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ABSTRACT

MANAPAT WANITSAMRAN: TERMINOLOGY ON CLINICAL TRIAL

ADVISOR: ASSOC. PROF. PRIMA MALLIKAMAS, 179 p.

This special research aims to present terminology on clinical trial which includes terms related to
the phases and types of clinical trial, investigational products in clinical trial, effects of treatment, and
assessments of treatment. The main objectives of this research are to study the methodology and apply the
knowledge to systematically conduct a terminological work. This work can be beneficial as being a
reference and knowledge source of the clinical trial terms for the translators, interpreter and those who are

interested.

The researcher had applied the theories, methods and principles of processing proposed by several
terminologists. There are five stages in conducting the research. The first stage is the preparation which
includes defining topic and setting out the scope and purpose of the study. The second stage is collecting
relevant information regarding the clinical trial and terminology procedures. The third stage concerns
creating the corpus from selected documents and performing the term extraction from the corpus. The next
stage involves constructing conceptual relation of the terms in the subject field and the last stage is
compiling the extraction records and terminological records which contain Thai equivalent terms and their

definitions.

The terminology on clinical trial consists of 31 terms, sorted by their conceptual relations and the
sequence in each conceptual relation. The presentation of each terminology record contains its English
term, Thai term, grammatical category, subject field, conceptual relation with explanation, context,

additional information, definition, linguistic specification and cross reference.

Center of Translation and Interpretation

English-Thai Translation

Academic Year 2015
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The term monitoring is used in several different contexts in the pharmaceutical industry.
Statistical monitoring refers to making calculations on accumulating efficacy data to justify early
termination of a clinical trial and/or sample size reestimation.
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In clinical trials, the paper data collection form corresponding to a specific subject is commonly
called a Case Report Form (CRF).
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Where they can be directly attributed to the product, human intolerance episodes are known as
Adverse Drug Reactions (ADRs). An ADR is any drug-related undesirable medical experience,
as determined from clinical signs or symptoms.
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Expanded Access Programs (EAP) refers to programs that focus on enrolling groups of patients;
in this way they are a type of clinical trial.
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cause — effect

explosion — fall-out

material — product

steel — girder

material — property

glass — brittle

material — state

iron — corrosion

process — product

weaving — cloth

process — instrument

incision — scalpel

process — method

storage — freeze-dry

process — patient

dying — textile

phenomenon — measurement

light — Watt

object — counteragent

poison — antidote

object — container

tool — tool box

object — material

bridge — iron

object — quality

petrol — high octane

object — operation

drill bit — drilling

object — characteristic

fuel — smokeless

object — form

book — paperback

object — place

coalmining — coalmine
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a 1% 4 o a v
Trial 32 19HaNS AN Investigational Product 115115398
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UNNVIHAANNIVIINUUAS VUHUNNUDUAANN

o AW Yo o o d o d 9 dy 1 = I v KX o
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Guauua"lﬂmmumuﬂm Ll,a$ﬂ11’iuﬂﬁw1ﬂﬂﬂ‘t’J‘ULﬂfJ\‘lﬁluﬂTHWllVIﬂlW@%ﬂﬂWUuﬂﬂﬂl@NvaﬂWW (terminological

record)

v KX Y (%) d &' % .
5.1 UUNNUBYAAWNIVDINY (extraction record)
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1. Testimonial context fI9 m‘ummmmiwmummwmﬂswﬂa@gﬂsﬂ um"lumamauq

A08191F U
... Since the terminal have to be equipped with a printer and if we do not want to have to type the
information ourselves, they also need to be equipped with a scanner.
@ ] <3 Y1 Ao w J T U A o 1 1 n Y= a o v J
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This technique (telephotocopy or facsimile) allows transmission of a copy of a document
(facsimile) from an issuing centre to a receiving centre by means of a telecommunications
network.
(% 1 Jq Y . . 9 ] Y

NNAIBE1 1A I ANUHUIBVDS telephotocopy or facsimile 13ed19¥aau

. L. A A 2q vy A . Aq Y &

3. Metalinguistic context Ao V3UNH IHToyameInuinn lugiusnldmitenianianim

A0811TU
...laundering used to refer only to clothes, but in some parts of the coast it refers to illegal
financial activities.
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3. Engfo ANNne18angy
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Hlustration:
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Cross-reference:
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4. Grammatical Category 719 Usztannialrennsal sy mnsen MIeal
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8. Linguistic Specification v Y0YADUNNAENNGINVANA 15U Auvilou Mdo
A [ S
9. Cross-reference f1® ANNDU

o a A a { v P
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5.3 denuuazrianmsveute
5.3.1 Hen
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1. Intentional definition
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Lead pencil

Pencil whose graphite core is fixed in a wooden casing that is removed for usage by sharpening

@ Y v o

1 a ¥ J H 1 o 1 . 1
MINA2081905 118 1aAeT 1 TurieniNganI (superordinate concept ) ABA111 Pencil AU
o Ao o A A = o an Y}
AudnyuzdAyfeomMIosuedIglanyazuaz s 19
2. Extensional definition
I o A A a o A 9 Y A . 1 ya
Aumiienunnannu Tunemineglay Tuniemiy (subordinate concepts) 134 M3 THUEINUVL

gNA0819KI DLAAIDIRUTZ AR VYR TUNF sndIDe 1L

Threatened species: critically endangered species, endangered species or vulnerable species

@ [ <3 Y .. . . .
AP BEARR BT R R critically endangered species, endangered species, vulnerable species

I o oA [l
Lﬂuuiuwﬂu‘ﬁagiﬁ' threatened species
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“An anemometer is a meteorological instrument that registers the speed of wind on a dial or

gage.”
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“An anemometer registers the speed of wind on a dial or gage.”
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Lead pencil
Pencil whose graphite core is fixed in a wooden casing that is removed for usage by sharpening.
NOTE: To be used for writing or making marks, a lead pencil must be sharpened at least at one
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Pencil whose wooden casing is fixed around graphite, a soft black form of carbon.
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76F6E66722E70627A++/isbn/9781420011302
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6A75622E766167++/hq/2005/TDR_GEN_Guidance 05.1 eng.pdf

3,910

CTO072.txt

Peer Review

http://www.ct-toolkit.ac.uk/routemap/peer-review

138

CTO073.txt

Permissions & Approvals Obtained

153




74

SHAD1999 fnvewenms 1IN
http://www.ct-toolkit.ac.uk/routemap/permissions-and-approvals-obtained

CT074.txt | Pharmacovigilance 257
http://www.ct-toolkit.ac.uk/routemap/pharmacovigilance

CTO075.txt | Principles on Conduct of Clinical Trials 6,960
http://www.phrma.org/sites/default/files/pdf/042009 clinical trial principles
final.pdf

CTO076.txt | Progress Reporting 138
http://www.ct-toolkit.ac.uk/routemap/progress-reporting

CT077.txt | Protocol Development 414
http://www.ct-toolkit.ac.uk/routemap/protocol-development

CTO078.txt | R&D Consultation 380
http://www.ct-toolkit.ac.uk/routemap/r-and-d-consultation

CT079.txt | R&D Submission 583
http://www.ct-toolkit.ac.uk/routemap/r-and-d-submission

CT080.txt | Risk Assessment 232
http://www.ct-toolkit.ac.uk/routemap/risk-assessment

CTO81.txt | Safety Reporting 321
http://www.ct-toolkit.ac.uk/routemap/safety-reporting

CTO082.txt | Sample Sizes for Clinical Trials 82,853
https://vpn.chula.ac.th/+CSCO+0h756767633 A2F2F6 A6 A6A2E70657061726
76F6E66722E70627 A++/isbn/9781584887409

CTO083.txt | Sequential Experimentation in Clinical Trials 104,687
https://vpn.chula.ac.th/+CSCO+dh756767633A2F2F797661782E6663657661
7472652E70627A++/content/pdf/10.1007%2F978-1-4614-6114-2.pdf

CTO084.txt | Simulation for Designing Clinical Trials 139,829

https://vpn.chula.ac.th/+CSCO+ch756767633A2F2F6 A6 A6A2E70657061726
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CNO001 Concept:Clinical Trial Eng: Clinical Trial [CTO015]
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Conceptual Relation:

Therapeutic Therapeutic
Human Exploratory Confirmatory Pharmacoepidemiologic
Pharmacology Studies Studies Studies
GS
Clinical Trial

