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Second Year

2.1 CLINICAL RESEARCH (THEORY)
Theory : 3 Hrs. /Week

1. Drug development process:
Introduction
Various Approaches to drug discovery

1. Pharmacological

2. Toxicological

1 3. IND Application
4. Drug characterization
5. Dosage form

2, Clind cal development of drug:

Introduction to Chinical trials

Various phases of clinical trial.

Methods of post marketing surveillance
Abbreviated New Drug Application submission.

Good Clinical Practice — ICH, GCP, Central drug standard control orgamsation (CDSCQO
gutdelines
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6. Challenges in the implementation of guidelines

7. Ethical guidelines in Clinical Research

8. Composition, responsibilities, procedures of IRB / IEC

9. Overview of regulatory environment in USA, Europe and India.
1

0. Role and responsibilities of clinical trial personnel as per ICH GCP
a. Sponsor
b. Investigators
c. Clinical research associate
d. Auditors
e. Contract research coordinators
f. Regulatory authority
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12, Informed consent Process

13. Data management and 1ts components
14. Safety monitoring in clinical trials.
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Based on this anatysis and on the fact that correcting for body surface area increases clinical

trial safety by resulting in a more conservative starting dose estimate, it was concluded that the: ‘

approach of converting NOAEL doses to an HED based on body surface area correction factors
- (i.e., WO.67) should be maintained for selecting starting doses for initial studies in adutt
JDealthy volunteers, '

(only for réference) N

‘ To convert Animal | To Cenvert Animal Dose in mg/kg to
Dose in mg/kgto | HED in mg/kg, either:
Species - Dose in mg/m2, o
multiply by km Divided Animal Multiply Animal
Dose By Dose By -
Human 37 -— : —
Child(20 kg)b | 25 --- —
Mouse 3 12.3 | 0.08
Hamster 5 7.4 " 0.13
Rat 6 _ 6.2 0.16
Ferret 7 5.3 0.19
| Guinea pig 8 4.6 0.22
i [ Rabbit 12 31 0.32
i'Dog 20 ' 1.8 0.54 - -
' Primates: _
Monkeys 12 3.1 0.32
' Marmoset 6 6.2 0.16
l Squirrel 7 5.3 0.19
monkey 20 1.8 0.54
Baboon '
Micro-pig 27 7.4 0.73 .
Mini-pig ' 35 1.1 0.95 }

ONLY FOR REFERANCE

Most appropriate species selection

Factors that can influence:

Lo Dl_fferences in the absorption, dlstnbutlon rnetabohsm and excretlon(ADME) of the

i therapeutic between the species. e

» (Class experience that may indicate.a particular animal model is more predictive of human
toxicity. Selection of the most appropriate species for certain biological products {e.g. -

| human protein) R '

f APPLICATION OF SAFETY FACTOR (' SE)

.To provide a rnargm of safetv :or(protecnon of human subjects receiving the initiat clinical
" dose.
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-Main sources of drug leads :-

= 1970’sand 1980.

Around 1970 large empincally based screening programs
From then on knowledge base grew for rational drug design.
* Most leads had

-*

alrecady been in a range of physical properties previously known to be
consistent with oral activity.
~ 1989 and on

* Bigh through screening of hundreds of thousands of compounds across in vitro assay.

+  Soon after combination chemistry. .

* Rapid progress in molecular genetics expression of receptors.

* Drugs were dissolved in DMSO.(dimethy! sulfoxide)

* Therecent trend in medical chemistry leads towards larger molecule and increased -
Lipophilicity.

.

The candidate with the right balance of aciivity and avatlability is more desirable.

One further aspects is that “drug-likeness” profile of oral drugs s far beyond these simple |

mies and inchudes properties such as dissolution, absorption, mictabolism, clearance and
protein binding. A

o
N

good drug candidate needs 1o have favorable above mentioned properties
to easure good pharmacokinetic (PX) outcome.

Pk
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ADME and PX properties

Property Describes " Comment Models
Passive Ability to cross a Usuaily the major IAM, PAMPA
transmembrane membrane bilayer in | component of cell
diffusion a concentration permeability and dmg

gradient-driven absorption
fashion
Cell permeability - | Ability to traverse For compounds stable to | Caco-2, MDCK,
an first pass effect and with | et
iIntact cel} no solubihty and
monolayer dissolution, limitations,
unchanged in an in often correlates with
Viro system ora} bioavailability
Not as the same as the
Ability to pass the ability to reach portal
Absorption first biological blood by this definition | ROF,
barrier to entry into COMPUTATIONA
the body L MODELS

BIOAVAILABIL
Ity

-

Fraction of
administrated drug
that ultimately
reaches the site of
action, although in
praclice
concentrations in
systemic circulation
are usually measured

Includes absorption and
tirst pass effect

In vivo PK studies,
compuiational
models




¢ - Importantly, two different kinds of “solublhty” encountered in dmg discovery need to be
distinguished.

*  Thenmodynamic or equilibrium solubility is the true amount of compound that will go
into insulin from the solid phase given an infinite amount of time. This is approximated
by shaking it in a flash with the solvent for 24-724br, filtering or centrifuging and then
quantitating the amount dissolved by using HPLC standards. Obviously this is not a high- @
through put method.

*  Kinetic solubility is typically observed when a stock solution of a compound dissolved in
DMSO is diluted into water or aqueous buffer, as is done in preparing HTS samples.
Although precipitation might not be observed immediately. It often happens a few hours
or days later. Here a supersaturated solution is formed upon dilution, which eventually
reaches equilibrium but takes some time to do so.

*  In contrasi to equilibrium solubility, lhough kinetre solubility is easy to measure quickly,
making it more suitable for high-through put determination using a method like
nephelometry or turbidimeiry.

Problems resulting from poor solubility

*  Good solubility 1s important for oral bioavailability.
»  Poor solubility and differences between kinetic solubilities and equilibrium ()
solubHities can cause problem at many points in the drug discovery process.

*  Poor solubility introduces uncertainty into the concentration of compounds in the =~
wells of HTS plates.

Different solubilities of different solid forms can make compounds hard to test and
results hard to compare 13

Key points about solubility

* Kinetiesolubility is casy to measure in high — throughput

* Thermodynamic solubtlity is harder to measure but ultimately more relavent
*  Solubibty for a given compound depends on its crystalime or amorphous form
* inadequate solubility can @
» Make tor poor absorpiion
» Lead to erroneous SAR & poor compound prioritization

T

# Mask other problems

The minimum solubility a drug will need depends on its potency & permeability e
* Poorsolubility can be amproved by~ 3

» Reducing hydrophobicity
Adding polari ity

Y/

» Dmmplmo crysta} packing interactions
# Making appropriate salts




» Using a prodrug approach
Solubility leads

e In DMSO, even very insoluble drugs could be tested.
~* Asaresult —in vitrop activity could be detected in compounds with very poor
thermodynamic solubility properties. -
¢ The physico-chemical profile of leads does not depend on compound solubility.

Target dataset with good absorption properties

¢ Compounds that entered clinical phase 2 stage.

¢ Poorly soluble compounds or compounds with poorer physical and chemical properties,
as well as insoluble and non-permeable compounds would have been filtered out at
earlier stages. 7

¢ Data taken from world drug index(WDI) - a computerized database of about 50000 drugs.

* USAN — united nation adapted name

« INN — international non-proprietary name,

@ These names are applied upon entry to phase 2

* Database size- about 2500 compounds.

Selected parameters for testine:
I 2

*  Molecular weight - known relationship between poor permeability & high molecular
weight.

*  Lipophilicity ( ratio of octanol sohubility to water solubility — measured through LogP.

+  Number of hydrogen bond donors and acceptors — high numbers may impair permeability
across membrane bilayer,

LIPINSKYT'S the: rule of five
Poor absorption or penmeation are more likely when:

¢ Fhere are more than (5) H-bond donors.
: *  The maolecular weighi is over (300)
¢ The LogPis over(3).
2 There are more than (10) H-bond acceptors.

# Lipophilicity
MVRAON AN,

i Lipophilicity describes the hkelihood of 2 molecular 10 participate into a lipid phase with respect
to a hydrophilic phase, and to penetraté the lipid bilayer 1o reach the therapeutic target site,




‘Therefore, Lipophilicity has a wide impact on the oral absorption, distribution within the body,
as well as metabolism and elimination (ADME) of dmg candidates.

The terms are commonly utilized to describe Lipophilicity: LogP and LogD, referring to the
logarithins of partition coefficient and distribution coefficient of new chemical entities (NCEs)in
a hipophilic phase (e.g. I-octanol) and an aqueous phase, respectively.

Specifically, the-former represents the partition of nentral species only, where as LogD reflects
partitions of both neutral and ionized species at a particular pH and there by pH dependent.

Charged or jonized species are less favorable for partitioning into the lipophilic phase.

FPartition coefficient (PC): _ ' @
PN Pl ’ =
The ratio of the equilibriuin concentrations of a dissolved substance ina in a two-phase system e

containing two largely immiscible solvents( water & n-octanol

.- . conc. of drug in oil phase
Partition coefficient = ’

conc of drug in water phase

The higher the PC, the better is its lipid solubility.

Exception to the rule of five: =
Compound classes that are substrates for biological transporters:

* Antibiotcs.
* Fungicides ~ protozoacides — antiseptics.
*  Viamims.

* Cardisc glycosides.

# Isonizalion
WWM‘

Most drug candidates contain at least one ionizable group and therefore can be 1onized within the
physiclogical pH range.

gly, 90% of NCEs are jonized to variable extent at different pH, leaving only 10% of
them non-inonizable within pH 2-12.

‘‘‘‘‘
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At pH 7.4 at which most drugs are absorbed through gastro-intestinanes, 36% NCEs are more
than 50% ionized.

gl

bes
\(

lomzation is closely related to solubility and membrane permeability, thus the oral absorption of
" the drug,

The charge of a drug also alfects the binding at the active site, thereby mflucncing not only CYP
or hERG activity but also therapeutic cfficiency.




Most frequently used techniques to improve efficiency or activity is to introduce jonizable
- groups to the lead or modifying the ionization of the lead.

Potentiometric titration is considered as the measurement of choice for pKa determination.
Poor solubility can be impaired by:

* Reducing hydrophobicity

* Adding polarity

¢ Disrupting crystal packing interactins
* Making appropriate salis

* Using a prodrug approach.

Chemical & plasma stability
e LA,

* Like insolubility, compound instability can make assay results false & potentrally
misleading.

*  Drugs need to be stable at every stage of discovery & development, Besides confounding
carly biochemical assay values. Instability will attect everything there after mcluding
ceHular values, invivo results, a compound’s ability to survive the pH range in the GI
tract, & cven shelflife.

