APPENDIX C (CBER Major Approvals-FY 2006)

BIOLOGICS LICENSE APPLICATIONS

TRADENAME/
PROPER NAME

INDICATION FOR USE

MANUFACTURER

ABBOTT PRISM HBcore
Hepatitis B Virus Core
Antigen

(E.coli, Recombinant)

Qualitative detection of total antibody to
hepatitis B core antigen (anti-HBc) in
human serum and plasma; screening
test for blood and plasma to prevent
transmission of hepatitis B virus (HBV)
to recipients of blood and blood
components.

Abbott Laboratories
100 Abbott Park Road
Abbott Park, IL 60064

ABBOTT PRISM HBsAg;
ABBOTT PRISM HBsAg
Confirmatory
Antibody to
Surface
Antigen (Mouse Monoclonal
IgM); Antibody to Hepatitis B
Surface Antigen (Human)

Hepatitis B

ABBOTT PRISM HBsAg and ABBOTT
PRISM HBsAg Confirmatory assay,
in-vitro microparticle chemiluminescent
immunoassays (ChLIA) for the
qualitative detection of HBsAg in
human serum or plasma.

Abbott Laboratories
D-49C, AP6C/2

100 Abbott Park Road
Chicago , IL 60064

GARDASIL

Quadrivalent Human
Papillomavirus (Types 6,11,
16, 18) Recombinant Vaccine

Vaccination in females 9 to 26 years of
age for prevention of the following
diseases caused by Human
Papillomavirus (HPV) Types 6, 11, 16,
and 18:

Cervical cancer

Genital warts (condyloma acuminata)
and the following precancerous or
dysplastic lesions:

Cervical adenocarcinoma in situ (AIS)
Cervical intraepithelial neoplasia (CIN)
grade 2 and grade 3

Vulvar intraepithelial neoplasia (VIN)
grade 2 and grade 3

Vaginal intraepithelial neoplasia (ValN)
grade 2 and grade 3

Cervical intraepithelial neoplasia (CIN)
grade 1

Merck & Co., Inc.
Sumneytown Pike
P.O. Box 4, BLB-22
West Point,
19486-0004
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BIOLOGICS LICENSE APPLICATIONS (Continued)

TRADENAME/
PROPER NAME INDICATION FOR USE MANUFACTURER
HepaGam B Treatment of acute exposure to blood | Cangene Corp.

Hepatitis B Immune Globulin
(Human)

containing HBsAg, perinatal exposure
of infants born to HBsAg-positive
mothers, sexual exposure to
HBsAg-positive persons and household
exposure to persons with acute HBV
infection.

104 Chancellor Matheson

Road

Winnipeg, Manitoba R3T

5Y3
Canada

Procleix WNV Assay
West Nile Virus Assay

Qualitative detection of West Nile virus
(WNV) RNA in plasma specimens from
individual human donors, including
volunteer donors of whole blood and
blood components, and other living
donors; testing plasma specimens to
screen organ donors when specimens
are obtained while the donor’s heart is
still  beating, and testing blood
specimens to screen

cadaveric (non-heart-beating) donors.
It is not intended for use on cord blood
specimens.

Gen-Probe Inc.

10210 Genetic Center

Drive
San Diego, CA 92121

RotaTeq

Rotavirus Vaccine, Live, Oral,

Prevention of rotavirus gastroenteritis
in infants and children caused by the
serotypes Gi, G2, G3, and G4 when

Merck & Co., Inc.
Sumneytown Pike
P.O. Box 4, BLB-22

Pentavalent administered as a 3-dose series to | West Paint, PA
infants between the ages of 6 to 32 | 19486-0004
weeks.
Vivaglobin Treatment of patients with primary | ZLB Behring, L.L.C.
immune deficiency (PID). 1020 First Avenue
Immune Globulin King of Prussia, PA
Subcutaneous (Human) 19406-0901
Zostavax Prevention of herpes zoster (shingles) | Merck & Co., Inc.
Zoster Vaccine, Live, | in individuals 60 years of age and older | Sumneytown Pike
(Oka/Merck ) when administered as a single-dose. P.O. Box 4, BLB-22
West Point, PA
19486-0004
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BIOLOGICS LICENSE SUPPLEMENTS
(for New Indications, New Routes of Administration, New Dosage Forms, Improved Safety)

TRADENAME/
PROPER NAME

INDICATION FOR USE

MANUFACTURER

Dryvax
Smallpox Vaccine, Dried, Calf
Lymph Type

Package Insert Revision:

Include a new Black Box warning for
cardiac events and other safety
information.

