行政院衛生署藥政處參與2006APEC醫藥法規論壇會議出國報告


摘要
由於生物技術的蓬勃發展，許多先進國家與開發中國家皆鼓勵生技製藥研發，陸續投入大量人力與資源，以取得競爭優勢。臨床試驗是新藥研發不可或缺之過程，惟有具備良好之臨床試驗環境與品質，使能有效地推動新藥的研發。臨床試驗的執行，除了必備的醫療資源與專業人才外，還須考量試驗品質、執行績效、市場規模與研發費用等，尤其是試驗品質與執行績效，更是多國性臨床試驗的考量重點。如何汲取跨國性臨床試驗在台執行臨床試驗之經驗，進而提昇我國整體臨床試驗的品質與能力，是目前本署積極努力的課題之一。在新藥上市方面，我國努力推動銜接性試驗，並提供諮詢評估，同時密切配合國際醫藥法規之發展趨勢，期以達到減少研發資源浪費，加速新藥上市，嘉惠病患之目的。The 2006 symposium of APEC Network on Pharmaceutical Regulatory  Science，主題為Global Development and Cooperation，主辦單位日本MHLW與PMDA邀請包括來自美國FDA 的Murray M. Lumpkin與Julia Ho、歐盟EMEA 的Thomas Lonngren、英國MHRA 的Alasdair M. Breckenridge、韓國KFDA的 In-Sook Park、新加坡HAS 的John Lim、泰國Thai FDA 的Yuppadee Javroongrit、澳洲TGA 的Leonie Hunt及我國藥政處廖繼洲處長與醫藥品查驗中心執行長等新藥審查機構主要官員，與ICH GCG、PhRMA、JPMA代表共同溝通討論Global Drug Development形成的影響與未來合作方式。
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本文

1、 目的

「APEC Network of Pharmaceutical Regulatory Science-APEC Joint Research Project on Bridging Study」(亞太經濟合作（APEC）藥政管理聯繫網會議)，為因應全球化經濟體系之形成，促進產業之國際交流與合作，並達成國際間相互認證為目標。

本署於1998年8月第十七次亞太經濟合作工業科技小組會議提出計畫案「APEC Network of Pharmaceutical Regulatory Science-APEC Joint Research Project on Bridging Study」獲得新加坡、馬來西亞、菲律賓、澳大利亞與墨西哥的支持，同時達成全體會員國之共識。於八十九年五月召開「第一屆專家工作小組研討會」，與會之國內外專家共有七十餘人，會中確認專家工作小組應持續且定期研討新藥研發議題。

希藉此研討會，期使讓亞太地區得以交換、充實彼此醫療科技與製藥研發之相關法規、政策與臨床試驗之發展資訊，最重要的是使我國能透過「衛生政策外交」之方式，展現台灣醫藥法規環境之進步，進而吸引多國性藥廠以台灣為據點，帶動製藥產業之升級，其宗旨為建構一個亞太藥政管理溝通的平台。 2000年、2001年及2003年於台灣舉辦，2002年日本東京舉行，2004年韓國舉行，2005年於台灣舉辦，今年於日本東京舉行，為亞太地區藥政管理之年度盛會。

2、 過程

1. 2006 symposium of APEC Network on Pharmaceutical Regulatory Science會議95年10月12~13日於日本東京召開，本處由廖繼洲處長、顏秀瓊簡任技正、楊景雯副審查員及張連成副審查員參加。

2. 廖繼洲處長於開幕演講：global Development and Cooperation among Asia Economies，醫藥品查驗中心陳恆德執行長於會中演講：Global development in Chinese Taipei。

3. 各會員國之法規代表於10月13日中午舉行Regulator Lunch Meeting，討論未來「APEC Network of Pharmaceutical Regulatory Science」計畫之方向與各項合作方案之可行性（議程如附件一）。
4. 為延續我國在「亞太經濟合作藥政管理聯繫網路」計畫中之主導優勢，10月13日大會結束後，我方請主辦單位日本PMDA邀請與會之各國藥政官員舉辦會後餐宴，共同討論2006年會後執行方案與2007年在台北舉辦大會之內容。廖繼洲處長於會議中發布2007 APEC Symposium於台北舉行的訊息。
5. 各會員國之法規代表於10/12 Regulator lunch meeting之討論決議：

（1） APEC共有21個會員經濟體，本會議應該更加擴大會員經濟體的參與程度。

（2） 會議的議題可以由觀念性的討論推展至實際執行層面的問題，如：GCP inspection等。

（3） 未來亦可擴展不同層面的議題，如counterfeit drug、post marketing surveillance、patient protection等。

