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Critical Visibility: The CDE and its Encounter 
 with the Regulatory World

Wen-Hua Kuo

Introduction

As a social researcher who worked on the ICH and East Asia in my 
early career, I am grateful and honored to be invited to participate in this 
special collection celebrating the twentieth anniversary of bridging studies, 
one of Taiwan Center for Drug Evaluation's (CDE) signature policies. By 
way of summarizing the research I have done on this topic (Kuo 2009, 
2010, 2012, and 郭文華 2016, to name a few), in this essay I would like 
to respond to the CDE official website, which states that its intensive 
international engagement with the ICH began in 2008 (CDE 2022). From 
a bureaucratic perspective, this statement is correct; the website lists the 
ICH assemblies since 2013 and marks the years of the CDE as an observer 
and formal member. Nonetheless, from an institutional perspective it does 
not offer much of a sense of how Taiwan made it through to participating 
in global health via the ICH, that most significant regulatory platform that 
facilitates the conversations between health authorities and industry at the 
frontier of global pharmaceuticals. 

The goal of this essay, therefore, is to reprise some of the issues, 
events, and people revolving around the first decade of the Taiwan CDE 
(1998-2008). As a professional—yet unconventional—governmental 
organization, the foundation and early development of the CDE earned 
itself global visibility when encountering the regulatory world. It not only 
built up an infrastructure capable of providing quality reviews comparable 
to global benchmark agencies; it also created robust connections with them 
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as a means of catching up. These efforts, I argue, prepared the institutional 
momentum needed for the CDE's launch into the ICH among other stages 
of global health. 

Pharmaceutical diplomacy and the ICH 

To make the above point more clearly, some background on the trade 
negotiations between the US, Japan, and Taiwan in the late 1980s and early 
1990s has to be introduced—something I would like to call “pharmaceutical 
diplomacy＂. Because of the regulatory incompatibility between the US and 
Japan, then the world's two largest national markets for pharmaceuticals, 
Japan was usually accused of creating regulatory hurdles for the US-
based pharmaceutical industry. In this context, pharmaceuticals were first 
put on the table for trade negotiation in the first US-Japan Market-Oriented 
Sector-Selective (MOSS) talks in 1986, in which an agreement was made 
regarding the principles of accepting foreign clinical data. While working 
with Japan on the same topic, the European Union also took the question of 
acceptability of foreign data to be an issue concerning whether an integral 
regulatory platform could be formed across member states. In the end, the 
ICH presented a perfect, scientific solution for both regulators and regulated: 
no universal standards can be achieved without the other's involvement.

At the same time, Taiwan was facing huge pressure to open up 
its market. From 1986, PhRMA began to pressure the Taiwanese 
government through the Special 301 provision of the Omnibus Trade and 
Competitiveness Act, under which the USTR targeted trading partners 
of the US for their unsatisfactory protection of US intellectual property. In 
the following years, an arbitrary bar of clinical trials was established—a 
requirement of 24-subject trials for bio-equivalence (with half the participants 
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designated as a control group) in 1989, followed by an even higher one of 
at least 40 subjects for every product that sought registration beginning in 
1993. In hindsight, the ICH could have been a regulatory solution for such 
commercial-diplomatic dilemmas, but in practice this did not come about 
until the third ICH conference in 1995. 

Bridging as a technical & diplomatic solution

The regulatory and commercial concerns described above dominated 
the way ethnic differences were discussed at the ICH. Thinking that it 
was crucial to the acceptability of foreign clinical data, and arguing that a 
consensus on the issue should be reached on a scientific occasion, Osamu 
Doi, then the representative from Japan's Ministry of Health and Welfare to 
the ICH, actively promoted this as a topic to be evaluated at the ICH. Upon 
his insistence, it was agreed that race would be discussed along with other 
differences in populations such as age and sex, and an expert working 
group was thus assigned. Titled “Ethnic Factors in the Acceptability of 
Foreign Clinical Data＂, this E5 topic took an exceptionally long six years 
of negotiation (compared to an average one or two years), during which 21 
drafts were written (including a mid-term report). 

