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PROCEEDI NGS

SURGANJAN DE: AlIl right. Good
norni ng, everyone. M nane is Suranjan De. | amthe
Deputy Director with Regulatory Science in the Ofice
of Surveillance & Epidem ology in the Center for Drugs
at the FDA.

So today we have the third neeting.
We're going to be going through all that we have
di scussed at the first two neetings, plus we had a
webinar. And we will be going over all the data
el ements that we have discussed earlier, and here we
are tal king about all the regional elenments that we're
t al ki ng about .

So we're going to have first norning
session wll be tal king about all the different kind
of regional data elenments with pre-nmarket conbination
products any other regional elenents. Then we'll take
a break. We will then have TJ, who's going to talk
about sone FDA specific O DS because of these regiona
data elenents. We also have the regional FDA specific
O DS.

We're go into lunch. W tal ked about -
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- we'll talk about some regional forward conpatibility
fromE2B R3. We'Ill talk about the subm ssion
mechani snms because now we're going to have pre-
mar ket / post - market, so the hel ping nmechani sm splits.

Then we're going to go into the
afternoon into the denonstration of the E2B validator.
So this is a validator with any sponsor can validate
the regional R2 and convert that to a regional R3 or
upl oad a regional R3 and validate that to see if the
data is -- the valid -- the data is correct and they
could submt -- before they could submt, they could
do that check.

And then finally, I will have it as an
open di scussion and not make it too formal for any
ki nd of questions we want to discuss, only specific
things that we came across during the day. And we can
sit together to conme up with a solution, if you have
questions or any suggestions that, you know, you all
want to provide.

So with that, there's some housekeepi ng
itenms | want to get aside: is one being, you know,

pl ease silence your cell phones; the restroons are
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| ocated at the far end of the main hallway, the right
of the roomm wi-fi is available here, the w-fi
network is FDA public and the passcode is public
access, all small letters.

So we'll save the questions for the end
of each session. Lunch is 11:45 to 1:00, and you have
seen the kiosks here where you could go and order your
f ood.

As you will recall, this nmeeting has
been requested, so there will be a |link avail able on
the FDA site once we have the recording, which wll
al so have the transcripts, these slides that we
present today, and eventually we will also post the
regi onal data elenents that |I'mgoing to go over

VWhen we go over the regional data
el enents, you will also see that these elenents are
pl aced in a huge big Excel spreadsheet that
constitutes off all the ICH el enents and the regional
el ements with the variations being highlighted. And
you w |l have 20 to 30 days fromthis neeting to post
your comments in the docket. And howto do that is

avai l able at the registration table and our Docket No.
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I s FDA-2018- N-4002.
So with that, I will start with ny
updates on FAERS Il. So we'll go over a little bit on

the plans and the tinelines, and then go swiftly or
into the data el enents.

So we have discussed -- we had tal ked
about this at ny first nmeeting | ast year, March. Just
to revise what was our objectives for FAERS || as
FAERS Il is very mssion critical system for CDER and
CBER. And this is to provide a nodernized system for
pre- mar ket, post-market, and product quality defect
reports.

And we plan to enhance and unified data
anal ytics and signal managenent. We have to achieve
the data staNDA-rds for ICH E2B R3 and deconm ssi on
our old tools, and this has been desi gnated by HHS as
a noderni zation priority.

So going into the scope. So scope was
very straightforward: it's to inplenment the system
whi ch has a case processing platformand data
anal ytics by including the staNDA-rds of ICH  And

then we go into the operation node and maintain the
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software tools that we have -- we are inplenenting,
and the deconm ssion of old tools.

The tools that we use are inplenenting
is for the analytics, we have the Rx tool, and for
case processing, we have the Aris d obal LifeSphere
t ool .

So going into sonme of the tinelines.
So we had our first ePronpt neeting March 25th; our
second one we had on March -- July 17th. Then we
drafted our regional elenents for public review, so
that is what we're going to be presenting today. From
March to now, we have been communi cating the data
el enments through these ePronpt neetings. But today
we're going to go over, like, a final draft, which
then we wll provide for your conmments.

So today is our ePrompt neeting, and
then we will go into -- we'll try to post this draft
by end of this nonth so we can post this, all the data
el ements. So you will see a huge big basically a
spreadsheet, actually two spreadsheets: one will have
all the data el enents; and the second spreadsheet wl

have the forward conpatibility docunment, which shows
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how you for the regional elenents froman R2 to R3.

And then, hopefully, by end of this
fiscal year, we will provide -- nake the E2B vali dator
avai l able that we're going to denonstrate today and
the technical specification. And then sonetinme by end
of this year, we will have this ready for E2B R3
testing. So that's, so far, that's the tentative
timelines that we have.

There has been sone change. Initially,
our plan was to have sonething by March, but there
have been circunstances where for which we have to
nove this, and so here's the next tentative tinelines
t hat we have planned for.

So just to go over sone of the testing
pl ans and the nethods that, once we have, you know,
ready for it to be R3 testing, howw Il you do sone
kind of -- this kind of testing when you are ready
wth the R3 subm ssion, the regi onal subm ssions.

So first thing first, we have no
conpliance date defined for R3 subm ssions, okay.
Sponsors can start testing after Septenber 2020, which

means here's the date for Septenber 2020 when we have
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the validator avail able and the technical spec
avai l able. Since you already would have the regional
data el enents available to you and sponsors could
start devel oping, there are three subm ssion files
using those data el enents, and then start testing them
t hrough the validator, and then eventually also test
them by submtting that to FDA in a non-production
envi ronnent .

So as | said, FDA wll to provide the
validator to pretest sender's ICSR. This validator
actually will be available publicly through a URL. W
plan to put this validator actually on the electronic
subm ssi on webpage that we have for FAERS, so you wl|l
have a link there and you could go there and use a
validator to test your |CSRs.

One thing to you know, this validator
does not give you an acknow edgenent; it gives you the
error nessage right on the screen. But when we got to
t he process where you actually submt the file to a
non- production environnent to test through the
gat eway, we woul d send acknow edgnents back, so you

coul d see those acknow edgenents and test it out.
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So you continue to submt in R2 formt
until you are ready for R3. And as | said in the
first bullet point, there's no conpliance date for R3
t hat has been defi ned.

So the idea would be to also test both
pre-mar ket or post-market, including combo products if
you have in the R3 format with the regi onal data
el enents and devel opi ng mechanism This is where |'m
going to talk to you around 1:30 of the different
routing mechani sns that you need to submt these when
you are submtting to a non-production environnment for
the pre-market and the post-market. There's going to
be two different routes and we just can send ours in
the afternoon.

When you're doing your first production
subm ssion, it will be nice if you can just notify
that to us when you're ready, and so that we are al so
prepared fromour side to make sure that it's going
t hrough, it's passing through. And if you face any
| ssues, then we are able to notify that inmediately.

And then any questions during your

testing, you can send it to this email address.
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Anyt hi ng even after the docket, you know, tine period
I's over, you can also shoot an email to this emil
address with any questions you woul d have.

So as we go through the -- as you go
t hrough the data el enents, as we go through the |i st
of all the different data el enents, the spreadsheet
that we're going to post has the headers in this
format. So what we have is the first colum in this
spreadsheet has sonething called the source. The
source will define, there's two values; either the
source of this data elenent is originally fromICH, or
the source is FDA. If it says FDA, that neans that
it's a regional elenent. Okay?

Then you have the el enent header and
the elenment -- data el enent nunber. Any data el enent
number that has been prefixed by an FDA. c. 1.1,
anything that is prefixed by FDA, that's a regional
data el enent, okay, that has been defined by FDA.

Then you have the data el enent nane,
you know, you have the max | ength, data type, and
field values allowed. Now, let's say we had data

el ement which was defined by ICH so the source w |
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say ICH  You have the data el enent nunber; there'l
be no prefix to those el enent nunber. You have the
data el enent name, the max |l ength that was defined by
| CH, the data type defined by them You have the

al | owed val ue, and then you have the | CH confornmance
and the I CH business rule.

Now, if you had a data el enent that was
defined by FDA, then you will see -- you'll see the
source saying FDA, the data elenment nunber will have a
prefix of FDA, you will have a data el enent nane, the
data max |l ength that was defined by FDA, the data
type, the data values, but you won't have any
i nformati on under | CH conformance and busi ness rul es.
You will see sonething like this where you will have
t he post-market, the conformance, and its business
rul e; you have pre-market, the conformance and
busi ness rul e.

If a specific data elenment was truly
only used by pre-market, you will find that it wl
say under the conformance the pre-market business
rule; in such case, the post-market conformance and

t he business rule for post-market will probably be
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bl ank or just a hyphen listed there, so printed there.

And then for the ICH el enrent or non- --
or regional elenment, it'll say the type of change, and
the type of change will say, hey, this is FDA el enent
-- FDA-defined elenment, or it'll say that this is --

It confornms to ICH rules. Any notes, and then you
have the non-flavor applicable, the field AODS, and
the HL7 data types.

The sanme spreadsheet also has a second
tab which lists all these data elenents with the
expanse, anything which is the non-expanse or anything
which is the values that it has in expanse.

So as we go through the data el enents

after this, you will find that anywhere we have a
change that only has been listed in the slides. It
also lists down, you know -- basically, they give you

the data el enent nanme and then lists down the specific
sections where we have a change. And once you see the
spreadsheet, they are also color-coded, and it

hi ghlights in the spreadsheet, you know, which ones
are FDA wi th what ot her change.

Also, we will also find in the
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spreadsheet that -- and also in the slides, there are
sone data el enents where, you know, we had to make it,
|l et's say, conditional-mNDA-tory based on a
particul ar rule even though the ICH rule have may have
said optional. But as far as FDA is concerned, it's
conditional -maNDA-tory and it is very clearly

hi ghlighted in those, in the spreadsheet and the
slides wll also say that.

So wwth that, I will go on the second
topic. But before | go on the second topic, any
guestions | can entertain? Yes, sir. Yeah, if you're
going to use that, then others could. You can pull it
up.

RI CK HESTER: H, Rick Hester,

A axoSm t hKl i ne. Suranjan, a couple of questions
related to sort of testing and transition. So wll
there be a required set of test cases or test reports
that will be required by industry to certify in
advance with the FDA before transitioning?

SURGANJAN DE: So we didn't plan for
any specific test cases. | nean, the idea here was

since now we have a validator, the expectation would
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be that sponsors could go to the validator, you know,
test maybe different scenarios that they have as part
of their subm ssion. And once it's validated, then
you woul d submt that through the gateway, through a
non- production environnment because we want to test two
things here: once is the validity of the data that you
have and the structure, and then passing it through
the gateway to nake sure that you get the

acknow edgenent.

So we're not going to have to typically
not do what we done, which was say, hey, send us those
10 files in of this type. Here, we would request, if
you're |l ooking for a specific type of data files you
want to submt, pre-market reports, post-market
report, and conbi nation product; that will basically
cover all the different types of three general data
el ement s.

RI CK HESTER: Second question al ong the
sane lines. Do you know when you'll be ready to
publish a date by which you'll be ready to accept
subm ssions in E2B R3 format?

SURGANJAN DE: We, according to the

www.Capital ReportingCompany.com
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timeline, we would like to start our testing by
November. So | think from FDA' s perspective, we are
targeting to be ready by Novenber, but not enforcing
that all sponsors have to be ready to Novenber because
we are accepting the data so we need to be ready in
some way or formso that if sonebody wants to test,
they can test, or if sonebody's ready, they can
submt. So our target date is sonetinme end of this
year to be ready.

RI CK HESTER:. And ny | ast question is
to do with your core and regional data el enent
spreadsheet, and you nenti oned how there wll be
clearly identified whether it's a source from I CH or
FDA. And | was curious for ICH source data el enents,
wi Il the FDA change the conformance of the business
rules for any of the ICH el enents?

SURGANJAN DE: So | think there are
very few el enents where typically what has changed is
| think the conformance of the data el enments, and the
structure, data type, data length has the -- we'd
never try, we don't want to even touch them But

there are sone rules where if he said that this was,
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you know, a pre-nmarket data elenment used for, let's
see, | don't know -- I'mjust thinking of an exanple.

But if there was an el enent where FDA
is in the post-market side, there's a rule that if
this is this, then that should be that, but that data
el ement was an optional data el enment. But just
because, you know, FDA requires a data elenent, we
have made it in such a way that if you don't have it,
then you will have to use a non-flavor to kind of
conpensate with that data elenment. All right?

UNA CASEY: Good norning, Suranjan.
Una Casey from Oracle. W just have a coupl e of
guestions, one of them being for software vendors.
WIIl there be the opportunity to start testing before
t he Novenmber 2020 tineline?

SURGANJAN DE: | think we will be ready
-- | nmean, you can start once you have the validator
avai l able. This afternoon when you see the validator,
you will see. | nean, it's as sinple as sonebody
upl oading an XM file, which you have, and you have to
just click on a button called validate and it'll start

showing you if the XML is validated or -- it's a valid
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XML or what errors it has. It gives you a |list of
errors.

| think your first step probably woul d
be to start using that to test that file is good. And
t hen once you are done with that, the second stage
woul d be to sending it to the gateway so that you want
to also test the acknow edgenment that will conme al ong
with. But, yeah, so based on this tineline, we are
targeting that by Septenber, we nmake this URL
avai l abl e for everyone to use it.

UNA CASEY: COkay. Then request as wel
for the software vendors, we can nmake our own cases,
but it would be hel pful to have sone sanple fil es of
expectations to neet the m nimumrequirenents that you
have for the system as well.

SURGANJAN DE: Good. So, yeah, even if
you | ook at nost of our -- when you look at all the
data elenents that we -- | nean, this when it cones to
a spreadsheet, you will find many of our data
el enments, especially with FDA. It's very |lenient and
many of them are optional; very few you will find that

there is some conditional -maNDA-tory put in. But nost
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of them especially all the ICH el enents has been to
skip as is. And when we added sone regional data

el ements, many of the regional data elenents are al so
kept very optional, you know.

So | think the concept here, the way
they look at it at -- and I don't want to reject a
report because our adm nistration was wong and it was
a fatal report, all right, so you don't want a
rejected a report because of that. So that's the
reason why nmany of the data elenments are all just
ski pped, very optional.

In pre-market site, there are a few
rules, | would say. And also the reason being, we do
al so understand when you have pre-market report, you
know, the data is nuch better than what you get in a
spont aneous report; it is nmuch nore controlled. So,
yeah, you will see all the different rules as we go
t hrough the different data el enents.

UNA CASEY: Okay. And then as you are
tal king about E2B R3 data el enents, there was a
questi on about when will the SBL routes of

adm ni strati on and dose fornul ati on code nust be
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har noni zed for mapping with EDQM and then the | CH code
lists. |Is there any work in that area, and when w ||
you publish your details?

SURGANJAN DE: So that will -- TJ will
hel p me answer that question. TJ, you want to go to
t he m crophone, please?

UNA CASEY: | asked that question
sinply because the EMA have now published their date
for MoNDA-y, June 14 of R3, and they al so speak about
the use of some of the 1SO referentials, so it's just
havi ng the harnoni zation in that area.

TAN-JEN CHEN: So the EDQMis a
conplicated case. At ICH, it could be we commtted to
use EDQM as a dosage form for subm ssion. However,
when we tried to map our regional dosage fromto EDQMV
we found that there's no one-to-one mapping. | mnean,
try to achi eve one-to-one mapping is al nost
| npossi bl e.

| can give you a very quick exanpl e.
For exanple, we got at vail liquid filled gel that is
approved in U S. as a capsule. Now, EDQM does not

have capsul e; they have capsul e soft or capsul e hard,
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so there's no one-to-one mapping in that case.

However, in E2B, we also said you can
use the basic dosage fromuse of rendering term so
that a capsule is available for that, so we need to do
sone transformation on our end. For U S. donestic
product, you can continue to use EDQM  You woul d
select the one that is nost resenble or nost close to
your product, and we need to do sone transformation on
our end. At ISO we are trying to find out a solution
so that we can generate this global PHP ID, but that's
a separate topic.

TAN-JEN CHEN: Yes, it is.

UNA CASEY: Okay. So | just want to
just have a follow up question on that. So if a
conpany is follow ng the EMA spec, right, and they
just happen to pick an EDQMtermto then send the file
to FDA, as an exanple, would you guys reject that file
because that's not the code that you are | ooking for?
Okay. Now, the conpany chooses a current SPL code,
woul d you accept that and not reject the file?

TAN-JEN CHEN: | nean, | think fromny

-- and our | ast sentence was, | don't think we wll
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202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 22

reject data el ement because the dosage form used EDQM
val ue on an SPL val ue.

UNA CASEY: Ckay.

TAN-JEN CHEN:  You know, if | have a
fatal report and | just reject a subm ssion with
dosage form being incorrect, | don't think -- | nean,
| don't think you' re going to hear | conpliance folks
al so agree to that. But | think we will still accept
it and we will figure out internally how to nake and
do the appropriate conversion.

UNA CASEY: Okay. So that's like an
exanpl e of what you were trying to describe as that's
an optional field, neaning -- well, actually, let ne
ask the question actually. 1Is it considered a naNDA-
tory field; neaning, you're just going to check to see
i f anything's popul ated there, but you woul dn't
necessarily again reject the file if the termor the
code was not correct. So that's -- you understand
what |'msaying? It's like different |evels of
conformance, right, or validation.

TAN- JEN CHEN: Exactly.

