leaflet has been updated
accordingly.

Type IB variation: Update of sections 4.4 and 4.8 of
the SmPC, upon request by the CHMP following the
assessment of FU2 026 for aliskiren and FU2 027 for
aliskiren/HCTZ, to include further information about

the ADR ‘angioedema’.

C.1.4 - Variations related to significant modifications
of the SPC due in particular to new quality, pre-

clinical, clinical or pharmacovigilance data

C.I.3.a - Implementation of change(s) requested :\

following the assessment of an USR, class labelling, a

PSUR, RMP, FUM/SO, data submitted under A 45/46, EQ

or amendments to reflect a Core SPC - Changes with
NO new additional data are submitted by the MAH @

sections 4.4 and 4.8) was therefore updated with relevant
information. &

In addition, se 4.4 and 4.8 of the SmPC was updated
by the MA clude further information about the ADR

‘angioe% after a request by the CHMP following the

as nt of FU2 026 for aliskiren and FU2 027 for
@n/HCTZ.

owing the assessment of the data provided, additional
amendments not related to the scope of the present
procedure were implemented to correct some
inconsistencies in the changes to the Product Information
approved in the previous WS173 procedure for Rasilez HCT.

1G/0232 B.II.b.1.a - Replacement or addition of a 14/11/2012 n/a
manufacturing site for the FP - Secondary g
site 7S Q
o CD
1B/0039/G This was an application for a g® ariations. 26/10/2012 n/a
B.II.d.1.z - Change in t ication parameters
and/or limits of the product - Other variation
B.II.d.2.a - Change in test procedure for the finished
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IA/0041/G

1G/0220/G

product - Minor changes to an approved test
procedure

B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure

B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test

procedure

This was an application for a group of variations. 23/10/2012

B.I.b.1.b - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Tightening of
specification limits

B.I.b.1.b - Change in the specification parameters

and/or limits of an AS, starting

material/intermediate/reagent - Tightening of 0\'

specification limits

B.I.b.1.c - Change in the specification parameters 60
and/or limits of an AS, starting

material/intermediate/reagent - Addition of a new &O
specification parameter to the specification with Q

corresponding test method \

This was an application for a group of variatigns. 09/10/2012

B.I.a.1.f - Change in the manu .&gof AS or of a
starting material/reagent/i gate for AS -
Changes to quality cont ’mg arrangements for
the AS -repIacemen@ion of a site where
batch control/testing takes place

n/a

n/a
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1G/0226/G

1G/0209/G

B.I.b.1.b - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Tightening of

specification limits

This was an application for a group of variations. 05/10/2012 n/a

B.III.1.a.1 - Submission of a new or updated Ph. Eur.
Certificate of Suitability to the relevant Ph. Eur.
Monograph - New certificate from an already
approved manufacturer

B.III.1.a.2 - Submission of a new or updated Ph. Eur.
Certificate of Suitability to the relevant Ph. Eur.

Monograph - Updated certificate from an already \

approved manufacturer
B.I.b.1.d - Change in the specification parameters O

and/or limits of an AS, starting Q
material/intermediate/reagent - Deletion of a non- :\

significant specification parameter (e.g. deletion of

an obsolete parameter) 60

This was an application for a group of variations. 08/2012 n/a

C.1.9.b - Changes to an existing pharmacovigNg
system as described in the DDPS - Change

contact details of the QPPV °*

C.I.9.h - Changes to an existingph igilance

system as described in the DDE& r change(s)

to the DDPS that does not i n the operation of

the pharmacovigilan@
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1G/0201/G

1G/0206

1G/0196/G

This was an application for a group of variations. 24/07/2012 n/a

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

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

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 O

batch control/testing takes place Q
A.5.b - Administrative change - Change in the name 23/07/ @
and/or address of a manufacturer of the finished t

product, including quality control sites (excluding O

n/a

manufacturer for batch release)

This was an application for a group of variatio\ 2 13/07/2012 n/a
A.7 - Administrative change - Deletion@\'QE

manufacturing sites g)

