


Date Document The Agency Ref # Amd Suppl Ser 

4/9/ 1998 Facisimlle FDA BB-IND7616 

Re: IistofAttendeesofA-Galconferencecallln which dos~ngscheduleandcllnicalendpo~nts were discussed. 

4/13/1998 Faclslmile 

Re: A-GalPatientAccrualScheduie 

FDA BB-IND7616 

4/ 14f 1998 Phone Log '. FDA 

Re: Telephone callto Dar/n Weberre: Fast Tracks&&s RevlewofA-Gal. 

BB-IND 7616 

4/14/1998 EmaiitoTeam Members FDA BB-IND7616 

Re: Cotiversation with Tom Eggerman, 4/14regarding his havingrevieweddosingschedule, 

4/28/1998 PhoneLog . . FDA BB-IND 7616 

Re: Telephone call to Tom Eggerman regard/in C!Ma/Reviewerandscheduling conflicb with flrstpatient, 

412911998 Facisimile FDA BB-IND7616 

Faxregardingreplacementtrialandcompletion offintinfusion forfirsttwopatientsin the 0.3mg/kggroup, No drug-relatedadverse eventsin either of 
the first&o. 

4/29/1998 PhoneLog FDA BB-IND7616 

Re: Telephone call to Tom Eggerman regarding CliniicalReviewerandrequestfrom Chrlsine Eng to infuse thirdpatientaffer24hoursinsteadof48hours 



Date Document Tv~e Agency Agency Ref # . ” .Amd Suppl Ser 

S/8/1998 Phone Log FDA BB-IND 7616 

Re: Telephone wli to Darin Weber regarding Fast Track Status Review of A-GAL. 

S/8/1998 Correspondence Received FDA BB-IND 7616 

Letter from FDA concluding that submiltal of 6 March 1998 meets criteria for Fast Track designation. 

‘* 

S/14/1998 Amendment FDA BB-IND 7616 001 001 

Amendment 1 to original submission of March 6,1998. Revisions to Chemical, Manufacturing and Control Summary. IN0 Phase 1 Safety, Pharmacokinetic 
and Pharmacodynamic study in Fabry Population; chemi&y/Microbiology; dated May 14,1998,; 

5/20/1998 Amendment FDA BB-IND 7616 002 002 

Amendment 002 to BB-IN0 No. 7616 - Revision to Clinical Protocol Pharmacokinetic and Pharmacodynamic Evaluation of Recombinant Human a- 
Galactosidase A (r-ha-GAL) Replacement in Patienk with Fabry disease, Protocol No. FB9702-01; Amendment to original submlssion of March 6, 1998, 
revised April 1% 1998 . . 

612511998 Amendment FDA BB-IND 7616 

Re: BB-IN0 7616 - Amendment 004 - Revisions to Chemistry, Manufacturing, and Controls Se&on 

612911998 Request for Information 

Request for Addiffonal Information on A-GAL. 

FDA BB-IND 7616 

7/6/1998 Amendment FDA BB-IND 7616 003 003 

Re: Amendment 003 to BB-IN0 No. 7616, Recombinant Human a-Gaiactosidase (r-haGal) 0 Revisions to Chemistry, Manufacturing and Controls Section, 



Date Document Twe Agency Ref # 

7/6/1998 Phone Log FDA BB-IND7616 

Re: Conference Cation Tuesday, 23June 1998 with Tom Eggerman, regardingPhaseI,,IIClinicalTrial. _ 

7/13/199B Phone Log FDA BB-IND7616 

Re: Changesto CMCsection ofBB-IND7616;requestfora meeting to besetup withJohn Hiiion aiternoon of9July1998. 

7/16/1998 Amendment FDA BB-IND7616 004 004 

Re:AmendmentO4toBB-INDNo. 7616--SeriousAdverse Event- 1Sdayrepott.; ThisSubmiksion Contains TheFoliowing:Initial Written Report 

7/21/1998 Amendment FDA BB-IND 7616 005 005 

Re:AmendmentOOSto BB-INDNo. 7616- Revisionsto Chemistry, ManufacturngandControls Section,; Release data on drug substance lotAG and 
onemonthstabilitytestingdata on drugproductlotAG812A. 

8/18/1998 Phone Log 

Re: Request~rMeetingprotocoi 

. 
FDA BB-IND7616 

g/10/1998 Phone Log FDA BB-IND 7616 

Re: 32OLscaleupteleconfenxebetweenJohnHilll, DavidFinbloom,andGenzyme 

9/U/1998 Phone Log FDA BB-IND 7616 

Re: 320L scale up teieconferencebetweenJohn Hill, DavidFinbioom, andGenzyme - foiiowup call. 



9/14/1998 Phone Log 

Re: Follow up to32OL meeting request 

FDA BB-IND 7616 

9/15/1998 Phone Log FDA BB-IND 7616 

Re: Filing feesforA-Gal; discussion with Oarin Weberregardingpossibfe feesforA-Gal, specifically&A. AsOrphan Drug, A-Galisexemptfromstandard 
PDUFA userf~s,now$2SO,OOOperapplication. 

10/l/1998 Amendment FDA 

FDA RequestforAdditionalInformation -Letterdated June29, 1998 

BB-IND7616 006 006 

10/l/1998 Amendment BB-IND 7616 007 

Amendment007-RevisiontoCliniwlProtocolPharmacokinelicandPharmacodynamicEvaluation ofA-GAL, ProtocolNo. FB9702--01 

lo/711998 Amendment 
. 

FDA BB-IND 7616 008 008 

Re: Amendment 008 to BB-IND No, 7616 -Request for end Phase III meeting. The purpose of this meeting to review clinical data and results of the initial 
analysis from ourrecentiycompletelyPhaseI/IIstudy 'Pharmacokineticand Pharmacodynamic Evaluation OfRecombinant Human a-GalactosidaseA (r- 
haGAL) ReplacementIn Patients With Fabrydisease, Protocol No. FB9702-01. Includescoverfaxfmm Carolyn McGarrydated10/7/98. 

10/22/1998 USAN Application FDA BB-IND 7616 

USAN (lJnitedStatesAdoptedNames)application forA-Galapplication, with a checkfor$S,OOO.OO, and verification ofabsence ofconflict. 

10/22/1998 Annual Report FDA ODD86-152 

Re: 86-152-AnnualRepottofholderofOrphan Drug Designation -penodofFebruaty1997throughSeptember1998forOrphan Drug designate # 86- 
152, 



Date Document Tvue Agencv Agency Ref # Amd Suppl Ser 

U/12/1998 Meeting Announcement FDA BB-IND 7616 

CopyofFDA'sannouncementofmeetingscheduledfor Tuesday, lSDecember1998atFDA in WOCl Conference Room, ZOOS, from l-2:30p.m.;and 
/ntemallyonFriday, 11 December. 

1 l/23/1998 Amendment FDA BB-IND 7616 009 009 

Amendment009toBB-IND7617EndofPhaseI/IIIeetingBrietngPackage, in preparation forthe upcomingEndofPhaseI/IIMeeting, scheduled for 
December15, 1998, todi~~~Gen2yme'srecombinanthumanrecombinanthumana-gala~osidase(r~HaGAL)progam, 

1 l/24/1998 Amendment FDA BB-IND 7616 ‘009 009 

Re:Amendment009toBB-INDNo. 7616- EndofPhase I/I. briefingpackage, Please findcolorcopiesofthe figuresandgraphs that were submittedon 
November23, 1998 aspatiofthebrfefingpackagesforthe EndofPhase I/II meeting. 

12/l/1998 Amendment BPA BB-IND 7616 009 009 

AmendmentO09toBBINDNo. 7616-Phase I/II briefingpackage. "QuestionstoConsider"which reference thebriehngpackage for the EndofPhase 
I/II brieflngpackagethatwassubmittedfoFDA onNovember24,1998. 

121211998 Amendment FDA BE-IND 7616 009 009 

Amendment009toBB-.IND7616- EndofPhase r/rr brrefingpackageandPhaseI/IIdraRrepor$ withletterfiom Carolyn McGanyto Darin Weber(fDA) 
datedZDecemberl998.; TiUeofdraffrepori: "EffectofDoseand RepeatDosingon thePharmacokineticsofr-haGAL in Man."; NOTE: THEREARE 
SEVEtULAMENDMENTS#t?09-- THISISOKAY 

12/15/1998 Presentation FDA BB-IND 7616 

Draflofthe EndofPhase l/2, Phase3MeetingPresentation (PowerPoint) MISSING DOCUMENT?? 



D&e Document Tvue Agency Agency Ref # 

12/15/1998 Presentation Notes BB-IND 7616 

EndofPhase 1/2Phase3MeetingDecember15, 1998;Introduction:DavidSchubert;Phase l/2 Clinical TrialResults: David Meeker, M.D.; Histological 
Analysis: MichaelO'Waghan, D.KM., Ph.0; Proposed Phase3 Clinical Trial Protocol: DavidMeeker, M.D. . 

12/21/1998 Meeting Mlnutes 

Dra#ofMeetingMinutesof 15 December 1998 meeting 

FDA BB-IND 7616 

l/1/1999 Chart FDA BB-IND 7616 

Page 7ofPtocessScale up - 34OliterBioreactor(proposed) - "ReleaseAssays forDrugSubstance"and "ReleaseAssays for Drug Product" 

l/13/1999 Correspondence FDA BB-IND 7616 , 

Re: Discussion of340Lprocessscaleup. Altachmentofsumma/ydocumentofproce~changesbeingproposedforthemanufadureofa-gal. 

. 
l/20/1999 Correspondence FDA BB-IND 7616 

Re: Conference w/l sdteduled for 21 January 1999 at 2 p.m. 

l/22/1999 Facisimile FDA 

Fax toJohnHill notingnamesofattendeesatprogmm(nodatenoted), 

BB-IND 7616 

l/25/1999 Amendment FDA BB-IND 7616 010 010 

AmendmentOiOto BB-INDNo. 7616,RecombinantHumana-Galactosidase(r-haGAL - ClinicalDevelopmentStrategy. Response to FDA request for 
information. 



Date Document Tv~e Agency Agency Ref # 

l/27/1999 Phone Log FDA BB-IND 7616 

Re: Teleconference(no datenoteo, assuming oftbisdate) to discuss3401 scale up. Participants from FDA were John Hill, Earl Dye, and Blake Fraser 

2/3/1999 Facisimile FDA BB-IND 7616 

Re: copyofminutesofPre-Phase3meetingthattookplaceon 15December1998forhisreview. Coverfaxpageincludedonlyfrom lpage fax. 
Includesfaxbackto C&rofineMcGarry-FDA minutesof15December1998, plus whatseemstobeasheetfrom Genzyme'sminutes, with their 
con-ectionsonti'tles. WhatbappenedtoGenzyme'sminutes? 

2/s/1999 Amendment FDA BB-IND 7616 011 011 

Amendment011 to BB-INDNo. 7616, RecombinantHuman a-Galactosidase(r-haGAL) - Phase3 Clinical Protocol. 'A Multi-Center, Placebo Controlled, 
Double Blind, Randomiz~StudyoftheSafetyAndEFficaacyOfRecombinantHumana-GalaclosldaseA (r-haGAL) Replacement/n Patients With Fabry 
Disease'; Proto&--No, AGAL-l-002-98 

2/15/ 1999 Amendment FDA BB-IND 7616 013 013 

Re:Amendment013toBB-INDNo. 7616 -Repeat Dose ToxicityStudy. Ourinitialproposal, asdiscussedwith Dr. Martin Green during a conference call 
onAugust21,1998, was~ra3monthstudywitba 1 monthinterim wvaiuabon andinterim studyreport, 

2/18/1999 Amendment FDA BB-IND 7616 012 012 

Amendment012toBB-INDNo, 7616. Thisamendmentprovidesdetailson a 340literbioreactormanufacturingprocessas wellasrelease data on drug 
substanceanddrugprodudasmanufacturedvia tiisprocess. Amendmentcontains: AmendedCMCsection to originalIN 7616incorporatingall 
changesmadetomanu&turingprocess, Appendicesl-5: Two volumes. 

2/22/1999 Amendment FDA BB-IND 7616 014 014 

Re:AmendmentOl4toBB-INDNo, 7616 -FinalRepottsForNon-ClinicalStudies. Thisamendmentprovides finalversionsofthe draR reports that were 
ptovidedin BB-IND7617,submittedonMarch6,1998. StudyNo. 96001,96002,96003,96004,97056,3-L68, 97044,97043,and97044a, Many 
attachments, 



Date Document Twe Agency Agency Ref # Amd Suppl Ser 
xllimwm,v>;.:‘. ..“rt,~‘>% ‘I+ 112 

2/25/1999 Amendment FDA BB-IND 7616 015 015 

Re: Amendment 015 to Bt?-IND No. 7616 -- Revisions to Amendment 012 - Chemist/y, Manufactring and Controls Section - Submitted February 18, 1999 

2/27/1999 Request for Information FDA BB-IND 7616 

Re: questions regarding Amendment 012, Appendk 1 

3/2/1999 Responsesto&estions 

Re: Responses to questions sent by Tom Eggerman. 

FDA BB-IND7616 

3/2/1999 Faclslmile FDA BB-IND 7616 

Re: Telecon Announcement -- scheduled for Tuesday, 9 March 1999, 3-4 p.m. at WOCl, DUDA, Rm 236, to discuss Genzyme’s strategy for validating 
surrogate end~infr. 

~ . 
3/10/1999 Amendment FDA BB-IND7616 016 016 

Re: Amendment 016 to BB-IND No, 7616 - Form 1572 for Phase 3 ProtocoL o/of Principal l’nvestrgatar, Meeting minutes from End of Phase I/2 Meeting 

3/12/1999 Amendment FDA BB-IND7616 017 017 

An amended protocol for the Phase 3 cliniwl study ‘2 Multi-Center, Placebo Controlled, Double Blind, Randomized Study of The Safety And Efficacy of 
Recombinant Human a-Galactosfdase A (r-haLi4L) Replacement In Paffents With Fabry Disease’: Protocol No. AGAL-l-002-98. 

3/22/1999 Phone Log FDA BB-IND7616 

Conversation between C%o/yn McGarty and Tom Eggerman re: issues regarding Phase 3 clinical protocol for A-Gal, 



Date Document TvDe Agency Ref # Amd Suppl Ser 

3/26/1999 Facisimile FDA BB-IND 7616 

Re: Telecon Announcement- Updated-- scheduled for Tuesday, 3OMarch 1999, 3-4p,m,, WCC& DARe,Room 350, to discuss validating surrogate 
endpointsandpmposedPhase3protocol. 

3/26/1999 Amendment FDA BB-IND 7616 018 018 

Facsimile to Thomas Eggerman with INDAmendment No. 018. Written response to issuesdiscussedduring conference cailheld March 24, 1999. Written 
responsetoPhase3proto~fissresdiscusedatteleconferencebehveen ThomasEggerman, MD, CBERandGenzymeon March2, 1999,Issue 81. 
Measurementofalpha gaiactosidaseprvtein levelsatbaseline, Are patients with someAGA1 lesslikely to experience hypersensitivity reactions? 

4/l/1999 Faclsimile FDA BB-IND 7616 

Attachment:listofparliclpantsofGenzymeemployeeswhoparticipatedin teleconferenceof3OMarch 1999. 

4/l/1999 Email to Team Members FDA BB-IND 7616 

Re: FDA Teleconference. Attached&o eledronicdocuments(notprinted for file), firstsummarizing outcome ofthe surrogate endpoint validation 
discussion;secondsummarizigissues/responses~omspecificPhase3protocolquestions. 

4/l/1999 Phone Conference FDA BB-IND 7616 

FDA TelephoneConference -Mard,30,1999:SurrogateEndpointsDiscusstion--CriticaiIssues 

4/26/1999 Summary of Contact 

Re:Phase3PtvtocolModifT&ions 

FDA BB-IND 7616 

s/10/1999 Memorandum FDA BB-IND 7616 

Re: EndofPhase2/Pre-Phase3teleconference with Genzyme, regardingtheuseofa-GAL forthetreatmentofFabry'sdiseaseon MarchSO, 1999, 3- 
4:30p.m., WoCr/Room350 



Date Document Tvtw Agency Agency Uef # 

S/18/1999 Request for Information FDA BB-IND 7616 

AcknowledgmentofreceiptoflSFebrua~l999submission toIND, with questions. 

s/19/1999 Amendment FDA BB-IND 7616 

Re:Amendment020toBB-INDNo. 7616-AmendmentNo. 3toProtocolAGAL -1-002-98. 

020 020 

s/19/1999 Amendment FDA BB-IND 7616 019 019 ’ 

Re:AmendmentOl9toBB-INDNo. 7616.AmendmentNo. ZProtocolAGAL l-002-98. IndiwtionPhase3SafetyandEt%cacyofRecombinantHuman - 
Galactosidasea(r-haGAL) Replacementin Patients whith Fab/yDisease. 

s/21/1999 Correspondence USAN BB-IN0 7616 

RE: USANrequestforAlfagalactosidase,andrequestforanonproprieta/yname,submittedon October22, 1998. Needfuttherinformation. 

s/25/1999 Correspondence FDA BB-IN0 7616 

Re: Coverletterforthemeetingnotesofthe teleconference on March 30, 1999behveen representativesofFDA andGenzyme. Note: The meeting 
notesmentionedarenotattached. 

