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Labelling is important...
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Are labels always easy to read? ‘ = i
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Clozapine — indicated in patients
with severe schizophrenia - Nurse mistakenly thought that each
14ml bottle of clozapine contained 50
mg — but there was 50 mg for every
millilitre.

Medication
errors

e Patient was given 6 bottles for a 300

mg dose.

— Strength displayed as 50 mg and total
volume not prominently displayed?

e Labelling issue?
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Mock ups and specimen review
Timelines (new applications and extensions)

m— D120 D121 5)1_50 D180 Day 210

i oint . . -
et List of clock List Outstanding Marketing
SURTESIEn guestions restart B et issues authorisation

report
. . Review of
1st mock-ups 2nd mock-ups Review of all outstanding .
specimens

review review comments (on average
3-4 rounds of mock-
ups reviews)

prior to launch

Early
identification
of issues
_ _ Mock-ups Specimens
'ntevciﬂ'o” 'ntevc?t'f]t'on - Mock-ups reviewed in parallel to - Shorter specimen review, which
PRAC/CHMP HCPs/patients scientific assessment. facilitates faster launch.
assessors /MSs
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Mock ups and specimen review
Timelines (post-authorisation)

Other post-
Renewals authorisation
procedures

Packaging changes not part of
any regulatory procedure
and affecting

overall design and readability

Specimen Mock-ups Mock-ups and/or
review of all review of all specimen review
marketed presentations on a case by case
product (case by case) basis and when the
presentations overall design and
readability is
affected
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Tools and interactions
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EU legislation and guidelines.

Guidance and alerts issued by
medication safety organisations
(ISMP, NPSA etc.) and other
regulatory agencies (MHRA,
FDA, Health Canada etc.).

Product information, RMP, CHMP
and RMP PRAC ARs.

EUROPEAN MEDICINES AGENCY

/I Nnteractions: \

QRD group and PRAC/CHMP
assessors and Rapporteurs.

Consultations with HCPs, patients
and consumers organisations to
gather how the medicinal product
will be used in ‘real life’.




EUROPEAN MEDICINES AGENCY

Readability check (1)
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dexdor

100 micrograms/ml

concentrate for solution for infusion
dexmedetomidine

4 x4 m| —g—apt

|
@

ZALTRAP

25mg/ml

concentrate for solution
for infusion

aflibercept

1vial

Intravenous use only
after dilution

SANOFI 3

Examples of
problematic areas

Logos and pictograms can
interfere with the readability of the
information.

Available space not used to enhance
legibility/readability of information.

Poor contrast between text and
background.

Too much prominence on one
element can impair visibility of the
rest of the information.

Small font size can impair
readability.

Too many colours can confuse.




EUROPEAN MEDICINES AGENCY

Readability check (2)

Srion

dexdor @&

100 micrograms/ml

Focus:

P — ePresentation of critical information

Tedicingl product subiect to rmedicsl prescription.
s A

ricaeade | concentrate for solution (balanced and cohesive display).
. for infusion
. E Fgm dexmedetomidine
R r* I £ 5i% ... . . . . .
ﬂﬁifitle‘;tablets £ v%% . «Critical information displayed in primes
Prucalopride N , 400 micrograms (4 ml placeS
28x1 :_lel—ca-atcd tablets 7 Movetis d Intravenous use
ke eDifferentiation between strengths/total
Sl s : 5 ‘ 4 x 4 ml vials contents.
j“l!"“lmmw g =Font sizes, positioning of the text, line
o 1
i () ZALTRAP spacing
Resolor” MM 7 Movetis 25 mg/ml )
""""""""" ricka g concentrate for
solution for infusion . .
aflibercept Special warnings.

For intravenous use only
Use only after dilution

eUse of colours/pictograms/logos.

