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ABSTRACT

Objective: To gather the opinions of hands-on workers for successful introduction of the Development Safety Update Report
(DSUR) according to a five-year comprehensive plan for clinical trial development [Ministry of Food and Drug Safety, 2019].
Methods: We conducted a survey on considerations that industry stakeholders may have related to the enforcement of the DSUR. A
questionnaire was distributed among pharmacovigilance specialists from 13 pharmaceutical companies in South Korea on June 4,
2020. The questionnaire comprised two sections: 1) current status of the Drug Safety Data Management System and 2)
considerations on the implementation and management of the DSUR. Results: All respondents have agreed the introduction of
DSUR is inevitable for regulatory harmonization and safety of trial subject. However, most respondents (85%) felt concern about
additional workload with DSUR implementation. They answered that format and operation system of DSUR should be harmonized
with those of international standards and authorities need to minimize double burden due to related report. Conclusion: All
respondents asserted that domestic DSUR should be harmonized with International Council for Harmonisation of Technical
Requirements for Pharmaceuticals for Human Use (ICH) E2F guidelines. Respondents from global companies also suggested
regulatory authorities allow DSUR written in English to replace Korean version considering their deadline for submission.
Moreover, every respondent agreed regulatory authorities need delicate effort when implementing mandatory submission of DSUR
to ensure that even small pharmaceutical companies with no experience in DSUR can comply with the system.
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53 Zo3t oFE-o]AHk3-(Suspected Unexpected Serious
Adverse Reaction, ©]3} SUSAR) But ofuj2} A &
ek BE odike Bal AAle] o] Faxe] AR
Atk I bHTE FHE P o R E B
at7] flste Basi, AR AREHE okEe] RE
B AR gk 713 Bare} QbRAdel thigh b
7He oFstete] F7kellA AR F HHEE ASHe

gl ol F1709] e Al 198 ol A
52 9712 919 o) 3 QAP AT 59 At
%402 Z7heka OB, PPN 591 1459 F7P N
£ QNG F B FROIINST A ER 5
et ek PIAGE lokEe T B BAS
sidsly) 918 s Wekew W) Muska gt g

=l

"Bo Mi Lee and Sang Jun Park contributed equally to this work.

*Correspondence to: Ju-Young Shin, School of Pharmacy, Sungkyunkwan University, 2066 Seobu-ro, Jangan-gu, Suwon-si, Gyeonggi-do
16419, Republic of Korea

Tel: +82-31-290-7702

E-mail: shin.jy@skku.edu

53



54 / Korean J Clin Pharm, Vol. 31, No. 1, 2021

= Zsteford e Ado] thFs oA et

ICH E2F (Development Safety Update Report, ©]3} DSUR)
= Ao lE1A| 28993 (The International Council for
Harmonisation of Technical Requirements for Pharmaceuticals
for Human Use, ©|3} ICH)ol| ©]3ll QIPdA1 3-8 o okE<] b
3 AR gk A713 Hax 2o 3F ARS AEst]
Asted 2010 A= ATt DSURC|Z QA8 ook
I A" kA FE tigk T AE R FUHE AT
she 3ed EF HaXEA wid A gl AlEE ook
30D @A AR, Pls, YR, Ak F okl ICH 319
T el oFFoz AEsIER ok ey dhare)
73-%- DSUR A|&o0] 257} obd Aa1 gidolw, wijd 3¢9 o5
Hurjgho g dx) AR AAVSREaY] dAom
Aol tig A7) BaE diAskar ek ey QA
AR PIAAE Qo] S FHeR 8
= Harholw, QPSAIE AA dg Bl B g
DAl HAG M9l FRE B stES Fojqlt). o]
o 2019\ 84 AJFo] ekl AP Al F
ol A QA HhA A FA 208 iaEsiglc) ) A
o AR FRTANR QFAIR AT AA geie] dghke
2 A7)4 A FH EHa1(e]3F DSURY] o535 A7g3}

