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Philips, Howard

From: Unger, Ellis

Sent: Tuesday, February 09, 2016 5:48 PM
To: Jenkins, John K

Cc: Dunn, Billy; Temple, Robert

Subject: RE: Briefing Document Issues Final.pptx
Attachments: Briefing Document Issues Final.pptx
John,

| have some concerns here. Rich has recused himself, and yet he seems to have some involvement.

And | am not comfortable talking with anyone about a pending application. Even if we were to guarantee that FDA was in 100%
listening mode with Ms. Leffler, the optics don’t seem appropriate to me.

(®) ©6)
Also, on a related subject, | continue to have concerns about a having patient voting on an AC whose owns stock in the
company. That personecannot be unbiased, and if anyone/the press were to find out we let him sit on the committee with full
knowledge of his Sarepta’s stock holdings, we could not defend that position.

Ellis

From: Moscicki, Richard

Sent: Tuesday, February 09, 2016 4:27 PM
To: Dunn, Billy; Unger, Ellis

Subject: Briefing Document Issues Final.pptx

Janet asked me to join her for a discussion with Mindy Leffler, DMD patient advocate. Ms Leffler subsequently sent this slide
deck to me with her concerns regarding the eteplirsen briefing document. | send it to you to review and consider. Rich.
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Introduction: eteplirsen’s impact is evident
.|

In 2011, 12 boys aged 7-10 began a clinical trial to test eteplirsen,
an experimental treatment for Duchenne muscular dystrophy. Four
years later, 10 out of the 12 boys are still walking: 83%.

Still
ambulatory

83%

In a group of untreated boys from a natural history database who
matched the treated boys on key measures, after four years only

one out of 11 boys was still walking: 9%.

Still
ambulatory

9%
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But the FDA’s assessment of this drug’s impact differs
greatly from that of scientists, physicians, and DMD families

Physicians, scientists and The FDA concludes: “The clinical

families who live with, treat, and course of the 12 patients

study the disease every day participating in study 201/202

conclude that Eteplirsen slows appears to be within the

disease progression. expected natural history of
DMD.”

- FDA Briefing Documents, p 7

Question: How could these conclusions be so different?

2
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Answer: A fundamentally flawed FDA analysis

FDA’s analysis Is plagued by:

= Speculation unsubstantiated by data
= Lack of scientific rigor

« Key contradictions on crucial issues

A review of the FDA Briefing Information reveals significant
errors in the analyses put forth.

3

FDACDER0006091



Problem:
Speculation
unsubstantiated by data
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FDA Speculation #1 Against LOA Data: Bias in
historical control selection

Speculation Fact
“There is no way to assure that No retrospective criteria were used,
criteria for selecting patients eliminating the possibility of bias.

from a historical database are
made by individuals who are

blinded to individual results.”
- FDA Briefing Information, p. 6
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Evidence: Sarepta’s selection process for natural

history control group
.|

Sarepta’s selection process for natural history

control group:
1. Include ALL patients from any natural history study with four
years of longitudinal data: Italian Telethon and Goemans
2. Select all patients from these two studies who fit the original
inclusion criteria for Eteplirsen study 201/202

Eteplirsen Natural history matched cohort
inclusion criteria inclusion criteria
v' 7 or older v 7 or older
v'  Steroid treated v'  Steroid treated

v" Amenable to skipping exon 51 v° Amenable to skipping exon 51

6
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FDA Speculation #2 Against LOA Data: Treated group may
have benefitted from better steroid treatment
|

Speculations Facts

“Corticosteroid therapy appears In the matched historical control of
to have been more intensive in 11 patients, 91% maintained the
Eteplirsen patients compared to recommended steroid dose

the natural history patients throughout the four years,
selected by the applicant, and compared to 33% in the treated
this, itself, may have been group.

capable of affecting

performance.”

