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PROCEEDI NGS

THE REPORTER: Good norning. Today is
Tuesday, Novenber 7th, 2023.

MR. DE: All right. So good norning,
everyone. M nane is Suranjan De. | amthe Deputy
Director of Regulatory of Science in the Ofice of
Surveillance & Epidem ol ogy in CEDR FDA.

So, good nmorning. And today's topic is
atopic -- is atopic on reporting premarket and
post mar ket safety reports to FDA using | CH E2B( R3)

St andar d.

So this is a followup of the
presentation that | had in April of this year. And so
this is the second one and one of the |ast ones before
FDA -- and it goes into making this a live interaction
system

All right. So this is ny standard
di scl osure. So, next slide, please.

Al right. So what is the FAERS
session overview? So this session will review updates

to requirenents for submtting safety reports for,
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| NDs, | ND_Exenpt BA/BE studi es, and approve drugs and
t herapeutic biologic products, but excluding vaccine,
using the ICH E2B(R3) formt.

Al so, we w |l discuss about
I npl enentati on plan and progress and that's the nost
exciting thing probably everybody is | ooking forward
for as to where we are with it and when will FDA be
ready with this.

We'll give you sonething on testing
updates. So we know that we -- you know, as sponsors,
you would want to invest with us to make sure that,
you know, your subm ssions are good.

And of course, we will also tal k about
FDA' s readi ness and subm tter preparedness. So FDA
readi ness woul d be npbre of our FDA's, sonme tinelines
that we will share with you. And of course, with
subm tter preparedness, we want to give you sone tips
on nore things that a submtter will do fromtheir end
to be prepared for subm ssion |ICSR using the E2B(R3)
format .

So as for the objectives, so we wll
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have basically three objectives. And this is
sonet hing that many in our organization would like to
under st and and know what the objective is of this
presentation since they are attending this. Is we
recogni ze that FDA will require reporting of IND and
post mar ket safety reports to be submtted in the R3
format to FAERS to the Gateway or Safety Reporting
Port al .

And t hen al so, understand updated
regi onal extensions that are key for postmarket, | ND,
and | ND_Exenpt. And of course, we conmunicate our
| npl enentati on status and readi ness.

As for the second, regional extension,
| won't go into too nuch detail of the regiona
extensi on because | did that in the April
meeting. Today, | will just talk about a few updates
that we had with regi onal extension based on the
testing that we did on sonme of our industry nodels.

Al right. So today's agenda -- so
t oday's agenda, we're going to recap fromthe previous

public nmeeting. We will talk about the inplenentation
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pl an and progress, external and internal testing
updates. W'Ill take a break for 15 mnutes. W'l
tal k about the regional extension updates, FDA
readi ness, submtter preparedness, and we'll go into a
sunmary.

Now, to recap fromthe previous public
neeting. 1In the recap, we'll also go over sone of the
guestions that were asked at the previous neeting
which we were unable to provide an answer during that
neeting. So many of these kind of slides, which wll
tal k about sone of the questions that you had asked,
and we have prepared sone answers and responses for
t hese questi ons.

All right. So the recap fromthe
previous public neeting. W had that neeting on Apri
4th. It was a six-hour neeting. Al right. And six
hours of my talking. And the neeting agenda,
presentation, and slides, and recordings are avail abl e
at this link. So you can always go back and | ook at
t he recordi ngs of the previous neeting.

Before | get into the next slide,
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just wanted to let you know, | actually have a little
record. My voice may sound that | have a cold. So
l"mtrying to stay away from everyone. So just excuse
me if ny voice cracks. All right. Let's go to the
next slide.

So sone recap from previous public
meeting. So what did we talk about last tinme? So we
tal ked about the inplenentation of R3 subm ssions of

bot h premarket and postmarket at the sanme tinme. W

still have the same plan. W w |l have a new date for
voluntary reporting and we wll comrunicate that in
the future slides that you will see.

And we w Il also communicate all of

that in the FAERS El ectroni c Subm ssion web page. W
have not done that yet. | know our plan was as we go
t hrough the final inplenentation date. W know the
nonth, just final date in that nonth, and then we w ||
update the FAERS El ectronic Subm ssi on web page.

"1l also be referring to the -- one of
the inmportant docunents, which is a Core and Regi onal

Data El enments docunent and everybody needs to be using
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that to understand all the core and regional
el ements. W tal ked about Controlled Term nol ogy, the
Separate Subm ssion -- Separate Subm ssion Path, and
t he rul es.

So one of the paths for IND vs.
| ND_ Exenpt vs. postmarket. It's very inportant
because that helps us in different shading in the
reports such that premarket reports to narket
publ i shed publicly versus postmarket published
publicly. The subm ssion nmethods and nmechani sns are
based on the AS2 header and Routing ID. Also, we had
tal ked about Safety Reporting Portal, that is also
anot her option that conpanies have. All right. Next
sl i de.

So as for the rules of triaging of
| CSRs via ESG, so we had tal ked about how the reports
woul d come. So we have the premarket | CSRs subm ssion
and the postmarket. |In the premarket side, now you
have the AS2 Header. And for the premarket, CBER. So
those XML files will conme and it appears in the

reporting system so this -- the |eft-hand side, al
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you will see is basically the subm ssion that you w ||
do and then howwill it show up in our FAERS System

so we know that that's a premarket report.

Same thing for CDER | NDs. And the
reason why we have these two separately because there
are some | ND nunmbers which coi ncide, we can see that
in CBER, so to differentiate whose report is for
who. And then to send it to the right reviewer. W
have that routing and the XML file and the destination
al ready set.

Then we go into the
post mar ket. Postnmarket, we have kept it as the sane
as we have today as we do with R2. So none of those
headers and the I Ds have changed. And that report
gets sent there and now we are able to differentiate
bet ween premarket and postmarket reports.

And within the premarket reports, we
are also able to differentiate who the safety reviewer
is and see they are in CBER. And this reports that
accordingly. Published or not published and

accordingly sent to the right reviewer. Okay. Next
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slide, please.

So the Subm ssion Path Business
Rules. This is, again, very inportant while we were
doi ng systemtesting and while we were doi ng investor
testing. We had to review this and nmake sure that
everybody understands. So that's why | have to point
us back agai n.

If you look at this table here, we have
the premarket ICSR, if it is 4CDER_|IND or CBER_IND, or
| ND_ Exenpt BA/BE, viability -- ICSRs, then in that
case, the values are provided. For AS2 header, for
routing IDs, and N. 1.4 should be inside the XM file,
whi ch neans the values of N. 1.4, and within a batch,
you wi || have nessages which is N 2. R 3 and what
shoul d be the values for that.

So it's inportant that is foll owed
because this actually -- N 1 extend makes it all
f ool proof that these reports will stay and not get
exposed publicly. And the report needs to be
publ i shed, also it makes sure that it goes to the

right reviewer for review, so it's very inportant that
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t hese values are maintained and set in your systens so
t hat when you send these XM.s, and send it to the
ri ght headers.

We al so have rules where it says that
I f you send sonething with an AS2 header or a routing
| D but does not have an N.1.4 or N 2. R 3 values, then
there will be a rejection. So -- and -- so for all
nmessages -- for all nmessages received that are in the
file, which is CDER and on the batch receiver and
different ZZFDA. So if you had that as CDER or your
N. 1.4 was ZZFDA PREMKT, then you're going to get a
rejection.

And simlarly, that if you had N.2. R 3
as CDER_IND, or CBER_IND, or |IND Exenpt_ BA/BE, then
N. 1.4 nmust be ZZFDA PREMKT. If it was only ZZFDA, you
will get a rejection.

So -- so, yes. So these rules are very
I nportant and you follow them so that we can
appropriately have these, you know, set in our
dat abase, in our FAERS system and that these reports

are secure and not -- and al so, renmenber, just to
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note, that based on this setup, we have in our FAERS
system a concept of a published flag, which gets set
based on this. So it probably sets it up to not
publ i sh.

So we are very -- because now t hat
FAERS is going to start getting premarket safety
reports, which it used to not before because
everything was in CID, so nore and nore -- it becones
nore and nore inportant that we take the right
precautions and right controls in order to safeguard
these ICSRs. (Okay. Next slide, please.

Okay. Sonme other things that we had
di scussed was the regional extensions for |ND,
| ND_Exenpt BA/BE, and postnarket safety reporting. W
have plans for validation and inplenentation. W have
the E2B validated. We will be posting that on the
El ectroni c Subm ssion web page as a link. And |'I|
| et you know what the date is, it's on one of the
slides. This validator will actually help you in
testing your excimls [ph] before your subm ssion.

We also last tine tal ked about
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regi onal -specific rejection and warning rules that we
have. There has been sonme updates to those rules
based on our industry testing, which I'Il go over. W
al so tal ked about FDA O Ds in our regional
ext ensi ons.

And also, the R2 to R3 forward
conpatibility. It's nostly applicable for postnmarket

safety reports, because premarket, we never had R2

standard. So this has not changed, still the sane.
So -- so for forward conpatibility --
and that is very -- also very inportant that we have

al so noticed, especially in our organi zation, when we
are tal king about R2 and R3, everybody is |ooking only
at the I CHS BFC docunent, which is the backup forward
conpatibility. But BFC docunent will not talk
anyt hi ng about the regional data el enents.

So it is all -- it is inportant that
you al so |l ook at the regional data elenents for that,
| ook at the FDA's forward conpatibility docunent which
I's al so posted on the FAERS El ectroni c Subm ssion

page. So both docunents are inportant to see. Next
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slide, please.
Al right. So just -- and |I'm changing
gears a little bit. | have got sonme questions | have

received recently on ESG NextGen. And | know this is
not part of -- this is not E2B, this is not E2B R 3
standard, but | just wanted to give a little

I nformati on on where we are and -- and you know, what
the status is.

So the ESG Next Gen offers an
application like an APl assistance with tasks
I ncluding initial and subsequent subm ssions. All of
the ESGs NextGen are built using RESTful Standards for
ease of integration. And the APl standards for
security enforcenent to ensure data exchange is
secure, data i s secure.

So with ESG Next Gen, the industry can
use APl to generate the APl submi ssion ID, create
subm ssi on payl oad, and submt the payload to the FDA
to process. The conmbination client ID and the secret
key is a unique identifier that each industry partner

will use to submt data to the FDA. The FDA w | |
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publish nmore details in the future, but the draft
specifications is here.

How this is going to have an inpact on

what you have today will also be communi cated, which
currently it's not, but we will definitely comunicate
that to you all as to what in fact -- will it have an

I npact on the way it's working today with our
I ndustry. Next.

And FDA will also dissemnate this
testing information in advance so industry partners
can update their respective process to be prepared for
the testing. So there will be a good anmount of tinme
that will be provided to do that testing. But as of
now, this is what the status is, nothing has advanced
much.

So as of now, you know, the status quo
i s what ever you were doing, continue with it. And
when new updates cone, you know, you definitely wll
get notified of those. All right.

Al right. So next then we will talk

about sone of the coments and questions that were
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asked in the previous neeting that we had on this
April meeting in April. And I'll go over a few
guestions | think that will be inmportant for you to
understand. And we made these questions nore an FAQ
and posted up on our FAERS El ectronic Subm ssion
page.

