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The November 2018 issue of the 
BCMJ included two articles 
about diabetes management in 

British Columbia and a guest editorial 
that referred to the Therapeutics Ini-
tiative (TI). We would like to respond 
to the information provided in that is-
sue by clarifying our organization’s 
goals and processes and our role in 
BC’s health care system.  

The TI was established in 1994 
by the Department of Pharmacology 
and Therapeutics in cooperation with 
the Department of Family Practice at 
the University of British Columbia. 
We are an independent academic unit, 
separate from government and the 
pharmaceutical industry, funded by a 
grant to UBC from the BC Ministry 
of Health.  

Our mission is to provide physi-
cians and pharmacists with up-to-date, 
evidence-based, practical informa-
tion on prescription drug therapy. A 

founding principle and raison d’être 
was health professionals’ need for in-
dependent, unconflicted assessments 
of new drug therapies to balance 
drug industry–sponsored information 
sources. Over the last 25 years, our 
team has developed expertise in iden-
tifying and critically appraising both 
published and unpublished sources of 
evidence. Taking the time and effort 
to apply these skills meticulously to 
the review of clinical trial evidence 
distinguishes our approach from 
many other groups. 

In his guest editorial,1 Dr Ehud Ur 
states that the TI “provides physicians 
with its own unique interpretation of 
the diabetes literature through bi-
monthly Therapeutics Letters that of-
ten cast doubt on the findings of robust 
trials and guideline recommendations 
issued by highly respected interna-
tional organizations.” Our interpreta-
tion of evidence from clinical trials is 

not, indeed, unique. We consider the 
work of regulatory agencies such as 
the US FDA and European Medicines 
Agency, other independent drug bul-
letins, and other academic groups. 
Our analyses are often relatively con-
cordant with those published by non-
conflicted experts in diabetes.2-4 Our 
uncertainty about how to interpret the 
EMPA-REG OUTCOME trial, seen 
by some as relatively controversial, 
was reflected in the narrow 12:11 ap-
proval of its cardiovascular preven-
tion indication by the FDA’s advisory 
committee and shared by an indepen-
dent assessment from Spain.5,6

The article by Dr Maureen Clem-
ent and colleagues,7 and Dr Ur’s 
editorial note differences between 
some recommendations from Diabe-
tes Canada, the BC Guidelines and 
Protocols Advisory Committee, and 
certain conclusions drawn by the TI 

premise

Continued on page 126

Dr Wright is a professor in the Department 

of Anesthesiology, Pharmacology, and Ther-

apeutics and the Department of Medicine at 

the University of British Columbia and has 

worked in that role since 1977. He is also a 

practising specialist in internal medicine and 

clinical pharmacology at UBC Hospital, co-

managing director of the Therapeutics Initia-

tive, editor-in-chief of the Therapeutics Let-

ter, and coordinating editor of the Cochrane 

Hypertension Review Group. His current 

This article has been peer reviewed. research focuses on issues related to ap-

propriate use of prescription drugs, clinical 

pharmacology, treatment of hypertension 

and hyperlipidemia, clinical trials, system-

atic review, meta-analysis, and knowledge 

translation. Dr Bassett is a professor of 

medicine in the Department of Family Prac-

tice and the Department of Anesthesiology, 

Pharmacology, and Therapeutics at UBC. He 

has directed the Drug Assessment Work-

ing Group of the Therapeutics Initiative since 

1993 and co-managed the Therapeutics  

Initiative since 2010. His ongoing research 



126 bc medical journal vol. 61 no. 3, april 2019 bcmj.org

from our evidence reviews. Dr Clem-
ent and colleagues note that “general 
practitioners and specialists looking 
for guidance in the complex phar-
macological management of type 2 
diabetes in BC can find themselves 
frustrated by contradictory recom-
mendations from these three bodies: 
Diabetes Canada, the British Colum-
bia Guidelines and Protocols Adviso-
ry Committee, and the Therapeutics 
Initiative.”