" Single-dose vial Overall lay-out and design.
.‘l ‘] 1995

“' 7 1 vial
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Multilingual packaging - Challenging area

TRADENAME

15000 U/, j./ml, E/ml
I InjekEny roztok /Roztwér do wstrzykiwaf
| datos injck{lﬁflnjekin[ roztok

- uEime pou : i

Fitie /Pod:

i podni,
uZitie fPodanie domiciniowe/

I Inramuskulirne

dnk.

Zluien’l",‘sklndfOssretéltlrﬂnienl
H 5000 U bohustomimtypadt (2500 U v jednej
| injekéne) liskovke }

ml zawiera 5000 L toksyny bosboomupom s (fioba zawiera

00 |3
I Mlllilm.renl:inl 5000 E/mi B tipusinhooutoonceodn (2500 E
I injekecids Gvegenként)

+ Jeden ml obsahuje Sm&g ot nCn R B (2500

! jednoteic vin pk ni'la

I

| Disodu bursztynian, sedu chiorek, albumina ludzka, sodu lt«lpnhn.
+30du acetylotryptofanian, kwas mlnwmdl do watrzykiw

| Dindtriumes rukeinit, nmlum-lﬂmld b};mln sMrum-llburmllL

H m—kaprilit, sdsav &3 inj

chlorid sodny, lidsky sérumalbumin, natrium=
firyptofany, kytelina chi b s

1x05ml

injekén
liekovias
b/

Injekeids

In]l (n
lahwitka
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2500
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TRADENAME 250 mg

blade kapsier

pahmedit
1facon [ 1 Injectiafiacon / 1 Durchstechflasche kapsler
1 saringue stérile sans silicans /1 steriels slliconanvrije spult/ 1 sterla silikentrels Spritze mlelhnslll

| nintedanib/nintedanibl

Hew capss 'nd nolder 150

poudre pour solution & diluer pour perfusion ur-na azv-u wm o
poeder voor concentraat voor oplossing voor infusie m.m"mﬁ.{m.
Pulver fiir ein Konzentrat zur Herstellung einer Infusionsldsung Beayttn mod |hhﬂm~

. ) . i e e
Active substance/acrive substance/active substance | — wimingaFnis:. Receptofigeg. e da.
Pour la recanstitution et la dilution, utiliser a seringue jetable sans Jokalnen kapusl SIS 15 g
silicone fournie dans |'emballage. / Gebruik de siliconenvrije spuiten die B M.
inbagrepen zijn in de verpakking voor oplossen en verdunnen. / Benutzen It s ekl ndegeie.
Sie zur und die Spritze, die in der SHyS ale 75 °C Skins

Packung enthalten ist. v

Vole Intraveineuse / Intraveneus gebrulk /

SR

Intraventse Anwendung EUROR00MG
Tradename
Fartii nr.d K&lblik kuni smg/ “'_'“ substance
Senla.r Derigs lidz/ 5 mg [ active substance
Serija Tinka iki 5 mg / active substance

Suukaudne lahus. Skidums iekskigai
lietokanai. Geriamasis tirpalasBactive

MMYYYY substance. Active substance Active
substance
MAHEMAH MAHMAH/
EU/00000000  AMHMAHa Suukaudne lahus,
50 ml  Siidums iskekigai istozanai.

Geriamasis tirpalas.

Sukaudne, Enne ravimi kasutamist lugege pakendl Infolehte, Oks kord Stpdevas. lekikigal listoanal. Pirms lletofanas Idaslet
lletodanas Instrukclju. Vienu retzi diend. Vartotl per bumea, Pries vartojimg perskaltykite pakuntés [apel). Vartotl kart per parg. Holda

| epaskeklamoe Ir
nepastebimofe vietaje, Mitte holda temperatuuril ile 30 °C. Parast avamist kasutada 3 kuu jooksul. Uzglabat temperatora
Iidz 30°C. Péc atvérianas lzlietot 3 ménetu lalka. Lalkytl ne auk&tesnéje kalp 30 °C temperatoroje. Butelluky atidarius,

laste eest varjatud |a kittesaamatus kohas. Lizglabat bémlem neplegfama un neredzama wiets. Lalkyt valkams n