So going into sone of the questions, so
one question was that, yes, there has been change to
the | atest MedWatch. This is dealing with certain
data el enents that the MedWatch had. Like, for
exanpl e, gender was a new data elenent, and there was
one nore data el enment that was added to the MedWatch
form

And the question was does R3 technical
specification -- consider these new gender data
el ements. VWhen we had published this R3 the first
time, these data el enents weren't there. But once the
aut hori zati on happened, these data el enents cane
in. And so let's go into the answer.

So FDA is considering updating the R3

to include the gender data. W still have to -- just
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to add a new data elenent is just -- R3 is flexible,
but it's not that easy. W have to work through
the -- through the -- you know, the HO7 [ph], B3
nodel, so -- so right now, yes, we are |looking into
it, but currently, we are not going to be updating our
technical spec to include this data el enent right
away. But at sone point, we will incorporate this, so
we are considering updating for the future of the
specification, but not right now

Al right. Another question, once 7-
day or 15-day IND safety reports are submtted via
ei ther subm ssion nethod, the ESG or the SRP, does the
sponsor still need to submt in eCID format or notify
t he FDA project manager? So once the IND safety
reports are submtted electronically via the -- via
SRP or the Gateway, submtters do not need to submt
themin the eCTD format or notify FDA project
manager .

Because once it has conme, it cones into
FAERS, the project managers -- the FDA project

managers and the clinical reviewers will automatically

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Meeting November 7, 2023

Page 19
get notified based on that subm ssion that has cone
into FAERS for those IND safety reports.

Al right. For a small business
sponsor that has an ESG account but does not have in-
house XM. capability, are they able to submt | CSRs
t hrough SRP? And the answer is, yes, they can submt
using the Safety Reporting Portal. That's the whole
reason why we have the Safety Reporting Portal. W
have registered the Safety Reporting Portal. And once
you are registered, you have an account, then you
should be able to log in and submt safety reports
t hrough the Safety Reporting Portal.

Al right. Next. Soif we -- so if we
are cross-reporting | CSRs, which I ND nunber shoul d be
i n the header? The IND for the study in which the
event occurred or the IND for which we are submtting
to? And the answer to that is sponsors should use the
| ND nunmber under which the clinical trial where the
event occurs is conducted as the primary |IND nunber in
the indicated E2B data field.

So when you have a cross-reporter,
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that's what -- the primary IND nunber will be in the
primary | ND nunber field and the cross-referenced | NDs
will be the in cross-referenced IND fields. G ven
that these two fields are regional elenents that the
FDA has defi ned.

Can we upload an XM. file in SRP
I nstead of entering data manually? And the response
IS, no. Because if you have XM., then m ght as wel
use the Webtrader and submt the XM.. Right? Because
Webt rader is sonething which doesn't cost, and you can
have an account, and you should be able to submt. In
Webt rader, of course, you can only submt one file at
atime. But with SRP, the whol e purpose of SRP was
that the data is to be entered in, which becones
structured, and then -- and then we get that data and
put it into our FAERS system So -- so no, SRP, you
have to manually enter all the data. |If you al ready
an XM., then you can use the Webtrader to submt.

Al right. So is there any work being
done to sync the required fields between FAERS, VAERS,

and MedWatch? And the answer is, yes. FAERS has

www.Capital ReportingCompany.com
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har noni zed the data el enments between these to the
extent possible. W have tried as nmuch as possible to
-- to make sure that the required fields are in sync.

But with the VAERS data el enents, there
are sone additional VAERS el enents that we don't
have. We will -- we do have plans to work on naking
sure that the FAERS and the VAERS structure or the
technical specification is conbined into one
har noni zed specification. W have not done that
yet. We want to get our affairs started. Wen we
work with VAERS, we will work that through.

But to an extent, we have tried to nmake
sure that core values, the data el enent properties
that is being used between FAERS and VAERS are the
sarne.

Al'l right. Please confirmif
FDA.C.1.7.1 nust be set to a value of six, which is 7-
day when submtting followup information to an
unexpected fatal or life-threatening adverse event
study for a clinical trial. And the answer is, yes,

that is correct. This is a very straightforward
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answer. Okay. Next question.

OCkay. Regarding the Medicinal Product
Name as Reported, presumably, it would be preferred to
use the coded product description and | ocal tradenane
fromthe conpany's product library rather than the
ver bati m nedi ci nal product nanme as reported; is that
correct? And the answer is, please refer to the FDA
Regi onal | npl enentati on Guide that we have tal ked
about in the Section 4.2.5.3, Data Elenment G k. 2.2, it
stands for nmedicinal product nane as reported by the
primary source.

So what woul d FDA prefer? FDA would
prefer to receive the United States Local Medicinal
Product Nane, which would be the sanme name submtted
In the structured product |abeling format as a
standard format for the exchange of drug listing.

So this al so supports auto-codi ng of
the submtted safety reports. This is sonmething we
really encourage all the conpanies, that when you are
submtting the -- the suspect product nane, especially

with a primary suspect product that you have, please,
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pl ease, please use the nanme that you're registered
with through SPL. Because that's the nane that is --
in also in our product dictionary. So when a report
conmes in, it auto auto codes and we don't have to stop
to report for manual intervention. So it's very
| nportant that those nanes are the sane.

Al'l right. Next -- another question is
regarding the data elenment FDA. G k.13.r. That is FDA
Speci al i zed Product Category, for conbination
products, would this be entered for any conbi nation
product |1 CSR or just mal function or 5-day? Al so,
woul d this be provided as -- provided in addition to
FDA Procode? The response is, yes. | mssed the why,
sorry. Yes. The FDA Specialized Product Category for
conbi nati on product is applicable for all | CSRs for
conbi nati on products.

So if you have a product report, yes,

t hat special category is useful. And just not only
for mal functions, but -- but any conbination
product. It just gives us additional information

about that conbination product. So it has different
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cat egories, and dependi ng upon the category, you can
provide that information in the FDA G k. 13.r.

Al right. Could you please confirmthat when cross-
reporting IND -- okay.

Cross-reporting IND Safety Reports to
FAERs, sponsor needs to only submt one report to the
primary | ND and provide a list of all of the affected
INDs? AlIl right. And the answer is, yes, that is
correct. Sponsors should use the Data El enent FDA
C.5.5a. It stands for |IND nunmber where AE occurred,
to report the | ND nunmber under which the clinica
trial where the event occurred. And sponsors should
al so use the indicated repeatable Data El enent, which
Is FDA.C.5.r6, IND nunber for cross-reported IND to
submt individually other rel evant | NDs.

So if you also have -- you can report
all the cross-reported INDs, you don't have any Kkind
of -- any kind of criteria to say only reporting these
ones and not that one. So if you had cross-reported
INDs for that primary IND, then just put all the

cross-reported INDs in that Data El enent
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FDA.C.5.r6. Okay. Next.

OCkay. |s the nmechanismto validate
E2B(R3) available only to the WebTrader account? W I
anyone wth a Gateway-to-Gateway connection be able to
access the validator tool? And the response is, the
E2B(R3) validator tool is independent of the
subm ssi on nechanism Okay. Submtters may validate
XML files prior to submtting ICSRs to the agency. |If
rej ected, submtters may adjust their XM. generat or
and then submt the ICSR via WebTrader or the
Gat eway.

So WebTrader or Gateway is basically
the -- basically, | consider themas nore |ike the --
the postman who says the XML is the letter and the
| etter has been validated through the validator. So
the validator is independent of that. And that w ]l
be avail abl e on FAERS El ectronic Subm ssi on page. |
think this nonth, we are planning to put that
val i dator so that you can start accessing it.

Al right. Next question. All

right. Does the E2B validator show both soft
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val i dation and hard validation? Suppose if we receive
validation errors, does it nean it will fail the
transm ssion of the case? All right. So the ETB
val i dator shows both rejection and warning. Any
rejection will send a negative acknow edgnment to the
submtter and the ICSR wll not transmt to the
FDA. | nean, not transmt. |[It's not the right
| anguage. | think the ICSRs will not be commtted by
FAERS, basically. | would say that. Because
transm ssi on, you have already transmtted, but now
the transm ssion has a negative acknow edgnent.

So | will change the answer to say it
wll not be commtted by the FAERS database so you get
a negative acknow edgnment if there was a rejection.

War ni ngs? Yes, we will accept it. But
again, the warnings are given just for that. And
follow -- then you get a followup -- when you submt
a followup, the idea would be to correct that warning
and submt that to us. The warning is not going to --
not going to reject that subm ssion.

Al right. Next question. Can
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premar ket | CSRs be submitted via ESG dat abase to
dat abase during the voluntary subm ssion period? The
answer is, yes. During the voluntary submn ssion
period, premarket | CSRs can be submtted via ESGin
E2B(R3) format only. There is no R2 format for
premar ket | CSRs; okay? So just renenber that
premar ket |1 CSRs, we don't accept any R2, it only has
to be R3.

For postmarket, during the voluntary
period, you can submt through R2. And as you're
nmovi ng through R3, you transition over to R3. So keep
in mnd about the transition period that for your
I nformati on you may want to have.

All right. Okay. A few nore
questions. What do you nean when saying a single
batch nust have the sane sender? This is an
i nteresting one. Can you please provide an
exanple? Okay. So the response to that is, this
applies to a Contract Research Organi zation, CRO who
are submtting reports for nultiple sponsors or

application holders. So when nore than one ICSR is
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sent in one batch, then all I CSRs nust have the sane
Message Sender ldentifier Information.

So which nmeans that if you have conpany
A and conpany B, two different conpanies, so in one
batch when you are sending an | CSR, do not send | CSR
where ICSR 1 is conpany A and ICSR 2 in the sane batch
Is for conmpany B.

So if you're sending, please send that
all in one batch. So if you had ICSR 1, 5, 6, and 7
for conmpany A, then put it in that one batch. And if
I CSR 2, 8, 10, and 12 are for conpany B, then put it
in a separate batch. Don't mx themup. So that's
what this particular question -- this particular
response behi nd saying the single batch nust have the
sane sender is talking about.

Then regarding sending literature
attachments, many tines we do not have the final
literature docunent ready for -- ready at the tine of
subm ssion due to various reasons, maybe translation
Is required. When we would send the final literature

attachment, would this be sent as an anendnent? The
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answer is, please send the final literature attachnment
as a foll owup I CSR

For nore informati on about reporting
foll ow-up, we all know where to |look for. But it can
be submtted later. Once you have, you can submt
that, and then it can be sent as an anendnent or it
can be sent as a followup with an attachnent.

Can we still submt FDA codes for
devices or | MDRF codes only? The answer is that you
can submt either the FDA codes or the | MDRF codes for
t he device, problemcodes. So | believe that's about
in FAERS. When it cones to the postmarket conbination
reports.

Okay. All right. So with that, there
weren't too many questions, but | wanted to address
t hese questions because we didn't have tinme the |ast
time and we wanted to nake sure that what would be a
good answer we have for you to answer.