UNA CASEY: So that's what | was asking

www.Capital ReportingCompany.com
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about .

SURGANJAN DE: All right. Any other
guestions before | nove to the next topic?

TAN-JEN CHEN: Actually, let nme al so
jump in here. The dosage formin the E2B actual ly has
three data elenents. So you can pick a term then you
provide a version, or you can do free text. So we're
not going to reject because one of the elenent is not
mappi ng to what we need.

SURGANJAN DE: AlIl right. So here,
we're going to -- so the next session, we're going to
go over the R3 regional requirenents. | have, even
though | said in the sublet pre-market, conbination,
and ot her regional elenents, | just went over -- |
didn't divide that into pre-market and post-market. |
just went over the data elenents sequentially by the
numbers.

So as you go through that, I will just
say which ones are specifically for pre-market and
whi ch ones are for post-market. But within post-
mar ket, you know, conbi nation products are also

considered within post-market. So when | go over the
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data el enents which is specific to conbination
products, just assunme that they are post-market,
they're used for post-nmarket.

Okay. So you have these, do have the
technical specification that was posted, of course, in
2016. We are working on updating the technical spec.
So the idea would be sonething like this: that end of
the day, there will be a package, like, how | see it

has an i nplenentation type package.

So we'll have the FDA regiona
requi rements package, which wll have a Wrd doc, a
pdf docunment which will be the technical specification
docurment, which will -- that will, you know, define

sone of the data elenments of the regional data
el enments, which will then point to the spreadsheet,
which is basically listing of all the data elenments in
t he spreadsheet, and then also it'll point to the
har dware conpatibility docunment, right.

And then the last thing which we're
going to have that |I think we're going to put it into
the technical specification, the pdf docunent, are

sni ppets of the regional elenment as to how will that
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| ook with an exanple XM., right. So if we had a field
cal l ed, you know, |ocal criteria for reporting, which
I's, you know, 15-day, 30-day, 5-day, 7-day which FDA
has, then how will that |look in that snippet of the
XML, so that we'll put in the technical spec.

So to it could be a package of four or
five -- for three or four docunents packaged together,
and they will be posted on the FDA's FAERS website.
But, again, prior to that posting of all the package,
we will definitely be sending out by, hopefully, by

end of this nonth the spreadsheet which |I've been

tal ki ng about, so that will cone to you by end of this
nonth. We will post that on the neeting page where we
post all of today's neeting where you will have those

docunment s avail abl e.

So going to into the regional
requi renments, we have, you know, the regiona
controll ed term nol ogy; especially we encourage
conpanies to submt the product names which -- that
t hey have been submtted as part of the SPL. Because
just to let you know t hat when the product gets

approved, you know, the final step, you're submtting
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the as-structured product | abel wherever that goes to.

That, we get the data on a daily basis
and update our FAERS product dictionary, and that is
then -- those nanes are used to code the product nane
that is in the ICS site. O course, if it's a foreign
product, then we'll go through the ol der dictionary
and so forth and we'll do our research. But for all
t he donestic products, we | ook at SPL.

So these are the different types of
reporting that you would probably do as part of your
subm ssi on where of course, also includes pre-nmarket
reports.

So as | said, we had posted this on
June 23rd. Now, this technical regional
| npl enment ati on specification does not include vaccine
reporting. They are a separate deck spec. But when
you see this Excel spreadsheet, there's one thing you
wll notice: there will be nmany data el enents.

Now, | need to also tell you this: the
way you see here post-market, pre-market, which has
its own conformance and business rule, there is a

colum called FAERS and it has its own conformnce and
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busi ness rule, and the reason being that, you know,
they inplemented first. W have tried to harnonize
many, many data el enents so that we use the sane
observati on code, we use the sane data point, data

el ement nane, data type, data |ength, and so on and so
forth.

But there are still some data el enents
i n FAERS where we are working with themto harnonize,
especially -- | think the key thing that is left to
har noni ze is the code list values. Just because --
because FAERS i nplenmented first the E2B R3, many of
the code |ist values were values that points to the
EVS enterprise -- NCI EVS values, which are the
sequel s.

But now that we have conme with the
concept of FDA O DS, and in the beginning, he talks
about all the O DS and dots and dots and dots and dots
and where it point to, I think now there is an
opportunity that we can nanage our own O DS and be
able to mgrate all those code list into these AODS so
that it can be totally harnoni zed.

But pretty nuch, nost of the things
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that are left overs are these code |list values. And
as a result, what is happening is -- and you will see
in the spreadsheet -- is if there was a specific data
el enent, the unfortunate part is sone places we have
FAERS needs this data elenent and we had tried to make
it as a one nuneric because we have one for so-and-so,
two for so-and-so, three for so-and-so. But when you
start using sequels, you have to have that whole field
as an al phanuneric of probably six or eight.

| think that's the difference, and we
are still trying to harnonize that to get all into
maki ng -- using FDA, all right, so we have control
over to add new values. All right?

So we do support all the ICH E2B R3
FAERS. We support all the R3 elenment, their
conformances. There may be very few variances, but
t hese variances we will see and they will be al
docunented in the technical specification and the
spreadsheet of data elenments, and then we will go over
sone of the exceptions that we have in the next few
slides.

So first let's start with term nol ogy.
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So when we tal k about term nol ogy, we support MedDRA,
right. So you can submt -- we encourage to submt

t he code because then it's easy; we exactly know what
the code |ist operating than the term So we use the
| onest | evel term so that's what we use, so MedDRA
numeri c code rather than the LLT term so that's one
suggestion. And we basically followwhat ICHIG is
saying all about MedDRA, so there's not -- don't have
any variation in that.

So we support the UCUM codes, and for
term nology for the NCI EVS, we just tal ked about. So
If you send it, it's not going to be rejected. W're
just saying that we support this. W're not saying
that if you don't send it, we're going to rejected.
No, we don't say that. And for substance nanes, it's
just easier for us to call themif the name is used
which is registered in the global substance
regi stration system

And, again, as we say, EDQM dosage form
and route of admnistration. W support that froma
perspective that, you know, if you send it and we're

not going to do any kind of rejection because you
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didn't send me EVS, but you send nme EDQM No, we're
not going to do any kind of rejection.
All right. | need ny gl asses here.
Al right. So the way, as | said, it does not really
-- when you see all the data elenments as we go
t hrough, they follow a pattern of the way the
numbering is, and that's howit follows a pattern.
And then | have defined that in such a
way that -- so here, it would say that you have a --
if this applicable to both pre- and post-market or if
you have sonething like this, then it is applicable to
pre-mar ket or post-market. And then when you say only
busi ness rule, that nmeans the only change was a
busi ness rule. But you may see sone places where it
may say -- it may say sonmething to do with data type
and business rules. So what your region has, areas
t hat has been updated, you will see that on the slide.
So for the first one, batch sender
i dentification, you know, sender should use the DUNS
nunmber; that just makes it easier. W know exactly
what it is for the object identified, you know, the

right number it is. Yeah, so that's basically for
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pre- mar ket and post-market, the batch and the
i dentifier.

The batch receiver identified, that's
where we're | ooking for, you know, we use ZZFDA for
production, ZZFDATST will cone to nme with that. And
for pre-market, we wll have ZZFD PREMKT and
ZZFDATST_PREMKT. Then we send the sane thing as part
of the acknow edgenent, so we exactly know where it
conmes fromand what ICSR in your system you need to
update, the close the | oop.

Al'l right, nmessage sender identifier.
Agai n, here, we're tal king about the DUNS nunber for
bot h post-nmar ket and pre-nmarket.

Then you have the nessage receiver
identifier. So here, we are tal king about the nessage
receiver identifier to use for post-market CDER and
for pre-market, you have CDER pre-market and CBER pre-
market. | think what will happen is this actually
hel ps us. This is something we can, you know, debate
on if it's really required.

But the idea here is that when these

reports conme in to FDA, especially fromthe pre-market
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site, you may have a CBER IND and a CDER IND. So this
i nformation can help us route the report to the
appropriate centers literally subm ssion systens. So
today, as you are submtting this IND safety reports
in a pdf format through ECTD, for CDER, when you
submt that, that goes into a systemin FDA called
dots, and the sanme systemin CBER is called
(i naudi ble). That's where regulatory subm ssions are
st ored.

Since these are -- these will cone into
FAERS first. But to keep a record, to close the | oop
for the entire IND, which will have so many ot her
docunment ati ons of which one is the ICSR.  This hel ps
us to actually close the | oop where we can send this
I nformation of this subm ssion record to those
regul atory systens and show them that, hey, we
received it and FAERS has it. So that was the purpose
of having this particular nessage identifier to be
used.

So safety report unique identifier, try
to use the sane MCN nunber of the previously submtted

paper reports, and this is required for our processing
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of cases. There is one part which we cane out with
and | think I want to discuss that with you all, is
you have the very uni que nunber now, right? So there
are only two nunmbers. Initially, in R3 -- R2 there
were a conpany, | think a worldw de and a safety
report ID, there were three nunbers there. Now, there
are two in R3.

And the idea here is that as we are
| npl ementing our core tool, the nore and nore what we
are seeing is | think we have to probably nove towards
a norm And the normthat we are |l ooking at is the
wor | dw de uni que nunber, that nunber does not change.
The safety report I1D could change because, you know,
one conpany buys anot her conpany and there is a
mar keti ng partnership between two conpani es and so on
and so forth.

So how do we make sure that the
initials and foll ow ups are appropriately done. And
if we know that the worl dwi de uni que nunber is not
going to change, then in that case, how about using
the worl dw de uni que nunber to do that check. But

currently in FAERS with R2, we are doing the check
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with the manufacturer control number, which is the
safety report ID. Al right?

And so, the thought process is that how
do we nmove. So the way to nove is we will continue
doi ng that check, but as we see that the worldw de
uni que nunber gets filled up in our database and as we
start the worl dwi de uni que nunber, then we start
checki ng the worl dw de uni que nunber where worl dw de
uni que nunber is avail abl e because, yeah, we want to
be on the sane page with everybody el se and just not
be different or unique. So sonmething to think about
I f you -- you know, when you have your coment peri od,
just think about and see if this idea, you know,
wor ks.

For the type of report we are seeing
for pre-market report and are used to report from
study. And then docunents included both CDER and CBER
have harnoni zed on that, the data type is to be B64.
So we don't use conpression for U S. reporting and
encoding is limted to B64.

So then we have the C 1.7: Does this

case fulfill local criteria for an expedited report.
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For both pre- and post-nmarket, we're not supporting
the use of Null Fl avor here, so which neans if you said
true, that neans it's expedited; if you say false,
it's not expedited because this has now becone Bool ean
field.

Now here is a new data element. So if
you see a prefix saying FDA, so we have FDA C. 1.7.1,
we call it local criteria report type for use for both
post - market and pre-market. Max length is 1. Data
type is nuneric. Values allowed: 1 is 15 day, 2 is
periodic, 4-5 day, 30 day, and 7 day.

This is the sanme values as we have in
R2 with the sanme fulfill expedited criteria because in
R2 that was a nuneric field and not Bool ean, so we
were able to use that field in R2 for these additional
values. So in R3, it's a Boolean field, so we have
added a new data elenent. And this conformance is
maNDA-t ory, and the business rules for post-market is
you use day for 15 day -- 1 for 15 day, 2 for periodic
or non-expedited. The value 4 for renedial action, 5
for mal functions; and for pre-market, you would use 1

for 15-day expedited and 6 for 7-day expedited.
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And that has a code system which is
this OD, and TJ will talk to you about all the
different O DS after the break.

Next el enment, so case identified is
it's nore warning than a rejection and acknow edgenent
to say that if C1.9.1 is true, then C.1.9.1 -- sorry.
If C.1.9.1is true and C.1.9.1.r.1 is not provided, so
that's the source of the case identifier.

And then C.1.9.1.r.2., the case

identifiers is the rule there is again simlar to the

previous rule; and for pre-market -- yeah, this needs
to go off. | think this was a typo or a copy/ paste.
Yeah, when you do a -- you should not create slides at

m dni ght, then it doesn't work. So just ignore the
pre- mar ket part.

FDA C.2.r.2.8, this is reporter's
email, which is pre- or post-market, max |ength 10,
al phanunmeric, and optional.

Okay. When it cones to a study nane in
pre-market, we're requesting for concatenate study ID
wth the abbreviated trial nanme, so that the study ID

shoul d be the sanme value used in the study tagging
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file format in the eCTD subm ssi on.

Al'l right. Next data element is a
regional element. |f you have a study where reaction
events were absurd. Now, the reason why this was done
Is that there's a concept call ed aggregate report.
And, you know, we have heard many tinmes from FDA,
especially fromnerit that what the aggregate
reporting is, it's one kind of reporting. And initial
t hought was, hey, if this value can it be not added to
this other study type. The other study type | think
today has three or four values. And if we try to add
this there and then the O D doesn't match because t hat
has its owmn A D, right, and that O D has been defi ned
and is part of ICH and it has got four values in
there, right. Wiich would probably say clinical trial
and, | forgot, the four values there, | know.

So if you're trying to add aggregat e,
then we are violating the ICHrule. So in that case,
the only option that was di scussed was to have a
specific data type, dictate a field which will have
aggregated in the future that it has its own O D, so

if you have any other allowed val ues, FDA has any type
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of allowed values for other study type. | know we
will utilize this data el enment and not use the study

type where reaction event were observed; that is an
| CH data el enent.

So many of the data, sone places you
woul d find these data elenents. We had initially
t hought of using the ICH data el enent just because
that I CH data el enents has the code |ist values and it
Is own OD and the O D goes with the data elenent, it
resulted in having FDA specific element in order to
accommodat e these type of situations.

Now t hese two are very inportant data
fields. These are -- okay, the previous one is to be
used in the pre-market side. These two are also in
the pre-market side.

| ND nunber where the adverse event
occurred. So basically, this is like the primary idea
where the adverse event occurred and not the cross-
reported INDs, all right, so you would have a separate
data elenment for the cross-reported | NDs.

So this is a data elenent with max

| ength of 10. It's nuneric, so you'll input in the
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| ND number only, the nunmber part; it's conditional-
maNDA-tory. And it's based on | think C.1.3.e --
yeah, C. 1.3 is going to report from study; the formt
must be just a nunber. And this field is very

| nportant because this actually routes the report to
t he approved FDA nmedical officer and who is the
primary reviewer of the | ND.

So the next field is we call it a pre-
ender where adverse event occurred, so now we have a
BA/BE trial. | think in the first or the second
session, we had tal ked about -- | think Karen had
comments. She had tal ked about the BA/BE trial on the
-- you know, try to end the application.

In this situation, we have a separate
field where you will submt only the nunber part, and
this will then route the report to the appropriate
reviewer in our Ofice of Generic Drug.

So the next field is IND nunber for the
cross-report IND, so this is repeatable, so now I
don't have to submt ny (inaudible) reports on cross-
reporting. You have just one report. You just

mention the I ND nunbers of the cross-reported | NDs.
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So in this case, it's -- we have made
this -- yeah, in this, the last bullet would say is

Nul | Fl avor applicable, NA, that is incorrect. |
mean, that has to be and the slash would not be there.
But the rule is that if you don't have any cross-
reporting, they just use a Null Fl avor not applicable.

So this will be maNDA-tory if you have

filled in especially the pre-market side. If not,
then you could have pre- and there will not be a
cross-reporting IND, so that will be sent in as NA,

non- appl i cabl e.

Al right, so next one is patient
initial nane are initials D.1. So in this case, what
we are |looking for is especially on the pre-nmarket
side for aggregate reports, if you would enter the
patient identifier as aggregate. Now, of course, to
have an identifiable patient, you know, either age or
date or birth or sex or any of those data el enents
must be avail able to have an identifiable patient.

But it just helps us to also segregate
this report where we see that the foreign aggregate

report on the pre-market side, if you have the --
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because there is no patient, in this case, it was an

aggregate of a case series, maybe all related events.
So when you send I CSR for an aggregate, then here the
decision is to make the Bl use the word aggregate

t here.

For post-market, we have conbi nation
products. And with conbi nati on products, we could
have where just a malfunction occurred and that
mal f unction occurred prior to reaching the patient, so
in that case there's no patient. But if you have to
do a check that, you know, you need to have at | east
i dentifiable patient, the best way is to put the val ue
of none in the patient nane or the patient name or
initial, so that will pass through.

And then there's a concept of sunmary
report in conbination product. So in that case,
sonebody is a -- sonebody of, let's say there were 50
mal f unction occurred on a particular batch of devi ce,
then in that case, there's no patient involved, so in
that case you would submt that. You don't submt 50
reports. You submt one report nentioning about the

50 mal functions that had not reached the patient; and
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in that case, the patient initial becones sonebody.

Date of birth. |If outcone attributed
to adverse event is death, then date is required for
pre- mar ket only.

Next we have a regional elenent called
the patient race code. 1In this, we are basically
har noni zed with the way CBER has done it, and that's
where they have used the C-codes and we have said
that's what we're going to go with. It's max line 10,
al phanuneric, and then you have those C-codes.

Okay. So in this one, the business
rule is incorrect, so just ignore that part. And the
next one also business rule is incorrect; please
i gnore that part and cut it off, check it off.

We have the next data elenment, which is
the patient ethnicity code. It has two values. This
has been harnonized with the VAER system t hey used; we
use the same C-codes. And it's maNDA-tory, and
because they made it nmaNDA-tory, we al so kept it
maNDA-t ory, and you can use a Null Flavor. Pl ease
I gnore the business rule on this.

