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Study Templates

Clinical Study Protocol (CSP) Template

https://clinicalstudytemplates.com/

Template Use

This Clinical Study Protocol (CSP) Templatefis specifically designed to be used in
conjunction with the Clinical Study Protocol ' Synopsis (CSPS) Template, and intended
for straightforward transfer of information to the associated Clinical Study Report
(CSR) Template.

Although each clinical study is unique in,its design, the sections of this CSP Template
include all the fundamental components,of a study design, per the International
Council for Harmonisation (ICH) guidelines. Moreover, the structure and sections as
well as their order and contentfellow the ICH E3 guidelines for CSRs, conforming to
the and Food and Drug Administration (FDA) requirements for proper study conduct.
This enables content of the finalized CSP to be directly copied into the equivalent
sections of the associated CSR Template, with only minor modifications to the tense
as instructed throughout.

e For more'information on,ICH guidelines for CSPs, visit https://ichgcp.net/6-
clinical-trial=protocol-and-protocol-amendments

e For more information on ICH guidelines for CSRs, visit
https://wwwich.org/page/efficacy-quidelines

e Forsmore information on FDA guidelines for CSRs, visit
https://www.fda.qgov/requlatory-information/search-fda-guidance-
documents/e3-structure-and-content-clinical-study-reports

Note thatyif conducting a study with healthy volunteers, these may be referred to as
“subjects” instead of “patients,” except when referring to subjects that may become
patients due to adverse events (AEs).

The integration of automated formatting features through the customized Styles
gallery, and the exceptional ease of using this CSP Template allow experienced
authors to save valuable time by eliminating labor-intensive generation of standard
verbiage and repetitive formatting, and offer novice writers clear guidance to create
clinical-grade, high-quality documents that ensure consistency across other CSPs.
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Taking into account the various types of clinical studies with differing designs,
objectives, and endpoints, CSP authors should work with their study development
team members to ensure that the design and data are presented in a clear and
concise manner, which may require this template to be modified accordingly, so that
it is in line with the product’s unique aspects and specific characteristics.

Text Color-coded Instructions

e Red Text: instructions (delete)

e Green Text: placeholder (replace, modify or delete; select and convert the
text color to black by changing the Font Color under the Home tab)

e Blue Text: examples (modify or delete; select and convert the textolor to
black by changing the Font Color under the Home tab)

e Black Text: commonly-used text (modify as necessary)

Applying Styles, and Inserting Tables, Figures and Citation References

Visit https://clinicalstudytemplates.com/tutafials/ for short videos that explain how
to use the automated features of this template.

This template has been designed so that hyperlinking the headings of sections and
other data (e.g., tables and figures)dllowstheir respective Table of Contents (TOC),
Table of Tables, Table of Figures (if applicable) and\in-text references to data to be
updated by right-clicking on the TOC, and then selecting Update Field, as long as
associated data (e.g., tables, figures, citation references) are properly inserted per
the instructions outlined below.

e Applying Styles: This template contains a set of 18 pre-made styles (see
the available styles of'the Styles gallery displayed in the green oval below)

Insert  Desgn  Layout  Referonces  Moilings  Hewew  View  Developer  Melp

# nasbcer 1 AA 1.1 A 1.1.1 1.1.1.0 1.0.1.1 1. Asst a. Aset s AaBbC

o AaBBC AaBBCCI 1. AsBt a, AaBt e AaBbC o AsBBC AaBbCc 285C<D AsBbCel *
Navigation - ‘ - =i —
* Red Text: instructiol

Grean Taxt: placeho
black under the Hom 4

Headings  Fage:

s Blus Text: examples (modify or delete; change the text color to black under
the Home tab)
* Black Text: commonly-used text (modify as necessary)

Applying Styles, and Inserting Tables, Figures and Citation References:
This template has been designed so that hyperlinking headings (l.e., all sections) and
data (tables and figures) allows their respective Table of Contents, Table of Tables,
Table of Figures (if applicable) and in-text references to data to be updated by right-
clicking and then selecting Update Field, as long as assoclated data (l.e., tables,
figures, citation references) are properly inserted per the instructions below:
» Applying Styles: This template contains a set of pre-made styles that are
quick and easy to use, and ensure uniformity ameng the different documents
when applied correctly.
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that are quick and easy to use, and ensure uniformity among the different
documents when applied correctly.

When using these styles, complete and consistent formatting is applied to
the selected text with a single click. If certain words in the text need to be
italicized, bolded, underlined, etc., then apply manual changes to the font
only after the style has been applied. For the rest, follow the instructions
below, and refrain from manually changing the text as much as possible.

o For general text, apply the Body Text style

o For headings of sections, apply the appropriate Heading styles,(there are
5 pre-made levels)

o For numbered lists in the body text, apply the List Numbered Leyvel styles
(there is a first and second-level style available)

o For bulleted lists in the body text, apply theilist Bullets Level styles
(there is a first and second-level style available)

o For captions of tables and figures, the Caption style should be applied
automatically when tagging tablesqand figures with clickable captions as
described below

For general text in tables, apply the Table Body Content style

For numbered lists in tables, apply the Table List Numbered Level styles
(there is a first and second-=level style available)

o For bulleted lists in tables, apply the Table'List Bullets Level styles (there
is a first and second-level style available)

o There are 2 additionabpre-made styles (Title without Heading and No
Spacing) that can be used and modified, as necessary

¢ Numbered Sections: Headings define the start of a new section (e.g.,
Introduction,»Study Objectives, Investigational Plan, etc.). When changing,
modifying or adding,a heading, make sure to tag it with the appropriate
Heading style under thexHome tab, so that MS Word recognizes the heading
and its (sub)level.as such.