So with that, we will go into the next
topic, which is inplenmentation plan and

progress. Where is FDA with the inplenentation of
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E2B(R3)? Okay. All right. So this is just one
slide, there are a |lot of things here. | had
presented this slide the last tinme also. There were a
| ot of things that had not started. Right now, we are
at a state where a lot of things are conpleted or in
progr ess.

So we published the Regional
Specifications. So this is the Regional Spec, which
is all the docunentation, so we produced themas a
package because it has got, | think, three or four
docunments. And this was published initially in April
2022. And then we had it published updated in August
and Septenber. | think I m ssed one. There was one
al so updated in Cctober of 2023.

So if you go to the FAERS El ectronic
Subm ssi on web page, the docunent which was | ast
publ i shed in October of 2023 was the Code and the
Regi onal El enents and the Excel Spreadsheet of all the
data el enents. There was sonme updates that were
done. All updates are docunented in the -- the change

history. So you will see what has been updat ed.
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So this has to do with all the
Publ i shed Regi onal Specs. Again, as | said, | wll
repeat, please also ook into the follow up
conpatibility. |If you mss that, you may face an
| ssue because in the followup conpatibility, there
are sone data points that in R2, FDA woul d consi der
themas -- as nuneric values. But when it canme to R3,
that sanme data field has becone -- and so that is
FDA's rule for followup conpatibility and is
docunmented in that. Ckay.

There are sone data elenents in the
foll ow-up conpatibility which has original data
points. When it was an R2, each had its own tag, but
now it has becone repeatable. So -- in R3. So please
keep an eye on the follow up conpatibility of the
Regi onal El enents.

Then we conme into tool
enhancenents. So enhanci ng both our intake and
anal ytic tool to include regional extensions. This
wor k has al ready been done. The main thenme here is

why this is in progress because -- because of this R3
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I npl enent ati on.

We al so have to make sure that sone of
our downstream systens are able to accommpdate the R3
nodel . Because the downstream systens we have in our
data mning tools, and so on and so forth, and that
they are able to accommpdate this. So that's where we
have -- that's why we have in progress. But the first
bullet is conpleted. Because the first bullet is
conpl eted, we were able to conplete all other areas
t hat we have.

So we have the ESG setup. That is
conpleted in preproduction environment. That's the
reason we were able to do industry testing. And --
and the setup conpleted for inbound and out bound
folders. And of course, we have al so conpl eted our
production environnent setup for the routing IDs. W
have not notified, but internally, we have conpl eted
that and we are ready.

So once we publish on our Electronic
Subm ssi on web page about that we are ready, you know,

what ever is in the technical specification for the

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

Meeting November 7, 2023

Page 33
routing I Ds and production, it becones applicable.

If you were to test with FDA, and when
you are ready, we are open to test. Wth FDA, our
preproduction environment will be open. Only that we
have to use the preproduction routing ID. Wth the
routing I D, we have to use the word TST as a prefix, |
believe. No, post-fix. | think post-fix. W use the
word TST. So everything stays the sanme, but you have
a post-fix of TST. So you can test with us, you
can -- nmy recommendation would be to try with the E2B
validator first, making sure that XM. file is good,
and then you can submt that.

Testing through the Gateway w | |
actually tell you your acknow edgnent files. That's
what you may want to -- you would like to test.

From the FDA' s perspective, system
testing is conpleted, all issues have been identified
and fixed. And for industry -- we did sone industry
testing with eight conpanies, tested both premarket
and postmarket | CSRs through the Gateway. Two-phase

testing was conpleted. Tested E2B validator. And
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testing conpleted with a few i ssues that were
I dentified, and of course, corrected.

We also tried to test large files,
smal |l files, and so on and so forth. And that is
sonething that I would recommend also for you all to
do. Have a big batch, have a -- you know, what do you
say? A file with a large attachnment. And those are
sone of the tips we will talk about in the future
slides that | have.

And then finally, public communication,
that is also in progress and it's ongoing. W have
done sone public communication. For exanple, today, |
am presenting to you on what we have done so far, our
readi ness, and so forth. W are preparing, as | said,
an FAQ for the technical specification, onboarding,
and any inquiries.

So all these questions that we answered
t oday, sone of these will be put onto the FAQ And as
we are getting questions from conpanies, we have been
getting individual questions from sponsors, so we are

docunmenting them They will cone into an FAQ And we
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will, of course, comrunicate the go-live date and
we'll tell you in the future slides. | have a slide
on the FDA's readi ness, which will tell you the go-

| i ve date of things.
So with this inplenentation plan and
progress, this is where we are. Most likely, all this

will be conplete by the end of this year. And nost

likely, we will be done with all these activities by
the end of this year. So -- but these are sone of the
steps that we have followed. And -- yeah. And I

really appreciate all of the conpanies who actually
tested with us. And I think we had a good
testing. Because these conpanies were ready with the
Regi onal El enments, also. Which was nost inportant
because everybody is probably ready with the Core
Regi onal El enents, but we had to get it with the code,
as well as the FDA's Regi onal El enents.

So yeah -- so | think we are in a good
state here with the inplenentation plan and
pr ogr ess.

Al right. Now, on to -- now, that we
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had this presentation today until we give you a date
and we force that on the Electronic Subm ssion -- our
FAERS El ectroni c Subm ssion web page, please continue
to submt ICSRs in eCTID format and postmarket | CSRs

need to be in E2B(R2) format until we notify that

dat e.

So just don't start submtting the
premar ket -- premarket ICSRs -- | have a typo
there. Okay. It should be premarket. Prenmarket

| CSRs need to be R3 format right away. But just |et
us give you the date, and then after that.

Now, again, as | said, when we give the
date, fromthat point, you have two years of one and
two repeated before you beconme already -- and the
conpliance date is put for subm ssion of the ICSRs in
R3 formt.

Al right. GCkay. Based on ny
presentation, we m ght have the -- | may continue wth
t he next topic because based on the presentation and
the timng, we are running fast.

Al right. External and internal
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testing update. So how did we do? This mght help
you also in testing with the FDA, as to what we did
with our industry partners when we did our
testing. So it mght help you when you're doing
testing with us.

So let's go over -- so first thing,
this was sonme of the internal testing that we did
that, again, mght help you in doing your internal
testing. So nultiple scenario testing was
conducted. We had a whol e bunch of different types of
scenarios. W took premarket. W said, okay, let's
do premarket safety reports. Okay. |IND safety
reports.

Al so, have a separate testing for
aggregate safety reports. And also have a testing for
safety reports with cross-referenced INDs. So let's
do all this in the premarket safety reports. W also
have the | ND_Exenpt BA/BE safety reports.

We al so have done it like if it was the
same | ND nunmber but for different CDER and and CBER,

maki ng sure that N.1.4 and N. 2. R 3 are appropriately
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set. So we did that testing al so.

And then we also -- then going into
post mar ket, nmaking sure that we have, you know, the
safety reports including conbination products,
attachnments, postmarket study reports. And then there
wll be two reports that will be submtted. Looking
at all the different rules that has been defined, the
Busi ness Rul es of Data Checks. They have been testing
all of those where -- as part of our |ist.

Then we wanted to -- we also tested for
both positive and negative acknow edgnents. So we are
expecting that this file will give ne a negative
acknow edgnment, and did | get it? O this file is
going to give ne a positive acknow edgnment and did |
get it?

So all this type of testing was done
internally. Yes, it did take us sonme tine preparing
our test files and so on and so forth. You could
actually some of our XM. files that we have posted,
and that could be a baseline, and then you can

mani pul ate those files to do your testing. You know,
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and all -- of course, you'll have to do your testing
once you generate XML fromthat file -- those external

I nstances may not be useful, but useful to conpare.

But you'll have to generate from your
system get to the validator, see what failed, go back
to your system do that fix, generate again, back to
the validator. |[If everything is good. then you know
that you have worked it out. All right. Next slide.

So the external testing we conducted in
two phases. So phase 1 testing was that you submt
those ICRs along with the regional extension. O
course, to start with those testing, conmpanies first
went to the validator. W gave them access to this
validator. They went and wal ked back through. All
t hose seven-ei ght conpanies that worked with us, they
really liked the validators. It actually gave them --
because they were able to prepare a |lot of things
ahead of tinme before the subm ssion and getting the
acknow edgnment. So the validator was really useful.

And in that validator -- once they did

their subm ssions, they also used the different types
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of criteria' s that we had done during our internal
testing. Submtting premarket and postmarket. W did
that sonmetinme in July with 7 conpani es as
participants. W received over 169 XM.s from 4
conpanies, 3 in postmarket, which was a good nunber to
start with. And with that, we then identified
| Ssues.

And our finding during our phase 1
testing was external connection URLUs need to be
val idated. W had some issues with the URL, | think
we got it fixed. And now, when we publish it, | think
it should be all okay.

Then we al so have the ESG Routing ID
and AS2 Header changed to receive industry file, use
the TST prefix. | think we used just the prefix
TST. | think that was the one that for testing, we
had to do that. And that's what you're going to do
when you test with us.

Qur dosage unit not accepting UCUM
codes, so that was sonething we had identified to get

fixed in phase 1 testing. Updating the rejection and
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war ni ng tag for non-aggregate reports. So there was
sonme XML tags related to that that had to be
fixed. Country code EU was not getting accepted,
whi ch was fixed. The IND nunbers were aversive in
that code. Currently, only six IND nunbers were

getting accepted, that was fixed after phase 1. They

basically accept -- that field is, | think, ten
characters -- ten nunbers long. So as long as you
have the right nunber, we will accept it.

Then the ability to download the |ist
of warnings and rejections shown in E2B validator tool
to Excel. That was sonething that was a change
request for the validator. W were unable to finish
through that. W have kept it now backl ogged. At
sonme point, we will work through it. But it shows you
the list of all the warnings and rejections. This was
sone additional request to download that list. So
that was kind of a few things that we found in phase 1
testing. Next slide.

Sone recommendati ons we got from phase

1 testing was in a FAERS test environnment
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avai lability. The FDA's ESG Gat eway and FAERS testing
environnment will remain open for use. You can
continue to submt (R3) files for internal testing and
devel opnent efforts.

Data setup in FAERS. Now, this is

sonet hing that you will have to work with us,
especially for IND safety reports. You will have to
| et us know on -- which INDs or cross-reported | NDs

you are reporting on. W do have our FAERS dictionary
where we have got all our | NDs.

But if you -- before you start testing,
I f you notice this to us, then what happens is you
wll not get a rejection. Because if the IND nunbers
don't match, then you will get a rejection. So it'l
be good to notify us or the organi zation which IND
nunmbers you are going to be reporting on and the
cross-referenced I ND nunbers too.

Communi cation. |f you have any
guestions or need further clarification, please do not
hesitate to reach us out for our test. And for this -

- when you reach out for E2B(R3) testing, please put
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in the subject line E2B(R3) Testing that helps us to
triage which question or which inquiry is for
what. Because we al so have so many ot her types of
I nquiries through the FAERSESUB. So that will help
us.

If you need -- if needed, we are
available to set up a one-on-one for any further
di scussion and clarification.