[

el

WEAAE JoFe] A H7tell tid Bt AAIHR] &

d B AFREAY AEEE d F
AlZel whet 2020 =78 QA Sjirke] AR FHIAR
Y, HE 1S LHste] AT E dAF o E =0E o
golet. ool ¥ Av= et ddS aEsaA = ICH
E2F 7tol=elR17} Hojgh 28}¥ DSUR Alx=9] 4F2 &=
U flste] Sl AFUA (=2 AepAE Zehell FAkh=
S g AA) A8 2lofsre) A AE
2] A|A F Bl tha A2 DSURAIE A8 2 29 a2
eALE ol il oS A3 AR AR AAlste] A= 2
“gap7gol] wrg it

o1

HE X Y HEZAL A=

T L] DFAIRE oJekEe] A #Eledl gk Akl
3 47 DSUR Al Y 2 9 3Rt vkes 91tk ol
AR 94 FHE Qsle] FRTES BEsle] Aot
0|3, ghmulo| ORI S piEATS], =
SE2HRIAYS ol AREA TS 8- 919 &
Aol whe} of ok kA AR 3, B, B4 JF-E 5
= e AlkdA 2F=7HA] (Pharmacovigilance, ©]3} PV)
AR ZAE7T 139 S o g dERAE AAISE T A

o MiE @ L 20208 62 4YRE 20204 6 24U7HA]
o] FojH om, SHES =ol7] ¥ste] 2020 6% 199, 2020
W 6Y 24 T A3Y] Wd-S et AEAlE ol
< B3 AERAt A5 uEsier, dRAe 7=
(Google) ATFALE 2P AT 2 A7 Adddigha A
T412)9) 93] (Institutional Review Board, IRB)ZHE 52l
< =319 THIRB number: SKKU 2020-10-025).

MBRAR|| g

AR Hos AYHIOM, A ase Tl
3 oA AR SHEH slel, 35 QR tht A
opileh thiral Aeple] gl b Aol FHstIA B
o). Ed, RE A% g ol Aedos 7% hed
TN QEAE T, ne A Bl Afold 71 3
2 vhRIsle] A7 Bastel wrk iR S AFE L 7
a7l Shih. AREAAE AR o AT TR
Aol 27 ATl T4 EoHRH ALEL Aelsie,
270 T4 FA9) 104 Bepo 2 TR AREA
of A FAE ACkIAe A A olokEe] kg AR
HelAA 29 @l T hEolnl, A FAE DSUR
o93} AlF 2 2ol B Ak o7 ol HEE g
o= FA50] ITkTable 1) BEEAA ] BE FEo
AF 24} 28 A S PVART 2 FAREI A A A
E5 o} SsIgT.

HEZAMX|S 74

RiotEIAte] AR H olorZol otny Fu BaliA 2 Hg
A o) AKAL oA Shald AR BAS 93 o)

o8 wlo] 5] ZIEARI Iz} 75 o 3 A7)F b
4 97F Z2A2 7= DSUR 978} Al B9 Al $83
29102 288 & gl o] whet S, v Al ofate] )
ofEfHlo]l ARE - Bl AL SJelrel tid 4714
g 371 ool diste] AR & FAlel = o'
Ao} 2y, Al A AR R B EloEE
Zlsh7] 13k dolEuol AR o Bl 1 S, AABE
oleRre] A71A A 7E el F7) B rkekA] e
7% 71 olfoll tigk A, DSUR Q%312 Q13 712491 &
A ook 22 A-S EFslaL Tk

DSUR 2|5t Al Y 2Hoi 2ret HMofAte| oA +3

DSUR A= £< M= A= Aoz 23t AekdA|
o] F/HRI G FE A7, A= A8 Ml(Scope), =3
Z2}H(Procedure)ol] tiat AF3A| 2] o)AG- o] o]Fo)zo} &
o}, B Z=A|0] A= DSUR 253} A= =9 A] DSUR A= $-



AEZAF AT /55

Table 1. Composition of the questionnaire used to ‘Survey on introduction of DSUR’ for PV specialists in Korea

Question

Section 1: Current status on Pre-Market Safety Information Management System in Pharmaceutical companies

* Does your company use a database to manage SAE data collected from pre-market clinical trials? If yes, what kind is it?

* Does your company perform a regular safety assessment (or benefit-risk assessment) for investigational product?

* If'yes, please fill out the time or period of evaluation.

* Does mandatory submission of DSUR lay an added burden on your company? If yes, why do you think so?

Section 2: An Investigation of opinion on introduction of DSUR submission and management

Do you agree to apply the mandatory submission of DSUR to all medicines when introduced in Korea?

[When selecting ‘Not Agree’] If you prefer to gradually encompass more and more investigational product subject to the

Scope

mandatory submission of DSUR, please arrange the items in order of priority that should be applied first. [e.g. A-B-C-D-E]
Which of the following do you think should be exempt from the mandatory submission of DSUR? (multiple answers allowed)

DSUR submission? (multiple answers allowed)

Procedure

In the year of initial introduction of the DSUR submission, which phase of clinical trials do you think should be applied to

Which do you think is the appropriate time for last DSUR submission?
According to DSUR guideline, pharmaceutical company should submit both PBRER and DSUR when it conducts clinical

trials on licensed drugs. Please select your preferred post-marketing safety reporting method for investigational product.

investigational product?