— FDA Briefing Information, p.30

“A higher proportion, 69% vs. In the matched historical control of
8%, of the natural history 11 patients, 36% were on

controls vs. Eteplirsen patients  jhtermittent regimen compared to
were on regimens other than 8% of the treated group.

daily dosing...that are thought to

be associated with less efficacy”
— FDA Briefing Information, p.26

7

FDACDERO0006095



Evidence: Comparison of actual steroid dose and

regimen in both groups
|

Eteplirsen-treated Natural History Matched
Cohort Cohort
Dose 9 out of 12 on less than 2/3 of Only 1 out of 11 on a
the recommended steroid suboptimal steroid dose. 10/11
dose at week 208. Only 3/12 increased dose with weight
increased dose with weight gain.
gain.
Regimen 8% intermittent (1/12) 36% intermittent (4/11)

92% continuous (11/12) 64% continuous (7/11)

8
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Evidence: Actual change in ambulation over time
of boys on actual steroid regimens

Year of LOA

Year 1

Year 2

Year 3

Year 4

Eteplirsen-treated
Cohort

Intermittent

Continuous

II

Natural History Matched
Cohort

Intermittent Continuous

II II

Notably, difference between intermittent and continuous dosing did
not affect LOA outcomes in either the eteplirsen or natural history
cohorts. This is consistent with findings in the literature. For
example, a 2011 paper noting “no significant difference between age
at loss of ambulation and whether the patient was on a daily or
nondaily regimen (p = 0.77). — Bushby and Connor Clin Investig

(Lond). 2011 Sep; 1(9): 1217-1235
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FDA Speculation #3 Against LOA Data: Treated
group may have received better supportive care

Speculation Fact
“Supportive care can prolong There was no significant difference
ambulation in DMD by several in physical therapy or supportive
years, but its effectiveness is care between historical controls and
dependent on both type and Eteplirsen patients. In fact, controls

intensity of care, which is likely received slightly more intensive
to differ substantially between physical therapy.

patients enrolled in observational

studies or registries versus

interventional treatment studies.”
- FDA Briefing Information, p. 26
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Evidence: Comparison of actual physical therapy
received by each group

“In Italy we are quite lucky that the National Health System allows regular sessions of PT...generally varies from
3 to 5 times /week. We also train parents to perform daily stretches and encourage swimming. This is standard
care in all the tertiary care centers such as those involved in our natural history data collection.” -- Dr. Eugenio
Mercuri, Professor of Pediatric Neurology, Universita Cattolica del Sacro Cuore. Areas of expertise: muscular

dystrophy, outcome measurements and assessment tools in neuromuscular disorders. Over 130 publications on
pediatric neurology and neuromuscular disorders.

11
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FDA Speculation #4 Against LOA: Loss of ambulation (LOA)
may be influenced by subjective factors
|

Speculation

“Near the time when patients
lose ambulation, decisions are
made by patients and caregivers
about whether weakness has
progressed to the point that it is
in the patient’s best interest to
use a wheelchair to avoid the risk
of falls and injuries and to
decrease the effort and time

. e n
required for mobility.
- FDA Briefing Information, p. 30

Fact

LOA is a standardized, objective
endpoint defined in both the
eteplirsen trial protocol and the
relevant natural history protocol as
the inability to perform the 10 meter
walk test as assessed by a clinician.
It is not a patient or caregiver-
reported endpoint.

While there are studies that prove
the influence of motivational factors
on the 6MWT, there are no such
studies proving, or even suggesting,
that motivation affects the ability or
inability to perform a 10 meter walk
as assessed by a clinician - the
basis for LOA.

12
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Evidence: Established standards for evaluating
established “LOA” endpoint
.|
« The LOA data being compared in this context was
captured in the clinic according to standardized
study protocol under the supervision of a clinician.
 LOA under this definition reflects irreversible
morbidity and is not effort-dependent when
measured by a clinician
 LOA under this definition is considered a validated
endpoint. In fact, FDA uses LOA to reference the
treatment effect of steroids.

13
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Problem:
Lack of scientific rigor
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Rigor Failure #1: Proposing an alternate natural
history control that fails to meet appropriate criteria

FDA Statement Flaw
“In addition, the eteplirsen 6MWT The aggregate drisapersen placebo group
open-label data were compared to that the FDA uses here as their natural

publicly available data from patients  history control to make this point does
treated with placebo in a recent large not match the eteplirsen group on key
randomized controlled study in DMD  criteria.

patients with mutations amenable to

exon 51 skipping (Figure 4). The

declines in 6MWT over time in

eteplirsen-treated patients (colored

lines) appear to lie within the range

of changes observed in the cohort of

patients treated with placebo (grey

lines).” - FDA Briefing Information, p. 9

Notably, the FDA fails to meet the standards they themselves
set for science — and to which Sarepta is held accountable.