And then, of course, after the phase 1
testing, we finally addressed our retesting in phase
2. We did that. But the first four bullets are
sonething that is applicable to all of you. W' re not
part of investor testing, but when you start your
testing, the first four bullets are applicable to you
all, and you can really -- we can coll aborate to make
sure that you are fully set and ready for submtting,
you know, ICSRs in R3 format. Next sli de.

Al right. In phase 2 testing, so we
retest the issues reported and we did sone performance
testing. So use the sanme -- you know, we use the sane

Routing I Ds and AS2 Headers, but we did sone rigorous
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testing to submt files -- batch files with nultiple
| CSRs, attachnents, and all R3 supported format, you
know, |arge size files. And there was one al so
recommendation for the E2B Validator. W also
I ncorporated that and went in to test that
too. Ckay.

So this is also inportant that you nay

want to do some rigorous testing of large files.

t hi nk our technical-specific problemw Il tell what is
a max size that we can take, but -- but | would
recommend that you also -- that you do that. There

are situations that happen where sonme conpany may
| ater realize that there was a whol e bunch of | CSRs
whi ch are nonexpedited, but they were identified |ate,
and they weren't all submtted in a big batch. Yes,
you can submt, but we need to nmake sure that these
bat ches are not so | arge.

And al so, we know that R3 XM. fil es of
|l arge six is really -- makes it really bigger than
R2. So we want to make sure that you're getting your

acknow edgenents on tinme. | think we have a 24-

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

Meeting November 7, 2023

Page 45
hour -- | believe 24 to 48-hour turnaround to get your
acknow edgnments. Small size files, | think you wl]l

probably get it in two hours, within two hours. But
| arge size files, it may be nore. So please do test
that. Al right. Next slide.

Ckay. So all the issues we resol ved
from phase 1 testing, and the reason | amtelling you
this is because this has got updated in the
| npl enmentation -- FDA's regional inplenentation
package. So the big spreadsheet actually has these
changes.

So updated rejection R2 and D. 2
warnings. So this one becane froma rejection to a
war ni ng. Changed the existing rejection to a
warning. And the condition was if the type of report
is a report fromstudy, and the |IND nunber where AE
occurred is provided, and the identification nunber of
the report linked to this is populated. That neans
you're tal king about an aggregate report. And your
patient identified nust have the val ue of aggregate.

So this is what used to be a rejection,
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we made it into a warning, so the file won't get
rejected, we'll just give you a warning.

Anot her one is system nust all ow
subm ssion of IND nunbers with | ess than six
digits. So we had a situation where the | ND nunber
was ten digits, so now we just said, let's go to six
digit and five digit. W have the |IND nunber as ten
numeric. As long as the IND nunber is a valid IND
number. OCkay. It could be a five-digit, it could be
a six-digit, it could be nore, it could be a seven-
digit, but it has to have a valid IND nunber. So that
is when you will get a rejection. So that's the rule
that was put in for this.

Looki ng at the length, that was -- of
course, if you give me an 11 nuneric data val ue, yes,
it's going to get rejected. But anything 10 and
bel ow, but it has to be a valid nunber, and we w ||
accept it. Next slide.

Okay. So postmarket study report
logic. So that | want to nention it because it's very

i nportant. We submt two reports. So when it cones
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to the premarket, so you will have to have your Batch
Receiver ldentifier, that's ZZFDA PREMKT, which |
mentioned earlier. The N 2.r.3, that should be
CDER_IND or CBER_IND. And then type of report is 2
report from study type where the reacti on was observed
is 1, which is clinical trials.

This is for the postnarket
report. Now, with these values, this report will not
get posted publicly. Because the public -- the
published flag will be automatically set to know.

Now, for the postnmarket side, you wl|l
say the Batch Receiver ldentifier is ZZFDA, so | know
this is comng fromthe postmrket route, but on a
post mar ket study. And how do | know? Because the
type of report is 2, which is report from study;
okay? And observe type is 1. And the good advantage
of this, setting themup this way, this report al so
won't get published publicly.

So all postmarket study reports will
not get published publicly. But it will go to the

right reviewer, who is supposed to review this
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report.
We have not tal ked about yet should we
make it into one report or not as nost of the -- all

of the regulators are getting us two reports, so we
have also -- we are doing it in these two

reports. But they probably, at sone point, we may al
di scuss together to see if this could be just one
report submtted to FDA.

But as of now, it's two reports. And
these are the values that need to be used to define
those two reports for the postmarket
study. Okay. Next slide.

Okay. Renedial Action Initiated tag
value. So the earlier system was providing warning
for Renedial Action when a mal function is true and
| ocal criteria is 4, which is 5-day. Systemw || now
generate a warning if Remedial Action is not provided;
right? And mal function is true and |ocal report is 5,
which is 30-day. So this one, | think, should be
probably 4 -- 4-5 day report. Because then you are

saying there's a Renedial Action because it was
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i mmedi ately taken. So 5-day -- no. 5-day, 30-day is
fine, because that's a malfunction report.

So in this case, the -- it will just
provide a warning and there's no rejection in
this. Next -- next. Ckay.

There were sone defects and issues.
tal ked about UCUM codes not accepted, this is now
going to be accepted. Date of death, null flavor not
accepted. This will get accepted, especially when the
report is a premarket report. And when | say
premar ket report, one thing that | keep in mnd is |
translate that into N. 1.4 equal to ZZFDA PREMKT and
N.2.R.3 is CDER_IND or CBER_IND. And you know, if
it'"s an IND, then IND with adverse code is -- so
that's kind of things | keep in m nd when | tal k about
the premarket report.

So inthis case, if it is a premarket
report and there was -- if result in death is true,
then the death date is required. But if you don't
have the death date, you can submt a nul

flavor. But this will only happen with the premarket
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report.
EU country code not accepted. This
will now start accepting, so not a problem we have
fixed it. And the systemw || start accepting it.

Okay. E2B Validator U changes. So
t he validator only had one change. W added an
I ndi cator called severity to indicate if the XM. file
has any warning or rejection. So this was sonething
that was not there. Because it wll tell you what the
error is, but it will tell you it was a warning error
or a rejection error. So we now are displaying that
on the validator. So those are changes with the
validator. Next slide, please.

Okay. During the testing, we had sone
frequently asked questions. Wen will FDA start
accepting ICSRs in ETB(R3) format? So fromthis slide
onwards, you will start getting the hints of when FDA
Is starting to accept in E2B(R3) format. As we Qo
through this presentation to the end, you'll probably
get sone hints and all of that.

So during the voluntary period, you nmay
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begin -- begin submtting both pre and postmarket in
R3 format. So we anticipate that conpani es may begin
to accept postmarket format in January 2024. And we
hope to have the final Guidance for Industry in March
of 2024 for the IND safety reports. And will begin
accepting ICSRs at that tine.

You may ask, hey, | thought you said
the pre and post are going at the sane tinme, but here,
t hey say January and March. And the reason is that
you al so have to understand that for the premarket or
the IND safety reports, we have been getting PDFs of
MedWat ch.

So we have a big change managenent t hat
we have to do within our organization to nove our
clinical reviewer froml ooking at a MedWatch to
| ooking at this digitized ICSR. So that's why we need
sone nore tinme for the -- for the premarket
one. Post-market one, | would review. |It's already
getting R3, so they already are used to and accustoned
to | ooking at the ICSR in a particular format. So

that's -- that nmakes it npbre easier.
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WIIl | be able to submt R3 files for
both pre and post-prior to the mandatory reporting
start date? Yes. During the two-year voluntary
period, you will be able to submt both pre and
post mar ket reports.

Can a conpany choose to submt
post mar ket reports in R3 format and paper for
premar ket prior to the conpliance date? Yes. The
conmpany can choose to submt postmarket safety reports
in R3 format and premarket safety reports using the
eCTD format. Ckay.

So it's very inmportant in eCTD fornmat,
not paper, prior to the conpliance date. All
right. And as | said, that is a two-year voluntary
period. So if the -- yeah. 1'Il go into the slide
and that'll show you what the voluntary period is
going to be and when the conpliance date is going to
be.

VWhen will the E2B(R3) Validator tool be
avail able? So here is a date. So I'mtrying to make

it available by -- starting Novenber 20th. | believe
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that's a Monday. And | just got the okay from our
security teamthat URL can be posted publicly.

So we will post that on the Electronic
Subm ssion web page and | will have ny office -- our
comruni cation teamw ||l get that for us and they wl|l
make sure. And as soon as they are -- | think people
who are subscribed to the page will automatically get
a notification. But starting Novenber 20th, we wll
have that E2B Vali dator avail abl e.

And then, of course, we'll an FAQ which
we will post on the sane FAERS El ectroni c Subm ssion
page. Okay. All right. Next slide. Al right.

So today, | wanted to al so discuss with
you about the E2B Validator, what it is, and how you
can use it.

So FDA wi |l provide this E2B Vali dator,
as | said, Novenber 20th, you'll have it, to
facilitate the validation of E2B(R3) XM. files from
your safety database during your pilot testing
phase. So once you generate from your safety

dat abase, the XML file, you can cone here, browse, and
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test it.
And so this validator will provide a
web- based interface and it will enable to select the

E2B XML file and validate. And it also provides you a
status of the results that are displayed to the
user.

So I'"'mgoing to give you a live denpo of
the validator. And in doing that, we will first click
on that |ink here, which then opens up the
validator. All right. So | hope everybody can see
the validator. And in this validator, as you see at
the top, it says what it is. It validates, just not
the code. ICHS Elenents, it validates al so agai nst
t he Regi onal Technical Specification. FDA s Regi onal
Technical. So it has all of that.

And then -- so you can either paste --
copy and paste a file or you can browse. The one
| nportant thing about this here is that when you
browse an XML file or you paste an XM. file and that
shows up in the big box at the bottom under XM

source, we don't store this anywhere in our database
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or in our location. It's just in that session. You
want to close that, it's gone; okay? So just to |et
you know t hat when you're testing.

Now, what you could do is if you copy,
you can copy and paste. O if you have an XM file,
we'll click on browse. When you click on browse, you
can pick one file, open and it's going to give us a
positive acknow edgnent. We open that. And then you
see here the XM. shows up here; right? And that XM
file can show up here. So if you scroll down in the
smal |l scroll bar, and you see that XM., and that XM
file is here; okay?

Now, what we will do is you can do --
next, is to click on the validate button. And -- and
you see that validation status that shows up at the
bottom it says validate XM. file, that means your
fileis avalid file; right? Now, you know
what? Let's say in this particular file, can we
scroll up in the file? Yes. Scroll up all the way
up. Let's see. So in this file, let's say we go and

change a value in this file itself. |[If you scrol
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slightly dowmn a little bit. Okay. Hold there. And
let's say in this we update -- we just changed sone
value. Let's say extension is CDER  So --
no. Scroll alittle nore down. A little nore. Sone
nore. A little nore down. Okay. Availability tinme
val ue.

All right. So let's go to the row that
says availability tinme value code 2.22 and add a zero
after the nunmber four. Okay. Now, hit
unval i date. Now, you see there is a problemw th the
| at est recei ve date.