How long do you think a grace period is needed after the introduction of the mandatory submission of DSUR for

If you have any other opinions regarding the introduction of DSUR, feel free to weigh in with your comment.
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Table 2. Safety database used for safety data evaluation

Response Domestic N (%) Global N (%)
Not use of safety database (n=1, 7.7%) 1(7.7) 0(0)
Use of safety database (n=12, 92.3%) 5(38.5) 7(53.9)
If use of safety database, what kind is it? (Multiple answers allowed)*
Argus (n=8, 61.5%) 2(15.4) 6 (46.1)
cubeSAFETY (n=4, 30.8%) 3(23.1) 1(7.7)
Not stated (n=1, 7.7%) 1(7.7) 0(0)

*One of domestic companies uses both of databases (Argus and cubeSAFETY)

Table 3. Regular safety data evaluation and periodicity for Investigational Product in Pharmaceutical companies

Response Periodicity Domestic N (%) Global N (%)
Once in a year (n=5, 38.5%) 1(7.7) 4 (30.8)
Yes (n=9, 69.2%) Once in a quarter (n=1, 7.7%) 1(7.7) 0(0)
Depends on IP*®* (n=3, 23.1%) 1(7.7) 2(15.4)
No (n=2, 15.4%) 1(7.7) 1(7.7)
Once in a year (n=1, 7.7%) 1(7.7) 0(0)

Product speciﬁcb (n=2, 15.4%)
If necessary (n=1, 7.7%) 1(7.7) 0(0)

#The company conducts safety data evaluation regularly for all the Investigational product but the evaluation periodicity is depending on the product.
PProduct specific means the company does not conduct safety data evaluation regularly for all the Investigational product but they do for specific product.
*IP: Investigational Product

Table 4, Opinion regarding workload expected from DSUR introduction

Response Domestic N (%) Global N (%)
No additional workload (n=2, 15.4%) 1(7.7) 1(7.7)
Workload expected (n=11, 84.6%) 5(38.5) 6 (46.1)
If workload expected, why do you think so? (Multiple answers allowed)
Human Resource (n=11, 78.6%) 5@35.7) 6 (42.9)
Infrastructure for data management (n=3, 21.4%) 3(214) 0(0)
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Fig. 1. The percentage of people who did agree (blue) or did not
agree (navy) the mandatory submission of DSUR for all drugs when
introduced in South Korea. The figure shows how respondents who
did not agree (in percentages) prioritize what should be introduced
first. A: New Drugs (including Biomedicine), B: Incrementally
Modified Drugs (including Bio-better), C: New Combination Drugs
(all ingredients licensed), D: Generic Drugs (including Bio-similar),
E: Drugs designated for Risk Management Plan or Re-examination
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Table 5. Surveyed companies’ opinions on DSUR procedure and operation.

Response

Domestic N (%)

Global N (%)

« In the year of initial introduction of the DSUR submission, which phase of clinical trials do you think should be applied to DSUR

submission? (Multiple answers allowed)

Initial IND (n=12, 85.8%) 5(35.7) 7 (50)
End of Phase 1 (n=0, 0%) 0(0) 0(0)
End of Phase 2 (n=0, 0%) 0(0) 0(0)
End of Phase 3 (n=1, 7.1%) 1(7.1) 0(0)
Others (n=1, 7.1%) 1(7.1) 0(0)
« Which do you think is the appropriate time for Last DSUR submission?
Declaration date of end of a clinical trial (n=7, 53.8%) 2(154) 5(38.5)
Submit date of NDA (n=3, 23.1%) 2(154) 1(7.7)
Others (n=3, 23.1%) 2(15.4) 1(7.7)

According to DSUR guideline, pharmaceutical company should submit both PBRER and DSUR when it conducts clinical trials on

licensed drugs. Please select your preferred post-marketing safety reporting method for investigational product.

PBRER Only (n=7, 53.8%)
PBRER and DSUR (n=3, 23.1%)
PBRER and (if necessary) DSUR (n=3, 23.1%)

2(15.4) 5(38.5)
1(7.7) 2(154)
3(23.1) 0(0)

How long do you think a grace period is needed after the introduction of the mandatory submission of DSUR for investigational product?

6 Months (n=2, 15.4%) 2(15.4) 0(0)

1 Year (n=5, 38.5%) 2(15.4) 3(23.1)

2 Years (n=1, 7.7%) 0(0) 1(7.7)

3 Years (n=3, 23.1%) 1(7.7) 2(15.4)

Others (n=1, 7.7%) 1(7.7) 1(7.7)
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