This is another field for required
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intervention. In this case, this was a data el enent
whi ch we have an el enent watch formalso, and it is
maNDA-tory. And it acts same way as we have that
hospitalization, you know, those fields, life
threatening and the allowed flavors, NullFlavor. |If
you don't have any information, then NA  And
typically used in device reporting on nedication and
are reporting.

Al right. Next one is
characteri zation of drug role, which is an existing R2
-- sorry, existing ICH data elenent. And in the pre-
mar ket side, we're just saying that you would use 1 is
suspect, 2 concomtant, and 3 interacting. There is
one 4, drug not adm nistered. So in the pre-nmarket
side, only these three values are applicable.

Al right. Now, in same situation
where we had the characterization of drug role where
I f you have read the conbination product, there's a
concept called simlar device. And in there, the
concept is that you have an ingredi ent which was used
-- which was in a conbination with, let's say, a

syringe. Now you could have another ingredient using
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the simlar syringe, so in this case, they're
considered a simlar device.

So if you had an adverse event on the
first group, the first product, then you have to al so
report about the simlar product. Now how do you
identify that it's a simlar product, right? It's not
suspect because the adverse event or nmal function did
not occur on that, right -- yeah, sorry -- did not
occur on that. But then how do you identify that?
Now i f we had used a concept |ike the drug rule and
used it here, okay, the problemis this has its own
A D, right. Now, if | try to add it in this, then I
violate, | see its rule, right? So | have -- the only
way to do it is have sonething like this so that | can
have my own O D and the rules.

And in the future, if we have any other
kind, like simlar device or sonething, which came up
very recently with the conbi nati on product rule. |If
tomorrow there i s sonething el se that FDA cones up
with, then this data el enment gets used and then we
don't have to create any new el enents or worry about

bei ng non-conpliant with a specific |ICH el enent.
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So with this, we call this data el enent
as every other characterization of drug rule, which
has, again, right nowit has simlar device, has only
one value. And then use 5, simlar, when reporting
for simlar conbination product. It says each |ICH
must contain at | east one suspect interacting or drug
not adm nistered. For a simlar device, you could
G k.1, drug not adm nistered, and then if 5 is
reported, the malfunction nust be true.

So here's the problem that if you
submt an I CSR, you have to submt this with at | east
one suspect or interacting or drug not adm nistered,
right. So you cannot have just this tag and not have
this tag, so you have to have both of the tags.

So in order to have both the tags, what
do you do with the first tag, right? You're talking
about a simlar product, right. But the simlar
products are the only way we thought about it, that
simlar product was not truly admnistered. So in
such case, if you ook at that tag, then you will have
t he drug characterization of the drug rule as drug not

adm ni stered, but the FDA regional characterization of
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the drug rule is 1, which is simlar device. So that
was the way -- that is what this is depicting and

sayi ng that you use drug not adm nistered for that
simlar renewed reporting for that simlar; that's the
only way this could be.

Now, again, when |'m nentioning all
this, in all the slides a little bit |ater, you guys
have time to think about it and send your comments to
us. And at the end, you know, |'m al so open to having
maybe a WebEx even after we have finished the third
ePrompt neeting, so you guys can think about, you
know. . .

So in this, we have the nedicinal
product | just tal ked about that | said this to use,
we're commtted to use the SPL nane, so the name which
is in the SPL file. And when you have the nerits of
t he products not provided, but active substance is
known, then provide active substance as it appears in
t he gl obal substance registration system And if it's
a foreign product, then provide a foreign product
trade nanme used free text elenent, and then here we

will figure how to code that to -- we typically use an
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old drug to ook into that foreign product and code
that product. And then we have, you know, upload the
substance name. If it is registered NDA-, we're going
to use that substance nane.

Al'l right, authorization and
application nunmber, especially in the post-nmarket
side, you will have, you know, an NDA- or an ANDA-.
And how do you report that? This is how you woul d
report that because | CH doesn't have an application
type, so it has an authorization application nunber.
So the only way the FDA can identify is to prefix that
with an NDA-/ANDA-, and this is all on the post-narket
side, all with the BLA. If it is no Rx, no
application, that six zeros; no Rx, no application,
six 9s, and for conpoundi ng, we use the conp99. This
still stays the sanme as we have in R2 today.

Al'l right. Next is these are specific
el ements for pre-market. So you have the source of
assessnment, nethod of assessnent, and result of
assessnent .

In the source of assessnent, you have,

you know, it's conditional-nmaNDA-tory if you have
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report fromstudy. And the recommeNDA-tion here is
defer to sponsor and include investigative assessnent
in HL, and in R2, it's B.5.1. There is no rul es set
here where there's a code list value, because this is
a free Xfield. | think it's 60 al phanuneric, I

t hi nk, or 30 al phanuneric, so are distinct to
recommendi ng to put sponsors for sponsors this maNDA-
te.

And then for nethod of assessnent, what
we noticed with our pilot programthat we did was
there were various nethod of assessnment. European has
their own, French has their own and all that. So
here, the nmethod of assessnent, we're saying FDA
because we are nost interested in that. This hel ps us
to only pull information, even though the ICS could
have this as when (inaudible) has been sent to
di fferent other agencies, but we will just, for review
pur poses, we are nost interested in the ones which are
-- whose nethod of assessnent would be FDA, so we're
asking to default that one FDA

And then finally, you have the result

of assessnent. This, we are saying to use the val ue
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suspected or not suspected, because you have so nany
different variations that's rel ated possi bl e probable.
So our rule is CDS unexpected and suspected, right,
for the (inaudible). So is it suspected or not
suspect ed?

OCkay. So now this is another field,
it's an optional field, called FDA specialized product
category. We just harnonized this with our VAERS
system So in VAERS, we have this data point and
al l owed values if you see it nostly with conbination
products. Again, this conformance is optional. |If
you have this information, then you could use it; if
not, these are optional, so there's no rejections
here.

And this is a new data el enment, which
will be either be (inaudible) or for pre-ANDA-. Now
this is the pre-ANDA- drug rule. This was sonething
that our O fice of Generic Drug wants to know about
the product, and this is a 1 nuneric value, so
identified as a test drug instead of reference or
pl acebo or a vehicle. And this is conformance is

optional, and that's the O D that you have here.
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Next is malfunction flag, so here is
where we are going into conbination products now.

From here onwards, | think nost of the fields you'l
see to the end are conmbination product. So in this,

t he conbi nati on product data field is malfunction. W
have harnoni zed this with VAERS. And it's an
observati on code you see here, true or false,

condi tional -mNDA-tory, and this field nust be set to
true for at | east one suspect product per ICSR if the
FDA C.1.7.1, it goesto 5. So C. 1.7.1 would probably
3 data point | think, which is a malfunction.

This remnds me there is one data field
| think I mssed, and the Excel spreadsheet w ||
probably tell you that. There's a conbination product
flag. So I don't know the exact field nunber; it'l]l
still start with an FDA. But nmaybe during the break
can find that out. |It's called a conbination product
flag, which says that it's a conbination product
report.

Al'l right. So next data elenent is a
foll ow-up, what type of followup. This was an

el ement which we have been using in R2. This is
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repeatable. So now within the device bl ock, now you
have this, so you have the entire product; within the
product, you could have multiple devices. And then
this is -- you could have one or nore val ues where it
was a collection and additional information provided
of any -- one or nore values could be used in the

al |l oned val ues.

Then you have the device problem code,
same C-codes. This is what has been harnoni zed wth
CBER on vacci ne conbi nati on products, so we're using
t he FDA device problemcode list. Yeah, many
questions have cone, have we harnonized it wth MedDRA
because MedDRA al so does have the whole |ist of
probl em codes. And, | nean, there are activities
whi ch are going on and eventually making this
har noni zed, but as of today, we are using the FDA
devi ce probl em codes.

Then we have the device brand nane,
common devi ce nanme and the device product code. So
these are three elenments which identifies the device.
So you have a device brand nanme, which is the free

text field. And what we are seeing here is, | nean,
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if you give us a brand nane, then great. But then you
have the common device nane and then you have the

devi ce product code; at |east one of them should be

t here when asked to identify what the constituent part
of the device part is furthering that product.

So in such case, we have the device
brand name, which is at ATL for nuneric, free text,
condi tional -maNDA-tory, and conditional - maNDA-tory
just because it's a conbination product, flag is
checked, then you have to nention about the
constituent part. Then you have the device, conmon
device name, which is again a free text, again
conditional -maNDA-tory. For the first and the second
rule, please ignore that. | don't knowit's getting
messed up, but please ignore the business rule. The
business rule in the first and the second is if it's a
conmbi nati on product.

Then the third one is device product
code. Device product code is a device product code,
it's all owed when using FDA device conmponent codes,
which is avail able on FDA. gov so that they have a code

there. Al phanuneric 10 and conditional - maNDA-tory,
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and the business rule in this case is that it should
be a conbi nation product report.

And the next is the device is the
devi ce manufacturer nanme; it's an optional field.
It's a free text al phanuneric. And device
manuf acturer also will have address, city, that should
be state and this is country. So they are all
optional and free text fields. O course, this is not
free text, but they're all optional.

Devi ce usage.

One thing to rem nd before | post this,
| will have corrected the slides and posted.

The device usage. This is another
conbi nati on product datapoint. Data type, nuneric 1
and the values are initial use, device reuse, and
unknown. So, again, conformance is optional.

Next is device |ot nunber, again,

conformance is optional. Operator of the device,
agai n, conformance is optional. All right.
Renedi al action initiated. 1In this,

the conformance is conditional -maNDA-tory. And if

mal function is true, you see C.1.7 is yes, local for
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report criteria is 5. This is where the renedi al
action type of report, which is to be submtted in
five days. Then these are the values that needs to be
-- these are allowed values for renedial action, and
you coul d have one or nore val ues.

Al right. So before we take a break,
this is the last slide here, and we are probably
early; we can have questions.

Linking initial and followup. This is
where | was tal ki ng about using the worl dwi de uni que
identifier. So if the initial was submtted on paper,
but it's followup wll be submtted electronically
i nclude the safety report unique identifier fromthe
initial report in this and worl dw de unique identifier
in a followup electronic subm ssions.

Al ways use the sanme identifier for
C. 1.8 that was assigned to the initial |ICSR when
submtting the followup report. So the second word
is very inportant because that will be used to
designate the followup reports because we're
expecting that that will stay the sanme and wl | not

change.
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Now in the first case, the way we are
planning to set this up is we have many cases where we
just have the safety report ID, we don't have to worry
about any kind of device in our database because we
have been checking always with the safety report ID
for the initial and followup. W'IIl continue to do
that until we find that this worl dw de uni que
i dentifier now has got popul ated from your
subm ssi ons.

So let's say you had a follow up
report. Vhen you submt the follow up report, the
report conmes in. It has got safety report unique
identifier and it has got the worldw de. Now, our

dat abase, let's say, doesn't have the worl dw de; we

wll still check it with the safety report unique
identifier. W'Il say, yeah, it's a followup. Wen
we update our database, we'll update the database wth

now t he worl dwi de uni que identifier. Now the
wor | dwi de unique identifier is avail able.

Next follow up that you have, then the
check wll happen saying that, yes, worldw de uni que

identifier is available, et me check with that, find
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out if it's a followup, yes, it's a foll owup, and
set it up as a followup report. So that way, you
know, probably in a few years, all of our reports wll
have the worl dwi de uni que identifier and we are
checking everything with the worl dw de uni que

I dentifier.

So with that, these were/are basically
the data el enents, regional elenments that we propose
for FDA. And with that, you know, if you have any
guestions now you want to ask, just go ahead. |If you
have anything you will think about later, then you
have the docket or send it to the ePronpt email
addr ess.

MAN 1: Hi, Suranjan. | just have a
coupl e of questions. Go back to your --

SURGANJAN DE: You can't have
guesti ons.

MAN 1: | have questions. Go back to
your last slide. | just want to nake sure that the
vendors know that their names should not be in there;
It should be the sponsors.

SURGANJAN DE: Yes, yes.
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MAN 1: Because we're getting sone
guesti ons about resubm ssions, resubmtting and things
li ke that, so it should all be the sponsor.

SURGANJAN DE: It's always the sponsor.
And especially what we have also seen is the sender
organi zati on nanes, especially when you have a Seattle
wor ki ng, okay; the nane in the sender conmes wth
Seattle's nane. Now when we go into conpliance,
you'll say, hey, how many reports submtted in 15
days, how many reports were |late, how many reports
were this.

They all run based on their sender
organi zation. And when we | ook at that, we said, hey,
it's Seattle's nane; we can't go behind the Seattle,
we have to go to the sponsor, right. So it's very
I nportant that, especially when any Seattle is setting
up their systens to make sure that the sender
organi zation information is about their client or
their sponsor and not theirs.

MAN 1: The other question, can you go
back to the slides on drug roll. | was confused with

this. For the initial drug roll, you have three
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t hi ngs: you have suspect, conconm tant, and drug
interaction. Go to the next slide.

SURGANJAN DE: This?

MAN 1: That one right there.

Shoul dn't no. 4 be not adm nistered?

SURGANJAN DE: This is only for --

MAN 1: Is this R3 or R2?

SURGANJAN DE: This is R3, it's only
for pre-nmarket.

MAN 1: This is only pre-market, okay.
Maybe that's where | was confused.

SURGANJAN DE: \When you have pre-
market, then this. So when you have post-market, then
you have this for -- | mean, in this case, there is no

MAN 1: There is no 5, right?

SURGANJAN DE:  No.

MAN 1: There should be a 1, right?

SURGANJAN DE: So 1 is suspect, |
t hi nk.

MAN 1: No, 1 in this slide should be

just simlar device.
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SURGANJAN DE: Because this is a new
field.

MAN 1: It is a new field.

SURGANJAN DE: Right? So when this is
a new field, when you set up your tags, your first tag
in the drug will be this tag. The second tag wll be
this tag.

MAN 1: Exactly.

SURGANJAN DE: 1.

MAN 1: Yeah. So the first one, even
t hough it's pre-marketing, post-nmarketing would use it
t 00.

SURGANJAN DE: Yeah, yeah, yeah.

MAN 1: And then you'd conme or you need
to report simlar device. This is where you' d only
use this field.

SURGANJAN DE: Correct. So what |'m
saying here is that if when you use this tag to say
simlar device, you need to make sure that this tag
shoul d have one of these, at |east this.

MAN 1: Exactly, and | would think the

first tag would have to have drug not adm ni stered,

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 60
whi ch woul d be no. 4.
SURGANJAN DE: \Which is no. 4.
MAN 1: MWhich is back in the old field.
SURGANJAN DE: Exactly, okay. |In this
old field, if I would have given another bullet saying
post - mar ket and woul d have said a business rule that

only use this for, which is staNDA-rd, which is an |ICH

st aNDA-rd

MAN 1: Right.

SURGANJAN DE: So that's why this is,
there was no variation, in this slide, | did not put

anot her bullet to nmention about post-nmarket.

MAN 1: And there is no 5.

SURGANJAN DE: And there's 5. And
initially, when we had planned -- renenber that we had

MAN 1: That should be a 1, so use a 1
I n there.

SURGANJAN DE: ©h, yeah, yeah, yeah
Yeah, it is 1, sorry.

MAN 1: There is no 5, okay, it's a 1.

And go back to the other one, it should have 4.
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SURGANJAN DE: Now, yes. And so, in
this case, yeah, you will use 1 as simlar device.
It's a 1, sorry. Yeah, it's a 1.

MAN 1: VWhen you go over the slides, it
woul d be hel pful to clarify the business rule.

SURGANJAN DE: ©Ch, yeah. No, | think I
need to explain this a little nmore, maybe with an
exanple, |'d probably make it clearer.

MAN 1: So Suranjan, for pre-market for
G k.1, there's no expectation of used drug not
adm ni stration because the FDA doesn't want screening
cases like the ICH requires. That's the key.

SURGANJAN DE: That's the key, yeah

MAN 1: That's the nessage you get
across, even though it's the sanme field.

WOMAN 1: | have a followup question
for the aggregate reports. Are those aggregate
reports froma conpliance perspective should have a
relationship with, like, the summari zed data sets that
will conme in in SDTM because they have, like, an AE
domai n and they sunmmari ze all of that.

SURGANJAN DE: Right.
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WOMAN 1: So | was just curious about
that in terms of the relationship.
SURGANJAN DE: | think the way I

understood from O fice of New Drug. So they have this

concept where you have, you know, like simlar events
and you have -- you may have submtted individua
| CSRs.

WOMAN 1: R ght.

SURGANJAN DE: Ri ght?

WOMAN 1: So if it's an IND safety
report, you'd follow the ICSR rules for that.

SURGANJAN DE: Right. [I'll nmake the
connecti on.

WOVAN 1: Right. And then, and | was
just trying to make the associ ati on between the
i ndi vidual reports, the aggregate reports, and then
how that maps ultimately to the sunmari zed data sets
that cone in SDTM And, again, it may not necessarily
be for this group, but that's what | was thinking
about and trying to nake notes about.

SURGANJAN DE: Yeah. Let's put this as

a question.
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TAN-JEN CHEN: Why it mapped, yeah.

WOMAN 1: Ckay.

TAN- JEN CHEN: Conme back to the safety
SDTM AE donmi n, yes.

