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Abstract: In a guideline for the pharmacological treatment, the priority is usually based on the
strength of the evidence of efficacy. This is academically correct, but not clinically appropriate. Ad-
verse effects are as important as efficacy in clinical practice. There are guidelines for the pharmaco-
logical treatment that take adverse effects into account. However, most adverse effects considered
are those obtained in double-blind studies of pharmacological treatment performed to prove effi-
cacy. In the treatment guidelines of various diseases, too little effort is spent on pharmacological
adverse effects compared to the effort spent on pharmacological efficacy. I would like to make rec-
ommendations in the guidelines for the pharmacological treatment of all diseases. The guidelines
for the pharmacological treatment of various diseases should be developed with increased efforts
to investigate adverse effects. Some guidelines for the pharmacological treatment use systematic
reviews and meta-analyses to examine the efficacy of medicine, and similar methods should be used
to examine the adverse effects of medicine. It is easy to prioritize medicines based on evidence of
efficacy. However, it is not appropriate to prioritize medicines in clinical practice based solely on
evidence of efficacy. Adverse effects should also be considered in priority ranking of medicine in
clinical practice. In addition to efficacy and adverse effects, price and the degree of off-label pre-
scribing also affect the priority ranking of medicine in clinical practice.
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Treatment guidelines of various diseases have been reported worldwide including
Japan. Attention should be paid when we use guidelines for the pharmacological treat-
ment in clinical practice. In a guideline for the pharmacological treatment, the priority is
usually based on the strength of the evidence of efficacy. This is academically correct, but
not clinically appropriate.

As mentioned above, in a guideline for the pharmacological treatment, the priority
is usually based on the strength of the evidence of efficacy. Pharmaceutical companies
support financially when conducting clinical trials of expensive drugs that benefit them.
Because there are many clinical trials for expensive drugs, the evidence for expensive
drugs is likely to be higher. One systematic review showed a statistically significant asso-
ciation between industry sponsorship and pro-industry conclusions (pooled Mantel-
Haenszel odds ratio, 3.60; 95% confidence interval, 2.63-4.91) [1]. Because there are not so
many clinical trials for inexpensive but effective drugs, they are unlikely to be included
in the guideline. Nortriptyline in neuropathic pain or fibromyalgia is a typical example.

The biggest problem is the adverse effects. As mentioned above, in a guideline for
the pharmacological treatment of various diseases, the priority is usually based on the
strength of the evidence of efficacy. However, adverse effects are as important as efficacy
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in clinical practice. There are guidelines for the pharmacological treatment that take ad-
verse effects into account. However, most adverse effects considered are those obtained
in double-blind studies of pharmacological treatment performed to prove efficacy. This
causes some problems. 1: Double-blind studies of pharmacological treatment performed
to prove efficacy are often performed with financial support of pharmaceutical companies.
Studies funded by pharmaceutical companies are more likely to show efficacy and less
likely to show adverse effects [1-4]. For example, meta-analyses including an author who
were employees of the manufacturer of the assessed antidepressant were 22-fold less
likely to have negative statements about the antidepressant than other meta-analyses [1/54
(2%) vs. 57/131 (44%); P <0.001] [4]. On the other hand, no association of industry funding
or author's financial conflicts of interest with study outcome was seen in fibromyalgia
drug therapy randomized controlled trials [5]. The relationship between conflict of inter-
est and study results is not the essence of this opinion paper. 2: Adverse effects reported
in studies other than the double-blind studies of pharmacological treatment performed to
prove efficacy are not considered. 3: The study period for double-blind studies of phar-
macological treatment is short, usually less than six months. Naturally, adverse effects of
open studies for more than one year are not considered. 4: Adverse effects that are not
easily noticed, such as sexual dysfunction, dementia, reduced bone density, are not con-
sidered. These adverse effects can be identified only in long-term studies.

In the treatment guidelines of various diseases, too little effort is spent on pharmaco-
logical adverse effects compared to the effort spent on pharmacological efficacy. I would
like to make recommendations in the guidelines for the pharmacological treatment of all
diseases. The guidelines for the pharmacological treatment of various diseases should be
developed with increased efforts to investigate adverse effects. Some guidelines for the
pharmacological treatment use systematic reviews and meta-analyses to examine the ef-
ficacy of medicine, and similar methods should be used to examine the adverse effects of
medicine. The Delphi method shows recommendations based on the consensus of a num-
ber of persons. It is seemingly reasonable. However, even if persons who do not know
enough about adverse effects gather to consensus, it is not appropriate. When we judge
the usefulness of medicine by comparing its efficacy and adverse effects, it is not appro-
priate to judge the usefulness of medicine with the difference in the amount of both infor-
mation. The term risk-benefit ratio is meaningless if there is insufficient information on
adverse effects. Adverse effects are particularly problematic in guidelines for the pharma-
cological treatment of diseases that require long-term pharmacological treatment. My
opinion is stale. However, this opinion has been ignored and problematic guidelines for
the pharmacological treatment have been used.

Many people may worry about the enormous effort of investigating the adverse ef-
fects. I specialize in pharmacological treatment of pain. For more than 10 years, the effi-
cacy and/or adverse effects of antidepressants, anticonvulsants, acetaminophen, non-ste-
roidal anti-inflammatory drugs, proton pump inhibitors, etc. were thoroughly investi-
gated using Pubmed. Based on it, I have personally made guidelines for the pharmaco-
logical treatment of some pains. What I personally can do, can also be done by a scientific
organization. Antidepressants are prescribed in depression, anxiety disorder, and neuro-
pathic pain (or fibromyalgia), etc. Even if the purpose is different, adverse effects are pre-
sumed to be the same. In the case of antidepressants, it saves time if academic societies
involved in the disease collaborate to investigate the adverse effects.

It is easy to prioritize medicines based on evidence of efficacy. However, it is not
appropriate to prioritize medicines in clinical practice based solely on evidence of efficacy.
Adverse effects should also be considered in priority ranking of medicine in clinical prac-
tice. In addition to efficacy and adverse effects, price and the degree of off-label prescrib-
ing also affect the priority ranking of medicine in clinical practice. At the individual phy-
sician level, in addition to efficacy and adverse effects in the literature, efficacy and ad-
verse effects based on personal experience also affect the priority ranking of medicine.



Katsuhiro Toda

3 0of 3

References

According to the package insert (which has the same force as the law in court), driving a
car is prohibited in Japan without exception while taking all psychotropics including hyp-
notics other than serotonin noradrenaline reuptake inhibitors. Almost no one including
judges, public prosecutors, and drivers of police cars abide by the rule, however, physi-
cians must explain it to patients in Japan. In Japan, this strange system also affects the
priority ranking of medicine.

In addition, I would like to make a suggestion. The guidelines for the pharmacologi-
cal treatment of various diseases are guidelines for starting pharmacological treatment.
Please make a guideline for discontinuation when it is ineffective or remarkably effective.
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