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Subject: Review of BLA for the treatment of cervical dystonia (spasmotic
+ torticiollis)
US License: 1787
Applicant:  Ipsen Biopharm Ln:mted
Facility: Ipsen Biopham, Limited Wrexham LL13 9UF UK, FEI=1000346340
Product: - Dysport® for Injection (Clostridium Botulmum Toxin Type A
Hemagglutinin Complex)
Dosage: - 300 U/vial or 500 U/vial (sterile lyophilized power), in single use 3m1
' stoppered glass vials with flip top seals is to be reconstituted with 1 mL of
0.9% Sodium Chloride Injection USP (w1thout preservative) intended for
S intramuscular injection.
Indication: Treatment of cervical dystonia (spasmodic torticollis)
Due date: 28 December 2008

RECOMMENDATION ON APPROVABILITY: The submission, as amended, is
recommended for approval on the basis of sterility assurance. All deficiencies identified
(deficiencies are listed on page 27-29 of this review) during the assessment ofthis BLA
were adequately addressed by the sponsor and the BLA was appropnately amended ‘

The following amendments were submitted in response to microbiology product quality -
deficiencies identified during the review of the BLA.

" Amendment 18, September 18, 2008 .
Amendment 19, September 19, 2008
Amendment 27, December 3, 2008
Amendment 28, December 9, 2008

PRODUCT QUALITY MICROBIOLOGY ASSESSMENT

®@® MANUFACTURING PROCESS




STN 125274, Ipsen Biopharm Limited

CNT52120 Bulk Active Substance (BAS) Clostridium botulinum toxin
Type A haemagglutinin complex is manufactured using the following
chemical components (3.2.P.1):

Ingredients Vial Content
300 Ufvial | 500 Ufvial
CNT52120 N
(Lyophilized)
Albumin Human 125 ug
Lactose monohydrate. 2.5 mg
D&

The following represents the components comprising the container/closure
systems. Drug Product is supplied in Type I neutral 3 mL glass vials,
sealed with 13 mm ®@ rubber closures and oversealed with 13

mm ®®. flip top seals. The color of the ®@ flip off top on
the “ seal is unique to the CNT52120 Drug Product
concentration. .
Container T Manufacturer/ Description of the Compohent Material of. DMF No.
Closure Supplier/ Address Construction
Component Pharmacopoeia
' - Compliance
Glass vial 0@
Closure

[ Flip fop

| overseal —

The following summarizes the batch compos1t10n
26 Page(shasbeenWithheldin Full asb4 (CCI/TS) |mmed|atelyfollowmg thispage
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STN 125274, Ipsen Biopharm Limited

Container Closure Integrity

Please provide stability data for Container Closure Integrity testing.
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Center for Drug Evaluation and Research

- December 11, 2008

Administrative File, STN 125274/0 Xz Pt 17 (o'
Brenda Uratani, Ph.D,, CDER/OC/DMPQ/BMT - P ot 21+ /aS’
Patricia Hughes, Ph.D., Team Leader, CDER/OC/DMPQ/BMT
Review of Biological License Application (BLA): new BLA
1787 ' : :

IPSEN Biopharm Limited

IPSEN Biopharm Limited, Wrexham, UK (FEI 1000346340)

. DYSPORT for Injection (Clostridium botulinum toxin Type A haemagglutinin

complex) : :

Sterile Iyophilized powder (liquid) for intramuscular inj ection (300 U/vial and
500 Ulvial) :

Treatment of cervical dystonia

December 29, 2009

Recommendation: The drug substance section of the application, 2.3.S, was reviewed from a
microbiological product quality perspective. The application, as amended, is recommended

for approval.

Review Summary

IPSEN submitted this BLA in suppbrt of the manufacturing of Clostridium botulinum toxin
Type A haemagglutinin complex bulk active substance (CNT52120 BAS), a 150 kDa
polypeptide neurotoxin and a 120 kDa non-toxin haemagglutinin protein, and various smalle

haemagglutinin proteins. The 150 kDa neurotoxin is initially produced as a single-chain

protein which undergoes post-translational cleavage by endogenous proteases during
fermentation into a fully active neurotoxin. : :

This drug is indicated for the treatment of cervical dystbnia. Both the drug substance and
drug product are manufactured at IPSEN Biopharm Ltd in Wrexham, UK.