) ) . o=y by
Three kinds of instability ofien encountered are:
3 cncounter

> _Oxidative instability:-

Organic chemists are guite awere of the tendency of ether & THY 1o form hydr
perexides & of thiols to form disulfides given a litile bit of air & a lot of time. These
types of reactions usually occur in solutions by free ragical mechanisms & can be
catalyzed by various metal ton are light.

= _Chiral instability:-

Chiral purity is important since drugs are mncreasingly being introduced as single
stereoisomers. For drugs that are racemic (o begin with the equihbration of each epimer
amounts {o stabitity. -

*+ [Hydrolytie instability:-

This can be a problem for certain functional groups hike esters, amides, carbomates,
sulphanamides, lactones & lactams. Hydrolvtic instability for such compounds spans the




- range of simple, pH dependent, non-enzymatic hydrolysis to hydrolytic cleavage of
peptides by specific peptidases.

Key points about chemical & plasma stability

* Chemical & plasma stability screeﬁing can help to
- > Identify problem bompbunds early
> Select compounds for invivo studics
> Study prodrugs & aptidrugs
¢ Stability in plasina, serum, or blood is spectes dependent

* Stability can be enhanced by isosteric replacement or through wide variety of 4
modifications :
Metabolic stability %

Metabolically unstable compounds will tend to have poor PK properties like bicavailability
& in vivo halflife due to rapid degradation. Metabolic instability can also make for other
problems like toxicity or drug -drug interaciions caused by metabolites.

Common metabolic transformations

Xenobiotics are transformed & cleared from the body through a highly evolved system that
etficiently prevents the accumulation of lipophilic & potentially toxic substances. The Process

involves often 2 stagchn the first, phase bmetabolism, drug's polarity is shightly increased

2
though what's usually ani oxidative or hydrolytic process hike hydroxylation or gster hydrolysis.
= i ~ e ) o ) 2 .
This can be followed by phase 2 metabolism, where the polarity is further increased through an

enzyme-catalyzed conjugation of the resulting compound with glucurenic acid, sulphate, ctc.)
o e e vonijugallon

Assessing Metabolic Stability

I} Recombinant Drug Metabolizing Enzyvmes

Individual drug metabolizing enzvmes {DMEg) like CYPs, FMOs, &UGTs are now
. .. —= T
routmely expressed, usually in insect cells using a baculo virus

The stability of a given compound could be assayed against a full colecuion of these
individual DMEs or a cockim} there of as a primary screen for stability to Phasel

metabolism,

2} Liver Microsomes o
Screening for metabolic stability using Microsomes is the most popular way of looking
at a compound’s stability to ﬁlost, but not alf important metabolic transformations.
Microsomes from many different species (mouse, ral,. monkey, etc) including man are
commercially available & are stable for months when kept at 80" C although their

3%
Y

&
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- activities drop off at room temperature after an hour or two mak.mo them less useful for
long time-course experiments. .

3) Liver Cytosol & S9 Sub cellular Fraciions
Hepatic Cytosol contains three mmportant scluble DMEs that aren’t found in
Microsomes, N-acetyl transferase (NAQ). Sulfotransferase (SULT sometimes
abbreviated ST) & ghitathione S- transferase (GST) ‘When the appropriate co-factors like
Acetyl CoA for NAC are added stability to these three comjugating enzymes can be
studied.
4) Hepatocytes
Fresh primary human Hepatocytes are the gold standard for metabolism research.
Advances in cryopreservation techniques have recently made it possible to store frozen
human Hepatocytes for up to a year, then out & usesthem with only a slight loss of

actmty{’ As a result, human Hepatocytes stability screening has become widespread in
drug discovery recently>

Improvmg Metabolic Stability

1) Metabolic Identification
Knowing what the compound's metabolic hotspots are, structural modifications to
prevent these reactions can be carried out if the aim is to prolong in vive exposure to the
paremt compound, which 1s normally the case except for prodrugs & ante drugs.

2) Structural Modifications to Improve Metabolic Stability
Stte-direcied methods
»  Replace atoms (i.e., witha bioisostere) at the site of metabolism
* Alter clectronic or steric effects to disfavor metabolism

Llpophlllul\h directed method
» Reduce Log P {or Log D} by adding in polarity

“If you can’t beat'em....... > method

* Pre-form a siable active metabolite

Key points about metabolic stability
Metabolic stability is normally essential for good PK properities.
Commonly observed metabolic reactions include the following;

* Hydrolysis of esters and amides{phasel)
* Hydroxylation of arenes and alkanes(phase])
* Epoxidation of alkenes and alkynes(phasel)
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~are done by LC/MS.

:and such software is now commercially available.

= oxidations at heteroatom’s(ﬁhase])
* O-N-or S-GLUCURONIDATION (phase2)

Metabolic stability is typically assessed by incubation with liver Microsomes or Hepatocytes.

Fixing a metabolic stability problem mighit:

Cause new instability somewhere else on the molecule.
Deerease cell stability and absorption.

LEAD to faster excretion.

Turn the compound into CYP inhibitor.

Not improve stability in a different species.

Ways to increase metabolic stability include the following?

Bioisosteric replacement at the metabolic site altering clectronics, sterics or conformation 1o
disfavor metabolism. Reducing Log P by adding in polar groups pre-forming an active active
metabolite.

Plasma protem Binding T

Plasma protein binding reduces the amount of free drug available to the target

= It conalso however, increase a compound’s in vivo half life
* Many marketed drugs display high plasima protein binding.
* Many acidic compounds bind to albumin many basic ones to AAG.

* Species differences in plasma protein.binding are common.

Measuring plasmma protein binding:

1} Equihibrium dialysis is considered the “gold standard” method. A sample of the compound in
plasma at PH7.4 and at 37_C is dialyzed through a membrance with a 10kDa cut off into bufter
for some hours. After standard sample preparation, detection and quantitation of both solutions

2) Ultra filtration - centrifugal force is applied for a few minutes to a sample of the compound in
a plasyna . pushing the unbound [raction through a permeabihty selective membrane. LC/MS
analysis of the ulirafilterate and retenate is then donec.

3) Computational methods - for predicting plasma protein binding have appeared in recent years,




Plasina protein Binding can be minimized by:-

*  Removing or reducing acidity.

*  Adding in amines.

*  Lowering Lipophilicity.

*  Given enough mformation, using SBDD to disfavor binding.
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Poorly soluble drugs(solubility less than 500nm Jare processed rapidly( &
in small quantities)as nan suspensions that are stabilize either in
suspension or frozen or lyophilized. The suspension is tested in animals
for efficacy & the process is repeated tteratively till the hit compounds

with desired efficacy is identified.

More rigorous testing can be ‘performed at this stage to assess the
formulation before scale up.
It is anticipated that other versatile technologies with rapid screening

functionalities might also be used in a similar fashion.
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COHORT STUDY
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RR(odds ratio)
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6.0

BRIEF RESUME OF THE INTENDED WORK

6.1) Need for the study

Surgical site infection is a type of healthcare-associated infection in which a wound infection occurs
after an invasive (surgical) procedure. Surgical site infections have been shown to compose up to 20%
of all of healthcare-associated infections. At least 5% of patients undergoing a surgical procedure
develop a surgical site infection. Most surgical site infections are caused by contamination of an
incision with microorganisms from the patient's own body during surgery.

Surgical site infettions can have a significant effect on quality of life for the patient. They are
associated with considerable morbidity and extended hospital stay. In addition, surgical site infections
result in a considerable financial burden to healthcare providers. Advances in surgery and anaesthesia
have resulted in patients who are at greater risk of surgical site infections being considered for

_ surgery.'

CLASSIFICATION: S

There are 3 different types of surgical site infection defined by the Centers for Disease Control and
Prevention (CDC). In the criteria put forth by the CDC, SSls are classified as either meistonal or
organ/space, with incisional SSIs being further sub classified as superficial (involving only skin and
subcutaneous tissue) versus deep (involving underlying soft tissue) Centers for Disease T
1)Superficial Incisional SS1

Infection occurs within 30 days after the operation and infection mnvolves only skin or subcutaneous
tissue of the incision.

Deep Incisional SS1

Infection occurs within 30 days after the operation if no implant is left in place or within 1 year if
implant is in place and the infection appears 1o be related 10 the operation and infection involves deep
soft tissues {eg. fascial and muscle layers).

3)Organ/Space SSI

Infection occurs within 30 days after the operation if no implant 1s left in place or within 1 year if
implant is in place and the infection appears to be related to the operation and infection involves any
part of the anatomy (eg. organs or spaces), other than the incision, which was opened or manipulated

- . 4
during an operation”.

SYMPTOMS:
An SSI may cause:

+ Fever more than 100.5°F 48 hours or more after surgery
+ Chills

» Fast heart rate

» Chest pain

988




» Symptoms in the area where the surgery took place:
Redness

Drainage

Pus

Pain

Swelling

Bad odour

0O 0 0o 0 0

RISK FACTORS:
The risk of SSI is increased by factors that:

» increase the nsk of endogenous contamination (for example, procedures that involve parts of
the body with a high concentration of normal flora such as the bowe])

» increase the risk of exogenous contamination (for example, prolonged operations that increase
the length of time that tissues are exposed)

» diminish the efficacy of the general immune response (for example, diabetes, malnutnitidon, or
immunosuppressive therapy with radiotherapy, chemotherapy or steroids) or lecal immune
response (for example, foreign bodies, damaged tissue or formation of a haematoma).*

The degree of risk for an S8 s linked to the type of surgical wound you have. Surgical wounds can
be classilied in this way:

. Clean wounds. These are not inflamed or contaminated and do not involve operating on an
internal organ; the risk for an S81in this type of wound is less than 2 percent.

. Clean-contaminated wounds. These have no evidence of infection at the time of surgery, but
do involve operating on an intemal organ; the risk for SSI is less than 10 percent.

. Contaminated wounds. These involve operating on an internal organ with a spilling of contents
from the organ into the wound; the risk for SSI is 13 to 20 percent.

. Dirty wounds. These are wounds in which a known infection is present at the time of the
surgery; the risk for SStis about 40 percent.’

TREATMENT:
Medicines:
The following medicines are commonly administered:

* Antibjotics: This medicine is given to help treat or prevent an infection caused by bacteria.
Antibiotics are warranted when local cellutitis or wound necrosis is present®




Medicines to treat pain, swelling, or fever: These medicines are safe for most people to use.

However, they can cause serious problems when used by people with certain medical conditions.
Treatment options:

Cleansing: Cleansing may be done by rinsing the wound with sterile (clean) water.

Debridement: This is done to clean and remove objects, dirt, or dead skin and tissues from the

wound area. Caregivers may cut out the damaged areas in or around the wound.