Wyeth Pharmaceuticals,
Inc.

401  North  Middleton
Road

Pearl River, NY
10965-8668

Fluarix
Influenza Virus Vaccine

New Formulation: 2006-2007 United

States formulation

GlaxoSmithKline
Biologicals

Rue de I'Institut 89
B1330 Rixensart Belgium

FluMist

Influenza Virus Vaccine Live,
Intranasal

New Formulation: 2006-2007 United

States formulation

Medlmmune Vaccines,
Inc.
297 N. Bernardo Ave

Mountain View, CA 94043

Fluvirin

Influenza Virus Vaccine

New Formulation: 2006-2007 United

States formulation

Chiron Vaccines Ltd.
Gaskill Road Speke,
Liverpool, L24 9GR, UK

Havrix Expanded Indication: Age indication | GlaxoSmithKline
Hepatitis A Vaccine, | lowered from two years to 12 months. Biologicals
Inactivated Rue de I'Institut 89

B1330 Rixensart, Belgium
Pediarix Package Insert Revision: safety and | GlaxoSmithKline

DTaP & Hepatitis B
(Recombinant) & Inactivated

immunogenicity of a three dose series
of Pediarix when administered with

Biologicals
Rue de I'Institut 89

Polio Virus Vaccine other recommended  US-licensed | B1330 Rixensart, Belgium
vaccines including Prevnar.

Tisseel VH Kit New formulation: To include the | Baxter Healthcare Corp,

Fibrin Sealant (Tisseel) incorporation of a second, independent | One Baxter Way
virus inactivation step | Westlake Village, CA
(solvent/detergent treatment); | 91362

modifications to the manufacturing
process and manufacturing locations
within the Vienna facilities; and the
introduction of a frozen liquid

presentation of the product.
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NEW DRUG APPLICATIONS

TRADENAME/

PROPER NAME INDICATION FOR USE MANUFACTURER
MacoProductions S.A.S. | For pre-storage leukocyte reduction of | MacoProductions S.A.S.
CPD/AS-1: MacoPharma | whole blood initiated between 4 and 7 | 2335 Massey Lane
Leucoflex MTL1 | hours after collection if whole blood is | Decatur, GA 30033

Leukoreduction System for
Blood Components known as
MTL1-WB Anticoagulant
Citrate Phosphate Dextrose

stored at ambient temperature, or
between 4 and 8 hours of storage at
1°Cto6 °C.

Solution (CPD)
DEVICE APPLICATIONS
TRADENAME/
PROPER NAME INDICATION FOR USE MANUFACTURER
ADVIA Centaur HIV 1/0/2 | For the qualitative determination of | Bayer HealthCare
Enhanced ReadyPack | antibodies to the human | 511 Benedict Ave
Reagents immunodeficiency  virus type 1, | Tarrytown, NY 10591
including group O, and/or type 2 in
serum or plasma using the ADVIA
Centaur System.
Chembio HIV | For the detection of antibodies to HIV-1 | Chembio Diagnostic
Reactive/Nonreactive and HIV-2 in finger stick whole blood, | Systems, Inc.

Controls SURE CHECK HIV
1/2 ASSAY

venous whole blood, and serum or
plasma specimens.

3661 Horseblock Road
Medford, NY 11763

Chembio HIV 1/2 STAT-PAK
ASSAY

For the detection of antibodies to HIV-1
and HIV-2 in finger stick whole blood,
venous whole blood, and serum or
plasma specimens.

