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Authorising provisions

Target group

Period of validity

Applicable EU legislation

Medicines Act (395/1987), section 15 c, subsection 3, as amended by Act
773/2009

Units manufacturing advanced therapy medicinal products

This regulation will enter into force on 01/01/2015 and will remain in force un-
til further notice.

Directive 2001/83/EC (32001L0083) of the European parliament and of the
Council, Official Journal L311, 28/11/2001, p. 67, as amended by the
Regulation (EC) No 1394/2007 of the European Parliament and of the Coun-
cil (32007R1394)

Official Journal L 324, 10/12/2007 p. 121.
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1  GENERAL

1.1 Purpose of the Administrative Regulation

This Administrative Regulation provides the more detailed regulations re-
ferred to in section 15¢, subsection 3, of the Medicines Act concerning the
non-industrial preparation of advanced therapy medicinal products referred
to in Regulation No 1394/2007 of the European Parliament and of the
Council (the so-called national ATMP manufacturing licence).

1.2 Applicability of the Administrative Regulation

This Administrative Regulation applies to any advanced therapy medicinal
products (ATMPs), which are prepared on a non-routine basis according to
special quality standards and used on prescription of a physician in a hospi-
tal located within the same Member State, under the exclusive professional
responsibility of a medical practitioner for the individual hospital treatment
of a single patient.

2 DEFINITIONS

In this regulation, the following terms shall have the following meanings:

ATMP — Advanced Therapy Medicinal Product
GMP — Good Manufacturing Practice

EMA — European Medicines Agency

TSE — Transmissible spongiform encephalopathy

e

3 REQUIREMENTS FOR PREPARATION AND USE

31 General requirements

The preparation of any advanced therapy medicinal product based on cell
or gene therapy or tissue modification requires a licence by the Finnish
Medicines Agency, hereinafter referred to as Fimea. The application for a
licence must include the information stated in this regulation, and must be
submitted by using the Fimea form attached to this regulation or other form
contain the same information.

The granting of a licence to manufacture an ATMP requires that the quality
and safety of medicines meet the requirements specified for the particular
preparation. The preparation must conform to GMP when applicable. Pro-
cedures for monitoring adverse reactions and adverse incidents must be in
place, and the materials used must be traceable.

The application must contain a risk assessment of the preparation, based
on known risk factors (for example infections and infestations, immunogen-
icity, tumorigenicity, loss of cell function, replicable viruses contained in
gene therapy products and integration of viruses into the genome. The risk
assessment must present information concerning any non-clinical studies
and/or the clinical use of the preparation based on which the safety of the
preparation has been assessed. In particular, safety studies might be
needed for preparations that have never been used on humans before.
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If it is not certain whether the regulations concerning advanced therapy
medicinal products can be applied to the preparation, a Fimea classification
must be requested for the preparation before submitting an application for a
national licence.

3.2 Preparation-specific requirements
3.21  Quality requirements

The preparation-specific quality requirements must contain reports of the
following:

—  Manufacturing according to GMP
— Pharmacochemical and biological properties of the preparation

The reports must meet the requirements of the EU, EMA and the European
Pharmacopoeia. The preparation must be characterised so as to make it
possible to evaluate its composition, identity and purity.

The quality documentation must, at a minimum, provide the following infor-
mation:

—  Testing results for starting materials or the manufacturer’s analysis
certificate

—  Testing of donors

—  Suitability of materials (in particular the viral and TSE safety of mate-
rials of animal origin)

—  Compatibility of non-cell-based components of combination products
with cells and related testing (matrices, growth factors)

—  Description of the production process and validation of the aseptic
process

— Key process controls (microbiological control, cell growth control)

—  Sufficient characterisation tests

The quality requirements (specifications) for the active ingredient and end
product must always be presented accompanied by analysis results for one
or several lots. The tests on the active ingredient and end product must ad-
dress at least the following parameters:

— Identity test

—  Microbiological purity / sterility

—  Toxic / detrimental impurities

— Dose determination and testing

—  Cell viability

—  Evaluation of the tumorigenicity of stem cells and other cells grown
for an extended period of time

—  Gene therapy products: viruses capable of replication and the per-
centage of infective viruses of the entire virus population

An adequate description is to be provided of all the analytical methods used
in product testing, and the main analytical methods must be validated.
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3.2.2

3.2.3

3.24

Preparation

If the product is stored before being administered to the patient, the re-
search findings on the shelf life of the product in the proposed storage con-
ditions must be provided.

The preparation and packaging of a drug manufactured with a national
ATMP manufacturing licence must follow the Good Manufacturing Practice
(GMP) of medicinal products, described in more detail in the EU GMP pub-
lication "Guide to Good Manufacturing Practice for Medicinal Products".
Packaging must be labelled in compliance with the requirements presented
in Annex Il to the Regulation (EC) No 1394/2007.