WOMAN 1: Ckay. Because | was thinking
nore for a conpliance when you're kind of explaining
that to a client that uses a CRO. So |ike Roger was
sayi ng, when they're submtting those reports, again,
for 1CSR, you can't use the CRGOs sender 1D.

SURGANJAN DE: Yeah, exactly.

WOMAN 1: You have to map it back to
t he sponsor.

SURGANJAN DE: To the sponsor, yeah
And al so with the aggregated report, another thing is
you may have sonet hing unusual | CSRs. But now when
you do the aggregate, you | ook for, you know, sone
simlar events which you have identified and have
witten a sunmary, an aggregate sunmary about t hat
case series that you have. That aggregate results to
a single ICSR, but then under the link reports --

WOVAN 1: Oh, yeah, that's where you

put those.
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SURGANJAN DE: -- you use those
I ndi vidual reports that you have al ready sent.

WOMAN 1: Yes, got it, okay.

SURGANJAN DE: And so that way, we can
make the rel ationship saying that, hey, this was
aggregated based on these five reports that you
al ready submtted, right?

WOMAN 1: Yeah, got it, okay.

SURGANJAN DE: And then you can stil
have a follow up, right, for the aggregate where you
say, hey, | had filed three nore reports. Now, those
three reports, also you have sent individually. And
now when you send the followup on the aggregate, it
wll be easier to manage to say, hey, yup, the
wor | dw de uni que nunber is the sane, it's a follow up.
And under the link report now, you don't have these
five, but you have this eight now, and that makes the
relati onship and the connections. And it also makes
the relationship and the connecti ons such a way that
when | go and click on that link report, it now opens
me.

WOMAN 1: Right.
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SURGANJAN DE: It's the individual ICS
up on that link, of course.

WOMAN 1: Okay. And then the other
guestion | had was related to the device data
el ements. Assuming that is harnonized with EMDR or is
It the MedWatch forn? | nmean, | know they have the
sanme el enents.

SURGANJAN DE: MedWatch, but | think
EMDR, their version is based on MedWatch because when
they started. But all of the elenents that we had
have here are basically the elenents which conme from
MedWat ch.

WOMAN 1: Onh, okay.

SURGANJAN DE: So these sane el enents
are in R2 and these are the elenments we j ust
(crosstal k).

WOVAN 1: Ckay. And the reason | was
aski ng was, again, because just trying to pay
attention to, like, any field length differences
bet ween, you know, again, a conpany who is doi ng EMDR
reporting, which is separate fromICSR. But if they

want to try to again harnonize to --
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SURGANJAN DE: |If you find any fee
| ength differences, please |let us know.

WOMAN 1: Ckay.

SURGANJAN DE: Because we still have
the opportunity now here to, you know, update the
| engt h.

WOMAN 2: | have a few nore questions.
So the first one was about the business rule sheet
t hat you spoke about, and you said the second tab wl|
have the ex-path details listed there. And it was
really to find out where they also include the ex-
pat hs for eVAERS as wel | ?

SURGANJAN DE: Yes, everything into
one. | think what will happen is afternoon, |'m going
to have ny | aptop set up to show the E2B vali dator.

At that point, | can open up the spreadsheet and show
that to you. 1'll do that because, unfortunately,
this is connected to the roons conputer. But
afternoon when | do that, you know, please rem nd ne,
| can show -- open up this whol e spreadsheet for you.

WOVAN 2: Okay, and then anot her

guestion to find out if the validator. WIIl it also
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wor k for vaccine reports, eVAERS, especially for the
conbi nati on products?

SURGANJAN DE: Currently not.
Conbi nation products, it will work for the conbi nation
products. But if it's vaccine specific, no, but that
I's not included in that validator. Now, of course,
there are future plans to put vaccine into here, but
no, not presently.

WOVAN 2: Then for the aggregate
anal ysis reports. |Is it possible to have a sanple
file snippet in Excel or sonething for the aggregate
anal ysis reports?

SURGANJAN DE: So for the aggregate
report that we're tal king about here.

WOVAN 2:  Yes.

SURGANJAN DE: This is an | CSR

WOVAN 2:  Yes.

SURGANJAN DE: It is considered at an
| CSR, right?

WOVAN 2: Exactly.

SURGANJAN DE: So it will be in I CSR

where the type is aggregate; basically, that's where
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we have an FDA ot her study type that we have

i ntroduced where it would -- your type of report is to
a report fromstudy, and then every other report type
woul d say one, which is aggregate, and then your
narratives will define -- I"'msorry, will explain the
aggregation and some of the simlar events and all

that kind of explanation. And your linked reports
will then point the I CSR nunbers, the manufacturer
control nunber and the safety report ID of all those

I ndi vi dual | CSRs.

So this will be considered as its own
entity as an ICSR, and then that's what you woul d be
submtting to.

WOMAN 2:  Yes.

SURGANJAN DE: And that would al so be
checked.

WOVAN 2: We understand that and we can
put one together based on the business rules sheet,
but it would be hel pful to have a sanple file.

SURGANJAN DE: Oh, sanple file, okay.

WOVAN 2: Custoners, sone of our

custonmers don't have a | ot of experience with the
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aggregate in these reports either. So just having a
sanple to see what it |ooks I|iKke.

SURGANJAN DE: Sanple file, okay.

Yeah, let's docunent this so we can have -- | nean,

t hi nk based on Ray's question, | think what is
expected, | think that is sonmething which we can
provide as a sanple and then during testing, test the
aggregate report.

WOVAN 2: So | have got quite a few
guestions, so I'monly trying to pick the ones that
link to sonmething that you nentioned during the
session that's just taken place. So you did touch on
the BA/BE studies. Again, can you provide sanmple
files for those types?

SURGANJAN DE: A sanple file for those.
Yes, we can do that. Yes, we can do that.

WOVAN 2: And can you rem nd us of the
timelines for the BA/BE studies; where do they fall in
ternms of when custonmers will need to start using that
format for reporting.

SURGANJAN DE: So for BA/BE studies, |

think -- yeah, when the guidance. | think we
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currently still have a draft guidance, right? So when
the draft guidance finally becones final, then from
that point, we are --

WOMAN 2: (OFf mic).

SURGANJAN DE: Yes. Because now
there's a conformance docunent and then there is the
techni cal spec docunents and then the 745 is the
binding thing. So they are all in the draft stage,
whi ch has been published. So once they are nade
final, then fromthat point, two years.

WOMAN 2: Ckay. Then for the data
element, C. 1.7 for expedited reporting, you talked
about the 7-day option. And it's really just to find
out if the MedWatch formw Il be harnoni zed as the
MedWat ch descri bes the use of 7-day for blood | CSRs
i nvol vi ng bl ood supply products. The instructions
don't list it as being specifically for fatal and
life-threatening ICSRs, and it's just to find out if
there' |l be harnonization between those two.

SURGANJAN DE: Ckay, yeah. Let's
produced down questi on because that needs to go to a

whol e different group to check and see if that...
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WOMAN 2: (Okay. So you tal ked about
t he business rul e sheet being published at the end of
this nmonth. Currently, it's draft, then you' re going
to receive our coments. Do you have a tineline for
when t hat business rule sheet will becone final?

SURGANJAN DE: So ny target is to get
that business rule pretty nuch final by end of sunmer.
If we're going to get it final by end of summer, then
after your comments, because if sonme comments cone
that has a change to our system then, you know, we'l
have to accommpdate that. But, hopefully, by end of
summer, we plan to have that, the business rule
docunment finalized, so that we have received all your
coment s.

WOMAN 2: (Of mc).

SURGANJAN DE: End of August, yeabh.
Towar ds Septenber, if you want, if you want to give
this, the validator out, | would probably see that
getting it final by August.

MAN 1: Suranjan, can we go back to the
causality block. You have sone default val ues that

you're expecting in the source nethod and result tags.
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So here in the first one, the source you nention

i ncl ude the investigator assessnent in Hl, the
narrative block. |Is that telling ne that you don't
want the investigator assessnent in the structured
causality block or you'll accept it if it's in this
metric block?

SURGANJAN DE: We'll accept it, yeah
If it's submtted, we'll accept it. In this, we are
not rejecting anything here; we'll accept it. |If you
say investigator and FDA and suspected, yeah, we wll
still accept it.

MAN 1: And are you also conditionally
maNDA-ting that at |east one of the drug event
assessnment is what the value sponsor it's suspected?

SURGANJAN DE: Yes, that's the -- yeah,
that rule, which is -- which we are expecting that you
at | east have one suspected sponsors' assessnent.

MAN 1: Ckay, thank you.

MAN 3: Hi. Real quick question about
the Null Fl avors and the approach that FDA is taking to
t hose because those can be kind of tricky. At

Astell as, we inplenented both the PMDA and the EMA R3,
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and we found that during those inplenentations, their
use of Null Flavors differed in terms of sone things

t hat they woul d accept and not accept. So those

di fferences nmade for sonme tricky mappi ng and
conventions, if you will, about how we're going to use
t hat .

So I"'mjust curious if the FDA has put
sone thought on which values are going to be accepted,
If they're just going to use staNDA-rd I CH across the
val ues?

SURGANJAN DE: Yeah. We have -- |
don't think we have any val ue we have used, which is
not in ICH it's Null Flavor values. Right, TJ?

TAN-JEN CHEN: We may have different
rules. We need to go back and check.

MAN 3: My question is nore than that,
not focused on if you're going to be introduced non-
| CH val ues, but rather if you're going to just sinply
excl ude or not accept certain |ICH values as PMDA did
because there are certain ones that they just don't
accept, even though they're ICH values. And so -- and

EMA does, so we found that we had kind of a conflict
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in the way we had to enter those and map those.

SURGANJAN DE: Yeah. | think from our
side, | do not see we will be rejecting anything where
you have, like, different -- six steps of let's say

Nul | Fl avors. And | don't think we have any rul es
whi ch says, yeah, don't use this and don't use that.
There may be sone data fields where we may -- | think
one or two data fields where we may have said that the
Nul | Fl avor wasn't -- | think there's one or two data
ponts where | do renmenber that the Null Fl avor only
could do this, this and that, all right, because it
just nmade sense for that particular data point.

| don't know where one of the fields I
remenber we have said that, to use unknown or not
applicable or no information. Like, for exanple,
required intervention. So that was one field where we
said to use only NI, no information. And that's how I
think if you take this field acts very simlar to the
data field like that life-threatening, hospitalization
whose values allowed a true all the Null Flavor NI, so
It just stays the sane. So we didn't want to make any

exceptions there and keep it the sanme way.
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If you find sonmething once you see this
slide, you find sonething, please |let us know because
as nuch as possible we want to make this as staNDA-rd
as possible and not get into too many excepti ons.

Al right, any other questions? |If
not, | think we are right on the tinme for break, so we
come back at 11:20.

(O f the Record.)

SURGANJAN DE: AlIl right, so let’s
start with the next itemon the ageNDA-. So until
now, we heard about the FAERS 2 updates and we went
over the E2B(R3) regional data elenents. And thank
you for all your question that you ve had for the
first two sessions.

So the third session now after the
break is the review of FDA-specific object identifiers
and you did see that sonme of the FDA regional data
el ements have these O Ds nentioned and T.J. will talk
about -- to we have T.J. Chen who is a project nanager
fromOfice of Strategic Programin CDER and he’s
going to be tal king about these FDA-specific O Ds,

what was the concept behind it, how these O Ds were
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instituted, and then assigned to the appropriate data
el ements. So with that, T.J., all yours for...
TAN-JEN CHEN: And the controller is..
Al'l right, thank you, Suranjan, and thank you
everyone. | think I have spoke about object ID
bef ore, but anyway, we’'re going to do it again. So
|’ mgoing the wong direction. Right. Very good.
It's before lunch, you know. Okay. So object 1D or
object identifier, ODis a sequence -- normally is a
sequence of nunber and separated by dot. GCkay, and
It’s used in the conmputer world to uniquely identify
an obj ect.
It’s a tree structure, okay, SO you can
-- you have a trunk and then you have branch. The
branch can have nore branch, just keep going on, and
in the end it reach to the end point will be the |eaf.
And at any point of the branch, there will be a ID
that is corresponding to that particul ar object. The
O D started by the ITU, the Internationa
Tel ecomruni cati ons Union, as the staNDA-rd for the
t el ecomuni cati on use.

And then 1SO get involved and so it

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 77
created this three -- you can call it three trees,
okay. It start -- it always start with either zero --
It means this is all assigned by ITU -- or start from
one. That is ISO. | think we nmentioned about |SO
country called the (inaudible). | knowthat if you

| ook at their OD, it will be, like, 1.0.3166. Okay,
so by looking at the nunmber 1, you know it’s coni ng
from 1 SO

Zero neans it’'s a staNDA-rd and then
the 3166 is a country code. |f you see anything start
from2, those are the trunk or the branch starting
fromthe joint 1SO1TU and you' re going to see nost of
those com ng from 2 nowadays. So then the object can
be represented as a sequence of nunber, |ike -- okay,
| i ke here you see the 2.16.840.1.113883.6.163. Every
number al ong that sequence represents sonething.
Again, we start with nunber 2 is a joint SO ITU tree
and then the first branch out of that tree is nunber
16, which is country.

And then the 840 is U S. And then
within US., you have .1 is a organization and then

113883 is HL7. And then after the HL7, they assign
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external system nunber 6 and that systemis 163,
that’s major. So any organi zation along the tree can
regi ster thenselves as a registrar, okay. HL7 decided
to beconme a registrar, so if we need a OD, we can go
to HL7 and get a O D assigned fromthat particular
branch. Once you get it, you can register yourself as
a registrar if you |like and then you can start to
assign O D to other organization

And if you register as a registrar, you

can search the O D and that, | think it’s called OD
repository. |If you go there, enter the sequence, you
wll find out who -- you can find out a whole branch

until the point that the recipient not register. So

next one | can -- well, okay. Before that, okay. So
why we talk about OD. QODis particularly inportant
wi th HL7 nodel V3.

In the V3, as you can see, there’'s a
diagramthere. There are two classes that I'm-- kind
of highlighted. 1’mgoing to kind of blow it out in
the next slide. In the HL7, there are data type |ike
CE, CD, those data are even Il. Those data type --

again, HL7 data type is conplex data type. A lot of
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data types are conplex data type. There are
attributes within the date type. So give you one that
we use a lot, address. HL7 has a data type called
address, okay, that is for you to do nodeling.

But when you go to address, it break
down into street, city, state, even have -- | nean,
you can repeat street many tinmes. Ckay, so HL7 data
type is conplete -- conplex. And this CE data type
allow you to transmt a code. But in order for you to
under st and what a code neans, you to provide a code
system And the code systemis an object that you
need to be able to identify in a conputer world.

So the code systemnormally is -- we
use O D for the code system So this -- and al so,
besi des the data type, the HL7 class itself can al so
use code. This one, we are looking at is observation
cl ass, okay. Qpbservation class has certain attribute,
as you see here. One of the attribute is called code.
So you assign a code to the observation class to |et
peopl e know what ki nd of observation that you are
perform ng, okay.

So if you make a code as a body weight,
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then you're observing a person’s body weight. If you
make a code as height, then you observe -- you are
observing a person’s height. And in the -- in certain

event, for exanple, if you make a code of seriousness,
then you are observing how serious is the event. So

t he observation class code wll keep changing and in
order for you to know what code it is, you need to
refer to a object ID. Here, we have this HO& -- well,
| CHC13 type of report. As you can see, the code could
be 1, 2, or 3.

Actually -- yeah. And you need to
provide a code system so that you know this is a |ICH
report type. Ckay. Like, Suranjan nentioned earlier,
we al so created FDA regional data elenent and to do
that, we reused the -- we need to fit into HL7 nodel.
So we reused this object class and then use a
different ODto showthat if you pick that O D and
provide a code, then we noticed this wll fit FDA
regional or local criteria report type.

Same thing here. This is about 11.
Again, Il, an instant identifier, has a root and then

the extension. The root can be a O D also, so you
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know what I D you are assigning to. So again, let ne
go back to that ODtree. At ICH, we went to HL7 and
acquired an ID so HL7, if you see that 113AA3, that is
HL7. So HL7 assigned that 3 which is a external root
and 989 to ICH. And ICH received that note or the
branch, then we start to assign further branch out, so
we assign number 5 for regional regulator.

And then that one for subregion, that 2
then is FDA. | think that 1 is -- | think it’s EVA or
PVMDA. So every regulator gets a branch out of this
| CH.  And once we received that it’s |ike you have --
| i ke, when you go to a conpany and conpany give you a
shared drive on the network. So what do you do first?
You create subfolders, right? You' re not going to put
everything in the sanme fol der.

So this is what we do, okay. we create
a subfolder, .1, after the FDA branch for FAERS and
then dot -- as you can read this, | mean, this again,
started fromthe joint |ITU nunber 2, country, and al
the way down and then you see FAERS hi ghlighted and
that 2 is for eCID. So in the future, when eCID start

to assign regional information, they will start wth
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.2, okay, and when FAERS receive .2 from FDA, agai n,
FAERS is going to create subfolders, right.

So we use .1 -- well, we have this .1
then we' Il create .1.1 for the co-list and .2 for the
name space and .3 is the HL7 observation class with a
class code that are not provided by HL7. Okay, so if
you see the nunmber 2 and nunber 3, any nunber assigned
to that is the end point, is a leaf. Ckay, they
cannot further branch out. So in a .1, then we create
certain co-list.