Extraction:

1. A clinical trial is the most definitive method of determining whether an intervention has the
postulated effect. Only seldom is a disease or condition so completely characterized that
people fully understand its natural history and can say, from knowledge of pertinent variables,
what the subsequent course of a group of patients will be. Even more rarely can a clinician
predict with certainty the outcome in individual patients. By outcome is meant not simply that
an individual will die, but when, and under what circumstances; not simply that he will recover
from a disease, but what complications of that disease he will suffer; not simply that some
biological variable has changed, but to what extent the change has occurred. Given the

uncertain knowledge about disease course and the usual large variations in biological
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measures, it is often difficult to say on the basis of uncontrolled clinical observation whether a

new treatment has made a difference to outcome and, if it has, what the magnitude is. A

clinical trial offers the possibility of such judgment because there exists a control group which,

ideally, is comparable to the intervention group in every way except for the intervention being

studied. [CT056]

2. The goal of a clinical trial is not to create wealth for an enterprise, organization or individual.

Clinical trials can only take place to improve or augment the available therapeutic arsenal for

the benefit of mankind. [CT015]

Synonym Term: Abbreviation:

Grammatical Category: Noun
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CNO002 Concept: Human Pharmacology | Eng: Human Pharmacology

[CT107]

Feature:
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Conceptual Relation:

Therapeutic Therapeutic
Human Exploratory Confirmatory Pharmacoepidemiologic
Pharmacology Studies Studies Studies
GS
Clinical Trial

Extraction:

1. 3.1.3.1 Phase I (Most typical kind of study: Human Pharmacology)

Phase I starts with the initial administration of an investigational new drug into humans.
Although human pharmacology studies are typically identified with Phase I, they may also be
indicated at other points in the development sequence. Studies in this phase of development
usually have non-therapeutic objectives and may be conducted in healthy volunteer subjects or
certain types of patients, e.g. patients with mild hypertension. Drugs with significant potential
toxicity, e.g. cytotoxic drugs, are usually studied in patients. Studies in this phase can be open,

baseline controlled or may use randomisation and blinding, to improve the validity of
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observations. [CT107]

Human pharmacology studies assess the safety of the drug, obtain a thorough knowledge and
understanding of the drug’s pharmacokinetic profile and potential interactions with other
drugs, and estimate pharmacodynamic (drug-induced biological) activity. They are typically
conducted by clinical pharmacologists. A range of doses and/or dosing intervals is investigated
in a sequential manner. Characterization of the drug’s safety profile may include investigation
of pharmacokinetics, structure—activity relationships, mechanisms of action, and identifying

preferred routes of administration and interactions with other medications.

Typically, between 20 and 80 healthy adults (this number can certainly be lower) participate in
these relatively short studies, and subjects are often recruited from university medical school
settings where trials are being conducted. Subjects are typically paid for their participation.
(This payment may be one reason why the term volunteers originated to describe these
subjects—recall the discussion in Section 1.8.2. However, there are financial benefits to many
clinical trial participants in later clinical trials too, in that medical procedures involved in trials

are conducted at no cost to the subjects.) [CT069]

Synonym Term: Phase | Abbreviation: Grammatical Category: Noun
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CNO003 Concept: Therapeutic Eng: Therapeutic Exploratory

Exploratory Studies Studies [CT107]

Feature:
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Conceptual Relation:

Therapeutic Therapeutic
Human Exploratory Confirmatory Pharmacoepidemiologic
Pharmacology Studies Studies Studies
GS
Clinical Trial

Extraction:

1. 3.1.3.2 Phase II (Most typical kind of study: Therapeutic Exploratory)

Phase II is usually considered to start with the initiation of studies in which the primary
objective is to explore therapeutic efficacy in patients.

Initial therapeutic exploratory studies may use a variety of study designs, including
concurrent controls and comparisons with baseline status. Subsequent trials are usually
randomised and concurrently controlled to evaluate the efficacy of the drug and its safety for a

particular therapeutic indication. Studies in Phase II are typically conducted in a group of
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patients who are selected by relatively narrow criteria, leading to a relatively homogeneous
population and are closely monitored.

An important goal for this phase is to determine the dose(s) and regimen for Phase III trials.
Early studies in this phase often utilise dose escalation designs (see ICH E4) to give an early
estimate of dose response and later studies may confirm the dose response relationship for the
indication in question by using recognised parallel dose-response designs (could also be
deferred to phase IIT). Confirmatory dose response studies may be conducted in Phase II or left
for Phase III. Doses used in Phase II are usually but not always less than the highest doses used
in Phase| L.

Additional objectives of clinical trials conducted in Phase II may include evaluation of
potential study endpoints, therapeutic regimens (including concomitant medications) and
target populations (e.g. mild versus severe disease) for further study in Phase II or III. These
objectives may be served by exploratory analyses, examining subsets of data and by including

multiple endpoints in trials. [CT107]

2. Therapeutic Exploratory
Explore use for the targeted indication
Estimate dosage for subsequent studies
Provide basis for confirmatory study design, endpoints, methodologies
Earliest trials of relatively short duration in well- defined narrow patient populations, using
surrogate or pharmacological endpoints or clinical measures

Dose-response exploration studies [CT061]

Synonym Term: Phase 11 Abbreviation: Grammatical Category: Noun
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CNO004 Concept: Therapeutic Eng: Therapeutic Confirmatory

Confirmatory Studies Studies [CT069]
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Conceptual Relation:

Therapeutic Therapeutic
Human Exploratory Confirmatory Pharmacoepidemiologic
Pharmacology Studies Studies Studies
GS
Clinical Trial

Extraction:

1. Human pharmacology and therapeutic exploratory studies define the most likely safe and
effective dosage regimens for use in subsequent therapeutic confirmatory studies. These
therapeutic confirmatory studies are typically run as double-blind, randomized, concurrently
controlled clinical trials. The technique of randomization was pioneered in the field of agriculture
(plants also show considerable individual variation) by Sir Ronald Fisher, a visionary statistician.
It is generally acknowledged that the first randomized clinical trial, conducted in the late 1940s,

was a study evaluating the use of streptomycin in treating tuberculosis conducted by the
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(British) Medical Research Council Streptomycin in Tuberculosis Trials Committee.
[CT069]

3.1.3.3 Phase III (Most typical kind of study: Therapeutic Confirmatory)

Phase III usually is considered to begin with the initiation of studies in which the primary
objective is to demonstrate, or confirm therapeutic benefit. Studies in Phase III are designed to
confirm the preliminary evidence accumulated in Phase II that a drug is safe and effective for
use in the intended indication and recipient population. These studies are intended to provide
an adequate basis for marketing approval. Studies in Phase III may also further explore the
dose-response relationship, or explore the drug's use in wider populations, in different stages of
disease, or in combination with another drug. For drugs intended to be administered for long
periods, trials involving extended exposure to the drug are ordinarily conducted in Phase III,
although they may be started in Phase II (see ICH E1). ICH El and ICH E7 describe the
overall clinical safety database considerations for chronically administered drugs and
drugs used in the elderly. These studies carried out in Phase III complete the information
needed to support adequate instructions for use of the drug (official product information).

[CT107]

Synonym Term: Phase III Abbreviation: Grammatical Category: Noun
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CNO005 Concept: Pharmacoepidemiologic | Eng: Pharmacoepidemiologic

Studies Studies [CT106]

Feature:
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Conceptual Relation:

Therapeutic Therapeutic
Human Exploratory Confirmatory Pharmacoepidemiologic
Pharmacology Studies Studies Studies
GS
Clinical Trial

Extraction:

1. Purpose Phase IV studies, sometimes called pharmacoepidemiologic studies, are those that
are conducted after a drug has been approved for marketing. Such studies, often large, may
assess a drug for uncommon toxicities that may be undetectable in smaller phases 1 - III
studies, or they may establish the activity or tolerability of a drug in a particular population or
practice setting.

Studies conducted to assess new methods of drug administration, combinations with other

agents, or activity in other diseases that is, studies seeking a new marketing indication are
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better described and conducted as the phases I - III studies they represent.[CT106]

2. Perhaps the most obvious and compelling reason to perform a postmarketing

pharmacoepidemiologic study is regulatory: a plan for a postmarketing

pharmacoepidemiologic study is required before the drug will be approved for marketing.

