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<Abstract>

Objectives: To provide guidance for agency planning by identifying barriers faced by Korean
pharmaceutical companies in global regulatory affairs. Methods: A questionnaire survey on global
regulatory affairs was administered by email to personnel at Korean pharmaceutical companies. From a
total of 60, 28 responses were collected. Respondents’ companies were classified as small-sized or
large-sized, based on whether their annual sales amounted to KRW 100 billion. Results: Small-sized
companies were experiencing greater difficulties in receiving drug approvals from advanced countries,
particularly during the Investigational New Drug (IND) and Good Manufacturing Practice (GMP)
processes. Conclusions: Support measures to specifically help small-sized companies enter more
advanced markets and further improved global regulatory guidelines that can meet large-sized
companies’ expectations are needed. Moreover, domestic and global regulatory standards should be

harmonized to benefit both groups.
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<Table 2> Drug approval success rate per region
e Annual Sales Total Submission Rate, No. Approval Rate, No. of Success )
egion Size Respondents of Respondents Respondents Rate(%) p-value
(%, (N) (%, (N))
Asia/ <100 bil. 10 90.0(9) 90.0(9) 100.0
Oceania g9 p. 18 100(18) 94.4(17) 94.4 0.581
Total 28 96.4(27) 92.9(26) 96.3
Latin <100 bil. 10 70.0(7) 60.0(6) 85.7
America 109 pi. 18 94.4(17) 72.2(13) 76.5 0.451
Total 28 85.6(24) 67.9(19) 79.2
Africa <100 bil. 10 60.0(6) - -
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Total 18 50.0(14) - -
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Total 18 50.0(14) 35.7(10) 71.4
u.s./ <100 bil. 10 50.0(5) 30.0(3) 60.0
Europe 0.632

1) P-value: <0.05
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<Table 3> Comparison on the level of difficulties companies face during different phases of drug regulatory
affairs

Level of Difficulties

ltem Mean£SD
, , p-value5)
<100 bil. =100 bil.

Difficulties related to Non—clinical Data 4.031£0.64 3.63+0.45 0.253
Difficulties  from regulatory agencies’ unwillingness to 4.52+0.50 3.89+0.51 0.008
accept domestic bioequivalence/clinical data
Difficulties in selecting sites for bioequivalence/clinical 4.50%0.70 3.60£0.33 0.007
studies

IND1)  Difficulties related to reference product for bioequivalence 3.76+0.57 3.58+0.31 0.544
test
Difficulties related to inspection 4.60+0.58 4.04£0.47 0.032
Difficulties in implementing bridging studies 4.54+0.69 4.34+0.63 0.452
Difficulties  in  understanding and  implementing 4.37£0.72 3.73£0.49 0.040
country—specific regulations
Total 4.33+0.31 3.83+0.49 0.004
Lack of information on change of regulations 3.6610.64 3.64£0.39 0.684
Difficulties in conforming to country—specific regulations 3.86+0.78 4.16+0.49 0.328
Time—consumption 3.89+0.57 4.17£0.38 0.213
Large cost for application 3.95+£0.93 3.81£0.73 0.574

NDA2)  Regional favoritism 3.7910.63 3.73%£0.36 0.619
Difficulties in preparing CTDs/eCTDs 4.14%0.54 3.76%0.57 0.143
Large cost for maintaining approval status 3.45+0.84 3.49+0.65 0.905
Difficulties in communicating with regulatory agencies 3.6810.43 3.86%0.29 0.417
Total 3.7510.68 3.83+0.21 0.979
Unacceptance of KGMP 4.28+0.59 4.1440.74 0.390
(Cannot be exempt from inspections)

aWP3) rD;;chl:tllt(l)er]ss in conforming to country-specific  GMP 4.3640.45 4134072 0.296
On-site inspection 4.29+0.56 4.14+0.61 0.503
Total 4.4140.39 4.1440.27 0.003
Unacceptance of KP 4.60£0.51 4.6210.14 0.798
Dn‘ﬂclultles‘ in confor‘mlngl to high quality standards 4.9840.70 41740 56 0.511
(Ex. impurities specifications)

OMCA) Difficulti i formi bili

Micuties  ~in ~ conforming to stabilly  n910 44 4.07+0.34 0.879

specifications/regulations
Total 4.2610.22 4.311£0.33 0.761

1) IND: Investigational New Drug

2) NDA: New Drug Application

3) GMP: Good Manufacturing Process

4) CMC: Chemical, Manufacturing, and Controls
5) P-value: <0.05
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<Table 4> Preference of governmental support measures

Total Preference(%, (N))"
Support Measure Sales Respond pfvalue”
Size ents 2 3 4 5
Establishing database on <100 bil. 10 10.0(1) 10.0(1) 40.0(4) 20.0(2) 20.0(2) 0.0(0)
global regulatory ‘ 0.235
guidelines/information >100 bil. 18 38.9(7) 11.1(2) 27.8(5) 11.1(2) 5.6(1) 5.6(1)
Portal on revision history of <100 bil. 10 0.0(0) 10.0(1) 20.0(2) 30.0(3) 20.0(2) 20.0(2) 0.062
regulations >100 bil. 18 5.6(1) 22.2(4) 27.8(5 16.7(3) 16.7(3) 11.1(2) ’
ASSiSt?”CS programs <100 bil. 10 0.0(00 20.0(2) 20.0(2) 10.0(1) 20.0(2) 30.0(3)
including consulting
Sessions, forums,
educational  opportunities 0.140
which aims to support >100 bil. 18 56(1) 11.1(2) 5.6(1) 27.8(5) 27.8(5) 22.2(4)
companies enter the global
market
Educational programs for <100 bil. 10 10.0(1)  0.0(0) 10.0(1) 20.0(2) 40.0(4) 20.0(2)
global regulatory 0.262
professionals >100 bil. 18 0.000) 0.0(00 11.12) 33.3(6) 16.7(3) 38.9(7)
Mutual recognition between <100 bil. 10 70.0(7) 10.0(1) 20.0(2) 0.0(0) 0.0(0) 0.0(0) 011
countries >100 bil. 18 38.9(7) 22.2(4) 11.1(2) 5.6(1) 22.2(4) 0.000) ’
G2G  meetings  between <100 bil. 10 10.0(1) 40.0(4) 0.0(0) 20.0(2) 0.0(0) 30.0(3)
regulatory  agencies  for ‘ 0.062
solving regulatory issues =100 bil. 18 11.1(2) 33.3(6) 16.7(3) 5.6(1) 11.1(2) 22.2(4)
1) Multiple answers were allowed
2) P-value: <0.05
<Table 5> Main source of information for overseas drug regulatory affairs
Support Measure Sales Size Total Prop(ol\zgl)?)n (%. p-value?
Guidelines/reports  provided by Korean regulatory <100 bil. 10 30.0(3)
agencies and similar governmental organizations >100 bil. 18 33.3(6)
Educational programs provided by Korean regulatory <100 bil. 10 40.0(4)
agencies or similar governmental organizations >100 bil. 18 33.3(6)
<100 bil. 10 90.0(9)
Global branches or local agencies
=100 bil. 18 72.2(13)
0.070
<100 bil. 10 60.0(6)
Local agency
>100 bil. 18 38.9(7)
) ] ) <100 bil. 10 10.0(1)
Database provided by private companies
>100 bil. 18 0.0(0)
<100 bil. 10 0.0(0)

Others

1) Multiple answers were allowed
2) P-value: <0.05
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