


Product: MultiName@ (gadobenate dimeglumine injection) 
NDAs # 21-357/21-358 and 2X-522/21-523 

DA 

412710 1 

s/09/01 

5/21/01 

5/23/01 

5129fOl 

6/12/01 

6/22/O 1 

7/l l/O1 

8/02/01 

8/03/01 

X/15/01 

8/21/01 

8/29/O 1 
8/30/O 1 

g/7/01 

9/13/01 

NDA 
NO A 

21-357 & 
21-358 

21-3571 
21-358 

21-357/ 
21-358 

21-357 

21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-357/ 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

NDA Correspondence Log 

Descfintion -, 

New Drug Application for MultiHance. {Two separate ‘NDA’s) 

FDArequested information: FDA requested and was provided copy of Volume 
1.1 for NDA 21-357 and NDA 21-358 and Investigator Information for pivotal 
studies to Dr Ju. 

T-con with FDA 

Fax to the FDA additional requested ir&ormation: Summary of T-con on May 21 
and list of Bracco attendees 

FDA acknowledgmen# of MuItiHance NDA 2 l-357 

FDA verbal request for information: Study sp~e~ificinformation and on-site 
CRFs for 4 randomly selected patients for the clmrcal sites seIected for inspection 

FDA, verbal request for information and response: FDA requested and was 
provided the eomplete list of all batches (and Corresponding formulation) utilized 
in pre-clinical and clinical studies for bothNDAs 

FDA requested information: Submitted study specific information and on-site 
CRFs for 4 randomly -selected patients for the, clinical sites seIected for inspection 
in response to verbal request of 6/12/01 

Fax from the FDA: Response of medical ofrtieer to questions regarding content of 
4-month Safety Update 

Fax from the FDA: Information Request: Request regarding the reporting of 
exposure, adverse events (sample excel tables provided) and ch.nical studies in 
Safety Update 

FDA verbal request for ~formation and response: FDA requested and was 
provided a copy of Dr. Barr’s Documentation for “Site Inspection Study 43,779-9A, 
sent to Karen Kondas. 

Letter to the FDA: Answer to site inspector’s (Karen Kondas) question regarding 
randomization procednre at Dr. Barr’s site (43,77%9A) and full randomization list. 

FDA requested information: Study specific information and On and Off-site 
CRFs for 4 patients for clinical sites selected for inspection for Study 43,779-36 
(follow up from 711 l&l submission) 

FDA verbal request for information: Dr Ju requested MI&I Transmittal Form 
Data for Studies 43,779-9A, 43,779~93, B19036/020, B19036/010 (039) and 
B19036/036 

FouriMonth Safety Update for MuitfHance 



Product: MuItiHance’a (gadobenate dimeglumine injection) 
NDAs # 21357/21-358 and 2X-522/21-523 

Date 
9114101 

10/28/01 

12/05/O 1 

ifioro2 

mro2 

2125ro2 

2125102 

2/26/02 

2/26/02 

2/26/02 

2128102 

3/07/02 

3/08/02 

3/12/02 

3/13/02 

NDA Correspondence Log 
NDA 
gg-- 
21-3571 
21-358 

Descriotion 
FDA requested information: MRI Transmittal Form Data for Studies 43,?79-9A, 
43,779-9B, B19036/020, B19036/010 (039) and B19036/036 (requested by Dr Ju 
9/WOl) 

21-357r 
21-358 

21..357r 
21-358 

Fax from the FDA Steve Langille: (micro cpestions) 

21..357r 
21-358 

21-357r 
21-358 

FDA requested information: Response to fkcsimile dated 10/28/01 from the 
FDArequesting additional information on the containerldlosure integrity test and 
on holding times for the compounded drug product. 

Letter from the FDAz regardtig the review af the: fom ~liaica~ studies (43,779-j, 
43,779-9A, 43,779-9B, B 19036/036) FDA concludes that %ve adhered to pertinent 
Federal regulations a&or good clinical investigational practices. 

FDA verbal request for information (Labeling) and. respoase: FDA requested 
and was provided updated MultiHance Labeling m .eleectrome and hard copy format 

‘for bothNDAs 21357 and 21-358 

2b357r 
21-358 

21-3571 
21-358 

Meeting with FDA 

Fax from the FDA: Slide of Prechnicalt Issues firom meeting of2/25/02 

21..357r 
21-358 

21-3571 
21-358 

21-3571 
21-358 

Response to l$DA: Bracco response to FDA questions regarding preclincial 
information as discussed in the meeting of 2zi25102 (fax-and letter). 