Hyperbaric oxygen therapy: This is also called HBO. HBO is used to get more oxygen into

your body. The oxygen is given under pressure to help it get into your tissues and blood.

Negative pressure therapy: This is also called vacunm-assisted closure (VAC). A special foam

dressing with an attached tube is placed inside the wound cavity and tightly covered.

infection. They may also help provide pressure to decrease swelling,.

Wound dressings: Dressings (bandages) are used to protect the wound from further injury and
7

6.2) REVIEW OF LITERATURE:

A

» A study was conducted by Cheng K et al to determine risk factors for surgical site infection in

a teaching hospital which included 1138 patients. The study included patients who underwent
breast, hernia, esophagus, stomach, appendix, colon or rectal surgery in range of 2-92 years
old. Risk factors assessed were type of operation, wound classification, volume of blood loss,
blood transfusion, risk index, duration of surgery, diabetes, cancer, gastrointestinal catheter,
urinary catheter, post operative drainage and pre-procedural WBC count could be regarded as
potential indicators of SSI and that relevant preventive measures should be taken to reduce SS1
and improve patient outcome °

A study was conducted by Justin E Richards et al to detenmine Stress-Induced Hyperglycemia
as a nisk factor for surgical-site infection in non-diabetic Orthopaedic trauma patients admitted
to the intensive Care Unit. This study included one hundred and eighty-seven consecutive
trauma patients with isolated orthopaedic injuries. Blood glucose values during initial
hospitalization were recorded. The admission blood glucose (BG) and hyperglycemic Index
(HGI) were determined for cach patient. Perioperative infectious complications found were
pneumonia, urinary tract infection (UTI), surgical-site infection (SSI), sepsis. Stress-induced
hyperglycemia demonstrated a significant independent association with SSI’s in non-diabetic
orthopedics trauma patients who were admitted to the ICU.°

A study was carried out by Margaret A Olsen et.al to determine risk factors for surgical site
infection following major breast surgery. A retrospective case control study design was used to
determine independent risk factors for surgical site infection in subjects selected from a cohort
of patients who had undergone mastectomy, breast reconstruction or reduction surgery




Y

between January 1998 and June 2002 at a tertiary care university affiliated hospital. The
medical records of 57 patients with breast SSI and 268 randomly selected uninfected were
taken-as case selected for control were reviewed. Suboptimal prophylactic antibiotic dosing is
a potentially modifiable risk factor for SSI following breast surgery. Risk of SSI was increased
in patients undergoing mastectomy and in patients who had an implant or tissue expander
placed during surgery. Knowledge of these risk factors can be used to develop a specific risk
stratification index to predict SSI in breast siirgery and infection preventive strategies tailored
for-breast surgery patients'?.

A study was conducted by Albert F Pullter Gunne et al to determine incidence of surgical site
infection following adult spinal deformity surgery. This study was retrospectively performed
on a large case cohort of all adult patients who underwent surgery for kyphosis or scoliosis.
Preoperative patient characteristics including age, gender, weight, Presence of obesity , co
morbidities, use of non steroidal anti inflammatory drugs, serum albumin level, serum protein
level and serum white blood cells count were recorded. In this retrospective cohort analysis,
830 adult patients underwent surgery for a spinal deformity (kyphosis/scoliosis), 46 patients
{5.5%) developed a SSI, out of which 17 patients (2.0%) had an isolated superficial SSI, and
29 patients (3.5%) had a deep SSI. Obese patients were found to have an increased risk for all
types of SSI, while patients who had a prior SS} were at increased risk for recurrent SSIL An
anterior/posterior procedure on the same day has a tendency to increase the risk for_SSI. By
understanding these findings, protocols can be developed to decrease the rate of SSI in this
high risk population'". '

A study was conducted by Tingting Ren et al to determine risk factors for surgical site
infection of pilon fractures. The medical records of al} pilon fracture patients who underwent
surgical fixation from January 2010 to October 2012 were reviewed to identify those who
developed a surgical site infection. A total of 519 patients were enrolled in the study from
January 2010 toOctober 2012. This study included patients aged above 18 years who
underwent surgical {ixation of a pilon fracture during the study pertod; and at least 12 months
of clinical and radiographic follow-up. Patients exhibiting the risk factors identified in this
study were counseled regarding the possible surgical site infection that may develop after
surgical fixation.'?

A study was conducted by AeuMuro G.Lake et al to determine surgicai site infectiorn
following cases during the hysterectomy. They conducted a cross sectional analysis of the
2005-09 American Coliege of Surgeons National Surgical QQuality Improvement Program used
the data files to analyze case of hysterectomies. A total of 13,822 women were included in
their final analysis. Their finding of the decreased occurrence of superticial SSI after vaginal
approach for hysterectomy reaffirms the role for vaginal hysterectomy as the route of choice
for hysterectomy.'® «

A study was conducted by Jadranka Maksimovic et al to determine surgicat site infections in |
orthopedic patients. A 6-month prospective cohort study on 227 patients, with 30 days of
patient follow-up after surgery, was conducted at the teaching hospital in Belgrade. They
collected patients’ basic demographic data and data on underlying disease status, surgical

procedures, preoperative preparation of patients, and antibiotic prophylaxis. It was found that




there is a high incidence of surgical site infections in orthopedic patients in Serbia in
comparisen with developed countries and some developing countries. Points for intervention
could be reduction of personnel during surgery, better treatment of wounds, decreasing ASA

score and reduction of the time between surgical site shaving and the intervention.'

> A study was conducted by Francois Durand et al to determine whether smoking .was a risk
factor for organ/space surgical site infection in orthopaedic surgery with implant materials.
This study included a prospective cohort of 3,908 patients from June 2003 to December 2006.
Smoking was found to be a significant risk factor for organ/space SSI. A significant difference
between smokers and non-smokers for surgical wound complications (hematoma, discharge or
wound dehiscence) during the period between surgical procedure and discharge from

hospital.”

A7

A study was conducted by Demisew Amenn et al to determine surgical site infection rate and
risk factors among obstetric cases of Jimma university specialized hospital in southwest
Ethiopia. It was seen that surgical site infections rates are higher than acceptable standards
indicating the need for improving antenatal care, Increasing the number of skilled birth
attendants at the local clinics, increasing basic and comprehensive emergency obstetric care
services, applying improved surgical techniques and improving infection prevention praciices
to decrease infection rate to acceptable standard.'®

N/

A study was conducted by Keith S.Kaya et al to determine the impact of surgical site infection
on older operative patient. Retrospective matched outcomes study was used in eight hospitals
including Duke University Medical Center and 7 community hospitals. On the Patients > 65
years old undergoing surgery from 1991-2003. Cases were defined as patients who developed
deep incisional or organ/space SSI and controls were operative patients who did not develop
SSI. Controls were frequency matched to cases by type and year of operative procedure and by
hospital in a 1:1 ratio. In this study they measured mortality, duration of hospitalization
(including re-admissions) and hospital charges for the 90 days following surgery.1,337
patients were enrolled in the study: 561 cases with SS1 and 576 control patients without SSL
Among elderly operative patients, SSI was associated with an almost 4-fold increase in
mortality, 2 mean attributable duration of hospitalization after surgerv of 15.7 days (95% CI

13.9, 17.6) and mean attributable hospital charges of $43,970 (95% CI $31,881, $56,060). &

6.3) OBJECTIVES OF THE STUDY :

1. To identify the"risk factors associated with surgical site infection (SSI)
2. To study drug therapy given during the SSI

7.0) MATERIALS AND METHODS :-

7.1) Source of Data:

1. Treatment chart/case sheet, lab report.




7.2) INCLUSION CRITERIA:
Hospitalised in-patients undergoing surgery in the department of surgery at Kims hospital and

research center

7.3) EXCLUSION CRITERIA .
OPD procedure and other types of healthcare infection that mainly affect surgical patients are
postoperative respiratory and urinary tract infections, bacteraemias(including methicillin-resistant
Staphylococcus aureus infections and intravascular cannula infection) and antibiotic-related
diarrhoeas(particularly clostridium difficle enteritis).

7.4) METHOD AND COLLECTION OF DATA:
Data will be collected from in-patients who are undergoing emergency and elective surgeries.
Direct observation of wound health professional from the department of Surgery.

Identification of potential risk factors:
e Agc
e Sex ——
s QObesity
¢ Chronic disease
¢ Days spend preoperative/Number of days
+ Previous hospitalization within past 2 weeks
* Intra-operative finding of infection
* Duration of surgery/Less than 60 min or greater than 60 min
* Drain or inserted
* Antibiotics administration if yes, details of antibiotic
¢ Wound classification (clean/clean contaminated/contaminated/dirty)
* Days spend at hospital postoperatively

I » Nature of surgery {elective or emergency)
I s Preoperative shower
Drug therapy:
Drug given
First dose

* previous days

e inward >120 min before incision
o inward <60 min

* inward between 60 to 120 min

« mOT

s after incision




Intraoperative dose(Yes/No)

Last dose

7.5) Duration of the study: The study will be conducted for a period of 6 months.

7.6) Place of Study: Surgery department ,KIMS hospital Bangalore

7.7) Does the study require any investigation or intervention to be conducted on patient or other
humans or animals if so, please describe briefly

-No- @

7.8) Has ethical clearance been obtained from your Institution?
Applied for ethics commitiee for the approval. !
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G\INY_GO1_CRF_Template_Version 2 060013 (1).coc

T

CASE REPORT FO
Trial Title

Short Title/Acronym

Chief Investigator:

Sponsor Number: XX/ XXXX

EudraCT Number;: XXX X-XXOOXX-XXX
Name of site:

CRF Version Number: X, XX/XXX/XXXX

rPatient initials Subject No.

' Screening No. Centre No.

%15

SHORT STUDY TITLE., Study CRF Version X Date XXDOO0U%




< Short Title/Acronym> . L Spomsor | e XL 1 EX X | X | X

“No.

Subject/Scr]
eening No.

Patient Site
Initials

(DD 7/ MMM /YYYY)

Informed Consentg

Date

participant/relative ——d___ 1 ___ _ __ | Dateoffirsttrial-related _ _;

signed written : (DD 7 MMM/ YYYY) procedure: (DD / MMM 7 YYYY) @
consent form:

Name of person taking informed consent: s“ﬁ

Demographic Data: ‘ — =

1 !
bate of Birth- ~ —— ———'————
(DD I MMM / YYYY)

Ethinicity:
White White British [ | | White Irish [ | White Other [ |

. White & Black 7 | White & Black — ite & Asi i | Other mixed

HE . H ! A i
Mixed race Caribbean Afsican — | White sian {: background D
Asian or Asian : . 1 : . Other Asian
. = P

Rritish Indian D Bangladeshi {1 akistani D background D
gf_i?skhor Black Caribbean D African : Black Other D

ritish ;
Chinese or - : - oY . I s

| (pl T | :

other ethnicity Chinese i_i | Otner |1 (piease specify) |
Sex: D Male

L__| Female

]

T NERTI S e

Completed by:
Name Signature Date
* Record the comment on the protoco! deviation/violation log. §__6

SHORT STUDY TITLE, Study CRF Version X Date XXDOOUXXXX ’ 5




"< Short Title/Acronym> . Seemeor [ I Ty T o I x [
, _ . No.