So from-- froman industry
perspective, you can also manipulate this file to see
what you can do; okay? This is sonmething which al so
hel ped us that, okay, we fixed this, | saw what the
issue is, | fixed it right in this file, and then take
a copy of this file, and then |I know what things have
to be fixed. So if you go back and renove the zero
again, that will be that zero. Yes. And hit
unvalidate. You will see that it will say it's a

valid file.
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Al right. So now, let's clear this,
and let's find a file which has got sone issues and
click on that. It wll give you a negative
acknow edgnment. All right. And here is the XML file
that we have. Sanme thing. And we wll click on
validate now. So if you click on validate, it says
it's an invalid XM.. And it tells you the issue.

Now, here is where the severity is. | t
tells you -- it says rejection auto warning. So --
and it gives you the validation detail nmessage, so you
know what the issue is, and you can accordingly go and
fix the data there, and fix the issue there. And then
begin validate, and if everything is good, that neans
you're ready to submt that to the FDA.

So this validator, at least for all the
conpanies that we tested with, our partners, they --
they really liked it. They said, you know, it really
hel ps us in prechecking things before things are
submtted. This also helps the FDA, because then
everybody who wants to test, test, test, you know, you

would like to -- we would want themto test here first
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bef ore they do. Because our hope is that if
everything is good here, then when you submt the XM
t hrough the Gateway, you should get your appropriate
acknow edgnent s.

And in that case, the hope is that you
wll get a positive acknow edgnent. So it is
| nportant that you performall your testing here and
then get into submtting to the Gateway.

So with that, this is the
validator. W go back into our slides. All
right. So we tal ked about the validator, what it
does, how it checks, the interface, and it displays
you the results right there. Al right. Next
slide. Okay.

So I think I'"m al nost there on
time. It's what? 10:15. 14. We wanted to take a
15-m nute break and cone back at 10:35. So | guess,
we can give a 20-m nute break and cone back at
10:35. So we'll take a break. Yeah. M throat has
started hurting now. But we'll take a break and cone

back at 10:35 and continue with sonme other updates on
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FDA' s readi ness, and preparedness, and go into the
QA. Al right. So, thank you. And we'll see you in
about 20 m nutes.

(OFf the record.)

MR. DE: Okay. So we are back and we
wll continue with some other topics that we have
pl anned for today. And the next topic in the agenda
is the regional extension updates.

So since we had the |ast neeting, there
has been sone updates to the regional extensions and
we wll go over sone of those updates. All right.

So there was sonme -- going into this,
there are sone good nunber of itens here. One is that
we corrected the OD value in XPath for data el enents
listed here. There were sonme void value which were
i ncorrect, we realized that, we have fixed that. W
corrected the XPath for specifically the el enent FDA
because that's a regional elenment. W identified it
was an issue, SO we corrected it.

Then we al so had a date el enent, which

was FDA. G k. 10a.r, we changed that to renove the .r,
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so that field is not repeatable. W had a few
guestions on that if it's repeatable or not
repeatable. So it's not repeatable. W updated the
Rej ection and WArning Rules tabs to shorten the error
descri ption.

The error descriptions that you saw in
the validator tool is the same error description that
you will see in the acknow edgnent file, just an
FYI. It is basically the sane error description data
that is coming fromthe sane place. And our E2B
Val i dator and actual check that happens is actually
| ooking at the sane place. So if tonorrow we have an
update to a data check, it will automatically be

applicable to both the validator and the actual

subm ssi on. So it is -- it is that -- inportant that,
you know, to know that the error nessages will be sane
as the error nessage that -- that you saw in the

validator. So that XM. file -- the acknow edgnent

file will have the sane nessage.
XML file also will have a nessage which
ki nd of divides that sane -- one of the warning
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nmessages versus one of the rejections nessages. So
you will be able to very clearly identify.

Al right. A few things that we
changed. Device problemcodes. So as long as we --
we added a warning rule with an error | D WO0O08,
provide valid FDA or | MDRF devi ce problem code.

So nessage sender identifier
N.2.r.3. N 2.r.3 provided is not the sane for all
reports and does not match the Batch Sender
|dentifier. This is a situation where you had --
where | expl ai ned about in a batch you have senders
fromdifferent conpanies. So the sanme batch shoul d
have the sane sender.

Added rejection rule with error ID,
R0101. This is a report nullification or
amendnent. That this is only -- this is -- you cannot
do a nullification or an amendnent for an initial
report. An anmendnent or nullification always is
for -- for a noninitial report. You had a follow up,
to that foll owup, you had the initial report

submtted, and then to that you do an
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amendnent. That's okay. But | need to have that
reported into nmy database to say that that was an
amendnment or nullification. So that's the rule.

| ND nunber of cross-reported IND. |ND
number for cross-reported IND nmust be a valid nunber
registered with the FDA. So whatever the nunbers that
you are providing, they nust be valid IND nunbers as
regi stered with the FDA, because that will be
checked. Just because this is a cross-report | ND,
we'll give you a warning, but definitely, we will be
checking it. Next slide.

Okay. Renedial Action
Initiated. Remedial Action Initiated is required if
mal function is true and Local Criteria Report Type is
4. So | think | had a typo in that previous
slide. It should be a 4 5-day report. So warning
error said 30-day, it should be a 5-day. So that was
a fix that was done. So the actual spreadsheet where
the rejection and error rules are, they are
correct ed.

Okay. Business rule generated an error
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and rejected the ICSR. That was original and updated
one was Error I D R0028, that reduced to warning, and
added additional criteria for the data el ement D. 1.

So this is the one when |I was talking
on the aggregate report, it says the lIdentification
Nunber of the report, which is linked to this report,
and the I ND Nunmber where AE occurred is popul at ed,
then the patient nane I D nust have the val ue of
aggregate. O course, this is part of IND report and
| ND aggregate. So this will give you a warning
I nstead of a rejection.

OCkay. Then we have anot her one, which
I's the Medicinal Product Nanme as reported by the
primary source. So this is where we had -- we have a
rule where -- that when we try -- if an Medicina
Product Nanme is matched, it does not match the
regi stered product name for the application nunber
reported. Then it gives you a warning.

And what we did was we updated that to
say that the error description was updated to now say

that G k. 2.2, the product nunber, does not match the
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regi stered product nanme for the application nunber
reported. So whatever the application nunber is
reporting and the registered product nane, they kind
of have to match to each other; okay?

Now, this was a warning given by --
because yes, if it does not match, okay, we will give
you a warning. But please ignore this nessage for
conpar at or study product. Because in that case, you
may not have the right conbination match. So -- but
otherwise, it's a warning that's given, so saying that
I f your application nunber is so and so, then it
didn't match with the right product nanme, that gives
you a warning so that you can actually correct and fix
your product and submt. Okay.

So -- but with conparator product --
study product, | nean, that was not possible, you may
not know, and in such case, so you can ignore this
nmessage for conparator study product. Next.

Al right. For error |ID R0O065, now,
what is this error? This error says that error

description, that F.r.3.1 nust be provided when
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F.r.3.2 and F.r.3.4 is -- 3.4 is not provided. So
this is for test results. So basically, what we are
saying here is we changed the error description to
shorten it. Because again, when it cones to the
acknow edgnent file, we don't want it too big. So --
because acknow edgnent, the description has specific
bend [ph] on what we can put it. | think it's
2,000. So trying to fit within that.

So we just want to give one sinmple
error message saying that at | east one of the test
results, F.r.3.2 and 3.4 nust contain a val ue when
F.r.2.2b is provided. So basically, that's the
nmessage that's going to conme for any of those three
data points that is listed on the first three rows.

The fourth one is error type of the
reaction event. So this is where original error IDis
RO066, so it's a rejection. Only check for nessage --
only check for N 2.r.3, which is CEDR_|IND or CBER_I ND
but not CDER | ND EXEMPT BA BE. So al so check for that
because -- because whenever we see the IND -- | ND and

BA BE, it is also premarket report and the val ue nust
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be 1 clinical trial because that's what the study is.

So the value nust be 1 when you have
the value of -- when you have N.2.r.3 as CEDR I ND, or
CBER_I ND, or CEDR_I ND_EXEMPT_BA BE, and that type of
report is 2. So the -- we are mssing the
CDER | ND_ EXEMPT_BA BE, so that was corrected. Next
slide.

Al right. Going into sonme of the
characterization of drug role. So G k.1 nust be
provi ded with Cbservati on Code Value of 1, 3, or 4
when N. 2.r.3 CDER. That neans it's a postmarket study
report -- or postmarket report, then you at |east nust
have 1, 3, or 4. So that is -- that is the rule that
this one says.

The next rule that we corrected/ updated
was added rejection rule with error 1D RO104. So the
rejection rule was if type of report is 2, the nessage
receiver is CDER, the batch receiver is ZZFDA, then
t he observation code value of 1, 2, or 3 for study
type where reaction/events were occurred. So this was

the rule that we had to add. So because it's CDER and
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ZZFDA, so it's a postmarket.

But when it cones to an ID report, you
could have a value of 1, which is clinical trial. O
i f you have -- if you have a report which is froma
PSP program this program then you may have a val ue
of 2 or 3. Ckay. So for the -- for C. 5.4, so that's
why we had to make sure that we all ow t hem

Added rejection rule with error 1D
RO105. So this is |IND nunber where AE occurred nust
be valid nunber registered with the FDA. So this rule
wasn't there, so that's a new rule that we added.

Next one was the sanme thing, 106 is for
t he pre- ANDA nunber for |IND_EXEMPT_BA BE, it nust be
regi stered with the FDA.

And then the last one is that there was
an update. The original rule said ROL0O3 error ID, if
type of report is 1, it's a spontaneous report, and
nmessage receiver is CDER, observation code value of 2
and 3 for the study type. This was a rule and what we
are saying that this cannot happen because 1 is a

spont aneous report. So if it is a spontaneous report,
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t hen you cannot have a study type where
reacti ons/events were observed because it's a
spont aneous report. It was a PSP program then your
type of report would have been becone 2, which is
report fromstudy, and then -- and then C. 5.4 would
have been 2 or a 3.

So that's what the updated rule is. A
spont aneous report cannot have -- nust not be provided
with a C.5.4. Okay. Next.

Al right. Now, cones all the exciting
slides. Probably everybody is -- excuse ne. |I'm
waiting for it. So as you see, the changes are not
too many, there are business rules changes. No new
el ement was added. No new data attributes have
changed. Maybe a few expired were fixed, not
many. So -- so wth all that, we posted in October of
2023 all updated business rules and so on with that
docunment, which call is the Report and Regi onal
El ement Busi ness Rules. And you will be able to see
all of themthere.

Al right. So with that, we have the
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next topic, which is FDA readiness. All right. So
what is our path forward? How are going to go? So
our proposed tinmelines to inplenentation.

Al right. First one. All
right. January 2024, we communicate -- we wll
communi cate via the FAERS El ectroni c Subm ssi on page
notifying the FAERS systemis ready to accept

post mar ket safety reports using E2B(R3) standard. So

in January, we'll be ready. And | also explained why
we will go in January with postmarket first and then
premarket. It's because of the change managenent

process that we have to accompdat e.