It should not be surprising if 
health care professionals and people 
with type 2 diabetes are confused or 
frustrated by the range of guidelines 
available, and their mutability over 
time. This problem is hardly unique 
to diabetes care. Over the life of the 
TI (and long before) there are numer-
ous examples of guideline recom-
mendations that were subsequently 
repudiated or superseded by objec-
tive evidence from clinical trials. This 
applies to nephrology, cardiology, 
infectious diseases, intensive care, 
pediatrics, many fields of surgery, and 
various types of screening and other 
preventive interventions.

Different organizations composed 
of specialists, patient advocates, or 
government officials have varying 
mandates and apply markedly differ-
ent processes to assess evidence. This 
can yield a broad spectrum of recom-
mendations, many of which will not 
look wise in retrospect. Were only the 
vagaries of human biology so simple 
to understand and control as some 
direct-to-consumer TV ads make it 
look: “I just love my numbers!”

The role of the TI is not to write 
guidelines for any disease. Our man-
date is solely to assess randomized 
clinical trial evidence and to sum-
marize our detailed assessments for 
clinicians to help them and their pa-
tients make evidence-informed drug 
therapy decisions. 

We employ a standardized, sys-
tematic, transparent process to all 
drug assessments, including those 

for glucose-lowering medications. 
If our results differ from recommen-
dations offered by pharmaceutical 
manufacturers and industry-funded 
thought leaders, it is likely because 
our review process differs in a num-
ber of ways. We start by defining the 
outcomes of greatest importance to 
patients, ranked in a standard hier-
archy derived from Cochrane Col-
laboration methodology. Our reviews 
routinely attempt to include unpub-
lished data available now from regu-
latory reviews and from the detailed 
clinical study reports compiled by 
clinical trial sponsors, and from trial 
registry websites. Including regula-
tory documents and clinical study 
reports (when available) is critical, 
rather than superfluous, to informing 
conclusions regarding a new drug or 
indication. This often involves very 
hard work. For example, the version 
of the LEADER trial of liraglutide for 
type 2 diabetes in the NEJM compris-
es 12 pages plus a 69-page appendix. 
The corollary US FDA briefing docu-
ment is 166 pages. The transcript of 
the FDA advisory committee meet-
ing is 382 pages, and the underlying 
clinical study report for LEADER is 
3603 pages. It is not clear that Dia-
betes Canada’s Expert Committee has 
included this level of review to in-
form its most recent pharmaco therapy 
recommendations.8

Focusing on clinical outcomes 
that are most relevant for patients 
accounts for many differences in in-
terpretation of clinical trials. For ex-
ample, Dr Clement and colleagues 
write that “Glycemic control is an 
important risk factor for microvascu-
lar disease, including retinopathy, ne-
phropathy, and peripheral neuropathy. 
Early improved glucose control slows 
progression to these endpoints.” Yet 
considering the same clinical trial 
evidence, the 2018 American College 
of Physicians Guidance Statement on 
HbA1c targets for type 2 diabetes ar-
ticulates more clearly that “the main 
effect of more intensive glycemic 

control is a small absolute reduction 
in risk for microvascular surrogate 
events, such as retinopathy detected 
on ophthalmologic screening or ne-
phropathy defined by development or 
progression or albuminuria.”3 Simi-
larly, the 2017 meta-analysis cited by 
Dr Clement and colleagues did not 
identify an effect of intensive glucose 
control on the risk of neuropathy, and 
noted that effects on retinopathy and 
nephropathy were modest and deter-
mined by less-serious complications.9

A founding policy of the TI in 
1994 was to ensure that members 
of our academic group have no con-
flicts of interest with manufacturers 
of pharmaceuticals. This is neither be-
cause of antagonism to the important 
benefits of innovative pharmacothera-
pies nor to the challenges of develop-
ing them. It is because we agree with 
those who have concluded that con-
flicts may introduce insidious biases 
with the potential to impair scientific 
judgment. It has been clear for years 
that conclusions and recommenda-
tions of clinical guidelines could be 
strengthened greatly through atten-
tion to contemporary standards that 
increase their trustworthiness. The 
2011 report of the US National Acad-
emies, “Clinical Practice Guidelines 
We Can Trust,”10 explores in depth 
how guidelines should be developed 
and what standards should be em-
ployed to ensure their reliability, in-
cluding a foundation of transparency 
and management of conflicts of inter-
est. Its approach has been followed 
in some recent guidelines developed 
in the US and Canada, yet such high 
standards remain an exception rather 
than the rule in medicine.

