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FOREWORD

Foreword
PURSUIT OF INNOVATION A COMMON THEME AS ASIAN PHARMA RISES TO GLOBAL CHALLENGES 
The Asia-Pacific region can by turns surprise, excite, confound and delight – depending on who you are and what 
you’re doing.

Picking out major themes for the pharma industry across the region is a real challenge given the diversity of econo-
mies, regulatory systems and commercial opportunities. How can you link the sweep of Chinese regulatory reforms 
with Korean companies’ international expansion?

But perhaps the one thread that can be teased out is the pursuit of innovation – although the drivers vary widely. 
Chinese ventures are increasingly moving into original R&D, with CAR-Ts emerging as one priority in the push for 
value. The past ability of companies in China to rely on established products is being disrupted by the increasing 
commoditization of generics, creating a need to elevate innovation. 

Meanwhile, the government is promoting timely access to new drugs via fundamental regulatory reforms – but with a 
sharp eye on costs, as evidenced by the huge “4+7” competitive bidding scheme in major cities.

In this rapidly evolving environment, multinationals are still finding growth for their new (and usually non-reimbursed) 
drugs. But there are questions over how the broader slowdown in economic growth will affect cost controls and pa-
tients’ ability to pay for effective new therapies, and how the simmering trade dispute with the US may play out. 

In South Korea, research efforts are paying off as evidenced by some big licensing deals with multinationals. Although 
not all these have panned out, there is a clear shift going on to internationalize, both through such partnerships and 
independently, while some foreign firms are raising investment.

In biosimilars, the country is already a global leader, and the government has been highly supportive of cell and gene 
therapies as an emerging area to drive future economic growth, supported by new legislation. While the quality is-
sues with pioneering gene therapy Invossa rocked the local industry, it has taught some valuable lessons.

For India’s big generics firms, an increasingly price-competitive US market has led to the escalating pursuit of differenti-
ated complex generics and some completely innovative drugs, either from internal or external sources. The respiratory 
sector is proving a draw, while more companies are looking east and pursuing partnerships to build out in China.

In Japan meanwhile, innovation – and the clear demonstration of such – is becoming critical to benefit from changes in 
the reimbursement price calculation system and under a steadily expanding system of cost-effectiveness assessment. 
Drug costs are only coming under more scrutiny as high-priced cell and gene therapies begin to reach the market. 

Even so, the country’s regulators clearly remain firmly committed to ensuring timely and safe access to new modes 
of therapy, with a clear eye on patient benefits. 

Should anyone be feeling complacent, several high-profile trial failures in the region this year serve as a reminder of 
the constant challenges inherent in drug development. 

Ian Haydock  
Editor-In-Chief, Pharma, APAC 
Informa Pharma Intelligence
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The growing trend toward globalization in the pharmaceutical 
industry, whether through offshoring of research and develop-
ment or worldwide product launches, has brought numerous 
benefits to companies, health systems and patients. Global-
ization of R&D enables companies to access larger, more di-
verse patient populations while reducing development costs, 
enhancing efficiency and expanding their commercial footprint 
into untapped markets. 

Global launch programs reduce companies’ reliance on ma-
ture markets for pharmaceuticals, unlocking new sources of 
growth. Patients and health systems gain a wider range of in-
novative treatment options, whether through clinical develop-
ment or at launch, in countries where these options may oth-
erwise be limited. 

Asia has been a prime beneficiary of these trends. It offers 
both established markets, such as Japan, with advanced regu-
lations and a developed, globally active pharmaceutical indus-
try, and fast-emerging territories, such as China or India, where 
immense populations, unmet needs and commercial potential 
collide with limited resources and the continuing evolution of 
regulatory frameworks. The Asian region also exemplifies the 
challenges that come with accelerated globalization of the 
pharmaceutical market. 

Prominent among these is ensuring that drug safety and 
pharmacovigilance (PV) keep pace with the widening pool of 
ever more diverse patients exposed to new medicines through 
clinical trials or market entry. In reality, provisions for PV in Asia 
can vary substantially from market to market, whether in terms 
of local capacity and capabilities, or of implementing nominally 
harmonized international standards.  

HIGHLY EVOLVED 
Japan, for example, already has highly evolved pharmacovigi-
lance procedures, partly as a by-product of its commitment to 
ensuring that patients have early access to innovative medi-
cines. The need to offset conditional approvals with scrupu-
lous real-world drug monitoring is reflected in provisions such 
as the Pharmaceutical and Medical Devices Agency (PMDA)’s 
re-evaluation scheme for launched medicines, including its re-
quirement for marketing authorization holders (MAHs) to sub-
mit periodic safety update reports. 

In India, on the other hand, successive attempts over more 
than 30 years to establish nationwide monitoring programs for 
adverse drug reactions (ADRs) have repeatedly fallen short. A 
rekindled Pharmacovigilance Program for India was launched 
in 20101. Last year, the Central Drugs Standard Control Orga-
nization proposed adopting a four-year cycle for routine phar-
macovigilance inspections, mirroring the risk-based proce-
dures followed by the European Medicines Agency since 20092. 

Somewhere between these two scenarios sits China. Recent-
ly approved revisions to the country’s drug-administration law 
include not only support for drug innovation but also new re-
sponsibilities for MAHs, such as analyzing and reporting ADRs, 
post-approval studies, risk-management planning and estab-
lishing a robust pharmacovigilance system to ensure whole 
life-cycle safety surveillance. The amendments also include a 
commitment to establishing a drug-recall system in China and 
full traceability for marketed medicines3. 

These types of variations extend across Asia. A recent survey 
of pharmacovigilance agencies in 21 member countries of the 
Asia-Pacific Economic Cooperation (APEC) region found harmo-
nization of laws and regulations for general PV and risk-man-
agement systems. But it also highlighted discrepancies in PV 
infrastructures and processes, such as sources of ADR reports 
and reporting of medication errors4. Further complications in-
cluded cultural diversity in medical practices across Asia; barri-
ers of language, education and awareness; different reporting 
structures and timelines for ADRs; deficits in relevant expertise 
as well as financial and human resources; lack of government 
support; and poor-quality and/or sporadic PV reporting1. With 
more clinical trials and postmarketing activity being conducted 
in the Asian continent, there is an immense need to under-
stand pharmacovigilance and implement it to a higher, more 
consistent standard.

GLOBAL VARIATIONS
Variations between PV systems and procedures across Asia mir-
ror global discrepancies that present significant challenges to 
the pharmaceutical industry in maintaining and monitoring drug 
safety. Companies need to keep pace with regulatory change 
while harmonizing and streamlining their worldwide pharmaco-
vigilance operations, ensuring both patient safety and protection 

Navigating An Ever Evolving Regulatory  
And Pharmacovigilance Landscape

Chunhua Wu, Director Medical Safety Services, ICON Clinical Research Services
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against warning letters, site inspections, financial 
penalties or drug withdrawals that can result 
from suboptimal compliance. 

This is all the more difficult where moves 
toward global consistency of PV procedures, 
through organizations such as the Interna-
tional Conference on Harmonization (ICH), not 
only impose technical challenges for industry 
but also remain at different stages of implemen-
tation from market to market. One such example 
is the new ICH E2B (R3) format for electronic trans-
mission of Individual Case Safety Reports (ICSRs), which 
improves the granularity of ICSR data but also gives countries and 
regions leeway to add their own locally specific requirements.  

Another hurdle for companies is making sure they are aware 
of all pertinent legal and regulatory documents around phar-
macovigilance, both at a global and a national level. Many 
countries or regions rely on multiple regulations and directives, 
laws, guidance, letters and notices. Moreover, existing regula-
tions may include overlapping and/or contradictory require-
ments, or may not cover all aspects of a particular process. Se-
curing all the relevant information from Competent Authorities 
(CA) can be time-consuming and complex, if CA resources are 
limited or relationships with these agencies only tentative. 

Once legal requirements are understood, companies need 
to conduct a comprehensive impact assessment covering the 
whole spectrum from serious adverse event (SAE) collection 
through to case assessment and expedited distribution. Then 
the challenge is to operationalize requirements. That brings 
into consideration a range of functional issues geared to pro-
cess efficiency, such as submission routes for SAE reporting, 
local presence, language constraints and confirmation of deliv-
ery, as well as testing and resource requirements. 

In an ever-evolving landscape, new regulatory updates can 
often emerge just as everything is in place to meet legal require-
ments. It is therefore imperative that companies maintain a 
flexible and holistic PV system, capable of responding rapidly to 
unexpected developments. Clearly defined procedures for the 
collation of regulatory intelligence are a crucial prerequisite for 
drug-safety compliance throughout the product life cycle.

CAN AUTOMATION HELP?
To stay on top of these challenges, companies need multilingual 
pharmacovigilance-intelligence specialists who can identify and 
analyze legal requirements through ongoing review of regula-
tions and guidelines, whether by scrutinizing local CA webpages 
or through direct contact with regulatory bodies. Regulatory 
intelligence must extend to enabling readiness when legislative 
changes have a wider impact, or to initiating cross-functional 
regulatory change-management processes if necessary.   

These processes are burdensome, but can be eased sig-
nificantly by applying advanced automation to pharmacovigi-
lance. A cloud-based PV solution will ensure compliance with 
pharmacovigilance requirements while providing full visibility 

of a medicine’s safety profile, during clinical de-
velopment and throughout the life cycle.

Using regulatory intelligence from coun-
tries across the globe, these systems can 
be configured with date-stamped decision 
rules. That way, any required safety infor-
mation is distributed automatically to stake-
holders, including trial sites, ethics commit-

tees and CAs, within the stipulated timelines. 
Information is submitted in mandated formats, 

and with a fully auditable distribution trail. Also 
important is the ability to generate reports and dash-

boards showing individual submissions and aggregate safety 
reports over time and across clinical-trial portfolios, further 
enhancing transparency for effective real-time PV monitoring 
and management.

With ever-more complex medicines entering the market, and 
growing scrutiny of drug safety as regulators embrace accel-
erated or conditional approval procedures to facilitate patient 
access to innovation, companies simply cannot afford to skimp 
on pharmacovigilance. Nor can they take anything less than a 
360° view of the drug-safety landscape, whether across Asia 
or around the world. With the help of regulatory expertise and 
automated tools, companies can rise to the many challenges 
of PV in a global marketplace, delivering higher-quality, more 
exhaustive safety data on time, in the right format and across 
a multitude of national or regional contexts.

In conclusion, there are clear variations in the structures, 
processes and outcomes of pharmacovigilance status among 
Asian countries, with many diversities and complexities. Tak-
ing into consideration the latest drug-administration law from 
China’s National Medical Products Administration (NMPA), as 
well as E2B (R3) implementation in the near future by Korea’s 
Ministry of Food and Drug Safety, we do see a general trend 
toward a more stringent regulatory environment in Asia.

To reduce variations in PV administration based on various 
regulatory requirements, drug safety reporting must look to rule-
based automation and robotic process automation, so that it can 
leverage pharmacovigilance expertise, maximize human capital, 
ensure regulatory compliance and ultimately protect the patient.

1  Pharmacovigilance in Asia. Biswas, P. J Pharmacol Pharmacother. 
2013. Dec; 4(Suppl 1): S7–S19. Retrieved from https://www.ncbi.
nlm.nih.gov/pmc/articles/PMC3853674/. 

2  Four-year cycle for routine pharmacovigilance inspections on cards 
in India. Vibha Sharma. Pink Sheet. October 4, 2018. Retrieved from 
https://pink.pharmaintelligence.informa.com/PS124003/FourYear-
Cycle-For-Routine-Pharmacovigilance-Inspections-On-Cards-In-India. 

3  China revises law to ensure drug safety. China Daily/National Medi-
cal Products Administration. August 26, 2019. Retrieved from http://
subsites.chinadaily.com.cn/nmpa/2019-08/26/c_405026.htm. 

4  Current status of pharmacovigilance regulatory structures, pro-
cesses, and outcomes in the Asia-Pacific region: Survey results from 
15 countries. Shin, J-Y, Shin, E et al. Pharmacoepidemiol Drug Safety. 
January 16, 2019. 28 (3). Abstract retrieved from https://onlineli-
brary.wiley.com/doi/abs/10.1002/pds.4717.
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RANK COMPANY
2018 PHARMA 

SALES ($M)
CHANGE FROM 
2017 ($ BASIS)

1 Takeda 18,425.1 21%

2 Astellas 11,834.2 1%

3 Daiichi Sankyo 8,422.3 -3%

4 Otsuka Pharmaceutical 7,402.1 7%

5 Eisai 5,823.4 8%

6 CSL 5,673.8 -14%

7 Chugai Pharmaceutical Co. Ltd. 5,252.3 9%

8 Sun Pharmaceutical 4,202.0 3%

9 Sumitomo Dainippon Pharma 4,160.5 -1%

10 Mitsubishi Tanabe Pharma 3,848.0 -2%

11 Humanwell Medicine 2,798.5 24%

12 Jiangsu Hengrui Medicine Co. Ltd. 2,600.7 56%

13 Sino Biopharmaceutical 2,594.7 41%

14 Kyowa Hakko Kirin 2,459.6 0%

15 Sichuan Kelun Pharmaceutical 2,440.5 47%

16 Lupin 2,397.8 0%

17 Cipla 2,396.7 3%

18 Aurobindo 2,366.7 33%

19 Shanghai Fosun  
Pharmaceutical Group 2,360.3 22%

20 CSPC Pharmaceutical Group Ltd. 2,277.5 40%

21 Dr Reddy's 2,253.6 2%

22 China National Pharmaceutical Group 2,240.7 22%

23 Santen Pharmaceutical 2,120.0 4%

24 Ono Pharmaceutical 1,892.9 2%

25 Meiji Holdings 1,799.1 18%

RANK COMPANY
2018 PHARMA 

SALES ($M)
CHANGE FROM 
2017 ($ BASIS)

26 Sawai Pharmaceutical 1,669.9 10%

27 Zhejiang Hisun Pharma 1,527.2 -2%

28 Nichi-Iko Pharmaceutical 1,509.2 2%

29 Cadila 1,435.5 -9%

30 Teijin Pharma 1,426.9 2%

31 Glenmark Pharmaceuticals 1,421.6 1%

32 Yuhan Pharmaceutical 1,381.1 7%

33 Hisamitsu 1,267.9 -2%

34 Asahi Kasei Pharma 1,227.5 0%

35 Green Cross 1,213.8 8%

36 Shionogi 1,165.9 -7%

37 Torrent Pharmaceuticals 1,123.9 23%

38 Japan Tobacco 1,032.7 11%

39 Kyorin 1,029.1 3%

40 Mochida Pharmaceutical 993.3 9%

41 Hansoh Pharmaceutical 985.3

42 Towa Pharmaceutical 952.1 13%

43 Daewoong Pharmaceutical 937.9 10%

44 Hanmi Pharm 923.9 14%

45 Nippon Shinyaku 907.9 15%

46 Chong Kun Dang 869.5 11%

47 Celltrion 783.7 7%

48 Luye Pharma Group Ltd. 781.9 39%

49 Jubilant Life Sciences 779.9 26%

50 Maruho 771.9 0%

SCRIP ASIA 100: 2018 PHARMACEUTICAL SALES
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SCRIP ASIA 100: 2018 PHARMACEUTICAL SALES

RANK COMPANY
2018 PHARMA 

SALES ($M)
CHANGE FROM 
2017 ($ BASIS)

51 Zhejiang Huahai Pharmaceutical 762.3 4%

52 Taisho Pharmaceutical 720.2 -13%

53 3SBio 692.7 25%

54 Piramal Healthcare 652.1 6%

55 Wockhardt 609.1 0%

56 Kissei 578.8 -9%

57 Alembic 577.7 51%

58 Jeil Pharmaceutical 570.7 74%

59 Torii Pharmaceuticals 566.7 -1%

60 Zeria Pharmaceuticals 560.1 -4%

61 Biocon 540.3 30%

62 Kaken Pharmaceutical 536.3 -11%

63 PT Kimia Farma 524.4 24%

64 Dong-A ST 516.0 5%

65 JW Pharmaceutical Corporation 488.5 10%

66 Toray Industries 486.0 2%

67 Yichang HEC Changjiang 
Pharmaceutical Co. 450.2 65%

68 Strides Pharma 447.8 2%

69 Sihuan Pharmaceutical  
Holdings Group Ltd. 441.0 9%

70 Nippon Kayaku 418.8 -1%

71 Boryung 418.7 12%

72 Fuso Pharmaceuticals 417.4 15%

73 Handok 406.2 10%

74 CK Life Sciences 375.0 11%

75 Senju Pharmaceutical 366.9 10%

RANK COMPANY
2018 PHARMA 

SALES ($M)
CHANGE FROM 
2017 ($ BASIS)

76 Dongkook Pharm 364.5 16%

77 Maruishi Pharmaceutical 356.9 1%

78 China Biologic Products Inc. 354.0 49%

79 PT Kalbe Farma TBK 339.2 -3%

80 Samsung BioLogics 335.3 20%

81 Nippon Chemiphar 309.7 -3%

82 Natco Pharma 306.8 -8%

83 Ajanta Pharma Limited 301.1 -6%

84 Aska Pharmaceutical 280.5 6%

85 Dong Wha 278.8 22%

86 Il-Yang 272.8 14%

87 Alkem Labs of India 271.6 28%

88 Samjin Pharmaceutical 236.4 9%

89 Chongqing Lummy  
Pharmaceutical Co. Ltd. 232.2 24%

90 Kwang-Dong Pharmaceutical 213.2 69%

91 Beximco Pharmaceuticals 211.9 9%

92 JCR Pharmaceuticals 209.8 13%

93 Seikagaku 198.2 -27%

94 Yakult Honsha 196.5 -15%

95 Medytox 186.8 17%

96 Jacobson Pharma Corp. 178.4 2%

97 Hutchison China MediTech 177.3 7%

98 Bukwang 176.6 32%

99 Shin Poong  
Pharmaceutical 170.4 4%

100 Ahn-Gook Pharmaceutical 168.9 4%

Source for all tables: Datamonitor Healthcare; company-reported information
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COMPANY
2018 PHARMA  

SALES ($M)

Takeda 18,425.1

Meiji Holdings 1,799.1

Nippon Shinyaku 907.9

Fuso Pharmaceuticals 417.4

Towa Pharmaceutical 952.1

JCR Pharmaceuticals 209.8

Japan Tobacco 1,032.7

Sawai Pharmaceutical 1,669.9

Senju Pharmaceutical 366.9

Mochida Pharmaceutical 993.3

Chugai Pharmaceutical Co. Ltd. 5,252.3

Eisai 5,823.4

Otsuka Pharmaceutical 7,402.1

Aska Pharmaceutical 280.5

Santen Pharmaceutical 2,120.0

Kyorin 1,029.1

Ono Pharmaceutical 1,892.9

Teijin Pharma 1,426.9

Toray Industries 486.0

Nichi-Iko Pharmaceutical 1,509.2

JAPAN TOP 20 PHARMACEUTICAL  
COMPANIES BY SALES

COMPANY
2018 PHARMA 

SALES ($M)

Sun Pharmaceutical 4,202.0

Lupin 2,397.8

Cipla 2,396.7

Aurobindo 2,366.7

Dr Reddy's 2,253.6

Cadila 1,435.5

Glenmark Pharmaceuticals 1,421.6

Torrent Pharmaceuticals 1,123.9

Jubilant Life Sciences 779.9

Piramal Healthcare 652.1

INDIA TOP 10 PHARMACEUTICAL  
COMPANIES BY SALES

COMPANY
2018 PHARMA  

SALES ($M)

Yuhan Pharmaceutical 1381.1

Green Cross 1213.8

Daewoong Pharmaceutical 937.9

Hanmi Pharm 923.9

Chong Kun Dang 869.5

Celltrion 783.7

Jeil Pharmaceutical 570.7

Dong-A ST 516.0

JW Pharmaceutical Corporation 488.5

Boryung 418.7

SOUTH KOREA TOP 10 PHARMACEUTICAL 
COMPANIES BY SALES
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FASTEST GROWING PHARMA SALES 2017-2018  
(PHARMA SALES >£100M) 

COMPANY
2018 PHARMA  

SALES ($M)
CHANGE FROM 2017  

($ BASIS)

Jeil Pharmaceutical 570.7 74%

Kwang-Dong Pharmaceutical 213.2 69%

Yichang HEC Changjiang Pharmaceutical Co. 450.2 65%

Shanghai Fudan-Zhangjiang 
Biopharmaceutical

132.8 56%

Jiangsu Hengrui Medicine Co. Ltd. 2,600.7 56%

Alembic 577.7 51%

China Biologic Products Inc. 354.0 49%

Sichuan Kelun Pharmaceutical 2,440.5 47%

Sino Biopharmaceutical 2,594.7 41%

CSPC Pharmaceutical Group Ltd. 2,277.5 40%

Source for all tables: Datamonitor 
Healthcare; company-reported 
information

COMPANY
2018 PHARMA  

SALES ($M)
CHANGE FROM 2017  

($ BASIS)

Seikagaku 198.2 -27%

Yakult Honsha 196.5 -15%

Taisho Pharmaceutical 720.2 -13%

Kaken Pharmaceutical 536.3 -11%

Kukje Pharma Ind. Co. Ltd. 97.9 -10%

Kissei 578.8 -9%

Natco Pharma 306.8 -8%

Shionogi 1,165.9 -7%

Ajanta Pharma Limited 301.1 -6%

Zeria Pharmaceuticals 560.1 -4%

FASTEST SHRINKING PHARMA SALES 2017-2018  
(PHARMA SALES >£100M) 

Visit our website at 
scrip.pharmaintelligence.

informa.com/ 
to access in-depth  

data analysis.