There is no need for an exhaustive review of how differences among 
populations were dealt with during the negotiations. Briefly, Western nations 
stressed the fundamental unity of humankind and claimed that further 
clinical trials should be added only if it could be proved that there were real 
differences unique to Asians. On the other hand, taking for granted the 
genetic and cultural distinctness of its population, Japan insisted that no trial 
should be foregone unless the similarity between the Japanese and other 
ethnic groups could be proved. Two divergent proposals were submitted. 
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While its Western counterparts asked for more waivers in late-phase clinical 
trials, Japan expected a trial system with equal representation of whites, 
blacks, and Asians (here, Japanese). Neither of these proposals pleased all 
parties, resulting in a deadlock.

It was Roger L. Williams from the US FDA who saved the discussions 
by raising the idea of bridging study. Technically, bridging means 
undertaking extra studies to generate the necessary information for 
extrapolation of late-phase clinical data to the population of an untested 
region. In practice, nonetheless, it was a compromise to break the deadlock 
by leaving parts of the procedure ambiguous and open. From the viewpoints 
of the European Union and the US, the bridging study was a way of testing 
whether existing data could be extrapolated to a local region where the 
product was to be marketed, and was only to be applied if the product was 
suspected of being ethnically sensitive. From Japan's viewpoint, however, 
the bridging study was considered a diplomatic result that allowed additional 
studies to be designed especially for Japan, formatted as full studies but 
using smaller Japanese samples. Although confusion remained, a guideline 
was agreed upon in 1997 and implemented a year later.

Ways to be seen 

The ambiguity as to how bridging studies should be performed surfaced 
immediately after the implementation of the E5 guideline. Because the 
ICH respected local agencies' judgments as to whether a drug may have 
ethnicity-related effects, Japan was the first state to come under industry 
scrutiny. Not so surprisingly, Japan's regulatory agency—at the time, the 
Organization for Pharmaceutical Safety and Research (OPSR)—exercised 
its authority to ask almost all producers to provide local clinical data for 
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review and rejected those studies that aimed to generate Japanese clinical 
data only to complement the application package. By the time the sixth ICH 
conference was held in 2003, only a handful of cases that claimed to apply 
the concept of bridging had been accepted.

Meanwhile, Taiwan had made a gradual appearance on the global 
map of regulatory science. As a non-ICH state, Taiwan would have been 
unlikely to affect the ICH discussions. However, the E5 guideline provided 
Taiwan with a concrete platform. In contrast to Japan's hesitant attitude 
toward the guideline, Taiwan immediately announced that it wanted to be 
the first non-ICH state in Asia to adopt it, including its more controversial 
sections, in 1998. In effect, the newly founded CDE took responsibility for 
the implementation of ICH guidelines and functioned as a liaison for all 
international affairs relating to regulatory science in pharmaceuticals.  

What made Taiwan visible to the ICH was the way the CDE evaluated 
the differences among populations. While recognizing differences between 
Asians and other major races, it did not insist that clinical data produced 
from one population cannot be applied to another even after careful 
evaluation. The CDE required bridging studies only when the application 
was considered ethnically sensitive, and welcomed Asian data from outside 
Taiwan. In addition to a consulting system, the CDE demonstrated its 
transparency by providing comprehensible flow charts of applications and 
checklists for required materials. The results speak for the policy. By 2003, 
local trials had been deemed necessary for bridging studies in only 15 out 
of 62 applications, and the industry was praising Taiwan for setting out a 
workable model on bridging.