.
B.I.a.1.f - Change in the manu & of AS or of a
starting material/reagent/im ate for AS -
Changes to quality cont g arrangements for
the AS -replacement ition of a site where
batch control/testing takes place
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WS/0173 This was an application for a variation following a 24/05/2012 28/06/2012 SmPC and PL The MAH has unde @ the following in-depth review of
worksharing procedure according to Article 20 of the clinical saf d clinical pharmacology information
Commission Regulation (EC) No 1234/2008. available&% on the HCTZ component of the fixed-dose

combination
Update the safety and pharmacokinetics information Reyi Esidrex (containing HCTZ, first authorised in
in the SmPC related to the hydrochlorothiazide jitzerland in 1958, nationally authorised in 39 countries)
component of the fixed-dose combination. As a 0 Rs 1-6 (1 Oct 1989-31 Dec 2009);
consequence, sections 4.2, 4.3, 4.4, 4.5, 4.6, 4.8 @ Cases/events from the MAHs Global Safety Database
and 5.2 of the SmPC have been updated and the & (NGSD): NGSD was reviewed cumulatively (cut-off date 13
Package Leaflet has been updated accordingly. In @ Apr 2010) for all cases (spontaneous reports including
addition, the MAH has taken the opportunity to Q literature reports as well as serious adverse events from
implement editorial changes in the SmPC and Q clinical trials) to identify any unlisted event clusters for
Package Leaflet. O Esidrex. No new unlisted event cluster was identified in the
\ summary tabulation from the safety database search;
C.1.4 - Variations related to significant modifications O Literature review: Major drug reference books, including
of the SPC due in particular to new quality, pre- Q Martindale (HCTZ) and Meyler’s side effects (thiazide
clinical, clinical or pharmacovigilance data \ diuretics), were reviewed for unlisted adverse reactions,
C) and bridging literature searches up to the cut-off date of 13
60 Apr 2010 were performed as per PSUR search criteria
(publication date from the PSUR 6 cut-off date: 31 Dec
&O 2009).
Q As a consequence, sections 4.2, 4.3, 4.4, 4.5, 4.6, 4.8 and
\ 5.2 of the SmPC have been updated and the Package
@ Leaflet has been updated accordingly.
. Q Section 4.4 of the SmPC has been updated to include a new
o C)\ warning on the potential risk of ‘acute angle-closure
\ glaucoma’ associated with the use of hydrochlorothiazide.
b Hydrochlorothiazide, a sulphonamide, has been associated
@ with an idiosyncratic reaction resulting in acute transient
myopia and acute angle-closure glaucoma. Symptoms
include acute onset of decreased visual acuity or ocular
Rasilez HCT
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19/04/201 Q/O

O

O

&’Zr

%,
S

N

pain and typically accur within hours to a week of
treatment initiatio%;reated acute-angle closure
glaucoma can | 0 permanent vision loss.

The prima tment is to discontinue hydrochlorothiazide
as rapi §possible. Prompt medical or surgical treatment
m to be considered if the intraocular pressure
%s uncontrolled. Risk factors for developing acute
xle closure glaucoma may include a history of
sulphonamide or penicillin allergy.

As further major changes to section 4.8 of the SmPC the
following new ADRs have been added: asthenia, pyrexia,
erythema multiforme, aplastic anaemia, acute renal failure,
muscle spasm and acute angle-closure glaucoma.

Section 4.3 of the SmPC has been updated to add
hyponatraemia and symptomatic hyperuricaemia to the

contraindications.

WS/0189 This was an application for a variation following a 5/2012 SmPC Aliskiren is mainly eliminated through the hepatobiliary
worksharing procedure according to Article 20 of C) route. Renal excretion only accounts for 0.6% of the
Commission Regulation (EC) No 1234/2008. 0 administered dose. No adjustment of the initial dosage is
6 required in patients with mild to severe renal impairment,
Update of sections 4.9 and 5.2 of the SmPC in order O however caution should be exercised in patients with
to add the information on the pharmacokinetics o severe renal impairment. The MAH has conducted a study
aliskiren in patients with end stage renal disease (Study SPP100A2262) to characterize the pharmacokinetics
receiving haemodialysis following completio e and safety of aliskiren in End-Stage Renal Disease (ESRD)
study SPP100A2262. patients receiving haemodialysis (HD). It is concluded that
’\Q no dose adjustment is needed in patients with ESRD. A
C.1.4 - Variations related to sigpffi @nodifications novel and important finding of the study is that aliskiren
of the SPC due in particular to ality, pre- cannot be efficiently removed by HD. Based on the data of
clinical, clinical or pharmac@wdilance data Study SPP100A2262, the MAH proposes to change the
section 4.9 and 5.2 of the SmPC.
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A20/0026