Subject/Ser Patient Site

eening No. Initials : Name

ENING) MEDICAL HISTORY =

(DD 7 MMM /YYYY)

Has the patient had any relevant medical history? [1No [] Yes, Complete below
Or tick if
. N . Start date Stop date ongoing at
Condition / illness Jsurgical procedure (DDMMM/YYYY) (DDMMMAYY YY) Screening
. Visit?
! ! / !
@ L I L]
! ! I 0 ;
@ ' / ! i / L]

g I P L]
& . / / Ik .
& / ! / / O

Ay

/ / i / D
L1
f / / !
/ / 1 ~
! / ! / . D
- I/ ! / ) [

Completed by: .
Name Signature Date
* Record the comment on the protocol deviation/violation log:

SHORT STUDY TITLE, Study CRF Version X Date XXUXXX/XXXX




< Short Title/Acronym> .\ﬁp""s‘" XIx|[/7Ixix|x!lx
'No. '

Subject/Scr] Patient . Site

eening No. Initials Name

(DD 7 MMM /YYYY)

Was Physicai Examination performed? [1Ne "] Yes, Complete below

*If noted ABNORMAL, please provide
brief description and comment if
clinically significant or not (CS/INCS)

Not

System Abnormal | Normal done

General Appearance

CJ

Skin

Eyes, Ears, Nose & Throat

Head, Neck & Thyroid

Cardiovascular

Respiratory

Abdomen

Extremities

Genitalia

O|/0D|o 0 Cc|Do0l0D|O
o,o/olo|oo|go|lo;o
ooy o|/oo|o0o0aglo

1 Anorectal

- ! : &

Lymph Nodes

(J
[J

Muscular-Skeletal

Neurological

R

O-4a| O
(R O O
OO0

Others (please specify)

Completed by: ™

Name Signature Date 5
* Record the comment on the protocol deviation/violation log.

S

3
’oo

SHORT STUDY TITLE, Study CRF Version X Date XXLOOUXXXX . oy




< Short Title/Acronym> ) \, Sponsor VX X1/ XX{x|x

* "No.

Subject/Scr
eening No.f

Patient Site
Initials

. VISIT 1 (SCREENING) VITAL SIGNS & ECG

Were Vital Signs performed? [ INo {comment below} [ ] Yes, Complete below

Comment*:

Date of Vital Signs: - T T T
(DD / MMM /YYYY)

Time of Vital Signs:

HH:MM
Blood Pressure supine/standing/seating : e— 4 mmHg
Pulse: _ __  beats/min
Weight: . kg Height: .  m N
Orall Tympanic Temperature: . °C

W ECG perf d? []No (comment below) [] Yes, Complete below
as an performed?

Comment™;

Date & Time of ECG:
(DD / MMM,/ ¥YYYY) HH:MM

[(] Within normal limits

£1 Abnormal, NOT clinically significant
The ECG is: =

[T Abnormal, clinically significant, please specify:

Completed by, -
Name Signature - Date
“ Record the comment on the protocol deviation/violation log.

SHORT STUDY TITLE. Study CRF Version X Date XXI00U000K




%
g

< Short Title/Acronym> . JSeomsor Ly I [ 7 P [ x [ x [ x
' No,

SubjectSer] - Patient Site

eening No. Initials Name

. VISIT 1 (SCREENING HAEMATOLOGY = =

Clinical Haematology Laboratory tests - [T No (comment below) [ ] Yes, Complete below
performed? _
. Comment:

Date of Sample:
{DD | MMM /YYYY)

Time of Sample
- HH:MM

[INo { 1 Yes, Complete below

Was laboratory sample taken at different hospital

to <insert investigator's site lab name>? Laboratory name / Location:

HAEMATOLOGY Value Unit {site to If parameter indicated as out of
pre-complete normal range on report, please
Laboratory Parameter prior to the check if clinically significant:
finalization of
the template)
WBC I No [ ]Yes
RBC [ Ne [JYes
Hb } [ TNo [ Yes
HCT M No TlYes
MCV [CINo f]Yes
MCH | [INo [ ]Yes
PLT 7 "INo []Yes
NEUTROPHILS L] No [ Yes
LYMPHOCYTES : [iNo [ 1Yes

Completed ‘by: -
Name Signature Date
* Record the comment on the protocol deviation/violation log. —’:ﬁ—é

SHORT STUDY TITLE, Study CRF Version X Date XXXOOUXXXX




< Short Title/Acronym> - BN 290"50' X{X|/ XXX
. ' NO,
Subject/Scr] Patient Site
eening No.| - Initials Name
MONOCYTES [(INo  [Jves
EOSINOPHILS [INo  [Yes
BASOPHILS [INo  [OYes
RETICULOCYTES [(JNe  [Yes

__VISIT 1 (SCREENING) BIOCHEMISTRY =~

Clinical Biochemistry Laboratory tests
performed?

[ No {comment below)

Comment:

[] Yes, Complete below

Date of Sample:

(DD / MMM / YYYY)

Time of Sample

HH: M
{JNo [] Yes, Compiete below
Were laboratory samples taken at different
hospitai other than <insert investigator’s site lab Laboratory name / Location:
name>? :
s | .
BIOCHEMISTRY Value Unit (site to if parameter indicated as out of
pre-complete normal range on report, please
Laboratory Parameter prior to the check if clinically significant:
tinalization of
the template)
SODIUM [1No (1 Yes
POTASSIUM i INo [ Yes
CHLORIDE 1No []Yes
BICARBONATE [1No [1Yes
Completed by:
Name Signature Date

* Record the comment on the protocol deviation/violation log.

SHORT STUDY FITLE, Study CRF Version X Diate XX/ OOUKXX

391



< Short Title/Acronym> Seomsor Py T T Tx [ [ x [ x
coning No. Patient ste | Name

UREA ~ []No ] Yes
CREATININE  ONe  [Yes
TOTAL PROTEIN L [INo  []Yes
TOTAL BILIRUBIN ONe  [JYes
ALBUMIN [INe  [Yes

ALK PHOS [ONo  [JYes

ALT (I No [ Yes
AST ' [(INo  [JYes J
CALCIUM [ 1No ] Yes &=

Clinical <insert assessment> Laboratory tests [L] No (comment below) [ ] Yes, Complete below

performed?
Comment *:

Date of Sample: :
(DD / MMM | YYYY)

Time of Sample

HHMM &

[ INo (1 Yes, Complete below

Was laboratory sample taken at different hospital
to <insert investigator’s site lab name>?

Laboratory name / Location:

Completed by:
Name Signature Date &3
" Record the comment on the protocol deviation/violation log.

* 299

SHORT STUDY TITLE, Study CRF Version X Date XXNOCUXX XX




< ShOrt 'l:itIeIAcronym> N :}:‘msor xIx]/7IxIxIx[x
coming No. patient Ste | Name
<INSERT ASSESSMENT> | Value Unit {site to if parameter indicated as out of
pre-complete normal range on report, please
Laboratory Parameter prior to the check if clinically significant:
finalization of S
the template)
[ 1No []Yes
[ ]No [1Yes
i INo []Yes
[ INo CJYes
[[I1No []Yes
CINo []Yes
T No L1Yes |
[ No [] Yes
[ 1 No [[1Yes
[]Ne [ 1Yes
[ 1No [}Yes
L1 No []Yes
1 No [ 1Yes
Completed by-.
Name Signature bate

" Record the comment on the protocol deviation/violation log.

SHORT STUDY TITLE, Siudy CRF Version X Date XX/XXX/XXXX

2973



< Short Title/Acronym> . \Aﬁpc’”-“"f X|[X1/ X‘ XiX .X

Subject/Scr
eening No.

Patient Site

Initials

Date of Assessment: i) /

(DD 1 MMM /YYYY)

Is the participant taken any concomitant medications at
screening or <insert time frame as specified in protocol> E1No L] Yes, Complste below
Reason for use Q_ri;ick
Medication {Medical History Bose Freque | Route Start Date Stop Dat .
{Record Generic or diagnesis or other and a p Late engoin
trade name) reason, e.9. unils ey (DDAIMMAYYYY) (DDEMMMAYYY) Sg:‘:n.
Prophylaxis) ng ‘.’isi; @
1. ' : O]
) ) ) - /
2 L]
/ / f !
3 ]
/ I/ ! ! - |
4 0
/ / ! /
5 L]
/ / / !
6 ]
! ! ! !
7 (]
/ / ! !
8 i
i ! ! f @
T
9 2
/ ) / /
10. ) 1 =5
! / 1 &

Completed by: -
Name Signature Date
* Record the comment on the protocol deviation/viclation iog.

SHORT STUDY TITLE, Study CRF Version X Date XX/XXX/XXXX




< Short Title/Acronym> ,, Seensor [y Ty T T'x

*'No.

Subject/Scrj
eening No.f

Patient
Initials

Date of Assessment; ! )

(DD / MMM /YYYY}

Site

—VISIT 1 (SCREENING) SMOKING / ALCOHOL STATUS =

Has the participant ever smoked? [ ] No

'] Yes, Complete below

Participant’s average daily use:

Date when smoking ceased:

- Number of cigarettes : _
- Number of cigars :
- Number of pipes :

- Number of cigarettes :

(] Cuwrrent Smoker : E:QEE; 2; ;2?)2;5: :_ :
Smokedfor ____ monthslyears
Smokedfor_____monthsiyears

(DD 7 MMM 7 YYYY)

! Former smoker When smoking, participant’s average daily use:

Participant’s alcohol consumption

- Number of units of wine :

- Numberof unitsofbeer: __

|- Number of units of spirits . __
{see pretocol for definition of units)

Participant’s average consumption per <insert time frame stated in protocol>:

Completed by:.

Name Signature
" Record the comment on the protocol deviation/violation fog.

SHORT STUDY TITLE, Study CRF Version X Date XXDOCUXXXX

Date

595



< Short Title/Acronym> L Sponser e I X | 7 I X[ XXX ,
' NO. o
5
Subject/Scr Patient Site ¢
eening No. Initials | Name
Date of Assessment: ] !