15
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Evidence: Comparison of drisapersen placebo arm to the

eteplirsen group fails the FDA’s own stated standards
.|

FDA briefing documents: “For externally controlled studies to be persuasive,
detailed evidence should be presented that the study design and conduct
adequately controlled for bias. For example, it would be critical to establish that
the control group was well-matched across key baseline and prognostic
variables, including age, baseline value of the primary efficacy measure and
other measures of disease stage, type and intensity of supportive care, dose and
duration of corticosteroid or other concomitant pharmacotherapy, and genotype,
among others.”

Eteplirsen 12 Drisapersen placebo arm
216 week duration 48 week duration
Ages /7-10 Ages 5-16
280-450 meters on 6MWT >75 meters on 6MWT

Bringing the data points to life:

My son was deemed “too functional” for the Eteplirsen study by the principal investigator at

screening. But, he was included in the drisapersen placebo (walked 510 meters at screening and
525 meters at 48 weeks).

He is a real-life example of a patient in the drisapersen placebo arm who is stronger than the
eteplirsen patients - in his case, both by the numbers, and upon actual screen for the eteplirsen
trial itself. How can the FDA consider him an appropriate datapoint for a comparative analysis?
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Evidence: Documentation of inconsistent position on

Loss of Ambulation window
|

Eteplirsen briefing Drisapersen briefing
information information

FDA's referenced Ages 8-16 Ages 10 - 14
age range for Loss (p. 7) (p. xx)
of Ambulation

Notably, 71% of boys in the eteplirsen group ages 14 and
older can still walk

18
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Evidence: Drisapersen Briefing Information highlights
experimental, potentially flawed nature of .3%26 baseline
-

“The dystrophin band appears to diminish in some post-treatment samples (e.g.
subject 277). Image below was provided by the Applicant upon request for raw
data from this study. While the applicant has not compared their dystrophin
values to the healthy control samples on the same gel, in most cases the
dystrophin band appears to be at or lower than the lowest dilution of healthy
control sample tested. The applicant was asked to clarify how the dystrophin
values compared to the healthy controls on the same gels. They stated that
while it is not possible to accurately calculate the relative dystrophin signal due
to a lack of linearity at the low levels of signal from the DMD samples, they
estimate that the dystrophin expression they observed is generally around 0.3%
or below of the highest control dilution.” FDA Drisapersen Briefing Information p
73, FDA Drisapersen Briefing Documents

20
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Evidence: Patient 08 Can Still Rise from Floor

® In the correctly assigned data, Patient 08 can still rise from the floor at year
4 despite walking 55 meters on the 6MW for the last six months.

® FDA has switched patient 08’s rise from floor data with a different eteplirsen
patient in the briefing document’s graph.

This switch obscures the fact that this patient is progressing atypically:
FDA extrapolates the progression of the Eteplirsen patients out several
years to conclude that they are progressing typically. The truth about
this patient’s progression is prohibitive to that claim. If he can still get
off the floor, he is unlikely to lose ambulation in the next 48 weeks
despite walking a short distance.

22
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Problem:
Key contradictions on
life or death iIssues
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Key Contradictions

Finally, of great concern, key contradictions within the FDA documents
reflect ongoing confusion at the Division regarding such critical issues as:

® Relationship of duration of treatment to dystrophin production
® Dystrophin measurement techniques
® Criteria for Accelerated Approval

® Use of natural history studies to determine efficacy of Eteplirsen

24
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Key Contradiction #1: Conflicting view on relationship
of treatment duration to dystrophin production

From FDA'’s Eteplirsen From FDA’s Drisapersen

Briefing Information Briefing Documents
“the lack of even a positive “studies longer than 48
trend at the earlier time weeks may be

point (with a higher dose) desirable...to allow
sheds doubt on the finding adequate time for the

at a later time point.” attainment of steady state
NEED PAGE # levels of dystrophin” NEED
PAGE #

Duration of therapy is important to enable consistent
dystrophin production. How can the FDA establish that
but then rely on an earlier time point as a basis for
criticism?
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Key Contradiction #2: Conflicting expectations for

measurement methodologies
.|

® FDA and NIH host a dystrophin workshop in March 2015 where experts
conclude that multiple methodologies need to be employed in assessing
dystrophin production, including both IHC and WB.

® Sarepta used a comprehensive approach to assessing dystrophin production
including IHC and WB.

