MHRA Medicines (EudraCT application IRAS Version 6.2
form)

For official use:

Date of receiving the request: Date of request for additional information:  Grounds for non acceptance / negative
opinion :

Date of request for information to

make it valid: Give date:

Date of valid application : Date of receipt of additional / amended Authorisation / positive opinion:
information :

Date of start of procedure : Give date:

Competent authority registration number : Withdrawal of application :

Ethics Committee registration number : Give date :

A1. National Competent Authority:

UK - MHRA

A2. European Clinical Trials Database (EudraCT) number:

2015-002340-14

AZ3. Full title of the trial:

Randomized, Embedded, Multifactorial, Adaptive Platform trial for Community-Acquired Pneumonia (COVID-19)

A3-1. Title of the trial for lay people, in easily understood, i.e. non-technical, language

REMAP-CAP: Randomised, Embedded, Multi-factorial Adaptive Platform Trial for community acquired pneumonia
(COVID-19)

A3-2. Name or abbreviated title of the trial where available:

REMAP-CAP(COVID-19)

A4. Sponsor's protocol:

Number:
Version: 3.0
Date: 10/07/2019

A5-1. ISRCTN number, if available :
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IRAS Version 6.2

NCT02735707

A5-2. US NCT number:

U1111-1189-1653

A5-3. Who Universal Trial Reference Number (UTRN)

A5-4, Other Identifiers:

Name

ClinicalTrials.gov

Identifier

NCT02735707

) Yes @) No

AG. Is this a resubmission?

A7. s the trial part of a Paediatric Investigation Plan?

" Yes (@) No (") Not Answered

B1. Sponsor

SP1
Contact person

Name of
organisation

Given name
Family name
Address
Town/city
Post code

Country

Telephone
Fax
E-mail

guidance).

University Medical Centre Utrecht

clementina
okundaye

Heidelberglaan 100 (Room number: Str. 3.116), 3584 CX Utrecht, The Netherlands

Utrecht
3584 CX
Netherlands
0887555196
0887568099
eu.remapcap@umcutrecht.nl

B2.Legal Representative for the purpose of this CTIMP.
A legal representative must be appointed for a clinical trial of an investigational medicinal product (CTIMP) if the
sponsor is not established in the UK or on the MHRA approved country list (please refer to question specific

Contact person

Legal Representative 1

Name of organisation University Medical Centre Utrecht

2
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Given name Albert

Family name Vermaas

Address Heidelberglaan 100, 3584 CX Utrecht, The Netherlands
Town/city Utrecht

Post code 3584 CX

Country Netherlands

Telephone

Fax

E-mail A.M.Vermaas@umcutrecht.nl

B3. Status of the sponsor: Non-Commercial

B.4 Source(s) of Monetary or Material Support for the clinical trial (repeat as necessary):

Name of
organisation

Country

B.5 Contact point designated by the sponsor for further information on the trial:

Name of ICNARC
organisation

Functional name
of contact point

Street Address 24 Napier House, High Holborn

Farah Al-Beidh

Town/city London

Post code WC1V 6AZ

Country United Kingdom

Telephone 02033110211

Fax

E-mail farah.al-beidh04@imperial.ac.uk

C1-1. Who is responsible for the Clinical Trial Authorisation Application?

Sponsor

C1-4. Complete the details of the applicant below even if they are provided elsewhere on the form:

Contact person
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Person or organisation name: UMC Utrecht
Contact person Given name  Wilma
Contact person Family name van Bentum-Puijk

Address Heidelberglaan 100
Town/city Utrecht

Post code 3584 CX

Country Netherlands

Telephone 310887555196

Fax 310887568099

E-mail EU.remapcap@umcutrecht.nl

C1-5. Do you want a xml file copy of the CTA form data saved on EudraCT?

) Yes (@ No () Not Answered

C2-1. Who is responsible for the Clinical Trial Authorisation Application?

C2-5. Complete the details of the applicant below even if they are provided elsewhere on the form

Person or
organisation
name:

Title:

Forename/InitialS: ...
SUMNAamMe: s
Middlename: .
Address:

TOWN/CIEY: ettt et a et ne st aene s e e ee
Post code:
L©70 183117 /4 USSR
Telephone:
Fax:

E-mail:
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Part D: Investigational Medicinal Products

D: Information on the IMPs

Information on each "bulk product” before trial-specific operations (blinding, trial specific packaging and labelling)
should be provided in this section for each investigational medicinal product (IMP) being tested including each
comparator, if applicable. If the trial is performed with several products please create a separate set of the following
questions for each product. If the product is a combination product please give separate information for each active
substance.

Click on the first row and enter details of the product in the following screens. When you have completed the details,
click on the navigate button or the "See All" link and return to this section to enter details of the next product. When
you have completed details of all products please move to question D7 using the navigation screen.

D. Investigational medicinal products

PR1 ceftriaxone
PR2 moxifloxacin
PR3 |evofloxacin

PR4 piperacilin-tazobactam

PRS5 ceftaroline

PR6 amoxicillin-clavulanate

PR7 azithromycin
PR8 clarithromycin

PR10 hydrocortisone

PR11 interferon beta-1a

PR12 anakinra

PR13 Lopinavir/Ritonavir Mylan

PR15 hydroxychloroquine

PR16 tocilizumab
PR17 Sarilumab
PR18 Heparin

PR20 Sarilumab unlicensed

PR21 Kaletra 80mg/20mg Oral Solution

PR22 Ascorbic Acid
PR23 simvastatin
PR24 Aspirin
PR25 Clopidogrel

PR26 Prasugrel
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PR27 ticagrelor
PR28 Pascorbin
PR29 Ramipril
PR30 Lisinopril
PR31 perindopril
PR32 enalapril

PR33 captopril

PR34 |osartan
PR35 valsartan
PR36 candesartan
PR37 irbesartan

PR38 Repagermanium

PR39 cysteamine bitartrate

PR41 Casirivimab / imdevimab ( Ronapreve)

PR42 Pascorbin / Ascorbic Acid

IRAS Version 6.2

D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR1
Investigational medicinal product category:

Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@) Yes (3 No () Not Answered

Trade name:

ceftriaxone

EV Product Code

Name of the MA holder:

RANBAXY (UK)

MA number (if MA granted by a Member State):
PL 14894 /0342

Is the IMP modified in relation to its MA?

{3 Yes (@) No (3 Not Answered

Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (1No (3 Not Answered
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D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
3 Yes (@ No (") Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes () No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes () No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
) Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
) Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@ Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

1 Yes (@) No () Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@) No () Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

) Yes (@ No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3Yes (1 No (@ Not Answered
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D3-1.

D.3.1 Product name where

. ceftriaxone
applicable
D.3.2 Product code where .

. ceftriaxone
applicable
D.3.3 ATC codes, if officially J01DD04
registered

D.3.4 Pharmaceutical form (use . .
Powder for infusion
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

1-2g daily of ceftriaxone, once a day infusion for as many days as is clinically
necessary

D.3.6 Dose allowed

D.3.6.1 First dose for first-in-  ceftriaxone has a well established safety profile in patients with pneumonia. As in
human clinical trial normal clinical care patients will be prescribed 1-2mg / day for as long as is clinically
necessary

D.3.6.1 Specify per day or total: @) per day () total () Not Answered

D.3.6.1 Specify total dose 1.2 9
(number and unit) gram(s)

D.3.6.1 Route of
administration (relevant to the Intravenous use
first dose):

D.3.6.2 Maximum dose 4g/day
allowed

D.3.6.2 Specify per day or total (@) per day () total (") Not Answered

D.3.6.2 Specify total dose 4 g
(number and unit) gram(s)

D.3.6.2 Route of
administration (relevant to the Intravenous use
maximum dose):

D.3.7 Routes of administration for this IMP

Intravascular use (Noncurrent)
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D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number:

Current sponsor code:
Other descriptive name:
Full Molecular formula

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type:

Concentration number (only
use both fields for range):

ceftriaxone sodium

73384-59-5

C18-H18-N8-07-S3

g gram(s)

equal

1

D3-11. Type of IMP

Of chemical origin?

Is this a:

Advanced Therapy IMP (ATIMP) ()

Combination product that includes a

Plasma derived medicinal product?
Extractive medicinal product?

Recombinant medicinal product?

Herbal medicinal product?
Homeopathic medicinal product?

Another type of medicinal product?

Does the IMP contain an active substance:

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

Radiopharmaceutical medicinal product?

Immunological medicinal product (e.g. vaccine, allergen, immune serum)?

Medicinal product containing genetically modified organisms?

Specify the mode of action for the active substance in this medicinal product

@ Yes
2 Yes

{3 No
@) No

"y Not Answered

"3 Not Answered

2 Yes

2 Yes
1 Yes
1 Yes
2 Yes
1 Yes
i1 Yes
1 Yes

2 Yes
1 Yes
i1 Yes

@) No

@ No
@ No
@ No
@ No
@ No
@ No
@ No
@ No
@ No
@ No

"3 Not Answered

device, but does not involve an Advanced Therapy ) Not Answered
(") Not Answered
"y Not Answered
"3 Not Answered
"y Not Answered
"3 Not Answered

) Not Answered

"3 Not Answered
"y Not Answered

"3 Not Answered
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The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Ceftriaxone
inhibits bacterial cell wall synthesis following attachment to penicillin binding proteins
(PBPs). This results in the interruption of cell wall (peptidoglycan) biosynthesis, which
leads to bacterial cell lysis and death.