That's where the voluntary period
starts. Wien | say voluntary period starts, the
voluntary period for E2B(R3) subn ssion of postmarket
safety reports. Ckay. |If you're not ready wth
subm tting postmarket safety reports in E2B(R3)
standard, then you continue to submt that in E2B(R2)
standard until you're ready with R3. Al right.

So that is why that is a voluntary

period for the R3 standard. Okay. \When it cones to
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post mar ket .
So that's -- we're targeting January
2024. What's the exact date in January? | don't know

that yet. But we will be updating through the FAERS
El ectroni c Subm ssion web page the exact date because
It all has to happen at the right tine. But
definitely happening in January.

Al right. Next. All right. Cones
March 2024. What do we do in March 2024? So we
anticipate a publication of the final guidance, along
wth an FR notice. GCkay. Concurrent to the
publication of this guidance, FDA will begin to accept
premarket ICSRs in E2B(R3) format to FAERS. It wll
also -- the safety reporting portal also will be ready
during that time. Because they all have to go at the
same tine.

So the day the guidance is published
with the notice, the sanme day we have the website,
that tells you that you can submt an R3 and at the
sane tine the Safety Reporting Portal is also ready

for conpanies to submt. Conpanies who want to submt
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t hrough the Safety Reporting Portal because nmaybe they
are not ready with E2B(R3). Please, right after that,
start your registration so that you can get
regi stered. But once you have noved to the Gateway,
then we will have the simlar account in that -- in
Safety Reporting Portal. The Safety Reporting Portal
cannot be a backup plan.

Because -- because submitting through
Saf ety Reporting Portal and then submtting through
the Gateway, it disrupts the -- the reports, the sane
report comng fromtwo different places. W have seen
sonetinmes it creates two separate cases through the
system and so on. And so we just want one nethod of
reporting and backup reporting. And refer to the
FAERS El ectroni c Subm ssion web page for the updates.

So this is when the premarket we
anticipate to start. What date in March? Again, we
will be posting that. W don't have an exact date, as
we are goi ng through our change nanagenent
process. Ckay. Next point.

Al right. So once we have in March
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then fromthat point in March to February 2026, about
two years, will be the voluntary period. So again,
when we start in March 2024, that's when the voluntary
period starts of submtting | CSRs and E2B -- using
ETB(R3) standard.

Of course, if you're not ready, you
continue to submt in eCTD. But once you are ready
and you're noved, during that voluntary period, you do
not revert back to the | atest nmethods. So once you've
done the ETB(R3), you continue with the ETB(R3). And
our hope is that once you have converted everything,
you converted both post and premarket ETB(R3), and
everything is com ng through that.

As you know, there is big advantages in
nmovi ng everything to R3 just because then you don't
have to go through regulatory affairs, you don't have
to, you know, send 1572 cover letter, and so on and so
forth. You don't have to sub with nore people. |CSRs
or cross-reference INDs. And there's a |ot of
advant ages that you have. So the March to February

w Il be that voluntary peri od.
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And then finally, March 2026, conpanies
t hen nust submt premarket and post market | CSRs
el ectronically to FAERS in the ETB(R3) format or SRP,
whi chever they have chosen.

So this is the proposed tineline to
| npl enentation. W are targeting these
tinmelines. And as the time cones, we will start
seei ng updates happening on the FAERS and El ectronic
Subm ssi on web page, which then also will trigger al
ot her notifications that need to happen. So keep an
eye on that. And | have been getting a | ot of
guesti ons about when we believe it will be ready.

Pl ease make sure that just being ready
for FDA includes taking into account all the FDA's
regi onal extensions; okay?

So this also kind of is sonething that
you nmay have to work with your vendors of your safety
dat abases, because any safety database that you use
may probably today do the regional requirenents for
ot her regul ators who have already mandated. [t wll

do the code ICH elenents, but nmay not do that in FDA's
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regional elenments. And we need to make sure that they
al so do the FDA's regional elenments. So -- and they
are tested, and so on, and so forth.

So you can start working on
this. These are tinelines so we're telling you when
FDA wi Il be able -- you know, when FDA says it's ready
I n January and March, does not nean you have to submt
i n January and March. You know, you have two -- two
years of voluntary period to prepare yourself,
devel op, test -- get ready, test with us, so on and so
forth, and then have the process to nove through.

So, yeah. So that is very
| nportant. Because al so, renenber, | think -- we
don't have this problem but froman industry
perspective, you have one gl obal database. You submt
to different agencies around the world. They have
different rules; right? And now, you are introducing
FDA with its owmn -- with its own rule.

So, yeah. You have nore effort to
report because of the -- of the regional extensions

that different regi ons have. So again, be cautious,
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but -- but these are the dates that we are
anticipating that we will go live with FAERS. All
right. Next slide.

Okay. Submtter preparedness. So with
subm tter preparedness, there are a few things that as
a submtter you can start. And these are, again,
suggestions that we are providing, nothing is
mandat ory here. But let's go into the slides on sone
of the preparedness itens that you can have.

So first and forenpst, nake sure you
have downl oaded t he gui dance and the technical
specification docunents posted on the FAERS El ectronic
Subm ssion web page. All right. So you have to nake
sure that -- all the docunments that you have, you have
downl oaded all of the docunents. Just downl oadi ng the
| CH docunents won't work, you have to downl oad the
regi onal ones also. Okay.

Al right. Review the regional
extensions very carefully. So it's very inportant
t hat you review the regional extensions. Wat it

says, what it is, you know, there's a whole section
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for conbination products, there's a section for |IND
safety reports, and so on and so forth.

Then prepare your safety database
accounting for the regional extensions. So this is
al so very inportant, that your safety database should
account for the regional extensions that we
have. This is where you probably will work with your
vendors. |If you have a vendor -- if you have in-house
and you |like to work with your in-house, you know,

I ntergrader or contractor to -- to get these regional
el ements in there.

Account for regional forward
conpatibility. And | specifically say that again and
agai n because | just have seen very recently that,
yeah, we are R3 ready, we have translated fromR2 to
R3, they did that, forgot the regional elenents to
translate and do a forward conpatibility of the
regi onal elenents. So please keep in mnd on the
regi onal elenments. Ask us questions if you have any
doubt s.

Generate the XML files and test them
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using the E2B Validator. So once your XM. cones out
of this database, then send to be validated. W
provided the link. The link will be provided on the
FAERS El ectroni c Subm ssion page. And as | said, by
devel opnent, you will have -- you will see on the
FAERS El ectroni c Subm ssion page, a |ink which you can
click which can open up E2B and FDA to be vali dated.

Okay. Correct any issues identified by
the validator. That neans you' ve corrected that, gone
back to your database, you fixed them and so on. And
agai n, sone of these things here you are to work
probably with your vendor or your in-house
contractors.

Then performthe Gateway setup. Now,
for postmarket, you already have a setup. But for the
premar ket ones, you only have to do a setup of your
Gateway so that you're in the right paraneters. The
routing I D or AS2 Header is set. |In a preproduction
envi ronnent, by the way.

Then you test your XML files. Sanple

XM. files that has cleared the FDA E2B Validator via
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t he preproduction Gateway. So now you' ve tested the
XML files, you' ve fixed everything, begin your tester,
everyt hing | ooks good, your Gateway is set up. Now,
you submt the files, and you should be getting the
acknow edgenents back. Okay. And nost |ikely, you
shoul d get a positive acknow edgnment.

Now, there may be instances where you
may get a negative acknow edgnent, especially if your
routing IDis not equal -- not in line with the batch,
the receiver, or nessage receiver, then you may get a
negative acknow edgnent. That test, we cannot do
t hrough the E2B Val i dator, because as you know, the
Gateway | Ds are not available for the E2B
Validator. So we will not be doing test on that. But
that is a rule when you actually submt through the
Gat eway.

Then you are -- next is once everything
| ooks good in the preproduction environnent, then you
go into your production environnent to set up things,
and you set up based on the techni cal

specification. And you have set up your Gateway setup
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for in the production environnent.

All right. So these are sone of the
tips that we could think of to give you. |'msure you
w || have exhaustive validation plans, and so on, and
so forth. But some of the things that we could help
you, we just list it down here. Next slide.

Okay. When you send files to the
preproduction environment or preproduction Gateway,
you can test the following. You could test the
premar ket safety report.

Now, when you test a premarket safety
report, making sure that the I ND nunber has to be the
right IND nunber. So if you can let us know that this
I's the I ND nunber, then we can say, this is in our
dictionary, it's all good.

During the industry testing, we just
created sonme dummy I D nunbers so that they can be
tested. But in the preproduction, we can test with
the appropriate I ND nunmbers. You can test it and it
wll begin -- we created dummy INDs. But if you feel

that, you know, you want to get sonme dumy |D nunbers,
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we can al ways do that.

Al so, including | ND aggregate safety
reports and cross-referenced IDs. The postnarket
side, test the postmarket report. But one thing I
wi Il also suggest, create a nega file that has got al
the data elenents in there. Lots of help. And
I ncl udi ng conbi nati on production and safety
reports. Conbination productions are also
tested. And safety reports with attachnents. Large-
size safety reports. Batch subm ssions of safety
reports.

And pl ease make sure you test for both
positive and negative acknow edgnents. So you send a
bad file and you are -- what are you expecting that
t he header should be when getting that in the
acknow edgnent? And sane with the positive
acknow edgenment. So these are sonme of the things that
are tips, and tricks, and suggestions that we revi ewed
in testing the -- in doing your testing with the
agency.

So with that, | think I'"mgoing to be
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early. So there are a few case scenarios that | kind
of presented here so that it gives you sone ideas of -
- on how you could prepare your XM..

So the first one is premarket report on
an IND or | ND_EXEMPT _BA BE. So if you had that, then
your batch sender identifier nust be the
ZZFDA PREMKT. So the batch is of the prenmarket
batch. The nessage within that batch, you're saying
it's a CDER_IND or a CBER_I ND or
| ND EXEMPT. Ckay. It can't be all, it has to be
ei t her one.

Al right. Then the report type is 2
because it's a premarket report from study. Study
type where adverse event is observed is 1, which is
clinical trial for premarket. And then if it was an
| ND, then the IND nunber where adverse event
occurred. You put the IND nunber, which will becone
mandat ory now because it's a premarket, on the Pre-
ANDA nunmber where the adverse event occurred.

So the Pre- ANDA nunber has becone

mandat ory, dependi ng on what your reporting in the
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nmessage receiver identifier is. Okay. So that is the
first scenario on premarket report on |IND and
| ND_EXEMPT.

Now, if you have a solicited report or
reports from Organi zed Data Coll ection Systens. So in
such case, we ask to consider themlike a study report
but they are |like on the postmarket product.

So in such case, you will be sending
that report to the postmarket site. Based on the
routing ID and the -- the routing ID, you would send
It to the postmarket site. But within the XM, your
batch sender has to be ZZFDA. The nessage receiver is
CDER. The report type is 2 report fromstudy. And
the study type where the reaction event was observed
I's 2 individual patient use or 3 other type of
st udi es.

Al right. So that is what --
currently what we have, these values. And that is
what you will use. So this will tell us that these
are not fully for clinical trials, but they are for

ot her type of studies that we have. Next slide, next
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scenari o.