ANALYZE
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RANK COMPANY 2018 R&D ($)

1 Takeda 2,947.8

2 Otsuka Pharmaceutical 1,957.7

3 Astellas 1,890.5

4 Daiichi Sankyo 1,845.4

5 Eisai 1,312.1

6 Chugai Pharmaceutical Co. Ltd. 850.9

7 Asahi Kasei Pharma 816.2

8 Sumitomo Dainippon Pharma 787.5

9 Mitsubishi Tanabe Pharma 783.9

10 Beigene 679.0

11 Ono Pharmaceutical 634.2

12 Shionogi 618.7

13 Toray Industries 601.5

14 Japan Tobacco 592.3

15 CSL 525.2

16 Kyowa Hakko Kirin 440.7

17 Jiangsu Hengrui Medicine Co. Ltd. 382.5

18 Teijin Pharma 329.7

19 Sun Pharmaceutical 291.1

20 Sino Biopharmaceutical 266.7

21 Lupin 230.0

22 Dr Reddy's 228.6

23 Santen Pharmaceutical 215.2

24 CSPC Pharmaceutical Group Ltd. 202.0

25 Shanghai Fosun Pharmaceutical Group 188.8

26 Taisho Pharmaceutical 188.4

27 Cipla 177.4

28 Hanmi Pharm 175.4

29 Nippon Shinyaku 151.3

30 Sawai Pharmaceutical 151.0

31 Meiji Holdings 148.6

RANK COMPANY 2018 R&D ($)

32 Sichuan Kelun Pharmaceutical 128.8

33 Kissei 128.4

34 Aurobindo 127.7

35 Hisamitsu 118.1

36 Mochida Pharmaceutical 117.8

37 Hutchison China MediTech 115.7

38 Hansoh Pharmaceutical 112.4

39 Green Cross 111.0

40 Daewoong Pharmaceutical 103.5

41 Yuhan Pharmaceutical 102.4

42 Kyorin 97.8

43 Yakult Honsha 95.7

44 Kaken Pharmaceutical 93.0

45 Zhejiang Hisun Pharma 84.7

46 Celltrion 82.5

47 Torrent Pharmaceuticals 78.8

48 Luye Pharma Group Ltd. 74.3

49 Alembic 73.0

50 Sihuan Pharmaceutical Holdings Group Ltd. 72.6

51 Towa Pharmaceutical 71.7

52 Chong Kun Dang 70.0

53 Alkem Labs of India 67.7

54 Dong-A ST 67.3

55 Humanwell Medicine 66.0

56 Seikagaku 64.8

57 Glenmark Pharmaceuticals 64.5

58 Zhejiang Huahai Pharmaceutical 60.1

59 3SBio 54.9

60 Wockhardt 42.6

61 Biocon 42.5

62 Yichang HEC Changjiang Pharmaceutical Co. 40.1

SCRIP ASIA 100: 2018 R&D SPENDING ($) 
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RANK COMPANY 2018 R&D ($)

63 Torii Pharmaceuticals 37.5

64 Nichi-Iko Pharmaceutical 31.7

65 Boryung 30.2

66 Natco Pharma 28.9

67 Jubilant Life Sciences 27.8

68 Ajanta Pharma Limited 25.8

69 Bukwang 25.0

70 Korea United Pharm Inc. 24.4

71 Samjin Pharmaceutical 21.8

72 CK Life Sciences 19.4

73 JW Pharmaceutical Corporation 19.3

74 Nippon Chemiphar 18.7

75 Shanghai Fudan-Zhangjiang Biopharmaceutical 18.2

76 Medytox 17.6

77 Handok 16.9

RANK COMPANY 2018 R&D ($)

78 PT Kalbe Farma TBK 15.7

79 Dongkook Pharm 14.5

80 Dong Wha 12.8

81 Hyundai Pharm 12.0

82 Il-Yang 11.7

83 Ahn-Gook Pharmaceutical 11.7

84 China Biologic Products Inc. 9.5

85 Piramal Healthcare 8.0

86 Kwang-Dong Pharmaceutical 6.9

87 Shin Poong Pharmaceutical 6.4

88 Chongqing Lummy Pharmaceutical Co. Ltd. 5.6

89 Kukje Pharma Ind. Co. Ltd. 3.3

90 Beximco Pharmaceuticals 2.7

91 Nippon Kayaku 1.1

92 Jacobson Pharma Corp. 0.5

Source for all tables: Datamonitor Healthcare; company-reported information

JAPAN:
R&D SPENDING BY COMPANY

INDIA: 
R&D SPENDING BY COMPANY

SOUTH KOREA:
R&D SPENDING BY COMPANY

SCRIP ASIA 100: 2018 R&D SPENDING ($) 

COMPANY 2018 R&D ($)

Takeda 2,947.8

Otsuka Pharmaceutical 1,957.7

Astellas 1,890.5

Daiichi Sankyo 1,845.4

Eisai 1,312.1

Chugai Pharmaceutical Co. Ltd. 850.9

Asahi Kasei Pharma 816.2

Sumitomo Dainippon Pharma 787.5

Mitsubishi Tanabe Pharma 783.9

Ono Pharmaceutical 634.2

COMPANY 2018 R&D ($)

Sun Pharmaceutical 291.1

Lupin 230.0

Dr Reddy's 228.6

Cipla 177.4

Aurobindo 127.7

Torrent Pharmaceuticals 78.8

Alembic 73.0

Alkem Labs of India 67.7

Glenmark Pharmaceuticals 64.5

Wockhardt 42.6

COMPANY 2018 R&D ($)

Hanmi Pharm 175.4

Green Cross 111.0

Daewoong Pharmaceutical 103.5

Yuhan Pharmaceutical 102.4

Celltrion 82.5

Chong Kun Dang 70.0

Dong-A ST 67.3

Boryung 30.2

Bukwang 25.0

Korea United Pharm Inc. 24.4
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Sebastian Bather, President, Commercial Solutions, Asia-Pacific, Syneos Health 

In the summer of 2019, the government of Ja-
pan released – then retracted – an economic 
forecast that stunned the nation. It predicted 
pension income would fall drastically short for 
married couples in their 60s expecting to live 
another 30 years. As health care and other age-
related costs increased over time, the couple 
would need to find an additional 20 million yen 
($184,000) in assets.

Around the same time, Chinese families were 
hearing more and more from their government 
about shortages of cancer drugs, hospital beds 
and other medical goods and services. Despite 
new government policies to increase availability 
of cutting-edge treatments, supply wasn’t matching demand 
from China’s fast-growing middle class.

These intertwined trends – economic growth, aging popula-
tions, mounting demand for high-quality care and policy re-
forms to meet those needs – are not limited to Japan or China. 
They’re unfolding to varying degrees all across Asia-Pacific 
(APAC). One telling indicator: in 2018 nearly half the world’s 
new cancer cases – and more than half of all cancer-related 
deaths – occurred in Asia, according to the World Health Orga-
nization’s International Agency for Research on Cancer. Yet, the 
region accounts for nowhere close to 50% of the world’s supply 
of provisions or services for such patients – whether it’s avail-
able hospital beds, numbers of surgeons and nurses to attend 
to patients, or supplies of medicines to make them well. 

POWER IN PARTNERSHIPS
Demand for better health care, along with its tangled demo-
graphic drivers and policy consequences, has opened up dra-
matic new opportunities for multinational pharma companies 
seeking to offset slower growth in Europe and the US.  And 
yet, many multinationals are struggling to grow their busi-
nesses in Japan, China and other Asian markets at a time 
when each step forward comes with new regulatory and op-
erational hurdles. Already, it is all but impossible for pharma 
to achieve its goals for growth in the region with a go-it-alone 
strategy. Success will hinge on how effectively pharma shares 
responsibilities with purpose-built networks of collaborators 

and outsourcing partners. 
The good news is, multinational pharma firms 

with robust partnerships across Asia are already 
absorbing valuable lessons as government poli-
cies evolve in response to demographic pres-
sures – most importantly, aging populations 
with rising demand for high-priced pharmaceu-
ticals. In addition, business innovations these 
companies adopt in Asia will likely serve them 
well in Western markets as more nations come 
under similar pressures. 

A quick review of recent changes in the phar-
ma landscapes of Japan and China will show why 
sector-leading multinationals are deepening 

their reliance on outsourcing and how such partnerships can 
deliver the desired efficiencies. 

JAPAN’S PRODUCTIVITY PUZZLE
The government of Japan has been charting economic policies 
with an eye to its aging population for many decades. But only 
recently, in 2016, did intersecting concerns about elder care 
costs and high drug prices translate into action. That year, amid 
public alarm about expensive cancer immunotherapies, Japan’s 
policymakers introduced a drug repricing rule that led to hefty 
price cuts on treatments for cancer, hepatitis C, blood thinners 
and other products. In a series of price reviews, the government 
halved the reimbursement price for Ono/Bristol-Myers Squibb’s 
Opdivo and took action on other high-priced treatments.

Japan’s Ministry of Health, Labor and Welfare (MHLW) is now 
walking a fine line between supporting and paying for leading-
edge medicines. As part of this balancing act, the ministry is 
pulling the rug out from under products still having market ex-
clusivity – if you’re second or third to market in an important 
new class of cancer treatment, your chances of getting premi-
um pricing are slim. 

At the same time, Japan wants to be in the first wave when 
companies launch important new treatments, preserving its 
reputation as a haven for pharmaceutical innovation and a 
leader in care delivery. But, because patients respond differ-
ently to immunotherapies and other advanced treatments, 
tough pricing policies that constrain physicians’ choices often 
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do not serve the best interest of health care consumers.
How can pharma’s strategic planners best respond when 

products still under market exclusivity suddenly undergo 
30% to 50% price cuts? And, how can this response simul-
taneously take stock of social and cultural shifts, such as 
changing physician preferences on how they interact with 
medical reps? Solving this productivity puzzle often exceeds 
the reach of a sparsely staffed Tokyo-based subsidiary of 
a multinational pharma company. It’s a challenge best ad-
dressed in collaboration with contract commercial organiza-
tions (CCOs) that specialize in agile adaptation to landscape 
transformation. 

The pharma field force in Japan relies on relationships 
and face-to-face interactions with physicians who tradition-
ally have had a strong influence over which brand of drug 
is prescribed. Because of accelerated price cuts in mature 
portfolios, especially in primary channels, the economics 
of maintaining face-to-face (F2F) relationships haven’t just 
turned ugly – they’re totally unsustainable. Communication 
must shift to more cost-effective digital channels. But, com-
panies are finding it hard to drive change. CCOs, with deep 
expertise in multichannel marketing and the ability to com-
bine digital and F2F interactions into a cost-effective hybrid 
model, can be part of the answer.

As in many advanced markets, reliance on medical science 
liaisons is growing quickly in Japan, and wider use of non-
promotional key opinion leaders (KOLs) will follow. In 2017–
18, the number of MSLs increased by 23% in Japan. What 
companies need now is a cost-effective way to build MSL 
capacity by preparing science-background PhDs and Phar-
mDs with comprehensive programs and continuing training. 
Leveraging their global experience and competency models, 
multinational outsourcing organizations excel at combining 
recruitment, training and development of MSL teams.

RETHINKING CHINA’S INTENT
Commentators on China’s market reforms tend to highlight 
improvements in the clinical research environment stem-
ming from a series of recent moves by the National Medi-
cal Product Administration (NMPA – formerly the China Drug 
Administration). Certainly, measures such as the 60-day au-
tomatic trial approval process and tax incentives that pres-
sure Chinese biotechs to seek approval in global markets 
from day 1 when developing a new molecule have radically 
altered the R&D environment. But, when developing strate-
gies around these regulatory changes, multinational orga-
nizations must also not lose sight of China’s intent. Funda-
mentally, the NMPA seeks health care parity with advanced 
Western countries, which means expanding local access to 
the most effective medicines regardless of where they were 
developed. This is why China has dismantled barriers to use 
of data from trials conducted outside its borders. By focus-
ing on the intent rather than research policy minutiae, multi-
nationals will see that the reforms have even bigger implica-

tions for how pharma prepares for a commercial launch in 
China than how many trials it can get off the ground, or how 
quickly.

In 2017, China launched 21 new compounds, more than 
the previous three years combined. As of last year, there 
were another 48 products China wanted multinational phar-
ma to bring to market and is offering conditional approval 
that clears the way for accelerated launch. NMPA is saying, 
in effect: no need to run the trial – registration will suffice. 
That leaves multinationals with a heavy lift, to be sure – but 
it’s not in R&D. They must put together commercial teams 
that can manage every stage in the product launch. 

Regional headquarters of even the largest pharma simply 
aren’t built to manage simultaneous launches of multiple 
key products. But, a global CCO partner knows the whole 
playbook – from advice on the registry process and market 
segment analysis to evidence generation, KOL mapping and 
engagement, assembling medical affairs teams, real-world 
evidence and postmarketing surveillance.

Once a drug company wins marketing approval, it faces a 
variety of pricing hurdles. In a winner-take-all formula that 
trades volume for price, the central government is putting 
pressure on brand owners to submit the lowest-possible bid 
for business that may include all hospital systems in a ma-
jor urban center such as Beijing, Shanghai or Guangzhou. 
The reward is massive volume, albeit at a very low price. But, 
often it’s a winner-take-all contest in which few foreign mul-
tinationals are victorious. New volume purchasing guidance 
means, in the rosiest scenario, reduced drug pricing, and in 
the worse case, losing the tender altogether.  

FINDING COMMON GROUND
While demographics driving regulatory reform and innova-
tion in commercial models may differ across Asia, success 
in these markets always will hinge on correct understanding 
of government intent and the changing rules of the road. In 
Japan, drug pricing reform is the response to a looming crisis 
where an aging population will cost the government more, 
with consumers shouldering greater out-of-pocket costs as 
well. Pharma must adopt plans that support the country’s 
economic, societal and reputational ambitions. China is not 
so different. Beijing’s goals have less to do with matching 
the West’s clinical trial prowess than raising health care stan-
dards for the greatest number of people by increasing ac-
cess to effective medicines. With reduced investment dollars 
across the portfolio, foreign multinationals must look for 
more cost-effective ways to launch and promote products. 
It’s the only way to ride the tailwinds of improved access un-
der regulatory reforms favoring R&D. 

Navigating the push-and-pull of complex government-led 
agendas is not something any company should attempt on 
its own. By grooming broad, collaborative, outsourcing-opti-
mized business networks, pharma companies will find they 
have all the resources they need.

Asia’s Outsourced Pharmaceutical Future
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Asia Trial Setbacks, Asset 
Returns Symptomatic Of 
Industry Challenges?
Recent months have been marked by high-profile 
setbacks for a number of promising molecules be-
ing developed by companies in the Asia region, 
involving either the return of rights by licensees 
to originators or the missing of primary endpoints 
in key clinical trials. Not surprisingly, oncology has 
proven a particularly challenging area.

Are these bumps in the development road in-
dicative of underlying trends or can they be con-
sidered more as one-off developments with their 
own specific reasons? At look at some of the un-
derlying factors is informative in answering these 
questions. 

MULTIPLE CHALLENGES IN KOREA
South Korea has been particularly affected, seeing 
several major license deals collapse as global part-
ners return rights to locally-originated drug candi-
dates. Notably, most of these involved licensing-out 
agreements reached by Hanmi Pharmaceutical Co. 
Ltd., which had inked a series of large agreements 
with global pharma firms in the past several years. 
In most cases, the international firms decided to 
return their rights after the compounds showed in-
sufficient efficacy in clinical trials, or due to rapidly 
changing global market developments. 

There appears to be no particular trend by thera-
peutic area, given that two of the failed deals were 
in metabolic disorders (obesity and diabetes) and 
two in oncology (both lung cancer), while one was in 
immunology (rheumatoid arthritis).

Most recently in July, Janssen Pharmaceutical 
Cos. returned the rights to Hanmi’s obesity/diabe-
tes drug HM12525A (JNJ-5111), a long-acting GLP/
GCG analog, after Phase II studies failed to achieve 
glycemic control targets. While the studies did 
achieve their weight reduction targets, the deci-
sion was seen as reflecting the development chal-
lenges in the sector.

Janssen said it decided to end the program be-
cause the results did not meet all the desired 
endpoints. However, it stressed that “metabolism 
remains a critical part of the cardiovascular and me-
tabolism therapeutic area at Janssen.” 

The area has been challenging in general, as dia-
betes patients usually want to see more weight loss 
than medications are able to provide, and because 
safety is so critical, said Peter Chang, principal scien-
tific analyst at Informa’s Biomedtracker.

Obese diabetics are an important segment, as 
they are more apt to be treated medically given the 
co-morbidity of the diseases. Another challenge for 

Anju Ghangurde 
Deputy Asia Editor 
Scrip

Jung Won Shin 
Reporter 
PharmAsia News

Ian Haydock 
Editor in Chief 
Asia Pacific

https://scrip.pharmaintelligence.informa.com/SC125711/Asia-Trial-Setbacks-Asset-Returns-Symptomatic-Of-Industry-Challenges
https://scrip.pharmaintelligence.informa.com/SC125711/Asia-Trial-Setbacks-Asset-Returns-Symptomatic-Of-Industry-Challenges
https://scrip.pharmaintelligence.informa.com/SC125711/Asia-Trial-Setbacks-Asset-Returns-Symptomatic-Of-Industry-Challenges


SCRIP ASIA 100    15

INNOVATION MODELS

competitors is that other new drugs are raising the bar on ex-
pectations for weight loss and glycemic control, he noted.

In another blow to Hanmi, in January this year Eli Lilly & 
Co. returned global rights to the novel oral Bruton’s tyrosine 
kinase inhibitor HM71224 (also known as LY3337641), which 
it had originally in-licensed in 2015. Again, the US giant de-
cided to halt its Phase II trial of the molecule due to what it 
saw as weak data. (Also see “Hanmi To Step Up Global Drug 
Development As Lilly Returns BTK Rights” - Scrip, 23 Jan, 2019.) 
Development in rheumatoid arthritis was discontinued “due 
to a low likelihood of demonstrating significant efficacy at the 
conclusion of the trial,” Lilly explained.

In 2018, China’s Zai Lab Ltd. decided to return to Hanmi 
its development and commercial rights in China to the third-
generation EGFR inhibitor olmutinib, originally gained under 
a 2015 deal. But in this case, the move was made to priori-
tize resources to other pipeline candidates.  (Also see “Hanmi 
Halts Olmutinib Development After Alliances Crumble” - Scrip, 
17 Apr, 2018.) This decision came after Boehringer Ingelheim 
GmbH  had culled its partnership with Hanmi for the same 
compound in 2016, not because of efficacy or safety worries 
but due to the “rapidly changing environment” in the EGFR-
positive lung cancer space. 

Doubts over olmutinib’s ability to compete in this fast-mov-
ing sector already occupied by strong on-market and pipeline 
rivals had actually been expressed by observers since the 
deal was signed in July 2015.

In another deal failure, Sanofi returned to the same South 
Korean firm the development rights to long-acting LAPS in-
sulin115, which Hanmi had been developing as a once-a-
week formulation.  (Also see “Deal Watch: Sanofi Begins 2017 
By Ending Vaccine JV, Completing Swap With Boehringer” - Scrip, 
3 Jan, 2017.)

This time, the decision reflected Sanofi and Hanmi’s desire to 
focus on the development of efpeglenatide and InsulinCombo. 
In November 2015, Sanofi and Hanmi had signed a worldwide 
license agreement to develop a portfolio of experimental, long-
acting diabetes treatments developed by the latter, in a deal 
worth up to €3.9bn ($4.2bn).

Meanwhile, in the other direction, Yuhan Corp.  decided to 
cancel its licensing-out agreement with China’s  Shandong 
Luoxin Pharmaceutical Group Co. Ltd. for the non-small cell 
lung cancer (NSCLC) therapy YH25448, a novel third-generation 
EGFR inhibitor. The deal gave Luoxin exclusive development, 
production and commercial rights to the candidate for NSCLC 
in China, Hong Kong and Macau. Yuhan said it had repeated-
ly asked Luoxin to finalize agreement terms, but the Chinese 
company “failed to faithfully negotiate.” It said at the time that 
Luoxin had repeatedly asked for technology data on YH25448 
without expressing an intention to carry out the contract and 
thereby delaying the final agreement.