Requirements for postmarketing research have become progressively more frequent in recent

years. ... Many of these required studies have been randomized clinical trials, designed to

clarify residual questions about a drug’s efficacy. Others focus on questions of drug toxicity.

Often it is unclear whether the pharmacoepidemiologic study was undertaken in response to a

regulatory requirement or in response to merely a “suggestion” by the regulator, but the effect

is essentially the same. ...Sometimes a manufacturer may offer to perform a

pharmacoepidemiologic study with the hope that the regulatory agency might thereby approve

the drug’s earlier marketing. If the agency believed that any new serious problem would be

detected rapidly and reliably after marketing, it could feel more comfortable about releasing

the drug sooner. Although it is difficult to assess the impact of volunteered postmarketing

studies on regulatory decisions, the very large economic impact of an earlier approval has

motivated some manufacturers to initiate such studies. [CT128]

Synonym Term: Therapeutic

Use, Phase IV

Abbreviation:

Grammatical Category: Noun
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CNO006 Concept: Crossover Trial Eng: Crossover Trial [CT017]

Feature:
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Conceptual Relation:

Clinical Trial
Crossover Randomized Parallel Tnal Superionty Expanded
Trial Controlled Trial Trial Access
CE MT

Carryover Compassionate

Effect Use

\L ES

Washout

Period

Extraction:

1. A crossover trial is one where patients are randomized to treatment or control and then, after a
fixed time followed by a period of washout for the active drug, patients are swapped from
treatment to control or vice versa. Such trials are not often used in bone-related studies because
of the length of time treatments take to have a measurable outcome and the length of washout
period that would be required. [CT017]

2. Crossover Designs
The crossover design is based on the concept that every subject is used as his/her own control.

As already said, this implies that each subject receives more than one treatment [1, Chap. 10].
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We shall start with the so-called two-by-two crossover design, characterized by the use of two

treatments in two periods. Suppose we have two treatments A and B. A is administered to the

subjects of one group as first treatment (period 1), followed by B (period 2). Vice versa, B is

administered as first treatment to the subjects of the other group (period 1), then followed by A

(period 2). Each of the two groups, AB and BA, is called sequence. In this design, the subjects

are randomized to the sequences, not to the treatments. The design matrix of a balanced cross-

over design (i.e., a design with the same sample site in each period and each sequence) is

shown in Table 4.3. [CT008]

Synonym Term: Abbreviation:

Grammatical Category: Noun
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CNO007 Concept: Randomized Eng: Randomized Controlled

Controlled Trial Trial [CT063]

Feature:
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Conceptual Relation:

Clinical Tral
Crossover Randomized Parallel Trial Superionty Expanded
Trial Controlled Trial Trial Access
CE MT

Carryover Compassionate

Effect Use

ES

Washout

Period

Extraction:

1. A randomized concurrently controlled clinical trial is simply an experiment performed on
human subjects to assess the efficacy of a new treatment for some condition. It has two key
features, which in the simplest case are as follows:

1. The new treatment is given to a group of patients (called the treated group) and another

treatment, often the one most widely used, is given to another group of patients at the same
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time this is usually called the control group. This is what makes the trial concurrently
controlled.
2. Patients are allocated to one group or another by randomization. This can be thought of as
deciding on the treatment to be given by the toss of a coin, although more sophisticated
methods are usually employed, as we shall see.
It is often understood that the controls are concurrent and these trials are referred to simply as
randomized controlled trials or, in this book, RCTs. [CT063]

2. Randomized, controlled trials (RCTs). Subjects are randomly assigned to the treatment or

control (placebo or active comparator) group and monitored over a number of years. [CT016]

Synonym Term: Randomized Abbreviation: RCT Grammatical Category: Noun

Trial
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CNO008 Concept: Parallel Trial Eng: Parallel Trial [CT130]

Feature:
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Conceptual Relation:

Clinical Trial
Crossover Randomized Parallel Trial Superionty Expanded
Trial Controlled Trial Trial Access
CE MT

Carryover Compassionate

Effect Use

\L ES

Washout

Period

Extraction:

1. The simplest trial design is that in which each group of participants is exposed to only one
study intervention and is called a ‘parallel trial’. For instance, if a group of investigators uses
a parallel design to evaluate the effects of a new analgesic compared with those of a placebo in
patients with migraine, they would give the new analgesics to one randomly chosen group of
patients and at the same time would give placebo to a different randomly chosen group of
patients. [CT130]

2. In parallel trials subjects are randomised to receive one of the treatments to be compared

each. They stay on the one treatment they are allocated to. [CT131]
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Synonym Term:

Abbreviation:

Grammatical Category: Noun
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CN009 Concept: Superiority Trial Eng: Superiority Trial [CT067]

Feature:
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Conceptual Relation:
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J/ ES
Washout
Period
Extraction:
1. ...for the usual superiority trial, the goal is to show that the new intervention is better than

placebo or no treatment, or that new intervention plus control is better than control alone.
[CT056]

2. One kind of clinical trial, called a superiority trial, is designed to look for evidence that a new
drug under development is superior to a control treatment. This control can be a placebo a
tablet that is manufactured to be identical in size, shape, color, taste, and smell to the tablet
containing the drug but which has no pharmacologically active ingredients or an active control,

i.e., another drug. [CT067]
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Synonym Term:

Abbreviation:

Grammatical Category: Noun
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CNo010 Concept: Expanded Access Eng: Expanded Access [CT125]

Feature:
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Conceptual Relation:

Clinical Tnal
Crossover Randomized Parallel Trial Supernonty Expanded
Trial Controlled Trial Trial Access
CE MT

Carryover Compassionate

Effect Use

\L ES

Washout

Period

Extraction:

1. Expanded Access Programs (EAP) refers to programs that focus on enrolling groups of
patients; in this way they are a type of clinical trial. In an EAP, the manufacturer sets up a trial
into which patients can be enrolled if they meet specific criteria. Rather than evaluating

individual patients case by case on the basis of need, a target population for enrollment is
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defined and only those patients who meet the enrollment criteria can participate. There is

more emphasis on patient follow-up than in the CU mechanism, and data collection on safety

and follow-up/treatment out- come is requisite. The drug is used on an open-label basis, and its

use is required to follow program guide- lines. In this situation, the program is established in

specific countries, where it is registered as a clinical trial. Access is thus limited to the

countries where the trial is taking place. [CT125]

2. Expanded access

A company sponsoring a drug in the late stages of drug development, such as Phase III clinical

trials, can offer expanded access programs for patients who are not able to enroll in a clinical

trial. [CT129]

Synonym Term:

Abbreviation:

Grammatical Category: Noun
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CNO11

Concept: Compassionate Use Eng: Compassionate Use

[CT123]
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Conceptual Relation:

Expanded
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Extraction:

Compassionate use

Refers to the application of potentially life-saving experimental treatments to patients suffering
from a disease for which no satisfactory authorized therapy exists and/or who cannot enter a
clinical trial. For many patients, these treatments represent their last hope. [CT123]
Compassionate use

Medical professionals use the term “compassionate use” to refer to the treatment of a seriously
ill patient using a new, unapproved drug when no other treatments are available.

Drugs that are being tested but have not yet been approved by the US Food and Drug
Administration (FDA) are called investigational drugs. These drugs are generally available
only to people who are taking part in a clinical trial (a research study that is testing the drug).

Being able to use one of these drugs when you are not in a clinical trial has many names, but is
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most commonly referred to as compassionate use. [CT129]

Synonym Term:

Abbreviation: CU

Grammatical Category: Noun
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CNO12 Concept: Carryover Effect Eng: Carryover Effect [CT063]

Feature:
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Conceptual Relation:
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Extraction:

1. An obvious potential problem with a crossover trial is that the effects of the treatment given in
period 1 may still persist during period 2. Such a persistence of a treatment effect is known as a
carryover effect. [CT063]

2. A carryover effect is the residual influence of the intervention on the outcome during the
period after it has been stopped-blood pressure not returning to baseline levels for months after

a course of diuretic treatment, for example. [CT038]

Synonym Term: Abbreviation: Grammatical Category: Noun
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CNoO13

Concept: Washout Period

Eng: Washout Period [CT008]
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Conceptual Relation:
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Extraction:

1. To attenuate, and possibly eliminate, the carry-over effect, often the so-called washout period

is included between the two treatment periods, i.e., an additional period where the patients

receive no treatment. [CT008]

2. A cross-over trial is one in which subjects are given sequences of treatments with the objective

of studying differences between the individual treatments. A common design is one in which

half the subjects receive treatment A first and treatment B second, while the other half receive

the treatments in the opposite order. A washout period between the treatments is employed to

ensure that all pharmacological activity of the first drug administered has finished by the time

the second treatment is administered. [CT069]
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Synonym Term:

Abbreviation:

Grammatical Category: Noun
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CNO014 Concept: Placebo Eng: Placebo [CT114]

Feature:
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Conceptual Relation:

Clinical Trial

Placebo New Molecular Entity Innovator Therapeutic
Drug Orphans
CE
\
Placebo
Effect Orphan Orphan Drug
Device |
Extraction:

1. A placebo is any medical treatment that is inert (inactive), such as a sugar pill. Around one
third of people who take placebos (believing them to be medication) will experience an end to
their symptoms. This is called the placebo effect.