The drug substance CMC sections of the BLA were evaluated in this review for adequacy
from a microbiology product quality perspective. The sections evaluated include in part




STN 125274/0, IPSEN

3.2.8.2,3.2.5.4,3.2.8.6,3.2.8.7, and 3.2.A.1. The BLA was amended (number 28 on
December 9, 2008) to address deficiencies identified during the review of the BLA.

A pre-approval inspection of IPSEN Biopharm manufacturing facility was
conducted by BMT (Michelle Clark Stuart), and OBP/DTP on June 02-10,
2008- NAT no 483 observations. ‘

Drug Substance

Manufacturer-3.2.5.2
Table 3.2.8.2.1-1  Bites and Activities for flre Manufacture nnd Testing uf the CNT52120 Bulk Active
Substance _
Name ang Address of Site Axtivities Oconrring af Site
IPSEN Bicphsom Eid. s  MamuFactwe of CIETS2120 BAS
TAfrexham Indusfrial Estate s  Raw material fesitag and velesse
Ash Road »  In-process tasting during the manufictiae of
Wirexham CNT52120 BAS
LL139UF e  Envivonmenial monitoring
UK v _ *  CNTS2120 BAS relesse testing
“Tel.: +44 (D)1978 661181 s CNTI2120 BAS stability esting —

) (4)
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STN 125274/0, IPSEN

Environmental Assessment

Ipsen requests a categorical exclusion from providing an environmental assessment for the
commercial manufacture, distribution and use of DYSPORT for Injection.” The BLA states
the following:
- “Dysport® for Injection (Clostridium botulinum type A hemagglutinin
complex) is a biologic product manufactured from clostridium botulinum
toxin type A, which occurs naturally in the environment. ....For the treatment
of this rare disease, Dysport is administered by a small, local, injection in the
affected muscle(s) once every 12-16 weeks or longer. Moreover, to the
Applicant’s knowledge, no extraordinary circumstances exist that would
warrant an environmental assessment [21 CFR Part 25.31(d)].
Therefore, given the rarity of the disease, it’s localized administration, and the
infrequent use of the product, the Agency’s approval of Dysport is not
expected to significantly alter the concentration or distribution of clostridium
botulinum toxin type A, its metabolites, or degradation products in the
environment. Consequently, a categorical exclusion for an Environmental
Analysis, as stated in 21 CFR Part 25.31 (c), is requested.” ‘

¢GMP Status

“The Manufacturing Assessment and Preapproval Compliance Branch has completed the
review and evaluation of the TB-EER below. The June 2008 inspection conducted by
Michelle Clark-Stuart on June 2-10, 2008 has been classified NAI by the International
Compliance Team. There are no pending or ongoing compliance actions or investigations to
prevent approval of STN 125274 at this time.” :

Conclusion

L Tﬁe drug substance section of the application is adequate from a microbiology product
quality perspective. o o

10 The drug substance control of Source and Starting Materials of Biological Origin,
Generation of Cell Substrate, Cell banking System, Characterization, Batch Analyses,
Justification of Specifications, Reference Standards, and Stability sections are
reviewed by OBP/DMA. :

"II.  Additional inspectional follow-up items include:

e Evaluate methodology, sensitivity of the bioburden test, and trending data.

¢ Evaluate endotoxin controls. ‘

e Evaluate the adequacy of room classification, pressure differentials, and EM
trending. . A ' » :

e [Evaluate the type of BI used in sterilization validation of equipment since the D
value of C. botulinum can be as high as 3 minutes. Has the firm made proper
evaluation of the BI suitable for sterilization validation?

13




STN 125274/0, IPSEN

e Evaluated bacterial endotoxin test used for bulk drug substance release.

Cc: WO BIdg 51, Uratani
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