Okay, you may already see that in
Suranjan’s regional data elenment. The .1.1.1, the
green one, is a local criteria or a |ocal -- |ocal
criteria reporting type, okay, and you should see the
value. I'msorry, | kind of nmess up -- mxed up with
t he animati ons. You should see the green ones with one
for 15, two for (inaudible) periodic, right. And then
the .6 would be the operator for the device. Ckay.

And one step up for the 2.

Again, we -- it’'s a nane space. So
there will be no list of value. So if you see the --
well, I'"mgoing toread it. |If you see
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2.16.840.1.113883.3.989.5.1.2.1.2.1, thenit’'s a
primary I ND. So when you give us a report with a
nunber, we need to know what nunber it is and whether
it is aprimary INDor is a primary pre-ender. So by
giving us the code, we know what it is. And again,
observati on code, sane here. Suranjan nentioned about
a conmbi nation (inaudible).

It’s again, it’'s observation of the
report type and when the observation equal to
conbi nati on product (inaudible), the value tell you
yes or no. Ckay. Sane thing a single-use device. So
that’s pretty much about O D and during the break,
Lee’s going to ask nme about why we use sonme of the
NClI C code and why we use sone of the FDA regiona
code.

The thought behind that is when --
well, first, to begin with, EVAERS inplenented before
FAERS and at that tine, a |lot of code systemlike | DWW
for the dosage fromthe nmedicinal product ID, those
are not available. So EVAERS use SPL dosage
(i naudi ble). And those point to NCI EVS. And so when

we try to harnoni ze with EVAERS, we take that into

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 84

consi deration, race code being 1. Okay race code
point to NCI EVS, so we were |ike, okay, do we create
our owmn O D and a list of value? Then we think about
it first.

That is not sonething controlled by
FDA. It’'s actually a OVMB controlled list. So we're
not in the business of taking a copy of that and
create our own regional copy, right, and al so EVAERS
01:49: 27 share data with CDC. So by using a NCI code,
that will nake sense. So the thought behind it,
behi nd the whole creation of regional code is if the
code is available internationally and used by multiple
partners, like 1SO country code, we’'re not going to
mess with it. Ckay.

If that’'s a code used regionally by
mul ti pl e agencies or even within FDA by nultiple
centers, we are not going to nmess with it. Ckay.
then if those code really pertaining to FAERS
reporting |ike FDA |local report criteria, | mean, who
el se care? | mean, that’s not even provide to CDC.
This does not apply to Japan, right, so that is

sonething we truly own.
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And if for sonme reason that is a new
report that comng up in the future, we don't want to
go to NCI and plead themto add a code for us that
nobody el se would use, only us, right. So when we
create regional code |list based on the thought.

During the inplenentation, we have discussion with
sone of the vendor and we heard that sonme people

| npl emrented in a different way. | don’t knowit’s
true or not, but | was told that sonme regul ator took
ICH O D and nmake a extension to it as a subversion and
create that |list behind it.

| need to verify that, but this is not
a good approach, okay. You only manage the branch you
own. You don’'t manage the branch that you don’t own.
Okay. O her than that, | don't think there’ s not nuch
to go on with ODs. | nmean, this is a technical
t hi ng, but wel come any question if you have.

SURANJAN DE: Yeah, | think this
session | asked you to do this to get in just for you
all to see a view of, you know, when these el enents
that | described in the previous sessions and you saw

O D nunber, where did this O D nunber cone fronf
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think that’s what’s inportant for you all to know,
that this canme from here, because when you go into the
| CH I G docunent, you wll not see that O D anywhere.

So that's -- was the whole intention of
this presentation for T.J. to show where these O Ds
are comng from how we are using it, where did we
think to use O D, where did we decide to not use QO D,
and what was the best nmethod of using O Ds, as you
heard from T.J. that, you know, sone regions just nade
a subversion of this, added their criteria, added
their code list value into it, and said, hey, this is
what we’'re going to be using.

But then you re not manhagi ng your own
O D, but you're managi ng sonebody else’s O D. Also
sonetimes, we’'ve also heard that, you know, you take
that O D which ends up in ICH and then to that O D --
of course, to that O D you have created a subversion
and added your additional new code list value to it,
so tonorrow, what happens to the main O D where let’s
say, |ICH decides in the future, hey, that new code
| i st value, new value next to come in, that doesn’'t

match with this and if you had values of 1 through 4

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 87

and now you have already added five with sone val ue,
but now |l see it says five neans this, what happens to
t hose things.

So | don’t -- those kind of
di screpancies cone into picture so, yeah. Thanks,
T.J., for explaining this whole O D thing because it’'s
I nportant that our audi ence and our sponsors
under stand what are -- what is going in our thought
process of introducing O Ds for sone of the regional
data el enents.

TAN-JEN CHEN: Yeah, actually talking
about regional data elenent, | also like to share sone
of the thought that we had. A good exanple is a
simlar device the simlar device. So for the --
since we’'re using the sane HL7 nodel, right, we are
using the sane -- | don’t know if that’s this guy.

Let nme take a | ook. No, not. Okay, anyway. So if
you're famliar with HL7 nodel, you are taking from
the investigation or event and go traverse the cl asses
and go to the node, right.

So the drug role for the simlar

product would actually use the sane data el enment of
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the drug role. So if you | ook at that as the sane X
pat h, okay, on the nodel, you go to the sane | ocati on.
So at one point, we were thinking, okay, let’'s just
reuse this data el enment and instead of code it out as
a separated item you use the sane data el enent and
then use a different O D and different value. And
that’s why you see nunber 5.

Okay, so we try to maintain the sane
data elenent in HL7 and then you will see as -- you go
to the sane place but when you want to report simlar
product, all you need to do is swap out a O D and then

pluck in value 5. Okay, so in that case, you w |

still be able to report simlar product. And then we
di scover, well, after discuss with, you know, sone
techni cal people, and they feel like it make the

validation a little difficult because X path now need
to swap back and forth with the O D.

So the recommeNDA-tion is to yank it
out. Code it out as a separated item But because we
code it out as a separated item and the original data
el ement is maNDA-tory, so now you have two data

element. |If you don’t code it out as a sane data
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element, it’s maNDA-tory, you just say nunber 5,
simlar device, you re done. But since you code it
out, now you have two data elenment and the first one’'s
still maNDA-tory.

So what do you do when you report
simlar? And that’'s why, you know, the suggestion is,
then you use -- do not adm nister. So that -- those
are sonme of the thought process we had when we created
t he regional data el enent and how we assign regi ona
O D. Hope that hel ped.

SURANJAN DE: Also with sonme vendors,
we were talking to sone of the technical folks, they
said hey, now you' re saying one field but two O Ds.

So you're telling that during subm ssion, you have to
swap that and figure out how to swap that, at what

i nstance you will swap, and what instance you wil |
not .

So that was sonething el se, yeah, that
is not going to be an easy thing to and al so storing
that, where typically nost of the tools you would kind
of store in a way, saying that this is a field, this

is the X path for that, right. And now, you have to
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go into the X path and renove that O D and put this
other O D in there because the condition is this. |
said, no, that is not going to be a easy nethod, so
that got to us, saying that hey, | think we need to
split it now and have its own O D.

TAN- JEN CHEN: And al so, the
recommeNDA-tion is cleaner because if, when you report
to other region, you know this is FDA regional data
Item and you just totally ignore this one. You don’t
worry about X paths. You don’'t worry about a OD.
Not hing. | nmean, this is only for FDA

SURANJAN DE: Any question? Anyone?

Maybe everybody’s hungry. It is -- because we're
al most at lunchtime, so. Al right. If no questions,
we can go for lunch. W’'IIl start at 1 again and T.J.

and me, we are here, so any questions you want, we can
di scuss. No problem So, all right. So we’l
adjourn for lunch and then conme back here at 1 where
we start with the forward conpatibility. W’IlIl talk
about, based on regional elenents.

(O f the Record.)

SURANJAN DE: Wel conme back. So, after
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| unch now we have three nore topics that we need to go
over. And the first topic, which we'll start right
now, is that you saw all the data elenents for R3 --
now, the question is how do we do a forward
conparability between the R2 regional elenents to the
R3 regional elenents?

We all know what the forward
conparability with the ICH elenents -- they have the
forward and backward conparability. And here the --
here, we did not do a backward conparability, and the
reason being that, you know, at the end of the day we
need to nove forward, we need to nove fromR2 to R3
and, of course, there are certain data el enents.
Sorry.

So, we need to nove -- fromR2 to R3
and then again, there are certain data el enents which
are newin R3 which you will have a data | oss when you
nove from R3 too back to R2. So, with that, we wl|l
go over the different data elenents. There is one
el ement we identified where we need to...okay.

So, let’s go over each and every data

element. So, if you look at this here, at the first
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data elenent, the first data el ement you have the
element called A 1.9, which in R2 used to be called
does this case fulfill the local criteria for an
expert report? As we said, this data has now becone
ebullient in R3, so we have the regional data el enent
called Local Criteria Report Type, which has the sane
val ues. Now, under the comment, we realized -- which
we very recently -- we actually -- | upl oaded on
Tuesday, this was the values will just go straight.
There is no null flavor in there. That was a ni stake.
And when we nmove fromR2 to R3, A 1.9 noves to FDAC171
wth the sanme val ues. Ckay?

Then we have the conbi nati on product
flag. So, in R2 it was called AL.FDA.15; in R3 it is
-- sorry -- so, in R it's called AL . FDA. 15; in R3
it’s FDA.C. 1.12. This was a conbi nati on product fl ag
which | was tal king about, which I think | mssed in
the previous slides. And the mapping -- yes, true and
no, false. |If not set in R2, use is null in R3.

Then we have A233, which is a study
type where the reaction event observed. So, in this

case, in R3 we have this field C54 where, if you | ook

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 93

at R2 you have sone additional values, which is 4 and
5. And when you go R3, C54 will just have those three
val ues, clinical trial, individual patient and 3 as

ot her studies.

For 4, if the value of 4 occurs, then
you woul d nove that to set your patient identified
aggregate and then you will have the new data el enment
which is other FDA study type where adverse reaction
occurred. That’'s where this needs to be npved.

And then for 5, which is clause
supported IND, if the value is 5, then you would take
t he nunbers, the I ND nunbers fromthe sponsor study
nunbers, which is where the I ND nunbers are, and
popul ate those -- that regional data elenent called
cross-reported IND. So, which is FDAC. 5. R. 6.

So, again, going back to A2.3.2, for 1,
2, 3 it’s a straightforward mapping. |f you have a 4,
t hen you would have the new field called O her FDA
Study -- FDA Ot her Study Type Where Reacti on Event was
Observed, which is nothing but this field here. |
think I need to go to the field. This is field where

you put aggregate.
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And then if you had 5, then you would
use the FDAC5R6 where you woul d put the cross-reported
| ND nunbers in that field. And if you have nore than
one cross-reported I ND nunber, you know, if you have
seen a technical specification that was posted | ast
year, in there for the IND section, this particular
Section A . 2.3.2 -- 3.3 repeats for each cross-reported
| ND, and you would take -- where there’'s a value of 5,
you woul d take the cross-supported | ND nunber which
will be stored in this field, and place it in FDACS5R6.

Now, going to A 2.3.2, the sponsor
study nunber, if you have the value of a 1, 2 and 3...
Yeah, if all you have is the value of 1, 2, 3, 4 and
not 5, then for that | ND nunber which is stored in
sponsor study nunber, is noved to FDAC55A, which is
the I ND nunber where the A occurred. And you woul d
only store the nunmber part because FDACS5A is a
nuneric ten. And for cross-reporting IND | just
tal ked about, if the value of A233 is 5, then you
woul d take the I ND nunber and put it into FDACS5RG6.

Then there are sone other fields where

we have that malfunction. |If it is yes -- a
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mal function as in R2, we have a regional data el enent
call ed Mal function. And when we go to R3, there’'s a
regi onal data elenment malfunction, if R2 is the val ue
of yes/no, and if it is not set in R3 we’'re making it
true and false as ebullient. So mapping, yes is true,
no is false. |If not set to R3, then set the values to
false in R3.

Same with -- oh, so now then you have
these fields which are correction additional
i nformati on response to FDA request. Now, these
fields are -- and devi se evaluation -- these were four
separate data elenents in R2. And in R3, that has
been conbined into one data elenent -- the el ement
name is a followup of what type. So, what type of
foll ow-up has a value 1, 2, 3, 4, and the logic there
is if the correction was yes, then the value is set to
1. If it is additional information, the value is set
to 2, and so on.

Since this is a repeating entity, there
could be nmultiple values, so there could be correction
and additionally information. So, you need to set

that to 1 and 2. The R2 tag value is set up as a
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repeatable -- yes, that’s a repeatable value in R3.
And then we're saying if the value of R2 field is no
or not set, then don’t include them So, if this
value is no, then -- or not set, then you don’t need
to include them because you' re just mapping it to one
data el ement, and we need to know what those val ues
are.
So, simlarly, we have a data field
Remedi al Action Initiated. Each codel ess val ue of
remedi al action in R2 are separate data el enents.
They all nerge into now one data elenent in R3, just
t he renmedial action. And the sane pretty nuch rule
applies as we tal ked about in this followup type.
So, anything which is yes is a 1, and that 1 is -- and
that is set up when you do a followup conpatibility.
Al right, so the next one is -- if you
had -- there was a value called Oher. And then in
that case, if the value is present in R2, then include
9 as Oher. So, the way in R2 we had it set up, you
had all this and then you had a data field called
Ot her, which was a free text. And since in R3 there

is a special field called Oher, then if there is any

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 97

value in that field, then -- if there is any value in
this field, then you mgrate it to this and set it to
9 as O her.

Then you have the eval uati on val ue,
which is a devise problem code, so that goes where --
you copy the evaluation value to the devise problem
code where the R2 tag evaluation type is equal to
devi se problem So, there is a tag in R2 called
BK420FDA191A, which is the type of evaluation. |
think it could have two or three types of values --
devi se problem patient problem and sonething el se.

Pl an nanme, common devi ce nane and
product code, you just copy fromthe R2 value to the
R3 val ue. Manufacturer name, manufacturer address,
city -- this, you copy the value fromR2 to R3 as is.
Then we have the devise usage. This could be set at
1, 2, 3. So, you will basically copy the value as is.

Then we have the device | ot nunber.
It’s a free text and so you copy the value fromR2 to
R3 as is. Operator of the device. So, the operator
of the device is currently a free text and an operator

of the device we have health professional, |ay user,
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pati ent and other. Now, even though we say a free
text, there is sonme suggestions in the technical
specification to use health professional or |ay user,
patient. And what we're saying here is map the R2

val ue of health professional if you have health
professional to 1 in R3. Lay user to 2 in R3. If R2
value is not health professional or lay user, then set
that to other, which is the value of 3.

Patient race code. Actually, we don’t
have any patient race code in R2, and we don’t have
patient ethnicity or required intervention in R2. So,
It’s a whole new data elenent in R3. So, in such
case, ethnicity and race are nmanually treated
el ements, so you would use a non-flavor of unknown.
And requiring an intervention will be NA

Next is characterization of drug role.
So, here thereis a fix inthe -- yeah, R2is 1, 2, 3
and 4. These are the four values. Wen it conmes to
R3, we have the FDA other characterization of drug
role, which is one simlar device. So, we discussed
t hat new regi onal el enent.

But when you nove that, what will you
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set for the characterization of drug role? Because
you have to have that value also. So, in that case,
we set the value to Drug Not Adm ni stered because
we’'re tal king about a simlar device and not the
suspect.

Al'l right, so those are sone of the
rul es that we have docunented based on sone of the
regi onal elenents that we have where sone rul es apply.
Not every elenent we have a rule that applies because
many places they are optional. So, before | get into
t he routing nechani sns, you know, any questions? Any
t houghts? Any ideas?

PUBLI C COWWENT: (inaudible) ...to FDA
IND are 2 reporting in that the techni cal
specification is specifically for R2 and in this
graph. At what point in tim would that technical
specification be republished and also include the R3
data elenents? It feels |like there’s a bit of catch-
up between the docunentation.

So, you’ve got the forward
conpati bility docunent that speaks about |IND R2 data

el ements and it gives the R3 equivalent. And | think
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the same possibly with the Business Rul es spreadsheet,
that there’ Il be IND data el enments which al so displ ay
the R3 details. But the actual FDA IND technical
specification only speaks about R2 currently.

SURANJAN DE: Correct. So, the R2
specification that was published that had -- | think
it has conbi nati on products and IND -- that
specification, there’'s a change, a m nor change that
we had to do to include the siml|ar device concept.
So, that has gone into revision. | understand that
| ast week we just got a clearance on that docunent.
So, the R2 docunent. So, that docunment will have --
t he docunent will specify two changes: One is howto
use this in R2, which is a simlar device. And then
t he second thing is that when we tal ked about the
causal ity assessnent, it just nentions that you
suspected or not suspected or you investigated our
sponsor. That's only to use... So, that will get
posted now.

Now, if you fast-forward now, you wll
have the spreadsheet which has all the R3 data

el ements with the forward conparability, with the
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expats. That we will post it by end of this nonth.
So, ny hope is that since the R2 docunent’s already
cleared, that should hopefully get posted this week.
Because | know it got cleared through our office.
Because the techni cal docunent doesn’'t have to go

t hrough Regul atory Affairs clearance or Regul atory
Policy cl earance.

