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Q1 Coding A| Primary SOC 7} Of:l Secondary SOCZ HJE 3P7|1E X "2 AR, Primary SOCE 24X o= MEbslof sict= 2AH
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2.3 Do Not Alter MedDRA
MedDRA is a standardised terminology with a pre-defined term hierarchy that should
not be altered. Users must not make ad hoc structural alterations to MedDRA, including
changing the primary SOC allocation; doing so would compromise the integrity of this
standard. If terms are found to be incorrectly placed in the MedDRA hierarchy, a change
request should be submitted to the MSSO.
CESH 'MedDRA 2 At2|(MedDRA Best Practices) 2t k= &0 247t =0, 0 A2 M4 20 SUH LHES & O XPMSHH EHotD
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2. PRIMARY SYSTEM ORGAN CLASS (SOC) ALLOCATION IN MedDRA
2.1 PURPOSE
This section explains the concept of the primary System Organ Class (SOC) allocation
in MedDRA and why the primary SOC should not be individually selected by MedDRA
users. To do so undermines one of the main goals in using MedDRA as a regulatory
standard.
? 5 BMe 25 MedDRAZMO|X|How to use > Support Documentation H[O|X|(https://www.meddra.org/how-to-use/support-
documentation) O A} CHRZE @OM 4+ QIALICY,
Q2 | U5EA B2 LHFAIH LZARBRASLICH
HETY(pdf) &0 HRZLICH
Q3 WHO ART & MedDRAS 22 X107} Q/LIR?
WHO-ARTS| ZL, WHO-UMC(Uppsala Monitoring Centre)of Al 0|4 Atddl 2105 2[of JHE, B StE 20{% JLICE O[of H|s MedDRAE OFF
e OE M X FEM 28 + UZSE NOHEUD] RO CiRe HRPPr 1 X0 80 =& BELICL & 80HE 1RXNeR
QAFsH 220| QIX|2H WHO-ARTL| AL 445, MedDRAE 5HIZ Fx2 0] /= Zi0] 2 X0|F YLICt 2015F 0|2 2= UMCHAM = ICHES
©1 MedDRAZ AFE312| RISt O 0|4t FOO|ESHD UX| 4O, wixf AHlLshA MSSO2F e B3IA| THg YO0|EStn AUSLIC
Q4 | 2Y A5 40N =l ArZO| A0 MY EZLICE. (p.68)
<Patient accidentally 1) took drug Y instead of drug X and became 2) short of breath.> O|A|2} 2H245}0{ 1)t 2)EH 2k2i0]|
ChisH 242t Sto12t 20| coding £ dlf FAI=H 0] FR0l= A5XC2 & F 0 222 coding 0| O Fekot IFYRIX| Z2
EEILICE OfL|™ event & 2 0= +F510 1), 2) 2F2IC = coding 3H{0F Sh= 21UX|Q?
U, 2 Az 4 0Me & HE 25 HEi5k= 20| &= 3 YLICH
B2E Ol Aol ge DY W, & 0|42 MedDRA 80{E IEHSIH O B2 FEE MY & UCHH 2Ysto DY = USLICL 8
LHE2 'MedDRA 801 MEH: 1121 At 2AO] M4 354 0l =I5t o= USLICH.
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LM EC E4of meh AgStAIR ELIC 21& MEC MEMPL 22 ARs SYSHA 42X A1ofo] MMHLOILE A2 HMFu 22 4
2 HORHoF & 50| BOIX|EZ LE0| HS o B0 SSLICE 3.2.P Yols HAMS| MA|D, 2301 QUSH0] ZHgSHAH = ZU&LIC
Q2 | QbD & X85l0{ JHUS MIF2| AL, Y HIIHEL DoE XtESS 3.2.P ol HOtLt XtA[S| 'Lt ? L2 2| AH 20{5HLtR?
AOFX TA| "OFE YAl A Solof ot 7 0l ofH, YLAIHAZSIEMO| HESIo0rd JHAFELUE EEYMAREE & 1Al
R 3,400 |H CTD RAFACZ ASH0{0F SfLICHRt, HES| M EIO|EE EAIT CTD Module 2.3 £ 9f?t HIHSINSS & =+ USLICH
0|=0il IND X& Al= CTD YA 2 24d5t0] eCTD 2 H|ESH0{0F BiL|CY,
M9 - ICH M9 ME=erratd 22X 4 2+ AT James Mann / Xavier Pepin
Q1 | EA| BCS waiver & 8l siot=l sHQlAP} JALta?
James Mann =¥ | am not aware of anyone using ICH M9 yet as many countries are still in the process of updating there local
guidance/regulations to align with ICH M9, | suspect it will be used many times in the coming years though. Many companies have exploited
BCS biowaivers in the territories where this has been part of the guidance for many years (e.g. USA/EU etc), however sometimes they may
have been forced to generate different experimental packages to fulfil the unique elements of the different territorial requirements.
Xavier Pepin = To build on James' comment, there are also a large body of evidence in the literature for supporting BCS classification of
essential drugs. Here are below a few examples and commentaries
1. C. L. Cheng et al, Biowaiver extension potential to BCS Class Il high solubility-low permeability drugs: bridging evidence for metformin
immediate-release tablet. £urJ Pharm Sci22, 297-304 (2004).
2. L. Kalantzi et a/, Biowaiver monographs for immediate release solid oral dosage forms: acetaminophen (paracetamol). / Pharm 5ci95, 4-14
(2006).
3. C. Becker et a/, Biowaiver monographs for immediate release solid oral dosage forms: isoniazid. / Pharm Sci96, 522-531 (2007).
4. C. Becker et al, Biowaiver monographs for immediate release solid oral dosage forms: ethambutol dihydrochloride. / Pharm Sci97, 1350-
1360 (2008).
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5. C. Becker et a/, Biowaiver monographs for immediate release solid oral dosage forms: rifampicin. J/ Pharm Sci98, 2252-2267 (2009).

