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p Graduated in Phaymacy Wy the Unvereity of Barcelona
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b Poct-graduated in Nonitoring of Clinical T yiale by ESANE

b Specialiced mainly in Regulatory Affaire, Clinical T yials (BQR) and Phaymacovigilance.
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Trtroduction 1o Clinical T yriale

ws DEFINITION - Clinical Trial:

For the purposes of registration, a clinical trial is any research study that prospectively
assigns human participants or groups of humans to one or more health-related
interventions to evaluate the effects on health outcomes.

The regulation of clinical trials aims to ensure that the rights, safety and well-being of
trial subjects are protected and the results of clinical trials are credible.

Behavioral New Studies

- CLINICAL "

TRIALS

uk‘r”E“ 1IC i

o Prospective Stag&s
Monitonng , Beneﬁts
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Trtroduction 1o Clinical T yriale

———

—

ETHICS:

Nuremberg Code (1947)

Declaration of Helsinki (1964) is a set of ethical principles regarding human
experimentation developed for the medical community by the World Medical

Association.

Belmont Report (1978)

— Coregprinciples:

“;pRespect of persons
‘/Beneficence

Justice

. Art‘aﬁa of application
Informed Consent

‘/Assessment of risks and benefits
Selection of subjects

@ %rigiﬁ’ail'ﬂlﬁisl
Reprod dction rights obtainable from
www. CartoonStock.com

DRUG
TESTING

“Half the diabetics were given the new
drug and responded well. The other half
got a placebo and went into shock.”



Trtroduction 1o Clinical T riale

wss= LEGISLATION:

Good Clinical Practice (GCP) is an international ethical and scientific quality standard for
designing, recording and reporting trials that involve the participation of human subjects.

).(ICH

International Conference Harmonisation (ICH)

Directive 2001/20/EC

Regulation EU No 536/2014

Real Decreto1090/2015 6 . ?a RIS
30E  lims. m

BOLETIN OFICIAL DEL ESTADO
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T he vyegeaych and De/ve/[opw\e/vrl' Procece
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Developing a new medicine takes an average of 10-15 years,

Post-Marketin g
Monitoring and

ScalkeUpto

FDA Review Manufacturing

Drug Discovery P rec Bnical

Research

5,000 - 10,000
COMPOUNDS

ONE FDA-
- ! APPROVED
DRUG

PHASE 2 PHASE 3
NUMBER OF WOLUNTEERS
100-500 1,00 0-5,000

MNDEF INITE

’ IND SUBMITTED
NDW SUBMITTED

SOURCE: Pharmaceutical Research and Manufacturers of America, Drug Discovery and Development (www.innovation.org)
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ngxma)ry of clinical 1yial phageg

PRECLINICAL AnkEe PHASE | PHASE || PHASE Il] PHASE IV
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St akeholdere in Clinical T vialg

Nonitor

} Twvectigator
(CRA) il

J

* Clincal D Hea

g(’OV\S’ oy ) ) “ Triaif , ’. AU Fhoy+ 'he/f_ }
Ethice N\ ~ Patiente/ \

Comttees )\ Cuvjecte
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De paytment tasks and yrecponcabilities - SPON SO

é&:‘ - Protocol/ Tnformed congent/ Cage Repor‘l' form/ Lavectigator brochure
rm. s (R
- Imves"hgocl'or/ monitoy Celection
- Ethice Committee and Health Authorities approval
- Provide drug ctudy medication
- Submit any cerious adveyge event occurred during ctudy
- Provide incurance to patiente participants
- Collection and Avxalgg’is’ of patient data
- Elavorate Final re/()or“l'
- PU\OUCL\ reculfe ‘Pouowmg 1 yangpayency ()ob’oy
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gummoury of clinical 1yial phageg

Pre-

clinical

Submission
and
Commerciali-
zation

Global Product Team

Manufacturing Team

Regulatory Team

Clinical Team

> Commercial Team

:
)
)
y
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Clinical T yvial feam - Tnternal

Clinical :
Pharma- Medical

cology

writing

Trial
Management
Team

Regula-
tory
Affairs
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Clinical T yial feam - Exteynal

Manufactu- Health
rn Authorities

providers

Trial Ethics

Management Committees
Team

World
couriers

Laboratory

teie Investiga-

tors
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De finicion M\EDICAMEN T O GENERTI(O

| Z Ley Garantiac 29/2006 D, 200L/€3/EC ({990 Ley del Medicamerto)

L
m - La migma. compogicién cualitativaey cuantitativacen principios activos
- Lo wicma forma. faymacéutica