On the positive side, Yuhan bounced back by inking a global 
license agreement for the molecule with Janssen in late 2018, 
in a deal worth $1.2bn.  

RECENT JAPAN TRIAL SETBACKS
Over in Japan, efficacy issues for pipeline drugs have been at 
the fore. Daiichi Sankyo Co. Ltd. recently suffered a major set-
back for the lead molecule coming out of a multi-billion-dollar 
acquisition made a few years ago, casting some doubt on the 
strategic rationale for this deal. 

The novel oral cancer stemness inhibitor napabucasin 
(BBI608) failed in a Phase III study in pancreatic cancer, one of 
its main target indications, after the futility of continuing the 
trial was determined in an interim analysis.

The development marked a major setback for the Japanese 
company in its effort to build out a cancer pipeline and busi-
ness against the background of the looming loss of US exclu-
sivity in early 2023 for its current top seller globally, Latuda 
(lurasidone). While the failure may have been impossible to 
predict, it marked a strategic miss for SDP’s acquisition strate-
gy given that the molecule was originated by Boston Biomedi-
cal, acquired for $2.63bn in 2012 in a bid to strengthen the 
Japanese firm’s oncology pipeline. SDP had been anticipating 
a US launch in pancreatic cancer in fiscal 2021, saying it ex-
pected napabucasin “to become a blockbuster at peak rev-
enue” across all indications. 

While it has concluded successful smaller M&A deals, 
mostly to gain pipeline assets, the trial failure again dented 
Daiichi’s track record. This was perhaps indelibly marred by 
the failure of its largest M&A transaction to date – the 2008 
acquisition of Ranbaxy Laboratories Ltd. for a total of around 
$4.6bn. This Indian generics firm was eventually sold off to 
Sun Pharmaceutical Industries Ltd. for $4bn in 2014 after the 
expected synergies did not emerge and following compliance 
issues at Ranbaxy’s Indian facilities.

Meanwhile, another Japanese pharma major, Takeda Phar-
maceutical Co. Ltd., announced in June the failure of Ninla-
ro  (ixazomib) in an important pivotal trial. The oral protea-
some inhibitor in combination with dexamethasone did not 
demonstrate a significant improvement in overall hematolog-
ic response compared to physician’s choice standard of care 
in the Phase III TOURMALINE-AL1 study, one of the largest 
ever conducted in relapsed or refractory systemic light-chain 
amyloidosis. Takeda decided to discontinue development in 
the indication given the missed first of two primary endpoints. 
Ninlaro, expected to be an important mid-term growth driver 
for Takeda, is already approved for second-line multiple my-
eloma and remains in development for various other multiple 
myeloma settings. 

MIXED BAG IN INDIA
Indian companies have yet to make their presence felt on the 
global stage when it comes to drug discovery, though there have 
been ongoing R&D efforts by major firms such as Zydus Cadila, 
Glenmark Pharmaceuticals Ltd., Lupin Ltd. and Biocon Ltd., in ar-
eas ranging from immunology, oncology and pain management 
to orphan indications such as acute graft-versus-host disease 
and others like non-alcoholic steatohepatitis (NASH).
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Zydus Cadila’s saroglitazar magnesium, first launched in In-
dia in 2013 for hypertriglyceridemia and diabetic dyslipidemia 
in patients with type 2 diabetes not controlled by statins, is be-
ing developed internationally for indications including NASH 
and primary biliary cholangitis. 

In general, Indian firms have lagged Asian peers in terms of 
discovery research and bringing home-grown novel therapies 
to market, and faced their share of recent setbacks along the 
way. Going back a few years, in 2015 Sanofi decided to end 
development of Glenmark’s antibody vatelizumab after an in-
terim analysis of Phase II results in multiple sclerosis revealed 
the primary efficacy endpoint was not met. 

Glenmark recently received a Complete Response Letter 
from the US FDA for its investigational rhinitis therapy Ryaltris 
(olopatadine HCl/mometasone furoate nasal spray) – an asset 
the Indian company expects to jointly commercialize in the US 
market with a partner. 

Glenmark emphasized that the agency had not flagged any 
deficiencies with the clinical data supporting the NDA for Ryaltris 
and that the CRL cites deficiencies in the drug master file per-
taining to one of the active pharmaceutical ingredients and in 
the manufacturing facilities. But timely resolution of the CRL will 
be critical for the asset’s trajectory.  (Also see “Setback For Glen-
mark As FDA Hands Out CRL For Ryaltris” - Pink Sheet, 25 Jun, 2019.)

Informa’s Biomedtracker noted that the delay in FDA approv-
al will shorten the gap between Ryaltris and its competitors like 
Allergy Therapeutics PLC’s Pollinex Quattro Grass and Pollinex 
Quattro Ragweed, both in Phase III development.

Glenmark is also ‘close to concluding’ a partnership deal for 
Ryaltris for the EU, it said on its first quarter fiscal year 2020 
earnings call on 14 August; it already has partnerships for Ryal-
tris in Australia, New Zealand, South Korea and China. 

Glenmark has told Scrip that it does not expect the US CRL to 
“impact the product or any of our partnerships” for Ryaltris and 
reiterated its intent to continue to pursue regulatory approval 
and work closely with the FDA. The company aims to resolve 
the issues pertaining to the CRL in the next six to nine months. 

Earlier this year Glenmark unveiled plans to spin out its in-
novation business, currently comprising six assets in the areas 
of immunology, oncology and pain management, into a new 
company based in the US. Specialty asset Ryaltris is not part of 
the spun out firm.  (Also see “Glenmark’s Coup: Gilead’s Riva Now 
CEO Of Spin-Out Innovation Firm” - Scrip, 6 Mar, 2019.)

The Indian R&D out-licensing scenario has been a mixed 
bag, dotted with encouraging developments and a few set-
backs. More recently, Lupin successfully licensed out its early 
stage MALT1 (Mucosa-Associated Lymphoid Tissue Lymphoma 
Translocation Protein 1) inhibitor program to AbbVie Inc., while 
small molecule discovery venture Curadev Pharma Pvt. Ltd. li-
censed its lead small molecule Stimulator of Interferon Genes 
(STING) agonist and associated patents to Takeda.  (Also see 
“Lupin Ends 2018 On High, Strikes Large MALT1 Deal With AbbVie” 
- Scrip, 24 Dec, 2018.)

RETURNING ASSETS IN CHINA 
Out of recent cases involving licensees returning rights in 
deals linked to Chinese firms, the most notable involves 
Beijing-based BeiGene Ltd., which in mid-June this year 
announced that Celgene Corp.  was terminating a global 
partnership for tislelizumab, an investigational anti-PD-1 
antibody. 

Since the US firm is being acquired by Bristol-Myers Squibb 
Co., many had expected the move since Celgene’s prospec-
tive owner already has its own blockbuster anti-PD-1 anti-
body Opdivo (nivolumab; developed with Ono Pharmaceuti-
cal Co. Ltd.), potentially triggering antimonopoly issues. The 
move was not totally negative for BeiGene, as Celgene will pay 
$150m in relation to the termination.

It’s not the first time for BeiGene to experience the re-
turn of licensing rights. In late 2018, the cancer drug devel-
oper revealed that Merck KGaA was terminating a deal for 
BeiGene’s lifirafenib (BGB-283) in China. Again, this was not a 
total surprise, as the ex-China portion of the agreement with 
the German firm for the investigational RAF dimer inhibitor 
had been terminated in March 2017. The original deal was 
signed in late 2013.

In a move to gain back the lost ground, BeiGene recently 
signed a collaboration with US venture SpringWorks Thera-
peutics Inc.  to evaluate the safety, tolerability and prelimi-
nary efficacy of a combination of lifirafenib with Spring-
Works’ MEK inhibitor PD-0325901, in patients with advanced 
solid tumors.

INDUSTRY TAKE-AWAYS
While on the surface there has been a string of R&D and deal 
setbacks in Asia in one form or another, particularly in South 
Korea, these can be seen as more indicative of broader indus-
try themes and challenges. 

The fact that the traditionally generics-focused Korean in-
dustry is increasingly pursuing innovation and licensing deals 
as a way to internationalize increases the probability that 
deals will be reached - and of some not being successful. The 
still emerging nature of many companies in Asia, and pres-
sure from investors for partnerships to help drive up valua-
tions and financing prospects, perhaps make it easier to un-
derstand the rate of returns and failures

Meanwhile, the constantly shifting sands of global R&D and 
market competition force companies to regularly reassess 
opportunities and priorities, while clinical drug development 
remains inherently unpredictable, however thorough the due 
diligence may be for licensing and M&A deals. Maybe the 
series of returns, particularly in Korea, indicates some over-
eagerness in the process.

Perhaps the developments should be seen not as a failure 
of research and deal-making in Asia, but rather as a reflection 
of the rising innovative capabilities and ambitions of compa-
nies across the region.
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Among dozens of players that are racing to get their 
CAR-T therapies into the fast-growing Chinese on-
cology market, some may not get it right and that 
could cost the sector dearly.

Despite China having the highest number of reg-
istered CAR-T studies in the world, none are at the 
investigative new drug (IND) status that is required 
for a new drug approval (NDA) application. Out of 
26 INDs filed for CAR-Ts by 16 companies, 21 are 
targeting CD19.

If the development rush and apparent concen-
tration on one therapeutic target don’t sound 
concerning by themselves, there exists an urgent 
need to streamline the regulatory process, noted 
Richard Wang, CEO of Fosun Pharma Kite Biotech-
nology Co. Ltd., during a Drug Development and 
Innovation Conference organized by the DIA and 
held October 24-26 in Suzhou.

The CAR-T and cell therapy sector has grabbed 
much attention recently in China, after a report 
generated by a short-seller group alleged that 
the country’s leading CAR-T developer, Nanjing 
Legend, had selectively publicized clinical data, 
conducted a study without a standard operation 
procedure, and that the company lacked CAR-T 
know-how despite a multi-million dollar deal with 
Johnson & Johnson.

The allegation had an immediate impact, send-
ing shares in Hong Kong-traded Genescript, Nan-
jing Legend Biotech’s parent company, nosediving  
(Also see “China CAR-T Front-Runner Allegations Reveal 
Soft Underbelly Of Development Race” - Scrip, 28 Sep, 
2018.). The shares recovered after the company put 
out a response the following day.

Nevertheless, the revelations fueled speculation 
and made people wonder whether CAR-T develop-
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ment in China is being rushed and if speed is com-
ing at the expense of quality. 

COMMUNICATION IS KEY
Executives from leading CAR-T players Fosun-
Kite, Juno-Wuxi Biotech, and Nanjing Legend 
Bio  shed further light on the white-hot area at 
the Suzhou meeting, and among several points 
they emphasized, communication with regula-
tory agencies to gain clearance was at the top of 
the to do list.

“If you want to launch a CAR-T in China, it’s nec-
essary to communicate with CDE [the Center for 
Drug Evaluation, China’s new drug review body], 
because everyone is learning,” noted Wang of Fo-
sun-Kite. Wang’s team initiated a whole-day meet-
ing between Kite’s US-based team and reviewers 
at the CDE to sort through various regulations 
and rules on cell therapy development in China, 
he said.

Sun Wenjun, senior vice president of business de-
velopment at Juno-Wuxi, echoed this view. The joint 
venture also held a similar session between experts 
from Juno and the CDE team, and the reviewers 
were very open to such discussions, he noted.  (Also 
see “Gene Therapy INDs In China: Five Things To Con-
sider” - Pink Sheet, 17 Sep, 2018.)

Applicants also need to invest in Good Manu-
facturing Practice (GMP) compliance, stressed Zhu 
Li, chief strategy officer at Genescript. Zhu noted 
that J&J has been working with Nanjing Legend to 
establish GMP, despite the US pharma giant’s rela-
tive lack of cell therapy development experience. 
“We are striving to set up GMP along with J&J, who 
has been bravely embracing it [cell therapies],” dis-
closed the executive.

ENTRY BARRIERS LOW, CHALLENGES RISING
The CAR-T area’s promising effectiveness and 
seemingly low barriers to entry were attributed to 
attracting many local developers in China to leap 
into the fray, despite mounting challenges. In fact, 
China’s regulatory agency, the NMPA, has recently 
issued several guidelines, increasing the require-
ments for CAR-T studies.

Previously, CAR-T therapy was considered as a 
medical treatment, meaning that obtaining a hos-
pital’s ethical review board’s clearance was needed 
to enable a study. Now the regulatory barrier has 
been rising, Zhu noted. Also, chemical and manu-
facturing controls, coupled with GMP compliance, 
are requiring large investments.

And further along the development path entering 
clinical stage, the cost of treating patients can run 
into tens of thousand dollars, Zhu cautioned. 

On top of all this, the ongoing China-US trade 
war is also complicating CAR-T development in 
China, added Wang. There are few options when it 
comes to selecting CAR-T development materials, 
and essentially all of these are imported from the 
US. The lingering trade dispute will increase the 
complexity and cost of development, he implied.

Recognizing a need to strengthen its data man-
agement process in the wake of the allegations, 
Nanjing Legend’s Zhu saw a steep learning curve. 
Addressing the allegation of hand-picking clini-
cal study data from Xi’an Jiaotong University No.2 
Hospital (where the company’s chief scientist 
graduated from), Zhu acknowledged that the hos-
pital’s clinical physicians lacked study guidelines, 
and enrolled patients were later hard to track af-
ter the treatment.

“We now realize the need to continue monitoring 
the patients, with rigorous and standardized guide-
lines,” Zhu admitted, adding that J&J is helping the 
company to track the patients and gather data.

Indeed data standards, compliance with good 
clinical practice, and institutional review board re-
views were seen as among some of the key issues 
facing all CAR-T developers in China, the Suzhou 
meeting heard.

FIRST CHINA APPROVAL NOT IN SIGHT
Despite the high number of CAR-T studies in Chi-
na, few products are currently on track to gain 
approval. In this respect, China is lagging the US, 
where two CAR-T treatments, Novartis AG’s Kym-
riah (tisagenlecleucel) and Kite Pharma Inc.’s Yes-
carta (axicabtagene ciloleucel) have already been 
launched. The executives at the conference see 
no prospect that China will approve its first CAR-T 
therapy soon. 

However, the country does have its own 
strengths, including a large patient population, 
with 25,000 newly diagnosed diffuse large B-cell 
lymphoma patients each year, compared to 7,400 
addressable CAR-T patients in the US, noted Wang 
of Fosun-Kite. Yescarta is approved in the US for 
this form of lymphoma.

Eagerness to embrace emerging treatments and 
not carrying the baggage of past failures will also 
help China in its bid to commercialize its first CAR-
T treatment, and the journey has just started, the 
meeting heard.

https://pink.pharmaintelligence.informa.com/articles/2018/09/17/gene-therapy-inds-in-china-five-things-to-consider
https://pink.pharmaintelligence.informa.com/articles/2018/09/17/gene-therapy-inds-in-china-five-things-to-consider
https://pink.pharmaintelligence.informa.com/articles/2018/09/17/gene-therapy-inds-in-china-five-things-to-consider
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Syneos HealthTM

Syneos Health is the only fully integrated biopharmaceutical solutions organization. Our company, 
including a Contract Research Organization (CRO) and Contract Commercial Organization (CCO), 
is purpose-built to accelerate customer performance to address modern market realities. Created 
through the merger of two industry-leading companies – INC Research and inVentiv Health – we bring 
together more than 24,000 clinical and commercial minds with the ability to support customers in 
more than 110 countries. Together we share insights, use the latest technologies and apply advanced 
business practices to speed our customers’ delivery of important therapies to patients. 

The Syneos Health Advantage
We create better, smarter and faster approaches to accelerate the delivery of biopharmaceutical 
products worldwide.

• Global reach with broad geographic presence

• Therapeutic expertise in all major categories, including complex disease areas such as
oncology and central nervous system

• Adaptability and scalability based on unique needs

• Ability to advance an asset without dilution or reduced ownership

• Collaborative approach to development and commercialization timeline

• Demonstrated results advancing clinical and commercial success

Offers Industry’s Most Comprehensive Clinical and Commercial 
Solutions Continuum
Syneos Health off ers solutions our competition simply can’t match – commercial informs clinical and 
clinical informs commercial.  

• Wide range of clinical capabilities, including Phase I – Phase II-IV, delivered on a project,
functional or hybrid basis

• Largest outsourced fi eld force in the US

• One of the most recognized and respected healthcare management consultancies in the
industry with deep payer expertise

• Largest independent healthcare communication network in the world

• Nation’s largest provider of direct-to-patient communications with real time access to over 9
years of data that includes 60% of all retail prescriptions representing 2.2B scripts/year across
40 chains, 30,000 pharmacies, 175M+ health consumers and 285,000 physicians

• Benefi t from the Trusted Process® – a proven methodology to accelerate clinical trial success

Shortening the distance 
from lab to life.TM
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INC Research and inVentiv Health have become Syneos Health™, the only fully 
integrated biopharmaceutical solutions organization with a unique approach. 
At Syneos Health, all the disciplines involved in bringing new therapies to 
market, from clinical to commercial, work together with a singular goal — greatly 
increasing the likelihood of customer success. We call our business model 
Biopharmaceutical Acceleration. You can call it the future.

SHORTENING THE DISTANCE 
FROM LAB TO LIFE®.FROM LAB TO LIFEFROM LAB TO LIFE®.
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There is no longer any excuse not to include Japan as an integral 
part of any global clinical-development program for either phar-
maceuticals or medical devices. With a more receptive climate 
for both starting and running trials, an improved infrastructure 
for clinical research, and significant advances in accelerating drug 
approvals, Japan is now firmly on the global development map.

There have always been strong reasons to secure a foothold 
in Japan. It is the world’s third-largest single pharmaceutical mar-
ket after the US and China – or second-largest for prescription 
drugs – with a rapidly aging population (26.6% over 65 years old 
in 2016) increasing the demand for healthcare and medicines. 

Other compelling reasons to always involve Japan in global 
drug development include: a mature local market; a renewing 
economy; the regulatory flexibility around Japanese data in glob-
al clinical-trial packages; an extensive, nationally-funded health-
care infrastructure with universal health insurance; a large and 
adherent patient population; and a strong emphasis on quality 
and precision in clinical research.

Japan’s attractiveness for the inward investment proposition 
for the pharmaceutical sector has further increased in recent 
years as the Japanese regulatory authorities have made con-
certed efforts to align drug approval timelines with the US and 
Europe. The situation in Japan today is a far cry from before, 
when Japanese patients had access to new medicines five to 
ten years after their counterparts in the US or Europe. 

More specifically, Japanese authorities have created new in-
centives including, but not limited to, priority- or conditional-
approval programs for new medicines in areas of high unmet 
need such as orphan diseases. Additionally, the regulatory 
agency has removed some significant regulatory or bureau-
cratic obstacles for clinical trials, such as past reluctance to con-
sider foreign study data and reliance on bridging studies over 
full participation in clinical development worldwide. 

Nonetheless, the complexities of planning and running clini-
cal trials in Japan can be daunting for the uninitiated. Tapping 
into local expertise and resources that help non-nationals to 
navigate the regulatory hurdles, make the right connections 
and home in on eligible trial participants can ease the process. 

REGULATORY AND OPERATING  
ENVIRONMENT CHANGES
In a recent interview with Informa Pharma intelligence, Toru Fujie-
da, Hiroshi Yamada and Toshitaka Kawaratani, respectively Pres-

ident, Vice President and Head of the Consulting Division at CMIC 
Co., Ltd, a pioneering Tokyo-based contract research organization, 
highlighted how the regulatory and operating environment for  
clinical trials in Japan has markedly improved in the past decade.

Improvements include much shorter review times for new 
drug applications (NDAs). In 2007-08, for example, the average 
time taken to assess and approve a NDA in Japan was 1.5 to 3 
years. In the US and Europe, the average drug-approval time 
was about two years. Now drugs are being approved in one 
year or less in Japan, setting a faster pace than both the FDA 
and the EMA, Kawaratani notes “The regulatory authority has 
recognized that in approval timings for product launches, we 
need to be competitive with other countries such as the US and 
European markets,” he adds.

Along the way, the Japanese government and the Pharma-
ceutical and Medical Devices Agency (PMDA) have introduced 
incentives such as a 10-20% ‘Japan-first’ pricing premium for 
medicines developed locally in parallel with other major mar-
kets, or expedited approvals for rare-disease and other medi-
cally significant drugs. 

Price premiums are available under the orphan drug desig-
nation, launched around three years ago and now applying to 
20-25 projects annually. For truly innovative medicines, price 
premiums can range from 70-120%.

Special provisions were also created for the review and ap-
proval of gene and cell therapies in Japan. The Sakigake pathway 
for breakthrough and regenerative medicines includes substan-
tial regulatory and scientific support for development plans, roll-
ing NDA submissions and an accelerated review period. 