S/26/1999 Email 

Re: InqukyregardingsubmiWon ofEndpointProposa1 

FDA BB-IND 7616 

6/l/1999 Amendment FDA BB-IND 7616 021 021 

Re: BB-IND No. 7616, Amendment No. 021:Information Amendment, Please findinformation providing for the use ofa liquid placebo in the clinical tnal 
program. ReferencefsmadetoAmendment012,datedFebruary18,1999in which theamendedCMCsection totheorigina/IND, 



Date Document TvDe Agency Agency Ref # Amd Suppl Ser 

6/4/ 1999 Amendment FDA BB-IND7616 023 023 

Re:BB-INDNo. 7616-Amendment023 -- GeneralCorrespondence:RequestfortYeeting--Ciinical.; Telephoneconversationbetween Genzyme 
Corporation andCBERon March 30, 1999, andtheprovisionsoffast Trackregulation,Genzyme requestra formaftefeconference with CBER to discuss 
therevisedanalysispian forPhase 3 Protocol No. AGAL-l-002-98 (originallysubmittedonFebruary5,1999;amendedon May19, 1999,submission 020). 

6/4/1999 Amendment FDA BB-IND 7616 

Re: BB-IND No, 7616 - Amendment 022. General Correspondence--Request for fiemption and Meeting Request 

022 022 

6/g/1999 Amendment/AnnualRepott FDA BB-IND 7616 024 024 

Re:BB-INDNo. 7616.Amendment024INDAnnualReport.Pursoantto21CFR312.33enclosedpleasetindtheannualreporttoIND7616.AnnualReport 
CWeringMarch 6,1999 tiroughApril9,1999, 

6/10/1999 Email FDA BB-IND7616 

Re: Receipt of two meeting request by Michael Nqska at FDA. Or@nal message ,‘rom Nicole Brien to Dave, forwarded to Carol, 

6,‘10/1999 Correspondence FDA ODD 86-152 

Re:requestingthepresenceofan O~ceofOrphanProdu~Developmentrepresentativeatameetingtobeheldwith CBER/ dateyettobedetermined. 

6/10/1999 Amendment FDA BB-IND 7616 025 025 

Re: BB-IND No. 7616 -Amendment 025 Please find a copy of the correspondence to the of5.e of Orphan ProduczY Development (OPD) regarding OPD 
representationatthemeetingwith CBERregatdingcl~nicalendpoints 



Date Document Twe Agency Agency Ref # Amd Suppl Ser 
--WHR%# ,msw?M~WX.,~~$\,, ca,~,i ’ 

6/11/1999 Amendment FDA BB-IND7616 026 026 

Re: BB-INDNo. 7616Amendment026-- Newlnvestigatorsto ClinicalStudy. European investigatorsarebeingnamedtoparticipate in studyAGAL-l-002- 
98entitied'ti Multi-Center, PlaceboControlled, Double Blind, Randomizedsludyofthesafetyande~cacyofRecombinantHuman a-GalactosidaseA (r- 
haGAL)ReplacementinPatlents with FabryDisease" 

6/16/1999 Amendment FDA BB-IND7616 027 

Re:BB-INDNo. 7616-Amendment027--InitialINDSafetyReport:PatlentNo. EO8- 008,ManufacturerRepott#AGFOO3-S99FRA. 

027 

6/16/1999 Correspondence FDA BB-IND7626 

Re: Requestfora copyofinspecbon reportforBLA 98-OOi2, Centocor(infliximab) 

611711999 Correspondence FDA BB-IND7616 

Re: receiptofGenzyme'srequestforrecordsregarding Centocor-Inflixmab BLA 98-0012 

611711999 email FDA BB-IND7616 

Re: FDA Contact, Mike Noska returnedwllregardingtwomeetingrequests, 

6/25/1999 Amendment FDA BB-IND7616 

Follow-up #1 to initialINDSafetyrepott:PatientNo. EOO8- 008 ManufacturerReport#AGFOO3-S99FR4 

028 028 

71611999 Presentation FDA BB-IND7616 

MeetingatMCA July6, 1999a- galactosidase, Fabw Disease, Phase l/2 TrialDesign, Evaluations, Phase l/2 ClinicalFindings, Pharmacokinetics: Firstand 
FifthInfusions, PercentGL -3Uearancein Plasma, PercentGL -3Clearancein Liver, LiverImmunohistochemist/y, LiverEMEndothelialCells,GL - 3 
Clearance (%) -Skin, ImmunohistochemiWyofSkin, Skin LM - Supe/ticialCapillariees, Skin EMSupenYcialc;7pillaary - Endothelium, andmore, This is a 
printoutofthepresentationgivenatthismeetlng. 



Date Document Tvoe Agency Agency Ref # 

7/12/1999 Contact RepottjEmail FDA BB-IN0 7616 

FDA phone call: CMC methods plan submitted to FDA on 3une 4,1999. 

7/12/1999 Contact Repot-t FDA BB-IND 7616 

Re: FDA phone call/follow up to conference calI of 6/U/99. 

7/13/1999 Memorandum *. FDA BB-IN0 7616 

Re: i&t of part&pants in conference w/l of July l&1999 

7/14/1999 Facisimile 

Reminder to send in Annual Repart, due In October 1999. 

FDA BB-IN0 7616 

7/15/1999 Contact Report . FDA 

Re: CMC Topics/informal discussion with CMC reviewer - CCNHDENTTAL 

BB-IND 7616 

7/21/1999 Amendment FDA BB-IN0 7616 029 029 

Re: Amendment 029 to BB-IND 7616 - Amendment No. 4 to Protocol AGAL -1-002-98. This amendment provides for the final infusion to occur at Visit 11, 
rather than at Wsit 13, which reduces the trial length by two infusions or approximateiy four weeks. 

7/21/1999 Amendment FDA BB-IND 7616 030 030 

Volumes 1 and 2: P&?-Meeting Package; Volume 1: letter to Michael Noska on July 21, 1999 Re: Amendment 030 to BB-IN0 No, 7616 - Meeting Request 
and Pre-Meeting Package. Meeting is requested to discuss and finalie the primary effiwcy endpoints for the Phase 3 trial of r-haGA in Fabry patients,; 
Volume 2: Appendix 4, continued horn Volume 1. 



Dlte Document Tvue Agency Agency Ref # Amd Suppl Ser w(cr/.:uw%:‘a,wh,,~ 

7/29/ 1999 Contact Report FDA BB-IND 7616 

Re: Discussion with CBERMediwlReviewerregardinga-GALAmendmentNo. 4toPhase3Protocol. CONFIDENnAL 

7/30/1999 Correspondence AMA BB-IND 7616 

Re: Responsesto questionsoutlinedin theircommunication of21 May 1999relatingto the USAdoptedNamesapplication forA-GAL. 

8/3/1999 Amendment FDA BB-IND 7616 031 

Re:BB-IND7616-Amendment031. Follow-up #l toINDSafe'elyReport:PatientNo. EO8-008, ManufacturerReportfAGFOO4 -SYYFRA . 

031 

8/9/1999 email 

Re: FDA endpoints calltiming. 

FDA BB-IND 7616 

8/U/1999 Correspondence . FDA ODD 86-152 

Re: OrphanDtugDesignateB6-152;requestingpresenceofan OPDrepresentativeatameeting with CBERonAugust23, 1999, 

8/U/1999 Facisimile FDA BB-IND 7616 

Re: Telecon Announcmentofmeetingon Monday August23, lYYYat3-4p.m. todiscussandflnalile theprimaryefficacyendpoints forthe Phase 3 trial, 

8/U/1999 Email to Team Members 

Re: FDA Contadregardingbulksterilitytesting. 

FDA BB-IND 7616 

8/U/1999 Correspondence FDA ODD 86-152 

Re: requestngpresenceofan O~ceofOrphanProductsDevelopmentrepresentativeatameetingtobeheldwith CBER onAugust23, 1999, 3-4 p.m. 



Date Document Tvoe Agency Agency Ref # 

8/12/1999 Email to Team Members FDA BB-IND 7616 

Re: FDA ContacttZon 8/12/99regardingque~~nsonendpoin~proposalandglobalautonomicfunctio~. 

Amd Suppl Ser %mmLYL4 

a/16/1999 Contact Report FDA BB-IND 7616 

. Re: NotationofcontactwithEggermanatFDA aboutquestionsregardingendpointsproposai, MightbeDaveSchubert'snotes. 

8/16/1999 Contact Report” FDA ODD 86-152 

Re: ContactRepo/t 12:lSp.m. Endpointsdiscussion with FDA/ofce ofOrphan Drug Products Rep. Gptain Melvin Lessing called to confirm the OPH 
hadrecekdmeetingmatenaisandconflnnation forAugust23rdtelecon date, 

8/17/1999 Telecon FDA BB-IND 7616 

Re: TeleconannouncementofmeetingsetforMonday, 23Augustl999,34p.m, 

811811999 Phone Log * FDA BB-IND 7616 

Re:Phase3EfiwcyEndpointsP~posal-Discussion with Eggerman on Wednesday, August18regardingproposaJandhisspecifcquestions. w 

8/18/1999 Emall 

Re: TiineofcontactsetforAugust18,1999at3p.m. 

FDA BB-IND 7616 

8/18/1999 Amendment FDA 

Re:BB-INDNo. 7616-AmendmentOSZ- Requestfor Type CMeeting. 

BB-IND 7616 032 032 



Document Twe Aaencv Aaencv Ref # Amd Suuol Ser 
-______._______.. -------.-...-.--. -. 

8/19/1999 Amendment FDA BB-IND 7616 033 033 

Re:Amendment033toBB-INDNo. 7616. Phase3ClinicalStudyExtension Protocol. 

8/19/1999 Phone Log 

Re: Phase3EHwcyEndpoinbProposal-Follow up. 

FDA BB-IND 7616 

812311999 Meeting Min&s FDA BB-IND 7616 

Re: Genzyme'sdraftofMeeffng minutes from FDA and Genzyme Teleconference discussion ofsurrogate Endpoinb, Phase 3 Protocol forA-GAL, August 
23, 1999. 

812411999 Faclsimlle FDA BB-IND 7616 

Re: Type CMeetingsetforSeptember9, 1999atlO-10:3Oa.m. -pre-readmaterialsmustbesenttwo weeksin advance. 

8/26/1999 Amendment FDA BB-IND 7616 

Re: INDAmendmentNo. 32datedAugustl8,1999;Pre-Meetingpackage for Type CMeeting 

034 

9/7/1999 Amendment FDA BB-IND 7616 035 

Re:BB-INDNo. 7616-Amendment03.S. AddltionalPre-Meeting Materlals for Type CMeetingtobeheldSeptember9, 1999. 

034 

035 

g/8/1999 Contact Report FDA 

Re: Conh'dential- Dlscussion witi Mike Noska re:bulksterilitytesting. 

BB-IND 7616 





Date Document ‘hoe Agency Agency Ref # 

10/s/1999 Approval Letter FDA 88 IND 7616 

Re:BBIND7616-ApprovalLetter-Supplementnewdrugapplica~ion(dated4/7/99)providesfortheuseofthe~~~~nish area attheA/iston, MA fact@ 
forfilligandlyophilkation ofan additionalproduct, recombinanthuman alphagalactosidase(rhaGAL), an-investigationaldrug. March 9, 1999 is the 
implementation date fbrthechange. 

10/13/1999 Contact Report FDA BB-IND 7616 

Re: Confidential-- Informaltelecvnference with MichaelFontleroy, acting directoc electronicsubmissions, CBER 

10/13/1999 Teleconference Meeting Minutes FDA/CBER BB-IND 7616 

Re: BBIND7616- Meetingminutes Phase3 TeleconferencefiomAugust23, 1999, 3-4p,m. teleconferenceat WOCIJConference Room 2, 

10/13/ 1999 Correspondence FDA BB-IND 7616 

Re: SummatyoftelephonemeetingheldonAugust23,1999between GenrymeandFDA, 

10/15/1999 Amendment FDA BB-IND 7616 037 

Re:BB-INDNo. 7616-Amendment037--InitialINDSafetyReportPatientNo. 0111 MPH/ ManufacturerReportNo. AGFOll-S99USA 

10/15/1999 Amendment FDA 

Re:Amendment036to 88-INDNo. 7616 --New CIinicalProtocol. 

BB-IND 7616 036 

037 

036 

10/15/1999 Correspondence FDA 

Re: LetterprovldescfarificaUonrequestedinletterofOctober4, 1999. 

BB-IND 7616 



. 

Date Document Twe 

10/18/1999 Phone Log 

Re: Trademark Labeling oflnvesbgational Drug. 

Agency 

FDA 

Agency Ref # Amd Suppl Ser 
” +?,srx~~~-~~~+>~~~~, -’ 1 : * I1 

BB-IND 7616 

10/26/1999 Facisimile FDA BB-IND 7616 

Re: Attachedflnalverslon oftheprlma/yendpoin&propo.sal for the FabryclinicaJtrial, 

10/26/1999 Phone log FDA BB-IND 7616 

Re: Phase3E&xyEndpointsProposal. Dr,JamesKaiserwillbenewprima/yreviewer. 

11/3/1999 Amendment FDA BB-IND 7616 038 

Re:BB-INDNo, 7616 -Amendment038--InitialINDSafetyReport:PatientNo. 0801 B-O, ManufacturerReportNo.AGFO20-S99FR4. 

038 

11/4/1999 email . . FDA BB-IND 7616 

Re: Conversation with Dr. Eggermanre:end~&&proposa/--reasonable, containingappropriateinformation thatcan go into aprotocolamendment: 

U/16/1999 Amendment FDA BB-IND 7616 

Re:BB-INDNo. 7616-Amendment&OR --INDSafetyReportNo, 0703,ManufacturerReportfAGFO22-S99FR4, 

040 040 

U/16/1999 Amendment FDA BB-IND 7616 039 039 

RqAmendment039toBB-INDNo. 7616-AmendmentNo. 5toProtocolAGAL-l-OO2-98.;Phase3Safe'etyandE~cacyofRecombinantHuman 
GalactosidaseA Replacement/n Patients with Fabty Disease. 



Date Document Tvue 

11/16/1999 Facisimile FDA BB-IND 7616 

Re: Attachedinformation relating to histology specimen collection andreviewinciduing definition/criteria for scoring, the description of data co/et/on and 
review, andthe detail forhandiing discrepantscoresbetween pathofogikts. 

11/22/1999 Amendment FDA BB-IND 7616 041 041 

Re:StudyAGAL-OOS-99entitied '3 Multi-Center Open-LabelExtensionStudyoftheSafeetyandE~cacyofRecombinantHuman a-GaiactosidaseA (r- 
haGAL) Replacementin Patients with FabtyRkease"(protocolsubmittedonAugust19, 1999,Submksion No. 033). 

u/23/1999 Amendment FDA BB-IND 7616 042 042 

Re: BB-INDNo. 7616-Amendment042 --Responseto FDA RequestforInformation andRequestfor Written Correspondence. Reference ismade to 
ProtocolNo. AGAL - l-002-98. 

1 l/23/1999 emall 

Re: SecureMessaging Pilot. 

FDA BB-IND 7616 

12/l/1999 Facisimile USAN 

Re: USAN'srecommendatiori to adopt '~fgalsidase beta"forr-haGAL. 

BB-IND 7616 

12/2/1999 email 

Re: BriefiofFDA Contacts 

FDA BB-IND 7616 

12/6/1999 emall FDA 

Re: USANnameassignedto a-gal; Barngrover'sdissatisfaction with it. 

BB-IND 7616 



date Document Tvue Agew Agency Ref # 

12171’1999 Amendment FDA BB-IND 7616 043 043 

Letter to Michael Noska December I, 1999 RR WIND 7616 - Amendment 043 ; Initial IND Safely Report,’ Patient No. 0602, Manufacturer peport f 
AGFO24-S99UK; Initial IND Safety Report: Patient No. 0115, Manu&zturer Report # AGFO23-S99USA 

121811999 Amendment FDA BB-IND 7616 043 043 

Additionallnformation to [FDA] Amendment No. 043 of November23,1999. &enzyme Amendment 042). 

12/g/1999 Email 

Re: A-Gal FDA Contracts 

FDA BB-IND 7616 

12/10/1999 Email to Team Members FDA BB-IND 7616 

Re: A-Gal FDA Contracts - URGENT.’ Tom Eggerton received the IND submitted recently on 23 November; had specific questions. 

12/16/1999 Memorandum . FDA BB-IND 7616 

Re: Information Conference WI/ Pathology Review Methods - call to be held December 17, 1999 at lo:45 a.m. 

12/17/1999 Amendment FDA BB-IND 7616 

Re: t3tWND 7616 - Amendment 044 -- Pathology Review Procedures and Training Manual. 

044 044 

12/21/1999 Memorandum FDA BB-IND 7616 

RE: Informal Conference CW/ Pathology Review Methods - call to be held December 21, 1999 at 11 a.m. 