To'then insert a clickable link to a section (i.e., a cross reference)
somewhere else in the text, place the cursor where the clickable link needs
to berdinserted, go to the References Tab, select Cross-reference, look under
Reference type for the heading, and then insert the cross reference by
choosing Heading number under the Insert reference to drop-down menu.

e Sections without Numbers: For subheadings that do not require a
designated section number, and that should remain absent from the Table of
Contents, use the Title Without Heading style.

e Tables, Figures and other data: To insert a table or figure that can be
reached via a clickable link somewhere else in the text, first select the
newly-inserted table or figure, then go to the Reference Tab, select Insert
Caption; next choose the appropriate Label from the drop-down menu (i.e.,
Table or Figure), and click on the Numbering button to check the box for
Include chapter number, if preferred. After clicking OK, a sequential number
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is automatically generated and assigned to the table/figure. Note that table
captions appear above the table, and figure captions appear below the
figure. Next, expand the caption with a descriptive text as necessary.

To then reference this table or figure somewhere else in the text with a
clickable link, place the cursor where the clickable link needs to be inserted,
go to the Reference Tab, select Cross-reference, and look under Reference type
for the referable table/figure. Note that it is best to choose Only label and
number under the Insert reference to drop-down menu.

e Citation References: To insert a new citation referencedi.e., aseference to
journal article, book, report, poster, website, etc.), first go to.the Reference
Tab and select Insert Citation. Then select Add new source, choose the
appropriate Type of source, and fill out the required information. The
reference should appear in Section 11 after updating that field.

To then insert a citation somewhere in the text to reference in the reference
list, place the cursor where the citation needs to beiinserted) goto the
Reference Tab and select Insert Citation, and then choose«the appropriate
reference from the presented list.

To reference this reference list someéwhere else in the text with a clickable
link, place the cursor where the glickable link needs to'be inserted, go to the
Reference Tab, select Cross-reference, and‘look under Reference type for
section 11, and then insert the\cross reference by choosing Heading number
under the Insert reference to drop-down menu.

e References to Externally=-linked Files: When Appendix documents and
other files (e.g., Excélisheets or PDF files) need to be referenced in the text,
clickable hyperlinks can be created in the final (approved) version of the
CSP, by selecting the clickable text, then right-clicking on the selection and
choosing Link to hyperlink the referenced file. To be able to easily recognize
these as clickable links, the font color of the clickable text can be underlined
and changed to a distinguishable blue.

e Copying text from other documents: When copying text from other
documents, it is.strongly advised to paste the text in this template without
the source formatting, so that conflicting styles are not carried over. To do
S0, select.and copy the source text, then right-click in this template where
thesSource text needs to be pasted via Paste Options > Keep Text Only (T):

Paste Options;

o o -« -

g s LELA

And then apply the desired style from the Styles gallery.
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General Good Document Creation Practices

Below are some general guidelines for good document creation practices. Visualizing
the paragraph formatting can be extremely helpful to display any hidden formatting
and for cleaning up the document:
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0 Tell me more

This template contains the most frequently used styles that are available in the Styles
gallery (see the instructions above for how to apply these appropriately).

Body text can be justified, but humbered and bulleted lists as well as text in tables
is generally not justified.

When a table spans multiple pages, select the descriptive top row(s) of the table, and
use Repeat as header row at'the, top of each page under Table properties to have the
descriptive top row(s) adutomatically reappear at the top of the table parts across
multiple pages.

To start a new page;. use the Page Break (short-cut key: Ctrl+Enter) to mark the end
of the current page (instead of“hitting the Enter key until the end of the page is
reached). Note that Section Breaks'should be avoided as much as possible, as they
serve a different purpose (e.g.,”to change the page orientation from Portrait to
Landscape)pwhich is generally'not needed; even if tables are large), or to change the
headers/footers for'a particular set of pages.

When aligning text\vertically, use the appropriate Tab Stop Positions (instead of hitting
the space bar or Tab keys many times).

To prevent a paragraph from being separated from a following paragraph (e.g., the
text preceding a bullet list), select the paragraph, and check the Keep with next
property under Home > Paragraph > Line and Page Breaks.

Per the University of Oxford Style Guide, there is no space between a number and
percent, degree, or mathematical characters, like +, -, £, >, <, 2, <, x, = (e.g.,
<5%, -4°C, and 5x3=15; be sure to use the actual degree character instead of a
superscripted “0”). On the other hand, there js a space between a number and unit
(e.g., 25 mL, 65 kg, 15 minutes); to prevent the number and unit being separated
over 2 lines when at the end of the line, use the “non-breaking space” with
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Ctrl+Shift+Space (the same can be applied to prevent a hyphen or minus-sign
getting separated from the number).

Per international standards, it is advised to use a 2-number day (dd), 3-letter
capitalized month (MMM), and 4-number year (yyyy) dating format (separated by
hyphens) as exemplified: August 9%, 2021 would be written as 09-AUG-2021.

Final Notes

e Delete these instructions prior to finalizing the document

e Remove the "DRAFT” watermark prior to finalizing t
Design > Watermark > Remove Watermark

e Update the TOC last, so that the correct page numbers a
right-clicking on the TOC, and then selecting Update Field

— This line and everything above should be deleted i document. -
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This is the “Title Page”, which should contain the following information, and may span
multiple pages.

1 CLINICAL STUDY PROTOCOL

Title Study Title
Enter the name of the test drug/investigati
product; list all, if more than one will be

Study product 1
e Study product 2

Indication studied State for which indication/disease the s
conducted

If not apparent from the ti ide a bygi f’e to two
sentences) description givi
Study design blinding, randomize
dose/response),

Delete this row.

|/study

Study product(s)

Sponsor

-XXX-XXXX
Stud a!s assign an internal study code or number
. tu y . This is optional; remove this row if not
identification
number

studies should be submitted to clinicaltrials.gov.

cluding the assigned number here is optional; remove
is row if not applicable (N/A).

NCTXXXXXAXX

De Phase 0, I, II, III, or IV.
phase dy

Antici a!stud Anticipated duration of the study from the first patient
duratilc):n y enrolled, to the last study procedure completed by the last
patient.
Principal Enter the name and affiliation of principal or coordinating
Investigator investigator(s) (address and other contact information is
or optional) or the Sponsor's responsible medical officer.
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Sponsor’s Name
responsible Institute
Medical Officer Address

E-mail address
Phone number + XX XXX-XXX-XXXX

Enter the name and contact information of
company/sponsor person who is responsi
execution. This is usually the person t
questions that arise prior to or duri

not included here, the contact inform
the letter of application.