How To Run Successful Clinical 
Trials In Japan
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Aggressive recruitment and training strategies were intro-
duced at the PMDA, nearly doubling its review staff. In addi-
tion, Kawaratani points out, the agency has adopted a more 
consultative approach in its relations with the pharmaceutical 
industry. Both the frequency and quality of communications 
have improved in both directions, as the PMDA commits de-
terminedly to a strategy of innovation. That includes closer 
communications with regulatory counterparts overseas, such 
as the FDA and the EMA, as well as more global alignment 
through the International Conference on Harmonization (ICH). 

MORE FLEXIBLE CONDITIONS FOR CLINICAL TRIALS
The PMDA’s innovative stance has created more flexible condi-
tions for Japanese clinical trials. Rather than asking routinely for 
large studies in the local population, the PMDA now requires data 
from only a certain proportion (and sometimes a limited num-
ber) of Japanese patients to confirm drug efficacy and safety. 

PMDA’s increased recourse to term-restricted conditional 
approvals, supplemented by real-world data post-launch, for 
innovative medicines in areas of high unmet need is also help-
ing to cut clinical development times. 

With the liberalization throughout the drug development 
and registration process, “many global ventures now want to 
come into the market to aim for the first launch in Japan”, Ka-
waratani says. That aligns very much with Japan’s interest in 
promoting itself as a viable destination for global clinical trials. 

Over the last 10 years there has been a growing trend for 
programs either to include Japanese sites in their trial protocols 
or to incorporate bridging studies from Asian countries such as 
Korea and/or Taiwan. As a result, 50-60% of clinical trials now 
conducted in Japan are associated with global programs. 

SCHEDULING CLINICAL TRIALS IN JAPAN 
In parallel, clinical trial start-up times in Japan have improved 
significantly. “Around 10 years ago it took around five or six 
months for site initiation,” Yamada mentions. “The current situ-
ation in Japan is that it takes three or four months on average.” 

More efficient study initiation reflects the availability of 
an extensive infrastructure for clinical trials. “Many public 
or university hospitals have a very good system in place for 
clinical trials,” Fujieda points out. “It’s very easy to conduct 
trials nowadays.” Government efforts to promote a better 
co-ordinated clinical-trial environment through hubs and 
networks have further underpinned the infrastructure.

Better resourcing for local trials has also made an impact. 
Many investigator sites can now call on clinical research co-
ordinators (CRCs) with a full range of capabilities to support 
trial initiation and implementation. 

CMIC launched not only Japan’s first CRO but also its first 
site management organisation (SMO). The group’s in-house 
SMO, Site Support Institute, has partnerships with medical 
institutes and university hospitals extending from Hokkaido 
to Okinawa, the northernmost region to the southernmost 
region of Japan. This extensive geographic coverage enables 

local CRCs to have an important part in identifying both the 
right sites and the right patients for specific trials. 

Joint ethics-committee reviews for smaller local trial sites 
are also well established. In the past, one of the hurdles to 
getting clinical trials up and running in Japan was the need 
for most sites to have their own institutional review board. 

 “The time needed for selection and screening [study par-
ticipants], everything is running more smoothly than 10 
years ago,” Kawaratani notes. 

GCP HARMONIZATION AND SOPS
Touching all bases from first patient in to last patient out, 
the mechanisms and provisions for running clinical trials in 
Japan are increasingly harmonized with global standards, 
Kawaratani emphasizes.

That also goes for Good Clinical Practice (GCP). Despite 
legislation bringing the country into line with ICH GCP stand-
ards in 1997, Japan’s rigorous and conservative application 
had traditionally been a disincentive to clinical-trial notifi-
cations. Additionally, other areas of difficulty included the 
obtainment of informed consent from trial participants 
who culturally tend to defer to medical professionals and 
may not welcome a full discussion of their condition with a 
clinical investigator; and the requirement for chief investi-
gators at each study site to personally supervise financial 
arrangements and all other aspects of trial conduct. Now, 
information-sharing and communications with site heads  
are more fluid and systematic and so are speeding up clin-
ical research approval and monitoring procedures. 

Very often global CROs operating in Japan use their own 
SOPs when applying GCP to clinical trials. CMIC has no 
problem conducting trials in accordance with ICH GCP, but 
CMIC can also use client’s SOPs.Clinical research associates 
(CRAs) working for CMIC are well trained in both the CRO’s 
standard operating procedures and those of its clients.

INVESTIGATOR, PATIENT COMMITMENT  
TO CLINICAL TRIALS
While 10-20 years ago hospitals were often reluctant to get in-
volved in clinical trials owing to the perceived administrative 
and other burdens, with little prestige attached to clinical re-
search among healthcare professionals and academics, and a 
paucity of financial or other incentives, to act as clinical investi-
gators, that has now changed, according to Fujieda. Today, with 
a stream of cutting-edge therapies emerging from research 
and development pipelines in key areas such as oncology, phy-
sicians are more motivated to participate as a means to widen 
patient access to new medicines. 

To read the full white paper, go to: 
https://bit.ly/2nVuFof

SOPs.Clinical


24    SCRIP ASIA 100

CLINICAL

Japan is taking new steps to expand what has so 
far been a pilot-scale cost-effectiveness assess-
ment (CEA) scheme for drugs and medical devices, 
a move that may lead to price adjustments for se-
lected products, potentially including some already 
marketed drugs. 

The expansion, being taken as part of the coun-
try’s national health insurance reimbursement 
system, has been widely anticipated given first in-
dications from regulatory authorities several years 
ago that they were looking to roll out a formal CEA 
process.

It now seems that this will indeed be adopted 
on a broader basis by the end of the current fis-
cal year (on March 31), according to recent govern-
ment policy proposals.

Such economic evaluations have been running 
on a limited trial basis in Japan since April 2016 and 
have already led to price readjustments for a small 
number of marketed products. 

But the plans continue to concern the research-
based pharma industry, which sees a number of is-
sues both with the basic idea and specific planned 
methodology, and is worried that the process will 
add another hurdle that could delay launches and 
patient access to new drugs.

On the positive side, the new proposals incorpo-
rate limits to the size of price cuts calculated under 
the CEA process, and would apply to only one com-
ponent (premiums) of a product’s overall price, 
rather than the total price. Potentially, though ad-
justments could still run into the double digits.

PILOT SCHEME PROGRESS 
The trial CEA scheme has so far led to 13 products 
(including seven devices) being designated for 
cost-effectiveness assessment, resulting in the re-
pricing of two products in April 2018 as part of the 
wider regular biennial drug price revision in Japan 
at that time. 

In a late January 2019 meeting, a committee of 
the Central Social Insurance Medical Council (Chui-
kyo), a policy and pricing advisory body to the min-
istry of health, labour and welfare, laid out plans 
for the full adoption of CEA this April. 

Under the criteria and five main product group-
ings newly outlined by Chuikyo, the key concepts 
are QALY (quality-adjusted life years) – an interna-

tionally recognized measure that considers length 
and quality of life – and incremental cost-effective-
ness ratio (ICER), which measures the broad eco-
nomic value of a product versus a comparator. 

ICER, which considers proportional benefit, 
forms a core part of the proposed stratification of 
products in the Japanese scheme, the concept be-
ing to consider the total added cost of a product 
in relation to the expected beneficial effect over a 
comparator. 

The ratio is calculated by the difference in cost 
between two interventions, divided by the differ-
ence in their effect, meaning that a product with 
a higher cost per QALY will be seen as less cost-
effective.

The indications coming out from Chuikyo are 
that around 10 products are expected to undergo 
formal CEA annually, with the council anticipating 
that the process would take place as part of the 
price-setting process. Newly approved products 
are normally priced (which allows commercial 
launch) within 60 days in Japan.

The categories cover products launched both 
before and after the planned start of the scheme, 
based on government forecasts of peak annual 
reimbursement level sales and, importantly, there 
would be caps on the scale of CEA-calculated price 
revisions, of 10-15%. 

PRODUCT GROUPINGS 
The main groupings proposed by Chuikyo are as 
follows, although there is ongoing assessment and 
discussion of these:

1.  Products with an official peak sales forecast of 
more than JPY10bn ($92m) that are awarded 
premiums for innovation, usefulness or util-
ity (as available under the current price cal-
culation scheme), and/or a product with no 
comparator priced using the cost-plus based 
method, with less than 50% certainty over 
what actual manufacturing costs would be;

2.  These same criteria but with peak predicted 
sales of JPY5-10bn;

3.  Products with a “high” price that Chuikyo de-
cides should be evaluated under CEA;

4.  Products already reimbursed prior to the start 
of the expanded CEA scheme and with the 
same criteria as group 1, and peak annual fore-

Ian Haydock 
Editor in Chief 
Asia Pacific

Japan Firms Up Cost-Effectiveness 
Plans As Industry Concerns Linger

https://pink.pharmaintelligence.informa.com/PS124694/Japan-Firms-Up-CostEffectiveness-Plans-As-Industry-Concerns-Linger
https://pink.pharmaintelligence.informa.com/PS124694/Japan-Firms-Up-CostEffectiveness-Plans-As-Industry-Concerns-Linger
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cast sales of JPY100bn or more, or with a high 
price that Chuikyo decides should be evaluated;

5. Products used as comparators in the price-
setting of products in categories 1-4.

Other allowances provide for case-by-case CEA 
decisions based on annual sales or changing avail-
able data, although there would be exemptions for 
orphan, serious disorder, HIV and hemophilia prod-
ucts, and pediatric-specific drugs, unless the annual 
reimbursement-level sales of these exceed JPY35bn.

Along with these categories to determine the ini-
tial triggering of a CEA process, other methodology 
would be used to recalculate the adjustment in any 
awarded price premiums.

If there is less than a JPY5m per QALY value, there 
would be no adjustment, with a sliding scale above 
this, Chuikyo proposes: and ICER per QALY of JPY5-
7.5m would entail a 30% cut in premium; ICER of 
JPY7.5-10m a 60% cut; and ICER of over JPY10m a 
90% reduction.

For cost-based product pricing (where no com-
parator is available), there would be an adjustment 
in both premiums and allowable operating profit 
on a sliding scale of 17%, 33% and 50% respectively 
across the same bands. 

If orphan or rare disease drugs are targeted for 
CEA, these bands would be upped by 1.5x, taking 
the ranges from less than JPY7.5m/QALY to more 
than JPY15m or more. 

Resulting price reductions are proposed to 
be capped at 10-15% of a product’s total price, 
and products would not be put under the JPY5m 
threshold so that they are not opened up to fur-
ther possible reductions.

INDUSTRY WORRIES 
True to Japan’s current reimbursement price cal-
culation methodology, the proposals are complex, 
but the main concern of the research-based in-
dustry is that the scheme will focus too much on 
reducing costs, rather than taking a more holistic 
view of the broader economic benefits of drug 
treatment, such as reduced work absences and 
savings elsewhere in the health system. 

The innovative industry in Japan has long ex-
pressed concern about the CEA plans, which re-
cently were in the spotlight in a rare joint state-
ment from the main local, US, and European 
associations in the country. 

US association PhRMA said last year for instance 
that the country should learn from experiences in 
other countries. The key consideration should be 

to ensure transparency and that any scheme pro-
motes innovation and patient access to new drugs, 
something that it sees as lacking in similar pro-
grams elsewhere.

The pilot process “lacked clarity in company re-
quirements and timelines [and] provided inadequate 
consultation with industry, patients and providers,” 
the group said at an event in Tokyo last year.

Of particular concern to PhRMA at that time (be-
fore the new proposals) were the “narrow focus” 
of the pilot on the cost-per-QALY thresholds, which 
was seen as undervaluing innovation and life, and 
the effective targeting of the most innovative med-
icines for price cuts.

It also has worries about the availability of expert 
reviewers within Japan’s regulatory bodies, and the 
likely necessary outsourcing of CEA work to exter-
nal reviewers. 

For its part, the European industry, through the 
Japanese arm of regional federation EFPIA, has 
long maintained that health technology assess-
ment should consider not just simple drug costs 
but also wider outcomes, and that all stakehold-
ers, including patients, be given a chance to com-
ment. (Chuikyo has been holding sessions for the 
industry to comment as part of its policy-making 
process in the field.)

A long ago as 2015, EFPIA pointed to potential 
delays in product launches, limited appropriate 
data for new products, and the fact that Japan’s 
regular price revisions already effectively control 
overall national healthcare costs, given that drug 
spending (around 20% of the total) is flat.  (Also see 
“EFPIA Highlights Europe ‘Lessons’ As Japan Ponders 
Policies” - Scrip, 8 Oct, 2015.)

In a recent interview, the president of Janssen 
Pharmaceutical KK in Japan, Christopher Hourigan, 
echoed these concerns, telling the Pink Sheet that 
the new proposals are positive in that they focus 
on adjustment of premiums rather than total price.

“But they focus only on costs, not on wider val-
ue such as productivity and employment. We are 
concerned about potential delays in access to new 
drugs,” he noted, adding that industry has pro-
vided modelling of different systems and can bring 
experience from other countries.

“While the government has been open and we 
have had constructive discussions, we feel that 
innovation must be rewarded. It is still not com-
pletely clear what the interpretation of the propos-
als will be” given the ongoing policy discussions, 
Hourigan noted.

https://scrip.pharmaintelligence.informa.com/articles/2015/10/08/efpia-highlights-europe-lessons-as-japan-ponders-policies
https://scrip.pharmaintelligence.informa.com/articles/2015/10/08/efpia-highlights-europe-lessons-as-japan-ponders-policies
https://scrip.pharmaintelligence.informa.com/articles/2015/10/08/efpia-highlights-europe-lessons-as-japan-ponders-policies
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Korea’s Clinical Trial Road 
Map Eyes Faster Development, 
Patient Safety, Rare Diseases
South Korean regulators see the more systemic man-
agement of clinical trials and safety becoming more 
crucial, as subjects from the country increasingly par-
ticipate in such studies and new drug development 
activities focus more on rare and intractable diseases.

Although clinical trial activity is increasing glob-
ally, particularly in markets like China, Australia and 
Europe, growth in South Korea has slowed recently, 
largely because of a rise in relative costs and despite 
abundant medical expertise and an outstanding tri-
al infrastructure in the country. 

On top of this, regional and global competition 
to attract clinical work is becoming ever fiercer be-
cause of the potential positive economic impact on 
job creation and the growth of related industries. 

Against this background and to improve its global 
competitiveness and accelerate activity in the sec-
tor, South Korea has now unveiled a five-year road 
map to support and advance clinical trials, focusing 
on expansion of treatment opportunities for rare 
and intractable disease patients, protection of the 
rights of subjects and enhancement of new drug 
development capabilities.  Read the full article here

The blueprint, drawn up by the Ministry of Food 
and Drug Safety, focuses on establishing an effec-

tive safety management system, stepping up global 
competitiveness, expanding treatment opportuni-
ties and forming efficient communication systems.

Earlier this year, Syneos Health’s chief scientific of-
ficer Nicholas Kenny told Scrip that South Korea could 
improve its attractiveness if it could keep abreast of 
requirements in new areas such as cell/gene thera-
pies and rare diseases. It should also be able to deal 
with the evolving global clinical market environment 
and accept harmonized data, both preclinical and 
clinical, from multiple regions, he said. 

REVIEW PROCESS FOR EARLY TRIALS
To improve the global competitiveness of trials 
conducted in South Korea, the government said 
it aims to improve the study approval system in a 
more rational way. 

With the introduction of the International Confer-
ence on Harmonisation’s E17 guideline on multi-re-
gional clinical trials, it has become crucial to partici-
pate in early-stage exploratory studies. A separate 
review process is needed to focus on the evaluation 
of safety during early trials. the ministry said.

The MFDS will set up a system to approve early 
trials to support new drug development, and will 

Jung Won Shin 
Reporter 
PharmAsia News

https://pink.pharmaintelligence.informa.com/PS140677/Koreas-Clinical-Trial-Road-Map-Eyes-Faster-Development-Patient-Safety-Rare-Diseases
https://pink.pharmaintelligence.informa.com/PS140677/Koreas-Clinical-Trial-Road-Map-Eyes-Faster-Development-Patient-Safety-Rare-Diseases
https://pink.pharmaintelligence.informa.com/PS140677/Koreas-Clinical-Trial-Road-Map-Eyes-Faster-Development-Patient-Safety-Rare-Diseases


SCRIP ASIA 100    27

CLINICAL

form an “innovation review team” for Phase I work with such 
products. The aim is to “reinvigorate” the preliminary and prior 
review systems for data submissions, and after reviewing drug 
safety through prior reviews, the IND approval period is expect-
ed to fall to just seven days on average from 30 days previously.

NO SEPARATE APPROVAL NEEDED FOR CHANGES
The road map will also rationalize data required for IND ap-
proval review by analyzing and comparing the scope of data 
to be submitted versus other countries, and adjusting re-
quirements if necessary.

At present, if there is a change in approved clinical trial 
plans, a new regulatory approval of the change is required, 
which can cause delays because trials are suspended during 
the review. In countries like the US, changes to trial plans can 
be made without a separate regulatory approval of the modi-
fications, just by reporting the changes and with the approval 
of the institutional review board.

As a result, the MFDS plans to allow such changes - as long 
as they don’t involve the quality of the drug - by reporting and 
submitting IRB approval alone, on condition they meet safety 
requirements.

RULES EASED FOR INVESTIGATOR-INITIATED TRIALS
Investigator-initiated clinical trials are seen as having public 
value in terms of addressing unmet medical needs and im-
proving patient treatment technologies. Under current rules 
for the approval of such trials involving already marketed an-
ticancer therapies, academic papers or data that can prove 
scientific validity must be submitted.

However, this can cause difficulties in research because of 
problems with the availability or submission of such data or 
because it takes a long time to review this information.

The ministry now plans to accept research and approval re-
views on the scientific and ethical validity of clinical trial plans 
submitted by expert groups, which will be limited to organiza-
tions formally acknowledged by the drug ministry.

DIFFERENTIAL APPROVAL SYSTEM
The ministry will also introduce a differential system for the 
approval of clinical trials. At present, South Korea takes 30 
days to process such requests and issues a final approval af-
ter reviewing related issues. 

However, countries like the US, Australia and China operate 
a reporting system for trial plan reviews, and amid competi-
tion between countries to gain a competitive edge in attract-
ing and conducting trials, social demand has been rising to 
expand treatment opportunities for South Korean patients 
through the early start of studies, the MFDS notes.

Based on experience and a trial subject protection system, 
the ministry will introduce in stages a differential approval 
system for trials that have assured safety and if essential in-
formation on the trials is submitted. 

Initially low-risk studies will be eligible for the differential ap-

proval system. These would include for marketed drugs that 
compare pharmacokinetics and pharmacodynamics, multina-
tional trials already approved by the US, Japan, UK, Germany, 
France, Italy, Switzerland or Canada for the purpose of gain-
ing conclusive therapeutic evidence, or investigator-initiated 
studies for marketed anticancer drugs.

IMPROVING EFFICIENCY, ACCEPTING WIDER 
PRECLINICAL DATA 
The new road map also lays out moves to improve the predict-
ability of reviews. There has been some criticism that trials are 
being delayed in South Korea because of issues with the con-
sistency and expertise in this area.

The ministry says it will come up with a process to improve 
predictability, and will step up the transparency of reviews by 
analyzing and sharing information on similar cases and being 
more transparent on reviews. 

At present to gain an IND approval, information on the drug 
development and trial plan and non-clinical data are required. 
Data receipt and process work and reviews are handled by the 
MFDS and Health Insurance Review And Assessment Service.

The ministry says it will reorganize the system to step up 
management of trial reviewers and efficiency, helped by a task 
force that will look at reviews, expansion of reviewer numbers 
and the creation of a new division for trial reviews.

At present, non-clinical data in compliance with good labo-
ratory practice (GLP) standards are accepted when IND ap-
provals are filed, and non-clinical data from OECD member 
states and from six GLP-compliant non-OECD countries are 
mutually accepted. The MFDS will change the rules to allow 
submission of non-clinical data from non-OECD, non-GLP 
compliant countries, significantly including China.

Multinational trials are increasingly based on non-clinical stud-
ies conducted in countries like China, and the US and Europe are 
accepting China’s non-clinical data, the road map observes.

GLOBAL STANDARDS, EXPANSION OF TREATMENT
The MFDS says it will proactively prepare trial guidelines that 
reflect global standards, amid the need to flexibly deal with 
regulatory changes in line with the advancement of cutting-
edge technologies and to promptly deal with the fast-evolving 
international situation.

The ministry will come up with guidelines for innovative 
drugs and support trials of regenerative medicines and “new 
concept” drugs. 

To expand treatment opportunities for patients, it aims to 
grant approvals for the use of investigative drugs in emergency 
cases in just one day, versus the current seven days. Investiga-
tional drugs used in clinical trials can also exceptionally be used 
for the treatment of patients in critical condition.