So, that, hopefully, we are waiting --
| think on the web teamto post it on the FDA. gov end
of this nonth. Now you have the R3, so you already
have the final R2, you have the R3 the spreadsheet.
The docunent -- the technical spec of R3, right? So,
that we are working on to get it, hopefully, by
Septenber. The reason being that that needs a | ot of
change based on all the different regional elenents.

But that docunment nostly will not go
into the detail of what is the data of an el enent,
what does the data I end, and so on, and so forth,
because that’s already in the Excel Spreadsheet.

[t Il just point to that spreadsheet, all right? But
it will at |east give you what this elenment is about,

maybe a sni ppet of the exanple as to howit’'s going to
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| ook like. And all the attributes of that el enent
still will be maintained in that spreadsheet. And
that technical specification will conme in Septenber.

So, if you ook at the tineline, we
hopefully get our R2 specification out this week. W
have by the end of this nonth, we have the business
rul e document that has all the elements with the
rules, and the expats, and the forward conparability
posted by the end of this nonth. And then the big PDF
docunment of other technical spec cone out in
Sept enber .

PUBLI C COMMVENT: So, then nmy second
guestion is are there any -- or is there any
information in terns of the date when voluntary |IND R2
reporting starts? And is there any likelihood that
mar ket i ng aut hori zati on hol ders or applicants could
just go straight to R3 reporting for IND safety
records?

SURANJAN DE: Right. So, right now,

t he guidance is still in draft. So, once you have the
gui dance which is final, after which you have two

years to submit. Now, it so happened by that tinme you
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have -- you're ready with probably R3. Right? So,
you nust really junp into R3 at that tinme because you
still have two years fromthe tinme the gui dance and
the rule becomes final for submtting |IND
electronically. Right?

So, you may decide that, hey, | have
two years, | can get R3 -- R3 specifications out, and
| may just straight go into submtting R3. O course,
until that tinme, you still have to involve your
regul atory affairs to submt those reports through
them through ECTD, right? But if you decide that,
hey, you know what? | think | can do R2, R2 -- |I'm
ready with R2, it’s not too nuch of a hassle to do R2,
then you may start doing R2. That nmeans you don’t
have to now submt anynore the cover letters and al
that -- all that adm nistrative, you know,
docunment ation that you have to submt with an I CSR
And while you are working on R3, and then when you're
ready with R3, then you nove over to R3. Does it nake
sense?

PUBLI C COMMVENT: |'mtrying to get at

whet her or not there are applicants that
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(inaudible)...to stick with what they re doing right
now (i naudible)...

SURANJAN DE: Ri ght .

PUBLI C COMMENT: (i naudi bl e)

SURANJAN DE: Right. And that’'s true.
Sone conpanies -- sone sponsor that we understand -- |
mean, who have been also talking to us and aski ng us
guestions on the IND safety reporting. They have been
sayi ng, you know, when can FDA ask us to even start
voluntarily for us to submt? Because if we can start
voluntarily, then we don’'t have to submt to ECTD.
That neans it saves all the tine where you have to
stake that report to the Regulatory Affairs, create
the cover letter, and all that -- generating those
PDFs, and then submtting it to ECTD.

It goes actually through -- probably
sponsors have their safety system That takes care of
all the electronic subm ssions automatically. And
then they don’t have to worry about the next few steps
that they have to do. So, that's why they are very
eager to start this process.

So, as | said, we are still working on
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getting our data analytics up and running for post-
premarket. And the reason being is, as you can
understand, that all this time, the reviewers at the
medi cal offices have been | ooking at PDF docunents in
ECTD. Now you give themthis whole app system where
alerts are comng, they go in the alerts, they see the
line listing of INDs, 15-day, 7-day report that has
cone. They click on that and right there, they take
their assessnent and do things. Wich is very

di fferent than going through and printing a PDF and
readi ng through it.

So, there’ s a change nanagenent process
whi ch we are working through and that’s not very easy
when you have a nedical officer who is | ooking at --
probably got one report in three nonths, and now you
have to train himto feel -- have a feel of the new
t ool .

So, as far as -- we have that setup. |
think the website and the FAERS website will say that
-- right nowit says we don't -- we are not accepting
voluntarily. That would then change to say, yes, we

have started accepting voluntarily. And if you're
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ready, yes, you can submt. But, again, as | said,
it’s voluntary -- on a voluntary basis. Only when the
rule is finalized, then fromthat -- two years from
that point, then it becomes maNDA-tory. But many

conpanies want to do it voluntarily because to get rid

of that next set of process they have to follow. It’'s
actually -- their Regulatory Affairs are saying, hey,
can you just -- when can you start? So..

So, it all depends on how the sponsor

wants to, you know, work through this process and

when.

PUBLI C COMMVENT: (i naudi bl e)

SURANJAN DE: Sure, | nmean -- so, there
will be a period of time where you can do R2 and RS,

right? So, there’s no stopping that. And for R3, we
don’t have a set date that by this date you have to be
conpliant with R3. So, that's what | tal ked during
the slides in the norning on testing. There' s no
conpliance date for when you have to be R3. So...

But definitely -- let’s say we don't
have a conpliance date and let’s say mddle of this

year we have the I ND premarket, the final guidance
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conmes out -- becones final, right? So, now you have
two years, right? So, you have 2021, ’'22. By that
time, you have to be conpliant with submtting

el ectronically the IND Safety Report. Now, at 2022,
do you want us to use still R2 or do you want to junp
over to R3 because FDA is ready in 2020 -- ready to
accept R3? All right.

SHAWN GREEN:. Hi. Shawn Green with
AVI. | want to revisit the -- or clarify sonething
related to the FDA characterization of drug role. |If
| understand it correctly, the whole purpose of CGK1A
I's when you have NICSR with two devices that are
simlar but only one of themis suspect or
concomtant. | understand the second one --

SURANJAN DE:  No.

SHAWN GREEN: No.

SURANJAN DE: So, in the concept of a
simlar device, is -- you have a -- so, you have --
let’s say, let’'s take it by application nunmber. So,
NDA- 1, NDA- 2. Ri ght? So, NDA-1 has an Active
I ngredient 1, which has a Device A. NDA-2 has Active

| ngredient 2, but Device A. That’s a simlar device.
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SHAWN GREEN: Ckay.
SURANJAN DE: So, in that -- in this

situation, what we’'re tal ki ng about

mal function that happened on NDA-1,

report NDA-2 as a simlar device.
SHAWN GREEN: Ckay.
SHAWN GREEN: Ckay.

sai d, NDA-2, which doesn’t have the

list Gk.l1la as siml ar

care of. That field is still available for Device 1
t hough, correct? But there's only one val ue there.
What's the guidance for that data point for the first
devi ce?

SURANJAN DE: So in that case -- so
your -- you would repeat the drug block, right? The--

SHAWN GREEN: Ri ght.

SURANJAN DE: -- product block. So the
first product block you would probably NDA -- you

woul d say NDA-1,
suspect .
SHAWN GREEN:. Ri ght.

SURANJAN DE

device and that field is taken

that drug characterization is

And t hen ot her

is if you had a

you have to al so

So that being

mal function, you

dr ug
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characterization row will be enpty.

SHAWN GREEN: It’'s enmpty, so it’'s null

SURANJAN DE: Yeah. Because that’s not
asimlar --

SHAWN GREEN: There’s no (i naudible).

SURANJAN DE: Right.

SHAWN GREEN: Ckay. (i naudi bl e)

SURANJAN DE: And then you have the
second bl ock --

SHAWN GREEN: Ri ght.

SURANJAN DE: -- which gets repeated in

whi ch your drug characterization would say,

Drug Not

Adm ni st ered because that’s the val ue we can use. But

this FDA. G k. 1a would then say 1,
SHAWN GREEN:

SURANJAN DE

that that was a suspect,
anot her thing which I
sim | ar concept

Eur ope,

And the question which |

us sayi ng that, what

there was a --

t hi nk |

which is simlar.

Ri ght .

So that way we woul d know
and now

understand fromthe

is if this has to be reported to

they don’t care about the simlar part.

think cane to

if you have to report this whole
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simlar -- we'd report to you but we don’t have to
report to other agencies. But in that case, if it was
simlar, you probably will exclude that repeat, next
repeat ed bl ock and say you don’'t want to repeat that -
- you want to report that.

Anot her instance which happens is --
the question cane to us is, let’s say you have a
product which was outside U. S., right? Now, the
devi ce conponent is still the same because there is a
simlar NDA in the U S. which uses the sanme devi ce,
right? So maybe the conpany had -- the sanme conpany,
their one application was outside U S., and there’'s an
application within U.S., but the ingredients are

different, right? But using the same device

conponent .

So in that case, how would you report?
Now, sonme of our reviewers are saying -- says -- they
say, | don’t care about the foreign product. |’ m nost

interested in the U S. simlar product, right? So in
t hat case, you know, what would be the matter of
reporting? Currently in R2, the way it is, you have

to report that foreign product as well as the sim|ar
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product, right?

But when it cones to R3, because the
way this is set up, you could only have one bl ock
where characterization is Drug Not Adm nistered, and
then the other characterization of drug is simlar.
And then only one can be subm tted.

| don’t think we -- we’re not going to
reject the report because if you have reported the
foreign product and the U S. simlar product, | nean,
maxi mum what our (inaudible) teamis going to do is
try to code that foreign product to maybe the
(i naudi bl e). Because we code all suspect and -- yeah,
all suspect product we code, so we’'ll probably code it
and not reject it. So that's the concept behind the
simlar...

SHAWN GREEN: Ckay. And just one nore
note. | think in the R2 colum there, 4 should be
Drug Not Adm nistered, right?

SURANJAN DE: So in the R2 -- no,

(i naudi bl e) R2 doesn’t have a value called Drug Not
Adm ni stered. (inaudible) R2 only has in the

(i naudi ble), only these three are there today. In --

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting February 19, 2020

Page 112

SHAWN GREEN: Ri ght, but |’ m assum ng
you listed in there for the R3 (inaudible).

SURANJAN DE: No, no. So this colum
is R2, right? So there is a field in R2 called
B.k.4.1 -- B.4.k.1, which is Characterization of drug
role, which only has these three values. W are
i ntroducing a fourth one as a regional need for R2,
whi ch when you mgrate to R3 you will be mgrating to
FDA. G k. 1a, right? And in this case, 1, 2, 3 is
straightforward, right?

So that’'s nothing. But when you have
this 4, this 4 now nobves to a whole different field in
R3, okay? And that becomes l1=Equal to Simlar Device,
but when you make this to Simlar Device, there is
already a field called FDA.G k.1, which is called
Characterization of the drug role, that needs to have
sone value, and that value will be set to 4=Drug not
adm ni st er ed.

SHAWN GREEN: Right. Okay. Thank you.
Yeah.

WOMAN 1: |Is there any possibility that

you could -- yeah. 1Is there any possibility that you
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could revise that row just to nake it clearer and
still just include nore details about G k.1? To split
it?

SURANJAN DE: Yeah

WOMAN 1: To make it nmake nore sense?
So that G k.1 would map to points one to three.

SURANJAN DE: Yeah, we can do that.

"Il just put another row where we say one, two, three
j ust goes to one, two, three, and the remaining four
goes this way. GCkay. Yeah. All right. One, 13.

Al right. So if no other questions, we can start
wth the next topic.

This is a topic where the whole idea is
to make sure that the pre-market and the post-nmarket
reports are set and put in two different |ocations,
and they are nmanaged appropriately, because we al
know t hat post-market -- redacted post-nmarket reports
gets posted publicly, and this is very, very, very
i nportant. More so that many of the data el enents,
especially the current data el enents, we don't have
too many checks, we do, because we don’t want to

reject reports.
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That makes things chall enging
especially we had had incidents where even though we
have not started el ectronic subm ssion of pre-market
safety reports electronically, we have had situations
where | ND safety report was submtted to our post-
mar ket gateway, and that showed up on the (inaudible)
publ i c dashboard. GCkay?

Of course, we found out that as for the
checks we can put, we have put those checks, but in
this case it just went through and this was sonething
that was -- the conpany had not directly submtted,
but they wal ked through a (inaudi ble), and we found
out that it cane -- (inaudible) had submtted that to
us. So yeabh.

It was a huge big deal, you know. The
sane conpany stock price went down |ike 40 percent in
one day. So yeah. So it’'s very inportant that we
make sure -- and | would al so suggest to you all that
if you all even can think about sone criteria to help
us to say hey, after we go through this, what | show
here, that hey, you know, maybe you shoul d think about

this -- these criteria to clearly identify that this
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is a pre-market report versus this is a post-narket
report.

Because then there are confusion that
cones in, what happens if it’s a post-market study
report? Right? Then you have two reports to be
submtted. One for the IND and one for the NDA,
right? So then in that case, how do you basically
manage this? Because in these reports, the NDA is
redact ed and posted publicly.

The IND will not get posted. It wll
be only available here. So -- and the whole two sets
of reviewers are there, one from O fice of New Drug,
who is |looking at the IND, and then O fice of
Surveill ance and Epi dem ol ogy, who are | ooking at the
post - mar ket .

Al right. So here’s the proposal.
And | think sonme sponsors from here have already
probably tried this as part of the pilot programthat
we had done, |ast year summer. But two separate
routes for subm ssion, right? So we have two net hods,
first thing. W have the AS2 Header Attri butes and

the AS2 Routing |Ds.
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And what we are suggesting here is
within each of those nethods, we split it. So you
have AS2 Header Attributes, one for pre-market side,
one for post-market. O if you use AS2 Routing |Ds
t hen you have a routing ID for pre-market and one for
post-market. So that way, you know...

So if we submit the pre-nmarket and
post - mar ket safety reports using the appropriate
attributes or the routing IDs for R2 and R3... So and
then of course we said IND where the adverse event
occurred will be -- is a nmandatory data el enent, and
wll be available -- has to be filled in, so when we

see that a pre-market 1CSR in R2 or R3 has cone

t hrough the pre-market route, we’'ll check for the IND
nunmber to nake sure the IND nunber is available. If
not -- then without that IND we really can’'t do

anyt hing because the report will go nowhere.

So that report will probably get
rej ected because the IND nunber is not available. It
just will not go anywhere. It will just stay in a
bl ack box sonmewhere because it’'s all routed based on

the I ND nunber and a reviewer. That’'s how t he
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assignnent is set up. So to show how the AS2 Header
Attributes could look like -- so what is our current
state?

So our current state is we have the
desti nati on CDER, we have the attri bute val ue AERS,
and then we have for the XM. and AERS_ATTACHMENT f or
the PDF, right? Now, if you -- for the proposed
future state, this -- the proposed future state, that
wor ks very well when you have an R2 subm ssi on, but
when you go to R3, the whole attachnment is enbedded,
so that basically goes over here, right?

So we have the attribute val ues saying
AERS PREMKT for pre-market. So now the attribute
val ues for the XM.s for post-nmarket stays as AERS, as
we do today, and for pre-market it’s AERS and just go
pre-market, PREMKT. And for attachnents, it’s
appended by PREMKT. So that way now we know t hat,
okay, this is for post-market and this is for pre-
mar ket. Right?

So when it conmes to E2B R2 of course
PDFs are -- is applicable, but when it cones to R3

then they’'re omtted, so there’'s still no attachnent,
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because attachnents are sent later, right? So with
that attribute value. |If you go to the routing ID
mechanism-- | think that’'s nostly what nmany of them
use -- the current state is the routing ID is FDA AERS
and the attachnents i s FDAAERS ATTACHVENT.

And the proposed state for IND or pre-
market. In this case | would say pre-nmarket because
we have also B2B trials. The routing ID stay the
FDA_AERS PREMARKET, and then for the attachnment it’'s
FDA AERS ATTACHMENTS PREMARKET. COkay?

Okay. So safety reports are submtted
to FDA via different routes, are stored in different
fol ders, because they’'|ll eventually automatically go
to different folders. The XM.s will go there -- to
different folders. Acknow edgenent will be sent with
the original Safety Report Unique ldentification.

Now, why do | say this? Nunber two,
the bullet point? | don't know how sponsors wil |
store their ICSR on a post-market study report, okay?
If it is stored wwth the sane | CSR nunber or the
safety report or the manufacture control nunber. |If

you had a post-nmarket study report, and let’s say you
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had serious and unexpected, not suspected yet, you

wi Il probably submt that report to the post-market
Ssite because that’'s the rule, right? For the -- on
t he NDA.

But if you have serious unexpected and
suspected, right? So that goes to the post -- pre-
mar ket al so. So when this data cones into FAERS,
right, I will have one safety report ID. But when
start to get the pre-market, | do not want that safety
report IDto basically clash with the safety report ID
of the post-market safety report |D.

So internally what we are doing is when
a report comes through the pre-market route, we take
the safety report ID and we try to append that with a
-IND. That also makes it very clear that these
reports do not -- should not be published outside,
right?

Secondly with that, it’'s very clear
that if just in case, if a post-narket safety reviewer
| ooks at the report and say, hey, yeah, this is an IND
report. | know that. This is not a post-market site

report. Because within FDA, you know, the reviewers
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can review the entire (inaudible) of these.