Is it an IMP to be used in a first-in-human clinical trial? ("1 Yes (@ No () Not Answered

(7’2’3’4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR2
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
moxifloxacin
EV Product Code

Name of the MA holder:

Bayer

MA number (if MA granted by a Member State):
PL 00010/0291

Is the IMP modified in relation to its MA?

() Yes (@) No (3 Not Answered
Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

. moxifloxacin
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially JO1MA14
registered

D.3.4 Pharmaceutical form (use . . .
Solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according 400mg daily of moxifloxacin, for as many days as is clinically necessary
to the protocol

D.3.6 Dose allowed |
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:

D.3.6.1 Specify total dose (humber and unit)

D.3.6.1 Route of administration (relevant to the first
dose):

400mg daily of moxifloxacin, for as many days as is clinically
necessary

(@) per day () total ("3 Not Answered

mg

400 milligram(s)

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the
maximum dose):

400mg
(@) per day ()total {3 Not Answered

mg

400 milligram(s)

Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type: equal

Concentration number (only 1.6
use both fields for range):

CAS number: 354812-41-2
Current sponsor code:

Other descriptive name:

Full Molecular formula C21H24FN304

moxifloxacin hydrochloride

mg/ml milligram(s)/millilitre

D3-11. Type of IMP

Does the IMP contain an active substance:

13 237150/1550622/19/340
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Of chemical origin? @) Yes () No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) {)Yes @ No (7 Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? () Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@ No () Not Answered
Recombinant medicinal product? {»Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? {3 Yes @ No (O Not Answered
Herbal medicinal product? {1 Yes (@) No () Not Answered
Homeopathic medicinal product? (1 Yes (@ No () Not Answered
Another type of medicinal product? {2Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Moxifloxacin
inhibits bacterial type Il topoisomerases (DNA gyrase and topoisomerase |V) that are
required for bacterial DNA replication, transcription and repair

Is it an IMP to be used in a first-in-human clinical trial? "1 Yes (@ No () Not Answered

(1:2,3,4,5) Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR3
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

levofloxacin

EV Product Code

Name of the MA holder:

Amneal Pharma Europe Ltd

MA number (if MA granted by a Member State):
PL 42357/0192

Is the IMP modified in relation to its MA?

() Yes (@) No (3 Not Answered

Which country granted the MA?
Ireland

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

. levofloxacin
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially JO1MA12
registered

D.3.4 Pharmaceutical form (use . . .
Solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

500 mg once or twice daily for as many days as is clinically necessary (typically
5-10 days)

D.3.6 Dose allowed I
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

500 mg once or twice daily
(@) per day (_total (") Not Answered

mg

1000 milligram(s)

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

1000 mg /day
() perday ()total {7y Not Answered

mg

1000 milligram(s)

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 100986-85-4
Current sponsor code:

Other descriptive name:

Full Molecular formula C18H20FN304

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type: equal

Concentration number (only 5
use both fields for range):

levofloxacin hemihydrate

mg/ml milligram(s)/millilitre

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

17

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@) Yes () No () Not Answered

{1 Yes (@) No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) (3 Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@) No () Not Answered

Radiopharmaceutical medicinal product? (1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? {2Yes (@ No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? (1 Yes (@ No () Not Answered
Herbal medicinal product? (" Yes (@ No () Not Answered
Homeopathic medicinal product? {2Yes (@ No () Not Answered
Another type of medicinal product? {1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. As a
fluoroquinolone antibacterial agent, levofloxacin acts on the DNA-DNA-gyrase complex
and topoisomerase V.

Is it an IMP to be used in a first-in-human clinical trial? ("1 Yes (@ No () Not Answered

(1.2,3,4,5 Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR4
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

piperacilin-tazobactam

EV Product Code

Name of the MA holder:

Hospira UK Limited

MA number (if MA granted by a Member State):
PL 04515/0374

Is the IMP modified in relation to its MA?

() Yes (@) No (3 Not Answered
Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

applicable piperacilin-tazobactam

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially JO1C RO5
registered

D.3.4 Pharmaceutical form (use

standard terms) Powder for infusion

D.3.4.1 Is this a specific Yes (@ No Not Answered

paediatric formulation? o ® o

D.3.5 Maximum duration of 44g piperacillin / 0.5g tazobactam given every 6-8 hours

treatment of a subject according  Piperacillin/tazobactam 4 g / 0.5 g is administered by intravenous infusion (over
to the protocol 30 minutes) for as many days as is clinically necessary (typically 5-10 days)

D.3.6 Dose allowed I
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:

D.3.6.1 Specify total dose (humber and unit)

D.3.6.1 Route of administration (relevant to the first dose):

Piperacillin/tazobactam 16g / 2g
(@) per day () total (") Not Answered
16/20 9
gram(s)

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

Piperacillin/tazobactam 16 g/ 2.0 g
() perday () total (") Not Answered

16/20 9
gram(s)

D.3.6.2 Route of administration (relevant to the maximum dose): Intravascular use (Noncurrent)

IRAS Version 6.2

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number:
Current sponsor code:

Piperacillin

61477-96-1

Other descriptive name:
Full Molecular formula C23H27N507S

Chemical/biological description
of the Active Substance

Strength

Concentration unit: g gram(s)

Concentration type: equal

Concentration number (only 4
use both fields for range):

Active Substance 2

Name of active substance (INN or
proposed INN if available):

CAS number:
Current sponsor code:

tazobactam

89786-04-9
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Other descriptive name:

Full Molecular formula C10H12N405S

Chemical/biological description
of the Active Substance

Strength

Concentration unit: g gram(s)

Concentration type: equal

Concentration number (only 0.5

use both fields for range):

IRAS Version 6.2

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

Is this a:

Advanced Therapy IMP (ATIMP) (V)

Combination product that includes a device, but does not involve an Advanced Therapy
Radiopharmaceutical medicinal product?

Immunological medicinal product (e.g. vaccine, allergen, immune serum)?

Plasma derived medicinal product?

Extractive medicinal product?

Recombinant medicinal product?

Medicinal product containing genetically modified organisms?

Herbal medicinal product?
Homeopathic medicinal product?

Another type of medicinal product?

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Piperacillin, a
broad spectrum, semisynthetic penicillin exerts bactericidal activity by inhibition of both
septum and cell-wall synthesis.

Tazobactam, a beta-lactam structurally related to penicillins, is an inhibitor of many
beta-lactamases which commonly cause resistance to penicillins and
cephalosporins but it does not inhibit AmpC enzymes or metallo beta-lactamases.
Tazobactam extends the antibiotic spectrum to those bacteria that have acquired
resistance to piperacillin

Is it an IMP to be used in a first-in-human clinical trial?

@) Yes () No
{1 Yes (@) No

() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No
() Yes @ No

{1 Yes (@) No

i3 Not Answered

(") Not Answered

(") Not Answered

) Not Answered
() Not Answered
i3 Not Answered
(") Not Answered
"y Not Answered
"3 Not Answered

"y Not Answered

(") Not Answered
"y Not Answered

"3 Not Answered

i3 Not Answered

(1’2’3’4’5)Comp/ete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
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4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR5
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
ceftaroline
EV Product Code

Name of the MA holder:

Pfizer Ireland Pharmaceuticals

MA number (if MA granted by a Member State):
EU/1/12/785/001

Is the IMP modified in relation to its MA?
() Yes (@) No (3 Not Answered

Which country granted the MA?
Ireland

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

. ceftaroline
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially J01DI02
registered

D.3.4 Pharmaceutical form (use . . .
Powder for concentrate for solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according 600mg, every 12 hours for as long as is required
to the protocol

D.3.6 Dose allowed I
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D.3.6.1 First dose for first-in-human clinical trial 600mg, every 12 hours
D.3.6.1 Specify per day or total: (@) perday () total (_) Not Answered
D.3.6.1 Specify total dose (number and unit) 1200 mg
milligram(s)
D.3.6.1 Route of administration (relevant to the first dose): Intravenous use
D.3.6.2 Maximum dose allowed 1200mg
D.3.6.2 Specify per day or total (@) perday (")total (") Not Answered
D.3.6.2 Specify total dose (number and unit) 1200 mg
milligram(s)
D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 400827-46-5
Current sponsor code:

ceftaroline fosamil acetic acid solvate monohydrate

Other descriptive name:
Full Molecular formula C24H25N8010PS4

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg/ml milligram(s)/millilitre
Concentration type: equal
Concentration number (only 30

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? @) Yes () No () Not Answered

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) {1 Yes (@ No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) (3 Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@) No () Not Answered

Radiopharmaceutical medicinal product? (1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? {2Yes (@ No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? (1 Yes (@ No () Not Answered
Herbal medicinal product? (" Yes (@ No () Not Answered
Homeopathic medicinal product? {2Yes (@ No () Not Answered
Another type of medicinal product? {1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. In vitro
studies have shown that ceftaroline is bactericidal and able to inhibit bacterial cell wall
synthesis in methicillin-resistant Staphylococcus aureus (MRSA) and penicillin non-
susceptible Streptococcus pneumoniae (PNSP) due to its affinity for the altered
penicillin-binding proteins (PBPs) found in these organisms

Is it an IMP to be used in a first-in-human clinical trial? () Yes (@ No () Not Answered

(1’2’3’4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(239 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

(6) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR6
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
amoxicillin-clavulanate
EV Product Code