Chembio
Systems, Inc.
3661 Horseblock Road
Medford, NY 11763

Diagnostic
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APPENDIX D (Rulemaking and Guidance Documents-FY 2006)

Rulemaking and Guidance Documents for FY2006
I. RULEMAKINGS

A. The following proposed and final rules and final orders were issued by CBER

and published in the Federal Register in FY 2006:

» Medical Device Regulations; Addresses; Technical Amendment; Final
Rule-7/25/2006

» Blood Vessels Recovered With Organs and Intended for Use in Organ
Transplantation; Direct Final Rule and Companion Document to Direct Final
Rule; Proposed Rule-5/12/2006

« Distribution of Blood Derivatives by Registered Blood Establishments that
Qualify as Health Care Entities; Prescription Drug Marketing Act of 1987,
Prescription Drug Amendments of 1992; Policies, Requirements and
Administrative Procedures; Proposed Rule-2/1/2006

+ Biological Products; Bacterial Vaccines and Toxoids; Implementation of
Efficacy Review; Final Rule and Final Order--12/15/2005

+ Biological Products; Bacterial Vaccines and Toxoids; Implementation of
Efficacy Review; Anthrax Vaccine Adsorbed; Final Order-12/15/2005

» Revocation of Status of Specific Products; Group A Streptococcus; Direct
Final Rule and Companion Document to Direct Final Rule; Proposed
Rule--12/2/2005

B. CBER was involved in the clearance of the following published proposed and
final rules for which other FDA Centers/Offices were the lead:

» Requirements for Foreign and Domestic Establishment Registration and
Listing for Human Drugs, Including Drugs that are Regulated Under a
Biologics License Application, and Animal Drugs; Proposed Rule-8/29/2006

» Requirements on Content and Format of Labeling for Human Prescription
Drug and Biological Products; Final Rule-1/18/2006

» Current Good Manufacturing Practice Regulation and Investigational New
Drugs; Direct Final Rule and Companion Document to Direct Final Rule;
Proposed Rule--1/17/2006

* Investigational New Drugs: Export Requirements for Unapproved New Drug
Products; Final Rule-11/23/2005
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Il. GUIDANCE DOCUMENTS

A. The following guidance documents were issued by CBER and posted and/or

published in FY2006:

« Guidance for Industry: Quality Systems Approach to Pharmaceutical CGMP
Regulations - 9/29/2006

« International Conference on Harmonisation (ICH); Guidance for Industry: ES
- Ethnic Factors in the Acceptability of Foreign Clinical Data - Questions and
Answers -- 9/28/2006

« Draft Guidance for Industry: Characterization and Qualification of Cell
Substrates and Other Biological Starting Materials Used in the Production of
Viral Vaccines for the Prevention and Treatment of Infectious Diseases -
9/28/2006

« Guidance for Industry: Recognition and Use of a Standard for Uniform Blood
and Blood Component Container Labels - 9/22/2006

« United States Industry Consensus Standard for the Uniform Labeling of
Blood and Blood Components Using ISBT128 - 9/22/2006

+ Guidance for Industry and FDA Staff: Minimal Manipulation of Structural
Tissue Jurisdictional Update - 9/20/2006

« Draft Guidance for Industry: Drug Interaction Studies - Study Design, Data
Analysis, and Implications for Dosing and Labeling 9/11/2006

« Guidance for Industry: Compliance with 21 CFR Part 1271.150(c) (1) —
Manufacturing Arrangements - 9/8/2006

+ Guidance for Industry: Implementing a Collection Program for Source
Plasma Containing Disease-Associated and Other Immunoglobulin G (IgG)
Antibodies - 8/8/2006

« Draft Guidance for Industry: Amendment (Donor Deferral for Transfusion in
France Since 1980) to "Guidance for Industry: Revised Preventive Measures
to Reduce the Possible Risk of Transmission of Creutzfeldt-Jakob Disease
(CJD) and Variant Creutzfeldt-Jakob Disease (vCJD) by Blood and Blood
Products” - 8/8/2006

