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1.0  PURFOSE
This procedure describas the process used by Encysive to generate, approve and maintain fles for control
of commercial labals.
2.0  RESPONSIBILITY

2.1 Cuality Assurance ((QA) reviews and approves labels for compliance with applicable S0Ps and
cGMPs and that al! signatures have been propery obtained. QA also maintains the |abel files.

2.2 Glubal and Regional Regulatory Affairs [RA) and Medical Affairs must review and approve labels
for content and compliance with regulatory filings.

24 Manufacturing reviews and approves the labels to assurg an accurate representation of the
product and consistency with the [abe! requirements of the package

2.5 Global and Regional Marketing will review and approve tn venfy the labels mest the format, color,
layout, ete., to achieve branding and marketing needs for to be marketed product,

30 REFEREMNCE

a Form FS001 — Document Control

32 SOP G1005 — Language Transkations for Regulatory and Medical Documents
40  DEFINITIONS

4.1 Proofs; A document genersted by a printer or printed material manufacturer uzed to demonstrate
size, cofpr, content, print media {papen), angdfor layout in preparation for the production of
commercial materials.

42 Glabal Regulatory Affairs:  Regulatory Affairs personnel, typically based at the corporate
headquarters location, responsible for reguiatory affairs on a global basis.

4.3 Regional Regulatory Affairs: Regulatory Affairs personnel, iypically based at locations separate
from cofporate headquarnters, responsible for regulatory affairs in one country or region of the
world {Europe, for example). In some instances, particularty for the United States, the Regional
Regulatory Affairs function is performed by Global Regulatory Affairs.

4.4 Global Marketing: Marketing personnel, typically based at the corporate headquarters location,
respongible for markeling activities on a giobal basis.

45 Regional Marketing. Marketing personnei, typically based at locations separate from corporate

headquarters. responsible for regulatory affairs in one country or region of the world {Eurcpe, for
example). In some instances, the Regional Marketing funclion is performed by Global Marketing.
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50 PROCEDURE

5.1

52

Orafting and approval of label text for content only

5.1.1

B12

51.5

516

A label is drafted containing the desired content and regulatory requirements,

A form FS001 is attached to the draft label. A label number and revision is assigned to
the label by the Quality Assurance Document Contrel Coordinatar (DGC). Every unique
labet must have a traceable and unique lzbel number. Encysive label revisions are
tracked by alpha character {not number).

The label at this stage must be reviewsd for content by, at minimum, Regulatory Aftairs,
Manufactunng and Quality Assurance. Regulatory Affairs must verify the label complies
with all regulatory filings. Manufactuning will verify the label represents the product.
Quality Assurance will verify that appropriate SOPs have been followed and that all
signatures have been obtained.

Approvai of [abel content is indicated by signing or initialing and dating on the Form
F2001.

Once the fabef content is approved as indicated by signatures in Part B of the Form
FS001, the label can undergo further processing (i.e., professionally printed).

The criginal approved fabe! and form is controlled by QA

Approval of label text (content) and layout

521

522

523

A labet is drafted containing the desired content and regulatory requirements and is
configured in the proposed layout. This document will typicaky be a color pdf dogument

A new form F2001 is attached to the draft label. If the labe! has been previously
approved for content, and this review is for layout only, the layout approval will simply be
considered an additional step under the same labed revision number. The farm FE0D1 is
used in this case to simply track review signatures,

The label at this stage must be reviewed for content and lavout by Globat and Regional
Regulatory Affairs, Global and Regional Marketing, Manufacturing, and QA,

52.3.1 Reguiatory Affairs — verify that the labels comply with applicable regulatory
filings.

5232 Marketing — verify that the label format and layout met branding and marketing
needs.
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2.3

5.4

524

525

526

527

5233 Manufacturing — verify that labels meet the requirements of the label
manufacturar and the packager.

5234 Quality Assurance — verify that requiraments of procedures have been met and
that all signatures ane ohtained.

A must review the label to determing that it matches any previous approvals of the
same revision number, incorperating all changes made along the way in the process.

Approval of label content and layout is indicated by signing or initialing and dating on the
form FI001.

Once the fabel content and layoul is approved, the labet can undergo further processing
{ia professionally printed).

The original approved label and form is controited by QA.