Name of the MA holder:
Sandoz Ltd

MA number (if MA granted by a Member State):
PL 04416/0634

Is the IMP modified in relation to its MA?
() Yes (@) No (3 Not Answered
Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

. amoxicillin-clavulanate
applicable

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially JO1CRO02
registered

D.3.4 Pharmaceutical form (use . .
Powder for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

1000 mg/ 200 mg every 6-8 hours for as many days as is clinically necessary
(typically 5-10 days)

D.3.6 Dose allowed |
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IRAS Version 6.2

D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:

D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first
dose):

1000 mg/ 200 mg every 6-8 hours
(@) per day (ytotal () Not Answered

mg

4000 / 800 .
milligram(s)

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

dose):

D.3.6.2 Route of administration (relevant to the maximum

total daily dose of 3000 mg amoxicillin and 600 mg
clavulanic acid

() perday (")total () Not Answered

mg

4000/800 o
milligram(s)

Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type: equal

Concentration number (only 1000
use both fields for range):

Active Substance 2

Name of active substance (INN or
proposed INN if available):

CAS number:

Current sponsor code:

61177-45-5

sodium amoxicillin

CAS number: 26787-78-0
Current sponsor code:

Other descriptive name:

Full Molecular formula C16H19N305S

mg milligram(s)

30

potassium clavulanate
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Other descriptive name:
Full Molecular formula C8HBNO5.K

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 200

use both fields for range):

IRAS Version 6.2

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

Is this a:

Advanced Therapy IMP (ATIMP) (1)

Combination product that includes a device, but does not involve an Advanced Therapy
Radiopharmaceutical medicinal product?

Immunological medicinal product (e.g. vaccine, allergen, immune serum)?

Plasma derived medicinal product?

Extractive medicinal product?

Recombinant medicinal product?

Medicinal product containing genetically modified organisms?

Herbal medicinal product?
Homeopathic medicinal product?

Another type of medicinal product?

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Amoxicillin is
a semisynthetic penicillin that inhibits one or more enzymes in the biosynthetic
pathway of bacterial peptidoglycan, which is an integral structural component of the
bacterial cell wall. Inhibition of peptidoglycan synthesis leads to weakening of the cell
wall, which is usually followed by cell lysis and death. Clavulanic acid inactivates
some beta-lactamase enzymes thereby preventing inactivation of amoxicillin.

Is it an IMP to be used in a first-in-human clinical trial?

@ Yes
1 Yes

1 Yes

1 Yes
2 Yes
1 Yes
1 Yes
2 Yes
1 Yes
1 Yes

1 Yes
2 Yes
1 Yes

2 Yes

{3y No () Not Answered

@ No () Not Answered

@ No () Not Answered

@ No () Not Answered
@) No () Not Answered
@) No () Not Answered
@ No () Not Answered
@) No () Not Answered
@) No () Not Answered

@) No () Not Answered

@ No () Not Answered
@) No () Not Answered

@ No () Not Answered

@) No () Not Answered

(hz42) Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC
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(©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR7
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

azithromycin

EV Product Code

Name of the MA holder:

Aspire Pharma Ltd

MA number (if MA granted by a Member State):
PL 35533/0026

Is the IMP modified in relation to its MA?
() Yes (@) No (3 Not Answered
Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

applicable azithromycin

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially JO1FA10
registered

D.3.4 Pharmaceutical form (use . . .
Powder for solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according 500 mg administered as a single intravenous daily dose for up to 14 days
to the protocol

D.3.6 Dose allowed |
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IRAS Version 6.2

D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:

D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

500 mg administered as a single intravenous daily
"y perday (total {7y Not Answered

mg

500 milligram(s)

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

500 mg administered as a single intravenous daily
() perday ()total {7y Not Answered

mg

500 milligram(s)

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type: equal

Concentration number (only 100
use both fields for range):

azithromycin dihydrate

CAS number: 83905-01-5
Current sponsor code:

Other descriptive name:

Full Molecular formula C38H72N2012

mg/ml milligram(s)/millilitre

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@) Yes () No () Not Answered

{1 Yes (@) No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) (3 Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@) No () Not Answered

Radiopharmaceutical medicinal product? (1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? {2Yes (@ No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? (1 Yes (@ No () Not Answered
Herbal medicinal product? (" Yes (@ No () Not Answered
Homeopathic medicinal product? {2Yes (@ No () Not Answered
Another type of medicinal product? {1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. The
mechanism of action of azithromycin is based upon the suppression of bacterial
protein synthesis by means of binding to the ribosomal 50s sub-unit and inhibition of
peptide translocation.

Is it an IMP to be used in a first-in-human clinical trial? (1 Yes (@ No () Not Answered

(1’2’3'4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part |V of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR8
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

clarithromycin

EV Product Code

Name of the MA holder:

Mercury Pharmaceuticals Ltd.,

MA number (if MA granted by a Member State):
PL 12762/0404

Is the IMP modified in relation to its MA?
() Yes (@) No (3 Not Answered
Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

applicable clarithromycin

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially JO1FA09
registered

D.3.4 Pharmaceutical form (use . .
Powder for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

1.0 gram daily of Clarithromycin powder for concentrate for solution for infusion
for upto 14 days

D.3.6 Dose allowed |
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:

D.3.6.1 Specify total dose (humber and unit)

dose):

D.3.6.1 Route of administration (relevant to the first

1.0 gram daily of Clarithromycin powder for concentrate for
solution for infusion.

(@) per day () total ("3 Not Answered

g
gram(s)

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the
maximum dose):

1.0 gram daily of Clarithromycin powder for concentrate for
solution for infusion.

(@) per day ()total ("3 Not Answered

g
gram(s)

Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type: equal

Concentration number (only 2
use both fields for range):

clarithromycin

CAS number: 81103-11-9
Current sponsor code:

Other descriptive name:

Full Molecular formula C38H69NO13

mg/ml milligram(s)/millilitre

D3-11. Type of IMP

Does the IMP contain an active substance:
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Of chemical origin? @) Yes () No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) {)Yes @ No (7 Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? () Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@ No () Not Answered
Recombinant medicinal product? {»Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? {3 Yes @ No (O Not Answered
Herbal medicinal product? {1 Yes (@) No () Not Answered
Homeopathic medicinal product? (1 Yes (@ No () Not Answered
Another type of medicinal product? {2Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. The
mechanism of action of clarithromycin is based on the inhibition of the protein
biosynthesis by its binding to the 50S subunit of the bacterial ribosome.

The 14(R)-hydroxy metabolite of clarithromycin, a product of the metabolisation of the
parent substance which is found in humans, also has an antibacterial effect.

Is it an IMP to be used in a first-in-human clinical trial? () Yes (@ No () Not Answered

(1'2’3’4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(239 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

(6) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR10
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
hydrocortisone
EV Product Code

Name of the MA holder:
Pfizer

MA number (if MA granted by a Member State):
PL 00057/1050
Is the IMP modified in relation to its MA?

() Yes (@) No (3 Not Answered
Which country granted the MA?
UK - MHRA

Is this the Member State concerned with this application?
@ Yes (3 No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
1 Yes (@ No () Not Answered

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@) Yes (3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
" Yes (@) No () Not Answered

D2-3. IMPD submitted:

Full IMPD
" Yes (@) No (") Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (3 No (@ Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (3 No (@ Not Answered

D3-1.

D.3.1 Product name where

applicable hydrocortisone

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially HO02AB09
registered

D.3.4 Pharmaceutical form (use . .
Powder for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according Intravenous Hydrocortisone, 50 milligrams (mg) every 6 hours for up-to 7 days
to the protocol

D.3.6 Dose allowed |

42 237150/1550622/19/340


javascript:;
javascript:;
javascript:;
javascript:;
javascript:;

MHRA Medicines (EudraCT application IRAS Version 6.2
form)

D.3.6.1 First dose for first-in-human clinical trial Intravenous Hydrocortisone, 50 milligrams (mg) every 6 hours
for up-to 7 days
D.3.6.1 Specify per day or total: @) perday () total (") Not Answered
D.3.6.1 Specify total dose (humber and unit) 200 m.g.
milligram(s)

D.3.6.1 Route of administration (relevant to the first
Intravenous use

dose):
D.3.6.2 Maximum dose allowed 200mg
D.3.6.2 Specify per day or total (@) perday {)total () Not Answered
D.3.6.2 Specify total dose (number and unit) 200 mg
milligram(s)

D.3.6.2 Route of administration (relevant to the

. Intravenous use
maximum dose):

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 125-04-2
Current sponsor code:

hydrocortisone sodium succinate

Other descriptive name:
Full Molecular formula C25H34Na08

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 133.7

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:
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Of chemical origin? @) Yes () No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) {)Yes @ No (7 Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? () Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@ No () Not Answered
Recombinant medicinal product? {»Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? {1 Yes (@) No () Not Answered
Herbal medicinal product? {1 Yes (@) No () Not Answered
Homeopathic medicinal product? (1 Yes (@ No () Not Answered
Another type of medicinal product? {2Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action.
Corticosteroids exhibit anti-inflammatory, antipruritic, and vasoconstrictive properties.
At the cellular level, corticosteroids induce peptides called lipocortins. Lipocortins
antagonize phospholipase A2, an enzyme which causes the breakdown of leukocyte
lysosomal membranes to release arachidonic acid. This action decreases the
subsequent formation and release of endogenous inflammatory mediators including
prostaglandins, kinins, histamine, liposomal enzymes and the complement system

Is it an IMP to be used in a first-in-human clinical trial? {2 Yes (@ No () Not Answered

(1’2’3'4’5)Comp/ete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

(©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR11
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

interferon beta-1a

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered

45 237150/1550622/19/340


javascript:;
javascript:;
javascript:;

MHRA Medicines (EudraCT application
form)

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

. interferon beta-1a
applicable

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially LO3ABO7
registered

D.3.4 Pharmaceutical form (use Solution for injection in pre-filled syringe
standard terms) J P yring

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according

to the protocol whichever occurs first.