« Guidance for Industry: Providing Regulatory Submissions to the Center for
Biologics Evaluation and Research (CBER) in Electronic Format - Lot
Release Protocols -/12/2006

« Guidance for Industry: Development of Preventive HIV Vaccines for Use in
Pediatric Populations - 5/4/2006

« Draft Guidance for Industry: Informed Consent Recommendations for Source
Plasma Donors Participating in Plasmapheresis and Immunization Programs
- 4/25/2006
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« Guidance for Clinical Trial Sponsors: Establishment and Operation of Clinical

Trial Data Monitoring Committees - 3/27/2006
« Draft Guidance for Industry: Clinical Data Needed to Support the Licensure of

Pandemic Influenza Vaccines - 3/2/2006
« Draft Guidance for Industry: Clinical Data Needed to Support the Licensure of

Trivalent Inactivated Influenza Vaccines - 3/2/2006
« Guidance for Industry: Considerations for Developmental Toxicity Studies for
Preventive and Therapeutic Vaccines for Infectious Disease indications -
2/13/2006
» Draft Guidance for Industry: Safety, Efficacy, and Pharmacokinetic Studies to
Support Marketing of Immune Globulin Intravenous (Human) as
Replacement Therapy for Primary Humoral Immunodeficiency - 11/30/2006
+ Guidance for Industry: MedWatch Form FDA 3500A: Mandatory Reporting of

Adverse Reactions Related to Human Cells, Tissues, and Cellular and

Tissue- Based Products (HCT/Ps) - 11/30/2006

B. CBER was involved in the clearance of the following published draft and final

guidances for which other FDA Centers/Offices were the lead:
» Draft Guidance for Industry: Drug Interaction Studies - Study Design, Data

Analysis, and implications for Dosing and Labeling - 9/11/2006
- Draft Guidance for Institutional Review Boards, Clinical Investigators, and
Sponsors: Exception from Informed Consent Requirements for Emergency

Research - 9/7/2006

« Annual Guidance Agenda - 9/6/2006
- International Conference on Harmonisation (ICH); Draft Guidance: Q4B

Regulatory Acceptance of Analytical Procedures and/or Acceptance Criteria

(RAAPAC) - 8/7/2006
- International Conference on Harmonisation (ICH); Guidance for Industry:

Q3B(R2) Impurities in New Drug Products - 7/31/2006
« Guidance for Industry: Chronic Cutaneous Ulcer and Burn Wounds -

Developing Products for Treatment - 6/1/2006
« International Conference on Harmonisation (ICH); Guidance for Industry: Q9

Quality Risk Management - 6/1/2006
» International Conference on Harmonisation (ICH); Guidance for Industry: Q8

Pharmaceutical Development - 5/19/2006
« Guidance for Industry and FDA Staff: Real-Time Premarket Approval

Application (PMA) Supplements - 4/28/2006
+ Guidance for Industry: Bar Code Label Requirements - Questions and

Answers - 4/27/2006



« Guidance for Sponsors, Institutional Review Boards, Clinical Investigators
and FDA Staff: Guidance on Informed Consent for In Vitro Diagnostic Device
Studies Using Leftover Human Specimens that are Not Individually
Identifiable - 4/25/2006

« Guidance for Industry: Providing Regulatory Submissions in Electronic
Format -- Human Pharmaceutical Product Applications and Related
Submissions Using the eCTD Specifications - 4/19/2006

« International Conference on Harmonisation (ICH); Guidance for Industry: S8
Immunotoxicity Studies for Human Pharmaceuticals - 4/12/2006

« Annual Comprehensive List of Guidance Documents at the Food and Drug
Administration - 3/28/2005

+ Guidance for Industry: Using a Centralized IRB Review Process in
Multicenter Clinical Trials - 3/15/2006

» Guidance for Industry: Reports on the Status of Postmarketing Study
Commitments - Implementation of Section 130 of the Food and Drug
Administration Modernization Act of 1997 - 2/15/2006

« Draft Guidance for Industry: Patient-Reported Outcome Measures: Use in
Medical Product Development to Support Labeling Claims - 2/2/2006