1G/0148/G

Article 20 Review

On 20 December 2010, the European Commission
initiated a procedure under Article 20 of Regulation
(EC) No 726/2004 for all aliskiren-containing
medicinal products authorised in the centralised
procedure and requested the CHMP to assess all the
available data and its impact on the risk benefit
balance for aliskiren-containing medicinal products
and to give its opinion on whether the marketing
authorisations for these products should be
maintained, varied, suspended or revoked.

The scope of the review was to assess the risk
benefit balance of all aliskiren-containing medicinal
products in the approved indication of hypertension

in light of the emerging safety data from the

ALTITUDE study in patients with diabetes at high risk

for cardiovascular and renal events which lead to the

premature study termination.

This was an application for a group of variations,Q&

C.I.9.e - Changes to an existing pharmacov \
system as described in the DDPS - ChangesNin the
major contractual arrangements.wi persons
or organisations involved in the \ nt of
pharmacovigilance obligatio escribed in the
DD @

C.I1.9.h - Changes to isting pharmacovigilance

system as described in the DDPS - Other change(s)

\

II and PL A20-26-Assessme

ort-Article 20.

24/04/2012 SmPC, Annex Please refer to the éssessment Report: Rasilez HCT-H-964-

>

<
,0\3
&
O
N

n/a

)
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WS/0191/G

to the DDPS that does not impact on the operation of
the pharmacovigilance system

This was an application for a group of variations 16/02/2012 16/02/2012
following a worksharing procedure according to

Article 20 of Commission Regulation (EC) No

1234/2008.

The specification of the active substance aliskiren has
been tightened.

The test procedures used for aliskiren have been
updated.

In addition, typographic errors have been corrected Q

in the dossier.
All those changes apply to both routes of synthesis of \
aliskiren (Synthesis B and synthesis C), where O

applicable. Q

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

starting material/reagent/intermediate - Deletion of 60
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative tes &O
procedure is already authorised

B.I.b.1.b - Change in the specification param%

and/or limits of an AS, starting

material/intermediate/reagent - Tightening

specification limits . Q

B.I.b.2.a - Change in test proc%\ AS or

starting material/reagent/in ate - Minor

changes to an approve cedure
B.I.b.2.e - Change i

starting material/reagent/intermediate - Other

ocedure for AS or
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changes to a test procedure (including replacement
or addition) for the AS or a starting

material/intermediate

D

.
9
WS/0146 This was an application for a variation following a 20/10/2011 22/11/2011 SmPC and PL Arthral &B nonspecific symptom which can be
worksharing procedure according to Article 20 of as! @1 with various medical conditions. The most
Commission Regulation (EC) No 1234/2008. uént are osteoarthritis, gout, bursitis, infectious
d eases, injury, osteomyelitis, and autoimmune diseases.
This was an application for a variation following a @ However, it is also considered that hypersensitivity/allergic
worksharing procedure according to Article 20 of & reactions sometimes manifest with systemic involvement
Commission Regulation (EC) No 1234/2008. @ including arthralgia.
C.I.3.b - Implementation of change(s) requested Q Joint swelling is also very commonly associated with the
following the assessment of an USR, class labelling, a Q above mentioned joint disorders, or could be linked to
PSUR, RMP, FUM/SO, data submitted under A 45/46, O peripheral oedema or to systemic manifestation of
or amendments to reflect a Core SPC - Change(s) \ hypersensitivity reactions.
with new additional data submitted by the MAH O This review focused on arthralgia and joint swelling cases
Q where underlying hypersensitivity reactions likely played a
C.I.3.b - Implementation of change(s) requested \ role in the development of arthralgia and where both
following the assessment of an USR, class labelling, a () conditions could have been due to the direct effect of
PSUR, RMP, FUM/SO, data submitted under Article 60 aliskiren.
45/46, or amendments to reflect a Core SPC - In response to the request from CHMP, MAH conducted a
Change(s) with new additional data submitted by t &O comprehensive review of all cases of “Arthrlagia”. Based on
MAH this new analysis, CHMP requested the addition of the ADR
\ “Arthralgia” in section 4.8 of aliskiren containing product
@ SmPCs.
WS/0145 This was an application for a variatior.l ing a 20/10/2011 22/11/2011 SmPC and PL Toxic epidermal necrolysis (TEN) is considered severe
worksharing procedure accordi c@c e 20 of cutaneous adverse reaction (SCAR) as it is severe,
Commission Regulation (EC) N /2008. unpredictable, and drug-induced. TEN is characterized by
@ extensive detachment of the epidermis and erosions of the
Update to section 4 f mPC to include severe mucous membranes. In response to request from CHMP,
cutaneous adverse reagtions including toxic the MAH has conducted comprehensive review in which
Rasilez HCT
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1G/0102