Placebo is Latin for 'I will please', and refers to any medical treatment that is inert. The placebo
has long been used in research trials to objectively test the efficacy of a new health care

treatment, such as a drug. A placebo is indispensable to the conduct of many scientifically-
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based clinical trials. Ethical considerations require that participants in clinical trials be told that

they may be given a 'dummy' treatment.

Usually, one group of people takes the drug while another group (the control group) takes the

placebo. The placebo may be a sugar pill. None of the participants know whether they are

taking the active or inactive substance. Sometimes, not even the researchers know (double

blind test). [CT114]

2. A placebo is an inactive treatment, identical to the experimental treatment in every aspect

except for the presumed active substance. [CT008]

Synonym Term: Abbreviation:

Grammatical Category: Noun
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CNO15 Concept: New Molecular Entity | Eng: New Molecular Entity

[CT115]

Feature:

[
LN I

I A 1= 1 Aa o ¢ AN Yo ] H @ Ay Q1
L”IJHEJ']‘V]UlﬂJﬂJﬂJ']ﬂ@uGluNﬁﬂﬂﬂ!“ﬂfﬂﬂulﬂﬁﬂﬂ15@uuﬁL!ﬁ%ﬂ'J‘UﬂJJ uazam@g“luwﬂeumﬁwmum"lafl%

q

[

A o ¢ A Yo wa a A o =2 ao aan J
gmmuma@uwu‘ﬁmmms‘n"lmumgm 98 NIDNMNITANEIVINNAAUNNUIND U

Conceptual Relation:

Clinical Trial

Placebo New Molecular Entity Innovator Therapeutic
Drug Orphans
CE
Placebo
Effect Orphan Orphan Drug
Device
Extraction:

1. A New Molecular Entity (NME) or New Chemical Entity (NCE) is a drug or chemical that is
without precedent among regulated and approved drug products. The NME designation
indicates that a drug in development is not a version or derivative of an existing and previously
investigated, trialed and approved substance. [CT115]

2. The drug under investigation is usually under development by the sponsor and is known

throughout the book as the “new molecular entity” (NME). [CT016]

Synonym Term: Abbreviation: NME Grammatical Category: Noun
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CNO16 Concept: Innovator Drug Eng: Innovator Drug

Feature:
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Conceptual Relation:

Clinical Trial

Placebo New Molecular Entity Innovator Therapeutic
Drug Orphans
CE

\
Placebo

Effect . Orphan | Orphan Drug

Device
Extraction:

1. Innovator drugs are brand-name drugs. These drugs are the first instance of a particular
chemical combination, meaning the combination is new. These drugs are patented, which
protects them from market competition because generic companies cannot replicate them while

they remain under patent. These drugs are often very expensive until the patent expires and
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generic equivalents enter the marketplace. [CT126]

2. An innovator drug is the first drugs created containing its specific active ingredient to receive
approval for use. It is usually the product for which efficacy, safety and quality have been fully
established. When a new drug is first made, drug patent usually will be acquired by the
founding company. Most drug patents are protected up to 20 years. During the patent period,

other companies cannot make or sell the same drug until the patent expires. [CT127]

Synonym Term: Abbreviation: Grammatical Category: Noun
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CNO017

Concept: Therapeutic Orphans Eng: Therapeutic Orphans

[CT106]
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Conceptual Relation:

Clinical Trial

Placebo New Molecular Entity Innovator Therapeutic
Drug Orphans
CE
Placebo
Effect Orphan Orphan Drug
Device
Extraction:

1. The Office of Orphan Products Development is the subunit of the FDA that oversees, and

sometimes funds, the clinical trials of orphan drugs. Enacted in 1983 and since revised, the

Orphan Drug Act has provided tax and marketing incentives to entrepreneurs who want to study

drug treatments or devices that are projected to be relevant only to small markets. These drugs

and devices are considered therapeutic orphans if the intended target population is fewer than

200,000 individuals in the United States or in the case of preventative or diagnostic drugs, fewer

than 200,000 individuals in the United States per year. [CT106]
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2. There is even a term -- "therapeutic orphans' -- to reflect that infants and children are often

treated with drugs or devices that haven't been tested in or approved for this population. [CT113]

Synonym Term: Abbreviation: Grammatical Category: Noun
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CNO18 Concept: Placebo Effect

Eng: Placebo Effect [CT106]

Feature:
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Conceptual Relation:

Placebo

CE

Placebo

Effect

Extraction:

1. A physical or emotional change, occurring after a substance is taken or administered, that is

not the result of any special property of the substance is called a placebo effect, which may be

beneficial, reflecting the expectations of the participant and, often, the expectations of the

person giving the substance. [CT106]

2. Comparing the results from both groups should indicate the effects of the drug. However,

people sometimes get better when they are taking a placebo. This phenomenon is known as

'the placebo effect'. Estimates vary, but around one third of people taking placebos for

complaints (including pain, headache and seasickness) will experience relief from symptoms.

There are various theories that attempt to explain this phenomenon but the underlying

mechanisms remain mysterious. [CT114]

Synonym Term: Abbreviation:

Grammatical Category: Noun
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CNo019 Concept: Orphan Drug Eng: Orphan Drug [CT106]

Feature:
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Conceptual Relation:

Therapeutic
Orphans
)@X
| Orphan i Orphan Drug

Extraction:

1. Orphan drugs belong to a FDA category designation for medical countermeasures intended
for use in a rare disease or condition defined under Section 526 of the Food and Drug Act.
[CT106]

2. Orphan drug products are expected to be used in treatment of over 6 million people annually
in the United States. In order for an IND product sponsor to avail the orphan drug status for the
candidate product under development, sufficient documentary evidence should be prepared for
submission demonstrating that:

The IND candidate is developed to treat a disease or condition for which the drug is intended
to affect fewer than 200,000 people in the United States or, if the drug is a vaccine, diagnostic

drug, or preventive drug, fewer than 200,000 dose - units are administered annually. [CT106]

Synonym Term: Abbreviation: Grammatical Category: Noun
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CN020 Concept: Adverse Event Eng: Adverse Event [CT009]

Feature:
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Conceptual Relation:

Adverse Event
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Reaction
Extraction:

1. Adverse Event
An adverse event (AE) is any symptom, sign, illness or experience that develops or worsens in
severity during the course of the study. Intercurrent illnesses or injuries should be regarded as
adverse events. Abnormal results of diagnostic procedures are considered to be adverse events if
the abnormality:
* results in study withdrawal
* is associated with a serious adverse event
* is associated with clinical signs or symptoms
* leads to additional treatment or to further diagnostic tests

* is considered by the investigator to be of clinical significance. [CT009]
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2. An adverse event (AE) may be any unintended or unfavorable sign, symptom or disease

occurring during or for a pre-defined period after the protocol intervention. [CT005]

Synonym Term:

Abbreviation: AE

Grammatical Category: Noun
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CNO021 Concept: Suspected Unexpected | Eng: Suspected Unexpected
Serious Adverse Reaction Serious Adverse Reaction.
[CT119]
Feature:
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Conceptual Relation:

Adverse Event
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Reaction
Extraction:

1. Suspected Unexpected Serious Adverse Reaction (SUSAR)
A SUSAR is defined as a serious adverse event (see definition above) for which there is some
degree of probability that the event is related to the study drug and the adverse reaction is
unexpected, i.e. the nature or severity of which is not consistent with the applicable product
information.[CT119]