In cases of life-threatening rare diseases that have no alter-
native treatments, investigational drugs already being used in 
overseas clinical trials will be allowed in a humanitarian ges-
ture, with use strictly managed to ensure safety.
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China Tightens Clinical Trial 
Oversight Post Gene-Edited 
Babies Scandal
One of the first tasks after the Lunar New Year for 
China’s National Health Commission (NHC) was 
to release a draft guideline on Feb. 26 to rein in a 
seemingly wild area of development in the country 
- cell and gene therapy.

The move was prompted by a string of clinical 
trials in which Chinese researchers stunned the 
world with gene-editing technology. In addition to 
conducting the first ever human study using CRISPR 
gene-editing technology to treat lung cancer pa-
tients, China last year also saw the highly controver-
sial birth of the world’s first gene-edited babies.

Shenzhen-based researcher Jiankui He from 
the China Southern University of Technology in 
December announced he had used embryo-stage 
gene engineering tools to enable the birth of twin 
baby girls genetically engineered to be resistant 
to HIV, through removal of the CCR5 gene that 
usually allows HIV infection at the cellular level.   
(Also see “Deny, Denounce, Debate: China Gene-Edit-
ed Babies Awaken Genie In The Bottle” - Pink Sheet, 
27 Nov, 2018.)

Long considered as an ethical red line for scien-
tists around the world, He’s work sparked immedi-
ate shock waves and global criticism. 

In the wake of these events, the NHC has now is-
sued a draft regulation to rein in the relatively un-
regulated development area, after the scandal was 
widely considered to be a blot on China’s ambition 
to take a leadership position in the global gene and 
cell therapy race. 

RISK-BASED OVERSIGHT 
The new guideline covers a broad range of new 
technologies that are not limited to cell and gene 
therapies. 

“The new biomedical technology defined in this 
regulation refers to medical professional means 
and measures for the purpose of completing pre-
clinical studies intended to act on cell and molec-
ular levels to treat or prevent diseases, eliminate 
or alleviate the disease, reduce pain, improve 
function, prolong life, help restore health, etc.” 
noted the draft.

Brian Yang 
Senior Writer, 
China 
APAC Pharma

https://pink.pharmaintelligence.informa.com/PS124836/China-Tightens-Clinical-Trial-Oversight-Post-GeneEdited-Babies-Scandal
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It will apply to clinical trials using technology 
that: (i) is directly used in the human body; (ii) in-
volves in vitro tissues, organs, cells etc. after im-
plantation or input into the human body; or (iii) 
involves human germ cells, zygotes or embryos 
after implantation.

Second, it addresses risk-based oversight, classi-
fying the following as technologies with high risks:

• those involving genetic material changes 
or regulation of the expression of genetic 
materials, which include gene transfer, gene 
editing, gene regulating, stem cells, somatic 
cells, mitochondrial replacement, etc;

• those involving heterogeneous cells, 
 tissues, organs, including the use of biological 
materials;

• those for use in the human body including  
synthetic organisms, and genetically  
engineered or modified bacterial transplanta-
tion technology;

• assisted reproductive technology; 
• other research projects with high risks  

and difficulties that may have a  
“significant impact.”

The classification and oversight of the high-risk 
technologies will be conducted by the state-level 
health regulatory agency, which suggests the Na-
tional Health Commission, rather than the National 
Medical Products Administration (NMPA, formerly 
the China FDA) will take the lead in overseeing cell 
and gene therapy research.

THREE-LEVEL REVIEW
The third aspect involves the tightening of require-
ments for ethics review and clinical approvals. Ap-
plicants will have to go through several layers of 
regulatory agencies, starting from clinical sites, 
which are required by the draft to be located within 
Class AAA (top level) hospitals.

A hospital’s academic review and ethics review 
committees will conduct a first-round review of the 
necessity, legality, scientific, feasibility, safety and 
ethical aspects of the research, and upon the ap-
proval, the application will be sent to city or provin-
cial regulators for review. 

If the products are deemed to carry low to middle 
risk, the local regulators will make a decision within 
60 days. For products with high risks, applications 
- upon obtaining the approval from the local author-
ity - must be submitted to the state-level regulators 
for review and approval.

HEFTY PENALTIES
The draft also outlines penalties for those who 
conduct clinical trials without the requisite ap-
provals. Hospitals could face fines of CNY50,000-
100,000 (roughly $7,500-15,000) and potential re-
vocation of licenses, while investigators in charge 
of studies could face revocation of their license to 
practice medicine.

Medical institutions conducting clinical research 
without following a previously approved study plan 
could face CNY30,000-50,000 in fines.

If physicians conduct clinical research without ob-
taining the required approvals, they will be ordered 
to halt activities for six months to one year, and 
could face a lifetime ban from conducting any clini-
cal studies of new biomedical technologies.

Public comments on the draft regulation are be-
ing gathered until March 27, and can be submitted 
via email to ylglc@nhc.gov.cn.

  
The new biomedical 
technology defined in 
this regulation refers 
to medical professional 
means and measures 
for the purpose of 
completing preclinical 
studies intended to act 
on cell and molecular 
levels to treat or prevent 
diseases, eliminate or 
alleviate the disease, 
reduce pain, improve 
function, prolong life, 
help restore health, etc.”

mailto:ylglc%40nhc.gov.cn.?subject=
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Merck Scores A First With 
Keytruda Under Australia’s 
Provisional Pathway
Merck Sharp & Dohme’s anticancer medicine, 
Keytruda (pembrolizumab), has become the first 
drug to have additional indications registered on 
the Australian Register of Therapeutic Goods via 
the provisional approval pathway.

This means Keytruda can now also be used to 
treat patients with metastatic colorectal carcino-
ma and other solid tumours with certain types of 
mutations (deficient mismatch repair). The prod-
uct is already approved in Australia for a variety 
of indications, including melanoma in adults and 
non-small cell lung cancer in adults.

The new indications were provisionally ap-
proved by the Therapeutic Goods Administration 
based on early clinical data in these specific types 
of mutations. The continued approval of Keytru-
da for these new indications “will depend on fur-
ther evidence of clinical benefit from clinical trials 
being provided by the product sponsor,” the TGA 
explained. 

The TGA’s provisional approval pathway was 
launched last year and it is available for new 
prescription medicines or new uses for already 
registered prescription medicines. The pathway 
allows sponsors to apply for time-limited provi-
sional registration of their products on the ARTG, 
where there is potential for substantial benefit 
to patients. (Also see “Eligibility Decisions Near For 
Australia’s New Provisional Pathway “ - Pink Sheet, 
28 Mar, 2018.)

Eli Lilly’s oncology drug, Lartruvo (olaratumab), 
was the first medicine to be granted a provisional 
approval determination under the pathway.  (Also 
see “Eli Lilly’s Oncology Drug Is First Candidate For 
Australia’s New Provisional Approval Pathway” - 
Pink Sheet, 17 Apr, 2018.) The determination pro-
cess allows the TGA to make a decision about 
whether a medicine is eligible for the provisional 
approval pathway, but does not necessarily mean 
that the medicine will be provisionally registered 
after evaluation.

Under the provisional approval pathway, com-
panies must agree to continue clinical trials and 
submit comprehensive evidence for review. If 
they do not follow this plan or submit this evi-
dence, the TGA can cancel the approval.

Vibha Sharma 
Senior Reporter, 
Pink Sheet 

  
The continued approval 
of Keytruda for these new 
indications “will depend on 
further evidence of clinical 
benefit from clinical trials 
being provided by the product 
sponsor,” the TGA explained.
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Japan Cell, Regenerative 
Therapy Environment ‘Exciting’ 
But Ongoing Dialog Needed
It is an exciting time for cell, gene and regenera-
tive therapies in Japan, helped by a much im-
proved and highly supportive regulatory environ-
ment. But continuing discussions with regulators 
are essential if industry concerns, particularly 
in the pricing area, are to be reflected in policy, 
stresses the CEO of Athersys Inc.

Dr Gil Van Bokkelen, chairman and CEO of the 
US stem cell venture, is generally optimistic on 
the present environment for the development 
and commercialization of such therapies in the 
country, highlighting a number of supportive pol-
icy and regulatory changes in this major market 
over the past few years.  

“There has been good pricing for the first few 
products in the area, and these are being given a 
high priority. I’m optimistic that the environment 
will be continue to be positive,” the executive told 
Scrip in an interview at the recent BIO Asia meet-
ing in Tokyo.

Japan took the first decisive steps to implement 
a supportive regulatory framework in 2014, when 
it formally enacted new and revised legislation 
governing the development, approval and use of 
regenerative medicines and cell therapies. 

In a Scrip round table earlier this year, Van Bok-
kelen also pointed to the wider positive develop-
ments in the pharma regulatory environment in 
Japan, where the main drugs and devices regula-
tor, the PMDA, has taken multiple steps to address 
the former “drug lag” delay in approvals versus 
the US and Europe.  (Also see “J.P. Morgan Round-
table: The Regulatory Role In Accelerating Complex 
Therapies” - Scrip, 11 Feb, 2019.) The agency now 
occasionally but routinely issues first approvals 
globally for new products. 

PRICING ISSUES
But the CEO also sounded a note of caution. Giv-
en the expected advent of some high-priced new 
therapies this year in Japan - which some observ-
ers already see a prompting further official debate 
over reimbursement - he warned that “short term 
decisions on pricing could be counterproductive – 
we must engage in productive dialog.”

Following an approval late last year, Nipro 
Corp.’s stem cell therapy for spinal cord injury 
Stemirac was recently awarded a reimbursement 
price under Japan’s national health insurance sys-
tem equivalent to around $134,000 per “dose”. 

In a sign of the positive regulatory support for 
access to such new therapies in Japan, and amid 
some international criticism of the Stemirac ap-
proval, PMDA head Dr Tatsuya Kondo strongly de-
fended the decision at BIO Asia.  (Also see “PMDA 
Chief Defends Japan Spinal Cord Therapy Approval“ 
- Pink Sheet, 7 Mar, 2019.)

But other recent developments are serving to 
focus more attention on the pricing of newer cell 
and regenerative therapies. Novartis AG’s Kymriah 
(tisagenlecleucel) has just been approved in Japan 
at the first CAR-T therapy in Asia, and its price-
setting process is being closely watched. 

The Swiss company’s gene therapy AVXS-101 - 
which is expected to have a list price of around Athersys chairman and CEO Dr Gil Van Bokkelen

Ian Haydock 
Editor in Chief 
Asia Pacific

https://scrip.pharmaintelligence.informa.com/SC125017/Japan-Cell-Regenerative-Therapy-Environment-Exciting-But-Ongoing-Dialog-Needed
https://scrip.pharmaintelligence.informa.com/SC125017/Japan-Cell-Regenerative-Therapy-Environment-Exciting-But-Ongoing-Dialog-Needed
https://scrip.pharmaintelligence.informa.com/SC125017/Japan-Cell-Regenerative-Therapy-Environment-Exciting-But-Ongoing-Dialog-Needed
https://scrip.pharmaintelligence.informa.com/articles/2019/02/04/jp-morgan-roundtable-the-regulatory-role-in-accelerating-complex-therapies
https://scrip.pharmaintelligence.informa.com/articles/2019/02/04/jp-morgan-roundtable-the-regulatory-role-in-accelerating-complex-therapies
https://scrip.pharmaintelligence.informa.com/articles/2019/02/04/jp-morgan-roundtable-the-regulatory-role-in-accelerating-complex-therapies
https://pink.pharmaintelligence.informa.com/articles/2019/03/07/pmda-chief-defends-japan-spinal-cord-therapy-approval
https://pink.pharmaintelligence.informa.com/articles/2019/03/07/pmda-chief-defends-japan-spinal-cord-therapy-approval
https://pink.pharmaintelligence.informa.com/articles/2019/03/07/pmda-chief-defends-japan-spinal-cord-therapy-approval


SCRIP ASIA 100    33

JAPAN

$4m in the US - should also be approved in Japan 
this year for spinal muscular atrophy. 

Generally, there are still concerns in the indus-
try in Japan that drug pricing remains a sensitive 
topic amid general political and budget pressures 
to contain the country’s rising health costs amid 
a rapidly aging population. Reimbursement policy 
changes in April last year effectively raised the 
bar for innovation to be rewarded, and cut back a 
pricing premium scheme that had been awarded 
to all new drugs. 

Van Bokkelen’s view is that there is now a need 
to build on the achievements in Japan of the past 
few years, given a situation where multiple political 
constituencies may not always be on same plate. 
“This can be a year of constructive dialog. We want 
to work with regulators and want safe, more effec-
tive medicines and to develop these efficiently to 
improve outcomes for patients,” he stressed. 

THE VALUE PROPOSITION
He added that the industry needs to look at more 
quantification of value to support their pricing 
and reimbursement propositions – on health out-
comes and overall benefits for healthcare systems. 
“It needs to engage with policy-makers to show 
holistic benefits. Key questions include ‘how do we 
address this as a pharma industry,’ and ‘how do we 
absorb cost of new cell therapies into the system?’”

While CAR-Ts and other therapies may have a 
high up-front cost, overall they may be more cost 
effective, Van Bokkelen observed, pointing to par-
allels with the newer, highly effective (but relatively 
expensive) antiviral drugs that offer an effective 
cure for hepatitis C. While there is a need to foster 
competition, there is a concomitant need to pro-
vide sufficient incentives to innovators.  

New different ways of financing higher-priced 
new therapies are also emerging, such as install-
ments, spreading of savings and costs, payments 
that carries through to the health outcome “divi-
dend phase”, and insurance bridging. 

Turning to some specific Japan pricing policies, 
Van Bokkelen said the 2018 revisions to the price 
maintenance premium system – which had ex-
empted new drugs from regular price cuts during 
their patent life - and the tougher qualifying cri-
teria for price premiums, are disadvantageous to 
smaller companies.

“Those that have few products or have not con-
ducted many clinical trials would effectively be ex-
cluded from the system,” he said.  (Also see “‘Drastic’ 
Japan Price Reforms Hitting R&D Incentives, Plans - EF-
PIA  “ - Scrip, 9 Nov, 2018.)

Meanwhile, the lingering preponderance in Ja-
pan’s reimbursement tariff of long-listed, older but 
branded products “has kept a lot of people afloat. 
But we don’t want a hyper-competitive environment 
either but a happy medium, for example a generic 
environment that is not purely competitive but with 
some incentives and rewards,” the CEO suggested.  

He also warned of the potential impediment 
to timely access, and possible unintended conse-
quences, from Japan’s planned expansion this year 
of a cost-effectiveness assessment scheme for 
selected products.  (Also see “Japan Firms Up Cost-
Effectiveness Plans As Industry Concerns Linger” - Pink 
Sheet, 13 Feb, 2019.)

JAPAN LINKS 
Cleveland, Ohio-based Athersys has a particularly 
close interest in this market through its partner-
ship with the Japanese regenerative medicine ven-
ture  Healios KK, which became its largest share-
holder in March 2018 when it acquired an 8.7% 
stake in the Nasdaq-listed firm.   (Also see “Japan’s 
Healios Eyes First Approvals As It Progresses Regen-
erative Therapies“ - In Vivo, 3 Oct, 2018.)

Athersys has developed an off-the-shelf plat-
form, MultiStem, for cell therapies for tissue repair, 
which do not require tissue matching. Healios has 
a Japan and global license to explore the platform 
for organ bud therapies, ophthalmology indica-
tions, and in combination with induced pluripotent 
stem cells and embryonic cells in this latter area.  

Healios is conducting some larger placebo-
controlled trials in the space, including with 
HLCM051, a somatic stem cell therapy for isch-
emic stroke, and hopes to provide an example for 
other companies. 

“[Healios CEO] Hardy [Kagimoto] and I believe 
the technology will be transformative. But there 
needs to be a value-centric perspective in the 
debate, does it provide this?” Van Bokkelen com-
mented. (Both CEOs also took part in a Japan policy 
panel session at BIO Asia.) 

Van Bokkelen is an active member of BIO and on 
issues affecting the regenerative and cell medicine 
sector globally. During his visit to Japan, he was 
also involved in a BIO delegation that visited local 
politicians, noting the need for “a continuous pro-
cess of engagement.” 

In general, he remains positive on developments 
in Japan. “I am very excited about the regulatory 
framework and the way it is being applied. At the 
same time, we need to give credit and latitude, and 
help trace other global moves in the sector back to 
Japan to fuel progression and momentum.”
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Japan Pharma Climbing  
Aboard Digital Health Train,  
But Not Up To Speed? 
As the pharma industry globally pursues technol-
ogy and activities “beyond the pill” in its push to-
wards digital health, some familiar but decidedly 
“un-pharma” names are cropping up in new col-
laborations. 

This includes in Japan, where gaming giant Ban-
dai Namco – probably best known for its Pac-Man 
character - is working with one major pharma 
group on new applications of its technology.

Contrary to its high-tech image, the country 
has actually been relatively slow more broadly to 
embrace many digital and online technologies. In 
digital health, “many executives are still skeptical 
and timid when it comes to investment decisions,” 
the Japanese office of international consultancy 
consultancy McKinsey & Company noted in an 
overview of the sector earlier this year. 

Given the burden that Japan’s rapidly aging pop-
ulation is now placing on healthcare costs – while 
the tax base continues to shrink from a low birth 
rate – the research-based pharma industry has 
been calling for a more preventative approach 
to the control of burgeoning spending under the 

national health insurance scheme, and in turn is 
looking to play a wider role in well-being. 

This approach in turn is seen as relieving some 
of the budgetary cost control pressure on new 
drugs, which in April this year led to pricing re-
forms that substantially cut the prices of many 
new drugs.  (Also see “Japan Price Reforms - Major 
Takeaways “ - Pink Sheet, 11 Apr, 2018.)

Major corporate initiatives over the past couple 
of years in the Japan digital health space are fo-
cusing on treatment adherence and the capture 
of patient data related to general health and side-
effects, with other moves made in recent months 
to improve patient-physician interactions and ef-
ficacy of treatment.

CHUGAI BUILDS CANCER SUPPORT APPS
Chugai Pharmaceutical Co. Ltd.  said recently that 
it had started to provide treatment support for 
selected oncology products under a collabora-
tion with Tokyo-based venture Embrace.

A dedicated mobile device application is being 
used with Embrace’s already established private 

Ian Haydock 
Editor in Chief 
Asia Pacific

https://scrip.pharmaintelligence.informa.com/SC124329/Japan-Pharma-Climbing-Aboard-Digital-Health-Train-But-Not-Up-To-Speed
https://scrip.pharmaintelligence.informa.com/SC124329/Japan-Pharma-Climbing-Aboard-Digital-Health-Train-But-Not-Up-To-Speed
https://scrip.pharmaintelligence.informa.com/SC124329/Japan-Pharma-Climbing-Aboard-Digital-Health-Train-But-Not-Up-To-Speed
https://pink.pharmaintelligence.informa.com/articles/2018/04/11/japan-price-reforms--major-takeaways
https://pink.pharmaintelligence.informa.com/articles/2018/04/11/japan-price-reforms--major-takeaways


SCRIP ASIA 100    35

JAPAN

social network service MedicalCareStation, which allows 
patients to communicate to care providers any side-effects 
that arise during treatment with Chugai’s marketed PD-L1 
inhibitor Tecentriq (atezolizumab; licensed from Roche), ap-
proved in Japan for non-small cell lung cancer. 

The app uses a checklist of potential immune-related ad-
verse events devised by Kyushu University Hospital, and as 
well as symptoms of concern, allows patients or their families 
to easily share information on general physical condition, and 
to deliver alerts depending on the severity of side-effects. 

The broad goal, Chugai says, is to enable earlier detection 
and treatment of any treatment-related issues to improve 
overall health outcomes.  

The company (which is majority owned by Roche) says it 
is the first networking app of its kind in Japan, and that its 
use in actual clinical practice was considered and approved 
by an institutional review board at the Japanese non-profit 
organization MINS.

The MedicalCareStation platform, launched in 2013, is 
now used by more than 30,000 health and other facilities in 
Japan and has been formally adopted by over 200 medical 
associations across the country, and Chugai says it is now 
considering expanding a similar app-based approach to 
capture data for other non-oncology products.

Elsewhere in its oncology portfolio, Chugai also said recent-
ly that an analysis of results for a pilot scheme with a simi-
lar drug adherence and side-effect reporting support app for 
outpatients receiving Xeloda (capecitabine), found generally 
high satisfaction (around 80%) with the app’s usefulness. 

Again developed with Embrace and tested on a trial basis 
at selected hospitals in Japan, an analysis of the 146-patient, 
validation trial (done with the help of IQVIA Solutions Japan) 
showed the app helped better prepare doctors ahead of 
patient visits, although it did throw up some issues around 
ease of use and falling off of entries over time.

As one of the more active companies in the digital health 
space in Japan, Chugai has also just said it has set up with 
Tokyo-based Qlife (a Japanese healthcare advertising and 
marketing business) “Gan with”.

The dedicated information website on daily living issues 
facing cancer patients and their families and co-workers 
(Gan is the Japanese word for cancer), enabling them to 
share experiences on working during cancer, managing 
medical costs, and providing physician commentary.