(DD | MMM JYYYY)

The following criteria MUST be answered YES for participant to be - Yes

included in the trial (except where NA is appropriate):

1. £l

2, £l

3. L

4, Ll

5 tJ

6. ]

7. J

8. ]

g, UJ

If any of the above criteria is answered NO, the participant is NOT eligible for the trial and must not
be included in the study. Please list reason(s) for ineligibility for screen failure on Participant

Eligibility Review page.

Completed by: .
Name Signature Date 5
“ Record the comment on the protocol deviationfviolation log.

SHORT STUDY TITLE, Study CRF Version X Date XXXXXXXXX




< Short Title/Acronym> , Sponsor |y Xl J [ X XXX

* No.

Subject!Scr _ Patient Site
eening No.

Name

Initials

- VISIT 1 (SCREENING) EXCLUSION CRITER

Date of Assessment: I I

(DD / MMM / YYYY)

The following criteria MUST be answered NO for the participant to be included in No:
the trial: . )

N O
2 SO O
3 SO O
4. ool O
5. n (]

8 e 1
2 g 3 0
8. e (I
9 SLE N
10. O 0l

i any of the above criteria is answered YES, the participant is NOT eligible for the trial and must not

be included in the study. Please list reason(s) for ineligibility for screen failure on- Participant
Eligibility Review page.

Completed by

Name Signature Date
" Record the comment on the protocol deviation/violation log. —g—i——_—?——

SHORT STUDY TITLE, Study CRF Version X Date XX/XXX/XXXX




< Short Title/Acronym> - ppemser XX XXX X
* NO,

Subject/Scr| Patient ‘ Site

eening No. Initials Name

(SCREENING) PARTICIPANT ELIGIBILITY REVIEW

End of Screening Visit Checklist:
_ Yes | No
| 1. Does the participant satisfy the inclusion and exclusion criteria to date? a M
2. Have all Screening Visit procedures been completed? 0 0
3. Have the Medical History and Concomitant Medication pages been
completed? | a
4. Is the participant still wiliing to proceed in the trial? B 0
Participant’s eligibility Investigator Sign-Off:
Is the participant eligible to take part in the Clinical Trial? []Yes - - i
&
Investigator’s Signature: Date: __ _ /_~ _7____ _ []No, Please give
(0D / MMM/ YYYY) reason for screen
failure below
Investigator’s Name:
Reason(s) for screen failure:
1.
2
3.
25
%
Completed f}y: N 25
Name Signature Date £

" Record the comment on the protocol deviationfviolation log.

SHORT STUDY TITLE, Study CRF Version X Date XX/XXX/XXXX : &2




< Short TitieIAcronym> yoSpensor iy X /XXX X

»'No.

Subject Patient © Site
No. Initials

Participant Randomisation/Enrolment

Participant study Number allocated:

Date of Randomisation/Enrofment:

(DD / MMM /YYYY)

Completed by

Name Signature Date
* Record the comment on the protocol deviation/violation log. —_

SHORT STUDY TITLE, Study CRF Version X Date XXRUOUXXXX




< Short Title/Acronym> - L Seemsor e b b I e [ [ x

* No.

Subject Patient | - site
No. Initials '

_VISIT X <INSERT VISIT NAME> CHECKLIST

‘ t !
i Date of Visit: . T T T
- - (DD / MMM /YYYY)
Visit Checklist:
Yes No
1 | Have there been any new Adverse Events? [] [ b
| (if yes, please record in Adverse Events page) 2
2 Have there been any changes in Concomitant Medications? n (]
" | (ifyes, please record in Concomitant Medications Log)
3 Add further assessments required at each visit, amend the following pages to fit O [F-{-
" | your requirements s
4. £] O] )

Completed by: ™

Name Signature Date @
* Record the comment on the protocol deviation/violation log.

SHORT STUDY TITLE, Study CRF Varsion X Date XX/XXX/XXXX T Q;;




< Short Title/Acronym> o Seemsor e b x [ £ I XX x ] x

No.

Subject Patient ' Site
No. ' Initials

* . VISIT X <INSERT VISIT NAME> PHYSICAL EXAM

Date of Assessment: ! !

(DD / MMM /YYYY)

[[] No (comment Below) [] Yes, Complete below
Was Physical Examination performed? |
Comment*:

* CHANGED from previous examination or
new abnormality noted, please provide brief
description and comment if clinically
significant or not (CS/NCS). IF CS consider if it
is an AE and add to log (if appropriate)

Not Not

System Changed Changed | done

General Appearance |

" Skin

Eyes, Ears, Nose &
Throat

Head, Neck &
Thyroid

Cardiovascular

Respiratory

Abdomen

Extremities

Genitalia

Anorectal

000000l o,0 0.

Lymph Nodes l

Muscular-Skeletal

Neurological

Others (please
specify)

O/ 0|0 |/0/gojo|o!'oo|o | og|g)fd
D00 o|oloyg|/Q|olo|lo|ga

010 0d

Completed by:

Name Signature Date
" Record the comment on the protocol deviation/violation: log. _—

SHORT STULY TITLE, Study CRF Version X Date XUXXX/XXXX




ted Sl

{ Was laboratory sample taken at different hospital

< Short Title/Acronym> _ ﬁpf’”s‘” X| X / XX 'x X
. No,

Subject | Patient Site Name

No. Initials

| - VISITX <INSERT VISIT NAME> BIOCH

Clinical Biochemistry Laboratory tests ‘D No (Comment Below) [] Yes, Complete below

? .
performed? Comment*:

Date & Time of Sample: = @ ——'——t— o
(DD 7 MMM ! YYYY) HH:MM

[ 1No [] Yes, Complete below

to <insert investigator’s site flab name>? Laboratory name / Location:

BIOCHEMISTRY Value Unit {site to if parameter indicated as out of
pre-complete normal range on report, please
Laboratory Parameter prior to the check if clinically significant i+ ~
finalization of | CS consider if it is an AE and add
the template) fo log (if appropriate}::
SODIUM ] No [] Yes
POTASSIUM [iNo [ IYes
CHLORIDE [JNeo []Yes
BICARBONATE [1No L[] Yes
UREA : "I No []Yes
CREATININE _ [T Ne []Yes
TOTAL PROTEIN [ 1No [Yes
TOTAL BILIRUBIN []No L1 Yes
ALBUMIN . M No [ 1Yes
ALK PHOS . | [INo [1Yes
ALT [ 1No [1Yes
AST [ ]No 1 Yes
CALCIUM [ INo [ Yes

Completed by

Name Signature Date
“ Record the comment on the protocol deviation/violation log.

SHORT STUDY TITLE, Siudy CRF Version X Date XXAOUKXXXX

SLEk
Haiaid
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< Short Title/Acronym> v ip"”s‘” XiX1I/7IXIXIXIX
_ . . No.

Subject { Patient Site Name

No. nitials

- VISIT

X <INSERT VISIT NAME> <INSERT ASSESSMENT> =

Clinical <insert assessment> Laboratory tests [ .No (Comment Below) [] Yes, Complete below

performed?

Comment*:

(DD / MMM /YYYY) HH:MM

Daté & Time of Sample:

[ No [] Yes, Complete below

Was laboratory sample taken at different hospital Laboratory name / Location:
to <insert investigator’s site lab name>?

<INSERT ASSESSMENT> Value Unit If parameter indicated as out of
normal range on report, please
Laboratory Parameter check if clinically significant IF_ |
CS consider if it is an AF and add
to log (if appropriate):::
MINo []Yes
[ I No []Yes
[INo [1Yes
[CiNo []Yes
1No (] Yes
[ No [1Yes
[T No [1Yes
[ 1 No [ ]Yes
[ ]No ] Yes
[ 1No F]Yes

Completed by:
Name Signature Date
" Record the comment on the protocol deviationiviolation log.

SHORT STUGY TITLZ, Study-CRF Version X Date XXOOUXXXX




< Short Title/Acronym> JSeonsor fy X /I XX XX

“No.

Subject . Patient Site Name
No. : Initials

VISIT X <INSERT VISIT NAME><ASSESSMENT PERFORMED>

<Insert other assessments>

Completed by: ™
Name Signature Date
* Record the comment on the protocol devistion/violation log.

SHORT STUDY TIILE, Study CRF Version X Date XOUXXX/XXXX




<Sh6rtTitleIAc.ronym> . v iponSOr xIx]/ixIxIxIx
: - No.

‘Subject _ Patient Site
' Initials.

VIS!T X <INSERT VISIT NAME> TRIAL MEDICATION

No.

_ADIMINSTRATION

<Insert name of trial medication> Administration

CHOOSE APPROPRIATE DOSING/DISPENSING TABLE FOR YOUR PROTOCOL
AND MODIFY AS REQUIRED '

Date of Dosing Time of Dosing Dose Comment ONLY if dose
(DD/MMM/YYYY) {24 hnr} (including units) | delayed, interrupted, reduced
or altered
/ /
/ / |
Start date of dosing Stop date of dosing Dose delgogirr‘i?}?etr?li\l';: dlfr(ic:iiie d
(DD/MMM/YYYY) {(DDMMM/YYYY) (including units) yed, pted,
or aitered — L
| i / /
/ / ! /
INFUSION
Date of Infusion Start time of Stop time of infusion Dose Comment ONLY
{DD/MMMIYYYY) infusion (including units) | if dose delayed,
. interrupted,
reduced or
altered
/ /
I , ,
L / / !
Completed by:
Name Signature Date

* Record the comment on the protocol deviation/violation log.
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SHORT STUDY TITLE, Study CRF Version X Date KXIXXXSKKXK




< Short Title/Acronym> | JSponsor | % | X JIxIx X X

o. o

'

Subject Patient Site Name
No. . Initials

 VISIT X <INSERT VISIT NAME> TRIAL MEDICATION

DISPENSING

DISPENSING @

Date of Dispensing IMP Quantity Dispensed <Daily> Dose Comment ONLY if dose &

(DD/MMM/YYYY) {no. tablets/ {including units) | delayed, reduced or altered
pens/patches)

e, =
Note: add more rows depending on how IMP is dispensed and @
Returned @
RETURNS (add to subsequent visit)

Date of Returning IMP Quantity Returned Comment on compliance &
{DD/MMM/YYYY) {no. tablets/ -
pens/patches) %

/! |

@
&
@
&

Completed By
Name Signature Date
* Record the comment on the protocol deviation/violation log.

SHORT STUDY TITLE, Stucy CRF Version X Date XX/XXXXXXX




< Short Title/Acronym> Sponsort X | X X
. No.

Subject Patient Site | Name

No. Initials

~ TRIALCOMPLETION

[] Yes, Please provide date of last visit:

(DD /MMM /YYYY)

Did participant complete the trial?