D&e T.- Document Tvoe Agency Agency Ref # 

12/21/1999 FDAQllSummaty FDA BB-IND7616 

FDA CallSummary, descnbingeventsatteleconferenceheldon December21, 1999 

12/28/1999 Amendment FDA BB-IND7616 

Re:BB-IND7616-Amendment045-INDSafetyreportPatientNo. 0201, ManufacturerReport#AGFO27-S99USA, 

045 045 

l/4/2000 Memorandum FDA BB-IND7616 

InformalConference &ail/Discussion re: PIVandresponses 

l/6/2000 Amendment FDA BB-IND7616 046 

Re: BB-IND 7616-Amendment046 -- ClinicalAmendment:NewInvestigatorstoStudyAGAL-OO5-99(Phase3Eutension) 

046 

l/7/2000 Contact Report . FDA BB-IND7616 

Purposeofcallwastofu~heraddresssomeofthequeslionspreviouslyraise~ Phase4andtodiscussanyadditionaiinfo Genzyme can provide toassist 
with process, 

l/14/2000 Responseto Request for Information FDA BB-IND7616 

Re: 11 pages, writtenresponsetoquestionsunderdiscussion withrespecttoprima/yendpointagreedforPhase3cliniwltrial. 

l/17/2000 Correspondence FDA BB-IND7616 

GenzymeisinreceiptofUSANcommuniwtiondatedDecember 1,1999recommendfng 'afgalsidasebeta"asthe USANname forA-GAL. 



Date Document Tvue Agency Agency Ref # Amd Suppl Ser 
‘W-WI wa.a%~~*YYmrNUW*mfi~-. I .I( j I,, J r 

l/19/2000 Amendment FDA BB-IND7616 047 047 

Re: BB-IN0 7616 -AmendmentO47-- Response to FDA Request forInformation:Strike-Through Version ofAmended Protocoipreviouslysubmi~edon 
Novemberl6,1999. Faxedto TomEggermanon l/18/00, faxreceiptincluded. 

1/20/2000 Contact Report FDA BB-IND7616 

Re: Phone c&to Dr, Gupta to inquireabouta-GAL Phase3er%acystudystatisticaipian, citingprotocolnumber. 

l/21/2000 Amendment FDA BB-IND7616 048 

Re:BB-IND7616-AmendmentO4B--ResponsetoFDA RequestforInformation--Phase3StudyQuestionsandResponses 

048 

l/27/2000 Faclsimile USAN BB-IND 7616 

Re: U~NCbuncilP~gramNoticerelativetoherresignationfromAMA withattachedtableidenti~ingGenzyme'sapplicationsloggedin through Nov 
1999. AttachedalsoUSANappIication LL4S; copyofthe WHOappiiicationmailedtoINNCommitteeSecretariaton January24 2000. 

l/27/2000 EmailtoTeam Members FDA BB-IND7616 

Re: Discussion with Tom Eggermanabouttheirnotbeingreadytomakeadecisionyet. 

l/27/2000 Contact Report FDA BB-IND7616 

Re: Contact with Dr. Gupta,statistica/reviewe~ atlp,m,, to confirm hisreviewofthePhase3DraffStatisticaalPlansubmittedtoIND on November16, 
1999. 

l/31/2000 email FDA BB-IND7616 

RE: CalltoDr. Hilltoreportplan tosendhimresponsestoMay1999FDA questions. 



Date Document Tvee Asenw Agency Ref # Amd SUPPI Ser 

2/3/2000 Amendment FDA-CBER BB-IND7616 

AmendmentO49toBB-IND7616, re:NewInvesbgatortoPhase3&tensionStudy 

2/10/2000 Correspondence FDA BB-IND7616 

UpdateofInformation:Orphan Drug Listing. Inciudeschangeofdesignation date:1/19/19Bt? 

2/10/2000 Correspondence FDA BB-IND 7616 

Re:updateofinformationbeingsubmittedin orderto update the Orphan DrugandApprovalsdatabaseand web page, 

2/10/2000 Amendment FDA BB-IND7616 051 051 

Request for TypeA Meetingregarding BB-IN07616 -- Amendment051 -a copyofthisietterisin ODD chron fileasa crossrererence because it 
containsupdateofinfonnationasanOrphanDrugListing, 

2/10/2000 Amendment FDA BB-IND7616 050 050 

AmendmentOSOto BB-IND7616. Response to FDA RequestforInformation. 

2/10/2000 Correspondence FDA ODD86-152 

UpdateofInfo~ation:OrphanDrugtisting.Includeschangeofdesignation date:l/19/1988 

2/11/2000 Amendment FDA BB-IND7616 

RE: BB-IN0 7616 -- re: BB-IN0 7616 --Amendment053 --Phase 4 Clinical Trial Proposal. 

053 053 



Date Document Tvoe Asencv Agency Ref #I Amd Suppl Ser 

2/11/2000 Amendment FDA BB-IND 7616 052 052 

Amendment052 to BB-IN0 7616re:BL4 ElectronicSubmission Demo andQuestionnaire to Michael Fauntleroyand Michael Noska for review. Re: BLA 
ElectronicSobmlssinDemoandQuestlonnaire, AttachedisRachelC$rle'sietterof 28January 2000toMichaelFauntleroyattachedto the CAL4 
questionnaire fotm. 

2/14/2000 Meeting Notes FDA BB-IND7616 

Notes from impromptum~eting with M. faunt/eroyre:deliveringa copyoftheaGa/eSub demoCDtohim in person. 

2/17/2000 email FDA ODD86-152 

Re: Orphan Drug O!%x? Conta~Reporl;recentsubmissionsenttoStephanieDonahoe'so~ce updating thecontactlistforourorphan drugproducts did 
nothavetheotphandrugdesignationsIndcated/n thetext. 

2/18/2000 Amendment FDA BB-IND7616 055 055 

Request for TypeBMeetngtodiscusscontent, tili=$ngandformatofAlpha-GAL BU,andtwopre-BU meetingrequests Amendment055 

2J18j2000 Amendment FDA BB-IND7616 054 054 

Request for Type CMeetingre:AmendmentNo, 0.54 to BB-IND7616; to discussissuesrelatedto themanufacturing facilities forAlpha-GAL, 

2J22J2000 Phone Log FDA BB-IND7616 
Phone conversaffon with Tom Eggerman recgardinghisquestionsfiom otherreviewers. 

2/22/2000 Amendment FDA BB-IND7616 056 OS6 

Response to FDA requestforlnformaatlon re:replacementoforiglnatphotomicrographswithscanneddigiitiIedcopies; written commenton thedifference 
in tieresoluffonand/orsensilvlyInLMandTEM.Amendment056 



Date Document Tvoe Agency Agency Ref # Amd Suppl Ser r#ow8.v~,~:.%*,>’ 

2/23/2QQQ Annual Report FDA ODD86-152 

Re: AnnualRepottofholderoforphan-drug designation, #86-152,forperiodofOctober1998throughSeptember1999 

2/23/2QQQ Phone log FDA BB-IND 7616 

Re: Phoneconversation wilhMarc Waltonre:slatusandtimingofprovidingassessmentofPhase3endpoints. 

2/24/2QQQ ContactRepo$email FDA BB-IND7616 

EmailtoSchubertregarding FDA phonecontactwith Tom Eggerman andMike Noska regardingresponsesto tworecentquestionson Gruenfeldarticle 
andtraining meeting. 

2/24/2QQQ Amendment FDA 

Amendment05Z Agendaandalistofparticipantsfor TypeCmeeting. 

BB-IND 7616 057 057 

2/24/2QQQ Facislmile I . FDA Bl.A99-2865/STN BLlQ3979/Q 

Additionalinformaffonrequestedrelatedtothepre-BLA meeting,alsosubmittedtotheIND, 

2/25/2QQQ Contact Report FDA BB-IND7616 

Re: Phone Contad, Friday. Febmaty25, 2000, 3p.m.: Mike Noska and Nicole discussedplans forpalhologisttrainingmeeting. 

2/25/2QQQ Contact Report FDA BB-IND 7616 

Re: Phonecontact, Friday, February25, 2000,4p.m,:S~ubertandEggermanregardingoutcomeofIheCBERinternalmeeting. 



Date DocumentTvue Agency AgencyRef# Amd Suppl Ser y&+j-~~$q,q%, - ;,*,%%w:..,, ,. .a.' c ‘ 

2/28/2000 Meeting Announcement FDA BB-IND 7616 

Re: Meeting Announcment for Phase 3 Meeting on Tuesday, 14 March 2000, 3-4:30 p.m., with follow-up call notes in hand on bottom of page from talk 
with Walton & We&s 

2/29/2000 Amendment FDA BB-IND 7616 

Amendment~58.Agenda,spe~~cque~onsandalistofpa~~c~antsforTypeBmeeting. 

058 058 

3/l/2000 Contact Report FDA BLA 99-2865 / STN BL 103979/O 

Contactrepottre:discussion with MichaelFauntleroyre:eSUB, Question 1 onsponsorquestons,etc. 

3/l/2000 Facisimile 

Re: Meetinginformation forFriday, March24,2000. 

FDA BB-IND 7616 

3/2/2000 Facisimile FDA BB-IND 7616 

Re: ResponsestoFDA communication datedl8May1999,alsosubmittedtotheIND, lopages. 

3/2/2000 email FDA BB-IND 7616 

Re: Cl-8 can thematerialform Cl-7run be used forcommercialproduct- FDA needs writteninformation. 

3/3/2000 Contact Report FDA BB-IND 7616 

Re: ElectronicSubmission Demo, Friday, 3 March 2000. Telephone conference with M. Fauntleroy to discuss his review of demo electronicsubmission 
senttoCBERonFebruatyl1,2000. 



Ddte Document Twe Agency Agency Ref # Amd Suppl Ser 
,pswemwi‘m.m~3L,**. : U’. - 

3/3/2000 Facisimile FDA BB-IND7616 

Re: Lrstofrepresentah'ves who tookpartin telecon on2/2/00, 

3/3/2000 Contact Report FDA BB-IND 7616 

Re: Phonecontactswith Eggerman,2/24/OOre:responsesto two recentquestions;Noska, 2/24/OOre: training meeting. 

3/3/2000 Amendment ' FDA BB-IND7616 059 059 

Amendment059. Responsesto FDA requestforinformation dated5-18-99regardingAlpha-GALproductmanufacturingandcharacterization. 

3/S/2000 Contact Report- Draft FDA BB-IND7616 

Re: March 2, 2000 Telecon with CBER MedicalReviewers; re-readproposal(Miowup to 2/29/00 telecon) 

3/B/2000 Amendment ~ FDA BB-IND 7616 

Amendment#O6OtoBB-IND7616,NewProtocol 

3/9/2000 Amendment FDA BB-IND7616 

Amendment061 to BB-IND7616, TypeCMeeting Package 

3/10/2000 ResponsetoRequestfor Information FDA 

RE: WnttenresponsestoquestionsraisedbyFDA on February29,2000, 

BB-IND 7616 

060 060 

061 061 

3/13/2000 EmailtoTeam Members FDA BB-IND7616 

Re: FDA responsesreviewedandsenttoFDA on Friday, March 10,200O. Attached Worddoc. 



Date Document Tvne Agency Agency Ref # Amd Suppl Ser I .~#wa~1w,-.~*.li’:’ ,‘I, 

3/16/2000 Facisimile FDA BB-IND7616 

RE: ChangeofconfetenceroomforMarch24,2OOOmeeting~ 

3/17/2000 Amendment FDA BB-IND 7616 062 062 

AmendmentO62toBB-IND7616, 'IA Multicenter, Open-LabelExtension StudyoftheSafetyandEficacyofRecombinantHuman a-GalactosidaseA 
Replacement/n Patients with FabryDisease"(Study#AGAL-005-99) 

3/20/2000 Amendment FDA 

Amendment063toBB-IND7616, responsetorequestforinformation. 

BB-IND 7616 063 063 

3/23/2000 Amendment FDA BEbIND 

Amendment064,earliersubmi~edasINDAmendment039onNovember16,l999. 

064 064 

3/24/2000 Amendment 
. . 

FDA BB-IND7616 065 065 

Amendment065to55-~ND,asafetyreportforpatient#00l5; R-Senrolledin theOpenLabelPhase3&tensionstudy, 'IA/though theeventwasnot 
Consideredrefat~torAlpha-G;rll): wearesubmifflngthisrepottforyourinformation due to thenatureofthe event(suicideattempt)." 

3/26/2000 Contact Report FDA BB-IND7616 

Re: Phone contactreport, Walton, 3/24/OO;aafterspeaking with Walton, cal/edEggerman to expresssurprise on factthatSTATplan wasnotagreed 
upon. 

3/29/2000 Amendment FDA BB-IND7616 066 066 

Amendment066toBB-IND7616, withresponsestoissuesraisedpriorto the March 14,200Omeeting. 



D&e Document Tvue Agency Agency Ref # 

3/31/2000 Amendment FDA BB-IND 7616 

Amendment067toBB-IND7616, with RevisedStatisticlAnalysis Plan andHistology RereadProcedure 

Amd Suppl Ser ,uheccl’w~~:YfiG~ 

067 067 

3/31/2000 Amendment 

BL4 ElectronicSubmission Demo #2, wit% disk 

FDA BB-IND7616 068 

3/31/2000 ContadRepo~ FDA BB-IND7616 

Re: Phone contactrepo~ 3/30/00, Eggerman and Walton to inform them oflatest verson offlATplan andmodifl‘cedproceedure tto re-readHistology. 

4/3/2000 Amendment FDA 

AmendmentNo. 069toBB-IND7616,SafetyReportforPatientNo. 0306. 

BB-IND7616 069 069 

4/S/2000 Contact Report FDA BB-IND7616 

Re:Phonecontactrepo/t, Walton/Eggerman -4/4/O-tod~scus.sSTATplan forthisweek. 

4/6/2000 Contact Report FDA BB-IND7616 

Re: Phonecontxtreporl, Penny Dowdwiti MichaelFauntleroyre:Serial# 068, ElectronicSubmission Demo, 3/31/00. Errorin CDsubmitted, sent 
correctedCDbgyFi?deq Traddg#791 

4/g/2000 Contact Report FDA BB-IND7616 

Re: Phonelogreports(Walton, 4/6/00, Eggerman, 4/7/00). CONFIDENTIAL . 



Date Document Tvoe Aaencv Agency Ref # Amd Suppl Ser 

4/10/2000 Amendment FDA BB-IND 7616 

Amendment#O70toBB-INDNo. 7616-GeneralCorrespondenceregardingPhase3endpoints. 

070 070 

4/12/2000 Facisimile FDA BB-IND7616 

Re: Pa~~pantlistforteleconferenceset forApril11, 2000 to discuss Phase 3StatisticalAnalysisPlan 

4/13/2000 Amendment ' FDA 

Amendment#O.!itoProtocolNumberAG4L-l-002-98- fi!?h dratt 

BB-IND7616 

4/13/2000 Amendment FDA BB-IND7616 

Amendment07~:INDSafetyRe,oor& Pate&No. 0805; ManufacturerReport #AGFOSO-SOOFiUI 

071 071 

4/13/2000 Memorandum FDA BB-IN0 7616 

RE:Phase3meeting witi Genzymeregarding useofA-Gal, March 14, 2000, 3-53Op.m. 

4/14/2000 ContactReport FDA BB-IND 7616 

PhoneContactRepott$,4/14/00and4/17/00 with Tom EggermanandMarc Waltonregardingtheircommentson faxedrevision to IheSTATplanperthe 
teikvnferencecaflon 4/.1/00, 

4/17/2000 Amendment FDA 

AmendmentO72:Phase 3ProtocoiRevisedStatiticaalAnalysisPlan 

BB-IND7616 072 072 



D&e Document TvDe Agency Agency Ref # Amd Suppl Ser 

4/18/2000 Meeting Minutes FDA BB-IND7616 

Meebng Minutes from FDA/Genzyme teleconference with Dr. Marc Walton and Dr. Tom Eggerman on April 11,2000,2-3:15 p.m. 

4/20/2000 Amendment FDA BB-IND7616 

Re: Amendment 073: Investigation into Bioreactor Contamination and Disposition of Harvested Material, 27pages 

073 073 

4/21/2000 Meeting Minutes 

Minutes of Genzyme-CBER meeting of 3-24-00. 

FDA BlA99-2865/XN BL103979/0 

4/21/2000 Meeting Minutes FDA BB-IND7616 

Re: BB-IN0 7616 - Copy of memorandum summarizing 24 March 2000 meetng with CBER. 

062 

4/28/2000 Facislmile . FDA BLA99-2865j.VN BL10397910 

Confirmation of teleconference scheduled for Monday 1 May2000 at 10 a.m. with Dr. Marc Walton and Dr. Tom Eggerman, and Alison Lawton, Dave 
Schubert, Nicole Brien, John McPherson, PK Tandon, and Rich Moscickl. 

5/l/2000 Contact Report FDA BB-IND7616 

Re: Tekxonference 5/l/00 with Bill Purvis per Marc Walton ‘s request for press release on Phase 3 data; 5/2/00 -- teleconference with Pun/is regarding 
CBER comments faxed by BP. Attached: press release 

5/l/2000 Amendment FDA BB-IND7616 

RE: Amendment 074: General Correspondence regarding Phase 3 Primary Eficacy and Pre-LILA Meeting Scheduling 

074 074 



Date Document TvDe Agency Ref # Amd Suppl Ser 

S/1/2000 Contact Report 

Contactreportnotesincludecun-entdemo. 