Adverse drug reactions and adverse incidents

Traceability

In the event that human tissue or cells are used in the preparation of an
ATMP, the recording and processing of adverse incidents and reactions re-
lated to the quality and safety of the products and the reporting procedures
for serious adverse incidents and reactions must satisfy the provisions of
the Act on the Medical Use of Human Organs and Tissues (101/2001; here-
inafter referred to as the Tissue Act), and the regulations issued under said
Act.

In the event that human blood or its components are used in the prepara-
tion of an ATMP, the recording and processing of adverse incidents and re-
actions related to the quality and safety of the products and the reporting
procedures for serious adverse incidents and reactions must satisfy the
provisions of the Blood Service Act (197/2005) and the regulations issued
under said Act.

The manufacturing licence holder must report to Fimea within 15 days of
any serious adverse incidents related to the preparation of the drug and of
any serious adverse drug reactions related to the use of the drug.

The holder of the national ATMP licence must submit to Fimea annually a
PSUR of the drug prepared, a report on adverse incidents associated with
the manufacture of the drug and any adverse drug reactions caused by the
drug. The deadline for submitting these documents is the end of March of
the following year. The report must provide the data identifying the medi-
cine, the production volumes, the number of patients treated with the prep-
aration, the name of the physician prescribing the medicine and responsible
for care, as well as any serious adverse incidents in the preparation of the
medicine and any adverse reactions caused by it.

In the event that human tissue or cells are used in the preparation of an
ATMP, they must satisfy the traceability requirements of the Act on the
Medical Use of Human Organs and Tissues and the more detailed regula-
tions issued under said Act.

In the event that human blood or its components are used in the prepara-

tion of an ATMP, they must satisfy the traceability requirements of the
Blood Service Act and the regulations issued under said Act.
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The traceability requirement also applies to other starting materials or pre-
cursors, products or materials affecting the safety or quality of the product
that are used in the preparation of an ATMP.

3.2.5 Other legislation regulating the national preparation and use of an ATMP

In the event that human tissues or cells are used in the preparation of me-
dicinal products, their donation, collection and testing must comply with the
provisions of the Tissue Act.

In the event that human blood or its components are used in the prepara-
tion of medicinal products, their donation, collection and testing must com-
ply with the provisions of the Blood Services Act.

In the event that living genetically modified organisms (GMOs) are used in
the preparation of medicinal products or contained in a medicinal product,
the preparation and use of such a medicinal product must satisfy the provi-
sions of the Gene Technology Act (377/1995).

Processing of personal data must follow the Personal Data Act (523/1999).

4 APPLYING FOR A NATIONAL ATMP LICENCE AND SUPER-
VISION OF THE LICENCE HOLDERS

A national ATMP licence is applied for from Fimea by using the application
form in the appendix of this regulation. The same form is also available in
an electronic format on the Fimea website. The processing of the applica-
tion will include a quality assessment of the preparation and an inspection
of the manufacturing site to verify that the GMP guidelines are met. Pursu-
ant to section 15, subsection 1, the licence may contain conditions to be
met, and it may be temporary or remain in force until further notice.

After the manufacturing licence has been granted, the manufacturing loca-

tion will be inspected according to an inspection programme based on
Fimea's risk assessment.

5 INFORMATION AND ADVICE

On request, Fimea will offer information and advice on the application of
this regulation.

6 PERIOD OF VALIDITY

This regulation will enter into force on 01/01/2015 and will remain in force
until further notice.
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Units that prepare advanced therapy medicinal products for
individual patients
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Provincial Government of Aland
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Hospital districts

Helsinki University Central Hospital

Kuopio University Hospital

Oulu University Hospital

Tampere University Central Hospital

Turku University Central Hospital

Universities

Tissue services providers
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rl I I leG Appendix to the Finnish Medicines Agency

Regulation 5/2014

Manufacturing licence application for an advanced

therapy medicinal product
Form 19/12/2014

1. Manufacturer (licence applicant) information

1.1 Manufacturer (licence applicant)

1.2 Corporate form (appendix)
[ ] company

[] association

[ ] other community

1.3 Mailing address

1.4 Street address

1.5 Invoicing address (if different from manufacturer's address)

1.6 First and last name of the contact person for the | E-mail
application @

Phone Mobile phone

2. Description of the preparation and its safety for the patient being treated

2.1 Class of preparation
[1 Gene therapy [1 Cell therapy [1 Tissue engineering

2.2 Detailed description of the preparation and name of preparation

2.3 Safety of the preparation (appendix)

2.4 Manufacture of the preparation following the Good Manufacturing Practices (appendix)

2.5 Pharmacochemical and biological properties of the preparation (appendix)

3. Identification of the prescriber and the medical practitioner responsible for the

treatment

3.1 First and last name of the physician E-mail

@

3.2 Qualifications / specialty of the physician

3.3. Site name

3.4 Street address of the site (if different from the manufacturer's address)

Phone Mobile phone
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4. Description of the manufacturing process