- B.’oe/quivalemum con el medicamento de yefeyencia

D&Feremu’&g’ con [og’ produd' o< de re/FereV\c/iou.

v E xcipienteg (condicionan |a pregoripcidn en cagog muYy concyetos)
v A()Miemu’(& (coloy, tamaro, forma, calor, em\oamje)

v’ Lavoratorio fabricante (puede cey el micmo)
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R@gid'rad".om Dogcier, Common | echnical Document (C T D) format)

TYPE OF DOSSIERS:

1. COMPLETE/STAND-ALONE: Innovator (Art 8.3) or Bibliographical (Art.10a)

/\

MODULE 1
Administrative Information
MODULE 2
Quality overall summary  Nonclinical overview Clinical overview
Nonclinical summary Clinical summary
MODULE 3 AOIE =L MODULE 5
Quality data Non clinical study Clinical study
reports reports

/ \
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R@gid'rod”.on Dogcier, Common | echnical Document (C T D) format)

TYPE OF DOSSIERS:

2. ABRIDGED: linked to one already approved, ex. GENERIC

/\

MODULE 1
Administrative Information
MODULE 2
Quality overall summary  Nonclinical overview Clinical overview
Nonclinical summary Clinical summary
MODULE 3
Quality data

/[

GALENICUM - PRESENTATION TEMPLATE 18



GENERTC PRODUCT: B.‘067Uivalevxc,e

éé.; N BIOEQUIVALENCE vaged on CPNP/EWP/QUP/1W01/9Z, Jan 2010+
TWO medicinal producte containing the came active cubgtance are congideyed
\o.‘oequ"valém’r i they are phaymaceutically equivalent oy phaymaceutical
alteynatives and theiy bioavailaviitiee (yate and extent) after adminictration in
the came molay doge lie within acceptable predefined [imite. T hege mite aye
cet 1o ensure compayabdle in vivo performance, ie. cimlarity in feyme of cafety
ond e#%’wu,y.
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Bioeﬁuo’v&lama ctudieg

P Clinical trials Phase I:
- Pilot study
- Pivotal study
- Simple o replicative

P Principal parameters:

Design of |
the study -~ g
- AUC
' - tmax

CRITO FPERHITHE | TERMFIEY FEREMMET
HE
(REETE N LAVADNY I
g R R LY TEMT — e HFRRMETST T4 Ll
e (e i
VL DN T ARBDS |
Vidm b | i
= ¢ (Al w9 4
5
f.
ASES ALY 1: Nl 1
AL EATORES —] HEFIRIZCIA TES 1 ]
' W

Principal parameters should show 90% confidence
interval

Interval for AUC and Cmax of 80-125%

Tmax is a secondary parameter
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Gyaphic yeprecentation

20 -

10

( omoentracion

AUC extrapolada

T

0 (_TIEJ 12 24 36 48 50 72
B Tempo (horas)

Two medicinal products aye bioeﬁuivmtamt i they precent.
- Same quantity of active cubctance
T Same dociFication Form
| - Same bioavailability o ftey adminictration of came doce¢ atidentical conditions

| Pharmmootogioml efFfecte aye the came fFor both druge.

o
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Im‘{'erpra‘i'xhon of yegulte

Limite Limite

a0 100 ' 125

P Bioequivalence Test (Media +- confidence interval 90%)
P A, B Bioequivalent
P C, D, E No bioequivalent
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N umbey of \DFO€/7UFVOLL6V\C/6 ctudieg

Single oral administration
P One study for each strength g ] « Oral administration yields a
| _ - A partial bio-waiver of some strengths if they are 4 l'v"c'a'der:::;?::ig?k _—
Immediate | proportional g L
release « If innovator is administered with food, the study will be g |

E form in FED conditions g j

1 * If innovator is administered without food, the study will g oo g S
| be in FASTING conditions Tie

P Three studies for each strength if they are not proportional Multlple doses
| Single-dose in fed conditions Fluoxetine:
Pr0|0ng€d' . " . o Pharmacokinetic curve, 20mg/ day
' Single-dose in fasting conditions , Once daily dosing (Half-ife = 72Hr)
release , , , - -
| B - Multiple-dose in fed or fasting conditions (depends on the sy
§ s " S, .‘.f'..," ¥ v"- " -'.;
| q' SmPC of innovator product) Eﬁgz[ 5‘;‘” e
=' ¥ g » I.".r

| N

ﬁ | it
L] 1 1 [ ] ] ﬁh:: “ " " » n
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Exceptions for biceguivalence — CPNB/EWR/QUWPR/ I/ Jan 010

p Aqueous oral solutions: if excipients do not affect Gl tract, absorption, nor
stability in-vivo of the active substance .