1G/0101

1G/0088/G

epidermic necrolysis and oral mucosal reactions,
following the assessment of PSUR 5. The MAH has
submitted consequential changes to the Package
Leaflet. In addition, minor changes have been made
in the Section 2 of the Package Leaflet with regards
to angioedema for Rasilez, Rasilez HCT, Riprazo and

Sprimeo.

C.I.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the
MAH

B.I.a.3.a - Change in batch size (including batch size 18/08/2011
ranges) of AS or intermediate - Up to 10-fold

increase compared to the currently approved batch

size 0

B.I.a.3.a - Change in batch size (including batch size 011
ranges) of AS or intermediate - Up to 10-fold

increase compared to the currently approved baQ&
size \

This was an application for a group of vagiatiens. 11/07/2011

.
C.I.9.e - Changes to an existin Nq)acovigilance
hanges in the

system as described in the
major contractual arran with other persons
or organisations invo the fulfilment of

pharmacovigilance obligations and described in the

O
{\®

n/a

n/a

cases of SCARs ha
relationship with a

been identified where the causal
n cannot be ruled out in the

absence of alte jve explanations. Considering the

scribed reactions, the CHMP requested

severity 0\
“SCARs™inclading “"TEN” and “oral mucosal reactions” to be

adfe@section 4.8 of aliskiren containing product SmPC.

&’Zr

%,
S
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DD

C.I.9.h - Changes to an existing pharmacovigilance
system as described in the DDPS - Other change(s)
to the DDPS that does not impact on the operation of

the pharmacovigilance system

O
%
A

O

WS/0098 This was an application for a variation following a 14/04/2011 29/06/2011 SmPC and PL owing the review of PSUR 5 for aliskiren MAH was
worksharing procedure according to Article 20 of 0 uested to consider updating the SmPC to add severe
Commission Regulation (EC) No 1234/2008. cutaneous adverse reactions (SCARs) and arthralgia.
& Conducted review of all cases of SCARs and of arthralgia
Update of section 4.8 of the SmPC to add the @ did not demonstrate an evidence of a clear causal
Adverse Drug Reaction 'hypersensitivity reactions' Q relationship between these events and aliskiren treatment.
under post-marketing experience as requested by Q However, the analysis revealed a possible relationship
CHMP following PSUR review. The Package Leaflet O between these events and hypersensitivity. Subsequently
has been updated accordingly. In addition, the MAH \ MAH has performed a detailed analysis of available data.
takes the opportunity to update the contact details in O The evidence presented is considered to support the
the Package Leaflet of the local representative in Q inclusion of post-marketing events of "hypersensitivity" into
Poland. \ the SmPC section 4.8 (undesirable effects) for aliskiren.
This application was submitted for a group of C)
variations consisting of Type II variations following a 60
worksharing procedure according to Article 20 of
Commission Regulation (EC) No 1234/2008. &O
C.1.4 - Variations related to significant modifir&g
of the SPC due in particular to new quality, %
clinical, clinical or pharmacovigilance‘daQ
x®)
WS/0055 This was an application for a v. \ ollowing a 14/04/2011 29/06/2011 SmPC AGELESS study was conducted in order to specifically
worksharing procedure acc m Article 20 of evaluate the safety and efficacy of aliskiren and
Commission Regulation 1234/2008. aliskiren/HCT in elderly (>65ys) and very elderly (>75 ys)
hypertensive patients. Overall the results of this clinical
Update of section 4.2 and 5.1 of the SmPC to include study support the conclusion of a positive benefit/risk ratio
Rasilez HCT
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information about the efficacy and safety of aliskiren in the use of the aligkiren+HCTZ as antihypertensive