Regarding this model, it should be made clear that the CDE's critical 
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visibility was not simply fortuitous. As early as its meaningful attendance of 
the ICH, in 1995, Herng-Der Chern, later the Deputy Director of the CDE, 
felt that the E5 could be a regulatory means to “tune＂ Taiwan into the 
ICH, and presently he wrote a report for the Department of Health in which 
he proposed a three-year project to establish a committee to keep track 
of ICH actions. The opportunity to host a Drug Information Association 
(DIA) meeting in 1998 granted Taiwan a chance to make itself heard to 
the regulatory world on its policy of bridging. This policy, as set out in thirty 
papers on clinical trials in the Asia-Pacific region, half of which were either 
written by Taiwanese authors or about Taiwan, was included in a special 
issue of Drug Information Journal (Vol. 32, supplement), guest edited 
by Chern shortly after the symposium. The network on pharmaceutical 
regulation and bridging studies under a scheme set up by the Asia-Pacific 
Economic Cooperation forum (APEC), founded in 2000, was the institutional 
platform for keeping the CDE visible. 

It was within this scenario that Taiwan, using the E5, turned its 
regulatory crisis into an opportunity. First of all, compared to major markets, 
Taiwan had been lagging in setting up its own regulations, and it was no 
hard decision for the Taiwanese government to decide to rid itself of these. 
Moreover, it could even use the ICH as leverage to raise its own bar to meet 
global standards. Second, the CDE set a rather long period for regulatory 
transition. By 2004, a product sponsor was eligible to choose between 
conducting a 40-subject trial or submitting its package for bridging study 
evaluation. Third, the CDE hoped to prove its ability to conduct sensible 
bridging evaluation. Intentionally or not, Taiwan was characterized as an 
exemplar of non-ICH states, which engineered a win-win situation that 
enabled industry to make available the latest medicines while protecting the 
health of its people. Finally, the most valuable achievement Taiwan made 
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during this regulatory transition was perhaps the establishment of the CDE 
as a reliable institute. Aiming for the same high standards as the US FDA, 
its efforts to introduce ICH guidelines made the CDE a unique institution, 
unlike those in many non-ICH states, and unlike even those of other 
governmental departments in Taiwan. 

 
To maintain critical visibility, the CDE kept balancing diplomacy and 

science (biostatistics in particular), exciting its regulatory colleagues with 
new ideas from the mainstream, namely the FDA's “critical path＂ and 
the EU's “Pharmaceutical Evaluation Reports Scheme＂. When the ICH 
approached the People's Republic of China and India as emerging markets 
for pharmaceuticals in 2008, the CDE made its way to the ICH Registers' 
forum, high and bright. 

Concluding Remarks 

Policy assessments always deal with the gap between what is ideal 
and what is real, and bridging studies are no exception. This does not fit 
well with our imagination of globalization, as John Lim of Singapore's Health 
Science Authority once suggested:

“If we are global, there will be no need for bridges.＂ 

Even so, as a working concept bridging studies has become a 
permanent part of regulatory reparatoire, just like Taiwan's membership 
of the ICH. Yet, as a policy researcher on health and society, I am always 
advised that there are no easy ways for Taiwan, a de facto state that lacks 
legal recognition as such, to interact with others on international health 
affairs. The ICH, in this sense, is an unusual example. The early CDE's 
excellent performance, as witnessed in the regulatory world, deserves more 
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attention. How it has managed to make its policies visible and referenceable 
has produced what I have called a “voice on the bridge＂ (Kuo 2009). 

This is perhaps the most important lesson we can learn from the 
early history of the CDE. The philosopher Isaiah Berlin (2013 [1953]) used 
the metaphor of the hedgehog and the fox, in which hedgehogs view the 
world through the lens of a single defining idea while foxes draw on a wide 
variety of experiences. The early CDE, fortunately, was both erinaceous 
and vulpine! Holding a belief in science, it raised its regulatory voice and 
became a game changer in the heterogeneous world of pharmaceuticals, in 
which regulatory bridges are needed to connect regimes one to the other. 
As the CDE's official website states, it has been intensively engaged in 
international participation since its second decade; how it grew with this 
evolving world, which Korea and the PRC also joined as players, deserves 
another serious study. 
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