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NOTES AND ASSUMPTIONS: 
· Although currently out of scope for eCTD, an assumption here is made that CTA will be in-scope for RPS.

· Assumption is made that the HPFB will have a functioning gateway, in some form, by the time RPS R3 is fully operational.
· HPFB Identifiers defined:

· CR File Number (e.g., 9427-1234-12C)

· Assigned after submission

· Identifies both a particular product and applicant

· Control Number (e.g., 123456):

· Assigned after submission

· Identifies a Regulatory Activity

· CR File Date:

· Assigned after submission

· Identifies the date when the submission is considered administratively complete and ready for processing. Similar to EU Clock Start.
· eCTD Identifier (e.g., e112233)

· Assigned before submission

· Identifies a particular drug product for an eCTD application. Will have the same role in RPS

OVERALL PROCESS FLOW AND DESCRIPTION: CTA
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Applicant plans to submit a CTA to the HPFB for Study ABC123 involving Wonderdrug. This is the first CTA for Study ABC123 for Wonderdrug submitted to the HPFB

1. Original Submission

· Applicant submits their CTA to HPFB
2. HPFB Validation
· HPFB receives the CTA and validates the message

· HPFB sends a validation report to Applicant
· If Validation = FAIL Applicant must resubmit a revised sequence.
· If Validation = PASS the CTA proceeds for further processing and screening.
3. HPFB Processing 

· The HPFB: 

· Assigns a CR File Number

· Assigns a CR Date 

· Assigns a Control Number
· Submits an Acknowledgement of Receipt to Applicant Inc

4. HPFB Screening

· HPFB screens the CTA for completeness and arrives at one of the following outcomes:
· Issues a Screening Rejection Letter (SRL) to Applicant and the CTA is considered withdrawn
· Issues a Screening Deficiency Notice (SDN) to Applicant who then has the following options:
· Submit a Response to SDN addressing the deficiencies
· Submit a notice of Withdrawal; i.e., Applicant notifies HPFB that they are withdrawing the CTA

· If Applicant cannot address the deficiencies a SRL will be issued and the CTA is considered withdrawn
· Clears the CTA for review if no issues were identified, or after issues were addressed, the HPFB clears the CTA for review

5. HPFB Review

· HPFB reviews CTA
· HPFB completes the review and arrives at one of the following outcomes:

· Issues a Not Satisfactory Notice (NSN) to Applicant and the CTA is considered withdrawn
· Issues a Request for Clarification:
· Applicant must submit a response to the Request for Clarification and address the identified issues in the response;

· If Applicant cannot address the deficiencies a NSN will be issued and the CTA is considered withdrawn
· Clears the CTA for Final Decision if no issues were identified, or after issues were addressed

6. HPFB Final Decision

· Possible outcomes:

· Approval: HPFB issues a No Objection Letter to the Applicant
· Rejection: HPFB issues a SRL or NSN to the Applicant
· Withdrawal: Applicant Withdraws the application at anytime
OVERALL PROCESS FLOW AND DESCRIPTION: CTA-A
Notes 

· CTA-A’s modify the content of the original CTA and always relate to that same original CTA. 

· The CTA-A only contains the files that are specific to the Amendment. 
1. Original Submission

· Applicant submits their CTA-A to HPFB
· The CTA-A cross-references the CR File Number that was assigned to the same drug product used in the original CTA.
2. HPFB Validation
· Same as CTA process

3. HPFB Processing 

· The HPFB: 

· Reuses the same CR File Number from the original CTA
· Assigns a CR Date 

· Assigns a Control Number
· Submits an Acknowledgement of Receipt to Applicant Inc

4. HPFB Screening

· Same as CTA process

5. HPFB Review

· Same as CTA process

6. HPFB Final Decision

· Same as CTA process

OVERALL PROCESS FLOW AND DESCRIPTION: CTA-N

CTA-N Notes: 

· CTA-N’s are always related to an original CTA. 