（4） 有意主辦2008 APEC symposium之會員經濟體可以於2007年3月前與我方聯繫。

（5） 各國交換報告之合作方案建議由交換ADR報告開始試行。

（6） APEC website 可以用hyper linkage的方式和各國的法規單位網站連結。
6. 針對大會的global development and cooperation主題，廖繼洲處長與陳恆德執行長在會議中報告我方一年來進行包括台日藥政交流等多項國際交流活動，令與會者印象深刻。
7. 為保護與促進民眾健康，keep drug development activities、have data in various ethnic populations、minimize a delay of drug approval 是3個重要的課題。
8. 面對新藥研發愈來愈低的成功率以及愈來愈高的成本，各國法規單位必須展開合作與資訊交換已充分獲得溝通與了解。Global Drug Development的優點有：Synchronize a timing of drug development among regions、May reduce an potential risk after drug approval。

9. 各國對於促進Global Drug Development發展出ㄧ些Epoch-making tool，例如：Critical Path Initiative （US FDA、CDE）、Biomedical Science Initiative（HSA）、EMEA Road Map（EMEA）、Clinical Trial Issue Review Committee: Interim Report（PMDA）

10. Global Drug Development的良好進展有：ICH-GCP implementation in non-ICH regions、Setting-up infrastructures（accredited hospital & clinical trial center及central IRB）、Increase experiences of multinational clinical trials, specifically in Asian region。

11. 法規國際協合化是國際趨勢，加強此區域內藥物審查法規單位間的溝通為勢在必行；相關的努力有ASEAN、FDA/MHLW/PMDA confidential agreement、EC/EMEA/MHLW/PMDA confidential agreement、台日藥政交流活動、醫材的GHTF-AHWP等。

12. Global Drug Development 必須面對的挑戰及影響的因素有：Mission is impossible by one country、A better decision than last one based on sound science、More regulatory cooperation、Share information & knowledge。
13. 大會的結論為「Our more cooperation will make a better drug for all patients in the world」。

3、 心得

為符合ICH的法規要求，日本在臨床試驗的體制中，已進行一些改革的工作。東南亞國協(ASEAN)的藥物管理部門也已經開始藥品查驗登記一致化的整合工作，並積極推動臨床試驗。

參與本次會議了解到許多國際大藥廠逐年重視亞洲新興市場，計畫在亞洲地區進行許多跨國性臨床試驗，因此歐盟與FDA代表於會中希望與亞洲各國藥政主管單位建立溝通機制，以利日後案件審查時評估亞洲臨床試驗數據，因此本屆會議促成各國藥政主管單位能加強交流，近一步瞭解各國推展新藥臨床試驗之現況、相關法規協和及查驗登記申請所須資料規格等，對台灣執行臨床試驗及藥品審查機制助益甚多。
我國近年來透過亞太經濟合作（APEC）藥政管理聯繫網會議積極參與ICH，並參考ICH法規，制訂我國藥政審查基準，亦是致力建立國際化藥品管理體系，為藉此使台灣參與國際事務之務實作法。

四、建議事項
1. 東南亞國協（ASEAN）正緊鑼密鼓地進行各項整合當中，預計在2015年的時候成為與歐盟相同的單一經濟聯盟，雖然新加坡代表表示，因各國的法規科學程度不儘相同，NDA mutual recognition仍遙遙無期，但是不容小覷ASEAN的發展潛力；更要避免我方在國際現實情勢的演變下被邊緣化！

2. 日本已如期完成2002年在東京舉辦APEC Meeting時宣佈之「3年內修藥事法並完成合併OPSR與MHLW中之審查部門」ㄧ案，並努力與各國進行合作方案；反觀我方在「新藥審查一元化」仍待各方捐棄己見進行協調。
3. 中國並未派代表參與本次會議，為擴大會員國的參與程度可及早開始聯繫並探尋其關心之議題。

4. 為增加2007 APEC meeting的會議品質，必須及早進行相關籌備事宜。
附錄
APEC looks to a collaborative future as global trials gain regional ground.


Co-operation, not competition, was the watchword for drug regulatory officials attending the APEC network on pharmaceutical regulatory science symposium in Tokyo, where discussions focused on increased Asian participation in global clinical trial programmes and measures to approve new therapies more rapidly. 

The streamlining of product licensing systems to reduce "drug lag", consultations with applicants and improved transparency emerged as core themes at the annual summit, which brought together around 500 delegates from across the APEC (Asia-Pacific Economic Co-operation) grouping of 21 countries, the US and Europe. 

While it was clear that more time is needed to build the trust and systems required for increased co-operation - both within the region and internationally - this was universally recognised as the way forward. Regulatory agencies now have "no other choice" but to work together to share the best science, regardless of where it is found, the US FDA's Dr Murray Lumpkin told delegates in his keynote address. 