OTSUKA EXPANDS DIGITAL PILL ALLIANCE
Otsuka Pharmaceutical Co. Ltd. is already well advanced in a 
different area more directly related to compliance. In Octo-
ber, the company expanded and extended by five years its 
global collaboration with US venture Proteus Digital Health 
Inc.  on “smart pills”, under which it will develop and com-
mercialize a group of medicines using Proteus’ technology.

This will include a MyCite formulation of its global block-
buster, the atypical antipsychotic Abilify (aripiprazole), and 

potentially other atypicals, plus improvements to the cur-
rent system with an emphasis on CNS products.   

The renewed alliance will “focus on opportunities to fur-
ther integrate digital medicines into healthcare ecosystems 
to provide value-added outcomes for patients,” Otsuka 
North America Pharmaceutical division president and CEO 
Kabir Nath said in a statement on the new deal. 

Otsuka has made a new equity investment and other pay-
ments to privately held Proteus totaling $88m as part of the 
strengthened collaboration. 

Abilify MyCite was approved in the US in November 2017 
as the first hybrid drug-device, digital medicine combination. 
The tablets are embedded during manufacture with an In-
gestible Event Marker (IEM), about the size of a sand grain 
and made of food ingredients, which activates on contact 
with stomach fluid. This is picked up by a wearable patch 
sensor, which is used with a dedicated app and website for 
healthcare providers. 

As well as ingestion, the IEM also logs activity levels, and 
patient-reported rest and mood, which can be shared (upon 
consent) with doctors. Only the ingestion-tracking functions 
of the system were approved by the FDA.

A key point of the MyCite technology is that its use fully 
respects individuals’ rights, given that it is used only with the 
consent of patients, who can also request discontinuation at 
any time.  

‘GAMING’ THE SYSTEM
Among other Japanese digital health players, also in October 
Astellas Pharma Inc.  teamed up with Japan-based gaming 
company Bandai Namco Entertainment on the health pre-
vention side, for the joint development of applications for 
smart phones and other mobile devices to encourage pa-
tients to take exercise. 

The aim is to take a proactive stand against metabolic syn-
drome, a recognized condition in Japan deriving from a com-
bination of risk factors including weight, cholesterol levels 
and diabetic state. Astellas points to estimates that around 
17% of the population 20 or over in the country is “strongly 
suspected” of having the condition, while diabetes is strong-
ly suspected in around 10 million people.

The app encourages science-based regular exercise pro-
grams with a “gamified” reward component and is used in 
conjunction with the MoffBand wearable bracelet, an activity 
tracking device (and on which a Pac-Man fitness-related game 
is already available). 

The initiative forms part of the “Rx+” component in Astel-
las’s Strategic Plan 2018, under which it is looking to combine 
its expertise with technology and knowledge from different 
fields, but with a commercial intent to create new revenue 
streams through providing additional value to patients or on 
top of conventional therapies.

Other areas under consideration by the pharma firm in-
clude digital devices for electrical stimulation, and the com-
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bination of Astellas assets such as antibodies with medical 
technologies in the imaging and nanomaterial areas.

Astellas have been building up its digital health activities for 
several years, in 2016 launching DigiTx Partners, a San Fran-
cisco Bay Area-based digital health investment company, in 
partnership with MPM Capital. 

Through this, it is aiming to gain improved access to new tech-
nologies with an emphasis on earlier stage ventures. (Also see “As-
tellas Dips Into Digital Health Via New Venture” - Scrip, 4 Aug, 2016.)

TAKEDA’S PROGRAMS 
Digital health programs at Japan’s largest pharma company 
Takeda Pharmaceutical Co. Ltd. continue to develop since it 
appointed a dedicated chief digital officer (Bruno Villetelle) 
around a year ago.   

The company – set to complete its $62.4bn acquisition of 
Shire early in 2019 - is exploring the application of digital tech-
nologies to improve the management of inflammatory bowel 
disease, where it has a major strategic presence through En-
tyvio (vedolizumab) for Crohn’s disease and ulcerative colitis.

It launched a pilot project, iBData, in around 100 volunteers 
in 2016 in collaboration with Texas Digestive Disease Consul-
tants and Vanderbilt University Medical Center in the US, to 
use wearable technology to track symptoms and potential 
disease-related lifestyle factors. 

Again, one key aim is to improve patient-physician interac-
tions and care from improved symptom tracking.

Most of the company’s other digital health initiatives are in 
the mental health and depression area, where it is working 
with Mindstrong Health to use “digital biomarkers”, with a fo-
cus on optimizing therapy for treatment-resistant depression 
and schizophrenia. 

A “digital phenotyping” system continuously measures 
brain function from passively collected smart phone data. 

Takeda is also working with Lundbeck Inc. (with which it has 
partnered several depression products) and Advocate Health 
Care in the US to use a mobile app, Advocate Pathway, to 
capture depression treatment and related changes in mood 
and side-effects, and to share these with care providers to im-
prove engagement. 

A program in the UK partners with Cognition Kit to use the 
Apple Watch for cognitive and mood assessment and data 
collection, and results so far have showed generally high com-
pliance with the system. 

Along the same lines, Takeda is using private US company 
Koneksa’s technology to capture patients’ health data during 
clinical trials. 

In the dementia area, Eisai Co. Ltd. has been running since 
2016 “Hikari One Team SP”, a cloud-based, subscription digital 
health initiative to link Alzheimer’s patients and their carers, 
by sharing well-being data and therapy plans. 

The company markets Aricept (donepezil) for Alzheimer’s 
and is developing other therapies in the disease, and the proj-
ect fits with Japan’s broader goal of better integrating home 
treatment into the health system. (Also see “Eisai Steps Well 
‘Beyond The Pill’ In New Japan Care Service” - Scrip, 13 Jul, 2016.)

REMAINING HURDLES? 
While these digital health initiatives progress, the use of 
such apps or other technology is not covered by any form 
of medical fee or insurance in Japan, given their supportive 
nature. 

Most of the onus and costs of the projects therefore falls 
on companies’ shoulders, but the payoffs should be improved 
compliance, quick identification of needs for new therapies or 
regimens, and closer links with chronic patients and doctors.

The use of apps and trackers also does also not absolve 
healthcare providers from responsibility for reporting directly 
to manufacturers any product-related adverse events under 
per current regulations, even those these may be logged di-
rectly with patients.

The McKinsey report notes that one area where online and 
digital health technologies have gained much ground in Ja-
pan is in drug detailing, with surveys showing that a majority 
of doctors in the country are now primarily relying on digital 
information (e-detailing) sources rather than sales reps to re-
ceive product information. 

Still, pharma companies in the country should be investing 
more given the changes elsewhere, and its efforts are still lag-
ging customer expectations, McKinsey states. 

“While a very few companies are preparing for big trans-
formations, we still observe many sub-scale pilots with insuf-
ficient vision and aspiration,” the consultancy said.

Digital offerings from pharmaceutical companies in Japan 
still tend to be “not at the leading edge of technology…web-
based, and do not make use of intelligent or mobile solu-
tions,” it concluded, saying that only those companies which 
invest more can unlock real value. 
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Trend Revising? Biotech IPOs 
Slow Sharply In HK While 
Shanghai’s STAR Shines
In June, Tasly Pharmaceutical Co. Ltd. made an offi-
cial filing for an initial public offering in Hong Kong, 
the plan being to list Tasly Biologics, a subsidiary 
of the major Chinese traditional medicines maker, 
which has 14 assets in its pipeline including three 
core products in clinical development. 

The Tianjin-based biologics firm noted in the 
filing that funds raised through the planned IPO 
would be used towards R&D and the in-licensing 
of new products. 

Now Tasly is reportedly postponing the offering, 
citing the recent poor performance of the Hong 
Kong market and generally uncertain valuations 
for pharma companies listed there.

Tasly is not alone. Another Chinese biotech com-
pany, Shanghai-based IMab Corp., is also report-
edly to forgo a plan to float in Hong Kong. Instead, 
the company will seek an IPO in the US, noted local 
investment portal, Zero2IPO. 

Another company approached by Scrip also said 
it had changed its original plan of a listing in Hong 
Kong. Instead, the novel HIV drug developer Nan-
jing Pioneer has filed for a listing on the Shanghai 
Stock Market’s newest STAR Board, and has since 
cleared related regulatory reviews. Hutchison Chi-
na MediTech Ltd. is also reportedly postponing a 
planned Hong Kong IPO to follow its listings in Lon-
don and on Nasdaq in the US. 

HOT VS COLD
Just 18 months ago, the Stock Exchange of Hong 
Kong changed its rules to allow pre-revenue com-
panies - mainly biotechs and other hi-tech firms - 
to be listed on the bourse. Since the change, a doz-
en or so such firms have indeed listed locally, while 
others including Tasly and IMab were queuing up. 

Through the course of this summer, however, 
things started changing. First, the new STAR Board 
in Shanghai opened for such companies and has 
succeeded in attracting a number. Shenzhen Chip-
screen Biosciences Ltd. is among the latest to file 
for a listing on the market, which compared to 
the regular Shanghai exchange allows companies 
to file and receive clearance for a listing within 20 
days without a lengthy approval process.

Chipscreen was among the first to list, issuing 50 
million shares at CNY20.4 ($2.89) each. On the first 
day of trading on 12 August, the price surged five-fold 
to CNY125 and closed the day up by 366% to CNY95.3.

As of 20 August, Chipscreen was trading at 
CNY90.8, still over four times its initial price, and 
the positive reception and high valuation has bol-
stered corporate and investor confidence in the 
STAR Board.

In stark contrast, bioventures listed in Hong 
Kong have seen lukewarm investor interest and 
even a poor performances. One of the better per-
forming companies, 

Innovent Biologics Inc., saw its shares rise 21% in 
early trading. 

The valuations on STAR in Shanghai means com-
panies are flocking to list there, Nanjing Frontier 
being one of them. As of 30 June, biotechs account-
ed for the majority of 131 companies filing for a 
listing, of which 29 have already gained the regula-
tory green light. The “hot market” looks certain to 
attract other biotech startups seeking a listing.

In Hong Kong, the series of IPO postponements 
has not helped build confidence for the market, 
and the broad Hang Seng Index has fallen 10% so 
far in 2019, from as high as 30,000 to below 27,000 
currently. The territory has also been affected by 
public protests in recent months.

BRANDING CONSIDERATION
Chipscreen’s CEO Xianping Lu told Scrip in an ear-
lier interview that a listing in Shanghai would give 
the company a strong branding. As more biotech 
companies seek to raise funds and commercialize 
novel drugs in China, a listing on a mainland mar-
ket may potentially give them strong name recog-
nition.

The recent Hong Kong protests so far seem to 
be having only a limited damaging impact on IPOs 
and the overall biotech industry, observers say. 

Albert Yu of the Hong Kong Biotech Association 
told Scrip  that Hong Kong remains attractive to 
biotech firms because of its status as more of an 
international finance hub than Shanghai, which is 
driven mainly by domestic Chinese funds.

Brian Yang 
Senior Writer, 
China 
APAC Pharma
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China’s New Pharma Law Leaves 
Key Questions Unanswered
China’s newly approved Drug Administration Law 
(DAL), released on 26 August, is the country’s most 
comprehensive legislation governing pharmaceuti-
cal affairs ever. It covers many aspects of pharma-
ceutical regulation, from encouraging innovation 
to focusing on dynamic inspections and ensuring 
stable supply of medicines. 

The new law, set to take effect on 1 December, 
formally codifies many major initiatives imple-
mented by the Chinese government since 2015, 
when reform-minded leaders took the reign at the 
country’s regulatory agency. The marketing autho-
rization holder (MAH) mechanism, conditional ap-
provals, compassionate use and priority reviews 
for anticancer, pediatric and orphan drugs are all 
now formalized.  

There are also notable shifts in regulating and in-
specting pharmaceutical manufacturing sites. The 
new DAL emphasizes more dynamic inspections 
including unannounced checks to be conducted of 
pharma manufacturers and distributors. In effect, 
the new law explicitly notes that both domestic 

and international drug makers, as well as their ven-
dors and suppliers, should be prepared for more 
frequent inspections.

ONLINE SALES MOVES
One of the hotly debated issue is whether e-com-
merce sites should be allowed to sell prescription 
drugs online. Given the fact that China is the larg-
est market for e-commerce, the opening of such 
sales could be considered a Pandora’s box.

While some suggest the opening up of online 
drug sales will increase competition in the current 
situation, where over 80% of drug sales are domi-
nated by hospital pharmacies, leading to a lower 
cost of filling prescriptions, others see such a move 
as leading to the abuse and overuse of medicines. 
The new DAL doesn’t outright ban such online 
sales, except for certain pharma products with 
high risks and strict use supervision requirements. 

“Given the two different views, we incorporated 
various opinions and decided to use the same 
standards to apply to both online and off-line drug 

Brian Yang 
Senior Writer, 
China 
APAC Pharma
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sales,” noted Jie Yuan, director of Legal Affairs Of-
fice on the standing commission of China’s Nation-
al People’s Congress, during a press briefing held 
in Beijing on 26 August.

The new DAL leaves regulating such sales to spe-
cific rules and regulations to be outlined by China’s 
cabinet, the State Council, and its pharmaceutical 
regulatory agencies, the National Medical Products 
Administration (NMPA) and the National Health 
Commission. 

COUNTERFEITS REDEFINED 
Highlighted in the Chinese blockbuster movie Dy-
ing to Survive, counterfeit drugs is another issue 
taken up by the new DAL. In the past, unapproved 
drugs from overseas were broadly deemed to be 
fake and counterfeit, and the importing of such 
products, mostly from India, was subject to crimi-
nal prosecution.

The new DAL however revises that definition. 
Now, unapproved imported drugs are not deemed 
fake, and importing small quantities of drugs that 
have yet to be approved in China might not be sub-
ject to punishment, if the violation is considered to 
be petty. On the other hand, manufacturing, im-
porting and selling counterfeits are still subject to 
punishment.

“The change is a response to common Chinese 
people’s concerns,” noted Yuan. 

KEY QUESTIONS UNANSWERED
While the new DAL encourages innovation and 
shows flexibility over online drugs sales and im-
portation of small quantities of unapproved drugs, 
there were many issues pertinent to pharma R&D 
left unanswered, noted Katherine Wang, a partner 
in law firm Rope & Gray’s Shanghai practice.

Key remaining issues include patent linkage and 
clinical data protection, which have been concerns 
to many innovative new drug makers. Despite sev-
eral rounds of discussions, the essential elements 
to protecting intellectual property rights are not 
included in the new DAL.

Whether the new law will provide the same 
level of flexibility as the marketing authorization 
holder (MAH) system is another key topic, noted 
Wang. “Under the new DAL, the MAH system ap-

plies equally to imported and domestic drugs,” the 
lawyer said in a 30 August note to clients. Upon ap-
proval from the NMPA, the MAH can be transferred 
from one company  to another without changing 
contract manufacturers.

“These changes could potentially result in a con-
vergence of the bifurcated pathways and enable 
Chinese MAHs to work with overseas CMOs [con-
tract manufacturing organizations].”

The change will potentially allow more multina-
tionals to divest their non-core assets in China to 
domestic firms, Wang observed.

  
Given the two different 
views, we incorporated 
various opinions and 
decided to use the same 
standards to apply to 
both online and off-line 
drug sales,” noted Jie 
Yuan, director of Legal 
Affairs Office on the 
standing commission 
of China’s National 
People’s Congress
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Cutbacks Rise As Indian Pharma 
Tightens Control On Costs
Front-line Indian pharma firms have unleashed a 
range of cost control measures including stream-
lining manufacturing operations and rationalizing 
facilities and work forces, amid sustained competi-
tive pressure in key markets like the US and a slow-
down on home turf.

In one such move, Sun Pharmaceutical Indus-
tries Ltd. has now discontinued operations at its 
clinical pharmacology units (CPUs) in Tandalja and 
Akota, both in the western Indian state of Gujarat, 
as the country’s top-ranked drug firm seeks to en-
sure “optimal utilization” of such operations. The 
CPUs essentially conduct bioequivalence studies.

“While we continue to make investments in 
our R&D operations, we also constantly evaluate 
our resources and future capacity requirements 
to bring in efficiencies in cost and processes,” 
Sun told Scrip. The bioequivalence studies from 
these centers will now be transferred to Sun’s 
other facilities.

Around 80 employees at the shuttered units 
have been made redundant, though the indica-
tions are that some of them have been absorbed 
by other parts of the company. 

Sun has also dismissed as baseless speculation 
around the use of alleged strong-arm tactics at the 
discontinued operations. “We are offering full sup-
port to the affected employees and helping them 
with out-placement services. We are intimating all 
regulatory authorities and ensuring that we com-
ply with all regulations,” the company stressed.

RELEASING RESOURCES FOR  
SPECIALTY BUSINESS
Sun has been pruning expenses and chiseling its 
operations as part of broader efforts to manage its 
overall cost structure and stay competitive in the 
market. Last year, Sun combined operations at two 
US sites - New Brunswick and Cranbury - and in 2016 
it sold two US oral solid dosage manufacturing facili-
ties located in Philadelphia, PA and Aurora, IL, along 
with 15 related pharmaceutical products, to Frontida 
BioPharm as part of efforts to consolidate manufac-
turing there.  (Also see “Sun To Trim US Manufacturing, 
Over 90 Jobs At Stake” - Scrip, 29 Nov, 2018.)

Sun’s founder and managing director Dilip 
Shanghvi has underscored the firm’s “unwavering 
focus” on cost control across operations encom-

Anju Ghangurde 
Deputy Asia Editor 
Scrip
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passing generic R&D projects, rationalization of 
manufacturing footprint and other areas. These ef-
forts will release resources which can be deployed 
in the specialty business, Sun’s chief said in the 
firm’s latest annual report. 

The major Indian firm is betting big on its spe-
cialty business, which includes novel products like 
Ilumya (tildrakizumab) for psoriasis, to drive sus-
tainable growth and cash flow over the long term. 

US PROFITABILITY HIT, INDIA SLOWDOWN
Shanghvi also noted that business profitability in 
the US generics market had suffered significantly 
over the past three years, and though there are 
early indications of price stabilization for some 
products, the overall US generics pricing scenario 
continues to be competitive. Sun’s top manage-
ment has reiterated at recent earnings calls that 
the company continues to critically evaluate ge-
neric R&D spending to ensure a reasonable return 
on investment.

Tough market conditions in India have only 
added to the overall industry pressures to rein in 
costs. Growth of the Indian pharma market dipped 
sharply in May to 7% year-on-year, lower than in 
the past 15 months, data from the pharma mar-
ket research organization AIOCD AWACS show. 
The data also revealed that for the first time all 
the chronic care segments, including diabetes and 
CNS, had slowed down to single digits. 

In an 11 June update, Jefferies analysts noted that 
the growth moderation in May was led entirely by 
volumes, which declined YoY (-0.1%). “More than 
half of the companies saw a YoY decline in volumes. 
Pricing contribution to growth remained steady at 
5%. New product contribution to growth also mod-
erated to 2%,” Jefferies said, adding that it expects 
growth to remain below 10% going forward.

June 2019 data from AIOCD AWACS showed further 
slippage, with the Indian market growing at 6.6%.

COST CONTROL EFFORTS ACROSS FIRMS
Tighter cost control measures are being deployed 
across the Indian pharmaceutical industry, with oth-
er companies such as Cipla Ltd., Dr. Reddy’s Labora-
tories Ltd. and Lupin Ltd. all trimming or re-calibrat-
ing operations significantly over the recent past.

Among other initiatives, Cipla recently undertook 
a rationalization of the workforce at its Pithampur 
facility in the Indore SEZ (Special Economic Zone) 

in India, as it keeps a sharp eye on cost efficiencies 
and operational excellence at its manufacturing 
sites.  (Also see “Cipla Trims Staff At Indian Plant As 
It Eyes Costs “ - Scrip, 13 Jun, 2019.)

Earlier, the Mumbai-headquartered firm had 
realigned resources and investments in its bio-
similars business given its resource intensity, pre-
ferring a business development and in-licensing-
based model rather than one pivoted on “organic 
development and manufacturing.”  (Also see “Cipla 
Cuts Down In-House Biosimilars Plans” - Scrip, 26 
May, 2017.)(Also see “Cipla-Alvotech Prime Emerg-
ing Markets Push With Humira Biosimilar Deal” - 
Scrip, 29 Jul, 2019.)

Dr Reddy’s too has been streamlining manufac-
turing operations and optimizing its cost structure.  
(Also see “Big Cost Cuts At Dr Reddy’s, US Big Ticket 
Launch Progress Is Key” - Scrip, 27 Jul, 2018.) In 
October last year, the company sold its antibiotic 
manufacturing facility and related assets in Bristol, 
TN in the US to Neopharma Inc, a subsidiary of the 
UAE’s largest pharmaceutical manufacturer head-
quartered in Abu Dhabi. 