in elderly and very elderly hypertensive patients treatment of elder very elderly patients. However,
based on data from the AGELESS study. the review of a e data also suggests different

respons o%reatment of elderly and very elderly. As a
C.I1.4 - Variations related to significant modifications result SX 4.2 and 5.1 have been updated by including
of the SPC due in particular to new quality, pre- infi rn about the efficacy and safety of aliskiren in

clinical, clinical or pharmacovigilance data and very elderly hypertensive patients.

following a worksharing procedure according to

K .
WS/0139/G This was an application for a group of variations 23/06/2011 23/06/2011 @0

Article 20 of Commission Regulation (EC) No
1234/2008.

To add a new manufacturing site, Novartis Grimsby

Ltd, UK, for the intermediates of aliskiren, \
respectively C3 and C6. O

Together with this change, several changes have Q

been introduced to the reagents, solvents, starting C}'

material specifications and batch size at the

proposed site. 60

B.I.a.1.a - Change in the manufacturer of AS or of &
starting material/reagent/intermediate for AS - Q
proposed manufacturer is part of the same \

pharmaceutical group as the currently appr

manufacturer 7S Q
B.I.a.3.a - Change in batch size ‘in atch size

ranges) of AS or intermediate -

increase compared to the ¢ approved batch
size
B.I.b.1.z - Change i cification parameters

and/or limits of an AS, starting

Rasilez HCT
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material/intermediate/reagent - Other variation
B.I.b.1.b - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Tightening of
specification limits

B.I.b.1.c - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Addition of a new
specification parameter to the specification with its
corresponding test method

B.I.b.1.d - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of a non-
significant specification parameter (e.g. deletion of
an obsolete parameter)

B.I.b.2.a - Change in test procedure for AS or
starting material/reagent/intermediate - Minor

changes to an approved test procedure

o

\

\0Q

O

Q@\

11/0005/G This was an application for a group of variations. 17 06/05/2011 SmPC and PL Contraindication with regards to concomitant use of
aliskiren and the highly potent P-gp inhibitor ciclosporin

This type II variation concerned an update of sectio; &O and other potent P-gp inhibitors (verapamil, quinidine) was
4.3 of the Summary Product Characteristics (Sm introduced on the basis of results from drug-drug
to remove verapamil from the contraindicatiown interaction study. Subsequently, as a part of FUM 015 MAH
update of sections 4.4 and 4.5 of the SmPC was requested to provide additional preclinical data
following the CHMP assessment of FUM @1 d FUM evaluating the potential mechanism of the ciclosporin and
017, regarding the potential for w@ of other potent P-gp inhibitor interaction with aliskiren. The
aliskiren with verapamil, and th&,i of Pgp MAH applied for a type II variation update section 4.3 of
inhibition on the distributio iren. The the SmPC to remove verapamil from the contraindications,
Package Leaflet has be ed accordingly. In and sections 4.4 and 4.5 of the SmPC, following the CHMP
addition, the MAH to pportunity to implement assessment of FUM 015 and FUM 017, regarding the
minor editorial changes In the annexes and to update potential for interaction of aliskiren with verapamil, and the
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the local representatives in the Package Leaflet.
The type IB variation concerns an update of section
4.4 of the SmPC, upon request by CHMP following
the assessment of FUM 011, to add the word 'acute'

to the term renal failure.

C.1.4 - Variations related to significant modifications
of the SPC due in particular to new quality, pre-
clinical, clinical or pharmacovigilance data

C.I.3.a - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under A 45/46,
or amendments to reflect a Core SPC - Changes with
NO new additional data are submitted by the MAH

&
\OQQ

st\e‘é@
,0\5
N

impact of Pgp inhih:’ ion on the distribution of aliskiren. The

proposed changes @-- product information are
acceptable. Th IB variation concerns an update of
section 4¢: SmPC, upon request by CHMP following
the ass&%nt of FUM 011, to add the word 'acute' to the

| failure.