FDA BIA 99-2865 / STN BL 103979/O 

S/3/2000 Contact Report FDA BB-IND 7616 

FDA contactsof5/3/00, S/11/00 withFauntleroy, Noska, andEggerman re:Phase#p/an 

S/4/2000 Amendment FDA BB-IND7616 

Re: Amendment075-IniffalWriittnandFollow-UpSafetyRepo~onPatientsNo. 0304, 0306, 0805 

S/5/2000 Amendment 

Amendment076 

FDA BB-IND 7616 

075 075 

076 076 

S/8/2000 email 

Re: CD toFaun#eroy,eSub 

. . FDA BB-IND 7616 

S/8/2000 email FDA BB-IND 7616 

Re: Phonecontactrepottwkh M. Fauntleroy~que~ngadditionalcontactnamefordiscussionaboutsecure emailwith CBER# 

s/9/2000 Correspondence FDA ODD 86-152 

Re: RequestforOPDRepresentationatPre-BLA Meetings with CBER Orphan Drug Designation # 86-152, 

s/9/2000 Draft 

DrartofSumma/yofSuspe&dHypenensib'vity-typeEvents 

FDA BB-IND 7616 



Date Document Twe Aaenw Agency Ref # Amd Suppl Ser 

s/9/2000 Correspondence 

Press Release forFabrazyme Phase3 Clinical Trial Resulbs 

FDA BB-IND7616 

S/11/2000 Telecon Confirmation FDA BlA99-2865/!STN BL103979/0 

Facslmifere: teleconference confirmation with FDA for Tuesday, 3OMay2000, l-3p.m. 

S/12/2000 Email FDA B!A99-2865/STN BL103979/0 

Re: MichaelFauntiervy'scaiiregarding MAA demo CDreceiptandthe commentshereceivedfiom Dr. Walsh on PartIVclinicalcontenton Demo 62. 

S/12/2000 Meeting Announcement FDA BLA99-2865/S-N BL103979/0 

MeetingAnnouncementfor Tuesday, 23May2000,3-Sp.m.,andTuesday, 3OMay2000, i-3p.m, 

S/17/2000 Amendment . FDA BB-IND7616 077 077 
AmendmentO7Z ClinicalAmendment:NewInvestigatorstoStudyAGAL-OO5-99(Phase3~ension);ClinicaiAmendment:UpdatedFDA Form 1572for 
PhaseSStudy No. AGAL-002~98;ClinicaiAmendment:UpdatedFDA Form 1572forSkin TestStudyNo. AGAL-004-99. 

S/18/2000 Amendment FDA BB-IND7616 078 078 
RE: Amendment078-SupplementalInformation forPre-BL.4 CMCMeetingscheduledfor Tuesday, 23May2000. Attachedisletterfrom Herndon dated 
31August1999, 

5/19/2000 Email FDA BtA99-2865iSTN BL103979/0 

Re: conversation with productreviewerand "moratorium" for the submission of Bus, beginning on July3, lasting for2-3 weeks, 



Date Document Tvne Agency Agency Ref # 

5/23/2QOQ Correspondence AMA BB-SND7616 

Re: ~Nh!E&pertCommittee foundlinguisticdifi%uitiesin severailanguages with the f-g combination andhasselectedaiternative designa t&n, ‘kgalsidase 
alfa"andsubsequentiy 'kgaisidasebeta". Ifthenameisacceptedbyalipatties, %gaisidasebeta"can beadoptedasUSANonJune28, 2000. 

S/23/2000 Meeting Notes FDA BB-IND7616 . 
Re: Phase4discussion with Dr. Kaiser:particlpnb wereP& Sanj, Pedro, Mary Rich, Aiison, Dave, NE 

S/2s/2000 Phone Log APLB BB-IND 7616 

Re:PhoneLogregardingconversation with BillPutvisatAdverlising& Promotion Branchaboutwhen tosubmitFabrazymetradename to branch for 
review,beforeBLA subm&sion,oraffer. 

S/25/2000 Facislmile FDA BB-IND7616 

Faxto MlchaelNoska withparticipantikstofpre-BLA CMC teleconference of23 March 2000. 

6/5/2000 Amendment 
. . 

FDA BB-IND7616 080 080 

Amendment080toBB-IND7616re:P~tocoiAmendment;r:Phasef/2MensionStudyandPhase3Study. GenzymeissubmittingAmendmentNo. 1 to 
Phase1/2&tensionStudyACiAL-006-99. , 

6/6/2000 Amendment 

Amendment079-MISSING 

FDA BB-IND7616 079? 0797 

6/7/2OOQ Correspondence AMA LL-45 

USAN application fora-GAL, LL-45;rece@tofUSANletterof23May2OOOrecommending 'bgalsidasebeta" 



D&e Document Tv~e 

6/9/2000 Amendment 

Amendment081 re:Requestfor TrademarkReview 

Aww Agency Ref # 

FDA BEbIND 

Amd Suppl Ser mw.~~Mvl”B 

081 081 

6/11/2000 TOC-BLA 

Item 1 (TOC)ofthe356Hofthea-GAL BLA,23pages. 

FDA BB-IND 7616 

6/12/2000 Amendment ” FDA BB-IND7616 

AmendmentO82-AnnualRepo/tto~eINDcoveringperiodfromAprilP, 1999throughApril9,2000, 

6/13/2000 Amendment FDA BB-IND 7616 

Amendmentf083toBBINDNo. 7616-InitialWrittenandfolfow-UpSafe'etyRepo~:patientNo, OlOP,AAP, 0115 

082 

083 

082 

083 

6/13/2000 Cpntact Report FDA BLA 99-2865 / STN BL 103979/O 

Re:Noska wilisendinformation regardingBL4 submissions;JufesMeisher, Mike Noska, Mike Fauntleroyneed to benotifiedofthesubmission date of 
arrivah etc. 

b/14/2000 Facisimile FDA 

DCCProcedure Guide # 46 from FDA CBER DocumentControlCenter 

BB-IND 7616 

6/19/2000 Contact Report 

Phase3ExtensionLMPathoiogyReviewProceo'ures 

FDA BB-IN0 7616 



Date Document TvDe Agency Agency Ref # Amd Suppl Ser 
AT.“maWrn~~ 

6/20/2000 Facisimile FDA BB-IND7616 

Listofpatticipantsin teleconference with Drs. Eggennan and Kaiserheldon Friday, 16June2000. , 

6/21/2000 Project Notes FDA BB-IND 7616 

Nicole BrienIrhandwritten notesre:Jim Crim and?hilNoquchi. 

6/21/2000 Memorandum ' FDA BB-IND 7616 

Re: Pre-BLA Teleconference with Genzyme, May23, 2000, 3p.m. Meeting Notes: purpose ofteleconference was to discuss the manufacturing and 
facilitiesissuessurrvunding IheSponsor'sproposed Biologiks License Application (BLA)submksion. 

6/21/2000 Contact Report FDA 

Re: toidhim we have 19boxes, ZfulJcopiesand28additions, etc. 

BLA99-2865JSTN BL103979/0 

6/23/2000 Original Submission 
~ 

FDA BLA99-2865 JSrN BL103979/0 

Original604 Submission, 81 volumessubmittedto FDA on23June2000. Electronic, exceptfortwo CDs, which arein Centralfileson shelvesin Binder 
#031. Thisiscmss-refeerencedasseparatedocumententty, 

6/23/2000 Original Submission (CDs) FDA BLA99-28651 STN BL103979/0 

CDsofOriginalBLASubmission, 81 volumessubmittedtoFDA on23June2000, with Admindtrativecorrectionson 11 September2000. 



Date Document Type ‘Agency Agency Ref # Amd Suppl Ser , U*~~~.,..,.‘,r,.;~.~~ ..?A‘,J. 

6/23/2000 Original Submission (CDs) FDA BLA99-2865lSTN BL103979/0 

CDsofOriginalBLA Submission, 81 volumessubmittedto FDA on23June2000, withAdmlnistativecorrectionson llSeptember2000. 

6/23/2000 Original Submission FDA BLA99-2865fSTN BL103979/0 

OriginalHA Submission, 81 volumessubmittedto FDA on23 June2000. Electroniic, exceptfortwoCDs, whicharein CentralFilesonsheivesin Binder 
#031. This$cr%s-referencedassepamtedocumententry, 

6/26/2000 Amendment FDA BB-IND-7616 084 084 

Amendment084-Follow-up w/ittenSafetyRepo/t, ManufacturerReportNo.AGF054-SOOUSA. MedWatchrepottforPatientf0304RBB 

6/28/2000 Correspondence FDA BB-IND 7616 

Re: Le#erinformingGenzymethatUSANcouncilhasadopted'~galsidasebeta"USadoptednamefora-GAL. EnciosedStatementofAdoption. 

612912000 Memorandum FDA BB-IND7616 

Memorandum/MeetingNotesofMeetingheldonMay30,2OOOat1p,m, Purposeofmeetlng wasforthesponsortopresentresultsofpivotal trialandfor 
theAgencyandtheSponsortodiscussandcome toagreementon the formatandcontentofiheclintcal, pharmacologyandstatisticalportionsof the 
proposed&I. I 

6/30/2000 Correspondence FDA BLA99-2865jSTN BL10397910 

Re:ReferenceNumber99-2865hasb~enassignedtorecentsubmission ofBLA,receivedJune23,2000, 

6/30/2000 Amendment FDA BB-IND 7616 

Amendment085toBBIND 7616:Pa#ologyRevlewProceduresforPhase3Btens/onStud,v 

085 085 



Dite Document Type Agency Agency Ref # 

7/5/2000 Amendment FDA BB-IND7616 086 

Amendment#086toBB-INDNo. 7616-INDSafetyReportforPatientNo. 0202, ManufacturerControlNo, AGFO61-SOOUSA. 

086 

7/10/2000 Correspondence FDA BB-IND7616 

Re: AttachedisAmendmentO67from3/3l/OO,INDsubmission ofthe FinalProcedure forthe Kindey Pathology Review 

7/10/2000 Facisimile FDA BLA99-2865lSTN BL103979/0 

Re: INDsubmissionoftheFinalProcedurefortheKidneyPaUloiogyReview, assubmittedtotheINDonMarch31,2000. 

7/11/2000 Contact Report FDA BB-IND7616 

Attachedpatioiogyreviewprocessdescriplions forthe Phase3 trial, Includedare entiredocumentsandcoverlettersto therespectiveINDsubmissions. 

7/12/2000 Contact Report I FDA BB-IND7616 

Re: Initialqueslionsandresponsesandfu/therqueslionsonadjudicationprocess, TEM,statisticalpian, CRFs, Kidney, etc, -internaimeeting 

7/14/2000 Case Report FDA BB-IND7616 

Re: Caserepottforkidney, skin andheaitattached, asperhisrequest, ProtocolAGAL-00599. 

7/14/2000 Facisimile FDA BB-IND7616 

AttachedSkin CRFwith theIiiCremoved. Version represents theproposedpathotogyreviewprocess 

7/14/2000 Contact Report FDA BB-IND7616 

Re: Recordofcali with Tom Eggerman on adjudication process, TEM, StatLstiwiPlan, CFFs, Kidney 



Date Document Type Agency Agency Ref # Amd Suppl Ser j- “v%52a.v.2 r: PAW 

7/17/2000 Contact Report FDA BB-IND7616 

Re: Eggerman called with a few questions, I.e., wants to ensure we addressadjudication in thepropsal for-how to cover the full range ofscores, in 
partMarl, 2, 3. 

7/18/2000 Amendment FDA BB IND 7616 087 

Re:, Proposa~forSubmisslonofPhase3Ektension DataDunngBL4 ReviewPeriod 

7/18/2000 Amendment FDA 

ProposaiforSubmissionofP3&tensionDatadurrngBL4 reviewperiod 

BB-IND7616 

7/18/2000 Responsesto Questions ,FDA BB-IND 7616 

R~Responsestoquestionsregardingthepathol~yreviewforthePhase3~ensionStudy. 

7/20/2000 Contact Report FDA BB-IND 7616 

Re: Request for TradenameReview"toReviewingDivkion, 0TRR;Fabrazymename 

7/20/2000 ContactReport FDA BB-IND 7616 

Re: Conversation withNoskare:additionalBLA copiestobesenttoFDA;submissionstoIND/BlA 

087 087 

7/21/2000 CorrespondenceSent FDA BLA99-2865/nN BL103979/0 

Re:Genera/Correspondence~a~ingO~cialContacirandPhase3~ensionPlans 



Date Document Type Agency Agency Ref # Amd Suppl Ser 
’ dt*lhhh:!Ct%LW,i*uilu 

7/24/2000 Amendment FDA BB-IND7616 088 088 

Amendment#O88to8tHNDNo. 7616-Phase3~ensionPathologyReviewProcedures-ResponsetoFDA RequestsforInformation 

7/26/2000 Amendment FDA BB-IND7616 089 089 

Amendment# 089toBB-INDNo. 7616 - GeneralCorrespondenceRegardingreetingMinuteClarifications(BBIND7616andBLA Ref No. 99-2865) 

7/26/2000 CorrespondenceSent FDA BLA99-2865/!XN BL103979/0 

Re: Meeting Minute ClarificaffonsregardingCMCissuesassociatedwiulpendingBLA. 

7/31/2000 Contact Report FDA BB-IND7616 

Re: Kaiser's technlcaiquestionsregardlngnavigability within the electronicsubmission. 

8/l/2000 Contact Report . ~ FDA 

Re: Dr, Kaiserphonedwiti questionsregardingcontentofBLA submission 

BLA99-28651 STN BL103979/0 

8/2/2000 Correspondence Sent FDA BLA99-2865lSTN BL103979/0 

Facsimileincluded: Phase3StudyAGAL-1-002-98FinalStatistcal'AnalysisPlan;Phase3StudyAGAL-f-002-98Procedure forquantitation ofglycofipid 
indusionsinthekidney 

8/2/2000 Contact Report FDA BB-IND7616 

Re: Dr. Kaiserhasnopre-requ&orquestIonsattiemoment. 



Date Document Type Agency Agency Ref # Amd Suppl Ser t ~-~Blm*ir~,,“~;.i.,i,, * :> ,,.-_ S” e .A 

8/3/2000 Contact Report-MISSING FDA BLA99-2865/Sl-N BL103979/0 

Re: teleconference between Nicale, Richard MoscickL Dr. Kaiser, in follow-up to teleconference with CBER on Phase 4 study. 

8/8/2000 Amendment FDA BLA99-2865/!5TN BL 103979/O 001 001 

Amendment 001. Response to Medical Reviewer Request for Information. CD attached; sent by Fedex. 

8/8/2000 Meeting Minutes FDA BB-IND 7616 

Teleconference wkh Jim Kaiser, minutes of that meeting, Purpose of meetng was to review the proposed plan for submitting Phase 3 extension eh?cacy 
data to the BLA and the 120 day safety update, 

8/9/2000 Amendment FDA BB-IND7616 

Amendment # 090 to BB-IN0 No. 7616 - Phase 4 Dmft Protocols for CBER Review and Teleconference Request 

090 090 

. . 
8/10/2000 Correspondence Sent FDA BlA99-2865/S-l-N BL 103979/O 

Facsimile of 63 pages (not inckrded) “as requested - P3 Xprotocol” 

8/11/2000 Amendment FDA BB-IND7616 091 091 
Amendment % 091 to BB-IN0 No. 7616 - CIlniwl Amendment: New Investigators to Study AGAL-OOS-99 (Phase 3 Extension); and AGAL-006-99 (Phase 
l/2 Extension). 

8/14/2000 CorrespondenceSent FDA BlA99-2865/!3N BL103979/0 

Summary of efficacy assessments to be represented in upcoming submissions. 



Date Document Type Agency Agency Ref # Amd Suppl Ser I*i!:%V-Wl 

8/16/2000 Emait FDA BB-IND7616 

Re: FDA Contact- SiteInspection --production schedulesmustclearlyoutii.ne relevantactivities. FDA called to requestthe schedules for the facilities, 

8/16/2000 Contact Report FDA BB-IND7616 

Re: Whetherthe Phase 4protocolmustbesubmittedto IheINDandorthe HA. Resolution:submittheprotocolto IheINDandcopythe coverletterto 
BLA file. 

8/16/2000 Emait toTeam Members FDA BB-IND7616 

Re: FDA Clinl~lSiteInspections--auditofdataattheFrenchsitesparticipatingin theAGAL-I-002-9Bstudy, Cachet/Lyon andGermain/Paris, primary 
auditor Lourdes Valentin, 

8/17/2000 Amendment FDA BB-IND7616 

Amendment % 092 to BB-IND No. 7616-InitialWrittenSafetyRepo/t, ManufacturerRepo/tNo,AGF064-SOOUK 

092 092 

8/18/2000 Contact Report FDA BLA99-2865JSTN BL103979/0 

Re: Dr. KaiserSreceiptoffaxdatedB/18/OOpreparedbyE, Singer. Itneedstobesubmittedto tie BL4 soa future review wouldhave access to it, 

8/18/2000 ContactReport FDA 

Re: Dr. Kalser'srece~toffaxdated8/18/OOpreparedbyE Singer. 

BLA99-2865/STN BL103979/0 

8/18/2000 Correspondence Sent FDA BtA99-2865fSTN BL103979/0 

Re: AttachedinfonnationrefetredtoinearlierphonecallonAGAL l-002-98, DescriptlonofSlideAnalysisDatasets 



Date Document Type Agency Agency Ref # Amd Suppl Ser 

8/21/2000 Correspondence Received FDA BLA 99-2865 

FAX received regardinglnspection ofClinica/Site Participating in StudyAGAL-I-002-98ContTrmation ofDates Planned 

8/21/2000 Emall FDA BlA99-2865/S-I-N BL103979/0 

Re: AllachedPAIScheduleandFab~meManufacturingSchedulesentorignallyto Nicoleby Mark Hayes; Nicole emailedbackto Mark thatithasbeen 
faxedto Mike Noskaandthatshe wilsubmititto the&l tomorrow. 

