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Abstract. Background: Peer review-
ers and authors of clinical pharmacology
manuscripts need to meet the standards for
Evidence-Based Medicine (EBM) and Good
Publication Practices (GPP), and editors
of clinical pharmacology journals have to
maintain an overview of the peer review pro-
cess. Methods and results: The peer review
process can be monitored and facilitated us-
ing the 10-D assessment, which comprises
peer review criteria to determine if: 1. design
of the study, 2. diagnoses employed, 3. drug
molecules involved, 4. dosages applied, 5.
data collected, 6. discussion of the findings,
7. deductions made, 8. documentation, 9.
declarations, and 10. dHS (drug hypersensi-
tivity syndrome) risk assessment is in accord
with the objectives of the study and meet the
requirements of EBM and GPP. Conclusions:
The 10-D assessment tool, although easy to
apply, requires a high level of clinical phar-
macology expertise, especially in the fields
of drug disposition, pharmacokinetics, and
drug action. Its application will facilitate the
peer review of clinical research and clinical
trial reports and thus promote safety in drug
development and pharmacotherapy and meet
the needs of Good Publication Practices.

The herein described 10-D assessment
tool for peer reviewers, authors, and pub-
lishers of clinical pharmacology manu-
scripts is a further development of the 7-D
assessment [1] and 8-D assessment reported
previously [2].

The need for such a tool was highlighted
recently in an article with the rather ominous
title “Organized crime against the academic
peer review system” [3]. The problem was
that some editors had lost their overview
in managing manuscripts submitted to their
journals to the extent that some authors had

been able to “peer review” their own manu-
scripts [4]. A retraction was subsequently
published after the article had appeared in
print.

In the case of clinical pharmacology, peer
review criteria should be suitable for manu-
scripts covering a wide variety of topics,
research protocols, and manuscript formats.
As well as being clearly defined, comprehen-
sive, and dealing with the aspects important
in clinical pharmacology, these criteria must
be simple to apply. The publication of clinical
findings is a driving force in pharmacother-
apy, and therefore the peer review process is
a determinant for safety in drug development
and pharmacotherapy. The peer review pro-
cess must therefore meet the requirements
of Evidence-Based Medicine (EBM) [5] and
Good Clinical Practices (GPP) [1].

The 10-D assessment evaluates whether
the following criteria:
design of the study,
diagnoses employed,
drug molecules involved,
dosages applied,
data collected,
discussion,
deductions made
documentation support
. declarations
10. dHS risk assessment
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are in accord with the objectives of the
study, meet the requirements of EBM and
Good Publication Practices (GPP) [1] as well
as the criteria for registration and publication
of observational studies in humans (see Ap-
pendix) where:
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Right design means that the study design and
protocol are appropriate for answering
the question(s) being asked.

Right diagnosis is relevant for investigations
both in patients and healthy subjects
where subject and patient description and
patient selection need to be detailed, ac-
curate, and appropriate for the aims of the
study.

Right drug molecule begs the questions, “Is
the active agent a known molecular spe-
cies?” and “Can the drug entity have a
mode of action compatible with the ob-
served pharmacological effects? Does a
pharmacological effect observed in vi-
tro have a counterpart in vivo? Do con-
founding factors, such as the presence of
drug enantiomers, stereoisomers, or drug
combinations, exist?” Herbal drugs and
extracts do not generally fit in with the
concepts of EBM. High first-pass effects
make it likely that more than one active
species is present in the tissues.

Right dosage concerns not only the size of
the dose (i.e., is the dose or concentration
clinically relevant?), but also the method
of administration, bioavailability, and du-
ration of treatment. These questions also
apply to in vitro studies with tissues and
cells.

Right data are those data required to meet the
objectives of the study, which can estab-
lish or disprove efficacy, which have been
obtained using state-of-the-art methods,
and which have been evaluated using
recognized data-analysis procedures. In
the case of reviews of the literature, the
retrieval methods used and quality of the
studies reviewed need to be scrutinized.

Right discussion means that all limitations
of the study are stated, new findings are
highlighted, differences compared to oth-
er investigations are discussed satisfacto-
rily, and due recognition is given to the
work of earlier investigators in the field.

Right deductions means that conclusions are
based on a correct and objective interpre-
tation of the research findings and recom-
mendations are made with due caution
regarding patient safety and efficacy re-
quirements in clinical pharmacotherapy.