So when | say that will we send with
the original, because we have appended, when the
acknow edgenent cones out, you wll get your original
safety report I D, what you had submtted. So that’'s
why the statenent -- this is just taking extra
precauti ons of these reports to not get out from where
it -- where we store them

FAERS checks the E2B pre-nmarket data
el ements to safeguard the pre-nmarket reports are
identified properly. W also are safeguarding it in
such a way that if you had submtted a pre-nmarket
report through the pre-market route or the routing I|D,
okay, or using the appropriate ES2 header, we al so
mark that report saying that do not publish. All
right?

So then when it cones for publishing,

t hese reports are never picked up. Basically, there
are three levels of checks we try to look into. One
I's, you know, we appended _IND to the nunber. W set
it up to say, hey, you cane through that route, which

nmeans these are IND reports and shoul d not be
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publ i shed.

And then also | ook into sone of the
data elenments in those reports to say hey, is it a
report from study? Yeah, but report from study coul d
be also report from study for the post-nmarket study
report, right? What else can we check, right? Does
it have an | ND nunber, that field? Yeah, it has an
| ND number in the | ND where adverse event occurred.

And, you know, sone of these data
el enents verify to nake sure that these reports are
set to a flag saying that do not publish. And they do
not get outside the agency. So that’'s the all pre-
mar ket reports will be treated differently fromthe
post-mar ket reports. These are the things why we have
to treat it differently.

So it is very inportant, | nean, as
much as checks you apply, you know, we try our best to
make sure that they do not slip through the crack.

But it’s very inmportant that also on the sponsor side,
It becones very inportant that they nmust submt the
pre and post-market | CSRs via the appropriate route so

that, you know, they conme through that.
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The bi ggest chal |l enge which we have is
when sonebody is submtting a pre-market report and
accidentally submts to the post-market route, right?
Now, that could be a study report on an NDA, right?
We're hoping that the IND on which the adverse event
occurred, that also may be filled up, and in that case
we m ght say hey, | see that field filled up, so | am
not going to accept this report to the post-nmarket
route.

But |let’s say accidentally that field
was not filled up. Then |I'mnot going to check that
field to say that if it’'s enpty or not enpty, because
all of the post-market report, that field could be
enpty, right? So it becones very chall enging
sonetines, and that’s where when | said that, you
know, | truly encourage you all to think about that,
what data elenents really can -- | nean, after | ooking
at all the data elenents that you have, and once |
provide you the list and this business (inaudible)
docunment, if anybody has any suggestions, we are nore
t han happy to, you know, talk about this as to how we

can truly segregate this even after it has cone
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through two different routes like this.

Al'l right? So then again, here the
Idea is you see that it’s -- you have two different on
the pre-market route and the post-market. It cones
t hrough and then gets basically routed through two
different | ocations. And even though it’s in the sane
FAERS dat abase, but through appropriate channels and
appropriate perm ssions and data perm ssions. They
are segregated between pre-market and post-nmarket.

Al right? And also inportant to see
here is, you know, in the pre-market side you have
this. Now, this | have only showed for R2 applies to
R3 when you have the new field, the Gk field. And
for the NDA, you know, this particular will not have
that. But if it’s a post-nmarket study report, even
subm tting through this route we' Il probably be
expected the NDA nunber on this tag. So...

And when | tal ked about sending the
acknow edgenent back with the original safety report
ID, this is where we were thinking of -- the planning
of doing. You will know this have no inpact on you,

but for us to make sure we have proper checks. O
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course, when we do try to, you know, post the data
publicly, there’'s a whole QC check, but we are posting
about close to 300,000 reports per quarter, three,
400, 000 reports.

Because our |ast year report count was
2.18 mllion reports. And so that goes... Luckily,
the year before that was 2.15, so the junp has not
been that high, but, you know, submtting -- getting
all those reports publicly is also a challenge. All
right. So routing nmechanism Set up the routing
controls. There's two ways to set up the routing
controls dictating where the docunent is sent.

So one is add a custom header
attribute. So that’'s attached to the headers. And
t he second one is the routing IDs. So when you see
the slide, these are the |ocations where, you know, it
points out to where on the FDA website the information
about those headers are, and the routing IDs are.

One of the trading partner changes, you
have the AS2 header. You have to nmke sure that, you
know, this change is set when pre-nmarket reports are

submtted. And if you' re using routing IDs, then
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t hese changes are set when you're submtting a pre-
mar ket safety report.

Al right. So wth that, if you all
have any questions you want to ask, we have |like three
m nutes, four mnutes before we take a break and then
come with the E2B validator. Okay? Now, this whole
routing mechanismis applicable to -- for both R2 and
R3, so there’s no separation here.

MAN 1: Ckay, so Suranjan, if they do
send it by m stake, do they nullify the report then,
qui ckly? Call the agency, nullify?

SURANJAN DE: That’s what we have done.
As of today, we have -- believe it or not, | think you
probably know the nunber better than | -- we probably
have close to four, 5,000 reports in our FAERS
dat abase, which are all IND reports. And these
reports are all set with -- we basically logically
del eted those reports in our database.

| mean, even before we ask conpanies to
go and nullify it, which of course the conpany wil
take tinme to set up this and send it. As soon as we

are -- we know about it, we make sure we set those up
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to logically delete those cases, and | et the conpany
al so know about it, that they have accidentally sent
It here.

We also let the appropriate sender know
that a report has conme here so that there may be a I ND
report with deals with a CBER product that has cone to
FAERS, okay? And sonetinmes some sponsors, they think
that, you know, if they have submtted the -- at | east
at the current state, the where we are, where it’s not
mandat ed and we have not said that you can submt
el ectronically.

And sonme sponsors will have submtted
that electronically to FAERS thinking, hey, we got the
acknowl edge. Great, we’'re done. No, you have the --
currently the rule is that you submt that eCTD,
right? W have still not started getting data
voluntarily. We have not said yes. W just recently
had one case where a sponsor submtted it and we’ve
said, let’s check eCTD to just nake sure that this is
al so there, because then only the reviewer will get
the report.

And what we find that, yeah, they
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submtted to FAERS, they got an acknow edgenent, we
identified that report, we stopped that report, we
nullified it, but it is not in eCID. So that neans
that report has not gone to any reviewer. So we found
out it was a CBER product. We |et CBER know, and then
from CBER t he sponsor was notified and | think |ater
they submtted the eCTD. So..

So all right. So with this, if you
don’t have any other questions, I'Il -- 1 think we'l
come back at two because the reason is | have to set
up ny laptop for showing the E2B validator. Ri ght now
I think everything cones fromthis conference room
| aptop -- conputer. So just give ne sone tinme, and
then I will also go over the spreadsheet, because on
that | should be able to open that through ny
conmputer. So...

WOVAN 2: (i naudi bl e)

MAN 2: So around two o’ cl ock?

SURANJAN DE: Two.

WOMAN 2: [t’s two now.

MAN 2: It’s two now.

SURANJAN DE: It’s two now? Really?
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MAN:  We're about --

WOMAN: (i naudi bl e)

SURANJAN DE: Oh. 2:20. M m stake.
Sorry.

WOMAN 2: It’s okay.

SURANJAN DE: Two, 2:20. Al right.
Al'l right.

(O f the Record.)

SURANJAN DE: So, wel cone back after
the break. So, with this we're going to start the
next topic item which is to go over the E2 validator.
Al right, I've thought about this validator the
norning, so | think it's tinme | can show sone -- how
this validator would function and how you woul d be
able to use this validator. W're still testing
t hrough different kinds of files for this, but here to
go -- so, the mechanismto validate E2B provides this
mechani smto industrious sponsor to validate the E2B
R2 and regional E2B R2 data files and you can convert
it regionally to be R2 to a regional E2B R3. So,
that's what this validator can do. It can validate

and al so convert. This -- you can use this as a
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mechani sm bef ore your production subm ssion. This
val i dator can very easily access through public URL.
The upl oaded files are not stored anywhere and once
you're done with it, you close it, the files are gone.
And then -- and the updated phase of (i naudible) page
wll have this link some tinme in Septenber, but you
can straight go and click on that to start validating
your EZ2Bs.

Just to give you a little bit of view

on how it looks like. So, you basically have your

source XM. file. You can upload this -- you can
upload this file here and the XM. shows up here. In
this case, | think | uploaded an R2. | hit on

val i date and the nessage shows up here, the XML is
valid. This is where | converted an R2 to an R3, so
the sane file which | took here, it shows nme here and
then I click, hit on convert and this converts to an
R3 Regional Elenent. |If needed, | can download this
file, and which downl oads this R3 file.

Now once | had downl oaded the R3 file,
| wanted to check that this will validate, and the

conver si on has happened correctly. So, it would
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val i date and should validate and say the XM. is valid.
So, that's what | did. | saved it as a different
name, R3 nane, and then | browsed, uploaded it and
then hit on validate and it gave nme this.

This is where | had an exception data,
so if any kind of errors cone up, it will show up here
and gives you a nessage. The elenent type, so and so.
It's (inaudible) and so, if there's no (inaudible).
These are sone of the data elenents where it then
tells you when you did this, what kind of E2B tag
woul d this issue cane, the original XM. value and it
gives you a validation detail ed nessage as to what the
i ssue is. And sonebody can then go and fix it.

So, with that -- so, we will have a
link something like this and where this will typically
be -- let nme see, | think we will be posting this
sonewhere here. This is ny easiest way to get to that
page. This is the page, right, that pretty nuch
everybody reviews. And so here we will have a section
where you can have a validator or sonmewhere in the
m ddl e here where --

MAN:  Who built the tool ?
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SURANJAN DE: Huh?
MAN: (i naudi bl e)

SURANJAN DE: Yeah, it was a | ate night

(Laughter)

SURANJAN DE: No, this was all vendors.

MAN:  Ckay.

SURANJAN DE: The vendors. A |ot of
back and forth with them mtigate elenents. Now that
we get (inaudible) go back and make sure that it
conplies to the entire Excel business tool which I'm
going to show next. All right. So, here is a nethod.
| have sone folders, sone files available in -- so
this is basically taking an R2, opening it, validating
it, the XM_ is (inaudible) not valid and if | want to
take this R2 and then convert it to a regional --
sorry, a regional R2 converted to a general R3 using
sone of those rules that we went through, it then
converts that. So, it uses both the ICH forward
conpatibility and the regional forward conpatibility
rule 2 and converts this into an R3. And then from

there, | could take this, and | can downl oad this.
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So, you may want to say, "Hey, let ne try in ny
organi zation to get an R2, convert to an R3 and take
that R3 and try to load it because | have a
conmbi nati on product R2. | my have an IMB R2 and |
may want to convert to an R3 and then take that R3 and
try to load it into ny systemto see how ny safety
dat abase reacts to that same R3. Believe it or not,
that's exactly how we are also trying to test this.
So, take different kinds of | CSRs, conbination product
bei ng (inaudi ble) pre-market, post-market and it's
different kinds and then convert this and then take
t hose XML.s and then create sone gold-standard files to

see every tinme we can test this if any changes cones

I n.

So, once we have downl oaded this, | can
take this -- all right and 34B, okay. So, now t hat
same R3 | can clear, browse -- oh, | kept it in

docunments. Okay. So, this is the R3 file, open and

reval i date. Good? So, now the same file |I can take

it and load it into ny safety data base, right?
Let's go through a situation where we

take a file where we may have an error in the file and
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if you start to validate, then it kind of gives you
t he nessages at the bottomto say which tag, what
val ue and what the nmessage for that tag value is.
me al so take another file where -- (inaudible) --
okay, so, let's take a field syntax error. So, thi
was again an R2 file. |I'mtrying to see if | have
R3 -- okay. Al right, so nost of the files which
have here, they are -- you saw that this is how the
check can be done. So, you can use any of these an
as soon as you clear, this is all gone, nothing is
stored in our data base. So, this E2 validator, as
said, will be available through URL. You can brows
select and it, kind of, recognizes between -- al so

between the different DTDs that we have today.

Let

S

any

d

€,

So, because you could al so have an R2,

we're still using the DTD2.1 and 2.2. 2.2 is the o
where you have conbi nation products. So, if sone
organi zation or some sponsor does not have conbi nat
products, they can still continue with the DTD2. 1,
It knows which one it is and then it does its
appropriate conversion to RS. Now, we're not

converting DID2.1 to 2.2, that's not there, but

ne

i on

SO
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anything fromR2 to R3, this conversion woul d happen.
It's a sinple web page. | think (inaudible), how
you're going to do things and (inaudible) just
provi des you all the -- so, the intention behind doing
this is that as sponsors get to nove to R3, there wll
be a ot of questions which will cone, right? But
when we did R2, sponsors need to submt a standard to
test it out, get acknow edgnent and say, "Hey, yeah.
Okay. We're ready to submt." So, now there are so
many sponsors we're going to be doing this for R3, so
this basically, probably hel ps both the sponsors and
us to be able to go there and do the first round of
testing before doing the actual -- not actua
subm ssion, | won't say -- before doing their, |like a
pre-subm ssion, pre-production subm ssion to get
acknow edgenents and be able to view the
acknow edgnent .

There is one nore thing which -- it
just came to ny mnd right now -- is, naybe we can
al so provide that if it is valid, what the
acknow edgenent is, and they can downl oad

acknow edgnments from here. Which then could be taken
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and put into -- and then say, "Hey, yeah. The
acknow edgnent exactly gives nme that because it's
valid." O if there was an error, what wll the
acknow edgnment show, right? So, that way, we

basi cally have the food cycle probably done once and
next time you may want to just test it through the
gateway. All right?

So, let nme see if |I have another file
which has -- | thought there was -- OCh, and also, if
you have an XML file, you can actually copy and paste
directly here. So, there is no restriction on that.
| basically --

MAN: (inaudible) libraries, right?

SURANJAN DE: What's that?

MAN: There's no |ibraries?

SURANJAN DE: No libraries.

MAN: Just checking to see if it's the
ri ght controlled vocabul ari es.

SURANJAN DE: No. No.

MAN: Ckay and how about --

SURANJAN DE: | nean it all depends on

how t he (i naudible), right?
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MAN:  And the business rules are there
t 00?

SURANJAN DE: Business rules are there
t 0o.

MAN: Ckay, great.

SURANJAN DE: Yeah. Yeah because we
cannot check through the |ibrary because our check
through the library is (inaudible) because we consi der
product nane, event, they're all basically -- even
t hough we say it's (inaudible) and all that, we still
do our checking to nake sure that we -- it matches
w th our controlled vocabulary and the dictionaries.

MAN: So, for conbo products, it's the
-- for R2, it's the DT2.

SURANJAN DE: Yeah.

MAN: Does this al so accommpdate 2.2
and 2.1?

SURANJAN DE: Yes.

MAN: Ckay. Thanks.

SURANJAN DE: So --

MAN2: Does it accommodate all formats?

So, EMDR from CDRH (i naudi bl e) or just the FAERS?
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SURANJAN DE: Just the FAERS

MAN2: Just the FAERS.

SURANJAN DE: Yes. Just the FAERS. |
mean, this whole purpose of this tool was nore to
check your R3, but then when we saw this and we said,
"Hey, there's a conversion feature also. Yeah, why
not just give it" because there may be organi zations
who are doing R2 today, but if they don't have that
experience in R3, this may be a nmethod for the R2 for
themto, kind of, convert themjust with a click of a
button and be able to then play it on with that R3
nmessage to see how it got created and how it | ooked.
Right? So -- | nmean, initially (inaudible) said,
"Okay, you will just upload, and you just have a
validate button. That's it." But yeah, now we've got
to convert it and downl oad.

So -- so, again, this validation takes
care of all the rules that we tal ked about -- sorry,

t he conversion takes care of all the rules that we
tal ked about in one of the sessions and takes care of
all the rules that I CH has defined for transformation

fromR2 to R3. So, it is a conmbination, but if you
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are expecting to just convert pure |ICH core data
elements froman R2 to an R3, this is not going to
wor K.

WOMAN:  Can you use the safety
reporting for -- to create files? Oh, I'msorry.
Does the safety reporting portal support R3?

WOMAN2: No, it's just still R2. Ckay.

SURANJAN DE: Yeah, R2.

WOVAN: | was thinking about a way to
cheat and try --

SURANJAN DE: | know.

WOVAN:  And create a file -- okay,
wel | .

SURANJAN DE: Yeah, that is still going
to be R2. It's basically just the conplexity. Right?
You know, the safety reporting portal is a front-end
tool, so who really cares what happens at the back
end, right? So, as far as a sponsor is concerned, (o
to the safety reporting tool, they submt their
I nformation, done. They don't care behi nd what
happens. It's an R2, not R3.

WOMAN:  Well, | was just thinking so
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they could at |east create a file if they nake it --
you know, like -- I'"msorry. Like, create a file,
then cut and paste here and then do the conversion and
then -- that's what ny thinking was. Especially for
the -- again, the IND. | think you had a question
about that. Like, the people, if they start out doing
R2, prior to safety reports because the volune's | ow.
That's what |' m thinking.

SURANJAN DE: Yeabh.

WOMAN:  You know, so that m ght be a
way to, kind of, start fooling around with sone files,
but never m nd.

SURANJAN DE: Yeah, the safety
reporting portal and even though we generate
(i naudi bl e), our safety reporting portal and then we
i nport that into FAERS, we then don't have any plans
to go to R3 yet. And as part of the whole FAERS 2
program there are many organi zati ons within FDA who
ask for FAERS data. Okay, within FDA. They woul d ask
for it. Like, recently | got a call from-- for tech
products, which is also used in human, right? So,

then for certain type of specific events, reporting
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specific events. Now, how do I share it? So, noving
forward in FAERS 2, the idea is to get everyone into

t he sanme standard of using probably E2B. That neans
we all talk the same | anguage. So, if you have a
safety systemin CVM if you have a safety systemin
CTP (Center for Tobacco Products), Center for Food, if
we can all talk the sane data elenment with the sane
definition, with the sanme | anguage, then it's very
easy for ne to nove -- send you the data.