FDA,requested informatioa from 02/2902 ,meetfng 

FDA: requested addftional infarknatiorr from 02-125102 meeting 

21-357r 
21-358 

T-con with FDA: Discusbions with Dr. Love regarding Claims and Dosing 
Recommendation and supportive information 

Letter to FDA: Summarization of Recent Discussions with FDA 

2b357r Letter to FDA: Correspondence regarding the documentation of CAD for study 
21-358 patients in Study 43,779-12, 

21-3571 
21-358 

Additional Information to FDA in response to discussions with Dr Love on 
2/28/02: Changes made to Claims and Dosing Recommendation add supportive 
information 

21-3571 Fax from FDA: Reviewer’s Draft Comments (Efficacy, Safety, Clinical Safety, 
21-358 Clinical Pharmacology Chemistry) that were generated before major amendment 



Product: MultiHance* (gadobenate dimoglumine injection) 
NDAs # 21357l21358 and 21-522/21-523 

Da 
3125102 

4/08/02 

408102 

4/18/02 

4/23/02 

S/01/02 

5/14/02 

5/14/02 

5/15/02 

5/15/02 

5lZOJO2 

5J2OJO2 

5/21/02 

5124JO2 

NDA 
NO .-WA 

21-3571 
21-358 

Descriation 

iW3A Correspondewe Lag 

Additional Infwmation to FDA: Subset analysis of effects of MH on ventricular 
repolarization in pat&&s on calcium channel blockers in Study 43,779- 12 (follow 
up from J/8/02 response) 

21-3571 
21-358 

21-357/ 
21-358 

21-357/ 
21-358 

21-357/ 
21-358 

21-3571 
21-358 

21-357/ 
21-358 

21-357J 
21-358 

21-357/ 
21-358 

Response to FDA: Responses to draft p~c~l~gy/to~co~o~ 

Fax from FDA: Clinical comments requesting the+xospective imaging sheets used 
by blinded reader for both the CNS and Liver Trials 

Response to FDA request: Response ta chnical comment of 04/I 8/02 

FDA t-con 

Response to,FDA re@est for additional i~forrna~~~ from X-con of 04/23/02. 

Fax from WDA: Clinical comment requestingIocation in submission of a by- 
patient evahtation of patients with elevated biltibin and any Ever enzymes 

Response to FDA request : Response to clinical comment of 05/14/02 

Fax from FDA: Clir&+ comment requesting a table showiug the number of 
subjects with abnormal increase in bilixubin and concomitant increase in one or 
more ,liver enzymes 

21-357J 
21-358 

21-357J 
21-358 

21-357J 
21-358 

2 l-357/ 
21-358 

Response to FDA request : Response to clinical comment of 05/15/02 

FDA,&con 

Fax to WA: To provide information discussed during T-con of 5/20/02 

Letter to FDA: Clarificption of wording of indication, dosage, and administration 
in follow-up to a comment made during T-cop of 5/20/02 

Note: In the action letter of May 24,2002, FDA assigned 2 new NDA numbers for 
the Liver Indication (21-522 and 21-523 r~ul~p~~~ because approvable (CNS) 
and nonaprjrovable (Liver) action letters can not be issued to the same NDA. The 
NDA numbers for the CNS Indication remain 21-357 .a?d 2 ‘l-358 (multipak). The 
correspondence will continue to be filed in the same log, but will be identified by 
the NDA number. 

21-357,’ Letter and -Fax from FDA: The application is approvable letter for the CNS 
21-358 indication once safety, efficacy and chemistry issues are addressed. 



Product: MultiHance@ (gadobenate di~~glurni~e injection) 
NDAs # 21-357/21-358 and 21-522121-523 

NDA Correspondence Log 

ga& 
5/24/02 

5/28/02 

5/29/02 

5/29/02 

.5/30/02 

7/l/02 

7/17/02 

7/30/02 

8/28/02 

8128102 

8/29/02 

9/10/02 

911OlO2 

9/19/02 

10/01/02 

mu No. 
21-5221 
523 

Descrhtion 
Letter and Fax from IYDA: Non-Approvable1ILction letter fur Liver indication 

21-357 
I358 and 
21-52215 
23 

Fax to FDA: Acknowledging receipt of facsimiles of Action Letters and request 
for tzontirmation that no additional user fees yvill be-required”based on the issuance 
of the two new &DA numbers 

21-3571 Letter To,FDA: Notifkation of intent to amend application for MukiHance for 
21-358 CNS indication 

21-522i Letter To FDPI: Not&ration of intent to amend application for MultiHance for 
21-523 Liver: indication 

21-357/ Record of FDA TelecommuniCation: Confirmation that there will be no 
358 and additional user fees inrznred with the.issuancs of the two new NDA numbers for 
21-52215 .the Liver Indication. Request that responses to actions letters be submitted to 
23 NDA 321-357f358 only. 