8/21/2000 Correspondencesent 

Re: AttachedFabmzyme PrvducbonSchedule. 

FDA BLA99-28651 STN BL10397910 

8/22/2000 Correspondencesent FDA BLA99-28651 STN BL103979/0 

Re:SeptemberAmendmentto tie BLA willinclude data in thesame formakasprovidedin the otigina/&!A submission, except where notedbelow. 

8/23/2000 Amendment FDA BLA99-2865/STN BL103979JO 

AmendmentOO2~ResponsetoMedicalReviewerReque~forInformation. CDaltached 

002 002 

8/23/2000 Articles FDA BB-IN07616 

Attachedthreeartlcles~fe~toinopenlabelstudyprato~ltobediscussedonthe2SthofApril. 

8/24/2000 Amendment FDA BB-IN0 7616 093 

Amendment#O93toBB-INDNo. 7616-INDSafetyReprotforPatientNo. 0605 ManufaCturercontrolNo. AGFO65-SOOUK 

093 



Date Document Type Agency Agency Ref # Amd Suppl Ser 

8/24/2000 Article BB-IND7616 

Article: fab/yDisease: RoberfJ. DesnlckandDavidF. Bishop, no date -APPROXIMATEDATE 

8/24/2000 Contact Report FDA BB-IND7616 

Re: FDA contacton GCPInspectionsandacti~n itemsregarding hotels, transportation, etc. 

8/24/2000 Email CAS BEbIND 

Re:Discussion wilh Won moreinformaffon regarding theregist/yandcostoftheprocess 

S/25/2000 CorrespondenceSent FDA-CDER BLA99-2865 

ListofexpertstoconsiderfortheDecember&$ 2002Adv/.so1yCommitteeMeeting 

8/29/2000 CorrespondenceSent I . FDA BLA99-2865jSTN BL103979jO 

Re: Llstofpartic(pantsinPhase4telecononAugust25,2000. 

8/30/2000 Contact Report 

Re:Compassionate Use RequestforMr, Cordell 

FDA BB-IND7616 

8/30/2000 Conk&Report FDA 

Re: Phase 4PlanningandCompassionate Use Request- Teleconference 

BLA99-2865/S-l-N BL103979/0 



Date Document Type Agency Ref # 

8/30/2000 Amendment FDA BB-IND7616 094 094 

Amendment # 094 to BB-IN0 No. 7616 - Compassionate Use Request for patient CAC under care of Dr. Thomas M, Bashore at Duke lJnivers@ Medical 
Center, 

9/l/2000 Teleconference Notes 

Re: Fabrazyme BLA electrvnic srlbmission 

FDA BLA99-28651 STN BL103979/0 

9/l/2000 Contact Report 

Re: Fabrazyme BLA GCP Inspections of French Sites 

9/5/2000 Correspondence 

Re: Update to 01s Regi&?y No. 104138-64-9. 

9/s/2000 Facisimlle 

Re: GCP inspect/ens, Hotels in Fence 

FDA BlA99-28651 STN BL103979/0 

CAS 104138-64-g 

FDA BLA99-2865/STN BL 103979/O 

9/5/2000 Correspondence Sent FDA 

Hotels in France for Fabrazyme BLA 99-2865 GCPInspections 

91612000 Contact Report FDA 

Re: Various BLA and IN0 (Compassionate Use and Clinicat Material) 

BlA99-2865 

BLA99-2865/STN BLiO3979/0 



Date Document Type Agency Agency Ref # Amd Suppl Ser 

9/6/2000 ContactReport FDA BlA99-2865/S-f-N BL103979/0 

Re: TeiecontactbetweenMi~aeiFaun~eroyandNicoieBrien,Da~eneStevens,AndySiegel, ShyKumarregarding theBL4 electronicsubmissionin a 
foiiowup to the teiecon of1 SeptZOOOduring which Fauntieroydescribed the usability issue. 

9/6/2060 Contact Report FDA BLA99-2865/STN 8L103979/0 

Re: PAlplanning;patidpan& were Nicoie, Mark Hayes, Daiedudet; Walt Lange, Kevin O'Brien, M. Noska 

9/6/2000 Contact Report FDA 

Various BLA andINDitems(Comp. Use andciinicaimaterial, etc.) 

BB-IND7616 

9/7/2000 Amendment FDA BB-IND7616 095 095 

Amendment # 095toBB-INDNo. 7616 -requestforcompassionate useofFabrazyme wasmadeforpatientG4Catthe Duke University MedicalCenter. 

g/7/2000 General Correspondence FDA BB-IND7616 

Re: BB-IND 7616 -Receiplofsuppiementainewdrug application datedAprii7, 1999, receivedAprii8, 1999. Completedreviewandapprovedit. 

9/8/2000 CorrespondenceSent FDA BLA99-2865 

Modifiedmanufactur~ngscheduleforFabrazymearoundthe weekofNovember13-17,2000, 

9/11/2000 CorrespondenceSent FDA BLA99-2865jSTN BL103979/0 

Re: BLA 99-2865/STNBL 103979/O -Administrative Correction to Orignai BLA Electronic Media submittedon 23June2000. Pursuantto recent 
discussions with Michael Fauntietv~ Genzymeisnowprovidingan administrative amendmentto BLA 99-2865tomakeimprvvements to the OrignalBL4 
electronicmedia thatwiiienhance usabiiity. Inciudestwo CDs. 



Date Document Type Agency Agency Ref # Amd Suppl Ser ?,U~~.,,“.~.‘~ 

9/11/2000 Meeting Minutes FDA BB-IND7616 

Globalmeeting (panktpants:Arlene, anada; Pauline, Europe;Konoml, Japan; Dave Hymes, lntll; timberlee, RACME; Rumana, US; Nicole, Global) 

9/12/2000 Teleconference Notes FDA BiA99-2865/Si-N BLlO397910 

Various&l andIND(CBERaction dates, nanofitration, etc.) 

+. 
9/12/2000 CorrespondenceReceived FDA BlA99-2865 

CBERhascompletedaninib’alreviewofUleJune 23,200OappJication foragalsidasebeta,.forthe treatmentofFabrydisease, to determine its 
acceptablifity for filing 

9/12/2000 Facisimile 

CommerclalUse Request 

FDA BlA99-2865/STN BL 103979/O 

9/12/2000 Facisimlle 
. . 

FDA BlA99-28651 STN BL103979/0 

Re: Hotelcvnflrmationsoftiehotelln LyonandParis 

9/12/2000 Correspondence Sent 

Re: Travelinfomration dun'ng visitto France. 

FDA ' B&499-2865/STN BL103979/0 

9/12/2000 Correspondence FDA BB-IND 7616 

Re: Altachedlssummaryofchangesto tiephase4doubleblindstudy(StudyNo.AGAL-008-00) 
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9/12/2000 Contact Report FDA BB-IND 7616 

Re: VariousBLA andINDitems(CBERation dates nanofiltration, etc) 

9/13/2000 Facislmile FDA BB-IN0 7616 

Re: Represenlativespaticrpatingin thecailon Friday, September8, 2OOOregarding the Phase 4protocol. 

g/13/2000 Teleconference iotes FDA BLA 99-2865 / flN BL 103979/O 
Re: Submissiondirectorystructure;partic@antf~m FDA wasJoseph Montgomery, CBER 

9/14/2000 Correspondence Sent 

GeneralCorrespondence/ModifiedManuf&turingScheduJe 

FDA BIA 99-2865 / STN BL 103979/O 

9/14/2000 Correspondence Sent FDA BLA 99-2865 

Information to share on the travelsituation in France 

9/14/2000 Correspondence Received FDA BlA 99-2865 

FDA receivedFOIA request forrecordsregarding THomasAcki, HenryBone,Jaime Davison, etc. - CV 
Referencenumber- 

9/18/2000 FDA Site Visit Report FDA BLA 99-2865 / STN BL 103979/O 
Re: FDA AuditDe-tXief(Report) - ProtocoJAGIL l-002-98. SiteNumber7(Lyon) Attachedare emails from Lisa Beckerto Nicole Bnen andothers 
regardingthisFDAaudit. 



Date Document Type Agency Agency Ref #I 

9/18/2000 Faclslmlle FDA BB-IND 7616 

Re:Phase4Protocol, Reviseddescri#tionofCWiacEvents 

9/18/2000 Amendment FDA 8B-IND7616 096 

Amendment#O96toBiWNDNo. 7616-INDSafetyRepottforPatientNo. 0506,ManufacturerControlNo. AGfO64-SOOUK 

096 

9/21/2000 Teleconference'kotes FDA 

Re: BLA que.stionsregatdingslideIds, IHC, FDAsliderevlewplans 

BLA99-2865/S-N BL103979/0 

9/22/2000 Contact Report FDA 

Re:Cardiacendpoln&, datasetsandtheslideIds;conversation with Dr. Kaiser, 

BB-IND7616 

9/ 22/2000 Contact Report . FDA 

Re: attachedsummaryofrecentchangesto thedrat?protocolAGAL-008-00. 

BLA99-2865/Sl-N BL103979/0 

9/22/2000 Email FDA BLA99-2865/5TN BL103979/0 

Re: Urgentfollow-up FDA; AmendmentdZoftheProtocolincludestheMay14th version ofthe 'kummaryofchanges" 

9f 2612000 Amendment FDA BB-IND7616 

Amendment097 Follow-up WrittensafetyreportforPatientNo. 0605, ManufacturerControlNo.AGFO65SOOUK 

097 097 

9/26/2000 CorrespondenceSent FDA Bui99-2865 

explanationoftheSlde/DtopicthatDr. KaiserbroughttoGenzyme'sattention 



Date Document Type Agency , Agency Ref # 

9/28/2000 Contact Report FDA BLA99-2865 

ContactReportRegarding TechnicalReviews, Tradename Letter GMPInspection, Phase SExtension EfiYcacy Report, Filability Letter, Advisory 
Committee, SfNNumberandFollow-up Voicemaiilto Mike Noska 

9/29/2000 Contact Report 

Re: RequestforSkdes, question aboutvendorerror 

FDA BLA99-2865fSTN BL103979/0 

9/29/2000 Request for Slides FDA BLA99-2865jSTN BL103979/0 

Re: Request forslidesto besentto CBER(trialAGAL-l-002-98) 

9/29/2000 CAS Registry Confirmation FDA BB-IND7616 

Re:BB-IND7616- CASregistrationconfirmation fromsabine Kuhn, &AS, American ChemicalSociety;attachedisRumana Rahman'sletterbyfaxto CAS 
witharequestfortheupdateto OrsRegistryNo. 104138-64-g. 

10/2/2000 Amendment FDA BLA99-2865JSTN BL103979/0 003 

AmendmentO03to BLA 99-2865, Phase JExtensionStudy, Interim EtiTcacy Report, with CD, 4 volumes(2 volumeson theshelves) 

10/3/2000 Faclslmile FDA BLA99-2865JSTN BL103979/0 

Re: h'otelrecommendationsin~mbn'dgeandFramingham 

10/3/2000 Amendment FDA BB-IND 7616 

Amendment098:InillalWWrilenReport;ManufacturerReportNo.AGFO67-SOOUSAA. 

098 098 



Date Document Type Agency Agency Ref # Amd Suppl Ser -“~~&~rnX 

10/S/2000 Contact Report FDA BLA 99-2865 

ContactReportreganling variousMA items: 
Requestforadditionaldatali%tfnggs, newrequestsfmm Dr, Kaiser, vendorquestion andquestlonregardigstatplan andblindstatus, histologyslidesto 
besentto FDA 

10/S/2000 Amendment FDA BB-IND7616 099 099 

Amendment099: FinalPhase4Prvtocol(StudyAGAL-008-00) 

10/10/2000 CorrespondenceSent FDA BLA99-2865/STN BL103979/0 

Ffe/ssStatistics(tabe$ &?ng, page fromprogmmmingspe, pages from textbook) 

10/11/2000 Amendment 

AmendmentO04;HVACClassificalion modifications 

FDA BlA99-2865/STN BL103979/0 004 

10/11/2000 Correspondence Sent FDA BlA99-2865lSTN BL103979JO 

Re: SENBL103979/O(BLA Reference No. 99-2865, GeneralCorrespondence), Phase3StudyOriginalLLMSiides 

10/12/2000 Correspondence 

Re: LL-45, Uodatetow1SRegisuyNo. 104138-64-9 

USAN BB-IND7616 

004 

10/13/2000 Correspondence Received FDA BLA99-2865) STN BL 103979/O 

BL4Informationrequestletterperphonemessage(BL 103979/Oreplaces99-2865) 



D&e Document TVDe Asenw Agency Ref # Amd Suppl Ser 

10/14/2000 Correspondencesent 

Desviption oferrorsin thestudytreatmentallocation, 

FDA Bv\99-2865/5TN BL103979/0 

10/14/2000 Contact Report FDA BIA 99-2865 

ContactRepotiregarding variousitemsrelatedBLA requeststhatarependingandnewrequests. Vendorerrordescription,submission ofaddltional 
analyses, changein GFR,productpreparation, UrnaryGL-3,antibodytitertabie ver.suskidneyscores,andbaselineleukocyte. 

10/17/2000 Correspondencesent 

SensitivityAnalysis I 

FDA BlA99-2865/.STN BL10397910 

10/18/2000 Correspondence 

CopiesofvialsandlaMs(StudyAgal-l-002-98) 

FDA BB-IND7616 

10/18/2000 CorrespondenceSent FDA BLA99-2865lSTN BL103979/0 

CopiesofvialsandlabJes(SludyAgal-l-002-98)-documentation on thelabelsforpatienlsthatwereaffe~edbyenorslnkitassignment. 30pages 

10/19/2000 ContactReport FDA BLA99-2865/!TN BL103979/0 

Re: Discussion with Dr. Kaiserregatving vanousitemsrelatedBLA requestthatarependingandnewrequests, Vendorerrordescription, information 
abouturinaty GL-3forpatient30< Table 11-31 in thePbaseSStudyRepor$ AdditionalAnalyses, newrequest from 10/18, newrequest from lo/l9 

10/20/2000 Correspondencesent FDA BLA99-2865/STN BL 103979/O 

Fax witi attachedanalysesrequestedbyDr. Kalserre:Changein GFRas Treated; KidneyLMstratifiedbyage;Conconmitantmeds - 45pages 
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10/20/2000 Contact Report FDA BLA99-2865JSTN BL103979/0 

Re:AdvisoryPanel. Discussion with Kathleen Reedy, EkecutiveSecretaryofthe EndocrinologicandMetabolic Drugs Advisory Committee re; December 
8thcommitteemeeffngtoreviewFabmzyme. 

10/20/2000 CorrespondenceSent FDA 

With FabrazymeP3tnafabsbactpresentedatASHGearlierin October. 

BLA99-2865/STN BL103979/0 

10/20/2000 Correspondence Received FDA BL499-2865/!TN BL103979/0 

Copyoflettertolourdes Valentin fern Dominique Germain in Parisre:observationsfeaturedon the 483form sheissuedfollowing herinspection on 22, 
25,26September2000. 

10/24/2000 Correspondencesent FDA BLA99-2865/STN BL103979/0 

Analysfsanddata kMgrer'atedto the Flei~statistic. @pages) 

10/24/2000 Contact Report FDA BiA99-2B65/ S-I-N BL103979/0 

5L4 various/terns: discussion. with Dr. Kaiser He requestedadditonalinformation: AEsthatare Jaboratoryabnormalities~ tablesshowing whether the 
abnormalllleswereaboveorbelowthenomt,conconmi~ntmedlistigthatshowsonlythepainmeds 

10/25/2000 Facisimile FDA BLA99-2865/STN BL103979/0 

Re:BB-IND7616- ListofsuggestionsforexpertsduringEMDACpanelmeetingon 12/8/00, 

10/25/2000 Facisimile FDA BLA99-2865,'STN BL10397910 

Attachmentofrequestedanalyses:llistigofinfusionsforP3Eutension;SummaryofAlfAEsbyPreferred Term;ListingofRenaJAssessments;lSpages 



Date Document Type Agency Agency Ref # 

10/27/2000 Contact Report FDA BLA99-2865/STN BL103979/0 

Re: BB-IN0 7616 - Contact Report of Telephone Conference with CBER requested by Genzyme to clariq CBER expectations to responses to questions 
issued by CBER on 10/13/00, 

10/27/2000 Correspondence FDA BLA99-2865JSTN BLiO3979/0 

Letter from FDA to Dr. Eng regarding their conduct of a clinical study entitled ‘X Multicenter, Placebo-Controlled, Double-Blind, Randomized, Study of the 
Safety and EMcacy of Recopbinant Human aGalactosidase A (r-aGAL) Replacement in Patients with Fabry Disease’: conducted at Mount Sinai School of 
Medicine In New York, The letter was faxed to Nicole by Dr. Desnick at Mt. Sinai. 

10/30/2000 Facisimile FDA BlA99-2865/STN BL103979/0 

Fax to Dr. Marc Walton re: attached press release that Genzyme plans to release. 

10/31/2000 Contact Report FDA BiA99-2865/STN BL103979/0 

Contact report re: Safety @date and Vendor Error - repotts to be submitted to FDA 

10/31/2000 Correspondencesent FDA BIA99-2865/STN BLlO3979/0 

Phase 3 extension plasma and brine CL-3 repoti; finalized and to be submitted to the BLA with safety update later in week. Faxed. 