IFN-B1a will be administered once daily for 6 days or until ICU discharge,

D.3.6 Dose allowed
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D.3.6.1 First dose for first-
in-human clinical trial

P.t3.|6.1 Specify perday or - g ner day () total () Not Answered
otal:

D.3.6.1 Specify total dose Mg
. 10 ;
(number and unit) microgram(s)

D.3.6.1 Route of
administration (relevant  Intravenous bolus use (Noncurrent)
to the first dose):

D.3.6.2 Maximum dose  IFN-B1a 10 pg will be diluted in 1 mL of sterile water. The diluted IFN-B1a will be
allowed administered as an intravenous bolus injection via a central or peripheral line. The injection
will be followed with a 5 mL flush of sterile saline.

D.3.6.2 Specify perday or - gy her day () total () Not Answered

total
D.3.6.2 Specify total dose 1 Mg
(number and unit) microgram(s)

D.3.6.2 Route of
administration (relevant  Intravenous bolus use (Noncurrent)
to the maximum dose):

D.3.7 Routes of administration for this IMP

Intravenous bolus use (Noncurrent)

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 145258-61-3
Current sponsor code:

interferon beta-1a.

Other descriptive name: Rebif
Full Molecular formula
C908H1408N2460252S7
Chemical/biological description
of the Active Substance
Strength
Concentration unit: Mg microgram(s)
Concentration type: equal
Concentration number (only 10

use both fields for range):

D3-11. Type of IMP
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Does the IMP contain an active substance:

Of chemical origin? {3Yes (@ No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) @ Yes (3No (O Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes @) No () Not Answered

Radiopharmaceutical medicinal product? {2 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? @) Yes (CyNo () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? (1 Yes (@ No () Not Answered
Recombinant medicinal product? {3Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? "1 Yes (@ No () Not Answered
Herbal medicinal product? {1 Yes (@ No () Not Answered
Homeopathic medicinal product? (1 Yes (@ No () Not Answered
Another type of medicinal product? {3Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. interferon
beta-1a is an immunostimulant. Interferons are a group of endogenous
glycoproteins endowed with immunomodulatory, antiviral and

antiproliferative properties.

Is it an IMP to be used in a first-in-human clinical trial? "1 Yes (@ No () Not Answered

(1:2,3,4,5) Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR12
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

anakinra

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

. anakinra
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially LO4ACO03
registered

D.3.4 Pharmaceutical form (use . T Lo ) .
Solution for injection/infusion in pre-filled syringe
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according

to the protocol S
receiving inv mech vent

A loading dose of 300 mg will be administered, followed by maintenance doses
of 100 mg of anakinra administered every 6 hours. Anakinra will be
administered four times daily until the patient has been breathing without

D.3.6 Dose allowed
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D.3.6.1 First dose for
first-in-human clinical

trial

D.3.6.1 Specify perday g per day () total () Not Answered
or total:

D.3.6.1 Specify total 0 mg

dose (number and unit) milligram(s)

D.3.6.1 Route of
administration (relevant Intravenous use
to the first dose):

D.3.6.2 Maximum dose A loading dose of 300 mg will be administered, followed by maintenance doses of 100 mg of
allowed anakinra administered every 6 hours.In patients with creatinine clearance of less than 30
ml/min or receiving RRT anakinra will be dosed every 12hrs

D.3.6.2 Specify perday g per day () total () Not Answered

or total
D.3.6.2 Specify total 600 mg
dose (number and unit) milligram(s)

D.3.6.2 Route of
administration (relevant Intravenous use
to the maximum dose):

D.3.7 Routes of administration for this IMP

Intravenous bolus use (Noncurrent)
Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1
Name of active substance (INN or Anakinra
proposed INN if available):
CAS number: 143090-92-0
Current sponsor code:
Other descriptive name: Interleukin-1 receptor antagonist anakinra
Full Molecular formula
C759H1186N2080232510
Chemical/biological description
of the Active Substance
Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 100
use both fields for range):
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D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? {1 Yes (@) No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) @) Yes (CyNo () Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? {2 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {3 Yes @ No (O Not Answered
Plasma derived medicinal product? {2 Yes (@ No () Not Answered
Extractive medicinal product? {1 Yes (@ No () Not Answered
Recombinant medicinal product? @) Yes (Z3No () Not Answered
Medicinal product containing genetically modified organisms? {3Yes (@) No () Not Answered
Herbal medicinal product? {2Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@ No () Not Answered
Another type of medicinal product? (1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, imnmunological
or biological means that the IMP uses to effect its pharmaceutical action. Anakinra is
an immunospressant, it neutralises the biologic activity of interleukin-1a (IL-1a) and
interleukin-1B (IL-1B) by competitively inhibiting their binding to interleukin-1 type |
receptor (IL-1RI). Interleukin-1 (IL-1) is a pivotal pro-inflammatory cytokine mediating
many cellular responses including those important in synovial inflammation.

Is it an IMP to be used in a first-in-human clinical trial? {»Yes (@ No () Not Answered

(hz842) Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR13
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

Lopinavir/Ritonavir Mylan

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

3 Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable Lopinavir/Ritonavir Mylan

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially JO5AR10
registered

D.3.4 Pharmaceutical form (use
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered

paediatric formulation? o ® o

D.3.5 Maximum duration of Maximum duration of 14 Days.

treatment of a subject according  Lopinavir/ritonavir will be administered for a minimum of 5 days, including if
to the protocol discharged from ICU before the end of study day 5.

D.3.6 Dose allowed
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D.3.6.1 First dose for
first-in-human clinical

trial

D.3.6.1 Specify perday g, per day () total () Not Answered
or total:

D.3.6.1 Specify total mg

dose (number and unit) 8007200 milligram(s)

D.3.6.1 Route of
administration (relevant Enteral use (Noncurrent)
to the first dose):

D.3.6.2 Maximum dose Dosing will be Lopinavir/ritonavir 400/100 mg, administered by the enteral route every 12
allowed hours. The preferred method of administration is two 200/50 mg tablets swallowed whole. In
patients with a gastric tube-5ml of 80/20 mg per ml suspension.

D.3.6.2 Specify perday g, per day () total () Not Answered

or total
D.3.6.2 Specify total mg
dose (number and unit) 8007200 milligram(s)

D.3.6.2 Route of
administration (relevant Enteral use (Noncurrent)
to the maximum dose):

D.3.7 Routes of administration for this IMP

Enteral use (Noncurrent)
Gastroenteral use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 192725-17-0
Current sponsor code:

Lopinavir

Other descriptive name:
Full Molecular formula

C37H48N405
Chemical/biological description
of the Active Substance
Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 400

use both fields for range):
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Active Substance 2

Name of active substance (INN or
proposed INN if available):

CAS number: 155213-67-5
Current sponsor code:

ritonavir

Other descriptive name:
Full Molecular formula

C37H48N605S2
Chemical/biological description
of the Active Substance
Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 100

use both fields for range):

IRAS Version 6.2

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

Is this a:

Advanced Therapy IMP (ATIMP) (V)

Combination product that includes a device, but does not involve an Advanced Therapy
Radiopharmaceutical medicinal product?

Immunological medicinal product (e.g. vaccine, allergen, immune serum)?

Plasma derived medicinal product?

Extractive medicinal product?

Recombinant medicinal product?

Medicinal product containing genetically modified organisms?

Herbal medicinal product?
Homeopathic medicinal product?

Another type of medicinal product?

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Lopinavir
provides the antiviral activity of lopinavir/ritonavir. Lopinavir is an inhibitor of the HIV-1
and

HIV-2 proteases. Inhibition of HIV protease prevents cleavage of the gag-pol
polyprotein resulting in the

production of immature, non-infectious virus.
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W) Yes
1 Yes

1 Yes

1 Yes
1 Yes
2 Yes
1 Yes
1 Yes
1 Yes
1 Yes

1 Yes
i1 Yes
1 Yes

{3 No () Not Answered

@) No () Not Answered

@) No () Not Answered

@) No () Not Answered
@ No () Not Answered
@) No () Not Answered
@) No () Not Answered
@) No () Not Answered
@ No () Not Answered

@ No () Not Answered

@ No () Not Answered
@) No () Not Answered

@ No () Not Answered
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Is it an IMP to be used in a first-in-human clinical trial? {2 Yes (@ No () Not Answered

(1’2’3'4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
() As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR15
Investigational medicinal product category:

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

hydroxychloroquine

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable hydroxychloroquine

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially P0O1B A02
registered

D.3.4 Pharmaceutical form (use Coated tablet
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according 7 days
to the protocol

D.3.6 Dose allowed
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D.3.6.1 First dose for

first-in-human clinical

trial

D.3.6.1 Specify perday  ~ per day () total () Not Answered
or total:

D.3.6.1 Specify total

dose (number and unit)

D.3.6.1 Route of

administration (relevant

to the first dose):

D.3.6.2 Maximum dose 1600mg / day -The loading dose will be 800 mg, administered 6-hourly, until 2 doses have
allowed been administered. Subsequently, starting 12 hours after the first loading dose, the dose
will be 400 mg administered 12-hourly for 12 doses.

