[bookmark: _Hlk197502112]
AMENDMENT nº 3 TO CLINICAL TRIAL AGREEMENT

[bookmark: _Hlk198135272]This Amendment to Agreement (as defined below) is executed on its last signature date but the Parties (as defined below) agree it made and enters into effective as of the dates specified hereinunder.

BETWEEN: 

ICON XXX Clinical XX Research XXX Limited, with a VAT number IE 8201978R XXX and a place of business at South County Business XXX Park, LeopardstownXX, Dublin XXXX 18, Ireland (hereinafter “ICONXXXXX”),

AND

Privatpraxis XXXXX Dr. Hilton XXXXXX & Partner with a place of business at Grünstraße XXXXXX 6, 40212 DüsseldorfXXXXXXx, Germany XXXXXX (hereinafter “Institution”),

When referred all together, hereinafter referred as the “Parties”.

WHEREAS

A. The Parties entered in to a clinical trial  agreement dated the 27th May 2022 as most recently amended by its prior amendment no. 02 dated 12th March 2024 to provide for the conduct of a clinical trial entitled “A Phase Ib/II, MulticentreXXXXX, DoubleXXXX-blindXXXX, RandomisedXXXX, Placebo-controlled, Dose Escalation and DoseXXXX-finding Study XXXX to Evaluate XXX the Safety XXX and Efficacy XXXXXX of IPN10200 XXXXXX in Improving the Appearance XXXXXXXXX of Moderate to Severe XXXXX Upper Facial XXXXXX Lines in Adults” (the ‘Agreement’).

B. The Parties hereto wish to supplement the Agreement to provide for an update of the Appendix 2.1 (Budget Details) and reflect the change in Sponsor’s corporate address. 


NOW, THEREFORE, IN CONSIDERATION OF THE PREMISES AND MUTUAL PROMISES AND UNDERTAKINGS HEREIN CONTAINED, THE PARTIES HERETO AGREE AS FOLLOWS:

(i) The Parties now wish to amend the Agreement as per the terms and conditions of this Amendment due to the Trial XXXXXX Protocol XXXXXXX Amendment XXXXXXX #7, Version XXXXXXX 8, dated on 13Jan2025, which results in

· Change of visits scheduleXXXXXX;
· Change in procedures XXXXX to be conducted, including invoiceable procedures;
· Change in Trial designXXXXXX, namely OLE visits;

	and which will lead to budgetary changes.

(ii) The Parties now wish to amend the Agreement as per the terms and conditions of this Amendment to:
· replace Appendix 2.1 (Budget Details) with the new amended Appendix 2.1 (Budget Details), 
· reflect a change in Sponsor’s corporate address,
· reflect a change in Sponsor’s Data Protection Officer's address.

The Parties agree as per the following:

1. Effective as of April 1st, 2025, the Parties agree that Sponsor’s corporate address XXXXXX has been changed, therefore section 1.2 of the Agreement shall be amended to include the new address of Sponsor, and shall read as follows:

1.2 	ICON’s XXXXXXX client, Ipsen Innovation, 70 rue Balard, 75015XXXXXXXX ParisXXX, France XXXXXXX (hereinafter known as the “Sponsor”) is developing an investigational product called IPN10200 XXXXXX (hereinafter called the “Investigational XXXXXX Product”) for use in patients with moderate XXXXX to severe upper facial lines (hereinafter called the “Study IndicationXXXXX”) and the Sponsor has retained ICON XXXXXXX to conduct certain services in relation to the Study (as below defined) under separate contract including without limitation contracting with clinical research sites.

2. Effective as of April XXXX 1st, 2025XXXX, the Parties agreeXXX that Sponsor’s Data Protection XXXX Officer’s address has been changed, therefore Appendix XXXXXXX 6.1 of the Agreement shall be amended to include the new address of Data Protection Officer, and shall read as follows:

	Appendix 6.1 / Anhang 6.1 
Contact information / Kontaktinformationen


	Data Controller (Sponsor): / Verantwortlicher (Sponsor): 
Name / Name                                 
Postal Address / Postanschrift	
	