· CTA-N’s can be related to one or more CTA’s for a particular product
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Scenario #1: Submit CTA-N with 1:1 relationship with original CTA

1. Submission

· Applicant submits their CTA-N to HPFB
· The CTA-A cross-references the CR File Number that was assigned to the same drug product used in the original CTA.
2. HPFB Validation
· HPFB receives the CTA and validates the message

· HPFB sends a validation report to Applicant
· If the Validation = FAIL then Applicant must resubmit a revised sequence.

· If the Validation = PASS then the CTA-N proceeds for further processing and screening.
3. HPFB Processing 

· HPFB receives the CTA-N 

· Reuses the same CR File Number already assigned to this product 

· Reuses the same Control Number that was assigned to the original CTA
4. HPFB Review

· HPFB reviews CTA-N and arrives at one of the following outcomes:
· Issues a Request for Clarification:

· Applicant must submit a response to the Request for Clarification and address the identified issues in the response;

· Clears the CTA-N for Final Decision

5. HPFB Final Decision

· Possible outcomes:

· Approval: HPFB issues an Acknowledgement of Receipt
Scenario #2: Submit CTA-N with 1:N relationships; i.e., with multiple CTA’s

1. Submission

· Applicant submits their CTA-N that has multiple relationships to HPFB (e.g., Investigators Brochure update that is applicable to multiple trials and therefore multiple CTA’s):
· CTA-N is related to three CTA’s using the Control Numbers that correspond to each one

· CTA-N also cross-references the single CR File Number that is applicable to the same drug product that was used in the three original CTA’s.
2. HPFB Validation
· HPFB receives the CTA-N and validates the message

· HPFB sends a validation report to Applicant
· If the Validation = FAIL then Applicant must resubmit a revised sequence.

· If the Validation = PASS then the CTA-N proceeds for further processing and screening.
3. HPFB Processing 

· HPFB receives the CTA-N 

· Reuses the same CR File Number already assigned to this product 
· Reuses the same Control Number that was assigned to the original CTA

· Assigns a CR Date, 

4. HPFB Review

· HPFB reviews CTA-N and arrives at one of the following outcomes:

· Issues a Request for Clarification

· Applicant must submit a response to the Request for Clarification and address the identified issues in the response;

· Clears the CTA-N for Final Decision

5. HPFB Final Decision

· Possible outcomes:

· Approval: HPFB issues an Acknowledgement of Receipt

EXAMPLE OF SIMPLE CTA, CTA-A AND CTA-N PROCESS FLOW
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CTA Process
1. 0000 Applicant submits CTA to HPFB

2. CTA passes validation

3. 0001 HPFB issues Acknowledgement of Receipt

4. 0002 HPFB issues a No Objection letter

CTA-A Process
5. 0003 Applicant submits CTA-A to HPFB

6. CTA-A passes validation

7. 0004 HPFB issues Acknowledgement of Receipt

8. 0005 HPFB issues a No Objection letter

CTA-N Process
9. 0006 Applicant submits CTA-N to HPFB. 

a. Since this CTA-N applies to more than one CTA it will reference multiple Control Numbers.
10. CTA-N passes validation

11. 0007 HPFB issues Acknowledgement of Receipt

12. 0008 HPFB issues a No Objection letter

Example of Simple Process Flow (CTA, subsequent CTA-A and CTA-N) Mapped Against RPS Fields
	
	CTA
	CTA-A
	CTA-N

	Application
	0000
	0001
	0002
	0003
	0004
	0005
	0006
	0007

	Company Name
	Applicant
	
	
	
	
	
	
	

	Application Number
	e123456
	
	
	
	
	
	
	

	Product Name
	wonderdrug
	
	
	
	
	
	
	

	Product Name Type
	INN
	
	
	
	
	
	
	

	Application Type
	Human-pharmaceutical
	
	
	
	
	
	
	

	Related Application
	N/A
	
	
	
	
	
	
	

	Submission
	
	
	
	
	
	
	
	

	Submission Type
	CTA-N
	CTA-N
	CTA-N
	CTA-N
	CTA-N
	CTA-N
	CTA-N
	CTA-N

	Submission Number
	-
	123456
	123456
	112233
	112233
	112233
	123456, 654321, 665544