It also became obvious that Asia is moving into a post-ICH harmonisation era, characterised by a shift from local bridging studies to confirm foreign clinical data to full regional participation in global clinical trials. The change should please the industry, which has long expressed dissatisfaction with inconsistencies in the bridging approach and sees global trials as a way of aiding its goal of simultaneous worldwide submissions. 

But while the collaborative strategy found wide favour, turning rhetoric into reality will be more challenging. Practical issues and still diverse systems mean that an Asian mutual recognition system remains "some way off", the executive director of Taiwan's centre for drug evaluation, Dr Chern Herng-der, told Scrip. 

In the meantime, there was interest across the board in increasing the exchange of both reviewers and data, with Taiwan putting forward the idea of joint approval reviews and Kazuhiko Mori of Japan's regulator, the PMDA, suggesting the formation of an Asian clinical trial network to facilitate participation in global trials. 

Industry will also be expected to play its part. Relating the experience of the UK regulator, the MHRA, in the Tegenero clinical trial disaster, chairman Professor Sir Alasdair Breckenridge noted "extreme concern and frustration" over restricted access to industry and other data not available to investigators. There is a pressing need for improved information sharing and systems to report ADRs during drug trials, he said. 

Japanese progress 

Asia's place in global trial programmes is assured, with regional clinical work having increased substantially since the widespread adoption of GCP in the 1990s, and is due in part to costs and capabilities attractive to multinational drug firms. But there were some calls for the region to be more proactive in determining its role, particularly for diseases with a high Asian incidence such as hepatic cancer. 

Japan is concerned that high costs mean it is being left behind, and officials were keen to stress the reforms under way to change this. Tatsuo Kurokawa of the ministry of health, labour and welfare conceded that "perhaps we are not happy with our own performance" in delivering new drugs, and PMDA chief executive Akira Miyajima pointed to the adoption of fast-track reviews, preclinical trial consultations and increases in staff. 

These are beginning to yield results despite limited resources compared with the US and Europe, and the lag time between submissions in Japan and other major markets is shortening, he maintained. Wider GCP audits and institutional review boards are also helping to raise the level of clinical trials, although Kazuhiko Nakajima of the Japanese industry association, the JPMA, observed that in reality GCP had "improved very little" and IRBs had to be developed further. 

The PMDA is actively encouraging participation in global trials, and a dedicated committee is looking at how this can be achieved practically, such as through a large-scale national trial network (Scrip No 3200, p 17). Assessment of ethnic differences affecting drug response, including through pharmacogenomics, and the inclusion of Japanese patients in Asian studies are key issues, and detailed guidance will be issued shortly, agency officials said. 

Complicating things further, several speakers presented evidence that differences in trial monitoring and methodology can have as big an influence on results as ethnic factors. Taiwan suggested retrospective studies to elucidate the latter. 

Despite the acceptance of data from global trials in the dossiers for two products approved by Japan earlier this year, lingering differences in dosing safety assessment as well as GCP standards are still hampering wider participation in Asian trials, Mr Nakajima suggested. 

other regional initiatives 

Broadly similar messages came from regulatory officials from Taiwan, South Korea and Singapore, which have taken parallel steps over the past few years and enjoyed a corresponding increase in the number of domestic sites included in global trials. 

Taiwan has speeded up procedures under a new system adopted at the beginning of this year, which allows applicants to check the status of their submission online and aims to complete NDA reviews within 150 calendar days, for example. The South Korean government is providing up to $1 million per facility for up to five years to build up a national trial network (now comprising nine sites), while Singapore continues to promote itself as a good Asian location for clinical work. 

Harrison Cook of the Japanese and Asian technical committees of the US association PhRMA said it was good to see such healthy competition between regional agencies, although the CEO of Singapore's Health Sciences Authority, Dr John Lim, preferred to stress the importance of collaboration. Mr Cook tabled the idea of an Asian industry/regulatory working group to discuss global trials issues. 

It looks likely that the reality for APEC members will include a degree of collaboration and competition, as the regional governments now pouring millions of dollars into clinical infrastructure will no doubt expect some international pay-off. With a finite amount of industry funding available for the Asian portion of global trials, it would also appear inevitable that there will be some concentration in those countries best able to perform the work. 

The region-wide implementation of any initiatives may also not be immune to politics, some delegates observed. Officials from mainland China, a key APEC member, were notable by their absence from the Tokyo meeting, despite having been invited. It was unclear if there was any connection between their absence and the presence of Taiwan, which first proposed the APEC regulatory initiative back in 1998 and is a proactive member which will host next year's meeting. 
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