	Data Protection Officer: / Datenschutzbeauftragter: 
Marion XXXX MartinezXXXX
70 rue BalardXXXXX, 75015 Paris, FranceXXXXX

dataprivacy@ipsen.comXXXXXXX


	Data Processor / Auftragsverarbeiter
Name / Name                                 
Postal Address / Postanschrift	
	Data Protection Officer / Datenschutzbeauftragter
Sebastian XXXXX Rinn                                
GrünstrXXXX. 6, 40212 DüsseldorfXXX, Germany	

E-mail address / E-Mail-Adresse: rinn@dr-hiltonXXXXXX.de                




3. Effective as of [XXX], Appendix 2.1 (Budget Details) shall be replaced in its entirely with the new amended Appendix 2.1 (Budget Details), including all other additional fees for any site activities planned in LANTICXXXXXX, that is attached to this AmenXXdment as Attachment XXXX 1.

4. Except as otherwise provided in this amendment, all other terms and conditions of the Agreement shall remain unchanged in full force and effect in accordance with its terms.

IN WITNESS WHEREOFXXXXX, the Parties have caused this Amendment to be executed by their duly authorized representatives, to be effective as of the Effective Date.



ICON XXXXXXXX XXXXXXClinical Research Limited



 
___________________________________
Signature + Date

Name: Annika XXXXX GriegerXXXXX			
Title: ManagerXXXX, ContractsXXXX			



Privatpraxis XXXXX Dr. Hilton XXXXX & PartnerXXXXXX




______________________			
Signature + Date

Name: Dr. medXXXXX. Rodrigo XXXXX da MotaXXXXXX		
Title: Senior XXXXX PartnerXXXXX				



Read and acknowledged:
Principal XXXXX InvestigatorXXXX




______________________			
Signature + Date

Name: Dr.medXXXX. Rodrigo XXXXX da MotaXXXX		
Title: Principal XXXX InvestigatorXXXXX			 
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Sponsor: Ipsen

Protocol:  

D-FR-10200-002


Country:Germany

Currency:Euro

Protocol Version:Amendment 7

Protocol Date:13-Jan-25
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Screening Baseline Double-blind Phase

V1 V2 V3* V4* V5 V6 V7 V8 V9

Procedure Unit Cost

Day -20 to

Day -1



Day 1

Day 8

W1



Day 15

W2

Day 22

W3

(TC)

Day 29

W4

W8

Informed consent 91                           91                       

Eligibility criteria 72                           72                        72                  

Demographic data / Significant medical and surgical 

history

57                           57                       

Facial and focused neurological /physical examination  125                         125                      125                 125          125          125                 125                 125                 125                

Prior and concomitant medications/nondrug therapy 41                           41                        41                   41            41            41                   41                   41                   41                   41                  

Vital signs (incl Height, weight)

1

28                           28                        56                   28            28            28                   28                   28                   28                  

Clinical laboratory tests

2

24                           24                       

Blood sample for antibodies 27                           27                        27                  

Adverse event collection 90                           90                        90                   90            90            90                   90                   90                   90                   90                  

Study intervention administration 34                           34                  

ILA 36                           36                        36                   36                   36                   36                   36                  

Procedures Sub Total  591                    454                284         284         320                320                131                347                320               
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Double-blind Phase

V10 V11 V12 V13 V14 V15 V16

Procedure Unit Cost W12 W16 W20 W24 W28 W32

W36

(EoS/

EW) 

Informed consent 91                          

Eligibility criteria 72                           36                  

Demographic data / Significant medical and surgical 

history

57                          

Facial and focused neurological /physical examination  125                         125                 125                 125                 125                 125                 125                 125                

Prior and concomitant medications/nondrug therapy 41                           41                   41                   41                   41                   41                   41                   41                  

Vital signs (incl Height, weight)

1

28                           28                   28                   28                   28                   28                   28                   28                  

Clinical laboratory tests

2

24                           24                  

Blood sample for antibodies 27                           27                   27                  

Adverse event collection 90                           90                   90                   90                   90                   90                   90                   90                  

Study intervention administration 34                          

ILA 36                           36                   36                   36                   36                   36                   36                   36                  

Procedures Sub Total  320                320                320                347                320                320                407               
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Screening Baseline Double-blind Phase

V1 V2 V3* V4* V5 V6 V7 V8 V9

Non Procedure Unit Cost

Day -20 to

Day -1



Day 1

Day 8

W1



Day 15

W2

Day 22

W3

(TC)

