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From: Tao Pan, Ph.D., CBER/OCBQ/DBSQC/LAC

Through: Kenneth S. Phillips, Ph.D., Chief, CBER/OCBQ/DBSQC/LAC
For: Maryna Eichelberger Ph.D., Director, CBER/OCBQ/DBSQC

Product: PENMENVY (Meningococcal Groups A, B, C, W and Y Vaccine)

Applicant: GlaxoSmithKline Biologicals SA

Subject:  Analytical Methods for the Lot Release of (D) (4) Drug
Product

Recommendation: Approval

Summary:
The following analytical methods used for lot release of PENMENVY (Meningococcal
Groups A, B, C, W and Y Vaccine) (b) (4) drug product (DP) from

GlaxoSmithKline (GSK) Biologicals SA, and the associated validations and
qualifications, were reviewed:
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17.  Appearance (b) (4)
DP: MenB Liquid, MenACWY lyophilized (Lyo), and MenABCWY RV),
18.  Purity of rp936-741 (DS: RP936-741),

19. (b) (4)
20. (b) (4)
21.  (b) (4)
22.  (b) (4)

23.  Sucrose (b) (4) ; DP: MenACWY Lyo),

24.  Aluminum (DP: aluminum hydroxide ®® for MenB Liquid (b) (4) and final
container, aluminum (b) (4) for MenB Liquid final container),

25.  Visible particle (DP: MenB Liquid, MenACWY Lyo, and MenABCWY RV),

26. Extractable volume (DP: MenB Liquid and MenABCWY RV),

27. (b) (4) (DP: MenACWY Lyo).

Conclusion: The analytical methods and their validations/qualifications reviewed for
PENMENVY (b) (4) DP from GSK Biologicals, were found to be adequate for their
intended uses.

Documents Reviewed

Information in sections of the original submission that describe control of DS (3.2.S.4)
and DP (3.2.P.5,), including descriptions of the specifications, analytical procedures
and validation of these analytical procedures for both DS and DP were reviewed.

Background:

PENMENVY is a vial of lyophilized Meningococcal Groups A, C, W, and Y
component (MenACWY Lyo) co-packaged with a pre-filled syringe of Meningococcal
Group B liquid component (MenB Liquid): the latter is used to reconstitute the former
for intramuscular administration of approximately 0.5 mL as MenABCWY RV for
active immunization to prevent invasive meningococcal disease caused by Neisseria
meningitidis.

The MenACWY Lyo DP contains the same antigens in the same amount as the
licensed Menveo vaccine (STN 125300) but in a fully lyophilized form: MenA-CRM,
MenC-CRM, MenW-CRM and MenY-CRM, derived from MenA, MenC, MenW, and
MenY polysaccharides (PS) respectively conjugated to CRM197, a Corynebacterium
diphtheriae toxin mutant. The MenB Liquid DP has the same formulation as the
licensed Bexsero vaccine (STN 125546) except that MenB Liquid has a (b) (4)

MenB Liquid
DP contains three recombinant Neisseria meningitidis serogroup B derived protein
antigens, and the Outer Membrane Vesicles (OMV) purified from Neisseria
meningitidis serogroup B, all adsorbed to aluminum hydroxide: rp961c (recombinant
Neisseria adhesin A), rp287-953 (recombinant Neisseria heparin binding antigen
fused to the accessory protein 953), rp936-741 (recombinant factor H binding protein
fused to the accessory protein 936), and OMV containing porin A. The panel of tests
for the MenB Liquid are identical to those applied to Bexsero vaccine.
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In this submission, MenACWY Lyo, MenB Liquid and MenABCWY RV (PENMENVY)
are listed as DPs; MenA PS, MenC PS, MenW PS, MenY PS, CRM197, MenA-CRM,
MenC-CRM, MenW-CRM, MenY-CRM, rp961c, rp287-953, rp936-741, and OMV are
all listed as DS. Both the release specifications and tests for MenA PS, MenC PS,
MenW PS, MenY PS for MenACWY Lyo are the same as those approved for Menveo
vaccine (STN125300); the release tests for CRM197, MenA-CRM, MenC-CRM,
MenW-CRM and MenY-CRM of MenACWY Lyo are also the same as those
approved for Menveo vaccine, but with slightly different specifications; and both the
release specifications and tests for rp961c, rp287-953, rp936-741, and OMV for
MenB Liquid are the same as those approved for Bexsero vaccine (STN125546).
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; DP: MenB

17. Appearance
Liquid, Men

PENMENVY DPs including MenB Liquid, MenACWY Lyo (both as
lyophilized powder and reconstituted solution), and MenABCWY RV, is determined

by visual inspection, and the release specifications are

white suspension); and iv) for MenACWY Lyo, white to off white cake. The method is
performed for the release of above-mentioned () (4) DPs at GSK Rosia site.

Method:
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23. Sucrose ; DP: MenACWY Lyo)

The sucrose contents o MenACWY Lyo DP are determined using
the same method; the specifications are: _
respectively for MenACWY Lyo. The method is performed and validated at
GSK Rosia site for the release of h MenACWY Lyo.

Method:
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The method has been validated for the lot release testing of MenACWY Lyo.
The aluminum hydroxide
of MenB Liquid final container is determined
respectively for aluminum hydroxide final container,
Liquid ®@ in syringes, MenB Liquid ®@ is identical to Bexsero DP
determination in MenB Liquid DP of PENMENVY.

24.  Aluminum hydroxide(b) (4) ~ (DP: MenB Liquid (b) (4)
aluminum hydroxide
of MenB Liquid
respectively; and “conforms (to of MenB Liquid
STN125546); therefore, the same method licensed for aluminum hydroxide
The method is performed and validated at GSK Rosia site.

final container
MenB Liquid final container and
using a
final container. While MenB Liquid final container is just the sterile filling of MenB
determination in Bexsero DP is used for aluminum hydroxide

Method:

25. Visible particle (DP: MenB Liquid, MenACWY Lyo, and MenABCWY RV)

21
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The visible particle of MenB Liquid DP, reconstituted MenACWY Lyo DP and
MenABCWY RV DP of PENMENVY is determined by visual inspection, and the
release specifications are the same for the three DPs: free from visible particles.
The method is performed for the release of the three DPs at GSK Rosia site.

Method:

26. Extractable volume (DP: MenB Liquid and MenABCWY RV)
The extractable volume of MenB Liquid DP and MenABCWY RV DP is determined by

th method, and the release specifications are the same for both
DPs: 0.5 mL. The method is performed for their release at GSK Rosia site.

Method:
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27. (DP: MenACWY Lyo)
The of MenACWY Lyo is determined using (b) (4)  method,

the release specification is (B) (4), and the method is performed and validated at
GSK Rosia site.

Method:
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Based on the provided data, the method has been validated for the lot release testing
of PENMENVY MenACWY Lyo DP.
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