It also sold its active pharmaceutical ingredient 
manufacturing business unit in Jeedimetla, Hy-
derabad to Therapiva Private Ltd, a joint venture 
of Neopharma arm Omnicare Drugs India Private 
Limited and Laxai Life Sciences Private Ltd. The 
Hyderabad-based firm has also divested certain 
non-core assets over the recent past. 

Others like Lupin have underscored their intent 
to focus on cost optimization to improve profit-
ability. In an investor presentation in May this year, 
Lupin’s top executives emphasized that the com-
pany’s near-term priorities included delivering on 
“identified” cost-saving measures and also a sharp 
focus on resource allocation. Improving R&D pro-
ductivity, supply chain agility and “aligning the or-
ganization structure to future strategic direction” 
were among the areas highlighted. 

For markets like Japan, Lupin has been “back-
ending products” into India to improve its margins, 
and has also “right-sized” its infrastructure there. 
In 2017, Lupin recalibrated its R&D thrust, scaling 
down its discovery research activities in India as it 
builds on its pipeline in areas like complex gener-
ics and specialty products. The revamp resulted in 
a cutback of over 50 employees at the time.  (Also 
see “Lupin Reviews R&D Thrust, Biosimilars Plan 
On Course” - Scrip, 14 Sep, 2017.)

https://scrip.pharmaintelligence.informa.com/articles/2019/06/13/cipla-trims-staff-at-indian-plant-as-it-eyes-costs
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https://scrip.pharmaintelligence.informa.com/articles/2017/05/26/cipla-repositions-biosimilars-play-s-african-site-on-hold
https://scrip.pharmaintelligence.informa.com/articles/2019/07/29/ciplaalvotech-prime-emerging-markets-push-with-humira-biosimilar-deal
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https://scrip.pharmaintelligence.informa.com/articles/2017/09/14/lupin-reviews-rampd-thrust-biosimilars-plan-on-course
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New Indian Public Shareholding 
Proposal Stumps Pharma
India has proposed to increase the minimum 
public shareholding in listed companies from the 
current 25% to 35%, jolting large multinational 
companies such as  GlaxoSmithKline PLC, Novar-
tis AG and AstraZeneca PLC that have listed enti-
ties in the country.

The proposal, quite a ‘googly’, as one financial 
expert put it, formed part of finance minister Nir-
mala Sitharaman’s recent budget announcement 
for 2019-20. If implemented, it would mean that 
the public float in the Indian arms of GlaxoSmith-
Kline, Novartis and AstraZeneca would need to be 
scaled up significantly from existing levels with 
the promoter groups expected to pare down their 
holding in the listed entity. Zydus Cadila’s flag-
ship, Cadila Healthcare Ltd., is the key front-line 
domestic pharma firm that stands to be affected 
by the proposed change, besides Alembic Pharma 
Ltd and some others.

The public float in GlaxoSmithKline Pharmaceu-
ticals Ltd., Novartis India Ltd, AstraZeneca and 
Cadila Healthcare Ltd stood at 25%, 29.32%, 25% 
and 25.21% respectively as of 31 March 2019. The 
promoter group (parent and group firms) held 

75% in GSK’s Indian arm, 70.68% in Novartis In-
dia Ltd, 75% in AstraZeneca Pharma India Ltd and 
74.79% in Cadila Healthcare during the period. 
The public float of peers like Sanofi India Ltd, Pfiz-
er Ltd, Dr. Reddy’s Laboratories Ltd. and Cipla Ltd. 
already meet the new proposed requirements 
– indeed,  some of them surpass the proposed 
norms by a significant percentage.

“It is [the] right time to consider increasing min-
imum public shareholding in listed companies. 
I have asked SEBI [the Securities and Exchange 
Board of India] to consider raising the current 
threshold of 25% to 35%,” finance minister Sith-
araman said as part of her maiden budget an-
nouncement. 

PHARMA STILL ASSESSING PROPOSAL
The government, some reports in the local me-
dia suggested, believes that a higher public float 
could help curb market manipulation, foster an 
equity culture and aid tax mobilization through 
capital gains. An estimated 1,000-plus actively 
traded firms across sectors in India have promot-
er holdings in excess of 65% and would need to 

Anju Ghangurde 
Deputy Asia Editor 
Scrip
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align with the new public float requirements if the 
proposal is implemented.

High promoter group holdings in cash-rich com-
panies could potentially be reduced via divest-
ments to private investors to meet the new public 
shareholding threshold, though tools such as fol-
low-on public offers (FPOs) or Qualified Institution-
al Placements (QIPs) are among the other options 
that can be deployed.

None of the impacted pharma firms provided 
any definitive comments on the issue. GSK India 
told Scrip that it was reviewing the budget propos-
al to “assess the implications,” while Novartis said 
that it was yet to study the detail of the announce-
ment and was hence unable to comment. Zydus 
Cadila declined to comment on the issue. Some of 
the other firms could not immediately be reached 
for a comment.

PROPOSAL DOES NOT LEND ITSELF TO 
GREATER LIQUIDITY?
The government’s proposal has, in general, re-
ceived mixed responses with some experts say-
ing it is positive for minority shareholders and 
will lead to a better price discovery and corpo-
rate governance standards. Public shareholders 
will typically have a more decisive say in special 
resolutions, if the new thresholds are imple-
mented, they said.

Others, however, do not see much merit in the pro-
posal and expect some foreign firms with low public 
float to opt to delist their shares on Indian bourses.

Navroz Mahudawala, managing director of the 
investment banking and consulting services firm 
Candle Partners, told Scrip that increasing public 
float does not lend itself to greater liquidity and 
that most pharma multinational companies are 
“thinly traded stocks” and it’s unlikely a 10% float is 
going to “dramatically change the scenario.”

“The proposal is onerous and may not finally go 
through,” Mahudawala declared.

The investment banker believes that foreign 
firms may consider a delisting of shares in India 

rather than meeting the public holding require-
ments.   “This (delisting) is a distinct possibility. 
These companies’ parent shareholders do not re-
quire any capital or liquidity,” Mahudawala added.

The new public float proposal could also make 
mergers and acquisitions of listed entities more 
complicated as acquirers who breach the 65% 
promoter holding level would need to offload 
shares in the market.

Mahudawala explained that because of open of-
fer challenges most global acquirers anyway pre-
ferred doing deals in private domains as buying a 
listed company is “cumbersome” from a timeline 
perspective. “Also, one has limited control on the 
pricing in case the scrip runs up during the evalu-
ation period. This [the new proposal ] would bring 
in one more area of complexity,” he added.

  
It is [the] right time to 
consider increasing 
minimum public 
shareholding in listed 
companies. I have asked 
SEBI [the Securities 
and Exchange Board 
of India] to consider 
raising the current 
threshold of 25% to 
35%,” finance minister 
Sitharaman said. 
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New Korean Law On  
Cutting-Edge Biologics Raise 
Hopes And Concerns
The South Korean parliament has passed a new law 
to support and ensure the safety of novel regen-
erative medicines and biologics, giving a potential 
boost to cell, gene and other biologic therapies us-
ing the latest technologies. 

The Cutting-Edge Regenerative Medicine and Bio-
logics Support and Safety Act, which was finalized 
after repeated delays and modifications, was first 
proposed back in 2016 as regenerative medicine 
began to receive the spotlight as a future technol-
ogy for treating rare and intractable diseases and 
others that are difficult to address through conven-
tional methods.

The industry has welcomed the new law amid 
what they see as the need for customized policy, 
given that companies are jumping into the develop-
ment of innovative biologics and as biotechnology 
is advancing rapidly worldwide. It also expects the 
legislation to help ease worries over the safety of 
biologics through tougher management of manu-
facturing and quality control.

SEPARATE LAW NEEDED 
The pharma industry has been calling for a dedicat-
ed law because of the different considerations re-
quired for the approval and safety management of 
such products versus conventional synthetic drugs. 
South Korea’s current Medical Service Act and Phar-
maceutical Affairs Act do not reflect these distinct 
characteristics.

Cutting-edge biologics for the scope of the new 
law refers to cell and gene therapies, tissue-engi-
neered products and biotechnology-convergence 
products (excluding those whose main function is 
as a medical device) and other therapies that con-
tain cell, tissue or gene components. 

The new act, which will be formally implemented 
one year after passage, aims to more systematically 
manage biological drugs and support the develop-
ment of innovative drugs for refractory diseases, 
and provide new treatment opportunities to pa-
tients with rare and intractable disease patients, the 
government said.

Jung Won Shin 
Reporter 
PharmAsia News
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It will also enable the country to more systemat-
ically deal with new manufacturing and approval 
processes, reflecting the characteristics of novel 
products based on living cells, proteins and genes.

INVOSSA INCIDENT RAISES WORRIES 
However, the new law comes amid public and po-
litical concerns raised in the wake of the cancella-
tion earlier this year in South Korea of the approval 
of Invossa (TG-C), the world’s first allogeneic cell-
mediated gene therapy for degenerative osteoar-
thritis of the knee, due to a discrepancy in its cell 
components.  (Also see “Invossa Approval Revoked As 
Korea Confirms False Data Submission” - Pink Sheet, 
28 May, 2019.)

The Ministry of Food and Drug Safety conclud-
ed Kolon Life Science Inc. submitted false data to 
support the approval of the pioneering product 
and asked prosecutors to press criminal charges 
against the company.

The incident led to calls for a suspension of any 
further easing of relevant regulations, which critics 
believed may have partly led to the Invossa woes. 
However, the drug ministry had urged the need for 
a separate cutting-edge biologics law to help step 
up the safety management of such therapies.

The new law is also in line with South Korea’s poli-
cy of nurturing the biotechnology sector as a major 
economic growth engine, and will help the country 
to become more harmonized with advanced mar-
kets such as the US, Europe and Japan, which have 
implemented separate laws to support the devel-
opment of innovative biological drugs.  (Also see 
“Korea Pledges Broad Innovation, Policy Support As It 
Eyes Global Stage” - Pink Sheet, 23 May, 2019.)

REGULATORY REFORMS TO HELP ACCESS 
The Ministry of Food and Drug Safety and the Min-
istry of Health and Welfare expect the new act to 
provide new treatment options to desperate pa-
tients with rare and intractable diseases, and to 
step up the general competitiveness of the coun-
try’s regenerative medicine technology.

The ministries intend to reorganize the drug ap-
proval and verification system, which has been 
operating with a focus on synthetic drugs, in ways 
suitable for the characteristics of cutting-edge bio-
logics, and also beef up drug authorities’ approval 
and review capabilities. Safety management net-
works will be set up for all stages of product cycles 
from extraction of cells to final use.

The new law is set to accelerate approvals of 
novel biologics through fast-track reviews and a 
conditional approval system. Products will need to 

meet one of the following conditions to be eligible 
for accelerated reviews: have no alternative thera-
pies; be for the treatment of serious diseases such 
as cancer; or be aimed at rare diseases or the pre-
vention or treatment of infectious diseases caused 
by biological terror attacks or pandemics.

The government says it also plans to draw up a 
clinical research system like those in major coun-
tries to enable patients to receive regenerative 
therapies for life-threatening diseases. Clinical 
research will need to go through strict reviews by 
state committees on to determine urgency, safety 
and efficacy and gain consent from patients. Such 
treatments would only be administered at health 
ministry-designated medical institutions and the 
cost of the clinical research would be fully support-
ed by the state.

The South Korean Centers for Disease Control 
And Prevention will be designated as the safety 
management institution to track adverse reac-
tions, keep mandatory records of clinical research, 
and follow high-risk patients over the long term.

  
The pharma industry 
has been calling 
for a dedicated law 
because of the different 
considerations required 
for the approval and 
safety management of 
such products versus 
conventional synthetic 
drugs. South Korea’s 
current Medical Service 
Act and Pharmaceutical 
Affairs Act do not 
reflect these distinct 
characteristics.
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Is Thailand Worth Placing Your 
Bets On?
Over the last 40 years or so, Thailand has made tre-
mendous economic and social progress, culminat-
ing in becoming an upper-middle economy in 2011 
(World Bank estimates), as the country moved from 
a low-income country to an upper-income country 
in less than a generation.

SELECTED ECONOMIC INDICATORS

In the latest World Bank economic forecast, Thai-
land’s GDP growth has been scaled down from 
4.1% in 2018 to 3.5% in 2019. Growth in Asia is 
slowing down a bit, largely as a result of the ongo-
ing tariff war between China and the US and also a 
deceleration in China. Regional growth is projected 
to ease to 5.9% in 2019 and marks the first time 
since the 1997–98 Asian financial crisis that growth 
in the region has dropped below 6%. At the same 
time, domestic demand in the ASEAN region will 
continue to benefit from favorable financing condi-
tions amid low inflation and rising capital flows in 
Cambodia, the Philippines, Thailand and Vietnam. 

In an effort to support farmers and lower-income 
earners, Thailand, which is Southeast Asia’s second 
largest economy, announced a financial stimulus 
package of over $10bn in August 2019. The stimu-
lus package became necessary to offset the effects 
of the US-China trade war, the strong baht, and a 
struggling Thai farm sector whose problems were 
exacerbated by a serious drought. The stimulus 

package amounts to 1.9% of the country’s gross do-
mestic product. The Asian Development Bank (ADB) 
expects the Thai economy to grow by 3.7% in 2020, 
barring any unforeseen fallout from the China-US 
tariff war. ADB also expects per capita GDP growth 
in Thailand to be 3.3% in 2020 (versus a forecasted 
3.5% in 2019). Generally speaking, Thailand also 
continues to compare reasonably favorably with 
other Southeast Asian economies in terms of the 
forecasted GDP growth in 2020 (see table below).

INVESTMENT IN THAILAND
Since 2017, Thailand has announced a number of 
measures designed to encourage more innovation 
in what is popularly called “the Land of Smiles.” In its 
new policy, dubbed Thailand 4.0, the government 
is focusing on life sciences and industrial biotech-
nology as a way to foster more innovation-driven 
growth in Thailand. To spur life sciences growth, 
the government is implementing policies similar to 
what it adopted in the past to attract foreign auto 
and chemical manufacturers.

For its part, the BOI (Board of Investment) is keen 
to see more life sciences companies investing in 
Thailand. Toward that end, the BOI has crafted a 
set of investment policies and tax incentives to en-
courage the growth of the life sciences industry. As 
an added advantage, the BOI also highlights the 
country’s low-cost business setup possibilities and a 
rapidly evolving infrastructure. The current govern-
ment recognized early on the need for qualified sci-
entists and technologists to lead the country’s push 
into the life sciences area, and the need to promote 
at the same time less redundancy between govern-
ment agencies as well as more efficient regulatory 
reform and modernization.

However, there are still challenges to be over-
come in Thailand’s emerging biotechnology sector, 
as shown in the table below.

All in all, as a middle-income ASEAN country, Thai-
land can be considered a viable mid-term invest-
ment option for the life sciences industry.

LEADING MEDICAL CONDITIONS
With a population of over 68.6 million (2018), Thai-
land is ranked 115 out of a total of 223 countries 
ranked in terms of life expectancy at birth, with 
an average life expectancy being 75.1 years. Thai 

INDICATOR 2014 2015 2016 2017 2018
2019 

ESTIMATE
2020 

ESTIMATE

% GDP growth 1.0 3.1 3.4 4.0 4.1 3.5 3.6

Inflation (% change) 1.9 -0.9 0.2 0.7 1.1 1.0 1.0

Size of GDP ($US bn) 408 402 413 456 505 517 555

Per capita GDP % growth -3.4 5.3 3.0 3.6 3.8 3.5 3.3

GDP per capita ($US) 6,080 5,968 6,114 6,730 7,187 7,607 8,048

Current account balance  
(% of GDP) 2.9 6.9 10.5 9.7 7.0 7.1 5.8

Exchange rate to the  
US dollar 32.92 36.04 35.78 32.64 32.49 30.78 29.6

Population (million) 67.0 67.2 67.5 67.7 67.8 67.9 68.1

Source: Asian Development Bank, World Bank, IMF, Bank of Thailand, Sidrapex Estimates

Salman Bokhari 
Managing Director 
Sidrapex, 
Singapore 
sbokhari53@gmail.com



SCRIP ASIA 100    47

THAILAND

women reportedly have a higher life expectancy 
(78.5 years) than men (71.9 years). Infant mortality 
is relatively high at 9 deaths per 1,000 live births, 
ranking Thailand 145th out of a total of 224 coun-
tries ranked (CIA World Factbook 2018]).

Listed below are the leading 10 causes of death 
and disease in Thailand.

Non-communicable diseases are the major bur-
den of mortality in Thailand, with infectious dis-
eases such as malaria and tuberculosis constituting 
important public health challenges too. As in other 
parts of Southeast Asia, dengue fever has been on 
the rise in Thailand, with the first recorded case in 
1949. Dengue cases have been rising at an alarm-
ing rate with 28,785 cases reported in the first six 
months of 2019, resulting in 43 fatalities. The 2019 
figures are double the five-year average and exceed 
the full-year total of 14,900 infections and 19 deaths 
in 2018. There is as yet no cure.

RANK CAUSE OF DEATH % CHANGE 2007–17

1. Ischaemic heart disease 24.3%

2. Stroke 19.7%

3. Lower respiratory tract infections 75.2%

4. Alzheimer’s disease 72.7%

5. Liver cancer 35.3%

6. Chronic kidney disease 46.9%

7. Lung cancer 23.8%

8. HIV/AIDS -1.4%

9. Road injuries -11.5%

10. Cirrhosis 27.9%

Source: IHME (Institute for Health Metrics and Evaluation)

GDP GROWTH RATE, 2020 FORECAST
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Source: Asian Development Bank. Aisan Development Outlook 2019

STRENGTHS WEAKNESSES

a)  With its vast variety of unique plants and animal species, Thailand has an advantage in 
biodiversity.

b)  Investors can get a tax break for up to 15 years.

c)  The country’s past record in attracting FDI, e.g., in the auto and chemical industries, should 
help shape Thailand 4.0 policies too.

d)  Costs associated with office and home rentals and also food are low.

e)  The Thai workforce is generally known for its diligence, with a good labor relations record too.

f)  Thailand’s location and also its quality lifestyle help to attract expatriates to the country.

a)  The biotech sector still has a long way to go before it can rival for instance Singapore.

b)  Intellectual property rights are a key area of concern as Thailand has been on the USTR 
Watch List of countries for over 10 years.

c)  The country’s public education system does not as yet support meritocracy and a 
knowledge-based economy, with elementary and high school education still ranking 
poorly in international terms.

d)  There are underlying concerns that the clashes that marred public life a few years ago 
may make a comeback. However, as things stand today, it is unlikely.

e)  The Thai FDA has little experience in quickly reviewing new and innovative drug applications.
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HIV/AIDS was first reported in Thailand in 1984. 
Since then well over 1 million people have been in-
fected with the virus and a reported 585,830 have 
died. As of 2009, Thailand had the highest preva-
lence of HIV/AIDS in Asia (CIA World Factbook 2013). 

According to World Bank estimates, air pollution, 
especially in and around Bangkok, has been the 
cause of approximately 49,000 deaths in 2013 (up 
from 31,000 deaths in 2013).

HEALTH CARE SYSTEM
As of 2019, Thailand has 927 government hospitals 
and 363 private hospitals with 9,768 government 
health centers, as well as 25,615 private clinics. An es-
timated 3,000 doctors graduate every year from the 
country’s 40 medical education centers. The newly 
graduated doctors start work in provincial hospitals. 

Compared with other ASEAN economies, Thailand 
it can be argued does not spend as much as it could 
on health care as a percentage of its GDP (see table 
below). However, Thailand has managed its universal 
health care program quite well, so that the majority 
of the population has access to basic medical care.

The Ministry of Public Health (MOPH), along with 
a handful of other non-ministerial government 
agencies oversee universal health care to all Thai 
nationals through three government schemes: the 
civil service welfare system for civil servants and 
their families, Social Security for private employees, 
and the universal coverage scheme, introduced in 
2002, which is theoretically available to all other 
Thai nationals. Some private hospitals participate 
in the universal health care program, but most are 
financed by patient self-payment and private insur-

ance. The World Bank estimates that 99.5% of the 
population has some form of health protection cov-
erage under one of Thailand’s health care schemes.

Universal health care was introduced as early as 
2001, making Thailand one of only a handful of low-
er-middle income countries to have such a scheme. 
A new scheme, known as the 30 Baht Project, was 
started. It involved making a small co-payment for 
treatment. The project became immensely popular. 
Patients were able to access medical and health ser-
vices in their districts. The more severe cases were 
referred to specialists in hospitals.

Following the 2006 military coup the 30 baht co-
payment was abolished and the universal health 
care scheme was made free. However, with rising 
numbers of patients, an ageing population, increas-
ing malpractice insurance and higher costs for 
drugs, equipment and other technology, most state 
hospitals now spend more than they receive in allo-
cation expenditures. The challenge for the National 
Health Security Office (NHSO) is how to manage the 
allocation health care expenditure budget efficient-
ly with limited funds and an ageing society.