WS/0073 This was an application for a variation following a 17/02/2011 12011 SmPC This type II variation concerns an update of section 4.5 of
worksharing procedure according to Article 20 of Q the SPC in view of the results of study CSPP100A2112
Commission Regulation (EC) No 1234/2008. \ investigating the potential interaction between aliskiren and
C) grapefruit juice in healthy subjects.
This type II variation concerns an update of sections 60 Administration of grapefruit juice with aliskiren resulted in a
4.2 and 4.5 of the SPC in view of the results of study decrease in AUC and Cmax of aliskiren. Co-administration
CSPP100A2112 investigating the potential interacti &O with aliskiren 150 mg resulted in a 61% decrease in
between aliskiren and grapefruit juice in healthy aliskiren AUC and co-administration with aliskiren 300 mg
subjects. The Package Leaflet has been updatx resulted in a 38% decrease in aliskiren AUC. This decrease
accordingly. @ is likely due to an inhibition of organic anion transporting
. Q polypeptide-mediated uptake of aliskiren by grapefruit juice
C.1.4 - Variations related to signﬁic@ ifications in the gastrointestinal tract. Therefore, because of the risk
of the SPC due in particular to ity, pre- of therapeutic failure, grapefruit juice should not be taken
clinical, clinical or pharmac e data together with aliskiren.
This application was submitted for a Type II variation
following a worksharing procedure according to Article 20
Rasilez HCT
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of Commission RegEIation (EC) No 1234/2008.

WS/0028 This was an application for a variation following a 20/01/2011 21/02/2011 SmPC and PL This type IB varj oncerns an update of section 4.8 of
worksharing procedure according to Article 20 of the SPC,.up%zest by CHMP following the assessment
Commission Regulation (EC) No 1234/2008. of PSUR; 5 for aliskiren, to add the ADR 'blood

creati Qrease‘ under post-marketing experience. The

Update of Summary of Product Characteristics and Leaflet has been updated accordingly. In addition,
Package Leaflet. \g AH took the opportunity to make some minor editorial

Qhanges to the safety information already included in
C.I.3.a - Implementation of change(s) requested @ section 4.8 of the SPC.
following the assessment of an USR, class labelling, a & This application was submitted as a Type IB variation
PSUR, RMP, FUM/SO, data submitted under A 45/46, @ following a worksharing procedure according to Article 20
or amendments to reflect a Core SPC - Changes with Q of Commission Regulation (EC) No 1234/2008.
NO new additional data are submitted by the MAH OQ

WS/0069 This was an application for a variation following a 16/12/2010 2762011 SmPC This type IB variation concerned an update of sections 4.3,
worksharing procedure according to Article 20 of Q 4.4 and 4.8 of the SPC, upon request by CHMP following a
Commission Regulation (EC) No 1234/2008. \ review by the PhVWP of the risk of angioedema with

() aliskiren, to add the new contraindication 'hereditary or
This type IB variation concerns an update of sections 0 idiopathic angioedema' and to add further information
4.3, 4.4 and 4.8 of the SPC, upon request by CHMP 6 about the risk of angioedema with aliskiren administration.
following a review by the PhVWP of the risk of O The application was submitted for a Type IB variation
angioedema with aliskiren, to add the new & following a worksharing procedure according to Article 20
contraindication 'hereditary or idiopathic Q of Commission Regulation (EC) No 1234/2008.
angioedema' and to add further information \ See scientific discussion EMA/H/C/XXXX/WS/0069.
the risk of angioedema with aIiskirenfd i @on

N

C.I.3.a - Implementation of ch quested
following the assessment of a Kc

PSUR, RMP, FUM/SO, data itted under A 45/46,
or amendments to reflec ore SPC - Changes with
NO new additional datazgre submitted by the MAH

lass labelling, a
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IB/0007/G

1G/0032/G

This was an application for a group of variations. 27/01/2011

A.4 - Administrative change - Change in the name
and/or address of a manufacturer or supplier of the
AS, starting material, reagent or intermediate used
in the manufacture of the AS

B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation

A.4 - Administrative change - Change in the name
and/or address of a manufacturer or supplier of the
AS, starting material, reagent or intermediate used

in the manufacture of the AS

This was an application for a group of variations. 21/12/2010

To update the Detailed Description of the O\'