Sponsor signatory Name and surname
Address
City, state and ZIP-code
Country
E-mail address
Phone number

Date: dd-MMM- D 4

Version number: X. X

the study
ted for
ion. If

) 4
1.1 GCP State

The study is to be performe
Good Clinical Practices (GCP

iance with this Clinical Study Protocol (CSP),
plicable regulatory requirements. All required
s required by regulatory authorities.

This do i . It contains proprietary information of company name.
of such information that is not authorized in writing by
prohibited. Such information may be used solely for the
performing this study.

| Study Protocol History

Version | Date Description

1.0 dd-MMM-yyyy | Initial Protocol.

Add a new row for each new version, and briefly summarize (e.g., as bullet points)
the edits in the Description.
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2 SYNOPSIS

The Clinical Study Protocol Synopsis (CSPS) should be a separate document that has
been reviewed and approved, prior to generating this CSP. The CSPS should contain
all critical information and details to be able to generate this CSP. Copy the CSPS and
paste it below. Apply the “Table Body” style if formatting is lost, and cross reference

any sections of the CSP that are referred to in the CSPS (e.g., a co

inclusion/exclusion criteria).

Below is a list of the frequently used sections and their order.

Study title

Protocol study number

Patient population

Medical term of the disease/disorder
Study products

Study purpose

Study objectives

Study endpoints

Study design

Screening and safety ass
Main inclusion criteria (se
Exclusion criteria (s
Sample size
Study duration
Duration of,
Study a
Unique a

oOW-up

lete list of the

complete list)
a complete list)
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Update the TOC below at the very last, and after the instructions pages at the
beginning of this Template as well as this sentence have been deleted, to ensure that
correct titles of the headings and page numbers are reflected; to update, right-click
anywhere on the Table of Contents below, and then select Update Field > Update Entire
Table.

3 TABLE OF CONTENTS

1 CLINICAL STUDY PROTOCOL ..itiviiiiisinnnnnnsssssmmmmmssssssssssinnnnnsessersrsmsssnnns 7
1.1 GCP Statement ......ccciiiiiiiiiiiiiiiiirsissssiiiisisiis s aannnnne s s a s srrrnnns 8
1.2 Confidentiality Statement...........ciiiiiiiiiiiiccec e i e 8
1.3 Clinical Study Protocol History ......civviiiiiiiiinnsninnsassssnnnnnsssodinnnnntons 8

2 SYNOPSIS .. iiiiiiiiiirrrrrsasssssssssssss s s s ssesasassasssnsnnnnnnnssnnnnssesbonnnnnnnnnns 10

3 TABLE OF CONTENTS ..coiiiiiiiiiiiiiinnnnnnnssssdoahunsssnnnnnnnnnsnmnnnnsassssssssss 11

4 ACRONYMS AND ABBREVIATIONS......cuceeeefunnmnnabneensnnnnnedmerrrmsmmsssnsssnns 14
4.1 Acronyms and Abbreviations .........ccvviiiiiennnnnnetne e idbernethiiiiiiiinannnnns 14
4.2 Definition of Terms ....ciiiiiieiiiien e ad@ieea i, sannnnssstessseeermisssssssssnnnnns 16

o =i I 1 0 19
5.1 Institutional Review Board (IRB)........ccccaiiiiniiiiinn i ninnnnenns 19
5.2 Ethical Conduct of the Study..icceeeiti i e, 19
5.3 Patient Information and Consent..........i i 19

6 INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE ................. 20

7 INTRODUCGCTION. utttttttttmuusnnnnnnnnstineessssasssssssssssssssssssnnmmmmmmmsssssssssnnnnnns 22
7.1 (= %= Lol Qe | e 107 2 T 22

7.1.1 Functional Prgfiiinc W NEREE . ............ccc0conmeiiennrerannnnerannnenns 22
7.1.2 Nonclinical IS . . NP . - - - . ...« cccoonereinnneiionnnsrasnnssionanniss 22
7:1.3 Clinical EXperite S . - . « - s o 5 s o 3 550805 & 5 55550 § § SRRART 8 3 SEREHLE K 5 36 22
7.1.4 Risk ASSESSIMOTTUNEIEIN. . . i oo i i o i i ¢ s i & & scorwatn & & 5 wovisess & 6 5 wan & § 4 smis i3 & 22
7.2 Purpose of the Current Study..........cciiiiiiiiiiiiiiiiss s s, 22

8 STUDY OBJIECTIVES ..i it iiiinniiiinnnnnnssnnnsrsmssssssssssssnsnsssssssssmssssssssnnns 23

9 INVESTIGATIONAL PLAN .. 0. iiiiiiiiiinnnsnsrssnssnssssssnnnnnnsssssssssmsnnsnnnns 24
9.1 Owerall StudyDesign and Plan ..........coiiiiiiiiiiiiiiiiiiiisi i rnnnans 24
9.2 « Rational for Study Design and Choice of Control Group(s) .....tvvvvrrnnn 25
9.3 Selection of Study Population ........ccivviiiiiiiiiiiciiiiiisss s 27