) D No, Please provide date of withdrawal and complete
below:

9@

(DD /MMM / YYYY)

D@

Early Withdrawal: please tick most appropriate reason for participant not completing the trial:

[} Adverse Events related: please state related AE: {add details to AE page)

[ Participant’s decision, specify:

O 0 0

[1Investigator's decision, specify:

[] Sponsor’s decision
[] Lost to follow up
[ ] Patient deceased

] Other, specify:

<8

& 00000

o -

FEA H

Completed by:

Name Signature Date
* Record the comment on the protocol deviation/violation log.

SHORT STUDY TITLE, Study CRF Version X Date XX/OOUXXXX
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< Short Title/Acronym>

Subject
No.

Patient
Initials

. PRINICIPAL INVESTIGATOR'S SIGN OFF

“ No.

Seonsor | el X F /I XX | XX

Site

Principal Investigator’s Signature Statement:

I have reviewkd this CRF and confitm that, to the best of my knowledge, It.accurately reflects the study
information obtained for this participant. Al entries were made either by me or by a person under my
supervision who has signed the Delegation and Signature Log.

Principal Investigator’'s Signature:

Principal Investigator’'s Name:

gt ok

SHORT STUDY TITLE, Study CRF Version X Date XX/XXX/XXXX

Date of / /

Signature: (DD /MMM YYYY)
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Informed Consent Form Template for
Clinical Studies

(This template is for either clinical trials or clinical research)
flanguage used throughout form should be at the level of a local student of class 6"/8")

Notes to Researchers:

1. Please note that this is a template developed by the WHO ERC to assist the Principal
Investigator in the design of their informed consent forms (ICF). It is important that Principal
Investigators adapt their own ICFs to the outline and requirements of their particular study. The
logo of the Institution must be used on the ICF and not the WHO loge.

2. The informed consent form consists of two parts: the information sheet and the consent
certificate.

3. Danet be concerned by the length of this template. It is long only because it contains cuidance
and explanations which are for you and which you will not include in the informed consent
forms that you develop and provide to participants in your research.

4. This template includes examples of key questions that may be asked at the end of cach section,
that could ensure the understanding of the information being provided, especially if the research
study is complex. These are just examples, and suggestions, and the investigators will have to
modify the questions depending upon their study.

D D

@

5. In this template:
* square brackets indicate where specific information is to be inserted
* bold letiering indicates sections or wording which should be included
* standard lettering is used for explanations 1o researchers only and must not be included
m your consent forms. The explanation is provided in black, and examples are provided

tn red in italics, Suggested questions to elucidate understanding are given in black in
italics.

TEMPLATE ON FOLLOWING PAGE

https://www.facebook.com/Pharmacy-N otes-1593423834279694/

_
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[YOUR INSTITUTIONAL LETTERHEAD]
Please do not submit consent forms on the WHQ letter head

[nformed Consent form for ]
Name the group of individuals for whom this informed consent form is written.Because research for a
stngle project is often carried out with a number of different groups of individuals - for example
healthcare workers, patients, and parents of patients - it is important that you identify which group this
particular consent is for.

9y

(Example: This Informed Consent Form is for men and women who attend ciinic Z, and who we are
inviting 1o participate in research on X. The title of our research projectis "o oo ")

2 4L T

You may provide the following information either as a running paragraph or under headings as shown
below.

IName of Principal Investigator]

{Name of Organization]

{Name of Sponsor]

|Name of Proposal and version]

This Informed Consent Form has two parts:
= Information Sheet (to sharc information about the research with you)
»  Certificate of Consent (for signatures if you agree to take part)

Y ou will be given a copy of the full Informed Consent Form

PART I: Information Sheet

Introduction

Briefly state who you are and explain that you are inviting them to participate in the research you are
doing. Inform them that they may talk to anyone they feel comfortable talking with about the research
and that they can take time 10 reflect on whether they want to participate or not. Assure the participant
that if they do not understand some of the words or concepts. that vou will take time to explain them as
vou go along and that they can ask questions now or later.

(Example: [ am X, working for the Y Research Institute. We are doing research on Z disease, which is
very common in this country. I am going 1o give you information and invite you to be part of this
research. You do not have to decide today whether or not you will participate in the research. Before you
decide, you can talk to anyone you feel comfortable with about the research.

There may be some words that you do not undersiand. Please ask me to stop as we go through the
information and I'will take time to explain. Ifyou have questions later, you can ask them of me, the study
doctor or the staff)
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Purpose of the research

Explain in lay terms why you are doing the research, The language used should clarify rather than
confuse. Use local and simplified terms for a disease, e.g. local name of disease instead of malaria,
mosquito instead of anopheles, “mosquitoes help in spreading the disease” rather than *mosquitoes are
the vectors™. Avoid using terms like pathogenesis, indicators, determinants, equitable etc. There are
guides on the internet to help you find substitutes for words which are overly scientific or are professional

jargon.

(Example: Malariais one of the most common and dangerous diseases in this region. The drugs that are
currently used to help people with malaria are not as good as we would like them to be. In Jact, only 40
out of every 100 people given the malaria drug XYZ are completely cured. There is a new drug which
may work betier. The reason we are doing this research is to find out if the new drug ABX is better than
drug XYZ which is currently being used,)

Type of Research Intervention

Briefly state the type of intervention that will be undertaken. This will be expanded upon in the
procedures section but it may be helpful and less confusing to the participant if they know from
the very beginning whether, for example, the research involves avaccine, an interview, a biopsy
or a series of finger pricks.

(Example: This research will involve a single injection in your arm as well as Jour follow-up
visits 1o the clinic. )

Participant selection
State why this participant has been. chosen for this research. People often wonder why they have been
chosen to participate and may be fearful, confused or concerned.

(Example: We are inviting all adulis with malaria who attend clinic Z to porticipate in the research on
the new malaria dryg,)

- _Example of guestion to elucidate nnderstandine: Do you know why we are asking vou 1o rake
part in this study? Do von know what the study is ubout?

Voluntary Participation

Indicate clearly that they can choose to participate or not. State, what the alternative - in terms of the
treatment offered by the clinic - will be, ifthey decide not to participate. State, only if it is applicable, that
they will still receive all the services they usually do whether they choose to participate or not. This can
be repeated and expanded upon later in the form as weli, but it is important to state clearly at the
beginning of the form that participation is voluniary so that the other information can be heard in this
context.

(Example: Your participation in this research is entirely voluniary. It is yowr choice whether fo
participate or not. Whether you choose to participate or nof, all the services Yyoureceive ai this clinic will
continue and nothing will change. If you choose not to participate in this research project, you will
offered the treatment that is routinely offered in this clinic/hospital Jor disease Z, and we will tell you
more about it later. You may change your mind later and stop participating even if you agreed eavlier.)

»  Examples of question to elucidate nnderstanding: If: you decide not to take pari in this research
study, do you know what your options are? Do you know that you do not have to take part in this
research study, if you do not wish 10?7 Do you have any questions?




Inctude the following section only if the protocol is for a clinical trial:

Information on the Trial Drug [Name of Drug}

1) give the phase of the trial and explain what that means. Explain to the participant why you are
comparing or testing the drugs.

2} provide as much information as is appropriate and understandable about the drug such as its
manufacturer or Jocation of manufacture and the reason-for its development.

3) explain the known experience with this drug

4) explain comprehensivel y alt the known side-effects/toxicity of this drug, as well as the adverse effects
of all the other medicines that are being used in the trial

(Example: The drug we are testing in this research is called ABX. It has been tested before with people who do n
have malaria but who live in areas where malaria is common. We now want 1o test the drug on people who have
malaria. This second research is called a "phase 2" trial.

The drug ABX is made by Company C. You should know that it has a few side effects. One of the side
effects. or problems, is that you may feel tived for the first day after being given the drug. Also, 20% of
the people who tried the drug in previous research experienced temporary swelling where the injection
entered the skin. We know of no other problem or risks.

Some participants in the researeh will not be given the drue which we are festing. nstead, they will be
f g g £ )
given the drug XYZ, the drug which is most commonly used in this region lo treat malaria. There is no~ -

risk associated with that drug and no known problems. It does not, however, cure malaria as often as we
would like.)

Procedures and Protocol
Describe or explain the exact procedures that will be followed on a step-by-step basis, the tests that )
will be done. and any drugs that wili be given. Explain from the outset what some of the more
unfamiliar procedures involve (placebo, randomization, biopsy. elc.) Indicate which procedure is
routine and which is experimental or research.Participants should know what to expect and what is
expected of them. Use active, rather than conditional, language. Write "we will ask you to...." instead
of "we would ke to ask you to....".

In this template, this section has been divided into two: fi rstly. an explanation of unfamiliar procedures
and, secondly, a description of process.

A. Unfamiliar Procedures
This section should be included if there may be procedures which are not familiar to the participant,

If'the protocol is for a clinical trial:

I} involving randomization or blinding, the participants should be told what that means and what chance
they have of getting which drug (i.e. one in four chances of getting the test drug).

(Example:. Because we do not know if the new malaria drug is better than the currently available drug
Jfor treating malaria, we need to compare the two. To do this, we will put people taking part in this
research inio two groups. The groups are selected by chance, as if by tossing a coin.

Farticipants in one group will be given the test drug while participants in the other group will be given y
the drug that is currently being used for malaria, It is Important that neither you nor we know which of [
the two drugs you are given. This informationwill be in our files, but we will not look at these files until

. e
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after the research is finished. This is the best way we have for testing without being influenced bywhat we
think or hope might happen. We will then compare which of the two has the best results.

The healthcare workers will be looking afier you and the other participants very carefully during the
study. If we are concerned about what the drug is doing , we will find out which drug you are getting and
make changes. If there is anyihing you are concerned about or that is bothering you about the research
please talk 1o me or one of the other researchers)

2)involving an inactive drug or placebo, it is important to ensure that the participants understand what is
meant by a placebo or inactive drug.

(Example: A placebo or inactive medicine looks like real medicine but it is not. It Is a dummy or pretend
medicine. Ii has no effect on a person because it has no real medicine in it Sometimes when we want to
know whether a new medicine is good, we give some people the new medicine and some people the
pretend or dummy medicine. For the research to be good, it is important that you do not know whether
you have been given the real medicine or the pretend or dummy medicine. This is one of the best ways
we have for knowing what the medicine we are testing really does,)

3} which may necessitate a rescue medicine, then provide information about the rescue medicine or
treatment such as what it is and the criterion for its use. For example, in pain trials, if the test drug does
not control pain, then intravenous morphine may be used as a rescue medicine.