D.3.6.2 Specify perday  ~ per day (@) total () Not Answered

or total
D.3.6.2 Specify total 640 mg
dose (number and unit) milligram(s)

D.3.6.2 Route of
administration (relevant Enteral use (Noncurrent)
to the maximum dose):

D.3.7 Routes of administration for this IMP

Oral use
Enteral use (Noncurrent)

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 747-36-4
Current sponsor code:

hydroxychloriquine

Other descriptive name:
Full Molecular formula C18H26CIN30

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg/g milligram(s)/gram
Concentration type: equal
Concentration number (only 200

use both fields for range):
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D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? (@) Yes () No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) {1 Yes (@ No () Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) (3 Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@) No () Not Answered

Radiopharmaceutical medicinal product? (1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? ("1 Yes (@ No () Not Answered
Extractive medicinal product? {2Yes (@ No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {1 Yes (@ No () Not Answered
Herbal medicinal product? (" Yes (@ No () Not Answered
Homeopathic medicinal product? {2Yes (@) No () Not Answered
Another type of medicinal product? {1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action.
Hydroxychloroquine is a racemic mixture consisting of an R and S enantiomer.
Hydroxychloroquine is an aminoquinoline like chloroquine. It is a commonly
prescribed medication in the treatment of uncomplicated malaria and rheumatoid
arthritis

Is it an IMP to be used in a first-in-human clinical trial? () Yes (@ No () Not Answered

(1'2’3’4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(239 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

(6) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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This refers to the IMP number: PR16
Investigational medicinal product category:
Test IMP

D1. Indicate which of the following is described below then repeat as necessary for each:

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
EV Product Code
Name of the MA holder:
MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?
{1 Yes (@) No (3 Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
{3 Yes (@) No () Not Answered

IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

clinical practice at some or all investigator sites in the MS?
® Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

® Yes {3 No () Not Answered

defined) in D.3.1

Other :
1 Yes (@) No () Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any
brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the

In the protocol, do treatment regimens allow different combinations of marketed products used according to local

The products to be administered as IMPs are defined as belonging to an ATC group

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be

D2-3. IMPD submitted:

Full IMPD
1 Yes (@) No () Not Answered

Simplified IMPD
1 Yes (@ No () Not Answered

Provide justification for using simplified dossier in the covering letter
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Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

1 Yes (@ No (i Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@) No () Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (@1 No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

. tocilizumab
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially LO4ACO7.
registered

D.3.4 Pharmaceutical form (use . . .
Solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

The recommended dose is 8 mg/kg with the option to repeat a dose in 12
hours.

D.3.6 Dose allowed

D.3.6.1 First dose for first-in-human clinical trial The recommended dose is 8 mg/kg with the option to repeat a dose
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D.3.6.1 Specify per day or total:

D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the
first dose):

IRAS Version 6.2

in 12 hours.
(yperday @@ total (") Not Answered

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the
maximum dose):

The recommended dose is 8 mg/kg
repeat a dose in 12 hours.
Max would therefore be 16mg/kg (1600mg)

"y perday @ total (") Not Answered

(800mg)with the option to

mg

1600 milligram(s)

Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or

Full Molecular formula

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type: equal

Concentration number (only 4 8
use both fields for range):

proposed INN if available): tocilizumab
CAS number: 375823-41-9
Current sponsor code:

Other descriptive name: RoActemra

C6428H9976N172002018S542

mg/kg milligram(s)/kilogram

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

{1 Yes (@) No () Not Answered
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Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) @ Yes (3No () Not Answered
Is this a:
Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? ("1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {1 Yes (@ No () Not Answered
Plasma derived medicinal product? {3Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@) No () Not Answered
Recombinant medicinal product? () Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {2 Yes (@ No () Not Answered
Herbal medicinal product? {3Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@) No () Not Answered
Another type of medicinal product? () Yes @ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Interleukin
(IL)-6 plays essential roles not only in the immune response, but also in
haematopoiesis and the central nervous system.

Is it an IMP to be used in a first-in-human clinical trial? () Yes (@ No () Not Answered

(1’2’3’4’5)Comp/ete sections D.4, D.5, D.6. and D.7, as applicable
(23 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
() As defined in Article 2(1)(b) of Regulation 1394/2007/EC

() Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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This refers to the IMP number: PR17
Investigational medicinal product category:
Test IMP

D1. Indicate which of the following is described below then repeat as necessary for each:

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
EV Product Code
Name of the MA holder:
MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?
{1 Yes (@) No (3 Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
{3 Yes (@) No () Not Answered

IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

clinical practice at some or all investigator sites in the MS?
® Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

® Yes {3 No () Not Answered

defined) in D.3.1

Other :
1 Yes (@) No () Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any
brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the

In the protocol, do treatment regimens allow different combinations of marketed products used according to local

The products to be administered as IMPs are defined as belonging to an ATC group

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be

D2-3. IMPD submitted:

Full IMPD
1 Yes (@) No () Not Answered

Simplified IMPD
1 Yes (@ No () Not Answered

Provide justification for using simplified dossier in the covering letter
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Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

1 Yes (@ No (i Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@) No () Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (@1 No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

. Sarilumab
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially LO4AC14
registered

D.3.4 Pharmaceutical form (use . . .
Solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according a single dose of 400mg sarilumab will be administered.
to the protocol

D.3.6 Dose allowed

D.3.6.1 First dose for first-in-human clinical trial a single dose of 400mg sarilumab
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D.3.6.1 Specify per day or total: () perday @@ total (") Not Answered

D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.2 Maximum dose allowed a single dose of 400mg sarilumab
D.3.6.2 Specify per day or total (") perday @) total (_) Not Answered
D.3.6.2 Specify total dose (number and unit) 400 mg

milligram(s)

D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 1189541-98-7
Current sponsor code:

sarilumab

Other descriptive name:
Full Molecular formula C6388H9918N171801998S44

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 200

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? {1 Yes (@ No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) @ Yes (3No () Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered
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Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? ("1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {1 Yes (@ No () Not Answered
Plasma derived medicinal product? {3Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@) No () Not Answered
Recombinant medicinal product? () Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {»Yes (@ No () Not Answered
Herbal medicinal product? {3Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@) No () Not Answered
Another type of medicinal product? () Yes @ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action.

Sarilumab is a human recombinant IgG1 antibody that binds to both forms of
interleukin 6 receptors (IL-6R), thus inhibiting the IL-6-mediated signaling

Is it an IMP to be used in a first-in-human clinical trial? () Yes (@ No () Not Answered

(1’2’3’4’5)Comp/ete sections D.4, D.5, D.6. and D.7, as applicable
(23 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
() As defined in Article 2(1)(b) of Regulation 1394/2007/EC

() Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007

69 237150/1550622/19/340



MHRA Medicines (EudraCT application

IRAS Version 6.2
form)

D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR18
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
EV Product Code
Name of the MA holder:

MA number (if MA granted by a Member State):
PL 29831/0110

Is the IMP modified in relation to its MA?
{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

3 Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable Heparin

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially BO1ABO05
registered

D.3.4 Pharmaceutical form (use
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial
D.3.6.1 Specify per day or total: {yperday ()total {7y Not Answered
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.2 Maximum dose allowed
D.3.6.2 Specify per day or total {yperday ()total {) Not Answered
D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum dose):

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 37270-89-6
Current sponsor code:

Heparin

Other descriptive name:
Full Molecular formula C26H42N2037S5

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type:

Concentration number (only
use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? {1 Yes (@) No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) @) Yes (C3No () Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered
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Combination product that includes a device, but does not involve an Advanced Therapy (_Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? {3 Yes (@) No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {)Yes @ No (7 Not Answered
Plasma derived medicinal product? () Yes (@ No () Not Answered
Extractive medicinal product? {2 Yes (@) No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {"1Yes (@ No () Not Answered
Herbal medicinal product? {2 Yes @ No () Not Answered
Homeopathic medicinal product? {»Yes (@) No () Not Answered
Another type of medicinal product? ("1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. heparin is
used to prevent embolisms in patients with atrial fibrillation and as an adjunct
antithrombin therapy in patients with unstable angina and/or non-Q wave myocardial
infarctions who are on platelet glycoprotein (lIb/llla) receptor inhibitors. Additionally, it is
used to prevent clotting during dialysis and surgical procedures, maintain the patency
of intravenous injection devices and prevent in vitro coagulation of blood transfusions
and i

Is it an IMP to be used in a first-in-human clinical trial? (T3 Yes (@ No () Not Answered

(2845 Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR20
Investigational medicinal product category:

Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

1 Yes (@) No () Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any
brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
@) Yes (3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@) Yes (3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
" Yes (@ No (") Not Answered

Other :
) Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
) Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@) No () Not Answered
Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
1 Yes (@ No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

1 Yes (@) No () Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@) No () Not Answered
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D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

) Yes (@ No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@1 No (3 Not Answered

D3-1.