Nunber three. So this is prenmarket
aggregate report. So this is where you're aggregating
all the -- all the ICSRs and submtting on. So this
wi || have the batch. You will submt it to the
premarket site, the routing ID. The batch sender
identifier within the XM. shoul d say
ZZFDA PREMKT. Message receiver identifier would be
CDER_| ND or CBER | ND.

Aggregate reports, | think do not apply
for | ND EXEMPT_BA BE. Then the type of report is 2
report fromstudy. Study type is 1 clinical trial IND
nunber. The | ND nunber on which where AE
occurred. You have the patient name, you put it as
t he aggregate because it's nultiple patients or --
since this is an individual report but an aggregate,
Sso we can put the patient in front of the aggregate,
and then the list of all the sender case report |ID on
whi ch you're doing the allegation.

And that -- those cases should be

reported under the data field C 1.10.r. GCkay. So
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this would be for the prenmarket aggregate reports.

Let's see. Scenario nunber
four. Premarket report with cross-referenced IDs. So
I n such case, you have ZZFDA, again, you're submtting
t hrough the routing ID of premarket. You wll have
ZZFDA PREMKT. Message receiver identifier is CDER or
CBER _IND. Type of report fromstudy, it's a clinical
trial. The IND nunber where AE occurred and all the
ot her cross-reported INDs in our regional data el enent
are | ND nunmber of cross-reported INDs. So that's --
.r, that neans a repeatable. So on the cross-report,
| NDs can be reported there. Ckay.

The next scenario i s postnmarket study
reports. You submt two reports, one on the IND. And
two, on the NDA or BLA. In this case, | just gave the
NDA or BLA just as an exanple. So show what report
nunmber one and report number two | ook |ike.

So if you look at report nunber one,

you have -- it is on the IND. So in such case, of
course, you will be sending the report through the
routing ID for routing -- routing ID on the premarket
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side. Batch sender identifier, again,
ZZFDA PREMKT. CDER or CBER_IND for nessage receiver
identifier. Type of report, 2 report fromstudy. The
observed, clinical trial, study type where the
reacti on was observed is 1, clinical trial. And then
| ND nunmber where the AE occurred is the | ND nunber.

When it cones to the postnmarket side,
the report nunmber two that you submt, so that's
ZZFDA, CDER, 2 report fromstudy, 1 clinical
trial. And then on that report, the two other fields
we recomend that -- two or three. One of the fields
we recomend that when you put the Medicinal Product
Nanme, along with that, put the job authorization
nunber of the NDA nunber. Don't put the I ND nunber
t here. Because | ND nunber, you have already put in
the previous report. So put the drug authorization
number, so we know that it's a study report, but it's
agai nst that -- that marketed product with that | ND
numnber .

And every tine -- another suggestion

that we would like to give you is, every tine you have
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a product, and if it is your product and you know t hat
I's your product, which of course, always doesn't
happen, please supply the submtter application nunber
also along with it -- along with the product
number. If it has an NDA, BLA, or an ANDA, if you
know it is yours, then please do submt that.

Many tinmes, we don't get that. O
course, we understand, many tines you will not know
that it is truly your product or not because you just
know t he active ingredient. You may not know it, but
If you know it is yours, then please do submt that
i dentification nunber in the postnmarket report.

Okay. Al right. So with all the
scenarios, we cone to basically the |ast slide that we
have. Now, before | go to the last slide, please note
that this entire session that |'m doing today is being
recorded, and the recording will be avail able on that
neeti ng page of FDA in about two weeks. So you w ||
have the entire video recording with the slides and
t he agenda, everything available publicly in about two

weeks.
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So right now, on that neeting page, you
have the previous sessions | have had before, all the
recordi ngs. Today's recording, it takes us about two
weeks after we have gone through it, reviewed it, and
then publish it. OCkay. So just letting you al
know.

So as a summary, we will recap our
previous public neeting. So you saw all these
guestions. And as | said, the slides, the questions,
the answers, this recording today, all will be
publ i shed, so you will have all the questions and
answers. Many of those questions and answers will go
get into an FAQ So ny teamw || be working on an
FAQ which will be published by the -- January when we
publish -- when we say that FDA is ready for
post mar ket in R3.

W will also -- of course, as | said,
everything will be there. And the validator also wll
be made avail abl e by Novenber 20th. So a |ot of
things will be published in about two

weeks. Okay. So we had the recap.
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Next, we discussed the inplenentation
pl an and progress show ng the activities conpl eted and
ones that are in progress. You saw that. A |lot of
t hi ngs have been conpl et ed.

Next, we tal ked about conducting
external and internal testing that we did. And as the
reason, as | said, | nentioned about all this because
maybe sonme tips and bullet points nay interest you to
say, hey, okay, we need to do this kind of testing
with FDA to be very sure with our testing. So that
was the reason we -- | nentioned all about our
I nternal and external testing.

Okay. Next, issues that were
identified were fixed, inplenented, and retested. |
told you, they all have been updated in the technical
specification. Not the PDF docunent, but the big
Excel spreadsheet. Many of the updates, as you see,
wll go into that big spreadsheet of the code and
regi onal elenents, just because that is a docunent |
can update and don't have to go through an el aborate

cl ear ance.

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Meeting November 7, 2023

Page 89

If I go and update the PDF docunent
t hat was posted, that -- every tinme | go through an
el aborate cl earance, so we just wanted to nake sure
t hat the spreadsheet is the one that we get updated
nost often. And PDF, actually, | think it has got a
| ot of words and a | ot of paragraphs of explanation,
but they all point eventually to that spreadsheet of
all the data evidence. All right.

Next slide -- or I'msorry, next
bullet. Update to regional extensions are posted in
(v 1.5). So this was posted on Cctober 2023. So you
will have a version 1.5.

Okay. Next, we discussed the FDA
readi ness with sone plan dates. So | hope all this
anxi ety that you all have of when, when, when, when is
FDA going to go live, we now have sone tentative
dates. And we believe that these dates will be
attained, and we will be able to conplete this. So --
so, yes, those are the dates that we have.

Hopefully, then you can work around

with your vendors, work around with your releasors,
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work around with your testing, and all of
that. Because as we all know, that we al so have to
wor k around with our vendors, with different
rel easors, with their releasors, wth our releasors,
and so on and so forth. So everything had to be
wor ked around to nake sure that it was successfully
done.

Next bullet point. So update on FDA
El ectroni c Subm ssion web page, as | said, a |lot of
this informati on that we have all tal ked about will go
into the FAERS El ectronic Subm ssion web page. W
will be updating with the E2B Validator. You know,
t he FAERS El ectroni ¢ Subm ssion web page will al so
point to the nmeeting page where you will have all of
this informati on available. And finally, the FAERS
El ectroni c Subm ssion web page.

At sone point, we'll get
revanped. Because we're going to nake one page a nain
page, and fromthere, there will be two |inks. One
going to E2B(R2) and (R3). So that once the tine

cones that we are reconditioning R2, the link to the
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R2 page will be gone, and it will be only
R3. Okay. So you will probably see a revanp page in
January of the FAERS El ectroni c Subm ssion page.

Okay. Next, we communi cated what
submtters can do to prepare thenselves. So these are
all sonme, you know, suggestions. And hopefully, that
will help you in testing with us.

And next bullet point. And we
recommend sone scenarios to test. W gave you sone
scenarios, we |isted sonme scenarios. You know, please
do test them that will be great. We will want you to
all have positive acknow edgnents and files getting
I nt o FAERS.

If a file does not get into FAERS, that
means you have a negative acknow edgnent. And pl ease

do make sure that you've got the

acknow edgnment. Sonetinmes the acknow edgenent is a
little delayed, but should cone. If the
acknow edgnment does not cone, then you will contact

us. But you should get an acknow edgnent.

So that kind of keeps the |oop closed,
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to say that you submtted sonmething and you got an
acknowl edgnent. So that |oop is closed. And nake
sure that you have -- because a negative, of course,
you have to resubmt correct -- with the corrections
and all of that.

Al right. Next bullet
point. GCkay. So this is basically nmy |ast
slide. And this slide is basically talking about all
the differences that we have, where what is. All the
| i nks to everything.

Of course, the dates may change when we
publ i sh sonething, but the links will still be the
same because it will have the |atest and the greatest
docunment of the information there.

Once we publish things |Iike the rough
gui dance becones a final guidance, and that w |
become a final guidance, anything that is to do
wth -- with the -- with any kind of binding itens and
all of that, so they will all be published. And so --
so, yeah. So this page -- this link. Keep a bookmark

on this. |If you just put a bookmark on the first |ink
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t hat you have, all of these are under that. So you
wll be able to go find all the docunents under the

mai n web page.

So with that, today, | know I finished
early. But nmy throat has started hurting. But we
wll take a -- probably a ten-m nute break and then
start with some questions and answers that we can
answer. We will probably -- instead of noon, we'l
probably end this by around 11:45. 15 m nutes
earlier.

But basically, a ten-m nute break so
that | can go over sone of the questions and answers,
and then cone back at 11:30 to answer sone of the
guestions that we have got through the question-and-
answer w ndow on Zoom

Al right. So wth that, thank
you. And | will see you at 11:30. Thank you.

(O f the record.)

MR. DE: So welconme back again. W're
going to have a 15-m nute session for answering the

gquestions. And | wll be answering whatever | can
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answer in the 15 mnutes and then the nmeeting will be
definitely posted. Because sone of the questions and
answers, we have to go back and wal k t hrough
that. Sone dealing with conpliance things, we have to
wor k t hrough some clearances. And we will definitely
t hen post those questions for you.

Okay. So there is a question about if
you're a snmall academ c entity and if you need to
submt a premarket ICSR via SRP, then you all have al
ot her docunments. Yes, the other docunments are to be
submtted. The ICSRs are only to be submtted by SRP
if you're a small entity. If you don't use a Gateway
process, or a Gateway system or a Gateway setup, then
just submt -- you will use the SRP to submt those
| CSRs.

So there could be other docunents, and
you know, risk managenent plan, change with the
protocol and all of that, so those still need to be
submtted through the ACTD. And sane al so applies for
ot her sponsors that those type of docunents you wl|

submt to ACTD. If it's ICSRs, you can use the
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Gateway to submt to FAERS.

OCkay. All right. Next question. So
i f you have sonething -- if sonmething, you know, was
sent as expedited incorrectly, but it was non-
expedi ted, do we need to collect it immediately or
wait for the next significant followup and send a
downgr ade t hen?

So | mean, if you have identified that
it is an issue, then you should inmediately notify
that to us by submtting it so we can follow up to say
that this was a nonexpedited report, we can correctly
submt it as an expedited report.

But we wll also recomend that you put
down a sentence in the narrative stating that this was
I ncorrectly submtted, and so we have corrected
it. Because just changing an expedited to a non-
expedited, you know, sonetinmes we may be wonderi ng
what happened here. Wiy did an expedite suddenly
become a nonexpedited; right? So giving a little bit
of aline or soin the narrative will really help us

to know t hat.
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Then we have anot her question that --
so if you only have an AS2 account, where and how can
| find and use E2B Validator? As | said, that it is
to account for an E2B Validator there with each
other. The E2B Validator is as sinple as you have a
bookmark on your browser. You just go to your
browser, click on the bookmark, the screen that you
saw wi I | conme up. You test everything. It has
nothing to do with the Gateway; okay? It's totally
I ndependent .