(Example:. If we find that the medicine that is being used does not have the desired effect, or not te-the
extent that we wish it to have, we will use what is called a “rescue medicine.” The medicine that we will
use is called QRS and it has been proven to control pain. If you find that the drug we are testing does not
Stop your pain and it is very uncomfortable for you, we can use the rescue medicine 1o make you more
comfortable.)

If the protocol is for clinical research:

Firstly, explain that there are standards/guidelines that will be followed for the treatment of their
condition. Secondly, ifas part of the research a biopsy will be taken. then explain whether it will be under
focal anesthesia. sedation or general anesthesia. and what sort of symptoms and side efiects the
participant should expect under each category.

(Example: You will receive the treatment of your condition according to national guidelines. This means
that you will be (explain the treatment). To confirm the cause of your swelling, a smail scimple of your
skinwill be 1aken. The guidelines say that the sample must be 1aken using alocal anesthesia which means
that we will give yon an injection close to the areawhere we will take the sample from. This will make the
area numb so that you will not feel any pain when we take the sample.)

For any clinical study (if relevant): ]

If blood samptles are to be taken explain how many times and how much in a language that the person
understands. It may, for example, be i nappropriate to tell a tribal villager that blood equal to a wine-glass
full wilt be taken but it may be very appropriate to use pictures or other props to illustrate the procedure if
it is unfamiliar. &

If the samples are to be used only for this research, then explicitly mention here that the biological
samples obtained during this research procedure wilt be used only for this research, and will be destroyed
after ___ years, when the research is completed. If the tissues/blood samples or any other human
biological material will be stored for a duration longer than the research purpose, or is 1i kely to-be used
for a purpose other than mentioned in the research proposal, then provide information about this and-
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> Examples of question to elucidate understanding: Can you tell me if you have understood
correctly the benefits that you will have if you take part in the study? Do you know if the study

will pay for your travel costs and time lost, and do you know how much you will be re-imbursed?
Do you have any other questions?

Confidentiality .

Explain how the research team will maintain the conﬁ-aentiaiity of data, especially with respect to the
information about the participant which would otherwise be known only to the physician but would now
be available to the entire research team. Note that because something out of the ordinary is being done

through research, any individual taking part in the research is likely to be more easily identified by
members of the community and is therefore more likely to be stigmatized.

(Example: With this research, something out of the ordinary is being done in your community. It is
possible that if others in the community are aware that you are participating, they may ask you questions.
We will not be sharing the identity of those participating in the vesearch.

The information that we collect from this research project will be kept confidential. Information about
you that will be collected during the research will be put away and no-one but the researchers will be
able 1o see it. Any information about you will have a number on it instead of your name. Only the
researchers will know what vour mumber is and we will lock that information up with a lock and key. It

will not he sharedith or given 1o anyone except fname who will have access to the information, such as
research sponsors, DSMB board, your clinician, efcl.)

7 Example of question to elucidate understanding: Did you understand the procedures that
we will be using to make sure that any information that we as researchers collect about
vou will remain confidential? Do you have any guestions about them?

Sharing the Resulis

Where it is relevant, your plan for sharing the information with the participants should be provided. If
youhave a plan and a timeline for the sharing ofinformation, inctude the details. Y ou should also inform

the participant that the research findings will be shared more broadly. for example, through publications
and conferences. :

(Example: The knowledge that we get Jrom doing this research will be shared with you through
community meetings before it is made widely available to the public. C onfidential information will not be
shared. There will be smull meetings in the community and these will be anmounced. After these meetings,
we will publish the resuits in order that other interesied people may learn from our research.)

Right to Refuse or Withdraw

This is a reconfirmation that participation is voluntary and includes the right to withdraw. Tailor this

section to ensure that it fits for the group for whom you are secking consent. The example used here is for
a patient at a clinic. :

(Example: You do not have 1o take part in this research if you do not wish to do so and refusing to
participate will not affect your treatment at this clinic in any way. Youwill still have all the berefits that
youwould otherwise have at this clinic. You may stop participating in the research at any time that you

wish without losing any of your rights as a patient here. Your treatment at this elinic will not be affected
in any way.) )
OR

Py
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(Example: You do not have to take part in this research if you do not wish to do so. You may also stop
participating in the research at any time you choose. It is yowr choice and all of your rights will still be
respecied.) i
Alternatives to Participating :

Include this section only if the study involves administration of investigational drugs or use of new
therapeutic procedures. It is important to explain and describe the established standard treatment.

(Example: If you do not wish 1o take pert in the research, you will be provided with the established
standard treatment available at the centre/institute/hospital. People who have malaria are given ...

Who to Contact ‘
Provide the name and contact information of someone who is invelved, informed and accessible (alocal
person who can actually be contacted. State also that the proposal has been approved and how,

(Example: If you have any questions you may ask them now or later, even afier the study has siarted. If
You wish to ask questions later, you may contact any of the Jollowing: [name, address/telephone
number/e-mail])

‘This proposal has been reviewed and approved by [name of the local IR B, which is a committee
whose task it is to make sure that rescarch participants are protected from harm. If you wish to
find about more about the IRB, contact [name, address, telephone number.]). It has also been
reviewed by the Ethics Review Committee of the World Health Organization (WHO), which is. _
funding/sponsoring/supporting the study.

>  Example of question to elucidate understanding: Do yvou know that vou do not have to
take part in this study ifyou do not wish t0? You can say No if youwish to? Do you know
that you can ask me questions later, if you wish to? Do you know that 1 have given the
contact details of the person who can give you more information about the study? Etc,

You can ask me any more questions about any part of the research study, if you wish 10. Do
you have any questions?

PART II: Certificate of Consent

This section should be written in the first person and have a statement similar to the one in bold below. If
the participant is iiitierate but gives oral consent, a witness must si 2n. A researcher or the person going
over the informed consent must sign each consent. The certificate of consent should avoid statements that
have "I understand....” phrases. The understanding should perhaps be betier iesied through targeted
questions during the reading of the information sheet (some examples of questions are given above), or
through the questions being asked at the end of the reading of the information sheet, if the potential
participant is reading the information sheet him/herself.

T'have read the foregoing information, or it has been read to me. I have had the opportunity to ask
questions about it and any questions that I have asked have been answered to my satisfaction, ]

consent voluntarily to participate as a participant in this research.

Print Name of Participant

Signature of Participant
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Date

Day/month/ycar

If illiterate

A literate witness must sign (if possible, this person should be selected by the participant and should
have no connection to the research team). Participants who are illiterate should include their thumb-print
as well.

I have witnessed the acenrate reading of the consent form to the potential participant, and the

individual has had the opportunity to ask questions. I confirm that the individual has given consent
freely.

Print name of witness AND Thumb print of participant

Signature of witness

Date

Day/month/year

Statement by the researcher/person taking consent

I have accurately read out the information sheet to the potential participant, and to
the best of my ability made sure that the participant understands that the following will be
done:

L

2.

3.

I confirm that the participant was given an opportunity to ask questions about the
study, and all the questions asked by the participant have been answered correctly and to
the best of my ability. I confirm that the individual has not been coerced into giving
consent, and the consent has been given freely and voluntarily.

A copy of this ICF has been provided to the participant.

Print Name of Researcher/person taking the consent

Signature of Researcher /person taking the consent

Date

Day/month/year
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GLOSSARY

1. Adverse drug reaction (ADR): In the preapproval clinical experience with a new
medicinal product or its new usages, particularly as the therapeutic dose(s) may not be
established, all noxious and unintended responses to a medicinal product related to any
dose should be considered adverse drug reactions. The phrase "responses to a medicinal
product” means that a causal relationship between a medicinal product and an adverse
event is at least a reasonable possibility, i.e., the relationship cannot be ruled out.
Regarding marketed medicinal products: A response to a drug that is noxious and
unintended and that occurs at doses normally used in man for prophylaxis, diagnosis, or
therapy of diseases or for modification of physiological function (see the ICH guidance for
Clinical Safety Data Management: Definitions and Standards for Expedited Reporting).

2. Adverse event (AE): An AE is any untoward medical occurrence in a patient or
clinical investigation subject administered a pharmaceutical product and that does not
necessarily have a causal relationship with this treatment. An AE can therefore be any
unfavorable and unintended sien (including an abnormal laboratory finding), symptom, or
disease temporally associated with the use of a medicinal {investigational) product,
whether or not refated to the medicinal (investigational) product (see the JCH guidance for
Cimical Safety Data Management: Definitions and Standards for Expedited Reporting).

3. Amendment (to the protocol): Sce Protocol Amendment.

4. Applicable regulatory reguirement(s): Any law(s) and regulation(s) addressing
the conduct of clinical trials of investigational products of the jurisdiction where trial is
conducted,

3. Approval (in relation to institutional review boards (IRBs)): The affirmative
decision of the IRB that the clinical wrial has been reviewed and may be conducted at the
institution site within the constraints set forth by the IRB, the institution, good clinical
practice (GCP), and the applicable regulatory requirements.

6 .Audit: A systematic and independent examination of trial-related activities and
documents to determine whether the evaluated trial-related activities were conducted, and
the data were recorded, analyzed, and accurately reported according to the protocol.
sponsor's standard operating procedures (SOPs), good clinical practice (GCP), and the
applicable regulatory requirement(s).

7.Audit certificate: A declaration of confirmation by the auditor that an audit has
taken place. i}

8. Audit report: A written evaluation by the sponsor's anditor of the results of the
audit.

9. Aundit trail: Docamentation that allows reconstruction of the course of events.
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10. Blinding/masking: A procedure in which one or more parties to the trial are kept
unaware of the treatment assignment(s). Single blinding usually refers to the subject(s)
being unaware, and double blinding usually refers to the subject(s), investigator(s),
monitor, and, in some cases, data analyst(s) being unaware of the treatment assignment(s).

11. Case report form (CRF): A printed, optical, or electronic document designed to
record all of the protocol-required information to be reported to the sponsor on each trial
subject. '

12.Clinical trial/study: Any investigation in human subjects intended to discover or
verify the clinical, pharmacological, and/or other pharmacodynamic effects of an
investigational product(s), and/or to identity any adverse reactions to an investigational
product(s), and/or to study absorption, distribution, metabolism, and excretion of an
mvestigational product(s) with the object of ascertaining its safety and/or efficacy. The
terms clinical trial and clinical study are synonymous.

13.Clinical Trial/Study Report: A written description of a trial/study of any

therapeutic, prophylactic, or diagnostic agent conducted in human subjects. in which the
clinical and statistical description. presentations, and analyses are fullv integrated into a
single report (see the ICH Guidance for Structure and Content of Clinical Study Reports).

14.Comparater (Product): An investigational or marketed product (i.e., active
ccontrol), or placebo, used as a reference in a clinical trial.