8-321 O (TRRIPTUET T@ & i i vvwwic s awwin s wwars s 6 6 owimons 6 6 Suiasin & 5 Bmwsiv s § 5 Suin o 6 § SR o 0 6 0% 28
9.3.2 IO 11 "l T IR cue ¢ s v & » w5 s i 6 i & 6§ SHGMStS & 4 5 RN & § ¥ SEGADS O B § SR K 5 29
o Removal of Patients from the Therapy or Assessment.................... 30
9.3.34° Patient Early Discontinuation or Withdrawal............ccooiiiiiiiiiiiinennen, 30
9.3.3.2 Patient Replacement.....ccoiiiiiiiiiiiiii i e 31
9.3.3.3  LoSt to FOHOW-UP (FU) ittt i i r et e s e e e eaeans 31
9.4 Treatments ....ciiiiiiiiiiiiiiiiiiiii s 31
9.4.1 Treatment AdminiSEration s sseess s cosmumd s s s vamms o o s o 5 oo § 5 s 31
9.4.2 Identity of the Investigational Product(s)......cccovviiiiiiiiiiiiiiieenns 31
9.4.2.1 Investigational Product ........ccoiiiiiiiiiiiii 32
9.4.2.2 Comparator Product .....ccviiiiiii i e 32
0.4.2.3  PlaCebO .. e 32
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9.4.2.4  Study Product Shipment, Labeling, and Storage..........ccoooviiiiiiiiinnen. 32
9.4.3 Method for Assigning Patients to Treatment Groups............ccccvvunee. 32
9.4.4  Selection of Doses IN THe SEUAY wws o s wmwn s smmum s s smmsms s s smwmns ¢ sammm s o o 33
9.4.5 Selection and Timing of Dose for Each Patient .............cccoiiivennni. 33

9.4.5.1 Study Day 1 or Visit 1..cciiiiiiiiiiii i i i e s e e e e 33

9.4.5.2  Study Day 2 Or ViSit 2..iuiiiiiiiiiii i i i e e e 33

9.4.5.3 End of Study Definition ....ccoiiiii i e 34

9.4.5.4  Follow-up (FU) ..iiriiiiiiii i e e e 34
9.4.6 =111 370 (15 (o [P —— 34
9.4.7 Prior and Concomitant Therapy ..........cceevvevvne.. 0. . A ......... 34
9.4.8 Study Product Use Compliance......c.covccvvnee... . (SRR AN, . .. .... 35

9.5 Efficacy and Safety Variables........cccooiiiiiiiiiiiiiiiisinnsnnnnnnnseessdbnnetin. 35
9.5.1 Efficacy and Safety Measurements and Flow Chart ..i.....ohd ... 35
9.5.1.1 Adverse Events (AES) .iccviiiiiiiiiiiiiiii i i i e e 36
9.5.1.1.1 Assessment of AE INtensity .....ocoveviviei i i et e 36
9.5.1.1.2 Assessment of Causal Relationship.........cich i 36
9.5.1.1.3 Serious Adverse Event (SAE)......ccoiviiiii i b o 37
9.5.1.1.4 Unexpected Adverse Event (UAE).afi. ol .o i e 38
9.5.1.1.5 Device MalfunCtions/MiSUSE .....dueeiueetireeanthoneinreesneennesanseneeiiseiineiiseisennss 38
18 0 I A G YAV i \7 o] o 1) (o] | T SO I 38
T A A U I o Y3 S 39
9.5.1.1.8 Reporting Of AES .....iviviiiiuenneens i 39
O9.5.1.1.9  PregnanCy....cccieiuens i i e e et r e ettt 39

9.5.1.2 Schedule of EVentsd . i o e e 40

9.5.1.3  Stepwise Treatment Assessment SEQUENCE ...........ccveviiiiiiiiiiniieiiiininnens 41

9.5.1.4  Study Procedures Window Chart ... e 42
9.5.2 AppropriatenciRE McURENGEEEIIEE . .. .................cccoeeiennennnrennrennnss 43
9.5.3 Primary Effi i) . S . . . . . ... .........ccoonvevnneienmrmnnrmannrnnes 43
9.5.4 Drug ConcentN R NP C M ENES .....cieeiiiiiiinireriicissnnnrannnaas 44

9.6 Data Quality ASSUIaNCe. i .iiiiiririiiiiiissssssssrrrrssssssssssnnnnnsssnnsnnnes 44
9.6.1 Med RN itor ... G . . ..........coviiniirinnereiannneriananaraannnsrasnnnenn 44
9.6.2 glel UL A 44
9.6.3 BEIe. Yo, Yol el =TT o] oV 45

9.6.3.1  Confidentiality @nd Privacy .......ccoiiiiiiii s 45

946.3.2 Data ManagemeEnt ... .ccoiiiiiii i i e e e 45

9.6.3.2.1 Electronic Case Report FOrms (€-CRFS) .....ccceiiiiiiiiiiiiiiiiiieiri e e e 45
9.6.3¢2.2 nData Monitoring and ManagemeEnt.....coviiii i 46

9.6¢3.3 Handling and Record Keeping of Data ........ccooiiiiiiiiiiiiiiiciiccicieee 46

9.7 Statistical Methods Planned in the Protocol and Determination of

SAMPIE SIZEe ...ttt s s rrrrara s 47
9.7.1 Estical and Analytical PIANS . .ouess s wess s xsswwss s o s wwews o 5 wwmen ¢ 5 sosmsm i1 8 47
9.7.2 peELermination of Sample SIZE . .. weess s sssmsn s smumne s s o s xumsn s &5 s s 48
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9.7.3.2 Intent-to-Treat (ITT) population.......ccoiiiiiiiii e 48

9.7.3.3  Per-protocol (PP) Population ......ccoieiiiiiiiiiii i 48
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Cli/nﬁical

Study Templates

Clinical Study Report (CSR) Template

https://clinicalstudytemplates.com/

Template scope and purpose

This Clinical Study Report (CSR) Templategqis specifically designed to be used in
conjunction with the Clinical Study Protocol (CSP) Template.

The structure and sections as well as their order and content follow the International
Council for Harmonisation (ICH) E3 guidelines for CSRs, as recommended by the Food
and Drug Administration (FDA). As such, this CSR Template is the foundation for an
“integrated” full report of any study with,a therapeutic, prophylactic, or diagnostic
agent (i.e., drug or treatment) conducted inypatients or healthy volunteers.

Note that, if conducting astudy with healthy volunteers, these may be referred to as
“subjects” instead of “patients”, except where subjects have become patients due to
adverse events (AEs).