Right documentation addresses primarily the
quality of the evidence in the supportive
literature and asks the questions: “Is the

documentation up-to-date? Is it obtained
from peer-reviewed sources, and is it
comprehensive?” The citation of web-
sites is very useful for providing infor-
mation but must be viewed with caution
when used to provide evidence. Informa-
tion on websites is not peer reviewed and
can be subject to change.

Right declarations means that, where ap-
propriate, the research project or clinical
trial has been conducted in accord with
the Declaration of Helsinki, has been
registered by the responsible authority,
and registration details are stated in the
abstract (see Appendix), an ethics com-
mission (for human or animal studies),
internal review board or external review
board has been consulted, patient consent
has been obtained correctly, conflicts of
interest have been declared, and transpar-
ency exists regarding the contribution of
individual authors.

Right DHS risk assessment addresses the
question: “Has the possibility of a DHS
(drug hypersensitivity syndrome, either
IgE—mediated (immediate) or non-IgE-
mediated (delayed), i.e., ADR Type B)
that could occur during the study been
addressed appropriately?” [6, 7, 8].

The risk can be graded 1 — 3 using:

1. No risk: established drug in a host
from a non-risk ethnic group.

2. Moderate risk: a) innovative drug, or
b) established drug from a risk category, or
c) established drug used in a host from a risk
ethnic group.

3. High vrisk: a) innovative drug
or b) drug from a risk category used
in a host from a risk ethnic group
and taking into account:

Drug Factors.: nature of the drug, degree
of exposure (dose, duration, frequency),
route of administration, cross-sensitiza-
tion. Drugs frequently associated with
DHS are aspirin (other analgesics-anti-
pyretics), penicillins and cephalosporins,
sulfonamides, and anticonvulsants.
and

Host factors: age and sex, genetic factors
(HLA type, acetylator status), concurrent
medical illness (e.g., Epstein-Barr virus
(EBV), human immunodeficiency virus
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(HIV), asthma), previous drug reaction,
multiple allergy syndrome.

If the findings regarding any one of these
assessment criteria are questionable, the
compliance of the research with EBM and
GPP principles is weakened, and the review-
ers and editors will make recommendations
accordingly.

Conclusion

The 10-D assessment, a tool to as-
sist authors and peer reviewers of clinical
pharmacology manuscripts to meet the re-
quirements for GPP and EBM and to help
editors of clinical pharmacology journals
maintain an overview of the peer review
process has been described. It comprises
peer review criteria to determine if the: 1.
design of the study, 2. diagnoses employed,
3. drug molecules involved, 4. dosages ap-
plied, 5. data collected, 6. discussion of the
findings, 7. deductions made, 8. documen-
tation supporting the work, 9. declarations
concerning ethical and transparency ques-
tions, and 10. dHS risk assessment is in
accord with the objectives of the study and
meet the requirements of EBM and GPP.
This tool, although easy to apply, requires a
high level of clinical pharmacology exper-
tise, especially in the fields of drug dispo-
sition, pharmacokinetics, and drug action.
Its implementation will improve standards
in publishing clinical pharmacological re-
search, and patient safety will be impacted
by this process.

Role of authors

BGW is the inventor and constructor
of the 10-D assessment concept and is re-
sponsible for the composition of this report.
SB has given input to the report concerning
specific clinical and scientific aspects rel-
evant to the implementation of these peer
review guidelines by peer reviewers, review
boards, and ethics commissions and regard-
ing the accuracy of the content in the report
in general.
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Appendix

Registration and publication of
observational studies in the
International Journal of Clinical
Pharmacology and Therapeutics

Policy Statement: 2015/JF/BGW based
on [9].

a) Current policy of the International
Journal of Clinical Pharmacology and Ther-
apeutics (IJCPT) permits the publication of
registered and nonregistered observational
studies.*

b) Authors submitting observational
studies for publication in [JCPT are asked
to observe the recommendations made in the
STROBE statement [10]. The STROBE rec-
ommendations are aimed at improving the
clarity of study reporting.

c¢) Authors are therefore required to de-
scribe in their papers exactly what they did
during their studies and to explain the scien-
tific background and rationale for the inves-
tigation being reported.

Information should be provided on:

i) Origins, motivations, and data inter-
rogation methods used in the work (where
applicable).

i) The study hypothesis: If the study hy-
potheses were developed after carrying out
the investigation, authors will need to a)
explain the steps taken to minimize bias, b)
provide study protocols if they exist.

*Under review (at June 2017)