Day 29

W4

W8

Study Coordinator Fee 57                           57                        57                   57            57            57                   57                   29                   57                   57                  

Physician Fee 103                         103                      103                 103          103          103                 103                 103                 103                

Pharmacy Fee 151                         151                

Study Coordinator Fee, Randomisation 32                           32                  

Subject Compensation n/a 200                      200                 50            50            50                   50                   50                   200                 50                  

Diary /PROs Instruction  41                           41                       

Diary Card / PROs

3

48                           48                        48                   48            48                   48                   48                   48                  

Non Procedures Sub Total  449                    591                258         210         258                258                79                  408                258               

 Overhead (all costs) 29% 302                    303                157         143         168                168                61                  219                168               

 Total Cost Per Visit with Overhead  1,342                 1,348            699         637         746                746                270                974                746               
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Double-blind Phase

V10 V11 V12 V13 V14 V15 V16

Non Procedure Unit Cost W12 W16 W20 W24 W28 W32

W36

(EoS/

EW) 

Study Coordinator Fee 57                           57                   57                   57                   57                   57                   57                   57                  

Physician Fee 103                         103                 103                 103                 103                 103                 103                 103                

Pharmacy Fee 151                        

Study Coordinator Fee, Randomisation 32                          

Subject Compensation n/a 200                 50                   50                   200                 50                   50                   200                

Diary /PROs Instruction  41                          

Diary Card / PROs

3

48                           48                   48                   48                   48                   48                   48                   48                  

Non Procedures Sub Total  408                258                258                408                258                258                408               

 Overhead (all costs) 29% 211                168                168                219                168                168                236               

 Total Cost Per Visit with Overhead  939                746                746                974                746                746                1,051           
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Procedure Unit Cost

Informed consent 91                           91                                

Eligibility criteria 72                           72                                

Demographic data / Significant medical and surgical 

history

57                           57                                

Facial and focused neurological /physical examination  125                         125                              

Prior and concomitant medications/nondrug therapy 41                           41                                

Vital signs (incl Height, weight)

1

28                           56                                

Clinical laboratory tests

2

24                           24                                

Blood sample for antibodies 27                           27                                

Adverse event collection 90                           90                                

Study intervention administration 34                           34                                

ILA 36                            36

Procedures Sub Total  653                             

Screening/Baseline 

combined visit**
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Non Procedure Unit Cost

Study Coordinator Fee 57                           57                                

Physician Fee 103                         103                              

Pharmacy Fee 151                         151                              

Study Coordinator Fee, Randomisation 32                           32                                

Subject Compensation n/a 200                              

Diary /PROs Instruction  41                           41                                

Diary Card / PROs

3

48                           48                                

Non Procedures Sub Total  632                             

 Overhead (all costs) 29% 373                             

 Total Cost Per Visit with Overhead  1,658                         

Screening/Baseline 

combined visit**
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V17, V28, 

V39

V18, V29, 

V40

V19, V30, 

V41

V20, V31, 

V42

V21, V32, 

V43

V22, V33. 

V44

V23, V34, 

V45

V24, V35, 

V46

V25, V36, 

V47

V26, V37, 

V48

V27, V38, 

V50

Procedure Unit Cost Day 1

Day 8

W1



Day 15

W2

Day 22

W3

(TC)

Day 29

W4

W8 W12 W16 W20 W24 W28 W32

W36

(EoS/

EW) 

Informed consent 91                          

Eligibility criteria 72                           36                   36                   36                   36                  

Demographic data / Significant medical and surgical 

history

57                          

Facial and focused neurological /physical examination  125                         125                 125                 125                 125                 125                 125                 125                 125                 125                 125                 125                 125                

Prior and concomitant medications/nondrug therapy 41                           41                   41                   41                   41                   41                   41                   41                   41                   41                   41                   41                   41                   41                  

Vital signs (incl Height, weight)

1

28                           56                   28                   28                   28                   28                   28                   28                   28                   28                   28                   28                   28                  

Clinical laboratory tests

2

24                           24                   24                  

Blood sample for antibodies 27                           27                   27                   27                   27                   27                  

Adverse event collection 90                           90                   90                   90                   90                   90                   90                   90                   90                   90                   90                   90                   90                   90                  

