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(EMA) Guidelin(_e on the evaluatio_n of medical products in the
treatment of primary osteoporosis (16 Nov. 2006) (EMA) Guideline on clinical investigation of medicinal products in the
5.3 Main therapeutic studies treatment or prevention of diabetes mellitus (14 May 2012)
5.3.1 General consideration 417
In principle, placebo—controlled trials should be performed whenever U.s;e of placebo
possible. However, if properly justified, non—inferiority trials versus Placeb p_ac trolled trials (in ph 1 or 11D) ¢ +
B GLTOER active comparators could be considered if a clear justification of the lace : ‘c?n ro : na ihm T ase _Ior . arefr;ecss?atrg o ge
k3 margin of non—inferiority (CPMP/EWP/2158/99) is provided before relevant information on the glucose-lowering efrect or the

the trial has started. In this case, the differences in target
populations, the consistency of the effect size, and the assay
sensitivity should all be taken into account. Consequently, a placebo
arm might be needed. The choice of the comparator should be
adequately documented and justified. Similarly, in case of a placebo—
controlled superiority trial, the relevance of the findings, compared
to currently registered medications, might have to be established.

investigational drug. However, placebo—controlled trials may be
viewed as unethical in certain circumstances. Placebo—controlled
monotherapy studies of more than three months in duration should
therefore be reserved for patients at an early stage of the disease
(e.g. up to two years after diagnosis). Use of placebo for more than 6
months is generally not recommended. (B&)
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(EMA) Guideline on clinical investigation of medical products in the treatment of

hypertension (18 Nov. 2010)

7.4 Therapeutic studies (EMA) Guideline on clinical investigation of medical products for the treatment of acute

Evaluation of efficacy heart failure (Draft) (20 Sep. 2012)

Dose-response studies should be randomised, placebo—controlled and double—

blinded using at least 3 dosages to establish the clinically useful dose-range as |6.3 Pivotal therapeutic studies

well as the optimal dose. The dose schedule selected for pivotal studies must Phase III studies are expected to be double blind and randomised. The absence of double

be justified on the basis of the results of the dose—finding studies in the target |blinding may compromise the interpretation of symptoms—based studies. This may then
#BHGLT® |population. Dose schedules should be clearly defined for elderly patients and require harder clinical endpoints (e.g. all cause mortality). Placebo controlled studies are
FREL those with various risk factors. The results of the dose—response studies of a required if the new product is intended as add—on therapy to current conventional treatment

new antihypertensive agent should provide robust evidence of its efficacy as
compared to placebo for each recommended dose. It is also essential to
demonstrate the added contribution of each dose chosen.

Controlled trials with reference therapy should be performed aiming at
demonstration of (at least) a similar efficacy/safety ratio of the drug under
investigation in comparison to an acknowledged standard antihypertensive agent
of the same and of other therapeutic classes. Placebo—-controlled withdrawal
phases can be introduced at the end of the study. A combination study with at
least one other standard antihypertensive agent is mandatory.

and belongs to a new therapeutic class or to a therapeutic class which has not previously
been considered for the treatment of AHF. In this scenario the efficacy of the new drug is
expected to be shown in placebo—controlled trials where the new drug/placebo is added to
an optimised background therapy well defined in the study protocol. Sponsors should ensure
that patients receive appropriate background therapy in accordance with clinical guidelines.
The absence of placebo controlled studies in these situations will need to be justified.
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Regarding the design of a double-blind placebo—controlled extension study, the demonstration of
efficacy is based on effect sizes of the chosen endpoints and on drop—out rates. With respect to the
randomised withdrawal design efficacy is usually based on the number of patients worsening (relapsing)
and/or the time to this event; however, both criteria should be included. Worsening or relapse should
be defined in the protocol, based on a clinically relevant increase of symptoms of insomnia that are
scored on validated rating scales at one or more visits.

Subjective endpoints alone are considered acceptable. The choice of (co)primary parameter(s) has to
be justified.