15.Compliance (in relation to trials): Adherence to all the trial-related
requirements, good chinical practice (GCP) requirements, and the applicable regulatory
Tequirements,

16.Confidentiality: Prevention of disclosure. to other than authorized individuals. of
a sponsor's proprietary information or of a subject's identity.

17.Contract: A written, dated, and signed agreement between two or more involved
parties that sets out any arrangements on delegation and distribution of tasks and
obligations and, if appropriate. on financial matters. The protocol may serve as the hasis
of a centract.

18.Coordinating Committee: A committee that a sponsor may organize to
coordinate the conduct of a multicenter trial.

19.Coordinating Investigator: .An investigator assigned the responsibility for the
coordination of investigators at different centers participating in a multicenter trial.

20.Contract Research Organization (CRO): A person or an organization

(commercial, academic, or other) contracted by the sponsor to perform one or more of a
sponsor's trial-related duties and functions.

21.Direct Access: Permission to examine, analyze, verify, and reproduce any records
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and reports that are important to evaluation of a clinical trial. Any party (e.g., domestic
and foreign regulatory authorities, sponsors, monitors, and auditors) with direct access
should take all reasonable precautions within the constraints of the applicable regulatory
requirement(s) to maintain the confidentiality of subjects’ identities and Sponsor’s
proprietary information.

22.Documentation: All records, in any form (including, but not limited to, writen,
electronic, magnetic, and optical records; and scans, x-rays, and electrocardiograms) that
describe or record the methods, conduct, and/or results of a trial, the factors affecting a
trial, and the actions taken.

23.Essential Documents: Documents that individually and collectively. permit
evaluation of the conduct of a study and the quality of the data produced (see section 8.
"Essential Documents for the Conduct of a Clinical Trial™).

24.Good Clinical Practice (GCP): A standard for the design. conduct, performance,
monitoring, auditing, recording, analyses, and reporting of clinical trials that provides
assurance that the data and reported results are credible and accurate. and that the rights,
integrity, and confidentiality of trial subjects are protected.

25.Independent Data Monitoring Committee (IDMC) (Data and Safety
Monitoring Board, Monitoring Committce, Data Monitoring Com mittee): An
independent data monitoring committee that may be established by the SPONSOr Lo assess
at intervals the progress of a clinical trial. the safety data. and the critical cfficacy
endpoints, and to recommend to the sponsor whether 1o continue. modify, or stop a trial.

26.Impartial Witness: A person, whe is independent of the trial, who cannot be
unfairly mfluenced by people involved with the trial, who attends the informed consent
process if the subject or the subject’s legally acceptable representative cannot read. and
who reads the informed consent form and any other written information supplied to the
subject.

27.Independent Ethics Committee ({EC): An independent body (a review board or

a committee, institutional, regional, national, or supranational), constituted of
medical/scientific professionals and nonmedical/monscientific members, whose
responsibility it is to ensure the proiection of the rights. safety. and well-being of human
subjects involved in a trial and to provide public assurance of that protection, by, among
other things, reviewing &nd approving/providing favorable opinion on the trial protocol,
the suitabifity of the investigator(s), facilities, and the methods and material to be used in
obtaining and documenting informed consent of the trial subjects. .
The legal status, composition, function, operations, and regulatory requirements pertaining
to Independent Ethics Committees may differ among countries, but should allow the
Independent Ethics Committee to act in agreement with GCP as described in this
guidance.




28.Informed Consent: A process by which a subject voluntarity confirms his or her
willingness to participate in a particular trial, after having been informed of all aspects of
the trial that are relevant to the subject's decision to participate. Informed consent is
documented by means of a written, signed, and dated informed consent form.

29 Inspection: The act by a regulatory authority(ies) of conducting an official review

of documents, facilities, records, and any other resources that are deemed by the
authority(ies) to be related to the clinical trial and that may be located at the site of the
trial, at the sponsor's and/or contract research organization’s (CROs) facilities. or at other
establishments deemed appropriate by the regulatory authority(ies).

30.Institution (medical): Any public or private entity or agency or medical or dental
facility where clinical trials are conducted.

31.Institutional Review Board (IRB): An independent body constituted of medical.

scientific, and nonscientific members, whose responsibility it is to ensure the protection of

the rights, salety, and well-being of human subjects involved in a trial by, among other
things. reviewing, approving, and providing continuing review of trials, of protocols and
amendments, and of the methods and material to be used in obtaining and documenting
informed consent of the trial subjects.

32.1nterim Clinical Trial/Study Reporst: A report of intermediate results and their
evaluation based on analyses performed during the course of a trial.

33.Investigational Product: A pharmaccutical form of an active ingredient or

placcbo being tested or used as a reference in a clinical trial, including a product with o
marketing authorization when used or assembled (formulated or packaged) in a way
different from the approved form. or when used for an unapproved indication. or when
used to gain further information about an approved use.

34.Investigator: A person responsible for the conduct of the clinical trial at a tria
site. If a trial is conducted by a team of individuals at a trial site. the investigator is the
responsible leader of the team and may be called the principal investigator. See atso
Subinvestigator.

35.Investigator/Institution: An expression meaning "the investicator and/or
mstitution, where required by the applicable regulatory requirements.”

-36.Investigator's Brochure: A compilation of the ¢linical and nonclinical data on the

investigational product(s) that is yelevant to the study of the investigational product(s) in
human subjects.

37.Legally Acceptable Representative: An individual or juridical or other body
authorized under applicable law to consent, on behalf of a prospective subject, to the
subject’s participation in the clinical trial.

38.Monitoring: The act of overseeing the progress of a clinical trial, and of ensuring
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that it is conducted, recorded, and reported in accordance with the protocol, standard
operating procedures (SOPs), GCP, and the applicable regulatory requirement(s).

39.Mounitoring Report: A written report from the monitor to the sponsor after each
site visit and/or other trial-refated communication according to the sponsor’s SOPs.
40.Muliicenter Trial: A clinical trial conducted according to a single protocol but at
more than one site, and, therefore, carried out by more than one investigator.

41.Nonclinical Study: Biomedical studies not performed on human subjects.

42.0Opinion (in relation to Independent Ethics Committee): The judgment and/or
the advice provided by an Independent Ethics Committee (IEC).

43.0riginal Medical Record: See Source Documents.

44.Protocol: A document that describes the objective(s), design, methodology.
statistical considerations, and organization of a trial. The protocol usvally also gives the
background and rationale for the trial, but these could be provided in other protocol
referenced documents. Throughout the ICH GCP Guidance, the term protocol refers to
protocol and protocol amendments. _

45.Protocol Amendment: A written description of a change(s) to or formal
clarification of a protocol. _ -

$6.Quality Assurance (QA): All those planned and systematic actions that arc
established to ensure that the trial is performed and the data are generated, documented
(recorded). and reported in compliance with GCP and the applicable regulatory
requirement(s). '

47.Quality Control (QC): The operational techniques and activities undertaken
within the quality assurance system to verify that the requirements for quality of the trialrelated
activities have been fulfiiled.

S
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48.Randomization: The process of assigning trial subjects to treatment or control
eroups using an element of chance to determine the assignments in order to reduce bias.

49.Regulatory Authorities: Bodies having the power to regulate. In the ICH GCP
guidance, the expression "Regulatory Authorities” includes the authorities that review
submitted clinical data and those that conduct inspections (see section 1.29). These
bodies are sometimes referred to as competent authorities.
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50.Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (Serious
o ADR): Any untoward medical occurrence that at any dose:

! Results in death,

!'Is life-threatening,




!'Requires inpaticnt hospitalization or prolongation of existing hospitalization,
I'Results in persistent or significant disability/incapacity, or

!'ls a congenital anomaly/birth defect, :

(See the ICH guidance for Clinical Safety Data Management: Definitions and Standards
for Expedited Reporting.) .

31.Source Data: All information in original records and certified copies of original
records of clinical findings, observations, or other activities in a clinical trial necessary for
the reconstruction and evaluation of the trial. Source data are contained in source
documents (original records or certified copies).

52.Source Documents: Origimal documents, dala, and records (e.g., hospital

records, clinical and office charts, laboratory notes, memoranda, subjects' diaries or
evaluation checklists, pharmacy dispensing records, recorded data from automated
mstruments, copies or transcriptions certified after verification as being accurate and
complete, microfiches, photographic negatives, microfilm or magnetic media, X-rays,
subject files, and records kept at the pharmacy, at the laboratories, and at medico-technical
departinents involved in the clinical trial).

53.Sponsor: An individual, company, institution. or orgamzation that takes
responsibility for the initiation, management, and/or financing of a clinical trial.

34.Sponsor-Investigator: An individual who both initiates and conducts, alone or

with others. a clinical trial. and under whose immediate direction the investigational
product is administered to, dispensed to, or used by a subject. The term does not include
any person other than an individual (e.g.. it does nrot include a Corporation or an agency).

The obligations ol a sponsor-investigator include both those of a sponsor and those of an
investigator.

55.Standard Operating Procedures (SOPs): Detailed. written instructions to
achieve uniformity of the performance of a specific lunction.

36.Subinvestigator: Any individual member of the clinical trial team destgnated and
supervised by the investigator at a trial site to perform critical trial-related procedures
and/or 10 make important trial-related decisions (e.g.. associates, residents, research
teHlows). See also investigator.

57.Subject/Trial Subject: An individual who participates in a clinical trial, either as
a recipient of the investigational product(s) or as a control.

58.Subject Xdentification Code: A unique identifier assigned by the investigator to
each trial subject to protect the subject's identity and used in lieu of the subject's name

when the investigator reports adverse events and/or other trial-related data.

59.Trial Site: The location(s) where trial-related activities are actuoally conducted.




60.Unexpected Adverse Drug Reaction: An adverse reaction, the nature or severity
of which is not consistent with the applicable product information (e.g., Investigator's
Brochure for an unapproved investigational product or package insért/summary of
product characteristics for an approved product). (See the ICH Guidance for Clinical
Safety Data Management: Definitions and Standards for Expedited Reporting.)

61.Vulnerable Subjects: Individuals whose willingness to volunteer in a clinical trial
may be unduly influenced by the expectation, whether Justified or not, of benefits
associated with participation, or of a retaliatory response from senior members of a
hierarchy in case of refusal to participate. Examples are members of a group with a
hierarchieal structure, such as medical, pharmacy, dental, and nursing students,
subordinate hospital and laboratory personnel, employees of the pharmaceutical industry,
members of the armed forces, and persons kept in detention. Other vuinerable subjects
include patients with incurable diseases, persons in nursing homes, unemployed or
impoverished persons, patients in emergency situations, ethnic minority groups, homeless
persons, nomads, refugees, minors, and those incapable of giving consent.

62.Well-being (of the trial subjects): The phvsical and mental integrity of the
subjects participating in a clinicat trial.