Pharmacovigilance System (DDPS) to version 9.0, to

include: 60
- a change in the deputy of the Qualified Person for
Pharmacovigilance (QPPV); @

- a change in the major contractual arrangemen

- administrative changes not impacting the op&gatio
of the pharmacovigilance system. @
Annex II.B has also been updated with the fatest
wording as per October 2010 CHMP ocedural

announcement. b\
C.I1.9.c - Changes to an @ pharmacovigilance
system as described DPS - Change of the

back-up procedure of the QPPV

n/a
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C.I.9.e - Changes to an existing pharmacovigilance
system as described in the DDPS - Changes in the 6

major contractual arrangements with other persons @
or organisations involved in the fulfilment of * 6
pharmacovigilance obligations and described in the \

o O
C.I1.9.h - Changes to an existing pharmacovigilance ®

system as described in the DDPS - Other change(s) 0
to the DDPS that does not impact on the operation of @
the pharmacovigilance system &
WS/0037 This was an application for a variation following a 23/09/2010 03/11/2010 , Annex This type II variation concerned an update of section 4.3 of

worksharing procedure according to Article 20 of Q and PL the SPC to add a contraindication for the concomitant use
Commission Regulation (EC) No 1234/2008. O of aliskiren and itraconazole, and section 4.5 of the SPC to
\ add information regarding this interaction following the

Update of Summary of Product Characteristics, publication of a study in healthy subjects. The Package

Annex II and Package Leaflet Q Leaflet has been updated accordingly. A study in healthy
\ volunteers showed that itraconazole (100 mg) increases
C.1.4 - Variations related to significant modifications C) AUC and Cmax of aliskiren (150 mg) by 6.5-fold and 5.8-
of the SPC due in particular to new quality, pre- 60 fold, respectively. Therefore, concomitant use of aliskiren
clinical, clinical or pharmacovigilance data and the potent P-gp inhibitor itraconazole is
&O contraindicated. In addition, the MAH took the opportunity

to update the annexes in line with the latest QRD template

\Q (version 7.3).
@ This application was submitted for a Type II variation
. Q following a worksharing procedure according to Article 20
A C)\ of Commission Regulation (EC) No 1234/2008. See
N

scientific discussion EMA/H/C/xxx/WS/0037.

11/0006 This type II variation c ce@ an update of section 22/04/2010 04/06/2010 SmPC and PL Peripheral oedema has been reported with aliskiren use in
4.8 of the SPC, upo q y CHMP following the the post-marketing setting. The detailed analysis of
assessment of PSUR 3 PSUR 4 for Rasilez spontaneous reports showed that many cases were

Rasilez HCT
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(aliskiren), to include information about the ADR
‘peripheral oedema’. The Package Leaflet has been
updated accordingly.

C.I1.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the
MAH

O

Q)@\

confounded by patignt medical history or suspect
concomitant medi . Nevertheless, a number of cases

showed a posit challenge such that a causal

relationshij eatment could not be excluded. Therefore,
based o&&analysis, and in accordance with CHMP’s
re ollowing assessment of PSUR 3 and PSUR 4 for
ilez (aliskiren), the MAH applied for a type II variation
0 pdate the ‘Undesirable effects’ section of the SPC to
@ add the text: “Post marketing experience: peripheral
oedema (frequency unknown)”. The Package Leaflet has
also been updated accordingly.
The proposed changes to the product information are

acceptable and the benefit/risk balance remains

unchanged.
11/0004 Update of the Detailed Description of the 18/02/2010 266}0 Annex II With this variation the MAH submitted a new version of the
Pharmacovigilance system (DDPS). Q DDPS (core version 8.0) in accordance with the current
\ Pharmacovigilance guideline. After assessing the
Changes to QPPV C) documentation the CHMP concluded that the submitted
Update of DDPS (Pharmacovigilance) E 0 DDPS contained all required elements.
11/0003 Update of or change(s) to the pharmaceutical 3/2010 24/03/2010
documentation Q&
11/0002 Update of or change(s) to the pharmaceutic. \ 19/11/2009 08/12/2009
documentation Q
.
N/0001 Minor change in labelling or pa ’axge)ﬂet not 23/04/2009 n/a PL
connected with the SPC (Art. tification)
Rasilez HCT
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