» Guidance for Industry: Adverse Reactions Section of Labeling for Human
Prescription Drug and Biological Products - Content and Format - 1/18/2006

« Guidance for Industry: Clinical Studies Section of Labeling for Human
Prescription Drug and Biological Products - Content and Format - 1/18/2006

« Draft Guidance for Industry: Warnings and Precautions, Contraindications,
and Boxed Warning Sections of Labeling for Human Prescription Drug and
Biological Products - Content and Format - 1/18/2006

« Draft Guidance for Industry: Labeling for Human Prescription Drug and
Biological Products - Implementing the New Content and Format
Requirements -1/18/2006

» Draft Guidance for Industry: INDs - Approaches to Complying with CGMP
During Phase 1 — 1/12/2006

+ Guidance for Industry: Formal Dispute Resolution: Scientific and Technical
Issues Related to Pharmaceutical CGMP 1/11/2006

« Guidance for Industry: Fast Track Drug Development Programs -
Designation, Development, and Application Review 1/11/2006

« Information Sheet Guidance for Sponsors, Clinical Investigators, and IRBs:
Waiver of IRB Requirements for Drug and Biological Product Studies -
1/2006

+ International Conference on Harmonisation (ICH); Guidance for Industry:
E14 Clinical Evaluation of QT/QTc Interval Prolongation and Proarrhythmic
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Potential for Non-Antiarrhythmic Drugs -10/19/2005

« International Conference on Harmonisation (ICH); Guidance for Industry:
S7B Nonclinical Evaluation of the Potential for Delayed Ventricular
Repolarization (QT Interval Prolongation) by Human Pharmaceuticals -
10/19/2005

+ International Conference on Harmonisation (ICH); Guidance for Industry:
Granularity Document Annex to M4: Organization of the CTD -10/18/2006
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APPENDIX E (Advisory Committee Meetings-FY2006)

Allergenic Products Advisory Committee

» September -13, 2006
o Open Discussion Topics: FDA Proposed Strategy for the
Reclassification of Category [lIA Allergenic Products; Research
Update: Laboratory of Immunochemistry, Division of Bacterial,
Parasitic and Allergenic Products
o Closed Committee Discussion Topics: Individual research programs in
the Division of Bacterial, Allergenic and Parasitic Products, Office of

Vaccines Research and Review

Blood Products Advisory Commiltee

* November 3-4, 2005

o Updates: West Nile virus; Draft Guidance on NAT for HIV-1 and HCV,
Summary of the TSEAC meeting held Oct. 31, 2005; Summary of
DHHS Advisory Committee on Blood Safety and Availability; Re-entry
of Donors Deferred Based on anti-HBc Test Results

o Open Committee Discussion: Approaches to Over-the-Counter (OTC)
Home- Use HIV Test Kits

o Updates: Informational presentation on Serious Adverse Events
Following Falsely Elevated Glucose Measurements Resulting from
Administration of an IGIV Product Containing Maltose

o Open Committee Discussion: Heterogeneity of Commercial
Alpha-1-Proteinase Inhibitor (Human) Products — implications for

Longer-Term Safety and Efficacy

* March 9-10, 2006
o Committee Updates: Meeting Summary of DHHS Advisory Committee
on Blood Safety and Availability; Current Consideration for Blood
Donor Screening for West Nile virus; Classification of Transfusion
Recipient ID Systems; Workshop Summary - Behavior-Based Donor
Deferrals in the NAT ERA
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o Open Discussion Topics: Rapid Tests for Detection of Bacterial
Contamination of Platelets

o Committee Update: Current Considerations on Implementation of New
Recommendations for Donor Eligibility

o Open Discussion Topics: Public Comments on "Guidance for Industry
and FDA Review Staff: Collection of Platelets by Automated Methods;
Proposed Studies to Support the Approval of Over-the-Counter
Home-Use HIV Test Kits; Summary of the Office of Blood Research
and Review Site Visit (July 22, 2005); Review of Research Programs
Site Visit of the Division of Hematology Laboratories, OBRR (Oct. 6,
2005)

o Closed Committee Discussion Topics: Office of Blood Research and
Review Site Visit and Individual research programs in the Division of