Per the ICH guidelines, the clinical and statistical description, presentation, and
analyses are to be integrated,into a single report (i.e., the CSR), incorporating tables
and figures into the main text ofithe CSR or at the end of the text, with appendices
containing, such ‘information as the CSP, sample case report forms (CRFs),
investigator-related information, information related to the test drugs/investigational
products (also.referred to as study products), including active control/comparators,
technical _statistical documentation, related publications, patient data listings, and
technical statistical details, such as derivations, computations, analyses, and
computer output. Note that the CSR of a study should not be created by simply joining
a separate.clinical and statistical report. Although this CSR Template is mainly
developed for the most common efficacy and safety clinical studies (also referred to
as clinical trials), the basic principles and structure can be applied to other kinds of
studies, such as clinical pharmacology studies (e.g., pharmacokinetic [PK] or
biomarker of exposure [BOE] studies). Depending on the nature and importance of
such studies, a less detailed report might be acceptable.

e For more information on ICH guidelines for CSRs, visit
https://www.ich.org/page/efficacy-quidelines
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e For more information on FDA guidelines for CSRs, visit
https://www.fda.gov/requlatory-information/search-fda-guidance-
documents/e3-structure-and-content-clinical-study-reports

Template use

The integration of automated formatting features through the customized Styles
gallery, and the exceptional ease of using this CSR Template allow experienced
authors to save valuable time by eliminating labor-intensive generation of standard
verbiage and repetitive formatting, and offer novice writers clear guidance (including
explanations and example text) to create clinical-grade, highzquality documents that
ensure consistency across CSRs.

Taking into account the various types of clinical studies with“differing designs,
objectives, and endpoints, CSR authors should work with their clinical study team
members to ensure data is presented in a clear and concise manner, which may
require this template to be modified, so that it is in“line with the product’s unique
aspects and specific characteristics.

Text Color-coded Instructions

e Red Text: instructions (delete)

e Green Text: placeholder (replace, modify ordelete; select and convert the
text color to black by changing the Font'Color under the Home tab)

e Blue Text: examples (modify or delete; select and convert the text color to
black by changing the Font Color under the Home tab)

e Black Text: commonly-used text (madify as necessary)

Applying Styles,and Inserting Tables, Figures and Citation References

Visit https://clinicalstudytemplates.com/tutorials/ for short videos that explain how
to use the automated features of this template.

This template has ‘beenddesigned so that hyperlinking the headings of sections and
other data (e'g., tables and figures) allows their respective Table of Contents (TOC),
Table of Tablespilable of Figures (if applicable) and in-text references to data to be
updated. by right-clicking on the TOC, and then selecting Update Field, as long as
associated data (e.g., tables, figures, citation references) are properly inserted per
the instructions‘outlined below.
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e Applying Styles: This template contains a set of 18 pre-made styles (see
the available styles of the Styles gallery displayed in the green oval below)
that are quick and easy to use, and ensure uniformity among the different
documents when applied correctly.

Template - Clinical Study Report - Word

AsBbcel 1,1 A 1.1.1 1.1.1.3 1.1.1.1 1, AeBt a. AaBt 1 AA » A2BbC

B I U -aex X -W-A-

% 0 AaBbC AaBbCcl 1. AaBt a. AaBt e AaBbC o AaBbC AaBbCc¢ 4280CcD: AaBbCcl =

Navigation vy X N o S5

Search paused

Headings  Pages  Results

novice writers clear guidelines (Including explanations and example text) to create
clinical-grade, high-quality documents that ensure consistency across CSRs.

Note that, as there are many types of clinical studies with differing designs,
objectives, and endpoints, CSR authors should work with their clinical study team to
ensure data is presented in a clear and concise manner, which may require this
template to be modified, so that it Is In line with the product’s unique aspects and
specific requirements.

MINISTRATIVE ST
Text Color-coded Instructions:
o Red Text: Instructions (delete)
o Green Text: placeholder (replace, modify or delete; change the text color to
black under the Home tab)
o Blue Text: examples (modify or delete; change the text color to black under
the Home tab)
e Black Text: commonly-used text (modify as necessary)

t3words [ engish (Unted States) 22 E B s '

When using these styles, complete and consistent formatting is applied to
the selected text with aysingle click. If certain words in the text need to be
italicized, bolded,dunderlined, etc., then apply manual changes to the font
only after the style ‘has been applied. For the rest, follow the instructions
below, and refrain from manually changing the text as much as possible.

o For generaltext, apply theBody Text style

o For headings of sections, apply the appropriate Heading styles (there are
5 pre-made levels)

o« For numbered lists in the body text, apply the List Numbered Level styles
(there is'a first and second-level style available)

o _For bulleted lists in the body text, apply the List Bullets Level styles
(there is a first and second-level style available)

o For captions of tables and figures, the Caption style should be applied
automatically when tagging tables and figures with clickable captions as
described below

o For general text in tables, apply the Table Body Content style
For numbered lists in tables, apply the Table List Numbered Level styles
(there is a first and second-level style available)

o For bulleted lists in tables, apply the Table List Bullets Level styles (there
is a first and second-level style available)
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o There are 2 additional pre-made styles (Title without Heading and No
Spacing) that can be used and modified, as necessary

¢ Numbered Sections: Headings define the start of a new section (e.g.,
Introduction, Study Objectives, Investigational Plan, etc.). When changing,
modifying or adding a heading, make sure to tag it with the appropriate
Heading style under the Home tab, so that MS Word recognizes the heading
and its (sub)level as such. To then insert a clickable link to a_section (i.e., a
cross reference) somewhere else in the text, place the cursor where the
clickable link needs to be inserted, go to the References Tab, select Cross-
reference, look under Reference type for the heading, and thendnsert the
cross reference by choosing Heading number under the'Insert reference to
drop-down menu.

e Sections without Numbers: For subheadings,that do not require a
designated section number, and that should4emain absent from the Table of
Contents, use the Title Without Heading style.

e Tables, Figures and other data: To insert.a table orfigure that can be
reached via a clickable link somewhere else in\.the text, first select the
newly-inserted table or figure, then go to the Reference Tab, select Insert
Caption; next choose the appropfiate Label from the drop-down menu (i.e.,
Table or Figure), and click onsthe Numbering button to check the box for
Include chapter number, if preferred. After clicking OK, a sequential number
is automatically generated and assigned to the table/figure. Note that table
captions appear above the table, and, figure captions appear below the
figure. Next, expand theycaption ‘with a.descriptive text as necessary.

