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lILA. Definitions

The Proposed Rule suggests a new definition for the phrase "a reasonable poss1b1hty" (of B
relatedness to the event). Under the new ruhle\"reasonable possibility" would effectively
mean "a relationship cannot be ruled out"

BAYER COMMENT: | S
Bayer disagrees with this suggestion for the following reasons:

a) The proposed definition is 1ncompat1ble with the existing understandrng in other
countries. This incompatibility would lead to different assessments in different
countries with potentially difficult-to- solve reporting and investigator information
conflicts in multinational studies.

b) The proposed definition would classrfy most events in chmcal studres as assocrated
because it is very difficult to prove that any event is deﬁmtely not assomated w1th
study drug administration. In blmded studies thrs W111 result in unbhndmg ofa
considerable number of patients, jeopardizing the chance to obtaln a meamngful
result. Consequently, this proposal will mandate mclusron of a srgmﬁcantly higher
number of patients in blinded clinical stud1es whrch exposes more patients to an
investigational new drug than necessary

Bayer suggests keepmg the original definmon. Alternatlvely, provnded that the
Agency wishes to receive an mcreased number of adverse event reports from clinical |
studies, we suggest changmg the gmdance for 15-day submissions from cllmcal
studies to "all serious, unexpected adverse events," droppmg the assessment of
association. In this approach it should not ‘be required to unblind cases before
submission. On the contrary, unblmdmg should be reqmred only if thls mformatlon
is necessary to treat the patient (medlca*\l reason) or if ﬁle mformatlon is necessary to
decide whether a study should be continued (statistical, general population under
study reason).

lILA.6. Active Query

The Proposed Rule defines the term "Active query" as: “Direct verbal contact (i.e., in
person or by telephone or other interactive means such as a videoconference) with the
initial reporter of suspected adverse drug reactzon or medication error by a health care
professional representing the manufacturer.”
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The draft further explains that, in many ‘cases; use ¢ of actlve query dunng initial contact
with the reporters will prov1de manufacturers with adequate safety information and could
eliminate or decrease follow up time. The Agency does not believe that it is sufficient for

manufacturers and applicants just to send a letter to reporters requesting further
information.

BAYER COMMENT:

Bayer disagrees with this assessment. While we agree that an energetlc follow up is
necessary to collect adequate safety information, our experlence shows that some
reporters consider efforts by manufacturers to pursue direct contact to be an unacceptable

imposition on their time; they may mrsunderstand such contact as an another marketing
tool.

The requirement for direct verbal contact has s'étféfél"”aiéaa‘%anfagés compared to our
current practice (depending on the reporter and nature of the event, to follow up in
writing or verbally, or both): ‘

a) Documentation
A required verbal contact makes documentatlon more difficult:
"Reported terms" may be mrsmterpreted by the 1nterv1ewer as there ‘may be no other
written documentation other than mmutes from the telephone conversatlon

b) A required verbal contact may dlscourage health care prowders from reportrng
In current practice, the reporter may choose to ignore the requests for follow-up
information, leaving the manufacturer wrth scant confusrng case details. Whlle this is_
an unsatisfying situation, it does at least 1mprove the determmatron of reportlng
frequency of possible adverse events and may help in identifying changes in quality
of the product or changes of prescribing patterns. A required verbal contact may
discourage such "lazy" reporters from reporting at all because they may feel that
reporting a SADR is associated with unpleasant ramifications and increased work
load.

c) The quality of the information would ‘suffer:
In current practice, the reporter can answer questlons in his/her own time, and has the
opportunity to consult the patient's chart’ when respondmg If dlrect verbal B
communication is required, the reporter will answer the questlons erther 1mmed1ately,
from memory, or later, after consulting the chart, answering questions wrthout the
benefit of having a written questionnaire. In both cases, the mformatlon will likely be
incomplete and imprecise.

Bayer suggests maintaining the current practrce ‘that ] permlts ‘the ¢ company to use its
discretion in determining the most usefu] means of obtaining follow-up information.



IT1.A.8. Medication Error

In section II1.A.8 of the Proposed Rule, FDA defines Medlcatlon Error as: “Any
preventable event that may cause or lead to inappropriate medzcatzon use or patient
harm while the medication is in the control of the health care professzonal patient, or
consumer. Such events may be related to professzonal practzce kealth care products ‘
procedures and systems including: Prescrzbzng, order communication; product labeling,
packaging, and nomenclature; compounazng, dispensing; distribution; administration;
education; monitoring; and use.’

BAYER COMMENT:

While FDA has excluded deliberate overdose bya patlent fromjrbe}ng cons1dered a
Medication Error, it has not addressed mtentmnai off ‘labe‘:l’qs Hy medical practmoners
Potentially, such practice could be cqnsﬂered as co uting a Medlcatlon Error that the

information regarding off-label use might be vconstrue'dyby physicians as"an effort to
regulate medical practice.