Hematology Laboratories

« July 13, 2006

o Committee Updates: Summary of May 9-10, 2006, Meeting of the
DHHS Advisory Committee on Blood Safety and Availability; Summary
of July 12, 2006, FDA Workshop of Testing for Malarial Infections in
Blood Donors; Committee Report on the Office of Blood Research and
Review Site Visit; West Nile virus Update

o Open Committee Discussions: FDA Review of Nabi
Biopharmaceuticals' Hepatitis B IGIV for Prevention of Recurrent HBV
Disease After Orthotopic Liver Transplantation; Review of the
Research Programs in the Laboratory of Bacterial, Parasitic and
Unconventional Agents, Division of Emerging and Transfusion
Transmitted Diseases

o Closed Committee Discussion Topics: Individual research programs
Division of Emerging and Transfusion Transmitted Diseases,

Laboratory of Bacterial, Parasitic and Unconventional Agents

Cellular, Tissue, and Gene Therapies Advisory Committee

- February 9-10, 2006
o Open Discussion Topics: Potency Measurements for Cell and Gene
Therapy Products; National Toxicology Program, Proposed Study on
Retroviral Vector- Mediated Insertional Mutagenisis; Overview—
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Research Program, Office of Cellular, Tissue and Gene Therapies
o Closed Committee Discussion Topics: Report of the Office of Cellular,

Tissue and Gene Therapies Research Program

Transmissible Spongiform Encephalopathies Advisory Committee

* October 31, 2005

o Open Committee Discussion: Progress Report on FDA's Risk
Assessment for Potential Exposure to Variant Creutzfeldt-Jakob
Disease in Human Plasma- Derived Antihemophilic Factor (FVIII)
Products; Labeling Claims for Filters Intended to Remove TSE
Infectivity; from Blood Components

o Committee Updates: U.S. and Worldwide BSE Status; Scientific Issues
in Evaluating Products intended to Decontaminate Surgical
Instruments Exposed to TSE Agents; Discussions of a Recent FDA

Device Panel

» September 18-19, 2006

o Committee Updates: U.S. and Worldwide BSE; vCJD Epidemiology
and Transfusion-Transmission; Draft Guidance for Industry
Amendment; Critical Factors Influencing Prion Decontamination Using
Sodium Hydroxide — PPTA Collaborative Study; Human Prions:
Clearance and Plasma Lipoproteins

o Open Committee Discussion: Experimental Clearance of
Transmissible Spongiform Encephalopathy Infectivity in
Plasma-derived FVIII Products;

o Committee Updates: Status of FDA's Initiative on Communication of
the Potential Exposure to vCJD risk From an Investigational Product,
Plasma Derived Factor X| that was Manufactured from UK Donor
Plasma; Summary of World Health Organization Consultation on
Distribution of infectivity in Tissues of Animals and Humans with TSE

o Open Committee Discussion: Possible Criteria for Approval of a Donor
Screening Test for vCJD

Vaccines and Related Biological Products Advisory Committee

* November 16-17, 2005
o Open Committee Discussion: Use of MDCK Cells for Manufacture of

Inactivated Influenza Virus Vaccines, Developing New Pneumococcal
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Vaccines for U.S. Licensure for Adults

o Closed Committee Discussion

* December 14-15, 2005
o Open Committee Discussion: Safety and Efficacy of Rotavirus Vaccine
Manufactured by Merck; Safety and Efficacy of ZOSTAVAX® (Zoster
Vaccine Live [Oka/Merck]) Manufactured by Merck

* February 17, 2006

o Open Committee Discussion: Strain Selection for InfluenzaVirus for the
2006- 2007 Season

* May 18, 2006
o Open Committee Discussion: Safety and Efficacy of GARDASIL®

(Human Papillomavirus Types 6, 11,16,18) Recombinant Vaccines by
Merck
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