D.3.1 Product name where

. Sarilumab unlicensed
applicable

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially L04AC14
registered

D.3.4 Pharmaceutical form (use . . .
Solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o

D.3.5 Maximum duration of
treatment of a subject according A single dose of 400mg sarilumab
to the protocol

D.3.6 Dose allowed

D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.1 First dose for first-in-human clinical trial A single dose of 400mg sarilumab

D.3.6.1 Specify per day or total: () perday () total {7y Not Answered

D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

D.3.6.2 Maximum dose allowed A single dose of 400mg sarilumab
D.3.6.2 Specify per day or total () perday @@ total (") Not Answered
D.3.6.2 Specify total dose (number and unit) 400 mg

milligram(s)
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D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 1189541-98-7
Current sponsor code:

sarilumab

Other descriptive name:
Full Molecular formula C6388H9918N171801998S44

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 200

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? {1 Yes (@) No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) @) Yes (C3No () Not Answered
Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? {3Yes (@) No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {C1Yes @ No (7 Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? {2 Yes (@) No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {2 Yes (@ No () Not Answered
Herbal medicinal product? {2 Yes @ No () Not Answered
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Homeopathic medicinal product? {2 Yes (@) No () Not Answered

Another type of medicinal product? ("1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Sarilumab is
a human recombinant IgG1 antibody that binds to both forms of interleukin 6 receptors
(IL-6R), thus inhibiting the IL-6-mediated signaling

Is it an IMP to be used in a first-in-human clinical trial? () Yes (@ No () Not Answered

(1’2’3’4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(239 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

(6) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR21
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
Kaletra 80mg/20mg Oral Solution
EV Product Code

Name of the MA holder:
Abbvie

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered
Which country granted the MA?
South Africa

Is this the Member State concerned with this application?
() Yes (@) No (73 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
@ Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other:
1 Yes (@ No (7 Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No (7 Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

® Yes {3 No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only

IRAS Version 6.2

" Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@) No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

3 Yes (@ No (") Not Answered

From the CHMP?
{3 Yes (@) No () Not Answered

From a MS competent authority?
() Yes (@) No (73 Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

Please indicate source of advice and provide a copy in the CTA request:

CHMP = Committee for Medicinal Products for Human Use

D3-1.

D.3.1 Product name where
applicable

D.3.2 Product code where
applicable

D.3.3 ATC codes, if officially
registered

D.3.4 Pharmaceutical form (use
standard terms)

D.3.4.1 Is this a specific
paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

Kaletra 80mg/20mg Oral Solution

JO5AR10

Oral liquid

) Yes (@ No () Not Answered

Maximum duration of 14 Days.

Lopinavir/ritonavir will be administered for a minimum of 5 days, including if
discharged from ICU before the end of study day 5.
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D.3.6 Dose allowed

D.3.6.1 First dose for first-in- Dosing will be Lopinavir/ritonavir 400/100 mg, administered by the enteral route
human clinical trial every 12 hours. In patients with a gastric tube-5ml of 80/20 mg per ml suspension.

D.3.6.1 Specify per day or total: () per day () total (7 Not Answered

D.3.6.1 Specify total dose
(number and unit)

D.3.6.1 Route of administration
(relevant to the first dose):

D.3.6.2 Maximum dose allowed Dosing will be Lopinavir/ritonavir 400/100 mg, administered by the enteral route
every 12 hours. In patients with a gastric tube-5ml of 80/20 mg per ml suspension.

D.3.6.2 Specify per day or total (@) per day (7} total (7 Not Answered

D.3.6.2 Specify t.otal dose 400/100 mg
(number and unit) milligram(s)

D.3.6.2 Route of administration

. Enteral N t
(relevant to the maximum dose): nteral use (Noncurrent)

D.3.7 Routes of administration for this IMP

Enteral use (Noncurrent)

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 192725-17-0
Current sponsor code:

Lopinavir

Other descriptive name:
Full Molecular formula C37H48N405

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal

Concentration number (only 400
use both fields for range):

Active Substance 2

Name of active substance (INN or

proposed INN if available): ritonavir
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CAS number: 155213-67-5
Current sponsor code:

Other descriptive name:

Full Molecular formula C37H48N605S2

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 100

use both fields for range):

IRAS Version 6.2

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

Is this a:

Advanced Therapy IMP (ATIMP) (V)

Radiopharmaceutical medicinal product?

Plasma derived medicinal product?
Extractive medicinal product?

Recombinant medicinal product?

Herbal medicinal product?
Homeopathic medicinal product?

Another type of medicinal product?

Is it an IMP to be used in a first-in-human clinical trial?

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

Combination product that includes a device, but does not involve an Advanced Therapy

Immunological medicinal product (e.g. vaccine, allergen, immune serum)?

Medicinal product containing genetically modified organisms?

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Lopinavir
provides the antiviral activity of lopinavir/ritonavir. Lopinavir is an inhibitor of the HIV-1
and HIV-2 proteases. Inhibition of HIV protease prevents cleavage of the gag-pol
polyprotein resulting in the production of immature, non-infectious virus.

@ Yes
1 Yes

1 Yes

1 Yes
1 Yes
1 Yes
1 Yes
2 Yes
1 Yes
1 Yes

1 Yes
2 Yes
1 Yes

1 Yes

{3 No () Not Answered

@ No () Not Answered

@ No () Not Answered

@) No () Not Answered
@) No () Not Answered
@ No () Not Answered
@) No () Not Answered
@) No () Not Answered
@) No () Not Answered

@ No () Not Answered

@ No () Not Answered
@) No () Not Answered

@) No () Not Answered

@ No () Not Answered

(1'2’3’4’5)Complete sections D.4, D.5, D.6. and D.7, as applicable
(239 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC
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(©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR22
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

Ascorbic Acid

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

3 Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

. Ascorbic Acid
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially A11G A01
registered

D.3.4 Pharmaceutical form (use

standard terms) Solution for injection/infusion

D.3.4.1 Is this a specific Yes No Not Answered

paediatric formulation? o ® o

D.3.5 Maximum duration of Maximum duration of 4 days. 50mg/kg of estimated / measured body weight will
treatment of a subject according be administered every 6 hours for 16 doses (200mg/kg/day, 96 hour course) or
to the protocol up until hospital discharge

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial 200mg/kg
D.3.6.1 Specify per day or total: (@) perday (")total (") Not Answered
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.2 Maximum dose allowed 200mg/kg/day
D.3.6.2 Specify per day or total (") per day @) total (_) Not Answered
D.3.6.2 Specify total dose (number and unit) 200 mg/kg

milligram(s)/kilogram

D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or

proposed INN if available): Ascorbic Acid
CAS number:

Current sponsor code:

Other descriptive name: Vitamin C
Full Molecular formula C6H806

Chemical/biological description
of the Active Substance

Strength
Concentration unit:
Concentration type:

Concentration number (only
use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? @) Yes {3 No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) (O Yes @ No () Not Answered
Is this a:
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Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? ("1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {1 Yes (@ No () Not Answered
Plasma derived medicinal product? {3Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@) No () Not Answered
Recombinant medicinal product? () Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {»Yes (@) No () Not Answered
Herbal medicinal product? {3Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@) No () Not Answered
Another type of medicinal product? () Yes @ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Ascorbic acid,
a water-soluble vitamin, is essential for formation of collagen and intercellular
material, and therefore necessary for the development of cartilage, bone, teeth and for
the healing of wounds. It is also essential for the conversion from folic acid to folinic
acid, facilitates iron absorption from the gastro-intestinal tract and influences
haemoglobin formation and erythrocyte maturation.

Is it an IMP to be used in a first-in-human clinical trial? "1 Yes (@ No () Not Answered

(1:2,3,4,5) Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR23
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

simvastatin

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

. simvastatin
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially C10A AO1
registered
D.3.4 Pharmaceutical form (use Tablet
standard terms)
D.3.4.1 Is this a specific () Yes @ No () Not Answered

paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according

28 or ICU discharge, whichever comes first.
to the protocol

Maximum 28 days. simvastatin will be administered once daily until study day

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial 80mg/ day
D.3.6.1 Specify per day or total: () perday ()total {7y Not Answered
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.2 Maximum dose allowed 80mg / day
D.3.6.2 Specify per day or total @ perday {)total {_) Not Answered
D.3.6.2 Specify total dose (number and unit) 2240 mg

milligram(s)

D.3.6.2 Route of administration (relevant to the maximum dose): Enteral use (Noncurrent)

D.3.7 Routes of administration for this IMP

Enteral use (Noncurrent)

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 79902-63-9
Current sponsor code:

simvastatin

Other descriptive name:
Full Molecular formula C25H3805

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 40

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? @) Yes {3 No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) (O Yes @ No () Not Answered
Is this a:
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Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? ("1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {1 Yes (@ No () Not Answered
Plasma derived medicinal product? {3Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@) No () Not Answered
Recombinant medicinal product? () Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {»Yes (@) No () Not Answered
Herbal medicinal product? {3Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@) No () Not Answered
Another type of medicinal product? () Yes @ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Simvastatin
is indicated for the treatment of hyperlipidemia to reduce elevated total cholesterol
(total-C), low-density lipoprotein cholesterol (LDL-C), apolipoprotein B (Apo B), and
triglycerides (TG), and to increase high-density lipoprotein cholesterol (HDL-C)

Is it an IMP to be used in a first-in-human clinical trial? {»Yes (@ No () Not Answered

(hz842) Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR24
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

Aspirin

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable Aspirin

D.3.2 Product code where

applicable

D.3.3 ATC codes, if officially BO1AC06

registered

D.3.4 Pharmaceutical form (use Tablet

standard terms)

D.3.4.1 Is this a specific () Yes @ No () Not Answered

paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

Aspirin will be administered daily as an enteral dose of 75mg or 100mg per day,
till the end of study day 14 or hospital discharge, whichever occurs first.