If BC clinicians feel confused by 
guidelines that offer conflicting ad-
vice, the best remedy would be for 
complex scientific research to be ana-
lyzed free from pharmaceutical in-
dustry funding, and then crafted into 
trustworthy recommendations that 
are relevant to individual patient care. 
As others have pointed out, this is a 
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more than Herculean endeavor; most 
clinical trials screen out the type of 
complex multimorbidity seen by doc-
tors in everyday practice.11

We think that our careful and 
unconflicted scrutiny of research 
findings helps to produce succinct 
Therapeutics Letters that physicians 
can trust as a resource to serve their 
patients. However, we have never 
claimed to have all the answers or 
recommended treatment paradigms 
for individual patients. To suggest 
that the TI is responsible for confus-
ing and frustrating BC’s family phy-
sicians and specialists underrates 
their intelligence, education, and 
judgment. We believe BC doctors 
are capable of thinking critically for 
themselves and synthesizing infor-
mation from different sources. This 
is especially so when they can access 
unbiased and rigorous evidence about 
drug therapies, based on thorough and 
systematic reviews. Understanding 
the strengths and weaknesses of evi-
dence about drugs for type 2 diabetes 
(or any other condition), combined 
with clinical experience and willing-
ness to integrate their patients’ goals, 
provides the best foundation for opti-
mal care. This is really the definition 
of evidence-based medicine: “the 
conscientious, explicit and judicious 
use of current best evidence in mak-
ing decisions about the care of indi-
vidual patients.”12

BCMJ readers may also wish to 
understand better the process used 
by the Pharmaceutical Services Di-
vision of the Ministry of Health to 
decide on drug coverage. This is ex-
plained in detail at www2.gov.bc.ca/
gov/content/health/health-drug-cov 
erage/pharmacare-for-bc-residents/
what-we-cover/drug-coverage/
drug-review-process-results.

After Health Canada approves a 
drug for use in humans, the national 
Common Drug Review (CDR) of the 
Canadian Agency for Drugs and Tech-
nologies in Health reviews drug sub-
missions from drug manufacturers for 

potential public plan coverage. Most 
of the submissions are then reviewed 
by the ministry’s Drug Benefit Coun-
cil (DBC) to contextualize CDR’s 
evidence syntheses and recommenda-
tions. Sometimes the ministry requests 
additional analysis from the TI. Our 
members may attend DBC meetings 
when requested to explain evidence 
and answer questions. However, TI 
members neither vote on nor make 
funding decisions. We help to eluci-
date and clarify available evidence, 
typically from randomized controlled 
trials. The Pharmaceutical Services 
Division then makes its funding deci-
sions after considering the recommen-
dations of the CDR and DBC.

Over the past 25 years the TI has 
enjoyed international recognition for 
our consistently rigorous approach. 
We have often been among the first 
to understand the real available evi-
dence about drugs, and it is hardly 
surprising that this has frequently 
proven controversial. If additional 
evidence changes our understanding 
of the merits of new diabetes drugs, 
we will naturally welcome therapeu-
tic approaches that are more success-
ful than the limited tools available to 
doctors and patients since the discov-
ery of insulin.  

We welcome challenges to our 
interpretation of evidence and would 
be pleased to work with our critics to 
exchange ideas regarding literature 
review methods. As always, we look 
forward to hearing from BC doctors, 
including those who are critical of our 
approaches or conclusions.
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