tinka vartotl 3 menenus Nets Irzrdm. Re(q:éu ziles. B nk wvalstinis preparatas. Lahus sisaldab ka kaallumsorbaat
sorbitooll (E 420}, Uisal vaata pakend Infolehte. Skidums satur art IGIAT mnbam sorbit (E420). Stkaku Infon
skatlt lletofanas Inst l|.| em ra kalo sorbato Ir sorbitolio (E 420) aktivatsloon {tks allasuunallne
pumbavajutus) valjutab 0,5 mi lahust, mls skaldab § mg acrtiveklorlidi ja mis vastab MG mgnn:w \ﬂa'ts sikna Izsmidzingjums
{wlervelz nosplefot lejupvrded darbliime aknl) nodmdna 0.5 mkfduma, kas satr 5 mgtive hidrohlorida, kas Ir ekvivalents
A 16 my active. Dauglaulnfmna(l jos patelkta pakuotes lapelyle. Vienu

u pompas
0,5 ml tirpalo, kuame ya 5 mg acrtivesse atitinkandio 4,16 mg active

'.l'ed'-nTEwsunnT’r winen Vermebler enthill | Ele verneveloplos sing Bevat

b
htenihydrate égquivalent & 100 mg de Leweflaxacin,

et 100 mg beveflaxacine,

févofioxacine Jede Ampulle enthalt 240 mg Levofloxacin,  Ele amped bevat 240 mglevoflosacine, i
hague ampeule contient 140 mg de Magreesiumehlorid umd Wazies fir nagresiumehleside en water veer injecties. |
{!wﬂmun: chlorure de magnésivm et Injektiomszwecke. emneveboplssing 56:x2.4 mi Ampullen.
au pour pripartions injectables, Lésurg flr e Varnelsher 56 24 ml Inhaluie, Ultslulbend htmmdmrwmlllg'
obtion pous inhalation par nébuliseur Ampul gebruik.
[E6 % 2.4 ml amnpaules. Mur fir einmaligen Gebrauch. g luiter i
Vst bl A usagee umigue sevl P imitzed fi htwankinderen |
de  Kinder i
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désdicament, seumi i prescrintion mésicale, Verschreibsingsafichtig, :
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Available tools...
« All the readability principles can be very difficult to apply, especially on multilingual packaging.

e Several strategies are available: I —
= A

» Use of innovative labels =R wwe

e =
=N

[l“»@" LB

» Display of one language per panel I
» Use of English or Latin for the active substance

» Use of short standard terms (pharmaceutical form, route of administration, container)
» Use of standard abbreviations

» Exemption - Text simplification (Art.63 of Directive 2001/83/EC)*

» Language exemption (Art.63 of Directive 2001/83/EC)*

» To have thorough assessment of the text that will be displayed

*Products not intended to be delivered directly to the patient and orphan products

"
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Mock-ups and specimens review - Further scope?

e The readability check performed considering practical aspects on how the product will be
prescribed, dispensed, stored and used to make sure that the proposed layout allow the
correct identification and safe use of the product.

— Introduction of a new device/change of device.

— Introduction of a new pharmaceutical form (tablets vs prolonged-release tablets).

— Inclusion of specific warnings (cytotoxic) %/
— Introduction of a higher concentration (Insulin).

— Expression of strength (concentration per ml vs total content per total volume)

— Potential for medication errors due to pack configuration (complex posology) T

L e
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]  New MAA: Introduction of a new higher concentration
Tresiba (new MAA) (1) insulin (200 mg/ml).