2. Definition of suspected unexpected serious adverse reaction (SUSAR)
Means an adverse reaction that is classed as serious and which is not consistent with the

information about the medicinal product in question set out
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a) in the case of a licensed product, in the summary of product characteristics (SmPC) for that

product

b) in the case of any other investigational medicinal product, in the Investigator’s Brochure

relating to the trial in question[CT118]

Synonym Term:

Abbreviation: SUSAR

Grammatical Category: Noun




125

CNO022

Concept: Treatment-Emergent

Adverse Event

Eng: Treatment-Emergent

Adverse Event [CT116]

Feature:
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Conceptual Relation:
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Extraction:

1. The SAP then goes on to define a treatment-emergent adverse event as follows:

All adverse events with an onset date no earlier than the treatment start date and no later than the

treatment end date will be considered treatment-emergent. [CT116]

2. The rules for what constitutes "treatment emergent" vary from company to company and can

vary from study to study within a company but it usually refers to AEs that happened on

treatment but did not happen at baseline or AEs that existed at baseline but occur again with a

higher severity on treatment. [CT117]

Synonym Term:

Abbreviation: TEAE

Grammatical Category:

Noun




Main Chart 4: M3UszNUNaNIINARLINIIAANDN

PC

Overall Survival

Surrogate

Endpoint

Intent to treat

Clinical Trial

Partial Response

Biomarker

126

Analysis of Complete

Response

variance

Disease-Free

Survival

Between-Subject

Variable

Within-Subject

Variable




127

CNo023

Concept: Overall Survival

Eng: Overall Survival [CT092]

Feature:
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Conceptual Relation:
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Owerall Survival
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Variable Variable
Extraction:

Overall survival (OS) the time from the start of study to death is an obviously critical out-

come measure for any generally fatal disease like AML in older adults. It has the virtue of

being unambiguously defined and captures a result of obvious significance. However, there are

often difficulties in interpretation, particularly if multiple therapies are given, or if patients

cross over to the alternative therapy after relapse. Nevertheless, the importance of overall

survival is so fundamental that it should always be analysed, even if it is not used as the

primary outcome measure. [CT092]
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Synonym Term:

Abbreviation: OS

Grammatical Category: Noun
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CN024

Concept: Surrogate Endpoint

Eng: Surrogate Endpoint

[CTO61]

Feature:
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Conceptual Relation:

PC

Owerall Survival

Partial Response
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Surrogate Intent to treat i Analysis of ! Complete Disease-Free
Endpoint i i Response Survival
! :
Between-Subject Within-Subject
Variable Variable
Extraction:

1.

A surrogate endpoint is an endpoint that is intended to relate to a clinically important

outcome but does not in itself measure a clinical benefit. Surrogate endpoints may be used as

primary endpoints when appropriate (when the surrogate is reasonably likely or well known to

predict clinical outcome). [CT061]

The NIH has also defined a surrogate endpoint that is intended to substitute for a clinical
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endpoint. A surrogate endpoint is expected to predict clinical benefit (or harm, or lack of

benefit or harm) based on epidemiologic, therapeutic, pathophysiologic, or other scientific

evidence. [CT019]

Synonym Term:

Abbreviation:

Grammatical Category: Noun
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CNO025 Concept: Intent to treat Eng: Intent to treat [CT106]

Feature:
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Conceptual Relation:

Clinical Trial

i Assessment i
PC b ! Partial Response

Owerall Survival

Biomarker

T !
Surrogate Intent to treat i Analysis of | Complete Disease-Free
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Extraction:

1. Intention to treat (ITT) is a conceptual principle and is not defined as a specific technical
procedure. One widely used procedure is to review the data in detail when the treatment and
follow - up have been completed and all the patient information has been collected, that is, at the
time that all the data has been frozen. Once allocation has been done, it is the ITT principle to
analyze as if the original allocation was continued, even after the intervention itself was changed.
[CT106]

2. Intention-to-treat (ITT) analysis is a technique commonly used in randomized control trials.
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The definition is as follows: “All patients randomly allocated to one of the treatments in a trial

should be analyzed together as representing that treatment, whether or not they completed, or

indeed received that treatment” [7]. In other words, ITT compares outcomes between study

groups with each participant analyzed according to their randomized group assignment regardless

of receiving the assigned treatment, withdrawal from the study, or deviation from the protocol.

An alternative to ITT is “per protocol” analysis, which only evaluates those participants who

complied with the assigned treatment. [CT090]

Synonym Term:

Abbreviation: ITT

Grammatical Category: Noun
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CNO026

Concept: Complete Response

Eng: Complete Response

[CT106]

Feature:
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Conceptual Relation:
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Endpoint i i Response Survival
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Variable Variable
Extraction:

1. By definition, complete response means complete resolution of all measurable and

nonmeasurable disease for more than 1 month. [CT106]

2. Complete Response (CR) Disappearance of all known disease, determined by two

observations not less than 4 weeks apart. [CT106]

Synonym Term:

Abbreviation: CR

Grammatical Category: Noun




134

CNO027 Concept: Disease-Free Survival | Eng: Disease-Free Survival

[CT092]

Feature:
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Conceptual Relation:
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Extraction:

1. Disease-free [or relapse-free] survival (DFS) this is a standard outcome measure in trials
of adjuvant therapy for solid tumours, but in AML trials, DFS refers to the survival time
spent free of disease. Thus, DFS is applicable only to patients who achieve a CR. It is defined

as the time from achieving a CR to relapse or death, whichever occurs first. [CT092]
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2. Consider disease-free survival.

This is the usual primary outcome measure in evaluating

adjuvant therapies, with results presented in the form of Kaplan — Meier survival curves

and compared using statistical tests that take into account the entire survival distributions. The

simple hazard function, which is in effect the derivative of the survival curve, can serve as an

effective graphical aid to understanding treatment and covariate effects. Moreover, it can

reveal important effects that are not apparent in the survival curves, themselves. [CT092]

Synonym Term:

Abbreviation: DFS

Grammatical Category: Noun
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CNO028 Concept: Biomarker Eng: Biomarker [CT019]

Feature:
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Conceptual Relation:
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Extraction:

1. The National Institutes of Health (NIH) has defined a biological marker (biomarker) as a
characteristic that is objectively measured and evaluated as an indicator of normal biological
processes, pathogenic processes, or pharmacologic responses to a therapeutic intervention.
[CT019]

2. A biomarker can be evaluated prior to treatment and then again during treatment, at which
time some modulation of the marker would be expected if the drug were having its intended

biologic effect. Such an outcome could help provide biologic proof of principle for a molecule.
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Ideally, a biomarker will be in the causal path of a drug mechanism of action or reflect an

intuitive fundamental physiologic change at the cellular or tissue level. Biomarkers can play an

important role in identifying a biologically active dose of an agent, and this may be different

than the MTD; however, it is important to recognize that the ability of a drug to affect activity

of a biomarker does not necessarily correlate with clinically meaningful activity. [CT019]

Synonym Term: Biological

Marker

Abbreviation:

Grammatical Category: Noun
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CN029 Concept: Partial Response Eng: Partial Response [CT106]

Feature:
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Conceptual Relation:
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Extraction:

1. Partial response is defined as >30% reduction in the sum of all measurable lesions for more
than 1 month, along with no evidence of progression of nonmeasurable disease. [CT106]

2. Partial response (PR). 30% decrease in sum of LD of target lesions from baseline;
confirmed at .4 weeks. 50% decrease in sum of products from baseline; confirmed at .4

weeks [CT019]

Synonym Term: Abbreviation: PR Grammatical Category: Noun
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CNO030 Concept: Between-Subject Eng: Between-Subject Variable

Variable [CT111]

Feature:
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Conceptual Relation:

Between-Subject Within-Subject

Variable Variable
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Extraction:

1.