To then referencefthis table or figure somewhere else in the text with a
clickable link, placethe cursor where the clickable link needs to be inserted,
go to the Reference Tab, select Cross-reference, and look under Reference type
for the referable,table/figure. Note that it is best to choose Only label and
number under the Insert reference to drop-down menu.

o Citation References: To insert a new citation reference (i.e., a reference to
journal article, book, report, poster, website, etc.), first go to the Reference
Tab and select Insert Citation. Then select Add new source, choose the
appropriate Type of source, and fill out the required information. The
reference should appear in Section 15 after updating that field.

To then'insert a citation somewhere in the text to reference in the reference
list, place the cursor where the citation needs to be inserted, go to the
Referénce Tab and select Insert Citation, and then choose the appropriate
reference from the presented list.

To reference this reference list somewhere else in the text with a clickable
link, place the cursor where the clickable link needs to be inserted, go to the
Reference Tab, select Cross-reference, and look under Reference type for
section 15, and then insert the cross reference by choosing Heading number
under the Insert reference to drop-down menu.
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e References to Externally-linked Files: When Appendix documents and
other files (e.g., Excel sheets or PDF files) need to be referenced in the text,
clickable hyperlinks can be created in the final (approved) version of the
CSR, by selecting the clickable text, then right-clicking on the selection and
choosing Link to hyperlink the referenced file. To be able to easily recognize
these as clickable links, the font color of the clickable text can be underlined
and changed to a distinguishable blue.

e Copying text from other documents: When copying text'from other
documents, it is strongly advised to paste the text in thisttemplate without
the source formatting, so that conflicting styles are not' carried over. To do
so, select and copy the source text, then right-click in"this template where
the source text needs to be pasted via Paste Options > Keep Text Only (T):

Paste Options;

o o P -

¥ ls g LA

Keep Text Only (T)

And then apply the desired style fromdthe Styles gallery.

General Good Document Creation Practices

Below are some general guidelines for good document creation practices. Visualizing
the paragraph formatting can be extremely helpfulto display any hidden formatting
and for cleaning up the document:

Help  EndNote X9 Q Tell me what you want to do

0T Fpaebccr 1 AA 1.1 A 1.1.1

Body Text Heading 1 Heading 2 Heading 3

' ' Show/Hide T (Ctrl+*)

Poct Show paragraph marks and other

henel Mierosoft Cificefl hidden formatting symbols. ral

tain:
hstrL

This is especially useful for 'al
advanced layout tasks. i

il

*— InfoPathf

just el

Listifi

ns m (s
Q Tell me more
Bder p

hwfel autnmatically reannear at the tnn af tha

This template contains the most frequently used styles that are available in the Styles
gallery (see.the instructions above for how to apply these appropriately).

Body text can be justified, but numbered and bulleted lists as well as text in tables
is generally not justified.

When a table spans multiple pages, select the descriptive top row(s) of the table, and
use Repeat as header row at the top of each page under Table properties to have the
descriptive top row(s) automatically reappear at the top of the table parts across
multiple pages.
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To start a new page, use the Page Break (short-cut key: Ctrl+Enter) to mark the end
of the current page (instead of hitting the Enter key until the end of the page is
reached). Note that Section Breaks should be avoided as much as possible, as they
serve a different purpose (e.g., to change the page orientation from Portrait to
Landscape), which is generally not needed; even if tables are large), or to change the
headers/footers for a particular set of pages.

When aligning text vertically, use the appropriate Tab Stop Positions (instead of hitting
the space bar or Tab keys many times).

To prevent a paragraph from being separated from a following' paragraph,(e.g., the
text preceding a bullet list), select the paragraph, and check the Keep with next
property under Home > Paragraph > Line and Page Breaks.

Per the University of Oxford Style Guide, there is nospace between a number and
percent, degree, or mathematical characters, like #, -5+, >, <, 2,5, %, = (e.qg,,
<5%, -4°C, and 5x3=15; be sure to use the actual degree character instead of a
superscripted “0”). On the other hand, there is_a,space between a number and unit
(e.g., 25 mL, 65 kg, 15 minutes); to prevent the number and unit being separated
over 2 lines when at the end of the line, use the “non-breaking space” with
Ctrl+Shift+Space (the same can be applied, to/prevent a hyphen or minus-sign
getting separated from the number).

Per international standards, it isf advised to usesa 2-number day (dd), 3-letter
capitalized month (MMM), and 4-number,year (yyyy) dating format (separated by
hyphens) as exemplified: August 9%, 2021 would be written as 09-AUG-2021.

Final Notes

e Delete these instructions prior to finalizing the document

e Remove thé “ ” watermark prior to finalizing the document via
Design >(Watermarks> Remove Watermark

e Update the TOC last, so that the correct page numbers are displayed, by
right-clicking on.the TOC, and then selecting Update Field

— Thig line"and evegything above should be deleted prior to finalizing document. -
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This is the “Title Page”, which should contain the following information, and may span
multiple pages. Copy the information from the CSP, and convert to past tense where
necessary; note that the study start, end, and (if applicable) early termination dates

are absent from the CSP, and only confirmed after completion of the study.
1 CLINICAL STUDY REPORT

Title Study Title D

Enter the name of the test drug/investi
product; list all, if more than one w

e Study product 1
e Study product 2 "

Indication studied State for which indication/ the stud v
conducted

If not apparent from

udy
Study product(s)

f (one to two

Study design r i cebo, active,

Sponsor
Pho er +XX XXX-XXX-XXXX

-
Study t cws a_ss.ign an internal study cpde or number
_ SR study. This is optional; remove this row if not
identification
number
P N

’inical studies should be submitted to clinicaltrials.gov.
N ncluding the assigned number here is optional; remove

this row if not applicable (N/A).