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

IRAS Version 6.2

{yperday () total {7y Not Answered

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum
dose):

Maximum dose would be 100mg / day for 14day
-1400mg

(") perday (@ total () Not Answered

mg

1400 milligram(s)

Gastroenteral use

D.3.7 Routes of administration for this IMP

Gastroenteral use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or

proposed INN if available): Acetylsalicylic acid

CAS number: 50-78-2
Current sponsor code:

Other descriptive name:

Full Molecular formula CsHsOx

Chemical/biological description
of the Active Substance

Strength

Concentration unit: mg milligram(s)

Concentration type: equal

Concentration number (only 75 100
use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

93

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@) Yes {3 No () Not Answered

{3Yes (@) No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes @ No () Not Answered

Radiopharmaceutical medicinal product? {2 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? (1 Yes (@ No () Not Answered
Recombinant medicinal product? {3Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? "1 Yes (@ No () Not Answered
Herbal medicinal product? {1 Yes (@ No () Not Answered
Homeopathic medicinal product? () Yes (@ No () Not Answered
Another type of medicinal product? {3Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Also known
as Aspirin, acetylsalicylic acid (ASA) is a commonly used drug for the treatment of pain
and fever due to various causes. Acetylsalicylic acid has both anti-inflammatory and
antipyretic effects. This drug also inhibits platelet aggregation and is used in the
prevention of blood clots stroke, and myocardial infarction

Is it an IMP to be used in a first-in-human clinical trial? ("1 Yes (@ No () Not Answered

(1.2,3,4,5 Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR25
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

Clopidogrel

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable Clopidogrel

D.3.2 Product code where

applicable

D.3.3 ATC codes, if officially BO1AC04

registered

D.3.4 Pharmaceutical form (use Tablet

standard terms)

D.3.4.1 Is this a specific () Yes @No () Not Answered

paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according
to the protocol

Clopidogrel will be administered daily as an enteral dose of 75mg per day up to
the end of study day 14 or hospital discharge, whichever comes first

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

IRAS Version 6.2

{yperday ("itotal (T3 Not Answered

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum
dose):

maximum dose would be 75mg for 14 days
-1050mg

"y perday (@) total ("3 Not Answered

mg

1050 milligram(s)

Gastroenteral use

D.3.7 Routes of administration for this IMP

Gastroenteral use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number:
Current sponsor code:

clopidogrel

113665-84-2

Other descriptive name:
Full Molecular formula

Chemical/biological description
of the Active Substance

Strength

Concentration unit: mg milligram(s)
Concentration type: equal

Concentration number (only 75
use both fields for range):

C16H16CINO2S-HCI

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

97

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@) Yes {3 No () Not Answered

{3Yes (@) No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes @ No () Not Answered

Radiopharmaceutical medicinal product? {2 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? (1 Yes (@ No () Not Answered
Recombinant medicinal product? {3Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? "1 Yes (@ No () Not Answered
Herbal medicinal product? {1 Yes (@ No () Not Answered
Homeopathic medicinal product? () Yes (@ No () Not Answered
Another type of medicinal product? {3Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Clopidogrel
is indicated to reduce the risk of myocardial infarction for patients with non-ST elevated
acute coronary syndrome (ACS), patients with ST-elevated myocardial infarction, and
in recent MI, stroke, or established peripheral arterial disease

Is it an IMP to be used in a first-in-human clinical trial? "1 Yes (@ No () Not Answered

(1:2,3,4,5) Complete sections D.4, D.5, D.6. and D.7, as applicable
(23) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR26
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
Prasugrel
EV Product Code

Name of the MA holder:
MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

3 Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.
D.3.1 Product name where P
. rasugrel
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially BO1AC22
registered
D.3.4 Pharmaceutical form (use Tablet
standard terms)
D.3.4.1 Is this a specific Yes No Not Answered
paediatric formulation? o ® o
D.3.5 Maximum duration of Prasugrel will be administered daily by the enteral route as follows. If <75yrs
treatment of a subject according  0ld/>60kg : loading dose of 60mg followed by daily 10mg. If >75yrs/<60kg;
to the protocol loading dose of 60mg followed by daily 5mg up to 14 days
D.3.6 Dose allowed

100 237150/1550622/19/340


javascript:;
javascript:;
javascript:;
javascript:;
javascript:;

MHRA Medicines (EudraCT application
form)

D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

IRAS Version 6.2

{yperday ("itotal (T3 Not Answered

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum
dose):

Maximum dose would be 60mg and 10mg for
13days

"y perday (@) total ("3 Not Answered

mg

190 milligram(s)

Gastroenteral use

D.3.7 Routes of administration for this IMP

Gastroenteral use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or

proposed INN if available): prasugrel

CAS number: 150322-43-3
Current sponsor code:

Other descriptive name:

Full Molecular formula C20H20FNO3S

Chemical/biological description
of the Active Substance

Strength

Concentration unit: mg milligram(s)
Concentration type: equal

Concentration number (only 5 60
use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

101

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@) Yes {3 No () Not Answered

{3Yes (@) No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes @ No () Not Answered

Radiopharmaceutical medicinal product? {2 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? (1 Yes (@ No () Not Answered
Recombinant medicinal product? {3Yes (@) No () Not Answered
Medicinal product containing genetically modified organisms? "1 Yes (@ No () Not Answered
Herbal medicinal product? {1 Yes (@ No () Not Answered
Homeopathic medicinal product? () Yes (@ No () Not Answered
Another type of medicinal product? {3Yes (@) No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Prasugrel, a
thienopyridine derivative, is a platelet activation and aggregation inhibitor structurally
and pharmacologically related to clopidogrel

Is it an IMP to be used in a first-in-human clinical trial? (T3 Yes (@ No () Not Answered

(2845 Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR27
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

ticagrelor

EV Product Code

Name of the MA holder:

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:
Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable ticagrelor

D.3.2 Product code where

applicable

D.3.3 ATC codes, if officially BO1AC24

registered

D.3.4 Pharmaceutical form (use Tablet

standard terms)

D.3.4.1 Is this a specific () Yes @No () Not Answered

paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according

to the protocol of study day 14 or hospital discharge whichever occurs first

Ticagrelor will be administered by the enteral route 60mg twice daily till the end

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial
D.3.6.1 Specify per day or total: (") perday ()total ("3 Not Answered
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.2 Maximum dose allowed 60mg twice daily for 14 days =1680
D.3.6.2 Specify per day or total {yperday @@ total {) Not Answered
D.3.6.2 Specify total dose (number and unit) 1680 mg

milligram(s)

D.3.6.2 Route of administration (relevant to the maximum dose): Gastroenteral use

D.3.7 Routes of administration for this IMP

Gastroenteral use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 274693-27-5
Current sponsor code:

ticagrelor

Other descriptive name:
Full Molecular formula C23H28F2N604S

Chemical/biological description
of the Active Substance

Strength
Concentration unit: mg milligram(s)
Concentration type: equal
Concentration number (only 120

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? {1 Yes (@) No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) (O Yes @ No () Not Answered
Is this a:
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Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? ("1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {1 Yes (@ No () Not Answered
Plasma derived medicinal product? {3Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@) No () Not Answered
Recombinant medicinal product? () Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {»Yes (@) No () Not Answered
Herbal medicinal product? {3Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@) No () Not Answered
Another type of medicinal product? () Yes @ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Ticagrelor is
indicated to reduce the risk of cardiovascular death, myocardial infarction, and stroke
in patients with acute coronary syndrome or a history of myocardial infarction.
Ticagrelor is also indicated to reduce the risk of a first myocardial infarction or stroke in
high risk patients with coronary artery disease

Is it an IMP to be used in a first-in-human clinical trial? (T3 Yes (@ No () Not Answered

(2845 Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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This refers to the IMP number: PR28
Investigational medicinal product category:
Test IMP

D1. Indicate which of the following is described below then repeat as necessary for each:

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:

Pascorbin

EV Product Code

Name of the MA holder:

PASCOE

MA number (if MA granted by a Member State):
Is the IMP modified in relation to its MA?

{3 Yes (@) No () Not Answered

Which country granted the MA?
Germany

Is this the Member State concerned with this application?
() Yes (@) No (73 Not Answered

IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

clinical practice at some or all investigator sites in the MS?
@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

@ Yes {3 No () Not Answered

defined) in D.3.1

Other:
1 Yes (@ No (7 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any
brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the

In the protocol, do treatment regimens allow different combinations of marketed products used according to local

The products to be administered as IMPs are defined as belonging to an ATC group

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No (7 Not Answered

Simplified IMPD
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" Yes (@) No () Not Answered

Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
® Yes {3 No () Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

" Yes (@ No (") Not Answered

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

" Yes (@) No (") Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

3 Yes (@ No (") Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{3 Yes (@) No () Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
() Yes (@) No (73 Not Answered

D3-1.