Between-subject variables are independent variables or factors in which a different group of
subjects is used for each level of the variable. If an experiment is conducted comparing four
methods of teaching vocabulary and if a different group of subjects is used for each of the four
teaching methods, then teaching method is a between-subjects variable. If every variable in an
experimental design is a between- subjects variable, then the design is called a between-subjects

design. [CT111]

2. In a within-subjects design, each participant is tested under each condition. The conditions are,
for example, "device A", "device B", etc. So, for each participant, the measurements under one
condition are repeated on the other conditions. The alternative to a within-subjects design is a
between-subjects design. In this case, each participant is tested under one condition only. One
group of participants is tested under condition A, a separate group is tested under condition B,
and so on. [CT109]

Synonym Term: Intersubject Abbreviation: Grammatical Category: Noun

Variable
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CNo031 Concept: Within-Subject Eng: Within-Subject Variable

Variable [CT111]

Feature:
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Conceptual Relation:

Between-Subject Within-Subject

Variable Variable

Extraction:

1. A within-subjects variable is an independent variable that is manipulated by testing each subject
at each level of the variable. Consider an experiment examining the effect of study time on
memory. Subjects are given a list of 10 words to study for later recall. In one condition, subjects
are given one minute to study the list; in the other condition, subjects are given two minutes. Each
subject is tested once in each condition. Therefore, subjects have two scores, one for the one-
minute condition and one for the two-minute condition.(Naturally, subjects are given different
lists of words each time. Half of the subjects are tested with the one-minute condition first; the
other half are tested with the two-minute condition first). The variable "study time" is a within-
subjects variable since each subject is tested under each of the two levels of the variable (one
minute and two minutes). The same subjects are used in both conditions so the comparison
between conditions can be made within each of the subjects.

A within-subjects variable is often referred to as a "repeated- measures variable" since more than
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one measurement is taken from each subject. [CT111]
2. In a within-subjects design, each participant is tested under each condition. The conditions are,
for example, "device A", "device B", etc. So, for each participant, the measurements under one

condition are repeated on the other conditions. [CT109]

Synonym Term: Intrasubject Abbreviation: Grammatical Category: Noun
Variable, Repeated- Measures

Variable




143

NNANUIN 3



1.

Y-

d ~ o
ﬂ‘Hm!!ﬁ’ﬂ@ﬂNﬁ]@ﬂﬂW‘nﬂTﬂﬂﬂﬂ

@ a [ ! o oA o
(GWAdNDY) = Aninm Ined launnndnindigimualiugdy
[ { v da
+ = Anvine Ine ldaunnnmsud ludnsiiau

o o Ay v Y w @ 2
= f’T“WTIfI']‘H"IhlVIﬂﬂhlﬂiJ'm"lﬂﬂ"liﬁﬁ'NﬁWWSh’ﬁJsUu

*
\

Y-

d
tyan‘ynﬂu Linguistic Specification

Abbr. Abbreviation (8NH369) YDIANNHAN

o o Jd o
Syn. = Synonym (Auriilon) vosAnnvan

144



145

TR001 Eng: Clinical Trial Thai: MINAADINNAAUN (RFO1)
Grammatical Category: Noun Subject Field: Types of clinical trial
Definition:

an
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Hlustration:

A clinical trial is the most definitive method of determining whether an intervention has the postulated
effect. Only seldom is a disease or condition so completely characterized that people fully understand its
natural history and can say, from knowledge of pertinent variables, what the subsequent course of a group
of patients will be. Even more rarely can a clinician predict with certainty the outcome in individual
patients. By outcome is meant not simply that an individual will die, but when, and under what
circumstances; not simply that he will recover from a disease, but what complications of that disease he
will suffer; not simply that some biological variable has changed, but to what extent the change has
occurred. Given the uncertain knowledge about disease course and the usual large variations in biological
measures, it is often difficult to say on the basis of uncontrolled clinical observation whether a new
treatment has made a difference to outcome and, if it has, what the magnitude is. A clinical trial offers the
possibility of such judgment because there exists a control group which, ideally, is comparable to the

intervention group in every way except for the intervention being studied. [CT056]

Linguistic Specification:

Cross-reference:

Note:
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TRO002 Eng: Human Pharmacology Studies Thai: ﬂ”liﬁmelWINLﬂﬁ}GIﬁVIEJﬂuiJi;!}JEilﬂ-
Grammatical Category: Noun Subject Field: Phases of clinical trial
Definition:

=< ao A R R g Aq ¥ Aa 9 49! ] < I o I Aa
ﬂ13ﬁﬂ‘H13ﬂﬂﬁlu3$ﬂ$ﬂﬁu\‘l GINHJH?Sﬂ%ﬂiﬁfﬂ“ﬂﬂﬂﬂuﬂluclﬁuiuulgﬂﬂLﬂUﬂiQLLiﬂllaﬁlﬂufﬂﬂN

Y A I a 1 4 =Y s A [
pun Tduhgiluiuaeuybd Taelulidaglszasaionsinm

Q

Hlustration:

Phase I starts with the initial administration of an investigational new drug into humans. Although human
pharmacology studies are typically identified with Phase I, they may also be indicated at other points in
the development sequence. Studies in this phase of development usually have non-therapeutic objectives
and may be conducted in healthy volunteer subjects or certain types of patients, e.g. patients with mild
hypertension. Drugs with significant potential toxicity, e.g. cytotoxic drugs, are usually studied in
patients. Studies in this phase can be open, baseline controlled or may use randomisation and blinding, to

improve the validity of observations. [CT107]

Linguistic Specification:

Syn. Phase I

Cross-reference:

Note:
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TR003 Eng: Therapeutic Exploratory Thai: M3ANEUNBATIVAOUNAITIL 1A+
Studies

Grammatical Category: Noun Subject Field: Phases of clinical trial

Definition:
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Hlustration:

Initial therapeutic exploratory studies may use a variety of study designs, including concurrent controls
and comparisons with baseline status. Subsequent trials are usually randomised and concurrently
controlled to evaluate the efficacy of the drug and its safety for a particular therapeutic indication. Studies
in Phase II are typically conducted in a group of patients who are selected by relatively narrow criteria,

leading to a relatively homogeneous population and are closely monitored. [CT107]

Linguistic Specification:

Syn. Phase I1

Cross-reference:

Note:
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TR004 Eng: Therapeutic Confirmatory Thai: M3ANYUNBTUGUHATILTA+
Studies

Grammatical Category: Noun Subject Field: Phases of clinical trial

Definition:

= ao = =2 Ao s A 4 Ao Pz o Y3 Y
msanyIveluszesiay sadnguszasaieuaasnsebuduilss Temnilumsinw uaz luiluveya
o o waq Y G = [ AL
dmsumsvesylaliiavisenluaaia venantduilumsanyiaNuduius lumsaouauedvea
y Sao Y oy A ! A )
viaeg Mslgenlulsemnsniimaunn msldedihenedlu szezanee vodalsn H3ens 1y

WA VLD

Hlustration:

Phase III (Most typical kind of study: Therapeutic Confirmatory)

Phase III usually is considered to begin with the initiation of studies in which the primary objective is to
demonstrate, or confirm therapeutic benefit.

Studies in Phase III are designed to confirm the preliminary evidence accumulated in Phase II that a drug
is safe and effective for use in the intended indication and recipient population. These studies are intended
to provide an adequate basis for marketing approval. Studies in Phase III may also further explore the
dose-response relationship, or explore the drug's use in wider populations, in different stages of disease, or
in combination with another drug. For drugs intended to be administered for long periods, trials involving
extended exposure to the drug are ordinarily conducted in Phase III, although they may be started in Phase
Il (see ICH E1). ICH El and ICH E7 describe the overall clinical safety database considerations for
chronically administered drugs and drugs used in the elderly. These studies carried out in Phase I1I
complete the information needed to support adequate instructions for use of the drug (official product

information). [CT107]

Linguistic Specification:

Syn. Phase III

Cross-reference:
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Note:
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TRO05 Eng: Pharmacoepidemiologic Studies | Thai: MIANBIINGINTTEVIAM AN TV *
Grammatical Category: Noun Subject Field: Phases of clinical trial
Definition:
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Hlustration:

Purpose Phase IV studies, sometimes called pharmacoepidemiologic studies, are those that are
conducted after a drug has been approved for marketing. Such studies, often large, may assess a drug for
uncommon toxicities that may be undetectable in smaller phases I - III studies, or they may establish the
activity or tolerability of a drug in a particular population or practice setting. Studies conducted to assess
new methods of drug administration, combinations with other agents, or activity in other diseases that is,
studies seeking a new marketing indication are better described and conducted as the phases I - III studies

they represent.[CT106]

Linguistic Specification:

Syn. Therapeutic Use, Phase IV

Cross-reference:

Note:
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TRO006

Eng: Crossover Trial

Thai: NMINAaoILUL lui+

Grammatical Category: Noun

Subject Field: Types of clinical trial

Definition:
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Illustration:

A crossover trial is one where patients are randomized to treatment or control and then, after a fixed time

followed by a period of washout for the active drug, patients are swapped from treatment to control or

vice versa. Such trials are not often used in bone-related studies because of the length of time treatments

take to have a measurable outcome and the length of washout period that would be required. [CT017]

Linguistic Specification:

Cross-reference:

Note:
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TRO07 Eng: Randomized Controlled Trial | Thai: N3NAABINUNGUAIVANUU LG+
Grammatical Category: Noun Subject Field: Types of clinical trial
Definition:
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Ilustration:

A randomized concurrently controlled clinical trial is simply an experiment performed on human
subjects to assess the efficacy of a new treatment for some condition. It has two key features, which in the
simplest case are as follows:

1. The new treatment is given to a group of patients (called the treated group) and another treatment, often
the one most widely used, is given to another group of patients at the same time this is usually called the
control group. This is what makes the trial concurrently controlled.