21-357~' Letter to FDA: Request for a Type C to discuss the non-clinical and clinical 
21-358 safety and effkacy concerns in the action letter of 5124102. 

21-3571 
21-358 

Fax and Letter Erom ImA: Meeting date and hst.ofFDA, attendees for meeting 
to discuss the clinical and non-clinical issues safety and efficacy concerns in the 
actionleper of5/24/02; 
Original Letter From FDA dated 7/ 16102 

21-3571 Information Package. to FDA: Wormation Pa&age for g/28/02 Meeting to 
21-358 discuss the clinical and non-clinical issues safety and’efficaey concerns 

21-3571 
21-358 

FDA Meeting: End of Review 

21-3571 Information From FJ$A: Slides Presented by FDA at End-of Review Meeting 
21-358 of8/28/02 

21-3571 Fax to FDA: Fax of slide presented by Braeco at End-of Review Meeting of 
21-358 8/28/02 

21-3571 General Correspondence - Other: Submission &f 4 new Nonclinical 
21-358 PharmfTox protocols and request for comments 

21-3571 General Correspondewe -Other : Subtission of new Nonclinical protocol 
21-358 and Request for comments 

21-3571 Clinical Actian Plan - Response to Comments to Clinical Action Pan and 
21-358 Reqyest for Comments/T-Con: 

21-3.57/ Fax From FDA : Prehminary draft PharmTox comments on cardiovascular 
21-358 safety study and local tolerance study submitted 9/1OlO2 
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Product: MultiB[ance@ (gadobepate di~eglumi~e injection) 
NDAs # 21-35’7121-358 and 21-522121-523 

Date 
11/15/02 

11/18/02 

i 1 l/22/02 

12/02/02 

12/l l/02 

l/20/03 

l/23/03 

l/29/03 

2/6/03 

2/28/03 

3/5/03 

3/7/03 

3/10103 

10/10/03 

1 l/19/03 

1 l/25/03 

NDA 
No. 
21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-357/ 
21-358 

21-357/ 
21-358 

21-3571 
21-358 

21-357/ 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-3571 
21-358 

21-357/ 
21-358 

21-357/ 
21-358 

21-3571 
21-358 

MDA Correspondence Log 

Description 
Fax From FDA: 
submitted 9/l 9f02 

Draft comments to responses and dir&al action plan 

Request for T-con with FDA clinical and statistical personnel to obtain 
clarification on FDA’s comments dated 111’15102 

Fax Froin FBA: Meeting Minutes From 8128102 

Lettelr From FDA: soheduhng meeting to discuss FDA comments to 9/19/K? 
submission’(clinica1 action plan). The meeting is scheduled for 12/l l/02. 

FDA Meeting: Discuss Clinical Action Plan 

Revised Protoeol~MISfO5 and MIS-106 (re-read images for 43,779-9A/‘B and 
B 19036/020 as an alternate to a new study. 

Pax From FDA: Meeting &@&s From 12/1.1/02 Meethg to discusskhrify 
FDA’s comments (to the clinicat action plan) 

T-con with FDA: to discuss outcome of the &rdio-Renal consult evaluation of 
study number 43,779-12 (Bolter ECG study of effect on cardiac 
electiophysiology that was submitted with the 4-month Safety update on g/13/01) 

Fax IE’rom FDA: Meeting Minutes From l/29/03 T-Con to provide the sponsor 
with an update on the &ho-&nal consuft evaluation of study,number 43,779- 
12 (Bolter ECG study of effect on cardiac e~ec~ophysio~o~ that was submitted 
with the 4-month safety update on 9/13/O@ 

Fax From FDA: Comments to protocols (MT-I-105 and IvXH-106) 

Letter to BDA: To thank them for their comments; requesting feedback from 
card&renal division regarding the assessment of QTc. prolongation. 

Letter FramFI)A: Chu-ification that the comments to the m-read protocols 
(faxed 2/28/03) 

Letter/Fax From FDA: Discipline Review Letter (Cardio-renal review). 