Long-term and discontinuation problems should be addressed including withdrawal and dependence. A
placebo—controlled run—out phase is appropriate. Vigilance should be maintained for any signs of abuse.
Analyses should carefully consider the possible biases arising from drop—outs (not because of relapse)
and the statistical methods of dealing with them should be defined in the protocol (Guideline on
missing data in confirmatory clinical trials (CPMP/EWP/177/99 Rev. 1).

comparator would be an acceptable alternative. Comparison to a placebo treatment is also of value for
distinguishing disease manifestations from adverse reactions of the medicinal product.

Ethically, however, the use of a placebo is a controversial issue, especially when performing studies
during acute episodes and/or in out—patients. On the other hand it would be detrimental to public
health and ethically unacceptable to grant a license to a medicinal product to be used in major
depression without providing unambiguous evidence of efficacy.

Precautions to minimise the impact of the study should be taken however, e.g., by limiting the

duration of the study — generally a duration of about 6 weeks should be sufficient and a longer duration
should be justified — and by using a fail-safe provision whereby a serious deterioration of the patient’s
condition will allow withdrawal from the trial and standard therapy to be given under open conditions.
Three—arm trials including both a placebo and an active control are recommended.
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(EMA) Guideline on medical products for the treatment of insomnia

6.3.3 Long Term Trials (EMA) Guideline on clinical investigation of medical products in the treatment of depression (30 May 2013) . . .

(EMA) Note for guidance on clinical evaluation

In principle, a long—term study is needed unless there are compelling safety reasons not to conduct £ vaccines (17 May 2005)

such trials. In this situation, the indication would be “short-term treatment”. 4.1.1 Use of placebo ot vacel Y

This might be done by a double-blind placebo—controlled extension study or, preferably, by a Clinical studies should provide unambiguous evidence of the antidepressant activity and of the effective 3.4.2 Randomised controlled studies

randomised withdrawal design. In the randomised withdrawal design, responders to the investigational |dose or dose range. In depression comparisons between a test medicinal product and reference T‘h. . .

L L . . . - . e . . . . . . . e absolute protective efficacy of a vaccine
treatment of sufficient duration are randomised to continue the investigational drug or switch to substances are difficult to interpret since there is a high and variable placebo response in depression. B fic disease is usually defined as the
placebo. This is done in two time periods. In the first open and uncontrolled period the stabilised Actually in about one—third to two—third of the trials, in which an active control is used as a third arm, o;a :Pec! Icthl h ! ufl:‘ v | ! th
responders continue with the test treatment for 2 to 4 weeks, thereafter they are randomised and the effect of the active control could not be distinguished from that of placebo. As the effect rate in a Le ue |onf|tn © ¢ lange ° Ie:e OTnfh N
followed for at least 6 months depending on the mechanism of action of the studied medicinal product. [specific trial is thus uncertain, a non-inferiority margin cannot be determined and a non-inferiority trial Lsease aher vaceina '02 ;e a ':et o the di
The alternative, a double-blind placebo-controlled extension study, should equally last for at least 6 is not an option, as the sole basis for demonstrating efficacy. chance ‘tN en uv:jvac.cm: © ats ”ederrtnl:e na

A GLTD months. Those subjects not coming into the maintenance phase should have their medication Therefore, from a scientific point of view, randomised double blind comparisons versus placebo are ETSD:;;V(E ;aCh orgilse cotn rbo er N :n‘:/-d nd
e withdrawn under placebo control to detect any possible dependence. needed, to permit adequate evaluation of efficacy, though showing superiority over an active th pel g o - © s?ase o' © previ f“ @
H e acceptability of withholding a potentially

efficacious vaccine from some study
participants, the control group might be given a
placebo or an alternative vaccine that does not
protect against the disease under study but
provides some other potential benefit to
vaccinees. In both these instances, a double
blind study design would be possible. The
alternative is that the control group receives
no treatment but this means that a double
blind design is not possible.