» Impact on harmonised therapeutic environment (only 100

- — units/ml in EU).
I
FEEo=ig | 1x3miprefilledpen [ R ey | lx3mlprefiled pen R . - - -
IR | Tresibac o) |HEEFE IR Tresibat BH|HEEY| o Issue: potential risk of mix-ups with fatal consequences
frgofc ® b 458253 | FlexTouch® g oS
ji2881 | FlexTouch' G881 | HEEED | awuem Hig9L . .
S 4 I b ) A S SRRt SR ) I (high-risk product).
s 3] __"°g ___Fr._r’ E ,I 1'3"‘ —_— ——T % g
| % % i
T - Pag | Bl | e Mock-ups review:
: et R

— Similarity in pack design and colour scheme.

— Focus on the maximum number of units to be delivered.

w &"

— Pen delivering “2 units per click”.

H
i
3
2

e 1st consultation with patients, healthcare professionals
and QRD

» Product information and mock-ups.

N\
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Tresiba (new MAA) (2)

* Issues were presented and discussed at CHMP
and followed up at a Diabetes &

E.EE ] )
Ty o 2y s —%; Endocrinology SAG.
Sfiig" | Tresiba LR e 1% nd ion with pati
8578 | Con orinecion £%°F | B Souson o ijacor : e 2nd consultation with patients, healthcare
= [ in filled pen = @ o in n : )
‘§\§T insalin degludec Bt EY 1SR i deglucc 41 professionals and QRD
L S
Subeutaneous use ’ Subcutancous e » Revised mock-ups and educational

materials.

7 ;  QOutcome:

— Highlight of the strength.

— Highlight of the warning regarding the steps
VS. units.

Caution:
Ona stop oquals 2 units
- tha pan shows the dosa

PP — Change in layout and use of colours.
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Jinarc (new MAA) (1) - Posology: Total daily doses (60, 90, or 120 mg). To be

(Indication - cyst development and renal insufficiency taken twice daily in split dose (e.g 45 mg + 15 mqQ)
of autosomal dominant polycystic kidney disease) ] ] ] ]
e Potential risk for medication errors: lack of

adherence to the treatment due to blister layout.

— High risk of medication errors if tablets are taken

s * * * o * * * * randomly.
’ __Jinar?" 4smg | [ | [ Jinarc® 45 mg __ ) — A simple blister containing two strengths has never
L bl ehapamGablets - been accepted.
Jindre™ 15 ) () [ Jinarc™ 15 mg/ ] . ] _ _
AR NN AN N » Discussion with company: to consider different
=/ = =/ </ </ = = . . .
packaging to ensure that the right dose is taken.
» Concerns shared and discussed with CHMP, PRAC
Rapporteurs.
e Issue incorporated as part of the D180 LoOI .
>
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201

. 015
.‘ EMA 13




Jinarc (new MAA)

- * * * * *lllE » ’
s e -}I a/"—'\JS I'ﬂq N () i P/ 5 &
( ndrc ) | }
e P )\ ‘"",9"° 45/’"9\ s
tablets tolvaptan tablets B
(- _| D) () Jln}:lrc“(ls rng 8
| | ] |
N Ina{c ) 5 mg A4 \_,_ AN

o o ’t:i o o o o

Outcome: change to the blister layout.

Use of a wallet type blister.

\

5:::"\:—«“ ,

JINARC‘\
JINARCEINGEN

Tablatte
Tolvaptan

Az n

i; st
¥

7260 mg Tabko i compriméa ™,
7230 mg Tablenen'somprmis

50 mg|
Jumg
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n
.
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Multipack presentation

M [ri

l' "

L; I
oy T~
MULTIPACK
. NOT A MULTIPACK
MULTIPACK (Shrink wrap/bundle wrap)
(carton)
- The Commission, together with Member States, in the context of the Notice to applicants
provided clarification regarding multipacks in the packaging guideline:
“Pack composition
The description below provide examples of presentations, that may be covered by marketing
authorisation(s), and do not reflect marketing possibilities.
Multi packs: these packs are composed of several single packs of the same strength
P A of a medication product. [...]”
-_-/Y zms
u‘ EMA
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Multipack presentations — General principles

The multipack outer carton should display all legally required items (including blue box)
Not possible to sell the inner boxes within the multipack as single presentations
Each individual inner boxes should contain a package leaflet

It is expected that Braille would be present on both the outer packaging and inner boxes

vV V V VYV V

The labelling must clearly state the content of the pack to ensure correct identification in the supply
chain, to healthcare professional and patients.