NCTXOOXXXXXK

Devele Phase 0, I, II, III, or IV.
phase of the study

Study initiation First patient enrolled, or any other verifiable definition.
date dd-MMM-yyyy
Date of early study Remove this row if N/A.
termination dd-MMM-yyyy
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Study completion Last patient completed.

date dd-MMM-yyyy

Enter the name and affiliation of principal or coordinating
Principal investigator(s) (address and other contact information is
Investigator optional) or the Sponsor's responsible medical officer.
or Name
responsible Address
Medical Officer E-mail address

Phone number + XX XXX-XXX-XXXX

Enter the name and contact i
company/sponsor person
report. This is usually the p
questions that arise dugsi
included here, the uld be in the
letter of applicati
Sponsor signatory Name and surn
Address
City, sta
Country

rmation o

Date:

Version num

rmed in full compliance with the Clinical Study Protocol (CSP),
es (GCP), and applicable regulatory requirements. All required
n was archived as required by regulatory authorities.

nfidentiality Statement

This document is confidential. It contains proprietary information of company name.
Any viewing or disclosure of such information that is not authorized in writing by
company name is strictly prohibited. Such information may be used solely for the
purpose of reviewing or performing this study.
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1.3 Clinical Study Report History

Version | Date Description

1.0 dd-MMM-yyyy | Initial Report.

Add a new row for each new version, and briefly summarize (e.g., as bullet points)
the edits in the Description.

N
&
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2 SYNOPSIS

The majority of information (except Summary and Conclusions, Study Outcome and
Conclusions) can be copied from the Clinical Study Protocol (CSP) (converted to past
tense) to complete the table below.

The Summary and Conclusions, and its subsections can be copied from the respective
sections of the completed CSR.

ages) that
umerical

Per ICH guidelines, a brief synopsis (usually limited to no more
summarizes the study should be provided. The synopsis sh
data to illustrate results (not just text or p-values).

Name of Individual study
Sponsor/Company: table referring to
Enter here

Name of finished product: | Volume:
Copy from the CSP. Enter her
Name of active
ingredient:
Enter here

Title of study:
Copy from the CSP.

Investigators:
Enter here

Study center
Enter here

d on the data of this study.

Date of first enroliment:

dd-MMM-yyyy

Date of last completed study procedure (i.e.,
end of study visit):

dd-MMM-yyyy

Objectives Primary objective(s):

Copy from the CSP; convert to past tense.
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Secondary objective(s):
Copy from the CSP; convert to past tense.

Methodology:

Summarize how patients were randomized to study groups/cohorts, the type(s)
and order of study products that were administered to each of the cohorts, and
how data were collected and analyzed.

Number of patients planned:
Copy from the CSP; convert to past tense.

Number of patients analyzed:
Enter here

Diagnosis and main criteria for inclusion:
Copy from the CSP; convert to past tense.

Test product(s), batch/lot numbers,
dose/amount/volume/concentration(s), mode(s) of administration:

Copy from the CSP; convert to past tense.

Duration of treatment:

This is usually interpreted as thedreatment"periochof a single patient from first to
last product administration, and the pest:-momtoring period after the last
treatment. Copy from the CSP; convertto past tense.

Reference therapy, batch/lot nhumbers,
dose/amount/volume/concentration(s), mode(s) of administration:

Copy from the CSP; convert®o past tense.

Criteria for evaluation Efficacy:
Ent€r here

Safety:
Enter here

Statisticallmethods:
Copy from the CSP or the Statistical Analysis Plan (SAP); convert to past tense.

Summary & Conclusions:
Enter hefe

Efficacy results (excluding safety):
Enter clinical endpoint results here

Safety results:

Enter here
CSR Study Number: XXXXX Company name here
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Conclusions:
Enter here

Date of report (date report issued):
dd-MMM-yyyy
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Update the TOC below at the very last, and after the instructions pages at the
beginning of this Template as well as this sentence have been deleted, to ensure that
correct titles of the headings and page numbers are reflected; to update, right-click
anywhere on the Table of Contents below, and then select Update Field > Update Entire
Table.

3 TABLE OF CONTENTS

1 CLINICAL STUDY REPORT ..uuuucitttsssrrrsssssssnsnssnnnnnnnsssssssbiansnassssssssnnnnnnnns 7
1.1 GCP Statement ......ccoiiiiiiiiiiiiiiiirsssssiiiiiisiir s s n s a B s e nnnnes 8
1.2 Confidentiality Statement........cccccciiiiiiiic e e 8
1.3 Clinical Study Report History .....cccceiiiiiiiiiiiiiiiiiissannnnnnsssssedbannnntan. 9

2 SYNOPSIS ..ttt rrrsasasssssssssssssssssssrsmsassssssssnnnnnnnsnnnnsnssbonnnnnsssnns 10

3 TABLE OF CONTENTS ..iiiiiiiiiiininnnnnnnnnnnmnmmmmssbanhasssssnnnsnnnsmsnmsssssssssssssnns 13

4 ACRONYMS, ABBREVIATIONS, AND DEFINITION OF TERMS......csecccuvnenss 18
4.1 Acronyms and Abbreviations ...........ccciiiinnnnn i b e 18
4.2 Definition of Terms ...ociiiiiiiiieeesd@iee i esssnnnntonnnnstrmerrrssssssssnnns 20

o i I 0 23
5.1 Institutional Review Board (IRB)........ceeeaueeiiiiisimmmrmiinnnnmmmmisnnnnrnnnes 23
5.2 Ethical Conduct of the Study..ciiiiiii i 23
5.3 Patient Information and Consent........c...oo i 23

6 INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE ...........cc00.. 25

7 INTRODUGCTION. . .uututtttmrrrmmnmnnnnnnsbinesssssanssseessssssssssssnnmmmmmmmmmmmsssssssnns 27
7.1 2 ¥ Lol 7o | e 107 2 'c 1 R 27

7.1.1 FUNCLiONal ProPertiEs. . ot e e b e eeee e e e s are e e rneenneennes 27
7.1.2 NONCIHNICAl EXPEIIBNCE 1tttk e tiint et iiieeeanieeeainesraaireeaainseaainnesans 27
7.1.3 (O Tl [or= | g 1= 1= 1 (o] 27
7.1.4 ] T = E1] g =T 27
7.2  Purpose of the, Current Study.........ccooviiiiiiiiiiiiiii i 27