!3 hiE_:ltleIDn
-;. ?:Wd
P Parenteral solutions: aqueous IV solutions, solutions IM or SC of the same type |! J

(agueous or oily) -

-
I

I

P Inhalation gas

P Local action (nasal spray, inhalation, dermic, etc): without systemic

absorption. Pharmacodynamic or Clinical comparative studies, or justification
are required.
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De Finition - PHARMACOVIGTI ANCE

&

i

| P(;\o[ic l/\e/alﬁ'\-&(/ﬁv."f’\tj with the main ob j%ﬁve of .’Je/l-/\‘f'i%cod'ion, clu&n‘h%cad'ion,

evaluation and decicion taking in frontof the precence of drug ricks once aye

e

Good Phaymacovigilance Practices (G\/P).

A cet of meacures drawn up to facilitate the performance of
phaymacovigilance in the European Union (EU). GVP apply to:

- warReting-authorication holdeye

- European N\edicineg Agamc/y

- N\edicines yequlatory authorities in EU NMemvey Statec.
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Bowkgrou nd hictory

)

)
)
)

1937 - Renal failure by dietilenglicol/sulfamide elixir
1938 - FDA demands toxicological and preclinical controls for drug investigation
1950 - Cloranfenicol, causal agent of aplastic anemia

1960 - FDA initiates the collection of Adverse Drug Reactions in the Johns Hopkins H &
Boston Collaborative Drug Surveillance Program: intrahospitalary monitorization.

1960-62 “The talidomide disaster” cases of focomelia (congenital malformation). The first

case was published in Lancet (WG McBridel) suggesting a relationship with the thalidomide
ingestion.

Thalidomide was withdrawn in 1962
after more than 4.000 cases were
registered worlwide.

1962 WHO initiates an international
program to collect and monitor
adverse drug reactions.
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Phaymacovigilance — Adverce yeactions
Approved by FDA in 1999 for

WHY?. arthritis.
Withdrawn by Merck on 2004
reactions due to increasedrisk of heart
attack and stroke associated
with long-term, high-dosage
use.

It is a key public health function

Unexpected adverse

Interactions

88,000 and 140,000 cases of serious heart disease
of which roughly half died.
In the year before withdrawal, Merck had sales
revenue of USS52.5 billion from Vioxx
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Drug gauady facke and regcponcabilities

Pharmacovigilance System Master File (PSMF) of the company
Individual Case Safety Reports management

Periodic Safety Update Reports (PSUR)s creation

Labelling

Risk Management Plan (RMP) elaboration

Benefit/Risk evaluation

SOP creation and update

Safety Data Exchange Agreements (SDEA)

VvV V¥V ¥V V¥V ¥V VvV VvV VvV v

Training of sales network and company employees audits
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Ph&mawvigi lance- Lnteynal inteyfaces

Data-
bases

Network affairs

Drug safet :
0A 88 y Quality

control
Pharmaco-

vigilance

Regula-
tory
Affairs

Clinical

research Technical

Director
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Phamawvigi lance- Exteynal Tnterfacee

AEMPS

Licensors
Local

Hospital

Autonomous Health Safety Data

Community Authorities Exchange
Agreements

Toxicology
Services

Drug safety
& Pharmaco-
vigilance

Medical Health

. Profes-
Literature \\ sionals

Consumers/

International Coopera- Patients
Congresses tive

groups
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Cayeey development & Peyconal ckille for Clinical Depaytment

e (areer

» Graduate in Health Science, preferibly Pharmacy (Medicine, biology, biomedicine,
biochemistry, etc)

» Normally, post-graduate focused in Pharmaceutical Industry is required, including
intership. For example, CESIF, UB, ESAME, etc.

» High English level

e Skills

p Attitude: self-motivated, easy learning,
multi-task and decisive

» Organised, tidy, responsible and focused

p Search engine, resolutive and flexible
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Cayeey development & Peyconal ckille For Clivical Depayrtment

J-i:" Clinical development

» Operational aspects of clinical trials: monitor/CRA
» Regulatory: regulatory and GCP compliance

» Medical writing and publication

» Data management and statistics

P

= (Core competencies
p— P

» Good leadership, analytical, problem solving and time management skills
» Team work

» Negotiation skills

p Conflict management

» Familiar with basic computer and database applications

p Comunication skills
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