D.3.1 Product name where

. Pascorbin
applicable
D.3.2 Product code where
applicable
D.3.3 ATC codes, if officially A11GA
registered

D.3.4 Pharmaceutical form (use . . .
Solution for infusion
standard terms)

D.3.4.1 Is this a specific Yes @) No Not Answered
paediatric formulation? O ® O

D.3.5 Maximum duration of
treatment of a subject according 50mg/kg IV every 6 hours for 16 doses
to the protocol

D.3.6 Dose allowed I

108 237150/1550622/19/340


javascript:;
javascript:;
javascript:;
javascript:;
javascript:;

MHRA Medicines (EudraCT application
form)

IRAS Version 6.2

D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

(@) per day (_total (") Not Answered

mg/kg

200 milligram(s)/kilogram

Intravenous use

D.3.6.2 Maximum dose allowed

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

D.3.6.2 Route of administration (relevant to the maximum dose): Intravenous use

200mg/kg
() perday ()total {7y Not Answered

mg/kg

200 milligram(s)/kilogram

D.3.7 Routes of administration for this IMP

Intravenous use

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number:
Current sponsor code:

Ascorbic Acid

50-81-7

Other descriptive name:
Full Molecular formula C6H806

Chemical/biological description
of the Active Substance

Strength

Concentration unit: g gram(s)

Concentration type: equal

Concentration number (only 7.5
use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

109

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@) Yes () No () Not Answered

{1 Yes (@) No () Not Answered
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Is this a:

Advanced Therapy IMP (ATIMP) (1) (3 Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy () Yes (@) No () Not Answered

Radiopharmaceutical medicinal product? (1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? (1 Yes (@ No () Not Answered
Plasma derived medicinal product? {1 Yes (@ No () Not Answered
Extractive medicinal product? {2Yes (@ No () Not Answered
Recombinant medicinal product? {1 Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? (1 Yes (@ No () Not Answered
Herbal medicinal product? (" Yes (@ No () Not Answered
Homeopathic medicinal product? {2Yes (@ No () Not Answered
Another type of medicinal product? {1 Yes (@ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Ascorbic acid,
a water-soluble vitamin, is essential for formation of collagen and intercellular
material, and therefore necessary for the development of cartilage, bone, teeth and for
the healing of wounds. It is also essential for the conversion from folic acid to folinic
acid, facilitates iron absorption from the gastro-intestinal tract and influences
haemoglobin formation and erythrocyte maturation.

Is it an IMP to be used in a first-in-human clinical trial? {2 Yes (@ No () Not Answered

(1’2’3'4’5)Comp/ete sections D.4, D.5, D.6. and D.7, as applicable
(2.3 As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

(©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR29
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
EV Product Code
Name of the MA holder:

MA number (if MA granted by a Member State):
PL 16363/0357

Is the IMP modified in relation to its MA?
{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable Ramipril

D.3.2 Product code where

applicable

D.3.3 ATC codes, if officially CO09AA05

registered

D.3.4 Pharmaceutical form (use Tablet

standard terms)

D.3.4.1 Is this a specific () Yes @ No () Not Answered

paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according 10 days
to the protocol

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial
D.3.6.1 Specify per day or total: (") perday ()total ("3 Not Answered
D.3.6.1 Specify total dose (number and unit)

D.3.6.1 Route of administration (relevant to the first dose):

D.3.6.2 Maximum dose allowed 10mg
D.3.6.2 Specify per day or total @ perday {)total {_) Not Answered
D.3.6.2 Specify total dose (number and unit) 10 mg

milligram(s)

D.3.6.2 Route of administration (relevant to the maximum dose): Enteral use (Noncurrent)

D.3.7 Routes of administration for this IMP

Enteral use (Noncurrent)

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or
proposed INN if available):

CAS number: 87333-19-5
Current sponsor code:

Ramipril

Other descriptive name:
Full Molecular formula

C23H32N205
Chemical/biological description
of the Active Substance
Strength
Concentration unit: mg milligram(s)
Concentration type: up to
Concentration number (only 25 10

use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin? @ Yes {3 No () Not Answered
Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP)) () Yes @ No () Not Answered
Is this a:
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Advanced Therapy IMP (ATIMP) (1) () Yes @ No () Not Answered

Combination product that includes a device, but does not involve an Advanced Therapy (_:Yes (@ No () Not Answered

Radiopharmaceutical medicinal product? ("1 Yes (@ No () Not Answered
Immunological medicinal product (e.g. vaccine, allergen, immune serum)? {1 Yes (@ No () Not Answered
Plasma derived medicinal product? {3Yes (@) No () Not Answered
Extractive medicinal product? {1 Yes (@) No () Not Answered
Recombinant medicinal product? () Yes (@ No () Not Answered
Medicinal product containing genetically modified organisms? {»Yes (@) No () Not Answered
Herbal medicinal product? {3Yes (@) No () Not Answered
Homeopathic medicinal product? {1 Yes (@) No () Not Answered
Another type of medicinal product? () Yes @ No () Not Answered

Specify the mode of action for the active substance in this medicinal product

The mode of action should briefly describe the chemical, biochemical, immunological
or biological means that the IMP uses to effect its pharmaceutical action. Ramipril
inhibits the RAAS system by binding to and inhibiting ACE thereby preventing the
conversion of angiotensin | to angiotensin Il. As plasma levels of angiotensin Il fall,
less activation of the G-protein coupled receptors angiotensin receptor | (AT1R) and
angiotensin receptor Il (AT2R) occurs.

Is it an IMP to be used in a first-in-human clinical trial? (T3 Yes (@ No () Not Answered

(2845 Complete sections D.4, D.5, D.6. and D.7, as applicable
(2.3) As defined in Annex 1 part IV of Directive 2001/83/EC as amended
(4) As defined in Article 2(1)(b) of Regulation 1394/2007/EC

©) Guideline on strategies to identify and mitigate risks for first-in-human clinical trials with investigational medicinal
products. EMEA/CHMP/SWP/28367/2007
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D1. Indicate which of the following is described below then repeat as necessary for each:

This refers to the IMP number: PR30
Investigational medicinal product category:
Test IMP

D2-1. Does the IMP to be used in the trial have a marketing authorisation?

@ Yes {3 No () Not Answered

Trade name:
EV Product Code
Name of the MA holder:

MA number (if MA granted by a Member State):
PL 0142/0468

Is the IMP modified in relation to its MA?
{3 Yes (@) No () Not Answered

Which country granted the MA?

Is this the Member State concerned with this application?
() Yes (@) No (3 Not Answered

D2-2. Situations where an IMP to be used in the CT has a MA in the MS concerned, but the protocol allows that any

brand of the IMP with a MA in that MS be administered to the trial subjects and it is not possible to clearly identify the
IMP(s) in advance of the trial start

In the protocol, is treatment defined only by active substance?
® Yes {3 No () Not Answered
If 'Yes', give active substance in D.3.8 or D.3.9

In the protocol, do treatment regimens allow different combinations of marketed products used according to local
clinical practice at some or all investigator sites in the MS?

@ Yes {3 No () Not Answered

If 'Yes', give active substance in D.3.8 or D.3.9

The products to be administered as IMPs are defined as belonging to an ATC group
@ Yes {3 No () Not Answered

If yes, give the ATC group of the applicable authorised codes in the ATC code field (level 3 or the level that can be
defined) in D.3.1

Other :
1 Yes (@ No () Not Answered

D2-3. IMPD submitted:

Full IMPD
1 Yes (@ No () Not Answered

Simplified IMPD
1 Yes (@ No (7 Not Answered
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Provide justification for using simplified dossier in the covering letter

Summary of product characteristics (SmPC) only
@) Yes (3 No () Not Answered

IRAS Version 6.2

3 Yes (@ No (") Not Answered

D2-4. Has the use of the IMP been previously authorised in a clinical trial conducted by the sponsor in the Community?

D2-5. Has the IMP been designated in this indication as an orphan drug in the Community?

1 Yes (@ No (i Not Answered

D2-6. Has the IMP been the subject of scientific advice related to this clinical trial?

1 Yes (@) No () Not Answered

Please indicate source of advice and provide a copy in the CTA request:

From the CHMP?
{1 Yes (@) No (3 Not Answered

CHMP = Committee for Medicinal Products for Human Use

From a MS competent authority?
{3 Yes (@) No () Not Answered

D3-1.

D.3.1 Product name where

applicable Lisinopril

D.3.2 Product code where

applicable

D.3.3 ATC codes, if officially C09AA03

registered

D.3.4 Pharmaceutical form (use Tablet

standard terms)

D.3.4.1 Is this a specific () Yes @No () Not Answered

paediatric formulation?

D.3.5 Maximum duration of
treatment of a subject according 10 DAYS
to the protocol

D.3.6 Dose allowed
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D.3.6.1 First dose for first-in-human clinical trial

D.3.6.1 Specify per day or total:

IRAS Version 6.2

() perday ()total {7y Not Answered

D.3.6.2 Specify per day or total

D.3.6.2 Specify total dose (number and unit)

. . mg
D.3.6.1 Specify total dose (number and unit) milligram(s)
D.3.6.1 Route of administration (relevant to the first dose):
D.3.6.2 Maximum dose allowed 20mg/day

D.3.6.2 Route of administration (relevant to the maximum dose): Enteral use (Noncurrent)

(@) per day (_total (") Not Answered

mg

20 milligram(s)

D.3.7 Routes of administration for this IMP

Enteral use (Noncurrent)

D3-8. Active substances

Complete all fields that currently apply to this Active Substance in this Product. If you have IMPs with different
concentrations of the Active Substance complete a new Sub-section D for each.

Active Substance 1

Name of active substance (INN or

proposed INN if available): lisinopril
CAS number: 76547-98-3
Current sponsor code:
Other descriptive name:
Full Molecular formula
C21H31N305

Chemical/biological description
of the Active Substance

Strength

Concentration unit: mg milligram(s)

Concentration type: range

Concentration number (only 5 10
use both fields for range):

D3-11. Type of IMP

Does the IMP contain an active substance:

Of chemical origin?

117

Of biological / biotechnological origin?(other than Advanced Therapy IMP (ATIMP))

@ Yes {3No () Not Answere