Li ke, classic exanple is today, Center
for Food actually gets -- so, when we get safety
reports voluntarily from consunmer healthcare
pr of essi onals, they get triaged at sonme point, right?
And the triage says, "Okay, because it's a drug and
bi ologic -- teleported biologic, it needs to
(i naudi bl e). That (inaudible) needs to go to FAERS.
If there is a report which deals with devices, it
needs to go to CDRH to their safety system the
(i naudi bl e) system If it is (inaudible), then it
needs to go to their safety system data base call ed
Cares. Now, how do we send it to Cares? Through our

triage tool, actually generates an E2B R2 and t hen
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they inport that into their -- what used to happen
before that, we used to send them an attachnment or
send them that source docunent just as an attachnent
to the email to a mail box and then fromthere, they
woul d do their data entry and all that. Right now,
the report cones in, gets OCRd, whatever gets
actionabl e gets actionable, E2B gets generated and
sent to (inaudible).

So, the whole idea here is that how
much of standard can | get -- we can get into the
organi zation where different Centers are talking to
each other through this, basically, one standard.

WOMAN3: That's interesting because
that's what the whole Med Watch Pl us project was about
and that's why (inaudible), so you have the Part 1,
Part 2 and the Part 2 was just to confirmits profile
just for ICH right? Because they didn't want to
carry the extra structure that the other Centers
needed |i ke the device class, the animal subject
class, things like that. So, that's interesting --

SURANJAN DE: And the -- you said it

ri ght because there's the Med Watch Pl us program
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that's when | had -- | was working here and accordi ng
to the Med Watch Pl us and FAERS program in 2007, 'O06,
yeah, right -- and it was anbitious that to get al
five Centers trying to harnonize to get to this. But
| guess what now -- the way | see it is, okay, here
you have -- let's take CDC first, because they all
al ways work together. They're slowy starting to get
into the next Center to show them "Hey, this is what
we have done in CDC. This is the sanme nodel you can
utilize in your Center.” And | think nore and nore
what happens i s, now when you have such, kind of, big
| npl enment ati on done once, you have infrastructure, and
everything set up already. GCkay, for them now they
see it, "Hey, it's just a matter of now just getting
the inplenmentation done in the software because all of
our infrastructure and everything is ready." So,
t hi nk sonme of those things have played and now,
slowly, slowmy things are comng to be making it nore
the whol e idea of one safety data base for the agency,
right?

So, | nean, sone good ideas, which, you

know, |'ve not shown this to any other Centers yet.
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But that may be another thing to show other Centers to
show and say, "Hey, we have a validator like this.
Maybe you want to use the sanme validator for your
devi ce report and (inaudible) reporting."” So, people
can then go and do this. O, working with CBER to
say, "Hey, your vaccine reports which are there. You
can use (inaudible) validator and we have created this
val idator to make just one validator for all these
different kinds of reports.”

We have anot her chall enge which, there
I's no standard today, is reporting of product quality
reports (inaudible). Wiich is currently used in the
(i naudi bl e) report (inaudible). W don't have a
standard, but the conpanies still have to submt those
reports. So, but | think that's a great idea that --
but that's a great idea where sonething like this

val i dator can be now taken to all other types of

reporting to validate. So, as a sponsor, "Hey, | have
a (inaudible) file, I want to validate it." It
val i dates. "Hey, | have (inaudible) E2B." It
val i dates, so -- so yeah, so this basically -- | think

we're on tinme. Basically, ends ny presentation on the

www.Capital ReportingCompany.com
202-857-3376



Meeting February 19, 2020

Page 144
E2B validator. So, any questions, any thoughts, any
| deas? Pl ease ask your questions. |If not, | would

then get into --

So, the next thing | have is -- we have
-- | nmean, 1'mgoing to go over sonme of the sunmary
and closing coments. But we still have tine if

anybody wants to put in sonme thoughts and i deas about
all the things I tal ked about, discussed. |[|'m going
to be here until next -- another hour, so we can talk
-- anything specific you want to talk or if you want
to discuss this within the group, please feel free to
get to the m crophone and talk about. O if you have
any -- (inaudible) saying, "Hey, you're thinking this
way. Have you thought about this thing and that way?"
So, pl ease.

So, with that, the summary and t he
closing cooments is -- we |looked at -- | did discuss -
- | tal ked about the FAERS updates. W showed sone
timelines as to when we want to do sone -- set up sone
-- when we want to publish certain things. W did --
we went over the E2B R3 regional requirenents. W go

under the post-market, the pre-market regional
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requi renments. Again, for that, | know there are sone
slides that | need to fix sonme things. |1'mgoing to

fix that before | post it. TJ talked about all the
specific O Ds. Hopefully, | hope that hel ped
everybody to understand the concept of O Ds. How do
we use O Ds? Wiy are we using O Ds and why are we
using O Ds in that way? G ving you sonme use cases as
to why these O Ds have to be set up in this way and
what are the O Ds. W went over the regional for --
and of the forward conpatibility. W went over the
rules. That docunent will be posted by end of the
nonth, along with the (inaudible) after this slide.
So, summation (inaudible) for pre-nmarket and post-
mar ket | CSRs and then finally, denonstration of the
E2B val i dator.

So, with that, | think I can -- | don't
think | can open it fromhere -- okay. So, fol ks who
are part of ICH, they are very famliar with this
spreadsheet. It |ooks very colorful and so -- so you
will realize that what we had -- and this was
sonething | think we tal ked about at the I CH where,

|l et' s have the spreadsheet with every region put
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there. So, this spreadsheet actually cones then with
all the whole data (inaudible) of ICH and then, as we
go through, we start adding the regional elenents into
this (inaudible). Because as | -- | think one of the
| deas was, when you see the I G and the PDF docunent
that tables each elenent. | nmean, the first thing
anybody would do is (inaudible) to put into one. So,
it's already put into one now, right? And as far as
t he sponsor is concerned, they would want to see al
that into one where if the spreadsheets are very
simlar, then it's easy to read and under st and.

So, this is the spreadsheet that we
have. To the source where it says, which are the |ICH
el ements and I CH el enent (i naudi ble) el enent
(i naudi ble) for ICH for post-market, pre-narket,
FAERS and then it goes into (inaudible).

Let's | ook at an elenment which is an
FDA elenment. So, this is the el enent we have been
tal ki ng about today, right? FDA Cl, this | ocal
criteria 1 al phanunmeric 1, 2, 4, 5, 6. So there is no
conformance rul e under the I CH because it's not an | CH

rul e, but under post and pre-nmarket because that's
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where we'll be using this, right? So, this was a
conmbination indicator. | think I'mgoing to update
the slide with this. | did mss this. So, this is a

bool ean value and it tells you that it's a conbination
product or not, right? This includes data el enents
for FAERS also, right? So, there's many pl aces where,
for exanple, this -- (inaudible) line 2.

FAERS is | ooking for this, but when it cones to post-
mar ket and pre-nmarket, we don’t care about that. So,
many of the data elenments in this spreadsheet you w ||
find are all FAERS related. Here is this other one
where we tal ked about FDI C 54A, which is FDA ot her
study report type (inaudible). Initially, this one
was a 4 here, so that's where we had to save because
of the O D concept, we had to make this and then this
is an OD for that, right? And it says that -- where
It says, "Conforms with | CH business rules versus FDA
regional data elenent." Because | think, end of the
day | will have to renove the col ors because

(i naudi bl e) conpliance and | have to make it such that
it's clear that it's FDA. Many of these are FAERS

el enent s.
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Now, you have a history file. This is
t he XPATS, so each of those data elenents now -- let's
take that data elenment we just | ooked at, which is the
| ocal criteria type report. So, here is the XPAT that
has been defined. And please, again, if you find any
-- I"'mnot very expert in this, so | have fol ks who
are expert in finding this XPAT, but if you find any
kind of discrepancy in this XPAT, please |let us know
and we will look into it.

VWOMAN4: (i naudi bl e)

SURANJAN DE: | think -- yeah, | think
one is for the (inaudible) and one is the val ue.
Acknow edgnent and raw data el enments we are not using.
Now when you say patient/parent ethnicity, | think the
nunber is different. | believe this field is -- okay,
we have to find this -- why this is there. But this
Is basically the entire ICSRwith all the data
elements. So, this is what |'m posting by end of this
nonth. This whol e spreadsheet. Now, along with this
spreadsheet, | would al so post this spreadsheet.

Okay? |t says the R2-R3 data elenents and then it

goes into each of the domamin areas, the |ICSR, case
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safety report, the study, the drug, the patient, the
reaction and then each of themhas a rule and then
there is arule. Try to make it the same way how | CH
has defined it, right? So, and then it goes with each
of the rule IDs and then it points out to this to
that, this to that. And retired E2B 11s and this is
(i naudi bl e) .

WOMANS:  Ful | aggregate reports. Do
you have any special instructions or additional
information in terns of what detail should be included
for the event assessnent?

SURANJAN DE: \What information would be
i ncluded in the event --

WOMANS: -- assessnent.

SURANJAN DE: Right. So, | think what
| understand fromour clinical teamis that these are
the nore -- what do you call -- and based on that
assessnent, the simlar events are events with -- |
think that is arule. | think what -- | nean, the
cluster or the pattern or the -- or the simlar events
that you see in the assessnents you have done

i nvestigation product with all the simlar events that
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you see based on the five ICSRs you have. You wll
write an aggregate based on that. So, in this case,
your events would be the events you are doing an
assessnent on.

WOMANS: (i naudi ble) Well, the event
assessnent, like, for instance, the seriousness, onset
date, all of those fields. What's your expectation in
terms of what should be popul ated?

SURANJAN DE: Okay. Can we wite this

down and --

WOMANS: (i naudi bl e)

SURANJAN DE: When you cone to the
aggregate, an aggregate report, | think many of the
data points will not be popul ated just because you're

ri ght about the aggregation is in your clinical
narrative, right? Because you' re taking five | CSRs
where you have the details, right? Which now, you're
maki ng one aggregate report and you are filling in
that report. So, many of the points in that report
woul d -- nost (inaudible) part of your clinical
narrative. But | think the key information, what, at

a mninmum needs to be there, that's sonmething I
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definitely would want to talk to our pre-nmarket folks
to make sure that what |'m saying is correct.

MAN3: So, | have one basic question.
So, there is (inaudible) R3 to FDA (inaudible) if
I ncl uded any other region so they are (inaudible).

For exanple, in (inaudible). So, is it included any
ot her (inaudi ble)? Can you accept over FDA?

SURANJAN DE: (Okay, so basically |
think what |'m seeing is going through that thought
process where you could want to generate one E2 -- one
file so that if that file has got regional elenents of
other regions and that is submtted to FDA, would you
accept that report or not, right? No inpact, right?
So, that is basically a concept that we had done a
little bit in ICH | think in the cross-regional
testing. We have not done that yet. That is
sonething we definitely do plan to work with our
vendors to plan that and try that. If it is bad, can
it just ignore those data elenents? W have not tried
that yet, but definitely we would -- we plan to do
that as part of our inplenentation. | have definitely

tal ked to ny vendors about this, so hopefully we are
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able to provide sone information after we have done
sonme | evel of testing.

WOVAN5: Just one | ast question because
we have to keep up to date with various other business
rul e sheets for other health authorities, but also
within the FDA. For instance, wth EMDR and CDRH
i npl enent ati on packages, do you have any process set
up for how applicants and so forth, vendors, wll be
updated or notified of any changes to the business
rule sheets? W find that it can be quite haphazard
that you go to the site and see that there's a new
sheet upl oaded and often, not very well version
controlled with very conprehensive changes for your
revision history.

SURANJAN DE: Okay. Yeah, | think -- |
think that is -- | believe that when you register with
the FDA's site and becone a subscriber, any changes on
this gets notified. |If not, |I think the idea first
woul d be that based on all |evel electronic subm ssion
-- submtters, we actually have a list of, which we
maintain to notify sonmetines if they don't get

notified. The way we have tried to approach everybody
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on these (inaudible) nmeetings, | think that woul d be
one nmechani sm of notifying. The second nechani sm of
notifying is that whenever we have any ki nd of

changes, we probably set up sone webinars to

communi cate this change. So, say that, "Hey, there is
a change, and this is what the change is." This is
how we plan to inplenment it so that we notify well in
advance that this is comng, right? They may have a
whol e different conpliance date, but at least if we're
ahead, we can tell you because that nmay have an i npact
of sonething else you are already building, right?

So, that is another way because now we know that this
is a whole new standard that we are inplenmenting and
needs nore attention than basically the R2, which at
stock, needed a lot of attention, but then people
became expert and things are pretty much noving in a
nore (inaudible). We do plan that -- to have a few
nore webinars to communi cate this. Any kind of change
that we identify, we would want to communi cate t hat

t hrough webi nar because as we are inplenenting, as we
are testing, we will find sonmething which my have an

i npact on this spreadsheet or may have an inpact on
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this spreadsheet. So, we definitely want to
communi cate this.

Anot her thing which we have done is
this (inaudible) nmeeting actually had over close to
591 attendees registered. So, | have the emi
addresses of all of themthat would basically help us
in also communicating with, like, a blast email on if
any changes are caught or inplenmented or plan to be
I mpl emented. So -- but definitely we have sone ideas
on how do we want to comrunicate this because this is
sonmething new So -- and as we also start posting
this site also will get updated, so, | believe that
there is sonmepl ace where you can get feeds when the
sites get -- | need to also check with that office of
conmmuni cati on because they also have things like if
anything gets (inaudible). |If you have -- it's posted
t hrough (i naudi bl e), Facebook and all that and
soneti mes updates can go through that FDA has those
accounts. So, that is another mechanismthat's sone
t houghts to use those if you always -- you would
automatically get updates that happen and the FDA's

Facebook page or FDA's (inaudi ble) can comruni cate
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t hat updat e.
Al right. Al right, so with that,

anyt hing el se you guys want to discuss, want to tal k?

|"mopen for that. |'mhere and -- but respective of
the (inaudible) nmeeting, | hope | was able to provide
sone val uable information to you all on how -- what

FDA is thinking about, what kind of regional

requi rements FDA is thinking about, how FDA wants to
help in validating your subm ssions, how FDA wants to
help in testing your subm ssions and sone of the

t hought process that has -- that FDA has had in
setting up these requirenments for the regional R3.

So, if any comments, any thoughts, anything which you
woul d see in the future or you would like to see in
the future, please wite to us. You have the docket
for 30 days and after the docket period, you have the
e-pronpt email address. We do (inaudible) that. And
wth that, we will do the follow ng, which is today's
presentation, as you see | have a few updates | need
to do on this presentation and then post it. \Which,
again, including the regional requirenents spreadsheet

and the forward conpatibility spreadsheet. | think
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this is May 20th, May 18th, for the docket. And any
update, any coments based on any update any
specification based on the coments we receive and
then we will start updating the FDA regional

I npl ementati on specification docunent, which was | ast
posted in 2016.

The second to last, third bullet, sorry
-- excuse that. And now we are preparing -- we wl
prepare sonme sanple regional R3 data files, as
requested. So, if it's sonme of the exanples that we
have, maybe conbi nati on product, nmaybe pre-narket
(1 naudi bl e) post-standard, post-market product and
then you can contact this email address after the
docket tinme frane.

So, with that, | thank you all for
bei ng here and attending on the (inaudible). Thank
you so nmuch. This kind of collaboration really helps
us in getting this successful and making sure that
(cough) -- excuse ne -- just nmaking sure that the
sender and the receiver of electronic subm ssions both
are on the sanme page, are in synch and can end up in

bei ng successful. So, thank you again and hope you
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enjoyed the session.

(Whereupon, at 3:12 p.m, the

proceedi ng was concl uded.)
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CERTI FI CATE OF NOTARY PUBLI C

I, ELIZA SPIKES, the officer before whomthe
foregoi ng proceedi ngs were taken, do hereby certify
that any witness(es) in the foregoi ng proceedi ngs,
prior to testifying, were duly sworn; that the
proceedi ngs were recorded by ne and thereafter reduced
to typewiting by a qualified transcriptionist; that
said digital audio recording of said proceedings are a
true and accurate record to the best of ny know edge,
skills, and ability; that | am neither counsel for,
related to, nor enployed by any of the parties to the
action in which this was taken; and, further, that |
am not a relative or enployee of any counsel or
attorney enployed by the parties hereto, nor
financially or otherwi se interested in the outconme of

this action.

ELI ZA SPI KES
Notary Public in and for the

STATE OF MARYLAND
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CERTI FI CATE OF TRANSCRI BER

I, SONYA LEDANSKI HYDE, do hereby certify
that this transcript was prepared fromthe digital
audi o recording of the foregoing proceeding, that said
transcript is a true and accurate record of the
proceedings to the best of ny know edge, skills, and
ability; that I am neither counsel for, related to,
nor enployed by any of the parties to the action in
whi ch this was taken; and, further, that | amnot a
relative or enployee of any counsel or attorney
enpl oyed by the parties hereto, nor financially or

otherwise interested in the outcone of this action.

g 1 lnll: ot

SONYA LEDANSKI HYDE
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