6. S. Grube et al, Biowaiver monographs for immediate release solid oral dosage forms: Quinidine sulfate. Journal of Pharmaceutical
Sciences 98, 2238-2251 (2009).

7. A. Okumu, M. DiMaso, R. Lobenberg, Computer simulations using GastroPlus to justify a biowaiver for etoricoxib solid oral drug

products. Eur J Pharm Biopharm 72, 91-98 (2009).

8. Y. Tsume, G. L. Amidon, The Biowaiver Extension for BCS Class Ill Drugs: The Effect of Dissolution Rate on the Bioequivalence of BCS Class
Il lmmediate-Release Drugs Predicted by Computer Simulation. Molecular Pharmaceutics 7, 1235-1243 (2010).

9. C. Alvarez et al, Investigation on the possibility of biowaivers for ibuprofen. / Pharm Sci100, 2343-2349 (2011).

10. J. R. Crison et &/, Biowaiver Approach for Biopharmaceutics Classification System Class 3 Compound Metformin Hydrochloride Using In
Silico Modeling. Journal of Pharmaceutical Sciences 101, 1773-1782 (2012).

11. J.B. Dressman et al, Biowaiver Monograph for Immediate-Release Solid Oral Dosage Forms: Acetylsalicylic Acid. Journal of
Pharmaceutical Sciences 101, 2653-2667 (2012).

12.R. Cristofoletti et a/, Biowaiver Monographs for Immediate Release Solid Oral Dosage Forms: Efavirenz. Journal of Pharmaceutical
Sciences 102, 318-329 (2013).

13.S. Colon-Useche et al, Investigating the Discriminatory Power of BCS-Biowaiver in Vitro Methodology to Detect Bioavailability Differences
between Immediate Release Products Containing a Class | Drug. Mo/ Pharm 12, 3167-3174 (2015).

14.N. A. Kasim et a/, Molecular Properties of WHO Essential Drugs and Provisional Biopharmaceutical Classification. Molecular
Pharmaceutics 1, 85-96 (2004).
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Q1 | CIOMS B0| E11M A2 OFH 0|85H &|LiQ?

I would like to respond to the question "How can we utilize the CIOMS report format". As emphasised in my presentation, the CIOMS-1 Form
is a 30-year old and outdated way to collect ICSR information. According to ICH, only E2B(R3) is considered ICH-compliant. For this reason,
the WHO-UMC will soon launch an online tool for reporting ICSRs from a keyboard in a E2B(R3)-compliant manner. However, this on-line tool
will be available only in countries where the National Regulatory Authority is using the VigiFlow system supplied by the UMC. This being said,
to report a case to the Market Authorisation Holder (MAH) of Korean Authority, you may be using a CIOMS form. Then, the Health Authority or
the MAH will be entering the case into an E2B(R3) database. Then, in order to get the detailed information that the CIOMS-1 form is not
designed to collect, they will re-contact the Reporter which with actually constitute a repeated collection of information.
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Q2

For generic products, several companies each collect safety information respectively. In this case, who write a PBRER? is it
each company write a PBRER with the information that they have? Or only the company of the original product write a
PBRER?

No matter if it is an originator or a generic, as long as the company has the product on the market, the company has to submit a PBRER for
the data they received.

Q3

It seems that the literature search rely on the company's capabilities. Are there search terms commonly recommended to
use for DSUR or PERER? Or each company should decide search terms considering their benefit/risk of product?

Review of the literature requires some medical knowledge. The search strategy for a medical topic varies, depending on different topics;
MedDRA SMQ is most recommended.

Q4

YoIHo = M8oh= 2l BP BA=EYE Aol o2 = A=H Al =30] & Thet Felo| o™ 7 RELFELLL

It is true that for very old products, the cumulative exposure data are often unavailable. The company may focus more on periodic exposure
data. A recommendation is: the company explains in PBRER that cumulative exposure data is not available, patient exposure data is
estimated since when---. Then the later report can be compared with the former report.
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Q1

What kinds of bridging studies needed in case of using the different product formulation between non clinical and clinical
study?

For most of the cases, a bridging study may not be required, if the drug substance is the same and formulation is relatively simple. You can
address the differences by doing comparative human PK studies. However, if formulation has changed for the modified release tablet, a
bridging safety study would be required to demonstrate comparable PK profile.

Q2

FDA 710|=2t9l & 'Endotoxin testing for single-use intraocular ophthalmic Devices' LI&0| UEIH|, 0] F2= =2 TASS
olys 23l =PYE XReZE A1 ACH, BE F UYSHUEL} ot A AFEElE Y28 FRILE ALY XX ESE @[p
QLY HofA SESO| CH3t test 2 LT USLICE Intravitreal injection Bh= SHH|Q|FEQ| HROE S=20|A Endotoxin
test & 21 St Bt A7

I'am not the expert to answer the 2nd question, as | am not doing device.
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Q1

Established conditions may vary between regulatory bodies. Do you have experience or suggestions on how to approach the
differences between the regulatory bodies?
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Q2

Not many countries have PACMP in their regulations yet. Does AZ have experience in getting approval for PACMP in such
countries? Also for nonPACmP adopting countries do you have any suggestions on resolving the different timelines for
getting approval for a change in different countries?
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