Study intervention administration 34                           34                  

ILA 36                            36  36  36  36  36  36  36  36  36  36  36  36

Procedures Sub Total  433               320               320               131               347               320               347               320               320               383               356               356               407              

Open-label Phase (For Highest Dose Cohort in Stage 1/Step 3 Only) - Cycles 2, 3 and 4

V26.01 to V26.06,

V37.01 to V37.06,

V49.01 to V49.06


image9.emf
V17, V28, 

V39

V18, V29, 

V40

V19, V30, 

V41

V20, V31, 

V42

V21, V32, 

V43

V22, V33. 

V44

V23, V34, 

V45

V24, V35, 

V46

V25, V36, 

V47

V26, V37, 

V48

V27, V38, 

V50

Non Procedure Unit Cost Day 1

Day 8

W1



Day 15

W2

Day 22

W3

(TC)

Day 29

W4

W8 W12 W16 W20 W24 W28 W32

W36

(EoS/

EW) 

Study Coordinator Fee 57                           57                   57                   57                   29                   57                   57                   57                   57                   57                   57                   57                   57                   57                  

Physician Fee 103                         103                 103                 103                 103                 103                 103                 103                 103                 103                 103                 103                 103                

Pharmacy Fee 151                         151                

Study Coordinator Fee, Randomisation 32                          

Subject Compensation n/a 200                 50                   50                   50                   200                 50                   200                 50                   50                   200                 50                   50                   200                

Diary /PROs Instruction  41                          

Diary Card / PROs

3

48                           48                   48                   48                   48                   48                   48                   48                   48                   48                   48                   48                   48                  

Non Procedures Sub Total  559               258               258               79                 408               258               408               258               258               408               258               258               408              

 Overhead (all costs) 29% 288               168               168               61                 219               168               219               168               168               229               178               178               236              

 Total Cost Per Visit with Overhead  1,280            746               746               270               974               746               974               746               746               1,020            792               792               1,051           

Open-label Phase (For Highest Dose Cohort in Stage 1/Step 3 Only) - Cycles 2, 3 and 4

V26.01 to V26.06,

V37.01 to V37.06,
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Site Costs Unit Cost

Study Start-Up Fee/Site Set-Up Fee  3,532

Advertising  2,740

Pharmacy:  Set-Up Fee  1,370

Document preparation fee for INITIAL submission of 

Institutional Review Board, IRB documents; 

administrative preparation fee, one time payment, 

upon receipt of invoice

 169

Audit Fee (Per Day), per occurrence, Upon receipt of 

invoice

 430

Study Close out Fee, One-time, Upon Study closure 

and receipt of invoice 

 739

Document Storage, Archiving Total Cost  1,200

 10,180
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Invoiceable Procedure Unit CostUnit Cost + OH

CGI-S

5

 42  54

CGI-C

5

 23  30

Photographic imaging

5  82  106

INR (local lab)  23  30

Exit interview fee for subject

6  120  155

374
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Total Cost Per Patient (Double-blind Phase) 12,118                 

Total Cost Per Patient (Double-blind Phase + 

OLE Cycle 2)

22,999                 

Total Cost Per Patient (Double-blind Phase + 

OLE Cycle 2+3)

33,881                 

Total Cost Per Patient (Double-blind Phase + 

Cycle OLE 2+3+4)

44,763        

Screen Failure

4

                   1,342 

Unscheduled Visits

Paid per procedure 

performed. Upon 

receipt of Itemized 

Invoice 


image13.emf
3. Including Diary Card, SLS, SSA, PGI-S

5

, PGI-C

5

, Face-Q

5

 (Stage 3 only)

4. To be paid on manual invoice

6. For FHL and LCL groups only for subjects who consented

5. For Stage 2 FHL and LCL groups only

Footnotes

*Visits 3 and 4 are applicable to Stage 1/Step 1 3 only to Sentinel subjects only (First 5 subjects enroled in each cohort)

1. Participants should be monitored for vital signs as scheduled in the Protocol.

** Screening and baseline visits can be performed on the same day. In case of combined visits the required assessments that appear in both visits are done and paid only once.  

2. Includes nonfasting biochemistry, haematology, pregnancy test (serum and urine)