8 STUDY OBJIECTIVES ...itinccirisiiiiiiiiiiisnnnssnssnsssmsssssasssssssnnnnsnnsssnsmsssnsss 29

9 INVESTIGATIONAL PLAN .. 0 iiiiiiiiiiiinnnsnssssssssnssssssnnnnnsnsssssssssnnnns 30
9.1 Owerall StudyDesign and Plan .........c.ccoiiiiiiiiiiiiiiiiiiiises i enanes 30
9.2 « Rational for Study Design and Choice of Control Group(s) ............... 32
9.3 Selection of the Study Population........c.cceciiiiiiiiiiiiiiinc s e, 33

9.3.1 INCIUSION CFIEeria cvv it e 35
9.3.2 Lol [T (o] I O =Y o - 36
9.3.3 Removal of Patients from the Therapy or Assessment.................... 37
9.3.34' Patient Early Discontinuation or Withdrawal ..........ccocoviiiiiiiiiiiiinen, 37
9.3.3.2 Patient Replacement. ... 38
9.3.3.3 Lot to FOHOW-UP (FU) wiuviieiiiiiii st se e e e s e s e e n e na e nennees 38
£ T S I == 1 o 5 4 = 39
9.4.1 Treatments Administered ....ccooiiiiiiiiii 39
9.4.2 Identity of the Investigational Products(s) .....covvvvvviiiiiiiiiiineninens 39
9.4.2.1  Investigational ProduUcCt .........ccoiiiiiiiiii e 39
9.4.2.2 Comparator Product .....c.ooeiiiiiii e 39
9.4.2.3  PlaCeDDO i 40
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9.4.2.4  Study Product Shipment, Labeling, and Storage...........cccviiviiiiiiiiinnnn. 40
9.4.3 Method for Assigning Patients to Treatment Groups........coeevviivviinns 40
9.4.4 Selection of Doses inthe Study......cooiiiiiiiiiii 41
9.4.5 Selection and Timing of Dose for Each Patient ...........coovviiiiiiiinnnns 41

9.4.5.1 Study Day 1 or ViSit 1.uiiiiiiiiiiiiii i ae e 41

9.4.5.2  Study Day 2 OF ViSIt 2.uiiuiiiiiiiiiiii i 41

9.4.5.3 End of Study Definition ....cciiiiiiii i 41

9.4.5.4  Follow-up (FU) ceiiiiiiiiiiciiicini i e e 42
9.4.6 =] 11 e 1 T PP S 42
9.4.7 Prior and Concomitant Therapy .....cvvvvivvvvenviiinnsloninensodotineeennnnn. 43
9.4.8 Study Product Use CompliancCe......covvvviiiieiinnecdlonnesemdeninnre s ine.. 43

9.5 Efficacy and Safety Variables.........coiiiiiiiiiiiiiiiiinnssnsnnnnsn s adbnnatie, 43
9.5.1 Efficacy and Safety Measurements Assessed and Flow Chart«.......... 43
9.5.1.1 Adverse EVENES (AES) «iiiiiiiiiiiiiiiiiiie e i i i et 45
9.5.1.1.1 Assessment of AE INtENSItY .ovvviriiiiriien o e n e e eeas 45
9.5.1.1.2 Assessment of Causal Relationship........-ccoiieh v 45
9.5.1.1.3 Serious Adverse Event (SAE).....c.coviiiiviiiisiinennsnees e it 46
9.5.1.1.4 Unexpected Adverse Event (UAE) il it o it senea e eaie it e eeeneennennennennes 47
9.5.1.1.5 Device Malfunctions/MiSUSE .... .l iieieaae e ce e ieeasananaae e eneneeeeeeaeanenns 47
128 T 100 A G YAV = \7 oY o ) o [ o SO e R 47

LT T O O A U o o S 47
9.5.1.1.8 Reporting Of AES ....vivieieiiinsesns st ar e 48
1T T A = TR o =T =T o Y A S 48

9.5.1.2 Schedule of EVENtS it e e 48

9.5.1.3 Stepwise Treatment Assessment SEQUENCE .........c.ccvvviiiiiiiiiiiiiiiinneinenss 50

9.5.1.4  Study Procedures WIndow Chart ... i nne e naees 51
9.5.2 Appropriateness of MeasuremMents .........c..ccoviiiiiiiiiiiiiiiii e eiannas 52
9.5.3 Primary Efficacy Variable(s)...ccori oo 52
9.5.4 Drug Concentration Measurements ... 53

9.6 Data Quality ASSUIaNCE.th..uuuriririririiiiiissssnnnsnsssssmsrrsssssssssssnnnnnnnnnns 53
9.6.1 MediCal MONitOr ... e i e 53
9.6.2 MONItOrING TR StUdY i 54
9.6.3 Data Handling and Record Keeping ......cocviiiiiiiiiiiiiiiiiiiiii i 54

9.6.3.1  Confidentiality @nd Privacy .......ccoiiiiiiiiiiii e 54

946.3.2 Data ManagemeEnt .. ...cuieiiiiiii e 55

9.6.3.2.1 Electronic Case Report FOrms (€=CRFS) .. .ciuiiiiiiiiiiiiiiiieiii i eeneenaeeaes 55
9.6.3¢2.2 nData Monitoring and Management..... ..o 55

9.6¢3.3 Handling and Record Keeping of Data ......ccccoviiiiiiiiiiiiiiii e 56

9.7 Statistical Methods Planned in the Protocol and Determination of

L= 10 0] 91 [ = 56
9.7.1 Statistical and Analytical Plans ......oiiiiiiiiicc 57
9.7.2 Determination of Sample Size......cooiiiiiiiiii 57
9.7.3  Analysis POPUIatioNS.....ciiiii i 58

9.7.3.1  Safety Population ..o 58

9.7.3.2 Intent-to-Treat (ITT) Population........cooiiiiiiiiiiiii e 58

9.7.3.3  Per-protocol (PP) PopuUlation ......cviuiiiiiii i 58
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