Approval of proofs and professionally generated final labels

5.3.1

53.2

533

534

53.5

536

A sample of a proof or professionally generated final label is drafted containing the
desired content, layout, colors, regulatory requirements, configuration, ete.

A form FS001 is attached to the sample label A label number and revision is assigned to
the labet by the Quality Assurance Decument Control Coordinator {DCC) if not previously
dane sc by QA Every unigue label must have a traceable and unique label number.  If
the label has been previously approved for content andfor layout, this approval will be
aniy for the proof or final professional sample and will be the same revision number,

The sample label must be reviewed for content and layout by, at minimum, RA,
Manufacturing. and @A RA must verify the fabel complies with all applicable regulatory
fiings and manufacturing must verify thet the label meets the requiremnents of the
packager. QA must review the label to daetermine it maiches any previous approvals of
the same revision number, incorporating all changes made along the way in the process.

Approval of this label is indicated by either signing or initialing and dating on the label
eopy, andfor the Form F3001.

Once the sample label is approved as indicated by signatures in Part D of the Form
FO001 or equivalent, the label can undergo further processing (proofs) or used for
commercial production (final labels).

The original approved label and form is controlted by QA

Color Limit Samples
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5441

Once tha final lsbel has been approved and produced, the printer may provide color imit
samples for approval. These samples define the acceptable limits of color variation that
wouid be allowed for ongoing commercis| tabel production.  Appraval of color timit
samples (for coior only} must be reviewed and approved by Marketing and QA
Marketing mus! verify that the color limit sampies are acceptable for market presentation.
QA must verfy that the appmpriate signatures have been obtained.

55 Language transiaticns

5.5.1

5.5.2

253

554

5.5.5

8585

Reference S0P G1005 for processing documents for translation into languages other
than English.

Labels should be translated after label content has been approved.

Once the [abel text is translated (Section 5.2, for example) and a certificate verifying
authenticity of the translation is received, additicnal Encysive approval of the translation
for the purposes of content approval is not required as it is assumed that no inhouse
Encysive employee is responsible for certifying label language transiations. {n this cass,
only a QA verification takes place fo ensure the translation and cerification are received.

Once the translation and cedification are received and filed with the correct approved
label revision in the controlied QA document file, the translated content lzbel can be
undergo further processing.

if the translation is used to generate an additional, further processed label under the
same revision (such as is discussed in Sections 5.2 and 5.3, for example), that additional
label must undergo review by, at a minimum, 2 separate Encysive individuals to vernfy the
physical content {not meaning) of the further processed translated label matches the
physical content previously received and certified from the translator. This verification is
indicated by approval signatures in Part D of the Form FI001. {f the generation of this
label involves layout cansiderations, Marketing must alsc approve the label for layout {not
for content or meeting). Fellowing this verification, the label can underge further
processing {i.e., professionally printed for proef approvaly or be used in commercial
manufacturing {final labels).

The original approved label and fomm is controlled by QA

56 A processing of |label reviews and approvals

When a new label is created or a label is revised, QA verifies that:
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561  The Form FOO01 s attached to the draft label and Parts A, B and © are completed by the
originator,

562  The carrectness of the information provided an the form. i a decument nurmber (label
number) and ravision have not been issued, QA issues them, and adds them 1o Part A
and E of the form. This information is verified by a second individual in Part E of the form;

563 Appropnate revigw signatures have been obtained in Part D of the form per S0P G1001,
and that they are complate;

564 Admaft or sample label is attached o the form;

565 Dates of all review signatures in Part D of the form are oh the same day as, or post date,
any changes or comments made o the draft document;

56.86  Allinformational attachments or attached supporting documents are identified as
informational only.

57 Completion of the label raview and approval as described akove will constitute approval to use the
label. Therefors, the sections indicating “final draft review™ and verification, "approval’ and the
“‘effective, posting, and release” dates under Part E of the Form F2001 will not be applicable to
label approval for commercial matenials. These sections will he lined through and identified as not
applicable.

5.8 The release date for commercial labels controlled under this SOP is deemed to ke the date of the
last approval signature, as na further processing is done intemally by Encysive QA,

5.9 Wheh revisions are macde to a label, the same processes are followed as described ahove with
regard to the revised label.
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