Response to FDA Action Letter of May 24,2002 

Fax h-om.FDA: Statistical comments to resubm$ssion dated 10/10/03. 

FDA t-con: To discuss blinded read ttainmg 



Product: MultiI-Iance@ (gadobenate dimeglumiw injection) 
NDAs # 21357121-358 and 21-522121-523 

gk& 
1214103 

MDA 
No A 
21-3571 
21-3.58 

12/9/03 21-3571 
21-358 

1219103 21-3571 
21-358 

l/12/04 21-357J 
21-358 

l/12/04 21-357J 
21-358 

l/14/04 21-3571 
21-358 

l/16/04 21-357/ 
21-358 

l/28/04 21-357/ 
21-358 

213104 21-3571 
21-358 

2/6/04 213571 
21-358 

2110/04 21-357J 
21-358 

2/11/04 21-357 

2111/04 21-3.571 
21-358 

Z/12/04 21-3571 
21-358 

2/13/04 21-357J 
21-358 

2/17/04 21-3571 
21-358 

2/18/04 21-357/ 
21-358 

Description 

NDA Correspondwze Log 

Lettei From FDA: FDA Acknowledgement of lO/lQ/O3 Resubmission. 

Additional Information for M&l05 (blinded z-e-read): LesionTrakiug and 
Data Haudhng Docmnentation for.blindod m-read stxidyMH~105 

Response to FDA Statistical Comments of fl/19/dr3 

Verbal request from YDA for electronic label&g 

Fax From FDA: CMC comments to labehng 

FDA t-con: clinical/statistical pre-dose issues 

Response to l/12/04 Fax. Electronic and paper copies of package insert and 
vial and carton Iabels with revised chemical &ucWe. 

FDA t-con: Safety database questions 

Replacement pages for Submission dated 10/10/03 

Response to Request.For Info&nation. Stemming from.T-con of l/28/04 

FDA verbal request for debarment/patent update 

Updated Deba,rment.S&atement and Patent Information. No additional 
Patents have been issued. 

Fax From FDk Pharm/Tox comments regarding injeotion volume in perivenous 
study and positive control and -PVCs in EGG study 

Fax From FDA: Meeting Minutes from 1 l/25/03 T-con to clarify blinded 
reader’s training for resubmission &ted lOJlQ103 

Fax From FDA: Meeting Minutes From’kon ofl/l4/04 to clarify distribution 
of changes from Pre-dose lesions in resubmission 

Response to FDA PharmTox Comments of 2/l 1104 

FDA t-con: Indication languagelclinidal wording in proposed PI 
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Product: MuWIance@ (gadobeaate dimeghnine injection) 
NDAs # 21-357121358 and 21-522/21-523 

m 
2/20/04 

2/20/04 

2/25/04 

2127104 

3/24/04 

4/14/04 

4/l/4/04 

4/14/04 

4/21/04 

4128104 

5/5/04 

5/7/04 

5/13/04 

6/10/04 

7/8/04 

719104 

NDA 
No & 
21-357/ 
21-358 

Descriation 

NDA Correspofidienee Log 

21-357/ 
21-358 

21-3571 
21-358 

Fax From FDA: Mee$ing M$nrtesFrom T-con of l/28/04 to discuss possible 
transcription errors in safety database text in lO/lO/@ submission aswelt as 
safety comparison with other drugs that use same transport&r~as M&iHance. 

Changes to Dosage and Administration and Adverse Event Sections of the PI (in 
response to T-con of 21’18104): Amended statement provnling for use of power 
injector because onIy safety data was provided 

FDA t-con: +4E Events 

21-357/ 
21-358 

Response to Requests from 2/25/04 T-Con @Es): 

21-357/ 
21-358 

21-357/ 
21-358 

21-357/ 
21-358 

Fax From FDA: Meeting minutes From T-Con of 2/J f-Y04 to clari@ number of 
patients in proposed lab&ring and addition of power injector @.atement. 

Fax/Letter From FDA: Action Letter in response to resubmission of lq/10/03. 
The application is approvabb for CNS once eEicacy issues’have been addressed. 

Letter to Dr Eoun: Intent to amend application. 

21-3571 
21-358 

Letter to Dr Mills: Ir&ent to Amend Application and Meet&g Request. 