» The current QRD template provides detailed guidance on the wording and structure of multipack
presentations.

» Multipack presentations should be register (i.e. included in the Annexes) even if not market in all
Member States.

» A multipack will be authorised as a separate presentation with its own specific EU sub-number and
will attract a separate fee.

' 4
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Carton vs plastic wrapping (bundling)

e Preference is for carton. Use of plastic wrapping/bundling should only be exceptional.

- A simple plastic wrap might not fulfil the requirements for clear identification and could create
confusion.
» Plastic wrapping often used for transportation or shipment (i.e do not constitute a pack size).
» It is essential to differentiate between outer packaging used for transportation/shipment and wrapping
used to contain a presentation.
» Packs wrapped together to create an additional presentation have to be correctly labelled to meet the
labelling requirements for medicinal products.
- If shrink-wrapping is used, justification on why this is the preferred option over a carton should be
provided.
» A label displaying all legally required items for outer packaging has to be affixed to the plastic wrap
(including blue box)

» Transparent vs non-transparent wrapping == EMA no policy => MAH choice

17" Packaging material : “Any material employed in the packaging of a medicinal product, excluding any
outer packaging used for transportation or shipment. (GMP guideline (Eudralex glossary - volume 4))

&
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Quick Response codes (QR codes)

Legal basis — Article 62 of Directive 2001/83/EC, “the
outer packaging and the package leaflet may include
symbols or pictograms designed to clarify certain
information mentioned in Articles 54 and 59(1) and
other information compatible with the summary of
product characteristics which is useful to the patient,
with the exclusion of any element of a promotional
nature”.

y o015
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QR code — content and location

- Statutory information: Information from the approved product information
(SmPC/leaflet)

- Additional information: other information that is not included in the product
information as such but is useful to patients/users and non-promotional (e.qg.
video)

- Location: Not affect the readability of statutory information and ideally to be located
in an area with minimal or no impact on readability (e.g. inner flap of the carton)

L e
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QR Code — submission and assessment

- Submission of request/declaration form: information regarding QR code content + updated mock-ups +
product information (in the context of an assessment procedure — Module 1.3.1)

» For statutory information: Rapporteur only reviews the declaration form (acceptability reflected in
CHMP AR)

> For additional information:

QRD || EC

EC - supportive role on a case by case basis

Post- opinion: MAH liaise
with NCAs for

Assessment by

Consultation with QRD Rapporteur(s)

Final outcome reflected

in CHMP AR |mplementat|0n prior to

Group considering QRD/EC

launch (MS contact
outcome

points)

' 4
e

2015

“ 20 RA Awareness Session on Product Information
AAVEMA



@)

Quick Response codes (QR codes)

Guidance

http://www.ema.europa.eu/docs/en GB/document library/Requlatory and procedural
quideline/2015/07/WC500190405.pdf

Declaration

http://www.ema.europa.eu/ema/index.jsp?curl=pages/requlation/document listing/do
cument listing 000254.jsp&mid=WC0b01ac058008c34c

QRD contact points:

http://www.ema.europa.eu/docs/en GB/document library/Other/2015/07/WC5001904
04.pdf

-
L;
21
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http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2015/07/WC500190405.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2015/07/WC500190405.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000254.jsp&mid=WC0b01ac058008c34c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000254.jsp&mid=WC0b01ac058008c34c
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/07/WC500190404.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/07/WC500190404.pdf
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Thank you for your attention

Further information

Mock-ups and specimens team (muspecimens@ema.europa.eu)
Julien Lormain, Monica Prizzi, Ana Sempere and Maria Bonafonte

European Medicines Agency

30 Churchill Place = Canary Wharf « London E14 5EU = United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

P A Follow us on % @EMA_News
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