4.1 Description of the manufacturing process (appendix)

4.2 Product packaging

5. Persons in charge of manufacture

5.1 First and last name of the person in charge of
manufacture

Qualification / profession (appendix)

5.2 First and last name of the person releasing the
preparation

Qualification / profession

5.3 Other persons in charge of manufacture

Qualification / profession

6. Persons participating in manufacture

First and last name of the person

Qualification / profession (appendix)

First and last name of the person

Qualification / profession

First and last name of the person

Qualification / profession

First and last name of the person

Qualification / profession

7. Quality system

7.1 Overview of the quality system

7.2 Standard operating procedures of the quality system (appendix)

8. Manufacturing premises

8.1 Report on manufacturing premises (appendix)

9. Devices and equipment used in the manufacture

9.1 Report on critical devices and equipment, and their supervision, service and maintenance (appendix)

10. Traceability

10.1 Report on the implementation of traceability of cells, human blood or its components, other ingredients

and raw materials affecting quality and safety (appendix)
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11. Serious adverse incidents

11.1 Description of the procedures used for addressing any serious adverse incidents occurring during the
manufacturing process (appendix)

12. Pharmacovigilance

12.1 Report on the processing and reporting of adverse reactions and severe adverse reactions (appendix)

13. Data security and confidentiality

13.1 Processing of personal data; description of the file (appendix)

14. Ethics

14.1 Report on the ethics of the therapy

14.2 Authorisation from the ethics committee or equivalent body (if applied for) (appendix)

15. Environmental effects

15.1 Description of the environmental effects of the preparation (if applicable)

16. Signature of the person in charge

Place and date

Signature

Name in block letters

Please submit the application and its appendices to the registry office of the Finnish Medicines
Agency Fimea:

Finnish Medicines Agency Fimea
Kirjaamo

P.O. Box 55 (Mannerheimintie 103b)
FI1-00034 FIMEA, Finland

Fimea




Appendices to the application

1. Manufacturer information

] if the applicant is a company, a copy of the Articles of Association and an extract of the Trade
Register

] if the applicant is a company, a copy of the rules of the association and an extract of the As-
sociations Register

] if the applicant is a community, a copy of the rules of the community

2. Description of the preparation and its safety for the patient

2.2[] Description safety of the preparation for the patient being treated
2.3 ] Description of the manufacture of the preparation according to good manufacturing practices
2.4 ] Pharmacochemical and biological properties of the preparation

3. Information of the physician in charge of the therapy
L] description of the qualification and role of the physician in charge of the therapy, an extract
from a personal file or a copy of his/her diploma

4. Description of the manufacturing process
41[] Description of the manufacturing process

5. Persons in charge of manufacture
5101 Description of the qualification of the person in charge of manufacture, an extract from a per-
sonal file or a copy of his/her diploma

6. Persons participating in manufacture
6.1 ] List of persons participating in manufacture, their competencies and responsibilities

7. Quality system

72 List of standard operating procedures
Copies of the following standard operating procedures:
] ensuring traceability
] handling of serious adverse incidents
] pharmacovigilance procedures

8. Manufacturing premises
8.1 [ Manufacturing premises, floor plans with space classifications

9. Devices and equipment
91 [ List of the critical devices and equipment in the manufacturing process

10. Traceability
10.1 ] Report on the implementation of traceability of cells, human blood or its components,
other ingredients and raw materials affecting quality and safety

11. Serious adverse incidents
1.1 Description of the procedures used for addressing any serious adverse incidents oc-
curring during the manufacturing process

12. Pharmacovigilance
12.1 ] Report on the processing and reporting of adverse reactions and severe adverse re-
actions

13. Data security and confidentiality

13.1 ] Processing of personal data; description of the file
14. Ethics
14.2 [] Copy of the authorisation granted by the ethics committee

Any other appendices (such as other licences granted by an authority)

Fimea



Regulation
ISSN-L 1798-6567
ISSN 1798-6567

Fimea

Laakealan turvallisuus- ja kehittdmiskeskus | Sékerhets- och utvecklingscentret for Iakemedelsomradet | Finnish Medicines Agency
P.O. Box 55, 00034 FIMEA | Tel. 029 522 3341 | kijaamo@fimea.fi | www.fimea.fi | Business ID 0921536-6




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