11/2/2000 CorrespondenceSent FDA 81A99-28651 STN BL103979/0 

AL&ched analyses requested by Dr. Kaiser: Summary of conconmitant pain medications (P3 Trial, As Treated); Summary of AEs that are lab 
abnormalities (P3 Tiiab As Treated); Summary of Shi&d Laboratory Values (P3 Trial, As Treated); 10 pages 

U/3/2000 Amendment FDAJCBER BLA99-2865/ STN BL103979/0 

Safety Update: Plasma and Un’naty GL-3; Faxeo’ communications. 9 volumes, one CD-ROM. 

005 
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11/6/2000 Amendment FDA BB-IND7616 100 100 

Amendment10OtoIND7616-RevisionstoPhase1/2tXension Protocol(StudyAGAL-006-00) 

11/7/2000 Amendment FDA BB-IND7616 101 101 

Re:55-IND7616-AmendmentlOl,Initial Written Report, ManufacturerReportNo.AGF066-SOOUSA, in reference toAGAL-008-99Study. 

11/9/2000 Facisimile FDA BlA99-2865/5TN BL103979/0 

Fax with threeattachments:direci?onstoAiiston Landfngfrom Logan;Directionsto NYAvenuefrom Cambridge orLogan; Manufacturing Schedule 

11/10/2000 Correspondence FDA cLA99-2865/STN BL103979/0 

LetterfromAlisonLawtontoMarcWaltonn?:pendingBLA forFabrazyme;appealletter;42pages 

11/15/2000 Amendment . . FDAJCBER BLA99-2865JSTN BL103979/0 006 

ResponsetoRequestforcliniicalInformation(on'ginalia&els),~N5L103979/0 

11/17/2000 Report FDA BLA99-2865JSTN BL103979/0 

Pre-approvalinspectionDaySreportandatiachedoniginaiFDA notific&ionofinspection~ 

11/17/2000 Correspondence FDA BLA99-2865J5TN BL103979/0 

GeneralCotrespondencere:Phase4multkenter, randomked double-blind, placebo-controlledtrial. STNBL103979/0 



Diite Document Type Agency Agency Ref # 

11/17/2000 Correspondence Received FDA BLA 99-2865 

FDA 483. Fabrazyme CBERPre-LicenseInspection FinalClose-OutNovember17, 2OOOre:inspection fromlnspecbon November13-17, 2000. Includes 
51 New YorkAvenue FacilityInboduction, organization char& ffoormaps. InciudesAii!on QualityAssurance Operations,Aiiston Quality Controland fill 
finish DepartmentOverviews. 

11/20/2000 Contact Report FDA BL4 99-2865 / STN BL 10397910 

Contactreportre:discussion with Marc Walton ofFDA regarding Phase 4 Triaiand when wecan havea conversation aboutendpoint for the trial. 

11/20/2000 CorrespondenceSent FDA BBIND7616 

FaxofLetterto Elaine Cole, FDA-CBER, from MtSinaiSchooiofMedicine regardng Inspection ofMountSinaiSchooiofMedicine, Fabrazyme Study BB- 
IND7616. 

U/28/2000 Contact Report 

Follow-up voicemailto Phase 4telecon with Dr. Kaiser, 

FDA BlA99-2865/STN BLlO3979/0 

12/4/2000 Amendment FDA BE-IND7616 102 

Responsestorequestforinfonnation regardigPhase4UinicaiStudy, 

12/4/2000 Correspondence/Fax FDA BlA99-2865/STN BL 103979/O 

Letterre:Inspecbon ofMountSinaiSchooiofMedicine, FabrazymeStudy. Faxisdatedl2/4/00; or~inalietterisdated11/20/00. 

102 

12/S/2000 CorrespondenceSent FDA BBIND7616 102 

RE: BL4 99.2865andINDBB-7616. Thisisa copyofAmendmentlO2toBB-7616submittedon December4 2000, faxedto Dr. Jim Kaiserby Nicole 
Brien. 



Date Document Type Agency Agency Ref # 

12/b/2000 Email FDA BlA99-2865JSTN BL103979/0 

Re:BLWND7616=FDA answentorecentquestions. 483submittoOCBQ;notrequiredtorequestan exemption fromiotrelease 

12/7/2000 Amendment 

Clinicalproto&amendment:Phase4studyAGAL-008-00 

FDA BB-IND7616 103 103 

12/8/2000 Correspondence Sent FDAJCBER 

Pre LicenseInspecVon 
Response to FDA 483 
Genzyme's51, 76, 8ONew YorkAvenueandAWon Landing Facilities 

STN BL103979/0 BLA99-2865 

12/8/2000 Amendment FDA BlA99-2865JSTN BL103979JO 007 

Response to CBERRequestforInformation forthe CMCsection ofthe Fabrazyme LILA. STNBL 103979/l+ 1 CD forCF, 1 forArchives 

12/13/2000 Amendment FDA BB-IND7616 104 104 

ProtocolAmendment(StudyA(;;4LOO5-99):Newinvestigato~andupdated15725);ProtocolAmendment(StudyAGAL006-99): Change ofprincipal 
lnvestgato~ Updatedlnvestlgatot-!sbtvchure 

12/14/2000 Correspondence FDA BlA99-2865/STN BL 103979/O 

GeneralCo~s~ndenceregaro'ingPhase4UinilcalStudyAGAL-OO8-OO,includingAttachmentl,INDAmendment102ofDecember4, 2000 and 
Attac/ment2,INDAmendment103ofDecemberI, 2000 

12/14/2000 Amendment FDA BLA99-2865/S-f-N BL 103979/O 008 .I 
Conection toAmendment007-ResponsetoCBERRequestforInformationfortheCMCsectonofIheFab~~meBL1. STNBL 103979/O 



Date Document Type Agency Ref # 

12/19/2000 Contact Report FDA BlA99-2865/STN BL103979/0 . 

Re: Callbetween Nicole Brien andMichaelNoskaabout CBER Complete ResponseletterforFabrazyme, _ 

12/22/2000 Correspondence Received FDA BUi99-2865JSTN BL103979/0 

Re:BB-IND7616-Requesttbrciari~wtionconcemlngtheBLA iicenseapplicationdated23June2000, FDA informationrequestietterdated13October 
2000,andtoteiconon27Dctober2000. FaxsentbyMichaelNoska, fetterfrom Or, AmyRosenbergandDr. Karen Weiss, Faxedcopyandorginalletter 
from FDA included, Archlvecopysubmitted, 

12/22/2000 Contact Report FDA BLA99-2865 

Teleconferencebetween Nicole BrienandMike Noska ofthe FDA regardingthePhase3LMslidesattheFDA. 

12/28/2000 CorrespondenceSent FDA BLA99-2865fSTN BL103979/0 

Re: BLA 99-2865/Bl103979-Letterto MichaelNoskaatFDA fiomAiison LawtonregardingIntenttoAmendBLA forthepurposesofaddressing the 
FDA'scomments; respondingto theirquestlons,andsubmiting therequestedinformationasdescribedin theirDecember22, 2OOOietter 

12/28/2000 Correspondence FDA 

Re:BB-IND7616-LetterwithIntenttoAmendBLA. Re: BL 103979/O 

BL499-2865/STN BL103979/0 

i/4/2001 Correspondence/Fax FDA BB-IND7616 

Re:BB-IND7616-Adviceletterfmm FDA regardingAGAL-008-OOstudywithcrossreferencetoBL4 responses. Sentbyfaxtoteammembers; faxcover 
sheetincluded. Att;3dredisMemofmmNicoleto Team ofsamedate. 

l/4/2001 Response Lettter FDA BB-IND7616 

Re:BB-IND7616-January4,2001 letter from FDA toNicoleBrienregardingtheirrewewoflheOctober6,2OOOsubmission to ourIN forFabrazyme. 
Altachedismemo~omNi~leBn'entoleamstatingthatmajoriityofitemshavebeenaddre~~inprotocol. A copyofthisdocmaybeinbinder# 025 
also. 



Date Document Type 

l/4/2001 Meeting Minutes/Draft 

Agency 

FDA 

Agency Ref # Amd Suppl Ser 

BlA 99-2865 / STN BL 103979/O 

Re: BLA 99-2B65- Letterfmm FDA to Nicole Brien regarding theirreviewofthe October6, 2OOOsubmission to ourIN for Fabrazyme. 

l/9/2001 Facisimile FDA BLA 99-2865 / STN BL 103979/O 

Faxto MichaelNoska from Nicole Brien with confirmation regarding agenda andparticipantsto thecallscheduledat3p.m., on l/9/01. . 

l/9/2001 Contact Report FDA BLA 99-2865 / STN BL 103979/O 

Re:BB-IN07616 - cOntactRepo/ton teleconferenceconcerning BLA action letterinformaldiscussion withmedicalreviewers. 

l/9/2001 Correspondence Sent FDA BIA 99-2865 

IistofGenIymepartlclpakandmeetingagendaforgeneraldiscussion on l/9/01 at3pm 

l/17/2001 Faclsimile . * FDA BLA 99-2865 / STN BL 103979/O 

Re:BB-IND7616-Drafi2, ~naJofpressreleaseforreviewRE:ATUandRegistty;senttoBilJPurvis with discussedchanges, with Form 2253; 

l/17/2001 Facisimile FDA 

Re: BB-IN0 7616 - PR/partIFiorm 2253 used with revlewofpressrelease, 
Revlseassuggested. OKtogo flnal 

BlA 99-2865 / St-N BL 103979/O 

l/18/2001 Facislmile FDA BLA 99-2865 / !XN BL 103979/O 

Re: BB-IN0 7616 - Finalofpressreleasesentto BillPurvis with discussedchanges, with Form2253 



Date Document Type Agency Agency Ref # Amd Suppl Ser SW#bU,W%WWLI 

l/18/2001 Facisimile FDA BLA99-2865/STN BL103979/0 

Re: i3U 99-.?865- Faxregarding vanousCMCtWesandto,oiLsto be discussedat1/19/01 teleconference,,anda IistofGenzymeparticipan~. 

l/19/2001 Amendment FDA BB-IND7616 

Re:tWIND7616 -Newprotocoi:Amendment105- Naturaihistorystudy;archivecopysubmitted 

105 105 

l/19/2001 Contact Report" FDA BB-IND7616 

Re:BB-IND7616-phonereportbe~eenNicoleflrienandDr,~amesKaiserregardinga deathin P3Xstudy. PatientNo. 0506patticipatingin Phase3 
Extension Tnalat London site. 

l/22/2001 Facisimile FDA BLA99-2865/STN BL10397910 

Re:BB-IND7616-Faxfrom MichaelNoska to Nicole Brien withalistoflikeiypatticipantsfiom CBER tothetelecon on 1/24/O-t. 

l/23/2001 CorrespondenceSent 
. ' 

FDA 

Dialing instrwctionsforJanuary24 conference witregarding CMC 

BlA99-2865 

l/23/2001 Facisimile FDA BLA99-2865fSTN BL103979/0 

Re:BL4 99-2865. Faxoforiginalietter from Chnsiiarris to MercedesSerabian regarding telecon scheduledfor1/25/01 discussing two preciinical stud/es 
tosupportreprvductiveanddeveiopmentaitoxicoiog~ 

l/24/2001 Advertising and Promotion FDA 

Re: Fabry Disease Collateral Materials: "Understanding Fabry Disease ':' 'The Medical Family Tree': Disease Monograph - storedin Ad Prom file cabinets 



Date Document Type Agency Agency Ref # Amd Suppl Ser -*u1 

l/24/2001 Amendment FDA BB-IND7616 106 106 

Re:BB-IND7616-Amendment106- TransferofoblgationsforstudyAGA1-008-00ProtocolAmendment:newinvest;igatorsforstudiesAGAL-005-00and 
AGAL-006-00. Witi threeattachmen&.Archivecopysubmitted. 

l/24/2001 Correspondencesent FDA BLA99-2865/STN BL103979/0 

Re:BLA 99-2865-Fax from ChrisHarnsto Mercedesserabian with iistofparticipan&of1/25/01 teiecon, anddraftoutiine forpro,oosed6-month repeat 
dosestudyinmonkeystosupportreproductiveanddeveiopmentaltoxicoiogy, 4pages 

l/25/2001 Facisimile FDA BlA99-2865/STN BL103979/0 

Re:BU 99-2865- Faxto Mercedessembian with dial-in instructionsforschedutedtelecon on i/25/01. Topic: reproductive anddevelopmental 
toxicoiogy# 

l/25/2001 Contact Report FDA BB-IND 7616 

Re: BB-IND7616- Teleconferencerepotiregarding Or, Kaiser'scallon l/25/01 todiscuss variousissues:12/7/00protocolsubmission/studyAGAL-008- 
OOAmendment2 vs. theitemsin the %dvice"letter&omFDA dated1/4/01, Also "CaseReportForm"and'SampieInformation ConsentForm." Also 
appiles to BLA 99-2865. 

l/25/2001 ContactReport FDA Bl.A99-2865fSTN BL103979/0 

Re: BLA 99-2865- Teieconferencerepo~regarding Dr. Kaiser'scailon l/25/01 todiscuss variousissues: 12/7/OOprotocofsubmission/'udyAGAL-008. 
OOAmendmentZ vs. theitemsin the 'tidvice"letterf/omFDA dated1/4/01. Also "i3seReportForm"and'SampieInformation ConsentForm." 

l/25/2001 Facisimile FDA BlA99-2865/STN BL103979/0 

Re: BLA 99-2B65-MarkHayesfaxloMikeNoskaregardinglistofpa~icipantstotheteleconon l/24/01 andacopyofthetabiein the5L.A thatcontains 
therelevantdata. 



Daie Document Type Agency Ref # Amd Suppl Ser 

l/25/2001 Faclsimile FDA BB-ND 7616 

Re: BB-IND7616-Dial-inins&~cbonsfortelecon tobeheldon26January2001 at11 a.m. to 12noon regardingissuesconcerningstudyAGAL-008-00. 

l/25/2001 Response to Request FDA BB-IND7616 

Re: BB-IND7616-Attadted'~nformationconsenttemplateforPhase4Study"requestedbyDr. Jim Kaiser. Sentbyfaxto Dr. Kaiser. 

l/26/2001 Amendment FDA BB-IND 7616 108 108 

Re:BB-IND7616-AmendmentlO8:InitialWritten Report, ManufacturerReportNo, AGFO74SOOU~ concerning expiration ofPatientNo. 0506 JSP on 12 
January 2001. 

l/26/2001 ChangeofContacts FDA BB-IND7616 107 

Re: BB-IND7616-Amendment107:GeneralCorrespondence - Change ofprimatyandalternate contacts, Archivesubmitted. 

107 

l/26/2001 Telecon Minutes FDA BB-IND 7616 

RE: BB-IN0 7616 - Minutesfmm Telecon on 1/26/Oi regarding Phase 4StudyInterimAnalysis 

l/30/2001 Correspondencesent FDA BLA99-2865lSTN BL103979/0 

Re:BU 99-2865-C HarnsfaxedM. Serabian tiedrattvetsion ofmeetingminutesoftelecon of l/25/01 concerning Question 15ofFDA letterreceived 
on 12/22/00, 

l/31/2001 CorrespondenceSent FDA BlA99-2865/STN BL103979/0 

Re: 8lA 99-2865-Notice ofChange ofPrlmaryandAlternate Contacts. Archivesubmitted, 



Date Document Type Agency Agency Ref # Amd Suppl Ser ~aa.ww.x 

2/l/2001 Telecon Minutes FDA BB-IN07616 

RE:BB-IND7616-Minutesfmm Tekecon on1/26/01 regardingPhase4Protocolsubmittedon12/7/OOandFDA/INDAdviceLetterdated1/4/Qf. 

2/S/2001 Amendment FDA BB-IN07616 109 109 

Re: BB-IND7616-Amendment109- Compassionate UseStudy(AGAL-013-01)toprovideA-Gaftotreatpatients withsevere Fabtydisease. Two 
attachments. Archlvewpysubmitted. 

2/S/2001 IND/BLA FDA BB-IND7616/BlA103979 109 

2/7/2001 Contact Report FDA BLA99-2865/STN BL10397910 

Re: B&I 99-2865/B,! 103979 - CWi'ineHanisspoke toPI. Serabian regardingmeetingminutesdraffon meeting concerning Question 15. 

. 
2/8/2001 Contact Report FDA BLA99-2865/STN BL103979/0 

Re: BLA 99-2865(BL 103979) - CMtine Harrisspoke to IV. Serabian regarding Question 15(twoprec/inicalreproactive toxicity studies) ofFDA's/etter of 
12/22/01, 

2/14/2001 ContactReport FDA IND7616/ BL103979(BlA99-286 

Re:IND7616/BL 103979(BLA 99-2865)- CWstLne HarrisphonedDr. Kaiserto foyow upon NaturalHistory Protocolsubmittedon l/19/01. Cross 
reference in 5LA chrvn ffle. 

2/14/2001 ContactReport FDA BLA99-2865/SN BL103979/0 

Re: BLA 99-2865/5L 103979 -C HarrLsphonedDr. Kaiser to follow up on naturalhisto/yprotowlsubmittedon l/19/01, 



Date Document Type Agency Agency Ref # Amd Suppl Ser 

2/14/2001 Contact Report FDA IND7616/ BL103979(BlA99-286 

Re:IND7616/BL 103979(BU 99-2865)-Christine HarrisphonedDr. Kaiserto fo;ow up on NaturalHistOryProtocolsubmittedon l/19/01. Cross 
referenceinINDchrvn file. 