2. Patients are allocated to one group or another by randomization. This can be thought of as deciding on
the treatment to be given by the toss of a coin, although more sophisticated methods are usually employed,
as we shall see.

It is often understood that the controls are concurrent and these trials are referred to simply as

randomized controlled trials or, in this book, RCTs. [CT063]

Linguistic Specification:

Syn. Randomized Trial , Abbr. RCT

Cross-reference:

Note:




153

TRO008 Eng: Parallel Trial Thai: ﬂ”l’iV]ﬂﬁ’fNLL‘U‘Uf’jﬂlHWH (RF06)
Grammatical Category: Noun Subject Field: Types of clinical trial
Definition:
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Hlustration:
The parallel group designs in which there are as many groups as treatments, all groups are treated
simultaneously, and every subject receives only one of the study treatments (or a combination tested as a

single treatment). [CT008]

Linguistic Specification:

Cross-reference:

Note:




154

TR009 Eng: Superiority Trial Thai: M3nAasionageulszansninues
g*

Grammatical Category: Subject Field: Types of clinical trial

Definition:
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Hlustration:

One kind of clinical trial, called a superiority trial, is designed to look for evidence that a new drug
under development is superior to a control treatment. This control can be a placebo a tablet that is
manufactured to be identical in size, shape, color, taste, and smell to the tablet containing the drug but

which has no pharmacologically active ingredients or an active control, i.e., another drug. [CT067]

Linguistic Specification:

Cross-reference:

Note:
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TRO10 Eng: Expanded Access Thai: MIANYINTVEIEMTADINTSAYI+
Grammatical Category: Noun Subject Field: Types of clinical trial
Definition:
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Hlustration:

Expanded Access Programs (EAP) refers to programs that focus on enrolling groups of patients; in this
way they are a type of clinical trial. In an EAP, the manufacturer sets up a trial into which patients can be
enrolled if they meet specific criteria. Rather than evaluating individual patients case by case on the
basis of need, a target population for enrollment is defined and only those patients who meet the enroll-
ment criteria can participate. There is more emphasis on patient follow-up than in the CU mechanism,
and data collection on safety and follow-up/treatment out- come is requisite. The drug is used on an open-
label basis, and its use is required to follow program guide- lines. In this situation, the program is
established in specific countries, where it is registered as a clinical trial. Access is thus limited to the

countries where the trial is taking place. [CT125]

Linguistic Specification:

Cross-reference:

Note:
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TRO11 Eng: Compassionate Use Thai: M35AHIA0N w\ihllihlﬁglwumalll +

Grammatical Category: Noun Subject Field:

Definition:
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Hlustration:
Compassionate use refers to the application of potentially life-saving experimental treatments to patients
suffering from a disease for which no satisfactory authorized therapy exists and/or who cannot enter a

clinical trial. For many patients, these treatments represent their last hope. [CT123]

Linguistic Specification:

Abbr. CU

Cross-reference:

Note:
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TR012

Eng: Carryover Effect

A A
Thai: NAAUIUDI+

Grammatical Category: Noun

Subject Field:

Definition:
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Illustration:

An obvious potential problem with a crossover trial is that the effects of the treatment given in period 1

may still persist during period 2. Such a persistence of a treatment effect is known as a carryover effect.

[CT063]

Linguistic Specification:

Cross-reference:

Note:
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TRO013

Eng: Washout Period

Thai: 528SMSNNTNH I+

Grammatical Category: Noun

Subject Field:

Definition:
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Illustration:

To attenuate, and possibly eliminate, the carry-over effect, often the so-called washout period is included

between the two treatment periods, i.e., an additional period where the patients receive no treatment.

[CT008]

Linguistic Specification:

Cross-reference:

Note:
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TRO14 Eng: Placebo Thai: 9111990 (RFO1)

Grammatical Category: Noun Subject Field: Investigational products in

clinical trial

Definition:
A = Q( A 1 Q( o % Y Aaa A A
EJWI"liJiJi]‘l’]‘ﬁVINfﬂWiﬂlliJﬂfJﬂi]Wﬁ D1INMUIVINUING Tﬂaﬁlsﬂumﬁmammmaumweﬂizmu

sLANTHNAVRINITTAN

Hlustration:
A placebo is any medical treatment that is inert (inactive), such as a sugar pill. Around one third of people
who take placebos (believing them to be medication) will experience an end to their symptoms. This is

called the placebo effect.

Placebo is Latin for 'l will please', and refers to any medical treatment that is inert. The placebo has long
been used in research trials to objectively test the efficacy of a new health care treatment, such as a drug.
A placebo is indispensable to the conduct of many scientifically-based clinical trials. Ethical
considerations require that participants in clinical trials be told that they may be given a 'dummy'

treatment.

Usually, one group of people takes the drug while another group (the control group) takes the placebo.
The placebo may be a sugar pill. None of the participants know whether they are taking the active or

inactive substance. Sometimes, not even the researchers know (double blind test). [CT114]

Linguistic Specification:

Cross-reference:

Note:
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TRO15 Eng: New Molecular Entity Thai: D¥Suse In*
Grammatical Category: Noun Subject Field: Investigational products in
clinical trial

Definition:
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Hlustration:

A New Molecular Entity (NME) or New Chemical Entity (NCE) is a drug or chemical that is without
precedent among regulated and approved drug products. The NME designation indicates that a drug in
development is not a version or derivative of an existing and previously investigated, trialed and approved

substance. [CT115]

Linguistic Specification:

Abbr. NME

Cross-reference:

Note:
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TRO16

Eng: Innovator Drug

Thai: 8181111 (RFOY)

Grammatical Category: Noun

Subject Field: Investigational products in

clinical trial

Definition:

A g @ 1 =Y A £ A = Yo A Ao =
fJﬂ‘ViiJ‘V]L“lJl!ﬂ'JfJfJNL!ﬁﬂTﬂfJiJGI'JfJ'W]fJfJﬂf]‘V]‘ﬁWﬁ@ﬂ']ﬁNﬁuﬂl@ﬁﬁﬁlﬂumWWzlla31@3‘Uﬂ13%ﬂﬁ“ﬂ‘ﬁ‘ﬂﬁﬁu

9
gnNo

Illustration:

Innovator drugs are brand-name drugs. These drugs are the first instance of a particular chemical

combination, meaning the combination is new. These drugs are patented, which protects them from

market competition because generic companies cannot replicate them while they remain under patent.