Medication Errors.

l.B.2.b. Serious ‘and“U’h‘expééiéd SADRs

The proposed rule suggests amending § 3 12.32 (c)(l)(l) by replacmg the phrase "any
adverse experience associated with the use of the drug that is both serious and
unexpected" with the phrase "any SADR tfzat based on the opinion of the mvestzgator or
sponsor, is both serious and unexpected.’

BAYER COMMENT:

We believe that the original suggestlon could be mlsImderstood in the sense that itis
interpreted to mean that both the sponsor and the investi gator should assess whether a
SADR is expected. We beheve that this Was not intended and would not be desirable.
The investigator should assess an association between study drug admxmstratxon and an
event and should be able to apply seriousness cntepa The investigator should not be
held responsible for the assessment of 11stedness

7 3 A R s §5



Bayer suggests replacing the above-mentroned phrase wnth the phrase "any SADR
that is serious based on the opmlon of the lnvestlgator or sponsor and unexpected"

ILB.3.b. UNEXWCTT«”:“’D SADRSs wi

The Proposed Rule would | requn'e . companzes subject to the agency s postmarketzng
safety reporting regulations submit 0 FDA in an expedited report SADRs that are
unexpected and for which a determmatzon of serious or non-serious cannot be made (i.e,
SADR with unknown outcome) ” ThIS sectlon further states “... 4 company that receives
a report of an adverse drug experience is able, in most cases, to determine if it is serious
or non-serious..

BAYER COMMENT:
Bayer disagrees with this proposed change for the followmg reasons:

a) The proposed change would introduce a vaguely defined class of uncertain adverse
events that is mcongruous with the rigid definitions outlmed by the ICH

b) Bayer’s experience has been that a substantlal portlon of the spontaneous reports
received, particularly with regard to those a ansmg from consnmer complaints, provide
event terms that are not readily translated into a medical context These same reports
often cannot be confirmed by a healthcare professwnal (who may be unaware ofa
consumer complaint), leaving the ‘complaint uncharacterized as to seriousness and
outcome, regardless of the success of follow—up attempts

Bayer endorses the continuation of current practlces that provxde for v1gorous
follow-up for all potentlally serious adverse event reports, and the assignment of
serious designation to those cases’ where legltlmate doubt exlsts regarding outcome.
The uniform characterization of all events with uncertain ¢ ome as serious and
expeditable would be’ countcr—-productxve, cloudmg the mterpretatmn of more
robust safety information. Therefore, Bayer recommends mamtammg the current
industry practice for mterpretmg the serlousness of events wnth unknown outcome.

L.D.4. ALWAYS EXPEDITED REPORTS
The Proposed Rule would requn'e “The followmg medzcafly szgmf cant SADRS whzch )
may jeopardize the patient or subject and/or require medical or surgical i intervention to
treat the patient or subject, would be subJect to an always expedzted report...” (LIST)

i

BAYER COMMENT: 4

Bayer disagrees with this proposal Ex1st1ng regulatlons 1n the U. S. as welI as m ex—U S
ICH-adherent countries provide rigid and clear senousness crite a. Appendmg the Ad
Hoc list of diagnoses provided in the Proposed Rule, to the ‘expeditable criteria, decreases
the clarity currently integral in reportmg regulatlons In the worst case, expedited V
reporting might be driven by the multlple synonyms found in medlcal textbooks forthe
diagnoses listed in the Proposed Rule, Wthh ‘may actually confuse the process of risk
management.



Bayer recommends that the list of “Always Efpedxted Reports” NOT be
in the event that the Agency is unwilling to forgo this ‘change, Bayer pfoposes that ALL
events regarded as serious should Be expealted so as to avond the inevitable confusion in the
interpretation of this Tule.

ILB.2, IILE.1.h, IILE.2.K.xi, and IIL.F.4 “Licensed Physician®

Sections ILB.2, ITLE.1.h, IIL.E.2.K.xi, and IILF. 4 of the Proposed Rule refer to the .
requirement that a “Licensed Physxclan must rev1ew SADRMedlcatlon Error reports

¢

BAYER COMMENT:

FDA has provided no guldance as to what constltutes hcensure, Or \ what hcensmg '
jurisdiction/agency should 1ssue such credentlals o

Bayer suggests that a medlcal doctor’ s degree from an accredxted medical smchool
(for example, WHO list of accredited medical schools) should m tﬁe"pr%ﬁepg?elf !
requirement. Should this’ suggestlon be unacceptable because the Agency believes
that the physician should have attained credentials to 'practlce“ medicine isst edbya
governmental body, Bayer suggests that credentials issued by ex-United ! States’

countries be considered equally acceptable to those lssued in the’ United ' States. o