	123456, 654321, 665544

	Status
	Pending
	active
	cleared
	Pending
	active
	cleared
	Pending
	cleared

	Status Effective Date
	-
	[CR Date]
	[NOL Date]
	-
	[CR Date]
	[NOL Date]
	-
	[NOL Date]

	Submission Unit
	
	
	
	
	
	
	
	

	Correspondence Date
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent

	Received Date
	-
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received

	Submission Unit Type
	original
	Ack. of Receipt
	NOL
	original
	Ack. of Receipt
	nol
	Original
	Ack. of Receipt

	Sequence Number
	0000
	0001
	0002
	0003
	0004
	0005
	0006
	0008

	Sender
	Applicant
	hpfb 
	hpfb
	Applicant
	hpfb 
	hpfb
	Applicant
	hpfb

	Recipient
	hpfb
	Applicant
	Applicant
	hpfb
	Applicant
	Applicant
	hpfb
	Applicant

	Submission Unit Description
	-
	-
	-
	-
	-
	-
	-
	-


EXAMPLE OF MORE COMPLEX CTA PROCESS FLOW
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Process
1. 0000 Applicant submits CTA to HPFB

2. CTA FAILS validation

3. 0001 Applicant submits revised CTA

4. Revised CTA Passes Validation

5. 0002 HPFB issues Acknowledgement of Receipt

6. CTA passes onto screening

7. 0003 HPFB Issues SDN

8. 0004 Applicant submits response to SDN

9. Response to SDN Passes Validation

10. CTA is accepted for review

11. 0005 HPFB issues a Request for Clarification

12. 0006 Applicant submits response to Request for Clarification

13. Response to Request for Clarification Passes Validation

14. 0007 HPFB issues NOL with Comments (For Biologics Only)

15. 0008 Applicant submits response to NOL with Comments

16. Response to NOL with Comments Passes Validation

Simple Process Flow (CTA) Mapped Against RPS Fields
	
	CTA

	Application
	0000
	0001
	0002
	0003
	0004
	0005
	0006
	0007
	0008

	Company Name
	Applicant
	
	
	
	
	
	
	
	

	Application Number
	e123456
	
	
	
	
	
	
	
	

	Product Name
	wonderdrug
	
	
	
	
	
	
	
	

	Product Name Type
	INN
	
	
	
	
	
	
	
	

	Application Type
	Human-pharmaceutical
	
	
	
	
	
	
	
	

	Related Application
	N/A
	
	
	
	
	
	
	
	

	Submission
	
	
	
	
	
	
	
	
	

	Submission Type
	CTA
	CTA
	CTA
	CTA
	CTA
	CTA
	CTA
	CTA
	CTA

	Submission Number
	-
	123456
	123456
	123456
	123456
	123456
	123456
	123456
	123456

	Status
	Pending
	Pending
	Active
	Active
	Active
	Active
	Active
	Cleared
	Cleared

	Status Effective Date
	-
	-
	CR Date
	CR Date
	CR Date
	CR Date
	CR Date
	CR Date
	CR Date

	Submission Unit
	
	
	
	
	
	
	
	
	

	Correspondence Date
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent
	Date sent

	Received Date
	-
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received
	Date Received

	Submission Unit Type
	original
	Cta
	AOR
	SDN
	SDN
	Request for Clarification
	Request for Clarification
	NOL
	NOL

	Sequence Number
	0000
	0001
	0002
	0003
	0004
	0005
	0006
	0007
	0008

	Sender
	Applicant
	Applicant
	hpfb 
	hpfb 
	Applicant
	hpfb 
	Applicant
	hpfb 
	Applicant

	Recipient
	hpfb
	hpfb
	Applicant
	Applicant
	hpfb
	Applicant
	hpfb
	Applicant
	hpfb

	Submission Unit Description
	-
	-
	-
	-
	Response to SDN
	-
	Response to request for clarification
	-
	Response to NOL comments


� The Acknowledgement of Receipt provides Applicant with the following information: Control Number, File Number and Date of the CTA’s Receipt





� Clinical Trial Application-Notification (CTA-N)


� The example Control Numbers 123456, 654321 and 665544 would signify three different original CTA’s. E.g., 123456 = CTA for Study A; 654321 = CTA for Study B; 665544 = CTA for Study C
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