2/14/2001 Contact Report FDA BB-IND7616 

Re:BB-IND7616- C HarrisphonedDr. Kaiserto foltowupon naturalhktoryprotocolsubmittedon l/19/01, 

2/26/2OOl Contact Report FDA BLA99-2865/!STN BL103979/0 

Re:BL4 99.2865- C HarrisphonedDr. Kaiserto follow up on the naturalhktotyprotocolsubmitiedon l/19/01. Theprotocolis underreview. 

2/26/2001 Contact Report FDA BB-IND7616 

Re: BB-IN0 7616- C. HartisphonedDr. Kaiserto follow up on thenaturalhistoryprotocolsubmittedon l/19/01. Theprotocolisunderreview. 

2/27/2001 Contact Report FDA BLA99-2865/!STN BL103979/0 

Re:BU 99-2865/BL 103979 - Telecon with Dr. Kaiser- follow-uponsubmission ofNaturalHislo/yProtocolon l/19/01. Nocommentsfornow, but 
revlewprccessinmotion, 

3/S/2001 Amendment FDA BB-IND7616 110 110 

Re:BB-IN0 7616-Amendment110 - Initialwrittensafetyreport:manufacturer'srepottno. AGF078SOlFR4 (AGAL-005-99). Patientnumber0804. 

3/7/2001 Contact Report FDA BlA99-2865/5TN BL103979/0 

Re:BL4 99-2865- C%risHarnsfaxedDr. Kaiser with dial-in information forthe conference callscheduledfor3/9/01 to discusshistoricaldata and 
compassionateuseptvtocols. 



Date Document Type Agency Agency Ref # Amd Suppl Ser am 

3/7/2001 Contact Report FDA BLA99-2865fSTN BL10397910 

Re: B1A 99-286.5-Dennis Buccerispoke with Dr. Walton concerning collection ofcomprehensive hisloricai.data andarrangementofa conference call 
with Dr. Kaiser. ReportsubmittedbyChrisHarris 

3/7/2001 Contact Report FDA BB-IND7616 

Re:BB-IN0 7616/5LlO3979/0 - Chris HarrisfaxedDr. Kaiser with dial-in information forthe conference caiischeduledfor3/9/01 to discusshistorical 
dataandcompassionateuseprvtocols. 

3/7/2001 ContactReport FDA BB-IND7616 

Re: BB-IND7616- ContactRepottofDennisBuccersconversation with Dr. Walton concerningcollection ofcomprehensivehistoriwldata and 
arrangementofa~nfenencecallwith Dr. Kaiser 

3/8/2001 Contact Report FDA BB-IND7616 

Re:BB-IND7616/8Ll03979/0- ChnsHarrisfaxedDr. Kaiser with dial-in information forthe conferencecaiischeduledfor3/9/01 to discusshistorical 
dataandcompassionateuseptotocots. . * 

3/g/2001 Contact Report FDA BB-IND7616 

Re:BB-IND7616/BL103979/0 - ChrisHart% faxed&. Kaiseri&tofGenzymeparticipntsfor3/9/01 telecon regarding Phase 4study. 

3/9/2001 Contact Report FDA BIA99-2865/STN BL103979/0 

Re: BLA 99-2865-Chris Harris faxedOr, KaiseriistofGenzymepartic@antsfor3/9/01 telecon regarding Phase 4study. 

3/9/2001 ContactReport FDA BlA99-2865/STN BL 103979/O 
Re: BLA 99-2865- Teleconference Reporlfrom 9March2001 telecon with FDA Marc Walton andOr. Kaiserto discuss Fabrazyme Compassionate Use 
protocolandIhenaturalhi~o~proloco/sforFabrazymeandPompe. 



Date Document Type Agency Agency Ref # Amd Suppl Ser ~sLmm#$w~rn<~,~v.W,,. A>, ” I 

3/9/2001 Contact Report FDA BB-IND7616 

Re: BBIND7616- Teleconference Repottfrom 9March 2001 telecon with FDA Marc Walton andDr. KaisertodiscussFabrazyme Compassionate Use 
protocolandthenatu~~histo/yprotocolsforFabrazymeandPompe. 

3/14/2001 Adverse Event FDA BB-IND7616 111 111 

Re: BBIND7616-Amendment 111 -SafetyReport-Initial Written Repoti;manufacturernumberAGF079-SOlUK Study:AGAL-005-99 

3/22/2001 Amendment FDA BB-IND7616 112 112 

Re: BB-IN0 7616-Serraif 112 - WithdrawalofSerial# 109, ProtocolNo., AGAL-013-01, forcompassionate useprogram, submittedon 2/S/01. 

4/10/2001 Advertising and Promotion 

Fabrydiseasepostwm'mailing 
Objective: disease awareness forearlierdiagnosis, promote Fabry Registry, drive interestIn cliniwltrialparticipation 

4/18/2001 Amendment FDA BlA99-2865/!STN BL10397910 009 

Re:BLA 99-2865.AmendmentOOg-SZNBL 103979/O-Response to CBER'sComplete ReviewLetter, datedDecember22,2000. Response to Request 
forlnfonnation, IndudesCD, disk.001 

4/21/2001 Memorandum/ Minutes FDA/CBER BB-IND7616 

Re: BB-IND7616-Memorandum toAmendment062-Meetrng Minutesbetween CBERandGenzyme -Alpha-GAL 005, Coverletteronlyisscanned. 

4/26/2001 Annual Report FDA ODD86-152 

Re:ODD86-152-AnnualReportofholderoforphan-drugdesignation(ODD). ReportingperiodofOctober1999throughSeptember2000. 



Date Document Type Agency Agency Ref # 

S/2/2001 Protocol Amendment FDA BB-IND7616 

Re; 66-iN07616-Amendment114-ChangeinProtocol-NewInvestlgatorsforStudy 

Amd Suppi Ser %Laadx, ha I.. ?,.n, ,’ 

114 114 

S/4/2001 Request FDA 

Re: BB-IND 7616 - RequestforClinical Telecon - ExpandedAccess 

BB-IND7616 

s/9/2001 Contact Report FDA BlA99-2865fSTN BL103979/0 

Re: BLA 103979 - ChrLtine HarnsphonedDr. Katkerregardingrequestforclinicalteleconference - expandedaccess. Cross-referencedin BLIND 7616. 

5/g/2001 Contact Report FDA BBIND7616 

Re: BBIND 7616 - ChnstineHarnsphonedDr. Kaiserregardingrequest forclinicalteleconference - expandedaccess. Cross-referencedin STNBB 
103979. 

5/10/2001 Correspondence Sent 
. 

FDA BLA99-2865iSTN BL103979/0 

Re: sTNBLlO3979 - Chri~neHarris~xedGeneralCorrespondenceAmendment:ChangeofContactsubmittedon 01/31/01 to Dr.JamesCrm. 

5/11/2001 Acknowledgement of Receipt FDA BB-IND7616 

Re: BB-IND7616-Acknowfedgementofrece~tof18AprilZOOl resubmission tolicenseapplication forfabrazyme. 

S/11/2001 Letter FDA BB-IND 7616 

Re: 6B-IND7616-LetterfromFDAregardigacknowledgementofreceiptonApril20,2001 ofresubmission toiicenseapplication Fabrazyme containing 
additionalinfomtationinresponseto~mpleteresponsele~erreceivedf~mFDA on Dec. 22,2001. 
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S/14/2001 Letter of Authorization FDA BB-IND7616 

Re: BB-IND7616-LetterofAuthorizationforKaiser-Permanente, LosAngeies/ 01 -authorizationisgrantedtpsupportaninvestigator-sponso~edIND 
forthetreatmentofasinglepatientwithr-haGAL. ContactisRebeccaMardach, M.D. 

S/15/2001 Advertising and Promotion 

Re:Fabrazyme -Fab/yRegistryPhysician Brochure 

FDA BlA99-2865/STN BL103979/0 

S/18/2001 Amendment FDA BB-IND7616 115 

BB-IND 7616 -AmendmentllS-Addition ofNanoflltration to 34OLprocessforongoing clinical trials. Five attachments 

115 

6/4/2001 Letter FDA BU99-2865JSTN BL103979/0 

Re:STNBL 103979/O -LetterfromAlison Lawton to Dr. Haffnerrequestinga meeting todiscussthe Orphan Drug Fabrazyme. Cross-reference in ODD, 

6/4/2001 Amendment 
. 

FDA BB-IND7616 

Re: BB-IND7616-Amendment116- Teleconferencerequestconcerning upcoming CMCchanges 

116 116 

6/4/2001 Correspondence Sent FDA ODD 86-152 

Re: ODD 86-152 -Letter from Alison Lawton to Dr. Haffnerrequestinga meeting to discuss the Orphan Drug Fabrazyme. Cross-reference in STN BL 
103979/o. 

6/S/2001 Contact Report 

TelephoneContactRepott 

FDA IND7616 

RevlewofINDAmendment 115 - addibon ofnanofiitration to the340L processin themanufacture ofclinicaltrialmaterialrecombinanthuman a- 
galactosidase. Was whatourestimated viralload was on the 340L process relative to the viralremoval we haddemonstratedin the validation? 



Date Document Type 4ww Agency Ref # 

6/U/2001 Adverse Event FDA BB-IND7616 117 

Re: BE-INO7616-Amendment117 + Initial 15DayAdverseEventRepo/t:AGF076-SOlFR4,Pal;ientO806M~D,positiveskin test 

117 

6/18/2001 Advertising and Promotlon FDA BLA99-2865/5TN BL103979fO 

Re: Fabrazyme - Powerpolntslides - OvetviewofFabty Disease 

6/18/2001 Contact Report FDA-CBER BLA99-2865 

TelephoneConhctRe~~r~a~ingAdviso/yCommitleeMeetingdatetentativeyscheduledinSeptember, 2001 

6/21/2001 Adverse Event FDA BB-IND7616 118 118 

Re: BE-iND7616-Amendment118-Initiall5dayreport;Phase 4 trial(AGAL-008-OO)AGFO87-SOliJSA. PositiveIgEserum test, Patient withdrawn from 
study. 

6/28/2001 Amendment FDA BB-IND 7616 119 119 

Follow-upreportl toSeriousAdverseEventAGFO74-SOOLJK. Thepatientdied, Quseofdeath WasFabryDisease. Autopsyinformationincluded. 

Notethatthisisindexedandfiledin LiveJinkasanAmendmenl, though thecoverietterdoesnotstatethatitisanAmendment, norcarryanAmendment 
number. 

6/28/2001 Advertising and Promotion WA WA 

Re: AdProm matertals: NOTrequiredforsubmiWon to the FDA. Powerpointslideson overviewofFab/ydisease -available on CD-Rom. 

7/2/2001 Amendment FDA BB-IND7616 

Re: 55-IND7616-Amendment120-W~EAGFO87-SOlUSA(Fo~ow-upRepo/t#i) 

120 120 



Daie Document Type Agency Ref # 

7/5/2001 Correspondencesent FDA-CBER BLA 99-2865 

FAX-finalpressreleaselssuedregardingpubii~tionoftherecentresut~ofoutPhase3extensionstudyin~heNewEngiandJournaiofMedi~ine 

7/6/2001 Contact Report FDA-CBER IND7616 

UpdateonAmendment116thatwassubmittedonJune4,2001 
CBER wouldlike to have an internaldiscussion aboutthisamendmentbefore having a teleconference with Genzyme. 

7/11/2001 Amendment FDA BB-IND7616 

Re: BE-IND7616-Amendment121 -NewInvetigatorsNamedtoParticipteinPhase4trial. 

121 121 

7/12/2001 Facsimile FDA BBIND7616 

Re: BIND 7616 -In response to Chrisiiarris'cailto Dr. Kaiser on 9 May2001 andher follow-up call to Dr, Crim on 12July2001, she is providing a 
summaryofINDacllvitlsrelatedtoexpandedaccessandisrequestlnga teleconference to discusstheseactivities. 

7/12/2001 Contact Report FDA BLA99-2865JSTN BL103979fO 

Re:sTNBL 1039079 - ContactReportregardingdraf?pressrelease - Fabrazyme European Approval. Requestto revisepressreleaseperattached 
comments. 

7/17/2001 Advertising and Promotion FDA BLA99-2865/STN BLlO3979JO 

Re: STNBL 103979-FabmzymeAdProm Matetiais- Faxfiom &roiet?roadnaxatFDA regardingdra?TpressreleaseonFabrazymeEuropean approval. 
Requesttorevisepressreieaseperattachedcomments. 

7/17/2001 Press Release (draft) FDA BLA99-2865JSTN BL103979/0 

Re:sTNBL 1039079 -Drafipressrelease -FabrazymeEuropeanApprovai. RevisedbyFDA Carole Broadnax. 
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7/26/2001 Contact Report FDA BLA99-2865JSTN BL103979/0 

Re: STN BL 1039079 - Contact Report regarding request for guidance from FDA on need to submit safety update to BLA within 4 months of April 
submission date. Contact: Mike Noska. 

7/31/2001 Advertising and Promotion WA N/A 

Re: Ad Prom mater/a& : NOT required for submission to the FDA, (Revised) Program Advertisement to be placed in ASHG annual meeting offZial 
progtzim and abs&ac& guidebook. 

7/31/2001 Advertising and Promotion WA N/A 

Re: Ad Prom materials : NOT required for submission to the FDA. Program Advertisement to be placed in ASHG annual meeting oh%zial program and 
abstracts guidebook. 

8/2/2001 Contact Report FDA BLA99-2865fSfN BL103979JO 

Re: BLA 992865/sTN Bi 103979/O - Contact Report regarding follow-up to message of 26 July asking Mike Noska for guidance from FDA on need to 
submit a safety update to BLA within 4 months of our April submission. Contact: Mike Noska. 

8/3/2001 Contact Report FDA BlA99-2865fSTN BL103979/0 

Re: STN BL 1039079 - Contact Report regarding safety update. Dr. Kaiser would like the MedWatch form and follow-up dataa, 

8/3/2001 ContactReport FDA BB-IND7616 

Re: BB-INU 7616 - Contact report regarding upcoming CMCchanges (IN5 Amendment 116) 

8/3/2001 Facsimile FDA BlA99-2865/STN BL103979/0 

Re: STN BL 103979 - Fax to Mike Noska wilh dial-in information for CMC telecon on 8/3//o 
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8/14/2001 Facsimile FDA STN BL103979 

Re: flNBL 103979 - faxtoJefffri&ch from Christine Harris with a iktofGenzymeattendeestomeeing on 8/16/01. Agenda ofmeeting, specialissues 
raisedby 'ultra Orphan Drug.'" QuestionsandDiscussions 

8/20/2001 CorrespondenceSent FDA BBIND7616 

ChrisHarrisfaxedDr, Kaiserwithregardsto DraffStudySafetyRepott. AndpatientexparationAGfl49-SOlUSA whoparticpatedin studyAGAf-008-00 

8/20/2001 Facsimile FDA BLA99-2865/STN BLiO3979/0 

Re: STNBL 103979 -Safety Update, Phase 4StudyUpdate -fax to Dr. Kaiserregardingrepottsubmittedto the BLA ofthesafetydata available for 
fabrazymeandan updateuftheshtusoftheAGAL-08-OOstudyprogress. 

8/20/2001 Facsimile FDA BB-IN07616 

Re: BB-IND 7616 -C. Harris faxedJ. KaiserregardingsubmittedSafety Update Reportavailable for fabrazyme to the BLA and Phase 4Study Update. 
AGAL-088-00. 

8/20/2001 Amendment FDA BIA99-28651 STN BL103979/0 010 010 

Re:BLA 99-2865/STNBLlO3979/0-Safety Update -AmendmentOlO- URLsbeiowarecoverfaxdated8/20/01 andtheamendmentdated7/16/01. 
BothinArchivebox3374204 

8/21/2001 Adverse Event FDA BB-IN07616 6 123 

Re: BB-IND7616-Amendment123 -InitiallSDayReport:SAEreportedin the French ATUProgram -MfrReportNumberAGfl12-ATUOlfRA - 
Myocardiallnfbntion 

8/24/2001 Advertising and Promotion N/A WA 

Ad Prom Materiais - NOTrequired forsubmlssion to FDA. fabtydisease overview brochure* Describes the diseasef signst symptoms, diagnosisand 
medicaimanagementoffabtydisease. NOTon rollingsheives;electronicandAdProm flIesonly. 



Date Document Type Agency Agency Ref # 
-.--~ .--. ..--. 