These drugs are often very expensive until the patent expires and generic equivalents enter the

marketplace. [CT126]

Linguistic Specification:

Cross-reference:

Note:
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TRO017

Eng: Therapeutic Orphans

Thai: 193033 0uazemN3 11117A*

Grammatical Category: Noun

Subject Field: Investigational products in

clinical trial

Definition:
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Ilustration:

There is even a term -- ""therapeutic orphans" -- to reflect that infants and children are often treated with

drugs or devices that haven't been tested in or approved for this population. [CT113]

Linguistic Specification:

Cross-reference:

Note:




163

TRO018

Eng: Placebo Effect

Thai: WavDIYINADN+

Grammatical Category: Noun

Subject Field:

Definition:
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Illustration:

A physical or emotional change, occurring after a substance is taken or administered, that is not the result

of any special property of the substance is called a placebo effect, which may be beneficial, reflecting the

expectations of the participant and, often, the expectations of the person giving the substance. [CT106]

Linguistic Specification:

Cross-reference:

Note:
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TRO19 Eng: Orphan Drug Thai: 81/W5 (RFO1)
Grammatical Category: Noun Subject Field: Investigational products in
clinical trial

Definition:
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Hlustration:
Orphan drugs belong to a FDA category designation for medical countermeasures intended for use in a

rare disease or condition defined under Section 526 of the Food and Drug Act. [CT106]

Linguistic Specification:

Cross-reference:
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TR020 Eng: Adverse Event Thai: e sal luielszass
Grammatical Category: Noun Subject Field: Effects of treatment
Definition:
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Hlustration:

An adverse event (AE) is any symptom, sign, illness or experience that develops or worsens in severity
during the course of the study. Intercurrent illnesses or injuries should be regarded as adverse events.
Abnormal results of diagnostic procedures are considered to be adverse events if the abnormality:

* results in study withdrawal

* is associated with a serious adverse event

* is associated with clinical signs or symptoms

* leads to additional treatment or to further diagnostic tests

* is considered by the investigator to be of clinical significance. [CT009]

Linguistic Specification:

Abbr. AE

Cross-reference:

Note:
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TRO021 Eng: Suspected Unexpected Serious

Adverse Reaction

aan ' Jd a
Thai: U5 liialszasfwiindronsuaz

Tumefauneuntaado+

Grammatical Category: Noun

Subject Field: Effects of treatment

Definition:
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Ilustration:

Suspected Unexpected Serious Adverse Reaction (SUSAR)

A SUSAR is defined as a serious adverse event (see definition above) for which there is some degree of

probability that the event is related to the study drug and the adverse reaction is unexpected, i.e. the

nature or severity of which is not consistent with the applicable product information.[CT119]

Linguistic Specification:

Abbr. SUSAR

Cross-reference:

Note:
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TRO022 Eng: Treatment-Emergent Adverse

Event

. o 1R I a 1
Thai: thgmsal sz aenina lusznang

MITNHI*

Grammatical Category: Noun

Subject Field: Effects of treatment

Definition:
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Ilustration:

The SAP then goes on to define a treatment-emergent adverse event as follows:

All adverse events with an onset date no earlier than the treatment start date and no later than the

treatment end date will be considered treatment-emergent. [CT116]

Linguistic Specification:

Abbr. TEAE

Cross-reference:

Note:
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TRO023

Eng: Overall Survival

Thai: M350A%¥IN 18T I+

Grammatical Category: Noun

Subject Field: Assessment of treatment

Definition:
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Illustration:

Overall survival (OS) the time from the start of study to death is an obviously critical outcome measure

for any generally fatal disease like AML in older adults. It has the virtue of being unambiguously defined

and captures a result of obvious significance. [CT092]

Linguistic Specification:

Abbr. OS

Cross-reference:

Note:
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TR024

Eng: Surrogate Endpoint

Thai: yAgALNUN*

Grammatical Category: Noun

Subject Field: Assessment of treatment

Definition:
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Illustration:

A surrogate endpoint is an endpoint that is intended to relate to a clinically important outcome but does

not in itself measure a clinical benefit. Surrogate endpoints may be used as primary endpoints when

appropriate (when the surrogate is reasonably likely or well known to predict clinical outcome). [CT061]

Linguistic Specification:

Cross-reference:

Note:
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TRO025

Eng: Intent to treat

Thai: MINATIZHAWAAUINTSNHUAL*

Grammatical Category: Noun

Subject Field: Assessment of treatment

Definition:
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Ilustration:

Intention to treat (ITT) is a conceptual principle and is not defined as a specific technical procedure.

One widely used procedure is to review the data in detail when the treatment and follow - up have been

completed and all the patient information has been collected, that is, at the time that all the data has been

frozen. Once allocation has been done, it is the ITT principle to analyze as if the original allocation was

continued, even after the intervention itself was changed. [CT106]

Linguistic Specification:

Abbr. ITT

Cross-reference:

Note:
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TRO026

Eng: Complete Response

Thai: M3IABUAUDIDGNANYIAI (RF10)

Grammatical Category: Noun

Subject Field: Assessment of treatment

Definition:
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Illustration:

By definition, complete response means complete resolution of all measurable and nonmeasurable

disease for more than 1 month. [CT106]

Linguistic Specification:

Abbr. CR

Cross-reference:

Note:
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TR027 Eng: Disease-Free Survival Thai: M5599%37 lagdsiaeinlsa+
Grammatical Category: Noun Subject Field: Assessment of treatment
Definition:
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Hlustration:

Disease-free [or relapse-free] survival (DFS) this is a standard outcome measure in trials of adjuvant
therapy for solid tumours, butin AML trials, DFS refers to the survival time spent free of disease.
Thus, DFS is applicable only to patients who achieve a CR. It is defined as the time from achieving a CR

to relapse or death, whichever occurs first. [CT092]

Linguistic Specification:

Abbr. DFS

Cross-reference:

Note:
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Y
TR028 Eng: Biomarker Thai: A2U9¥NNFININ (RF09)
Grammatical Category: Noun Subject Field: Assessment of treatment
Definition:
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Illustration:
The National Institutes of Health (NIH) has defined a biological marker (biomarker) as a characteristic
that is objectively measured and evaluated as an indicator of normal biological processes, pathogenic

processes, or pharmacologic responses to a therapeutic intervention. [CT019]

Linguistic Specification:

Syn. Biological Marker

Cross-reference:

Note:
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TR029 Eng: Partial Response Thai: M5ADVAUDILNTIU (RF10)
Grammatical Category: Noun Subject Field: Assessment of treatment
Definition:
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Hlustration:
Partial response is defined as >30% reduction in the sum of all measurable lesions for more than 1

month, along with no evidence of progression of nonmeasurable disease. [CT106]

Linguistic Specification:

Abbr. PR

Cross-reference:

Note:
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TR030 Eng: Between-Subject Variable

Thai: #01)3581I9NQUESUMITNARD I+

Grammatical Category: Noun

Subject Field: Assessment of treatment

Definition:
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Illustration:

Between-subject variables are independent variables or factors in which a different group of subjects is

used for each level of the variable. If an experiment is conducted comparing four methods of teaching

vocabulary and if a different group of subjects is used for each of the four teaching methods, then teaching

method is a between-subjects variable. If every variable in an experimental design is a between- subjects

variable, then the design is called a between-subjects design. [CT111]

Linguistic Specification:

Syn. Intersubject Variable

Cross-reference:

Note:
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TRO31 Eng: Within-Subject Variable Thai: dusmelunguidsumanaaes+
Grammatical Category: Noun Subject Field: Assessment of treatment
Definition:
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Hlustration:

A within-subjects variable is an independent variable that is manipulated by testing each subject at each
level of the variable. Consider an experiment examining the effect of study time on memory. Subjects are
given a list of 10 words to study for later recall. In one condition, subjects are given one minute to study
the list; in the other condition, subjects are given two minutes. Each subject is tested once in each
condition. Therefore, subjects have two scores, one for the one-minute condition and one for the two-
minute condition.(Naturally, subjects are given different lists of words each time. Half of the subjects are
tested with the one-minute condition first; the other half are tested with the two-minute condition first).
The variable "study time" is a within-subjects variable since each subject is tested under each of the two
levels of the variable (one minute and two minutes). The same subjects are used in both conditions so the
comparison between conditions can be made within each of the subjects.

A within-subjects variable is often referred to as a "repeated- measures variable" since more than one

measurement is taken from each subject. [CT111]

Linguistic Specification:

Syn. Intrasubject Variable, Repeated- Measures Variable

Cross-reference:

Note:
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Adverse event

B

Between-subject variable
Biomarker

C

Carryover effect
Clinical trial
Compassionate use
Complete response
Crossover trial

D

Disease-free survival
E

Expanded access

F

H

Human pharmacology studies
I

Innovator drug

Intent to treat
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New molecular entity

(0]

Orphan drug

Overall survival

P

Parallel trial

Partial response
Pharmacoepidemiologic studies
Placebo

Placebo effect

Q

R
Randomized controlled trial
S

Superiority trial

Surrogate endpoint

Suspected unexpected serious adverse
event

T

Therapeutic confirmatory studies
Therapeutic exploratory studies
Therapeutic orphans

Treatment-emergent adverse event
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