So -- all right. Let's see. So when
does FDA finally begin accepting adverse event under
the new regulation? | wouldn't say it's a new
regulation, it's a new standard that is under the
El ectronic Subm ssion. So | gave you the
timelines. So postmarket, we will start in January
and premarket will start in March.

How |l ong will there be acceptance on
R2? As | said, it will be two years of voluntary
peri od.

And |l et nme see. Any other
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guestions? Okay. How do attachnments work? Yes,
attachnment is part of the XM.. [It's not separate, so
it's part of the XM.

So the ICH needs to be -- the
| npl emrentation guide will tell you how attachnents are
to be enbedded with that XML and sub. And
specifically, our technical team should be also able
to set that up for you. But yes, it is part of the
XM.. And |like R2, they are supposed to be
separate. R3, it's all enbedded.

Okay. So E2B(R3) Gateway will be
| aunched or initially testing and productive use by
end of this year 2023. So we said that if by the end
of this year 2023, we will have our systemall set up
ready and everything to be done.

So we -- our actual |aunch -- so when
we said it's the end of this year, that's our double

end up work, our testing, everything so we can say we

are ready to launch. And we will give it a few days
and then our |aunch date, as | said, wll be
January.
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And how do you know about the |aunch
date? The FAERS El ectroni c Subm ssion web page w ||
notify you that and say, hey, FDA -- it wll probably
say sonething like, FDA is now ready to submt R3 to
accept postmarket safety reports in | CH E2B( R3)
format, along with the regional data el enents, and so
on, and so forth. So that is what those dates w |
say.

How woul d solicited I CSRs be
sent? ZZFDA PREMKT or -- as | said, it will all be
ZZFDA. And | gave sone exanples, sone scenarios in
sone of the slides. So when you go back and | ook at
the slides, you will be able to see those scenari os.

What are the size limtations of the
batch? The batch, | think, 1s 100 GB. And each |ICSR
| think what we are saying is -- wherever there is a -
- the I CSR subm ssion size is |less than 100
megabytes. So -- so the entire big size of the entire
batch could be up to 100 GB. So that's what FDA can
accept through the Gateway.

Okay. So there's another question,
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what woul d be the inpact of having nultiple warnings
on a -- for ICSRs? Again, warnings are sonething that
we have brought for our sponsors to go back and pl ease
| ook at it and see if they can correct it and send it
to us in a future follow up.

| mean, if you don't correct it, of
course, nothing is going to get rejected, but | think
it's a good idea that -- to have better data quality,
both from our side and our side, and so that we can do
better review and for better public health assessnents
that we do. You know, good data is inportant.

And so we w |l suggest and recommend
that you correct the warnings and send it to us, but
i f you don't send it, you know, it's just going to
stay the sanme, nothing is going to happen. But of
course, rejections definitely will be rejection.

Okay. Then -- yes. Can you pl ease

confirmif the validator will be avail abl e post the
mandat ory data -- validator will be avail able
t hroughout. | nean, it will be on the Electronic

Subm ssi on web page. And we are not going to get that
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down. It's going to be avail able throughout. Because
in future, let's say we find there is sone data points
that are an issue, and we are constantly seeing that
we may have a change in data rul es.

Of course, we will notify that way
ahead of tinme, but we wll update the validator to
make sure that that is checked. So the validator is -
- wll be available and that you can al so check that
for those changes in the validator.

Okay. The messages that shows up in
the validator is the sanme nessages that will show up
in the acknowl edgnent. So there is a question that --
w il the nessages be the sane? Yes, the nessages w ||
be the same in both the validator and the actual
acknow edgnent.

How long will the transition fromR2 to
R3 be? So again, as we said, it's approximtely a
two-year transition period. That neans that two years
is a voluntary period. Wich means -- what is the
voluntary period? It neans that if you have not noved

over to R3 during that two-period -- two-year period,
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fine. But right after the two-period is over, we are
expecting an R3. We will not accept any R2
subm ssion. So that is the voluntary peri od.

That neans, if you're ready, please go
ahead and start submtting in R3. That's the two-year
one repeated. So it could be -- you can consider
yourself as a two-year transition period. The sooner
you do, the better it is.

So a question is, can you el aborate on
the report and case nullification? Are the
requi rements sane for both pre and postmarket? And

how about spontaneous report in pre and post --

yes. | nmean case nullification is case

nullification. That's -- that's if the case was --
was -- should not be -- probably is not your case,
sonebody el se's case, sonebody -- another conpany case

and you wanted to nove it from your database and you
have submtted it accidentally, then yes, we'l
nullify that report and then that nullification wll
conme to us and we wll nullify. W'Ill get it

nul I'ified.
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But if you had a change, saying, | did
not want to submt this version of the report, |
wanted to -- then in that case, that we cannot nullify
because it's always a case nullification, not a report
nul lification.

So you may want to submt just a
followup to correct any kind of information or an
amendnment to correct any kind of information. So --
so, yes. So it is what a case nullificationis, to
nullify an entire report.

Where is the report? Everything is
avail able at the webinar. So what is available in the
webinar is -- so let's click on the first link. It
says accessible at. So this is the -- whenever | say
FAERS El ectroni c Subm ssion web page, this is the
page. This is the page in which the E2B Vali dator
link also will be avail able.

Okay. Now, on this page, let's go to
the bottom of the page. And there are different
resources for you. 1In the resources for you, the

third one, which is a public neeting, if you click on
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that, it takes you to the neeting page. This is where
all the previous neetings are put; right? So the |ast
neeting that happened was -- so and so. The | ast
meeting's information is also provided with the
recordi ng and everything, the agenda, and
ever yt hi ng.

So now you see under Novenber 4th --
April 4th, you have the agenda, you have the
presentation slides, it also has the recordi ng down at
the bottom Sane way -- yeah. | think they have the

live recording for April 4th. Same way for Novenber

7th, today. You only have the agenda. You wll have
t he presentation slides and we'll convert in PDF. And
the live recordings will also show up here.

So this is where you can see the entire
thing. |If anyone has m ssed anything or anyone
have -- if coll eagues have nmi ssed anything, they can
all go in here and | ook at it.

Okay. All right. Mybe we can take
one nore question. Maybe two nore

guestions. Okay. So this is a question about the
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popul ation of the local criteria report type, which is
t he 5-day, 7-day, 15-day, all that kind of thing.

So the question is, ny understanding is
the sponsor should report fatal life-threatening | CSR
wi thin seven days of initial receipt of the
Information. This I SCR would reflect the 7-day
report, which is 46. Can we as a sponsor continue to
send followup for this scenario as a 7-day
report? And the answer is, yes, you can continue to
submt that as a 7-day report. |It's basically follow
up information on the 7-day report that should be
subm tted.

Are there comruni cations going on with
saf ety database senders? Yes, there are
communi cati ons going on. But in ny personal view, is
| don't know how communication is going -- should be
going on to an extent that it's going on right now |
woul d think that with all our specifications submtted
and all that, you know, they will be connecting wth
us. And what can you ask? Because | do understand

that things have changed. It was not those days when
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we i nplemented E2B(R2). Now, nobst of the conpanies
have their own -- they have exports. So they have
vendors. So if the vendors have updated their systens
and they provide that release to all their custoners,
then all the custoners are now E2B(R3) ready.

But -- so | don't know at what -- they
do send us questions, we do answer them But | still
feel that it's probably not enough. O maybe they are
-- their exports now, with |ooking at the
specifications, that our specifications are so good
and so well-organized that it's very clear to
everyone. But yes, we do get sonme sonetines, we get
questions fromthese vendors.

But | woul d, again, suggest that, you

know, work with your vendors, talk to them and you

know, the better connected we are, | think the better
snmoot h i npl enmentation will happen. W really do not
want any glitch happening. W do not want -- because

it's good for both of us. Because you won't be asking
us too many questions on this and we are spending too

much time on the specifications again. So the sooner
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we can do this, the better it is. And work with your
vendors, talk to your vendors, and -- and they can
also talk to us.

Anot her thing that we give the vendors,
we told the vendors that they can have actual access
to the WebTrader on the preproduction environnent,
whi ch we used to never give the vendors. W actually
gave the vendors this and | only probably know one,
maybe two vendors, who have taken an account on the
WebTr ader, because they all wanted to test
this. So -- so encourage your vendors to get access
to the WebTrader and preproduction so they can test
before the rel eases conme to you

Al'l right. One |ast question. During
the voluntary period, can a particular conpany submt
sone reports in E2B(R2) and sone E2B(R3) format? It's
a very tricky question. It's -- if you're subnmtting
on the same ICSRs and there's a problem if you have
the sanme safety report ID;, right? Because the case
has come as an E2B(R2), you submt on that.

And now, you're submtting an R3 on
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that. And if you go back to an R2, then there's a
problem Yes, sone can continue to be R2, then you
have sonme continue to R3. But | -- the way | see it
Is if you nmove to R3, you probably wll have noved to
R3 for all the reports.

But yes, there is a choice that you can
go -- as | said, you can start with postmarket to do
R2, and then nove to premarket in R3; right? O you
coul d have postmarket going to R3 first, and then
going to premarket in R3; right?

So it's up to you. So all the
post mar ket reports have conme in as R2, as you are
submtting today, but you are focused on prenarket
first and then postnarket.

So, yes, then that is possible. But
it's inportant that once you submt a report in R3
format, you cannot go back to an R2 format for that

report; okay?

So -- so for all the comments, and
questions, slides, they all wll be posted. So don't
worry, we will post -- we nmay post even the

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

Meeting November 7, 2023

Page 108
presentation slides first and then the recording. So
we may have -- | think we should be able to post the

presentation slides hopefully by this week, you

know? So you will have all of that. So don't worry
about that, you will get everything.
So wwth that, | end ny presentation, |

end ny talk. Thank you so nuch for your time and for
your effort. We want to be collaborative. W want to
wor k together. Better communication -- you know,
comruni cate better, and so that we nmake this as a
success wth E2B(R3) subm ssions to the FDA

And we really | ook forward for your
cooperation and your help. And -- and to even make
this as a success for all of us fromyour sponsors’
perspective, as well as fromthe agency's
perspective.

So thank you. |If you have any further
questions, please do send the questions through the
docket. O you can send the questions to the EPronpt
mai | box that we have, Epronpt @ da. hhs.gov. And we

will make sure that we will try to answer those
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questions. And of course, also these questions and
answers will get into an FAQ.

So, thank you. And have a wonder f ul
day and a wonderful week. Bye-bye.
(Wher eupon, the neeting concluded at

11:51 a.m)
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CERTI FI CATE

I, JEAN TOMPANE, 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

Tt S Tonepaae

JEAN TOVPANE

this action.

Notary Public in and for the

State of Maryl and
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CERTI FI CATE OF TRANSCRI BER

I, SAMANTHA TAMBURRI NO, 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.
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S5 3=

SAMANTHA TAMBURRI NO
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