8/27/2001 Advertising and Promotion 

CD Rom with Powerpoint slides on Fabty Phase l-3 extension data. To distribute CD Rom via medical information and clinical group to physicians upon 
request from MD, 

8/27/2001 Advertising and Promotion N/A N/A 

Re: Ad Prom materials : NOTrequired for submission to the FDA. 2nd reprint of Fabty disease monograph 

8/29/2001 Advertising and Promotion 

Ad/Prom materials 
*Not required for submission to FDA* 
Ads to go In ptvgram book for ISONG, NOR0 & NSGC Conferences 

9/4/2001 Contact Report FDA BLA99-2865/S-N BLf03979/0 

Re: STiN BL 103979/O - Dr. Kaiser contacted Chris Harr& regarding the navigation in the .xpt fifes in our BLA amendment 

g/7/2001 Contact Report FDA BLA99-2865/S-N BL103979/0 

Re: STN BL 103979/O - Al/son Lawton contacted Dr. Walton concerning status of Fabrazyme BLA review, dialog prior to BLA action letter, clinical 
development program, &ens/on of review clock, changes in P4 clinical program, 

9/10/2001 Advertising and Promotion WA WA 

Re: Ad Prom materials : NOT required for submission to the FDA. Panels for ASHG booth - October 2001 (commercial booth, GLC booth, med Info booth, 

9/12/2001 Amendment FDA BB-IND7616 124 124 

Re: BB-IND 7616 - Phase 4 SAE - Iniffai 15 day report - AGF 116~SOlUSA. Upgraded to a serious medical event. With fax to Michael Noska of same date. 



Date Document Type Agency Ref # 

9/20/2001 Amendment FDA BBIND7616 125 125 

Re:BBIND7616-AnnualReportfortheperiodof9April200through31 May2001 -Amendment125 , 

9/24/2001 Amendment FDA BB-IN07616 126 126 

Re: B&IN07616 - ProtocolAmendment - NewInvestigatorsNamedto Particiatein the following GenzymeStudies:Phase l/2 Extension, Phase3 
Ektension,Phase4,NaturalHlstory. Updated1572Formprovidedforoneinvestrgatorin thePhase4study 

9/28/2001 Amendment/Initial15 Day Report FDA BBIND7616 

Re:BBIND7616-Amendment#l27/Initall5DayReport~ SpecialAccessPrognamin Canada. AGFO27-CUOlCAN. 

10/2/2001 Advertising and Promotion N/A N/A 

127 

Re:AdProm materials: NOTrequiredforsubmission to the FDA. Order form fornewgeneticcounselorpatienteducation tool. 

10/4/2001 
. . 

Amendment FDA BB-IN0 7616 

Re: BB-.lND7616-Amendment128:Changein Protoco/forthePhase3&tension 

128 

10/4/2001 Amendment FDA BBIND7616 , 128 

Re:BBIND7616-Phase3EktensionProtocolAmendment128 

10/4/2001 Contact Report FDA BB-IN0 7616 

127 

128 

Re: BB-IND7616-Dr. Kaiserlefimessagerequesting faxofa copyofmostrecentinformedconsentdocumentforourcurrentptacebo controlledtrial 
andtowllhim whenrecekedmessage, 



Date Document Type Agency Agency Ref # 

10/10/2001 Advertising and Promotion N/A WA 
Re:AdProm materials: NOTrequired forsubmission to the FDA. Brochure: "Understanding Fabty Disease". 

10/15/2001 Contact Report FDA BBIND7616 

Re:BBIND7616-Dr. Kaiserlettmessagereguestingfaxedcopyofinformedconsentform. C. Harriscalledbacktoinform Dr. Kaiserthattheinformed 
consenthadnotchangedsincesubmi~ion~nMayZUOZAmendment3to theprotocol, 

10/19/2001 Facsimile FDA BLA99-2865/ !TN BL103979/0 

Re:STNBl103979/0- "CompleteResponseLetter"fromtheFDA toChristine Harrisregardingthe BU application. 

10/22/2001 Pre-Meeting Package FDA BLA99-2865/STN BL103979/ 0 

% 
10/22/2001 Pre-Meeting Package FDA BLA99-2865/STN BL .103979/O 

Re: BL.4 99-286S/sTNBL 103979/O - Pre-meeting package for Type Cmeeting with FDA on 8NovemberZOOl forthe Fabrazyme 2OOOL facilities transfer. 

10/24/2001 Amendment FDA BB IN0 7616 129 

MI?, RepottnumberAGF129~CUO.X.?lN. InitiallS-dayreport 

10/24/2001 CorrespondenceSent 

GeneralCotrespondence:IntenttoAmendBU 

FDA S-I-N BL103979/0 



Date Document Type I: 

11/5/2001 CorrespondenceSent 

Listofparticipantsto Oct. 30, 2001 Teleconference 

Agency 

FDA 

Agency Ret # Amd Suppl Ser - ~~,h~.~:I;*.,,~~~~,,,,‘ 

ST: BL103979/0 

11/6/2001 CorrespondenceSent FDA STN: BL103979/0 

Attachedlistofparticlpanktotei~nregaro’ngpatientdealhinstudy,AGAL-OOg, andattachedrevisedconsentfiomP3X 

11/9/2001 Amendment 

GeneralCorrespondence: Wlangeofconiacts 

FDA 8BIND7616 130 

11/9/2001 CorrespondenceSent 

GeneralCorrespondence:ChangeofContacts 

FDA STN: BL103979/0 

11/14/2001 Correspondence Sent . FDA BB-IND 7616 

GeneralCorrespondence: TypeA meetingrequest 

11/15/2001 CorrespondenceSent FDA BBIND7616 

DeskcopyofthemeeffngreguestsubmiltedbyGenrymefortheFabrazymeBLA 

11/15/2001 Correspondence Sent 

Deskcopyofameetingtequestfiledtothe BLA today 

FDA BBIND7616 

11/15/2001 ContactReport FDA BB:IND 7616 

Re: BB-IND7616 -Repo&ofPatients’Deaths- contacts with Dr. Kaiserbetween li/lS/Ol andll/.l9/01 



Date Document Type &wncy Agency Ref # Amd Suppl Ser **cM-~zm 

11/19/2001 Contact Report FDA 

BLA TypeA Meetingrequest. Change ofresponsibilitiesto Dr. Ctim 

SN: 103979/O 

11/20/2001 Correspondence Sent FDA 

Fax to Dr Kaiser with theDraft MedWatch Reportforpatientdeaths. 

BBIND7616 

11/20/2001 Contact Report ' FDA BBIND7616 

0~ KaisercalledC. ~a~sagainrega~inggtientdea~sandPhaseBmeetingreque** 

11/20/2001 ContactReport FDA BBSND7616 

Patientdeathsinstudy. M@#:AGF064-SOOU~ AGFlll-ATUOlFRA, AGFlW-CUJAP 

11/21/2001 Amendment . FDA BB-IND7616 131 

Re: BB*IND7616-Amendment#l31 -Invest@ationintoNanofliterRecovelyLoss, Reprocessing,andDisposition ofReprocessedLot 

11/28/2001 Meeting Request FDA BIAS-TN 103979 

Re: BLASTNlO3979-Meetingrequestwith Dr. Chu,FDAstatistician to seekcclariflcationson Questionin theBL4 andINDregarding theinterimanaiysis 
forthepraposedpost-ma&etingstudKAaL-008, Cross-referencedin BB-IND7616. 

11/28/2001 Meeting Request FDA BB-IND7616 

Re: BB-IND 7616 - Meeting request with Dr. Chu, FDA statistician to seek clarifications on Question in the BU andIND regarding the interim analysis for 
theptvposedpost-matieffngstudj$AGAL-008. C#ss-referencedinBL4 sTNlO3979. 



Date Document Type Agency Ref # 

1 l/29/2001 Amendment FDA BB-IND7616 

Re: 0B-IND7616-Amendment#132-CorrediontoAnnualReport(Amendment125) 

132 

12/4/2001 Advertising and Promotion 

PmtocolDescrlpuon for Ventas Website. 
PatientRecruitment Tool- Fabrazyme PhaseIVUinic Trial 

12/4/2001 Amendment FDA BB-IND7616 

Re: BB-IN0 7616 -Amendment# 133 - CMCRevision -Scale-up from 340L to 2OOOliterbioreactor working volume 

133 

12/7/2001 Meetlng Minutes FDA BlA99-28651 STN BL103979/0 

Re: BU 99-2865/STNBL 103979/O - OflcialFDA Meeting Minutes from Type CMeeting re: Fabrazyme 2000L Facilities Jransferheldon 8November 
2001. 

12/13/2001 Fax FD;A BLASTN:103979 

Re:BL4 STN:lO3979- Faxwith,Genzymeparticrpantlistforconference calltobeheld12/14/01 plusdial-in info, Cross-reference with BB-IN0 7616 

12/13/2001 Fax FDA BB-IND7616 

Re: BB-IN0 7616 - Fax with Genzyme pa&pant list for conference call to be held 12/14/01 plus dial-in info. Cross-reference with BLA SJN:103979 

12/13/2001 Fax FDA BB-IND7616 

Re: BB-IND7616-LetterfromFDA regardingsludyAGAL-008-00toconfirmsurrogateendpoint, resultsdependentupon resultsofinterim report, etc. 
andregard~ngthewnsenttbrmandthe ‘PosrbJeRlskandDiscomforts”section. 



Date Document TYPO Asencv Aoenw Ref # Amd SUPPI Ser 

12/13/2001 Amendmen~Initiali5 Day Report FDA BB-IND7616 

Re: BB-IND7616 -Amendmentl34,Initiall5DayReport-P3XSAE AGFl53-SOlFRA 

134 

12/17/2001 Meeting Package FDA BLA99-2865JSTN BL103979/0 

Re: BL4 99-2865/SZNBL 103979/O-GeneralCorrespondenceflypeA Meeting Package- Volume1 of1 -formeetingscheduiedfor8January2001 to 
discuss the 19 Dctober2001 "completeresponse"ieiterfiom theAgency. 

12/28/2001 Amendment FDA BB-IND7616 

Re: BB-IND 7616 -Amendment135-SAEGermany(post-marketLng)FABR-10001, Initial 15-dayreport 

135 

l/4/2002 Pre-meeting Information FDA BLA99-2865/Si-N BL 103979/O 
Re:BLA 99-2865/sTNBL 103979/O-Pre-MeetingInformation - Type A Meeting, January8,2002 -Listofattendees, Faxedto Dr. Grim, Karen Weiss, 
AmyRosenbeg, DianeSa&c faxcoversheetslncluded. 

l/7/2002 Letter of Authorization FDA BB-IND7616 

Re: BB-IND7616- LetterofAuthorJzation:Genzyme Corp. grantspennlssion to the FDA toreference confidentialinformation supplied within IND 
appfiwtion toOr. EJienBoydatFuJlertonGeneticsCenter,Asheville, NC 

l/10/2002 GeneralCorrespondence FDA BiA99-2865/SFN BL 103979/O 
Re:BLA 99-2865/sTNBL 103979/O-Addendumto Pre-MeetingInformation, Decemberl7,2001 - Type A Meeting, January 8,2002. Two attachments 
included. 

l/18/2002 Faxed Document to FDA FDA BlA99-286515-i-N BL103979/0 

Re: GP-AG,OlS/Ol Receipt, Masking and Tracking of'post"FabrySamples(effective 12/07/99). Proceduenowobsolete, 



, 

Date Document Type Agency Agency Ref # 

l/22/2002 Responseto Request from FDA FDA BLA99-2865/STN BL103979/0 

Re: BLA 99-2865/STNBL 103979/O- Modification totheFileadvrse_O.xptfiom BLAAmendmentOOS, submittedNovember2000. In response to Dr. 
KaiserSinqMyto C Ham'son 163anuary2002. 2 CDssubmitted, one for CFshelves, one forarchive copy. 

2/7/2002 Advettlsing and Promotion N/A WA 

Re:AdPrommatetials: NOTrequiredforsubmission to the FDA. Phase4studybrietingdocument. 

2/11/2002 Advertising and Promotion N/A WA 

Re:AdPtommaterials: NOTrequired forsubmission to the FDA, Registryarticle. 

2/20/2002 Advertising and Promotion 

Genzyme TreatmentSupport 
Suppottpatientsin obtaininginsurancereimbursement 

2/21/2002 Advertising and Promotion N/A N/A 

Re: Ad Prom materials: NOTrequired forsubmission to the FDA. Fabrazyme reimbursementlettersforclinicaistudyinvestigators. 

2/22/2002 Letter of Authorization FDA BB-IND7616 

Re:BB-IND7616- LetterofAuthorization -Physician-sponsorIND - Dr. RobertSteiner(Oregon Health Sciences Universiityl 

2/22/2002 Contact Report FDA BlA99-2865/STN BLlO3979/0 

Re: BU 99-2865/sTNBL 103979/O - C Harrisreturnedcallfrom Dr. Kaiser. Dr. Kaiserhasreviewedthe 6and12month safety updates in the BLA and 
has questionsaboutdiscrepan&sin tie reporteddata relating to thepreferredterm "'tremors"+ He sorrteddata from the export flieprovidedin our 
complete response. 



Date Document Type Agency Agency Ref # Amd Suppl Ser MMII*ir(,,,” ..T’. ., 

2/25/2002 Responseto Request FDA BLA99-2865/ STN BL103979/0 

Re: BLA 99-286S/STNBL 103979/O - Faxto Dr. Kalserin response to his request forprocedure for the evaluation ofTEM. Includes: ND submission 
3/20/00, drafi of clinllcal protocol for AGAL- -002-98. 

2/28/2002 Letter FDA BLA99-2865/S-N BL103979/0 

Re: BLA 99-2865/S?iNBL 103979/O - CBER TypeA Meet/ngSummaryof8Januaty2002. Th'hisconstitutesooft7calrecordofmeeling. 

2/28/2002 Amendment FDA/CBER BB-IND7616 136 

Re: BB-IND 7616 - Amendment 136 - Fe/low-Up to Amendment 133: Comparison of the MWCB used for 340L and 2000L Process. 

3/5/2002 Letterof Authorization FDA BB-IN07616 

Re: BB-IND 7616 - Letter of Authorization for Dr. Neal Weinreb 

. . 
3/6/2002 Amendment FDA BlA99-2865/ST'N BL10397910 011 

ae:BU 99-2865/sTNBL 103979/O-FirstPartResponseto19Oct2001 - CompleteResponseLetter. Form FDA 356h. 
10 volumes plus 1 CD in 6 binders. 

3/7/2002 Amendment FDA BB-IND7616 137 

RE: BB-IND 7616 - Amendment f 137 - Blow-up f 1 - Phase 3 Extension SAE - AGFO78-SOlFR4 - Nephrotic Syndrome 

3/M/2002 Amendment FDA BLA99-2865/5TN BL103979JO 011 

ae: Reissue -AdminIstrativecorrection to BLAAmendment 011:FkstPartResponseto October19,ZOOl Complete Response Letter, 6March 2002. 



Date Document Type Agency Agency Ref # Amd Suppl Ser 
.tw?~IIL,I 

3/15/2002 Contact Report FDA BlA99-2865/S-N BL103979/0 

Re: BLA 99-2865/STNBL103979/0 
Alison Lawton wlledDr. Walton toinform him thatthe fimtpartofthe two-partsubmission responding to the.Fabrazyme CRietterhadbeen senton 
3/14/2002, 

3/18/2002 Amendment/Initial15 Day Report FDA BB-IND7616' 138 138 

Re: BB-IND7616-Amendm.ent138-Initial15DayReport-PostMarketingSAE -FABR-10028 -Importantmedicalevent. 

3/20/2002 Protocol Amendment FDA BB-IND7616 139 139 

Re: BB-IND7616-ProtocolAmendment#l39: Changein Protocol; newprotocol;newinvestigatotsnamedtoparticipatein Genzymestudies. 

3/22/2002 Fax FDA BLA99-2865;STN BL103979/ 0 

Re: BL.4 99-2865; STNBL 103979/O-Facsimile from Harris to Reedy with recommendations forAdvisoryCommittee/FabtyPanel 

3/26/2002 Advertising and Promotion N/A WA 

Re: Advertising and PromotionalMaterial. NOTrequired forsubmission to FDA, Letterto managedwre mediwldirectors. Used to educate physicians 
aboutoutgoing Fabtytrial. 

3/29/2002 Response to Request FDA BLA99-2865/S-N BL103979/0 

Re:BLA 99-2865/sTNBL 103979/O - Clarifiwtion oftheAEdata in response to FDA request. 

4/2/2002 ContactReport FDA BLA99-2865~STN: BL103979/0 

Alison LawtonwlledDr. Walton toinfonnhim thataproposedlistofexpetiforthe July AChadbeenfaxedon3/26/02toKathleen Reedy, andthatthe 
secondpattofthetwopattsubmission withdataof4OOpatienlsisonschedule. 



Date Document Type Asencv Asencv Ref # Amd SUPPI Ser 

4/3/2002 Amendment FDA BB-IND7616 140 

Re: BB-IND 7616 - Protocol Amendment 140: Change in Phase 4 Study &enzyme Study AGAL-008-00) Protocol and Sample Patient Information and 
Consent t5x-m). General CWqpndence - Update on the status of the Phase 4 study. 

y0/2002 Contact Report FDA BB-IND 7616 

Re: BB-IND 7616 
Documentation of Dr. Kaiseks request to convert all physician INDs under 1 protocol under Genzyme's IND. 
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Memorandum  

Date: August 28.2003 

From: Claudia Grillo, Paralegal Specialist 
Office of Regulatory Policy (HFD-013) 

Subject: Patent Term Restoration Application 
for Fabrazime 

To: Dockets Management (HFA-305) 

Attached please find a copy of the Application for Extension of Patent Term Under 35 U.S.C. $ 
156 for the above-referenced human biological product, together with the cover letter from  the 
Patent and Trademark Office. The applicant is Genzyrne and the product’s trade name is 
Fabrazime. Please assign a docket nurnber to this application for patent extension and advise me 
of same. 

If you have any questions, please contact me at 240 453-6699. Thank you for your assistance. 

Attachment 