Thailand has also been the medical tourism des-
tination of choice for many years, offering some of 
the most economical procedures worldwide, which 
could be 50% to 90% cheaper than for example in 
the US. It is estimated that up to 25 million medical 
tourists visit Thailand every year. The lobby of the 
Bumrungrad International Hospital in Bangkok re-
sembles that of a 5-star hotel with a concierge ser-
vice, efficient and multilingual staff, and the ability to 
book sightseeing tours of the city. Most Thai doctors 
working in the hospital are trained in Europe or the 
US. It is forecasted that medical tourism in Thailand 
will witness approximately 10% revenue growth in 
2019 versus the year before. Health care expendi-
ture is expected to grow to an estimated $28.5bn 
by 2020. Of late though, medical tourism costs have 
been going up, encouraging some patients to seek 
treatment elsewhere. Thailand is still on par for 
simple treatments and cosmetic surgery. However, 
the same cannot be said for some inpatient and 
complex procedures, a situation that is beginning to 
concern both regular tourists and medical tourists.

There is also pressure from the government on pri-
vate hospitals not to charge very high prices. Since 
May 2019, private hospitals have been required to 
display prices of medicines so consumers can make 
better-informed decisions prior to purchase. Hos-
pitals are required to display these prices either on 
their websites or via QR codes on charts displayed in 
their premises. Failure to comply with the new rule 
may lead to a baht 10,000 fine or/and one year in jail.

COUNTRY

PER CAPITA HEALTH CARE 
EXPENDITURE IN $US NOT 

INFLATION ADJUSTED (2015)

HEALTH 
EXPENDITURE AS  
% OF GDP (2012)

Thailand 217 3.9%

Brunei Darussalam 812 2.3%

Cambodia 70 5.4%

Indonesia 112 3.0%

Lao PDR 53 2.9%

Malaysia 386 4.0%

Philippines 127 4.6%

Singapore 2,280 4.7%

Vietnam 117 6.6%

Source: WHO Data, Sidrapex Analyses
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In an effort to contain hospital margins, private 
hospitals are also required to give their patients 
the opportunity to buy cheaper medicines from 
outside pharmacies using prescriptions provided 
by their doctors.

PHYSICIAN NUMBERS
Thailand has over 35,000 registered medical doc-
tors. The doctor:nurse ratio per 1,000 population 
is over 2.28, a ratio that falls within the guidelines 
recommended by the World Health Organization 
(WHO). However, national ratios mask that certain 
areas do not have enough health care personnel, 
while others have more than they need. Bangkok 
and surroundings areas fall into the latter category.

There is ongoing debate about whether Thailand 
is producing enough doctors to meet its needs. Of-
ficial sources estimate that the current rate of doc-
tors and nurses qualifying every year should be 
sufficient for the next 10 years, particularly because 
the overall population growth is expected to slow. 
Approximately 3,000 doctors graduate every year, 
which is significantly more than the 800 doctors a 
year the country was producing till recently. At the 
current rate, Thailand is estimated to have 30,000 
more doctors in the next 10 years.

However, although the numbers of doctors and 
nurses are expected to increase, there is some con-
cern that the same may not be true for pharmacists. 
Many pharmacy students are reportedly switching 
to other disciplines, even as early as after the first 
year of their pharmacy degree studies. 

MARKET ACCESS
The expansion of universal health care coverage 
(UHC) has resulted in virtually the entire population 
(99.78%) having access nationally to health care, re-
sulting in an above average increase in the consump-
tion of medicines too. Through the National Health 
Security Office (NHSO), Thailand has provided this 
medical coverage to its people and has continuous-
ly strived to improve access to medicines. The Thai 
pharmaceutical market now accounts for approxi-
mately one-fifth of all domestic expenses. However, 
increased access to medicines has not come about 
without challenges. Although significant progress 
has been made in improving access to the market, 
there are still some issues that Thailand needs to ad-
dress to further streamline the system.

Thailand continues to remain on the USTR (United 
States Trade Representative) Watch List.  Progress 
however continues to be made on the 2016 Work 
Plan, which addresses concerns raised as part of 
the bilateral US-Thailand Trade and Investment 

Framework Agreement (TIFA), and a subcommittee 
on enforcement against intellectual property (IP) in-
fringement. As a result, there is improved coordina-
tion among the various government entities as well 
as enhanced and sustained enforcement efforts 
to combat counterfeit and pirated goods. Thailand 
has also been taking steps to address backlogs for 
patent and trademark applications, including sub-
stantially increasing the number of examiners and 
also introducing legislative amendments to further 
streamline the patent registration process and re-
duce the number of patent applications. However, 
concerns still remain regarding the availability of 
counterfeit and pirated goods in Thailand. USTR 
also continues to encourage Thailand to provide an 
effective system for protecting against the unfair 
commercial use, as well as unauthorized disclosure, 
of test or other data generated to obtain marketing 
approval for pharmaceutical products.

In a report the EABC (European-ASEAN Business 
Centre) listed a number of market access issues 
that its pharmaceutical working group has outlined 
that warrant attention. Some of the major issues 
are as follows:

• In order to further improve the Intellectual 
Property Right regime, it is recommended that 
the number of patent examiners is increased in 
order to speed up the review process. It further 
recommends that patent term restoration and 
data exclusivity are adopted in order to create a 
holistic framework for fostering innovation.

• For the registration of new drugs, a fast track 
registration and new regulatory frameworks 
are recommended to improve and facilitate 
access of new technology.

• Public-private partnership aiming to improve 
the medicine development process and boost 
innovation by supporting collaborative re-
search projects: Europe’s Innovative Medicines 
Initiative (IMI) and the Seventh Framework 
Programme for Research and Technological 
Development (FP7).

Direct and indirect pricing mechanisms are other 
areas of concern to the industry as well as what is 
perceived to be an advantage granted to the GPO 
(Government Pharmaceutical Organization). Public 
hospitals must purchase all drugs listed on the Na-
tional List of Essential Drugs (NLED) only from the 
GPO. They cannot obtain any drug supplied by the 
GPO from any other supplier.

THE PHARMACEUTICAL MARKET
The Thai pharmaceutical market will continue to 
show positive growth and according to estimates 
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(IQVIA) will be over $4.4bn by 2020. Medical tour-
ism will continue to be a major growth driver. Total 
health care expenditure in Thailand amounted to 
$25.3bn in 2016 and is forecasted to reach $47.9bn 
by 2026 (BMI-Fitch estimates). An increasing num-
ber of international pharmaceutical companies 
are attracted by the high-growth market. However, 
given the relatively low affordability levels and gen-
erally low prices, the market may be mainly suited 
to generic companies and companies that can man-
age their costs effectively.

According to various sources (PREMA, IQVIA, 
Pharma Boardroom, Krungsri Research, Sidrapex 
analyses, etc.) the top 10 pharma companies in 
Thailand in 2018 were as in the table below. 

Thailand has a well-developed physical infrastruc-
ture with efficient air, sea and road links to Southeast 
Asia and the world. This infrastructure also plays a 
pivotal role in attracting global tourists. In addition, 
a low-cost labor workforce has also helped to attract 
foreign direct investment (FDI), especially in the man-
ufacturing, automotive, consumer electronics and 
supporting industries. The high quality of medical 
services coupled with the high literacy rate and an in-
creasing English-speaking population make Thailand 
an attractive destination for foreign companies.

Probably the most prominent challenge that Thai-
land faces in the near term is that of political instabil-
ity. However, progress appears to have been made in 
this area. Red tape at times hampers the process of 
key approvals for many foreign companies. From the 

pharmaceutical market standpoint, the government 
favors the state-run GPO and limits the scope of com-
petition from foreign pharmaceutical companies. The 
gradually ageing population is also likely to pose a for-
midable challenge for health care authorities as it will 
put additional strain on health care resources. At the 
same time, an ageing population is also an advantage 
for pharmaceutical companies with cost-effective 
products and services for the elderly. The pharma-
ceutical industry will continue to see ongoing expan-
sion also as a result of investment promotion efforts 
by the BOI (such as through tax exemption), which 
help reduce the costs borne by pharmaceutical com-
panies. With Thailand’s entry into the Pharmaceutical 
Inspection Cooperation Scheme (PIC/S), one is likely 
to see cost-efficient Thai manufacturers of medicines 
and medical supplies expanding their exports to the 
ASEAN region. However, price competition will likely 
continue to remain fierce, especially from cheap Chi-
nese, Indian and also some Latin American manu-
facturers, from the latter also for biologics, whereas 
domestic manufacturing costs are likely to rise as 
production facilities are upgraded to meet good man-
ufacturing practices (GMP)-PIC/S standards. Some 
manufacturers, especially from Japan, are also using 
Thailand as a manufacturing base for generics to ex-
port back to their home countries. The ability to man-
age manufacturing and process costs efficiently and 
be able to respond to unexpected peaks in demand 
in a high-volume/low-price market appear to be im-
portant determinants of success in Thailand.

RANK COMPANY 
REVENUES 

US ($ MILLION)
MARKET 

 SHARE (%)
GROWTH SINCE 

 2017 (%)

1 Pfizer 288 5.2
5

2 GSK 261 4.8 1

3 MSD 246 4.5 2

4 Novartis 222 4.1 1

5 Roche 201 3.7 -4

6 Siam Bioscience 169 3.1 12

7 Sanofi Aventis 164 3.0 -5

8 Berlin Pharmaceutical 149 2.7 16

9 Takeda 140 2.6 15

10 Sandoz 125 2.3 6
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Berlin Pharma – Successfully 
Adjusting To Constantly 
Changing Market Realities
Founded in 1932, Berlin Pharmaceutical Industry 
Co. Ltd. in Bangkok, Thailand, manufactures, im-
ports and distributes quality medicines in leading 
therapeutic categories in the country. The compa-
ny has continually expanded its production with in-
creasing demand for its products, and recently fin-
ished a state-of-the-art manufacturing facility. Its 
products occupy leading positions in a wide range 
of therapeutic segments, from cardiovascular, dia-
betes, GI disorders, the liver, respiratory and the 
immune system, and diseases of the central ner-
vous system (CNS). The firm has successfully part-
nered with leading manufacturers in North Ameri-
ca, Europe and India to bring high-quality products 
to Thailand, and also to a number of other ASEAN 
markets, the latter through its affiliated company, 
Paradigm Pharmaceuticals Inc., a US company. To-
day Berlin Pharma ranks as a leading branded ge-

nerics company in Thailand, and among the top 10 
multinational and local companies. 

Since stepping into the CEO’s position in 2009 
in the privately held company, Amal Naj, a former 
Senior Vice President of Pfizer Inc., has been ag-
gressively pursuing entry into new therapeutic 
areas, and into biologics by forging alliances and 
joint ventures with leading companies. In the face 
of declining prices for generics as the government 
continues to control its health care budget, Naj has 
been successfully implementing company-wide 
measures to reduce costs – from raw materials to 
packaging – and to improve operating efficiencies 
to stay competitive.  

Scrip interviewed Naj about the latest market de-
velopments and some of the key factors for oper-
ating successfully in Thailand.  Below is the edited 
transcript of the interview. 

Salman Bokhari 
Managing Director 
Sidrapex, 
Singapore
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Scrip: How do you see Thailand and the pharma-
ceutical marketing developing in the medium 
term? How is Berlin Pharmaceutical adapting to 
the changing environment?

Amal Naj: Despite the continuous pressure on 
prices and a highly competitive market, Thailand 
continues to be a growing pharmaceutical market. 
That’s because lower prices have expanded access 
to medicines. That’s a good thing for the patient. 
We in the industry always gripe about declining 
prices, but when I see the benefits to society, I 
think of how we can compete better than our com-
petition and flourish in this environment. We have 
products where our prices have fallen 15% to 20% 
in a year, but we have compensated for this with 
increased volumes, in some cases 30%. We lever-
age the resulting scale of our production to reduce 
costs, which helps in our overall effort to chisel out 
costs from manufacturing.

Despite all the price slashing, the pharmaceuti-
cal market continues to grow, in the 3% to 4% an-
nual range in value. The other thing that’s helping 
the market is that Thailand is becoming a popular 
medical tourism hub for patients in the region, from 
as far as the Middle East. The hospitals here have 
world-class facilities.

We see a lot of interest from large foreign pharma 
companies in further consolidating their business 
in Thailand, not only because of the prospects they 
see but also because Thailand, with its character-
istic openness to the outside world, is a relatively 
easy place to do business, compared with most 
other countries in the region. Large innovator and 
generics pharma companies from Japan, as well as 
some branded generics manufacturers from North 
America are keen to enter Thailand. But unless they 
can compete on cost – and this is a sort of a new 
culture to them – few of them can hope to establish 
themselves for the long run.

I have learned one thing in my long career in the 
pharmaceuticals industry. If you are only thinking 
of profits you will be side-swiped by a company 
that knows how to make profits while serving the 
greatest number of patients possible with reason-
able prices. This also happens to be in line with the 
vision of the company’s founder, Dr. Chai Chainu-
vati, who often used to pay bus fares to his needy 
patients so they could afford to come back for the 
next regimen of treatment. The idea of affordable 
prices for drugs has swept across the globe. Look 
at what’s happening in the US with its mangled 
health care system and costs. At Berlin Pharma, we 
have adjusted to that reality.

Many, many years ago when I was a reporter 
and every so often sat down with the legendary GE 
chairman, Jack Welch, for an interview, I would ask 
him how could he count on quarter after quarter 
trimming costs by 5% – which he had done five 
years or so in a row – to help improve profits, and 
he said he could take a rock and squeeze costs out 
of it year after year. The pharmaceutical industry 
at times looks like that rock, that there is very little 
you can do to cut costs, but there are – and at Ber-
lin we are focused on them to compete in the cur-
rent health care environment.

We have invested substantially in our plant and 
manufacturing capacities and have progressed 
from manufacturing 3.5 billion tablets to over 6 
billion tablets per annum. This has enabled us to 
respond quickly to market demands. 

The Big Pharma companies are having to make 
some serious adjustments in their business in 
the face of declining prices. Nearly 70% of the 
pharma business is tender-driven in Thailand. 
The innovator companies aren’t accustomed to 
playing the pricing game, but they have no other 
choice in the current environment. I have seen 
innovator companies drop their prices in one sin-
gle swoop, as much as 50%, to match the price of 
the generic we launch. This was not seen before. 
A number of them have launched their own low-
cost second brand, which they sell alongside the 
original brand, but at a substantially lower price. 
The two brands are the same product, but prices 
are different. I am not sure in the long run how 
effective this strategy can be in terms maintain-
ing two different price points for the same drug 
in the same market, as doctors increasingly find 
themselves ethically challenged in not steering 
the patient to the lower-cost brand as being the 
same as the original.

Scrip: So, what does the future hold for Berlin 
Pharmaceutical?

We are preparing for the next phase of pharmaceu-
tical market expansion, which will be driven mostly 
by newer products – those whose patents have ex-
pired in recent years, biologics for the treatment 
of cancer and rheumatoid arthritis, for instance. 
While we are developing a number of these prod-
ucts in-house, we have also formed strong alli-
ances with reputable international companies as 
a strategic source for some of the most advanced 
products. We have consistently delivered growth, 
and we plan to continue with the strategies that 
have stood us in good stead all these years in 
growing the future business aggressively.
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Baxter Thailand is a wholly owned subsidiary of Bax-
ter International Inc. The company provides a broad 
portfolio of essential renal and hospital products, in-
cluding home, acute and in-center dialysis; sterile IV 
solutions; infusion systems and devices; parenteral 
nutrition; biosurgery products and anaesthetics; and 
pharmacy automation, software and services. The 
company’s global footprint and the critical nature of 
its products and services play a key role in expand-
ing access to health care in emerging and developed 
countries. Baxter’s employees worldwide are build-
ing upon the company’s rich heritage of medical 
breakthroughs to advance the next generation of 
health care innovations that enable patient care.

Baxter has been operating in Thailand since 1994.  
The company’s essential products and services make 
Baxter one of the largest suppliers to the Thailand 
Government Pharmaceutical Organization (GPO). 

Some key facts about Baxter Thailand:
• 350 employees as of September 2018
• 2.3bn Thai baht investment in a manufactur-

ing facility
• Over 24 years in Thailand
• Over 16,000 patients with renal failure served 

annually

• Over 20 million units of peritoneal dialysis (PD) 
solution manufactured annually

• 456,000 Thai baht donation in 2018 to the Kid-
ney Foundation under the Royal Patronage, 
National Haemophilia Foundation of Thailand, 
Thai Society of Clinical Oncology and the Thai 
Kidney Club

Scrip spoke to Joanna Yao, Cluster Head VP, South-
east Asia and Taiwan at Baxter International Inc., 
about how an international company overcomes 
operating challenges in a fast-growing emerging 
market such as Thailand. Below is an edited tran-
script of the interview.

Scrip: Are international companies able to 
quickly and cost effectively build their presence 
in Thailand faster than competitors? What are 
the best strategies? 

Joanna Yao: As a leader in renal care, Baxter Thai-
land opened its first peritoneal dialysis (PD) manu-
facturing facility in the country in 2016 to serve the 
critical health care needs of end-stage renal disease 
(ESRD) patients. The facility provides life-sustaining 
PD therapy for more than 16,000 Thai patients. The 
facility ensures uninterrupted PD supply, logistics 

Salman Bokhari 
Managing Director 
Sidrapex, 
Singapore

Baxter Thailand – A specialized Large 
Company Re-Shaping Itself To Be 
Successful In An Emerging Market
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cost savings and best product quality for patients. 
Investments in local manufacturing represent 
Baxter’s unwavering commitment to a long-term 
partnership with the government to support and 
strengthen its “PD First” policy.

Scrip: What were some of the key lessons 
learned?  Are there any relevant best practice 
examples?

Yao: There are really no short cuts to continue to 
sustainably develop markets. All actions take time 
and require a disciplined effort.

Baxter Thailand works closely with the NHSO (Na-
tional Health Security Office) and has proposed a 
number of key strategies to strengthen a PD First 
policy such as:

• introduce new PD technologies to demon-
strate the true value of home-based therapy 
by supporting an APD (automated peritoneal 
dialysis) feasibility study.

• roll out a Renal Quality Program to reduce pa-
tient dropout.

• support health care professional (HCP) e.g. to 
nurses, para-medical staff & doctor straining 
to build a better PD infrastructure.

Scrip: What are some of the key challenges and 
issues to overcome when translating strategy to 
execution in the Thai market?

Yao:
• Localization of strategies is important. Health 

care can at times be extremely personalized 
at the patient level, and each country will 
have different national strategies to pursue 
when implementing measures to deal with 
the unique issues that each faces. Therefore, 
translating a message from one market to an-
other requires detailed considerations prior to 
implementation, as some messages may not 
exactly strike the local chord;

• Invariably there will be some local implemen-
tations that fall through the sift in terms of 
tracking and measurement, and without a very 
specific set of metrics, it will become a chal-
lenge to quantify the impact over time;

• Emerging markets sometimes need to better 
allocate their resources, given that size and 
scale are limited, especially in smaller markets. 
Income disparity also drives gaps in affordabil-
ity, and thus market access remains a major 
operating challenge. 

Scrip: What were some of the major issues that 
Baxter Thailand faced in restructuring and 

building up its Thai business and how were 
these resolved? 

Yao: Baxter Thailand’s business is extremely di-
verse, ranging from pharmaceutical products, to 
medical devices, to consumables, and to perito-
neal dialysis solutions that are both manufactured 
locally in Baxter’s facility and also imported from 
overseas facilities. Within its commercial organi-
zation, Baxter Thailand’s teams tap local, regional 
and global resources to ensure that the correct in-
formation and best practices can be driven into the 
market. In this context the Thai subsidiary also re-
ceives ample support as needed from other South-
east Asian markets. 

Scrip: What are some of the ways that top com-
panies, such as Baxter Thailand, are able to at-
tract and retain human talent?

Yao: Thailand is a fast-growing market and some-
times the availability of human talent may not 
keep pace with such growth. Baxter Thailand un-
dertakes a number of strategies to ensure that the 
company always has access to the best available 
talent in the market.

• To attract talent to the company, we empha-
size that our organization is committed to in-
vesting in learning and development, tools and 
technologies to support our employees’ long-
term growth complemented for example by a 
visually strong careers webpage.

• We regularly share company success stories 
on LinkedIn to vie for an increased share of so-
cial media voice versus competitors. 

• Our recruiting strategy is geared toward iden-
tifying targeted talent early who fully under-
stand the company’s selling points to utilize as 
“hook”;

• To retain talent at Baxter, we employ short-
term assessments, promotions, internal and 
lateral movements of our talent for their con-
tinued development;

• We have business leaders and team members 
who have documented success in their roles 
to become the organization’s talent ambassa-
dors to share their personal stories in the or-
ganization during the “Career Month” session.

• We always emphasize that Baxter is a respon-
sible corporate citizen that gives back to the 
communities where we operate. This is sup-
ported by many global charity programs that 
the Baxter International Foundation sponsors, 
and numerous local CSR (Corporate Social Re-
sponsibility) program supported locally.
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