21-357/ Amended Type A Meeting Request: Propose the week of 5/24/04 as meeting 
21-358 date: 

21-357/ Amended Tyse A Meeting Request: Request that the meeting be postponed 
21-358 until~ week of6/21/04. 

21-357/ 
21-358 

21-3571 
21-358 

Amended Type A Meet&g Request: Request that the meeting be postponed 
until week of 7/5/04. ’ 

Letter From FDA: Type A meeting requestid on 5/5/04 has been scheduled for 
7/g/04 

21-3571 
21-358 

Meeting Request Information Package for Type A Meeting, 

21-3571 Information Paekagefor 7/9/04 Meeting to resolved efficacy issues in the 
21-358 Approvable letter of 4114/04 ; 

21-357/ Frob FDA: Division Responses to Questidtis to be discussed at Jufy 9 
21-358 Meeting. 

21-3571 
21-358 

FDA Meeting: Action letter issues 



Product: MultiHance@ (gadobenate dimeglu~~e injectian) 
NDAs # 21-35’7121-358 and Zl-522121-523 

NDA Correspondence Log 

p& 
7/16/04 

7123104 

7/30/04 

8/6/04 

8116 & 
8/20/04 

8/27/04 

g/3/04 

9/l 4104 

g/14/04 

9/15/04 

1 o/7/04 

10/12/04 

10/28/04 

1 l/10/04 

1 l/12/04 

11/18/04 

11/18/04 

NDA 
PJO. 
21-3571 
21-358 

Deswiption 
Resppnse to FDA Information Request from July 9, ~~4.Meeti~~. 

21-3571 
21-358 

From FDA: Follow-up to Meeting of Jruiy 9,2004. 

21-3.571 
21-358 

Response to Letter of July 23,2004 

21-3571 
21-358 

From FDA: Meeting Minutes from Meeting of July ?&ZOO4 

21-3571 
21-3.58 

FDA request for/t-con to discuss statisticaL issues 

21-357/ 
21-358 

Safety Update 

21-3571 Request For Jnformation: Lnformation on how patients were classified for 
21-358 subset analysis submitted on 7/30/04 

21-3571 
21-358 

FDA t-con: clarification of information in 9/3/04 submission 

21-3571 
21-358 

Reqvest for Xnformatipn: Replacement SAS Transport file (tumor1 xpt) 

21-3571 Minutes From Sept 14,2,004 T-Con: Purpose of T-con was to clarify the 
21-358 infolmation provided in the g/3/04 submission (tumor vs nontumor analysis). 

21-3571 From FDA: Meeting Minutes From Stat T~Con on Aug ZO,ZOd4. I&pose of 
21-358 T-Con was to discuss 7/30/04 submission (tmmx vs noa-tumor analysis) 

21-357 Labeling Request: Proving Annotated Labeling for.NDA-21-357 in PDF and 
Word Format. 

21-3571 Labeling Request: Proving remaining labeling {vial, carton) for NDA-21-357 
21-358 and all labeling for 21-358 in PDF and Word Format. 

21-357/ 
21-358 

From FDA: LabeIiug Questions to Sponsor and @DA’s $Proposed Labeling. 

21-3571 Response to FDA Facsimile date NW 10,2904: 
21-358 Response to 3 car&rents and proposed l&Ming text, 

Zl-357/ 
21-358 

From FDA: Proposed Labeiing, 3nc~udings~ceeptance of changes and 
additional comments/edits to Labeling 

21-3571 
21-3.58 

From FDA: Phase 4 Commitments f~br Effkacy and Safety Study and 
Pharmacokinetic Study in Pediatric Patients with suspeCted or luxuwn CNS 
disease. 
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Product: MultiEanee@ (gadobenate dimeg~~mi~einjectio~~ 
NDAs # 21-357121358 and 21-522121-523 

p& 

1 l/22/04 

1 l/22/04 

1 l/23/04 

NDG 
No, Descriation 

21-357/ 
21-358 

From FDA: Pharm/T~x Labeling for Pregnancy Category aad Change of 
Wording of Phase 4 commitments (frost Treatment to evaluation of GNS 
disease in pediatric pat&b). 

21-3571 Acceptance of proposed changes for PregnancJr C LabeBiiag and also the 
21-358 Phask 4 commitment wording. 

21-357) 
21-358 

From FDA: Appraval Letter for N Use in IiXE$.I of the CHS in a@fks to 
visualize lesions with abnormal blood brain: barrier or abnormal vascularity 
of the brain, spilhe and associated tissues 

NDA Correspondence Log 