® From FDA’s Briefing Documents: “Considerable confusion can be created by
the fact that a number of different methods have been used to quantify
dystrophin expression, some more quantitative than others, and some
producing higher absolute numbers than others”.

® FDA appears singularly focused on WB data, despite recognition that several
assays are necessary and stating at the BioMarin drisapersen advisory
committee meeting that orthogonal approaches are necessary.

Multiple methodologies are needed to assess dystrophin.
How can FDA establish that but then highlight it as a
vulnerability in a data package?
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Key Contradiction #3: Conflicting positions on

standards for Accelerated Approval
|

From FDA Letter to Duchenne From FDA’s Briefing Documents

Community, October 2014

FDA also plans to present the NDA for
eteplirsen to a public advisory
committee meeting before making a
decision on approval. This will afford
FDA the ability to gain advice from
outside experts and interested
stakeholders on the adequacy of the

data to support approval, including the

possibility of “accelerated approval” -
mechanism to approve drugs in
particular situations prior to the
availability of definitive evidence of
effectiveness.

a

It should be noted that accelerated
approval is based on the endpoints
selected (surrogates; intermediate), not
on the adequacy of the studies supporting
an effect on these endpoints. Thus, the
evidence of an effect on an intermediate
endpoint, if it is to serve as the basis for
accelerated approval, must meet the
evidentiary standard for an adequate and
well-controlled study. In this case, the
historically-controlled study would need to
be considered adequate and well-
controlled to support full or accelerated
approval. - PAGE NUMBER??
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Key Contradiction #4: Position regarding use of

natural history controls
|

From FDA Letter to Duchenne From FDA’s Briefing Documents
Community, October 2014

“FDA has also been consistent in its  FDA cites none of these natural
guidance to Sarepta that it would be history studies, but instead chooses
necessary to submit data from the an unmatched dataset from a
ongoing open-label trial of eteplirsen competitor’s placebo arm as the most
(Study 202) in an NDA, along with appropriate natural history.

data from natural history studies that

could show that patients treated with

eteplirsen experienced slower decline

in physical function. FDA has worked

closely with Sarepta in efforts to

obtain these natural history data

from investigators.”

A strictly matched historical control was established with
FDA guidance and assistance. How can the FDA now
choose not to acknowledge this data but rather reference
an unrelated, flawed new comparison?

28
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But even the problems
have a problem
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Even in this flawed analysis, data would favor

eteplirsen by loss of ambulation rate
|

Even though the Drisapersen placebo arm is an inappropriate
control group, the data still looks to favor Eteplirsen.

Eteplirsen Drisapersen
LOA rate Placebo

arm LOA

rate
YEAR 1 17% 12%
YEAR 4 17% n/a

For Drisapersen placebo arm rate to stay equal to
or less than the Eteplirsen LOA rate, only 3
additional patients out of 60 can lose ambulation
in the next three years. Likely?

30
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A Missed Opportunity:
eteplirsen data

deviating from typical
DMD milestone

progression
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Flaws in the analysis conducted perhaps explain on the
absence of a helpful analysis: Milestone progression deviation

.|
Milestone progression is a well-researched, well-
documented way of determining disease progress —
Including in the FDA’s own words:

® Boys with Duchenne lose function in a “stepwise fashion, with loss of ability
to stand from the floor preceding loss of ability to walk independently, which
itself precedes a decline in pulmonary function”

® “The loss of ambulatory ability in DMD almost always proceeds in sequence,
with rise time steadily worsening (increasing), followed by loss of ability to
rise from the floor but retained ability to walk, then loss of ability to walk,
which often occurs with a sharp decline when 6MWT decreases below about
300 m.”

Eteplirsen boys, however, are experiencing a delay
IN progressing to the next milestone

33
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FDA asserts loss of ability to rise predicts loss of

ambulation over the following 48 weeks
.|

“Loss of ability to rise has been described as a strong predictor
of the loss of ambulation over the following 48 weeks.”
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Eteplirsen boys are experiencing a delayed loss

to next milestone
]

® One Eteplirsen patient lost the ability to get off the floor at one year and can
still walk three years later

® One Eteplirsen patient lost the ability to get off the floor at two years and
can still walk two years later

® One Eteplirsen patient lost the ability to get off the floor at 2 2 years and
can still walk 1 Y2 years later

® One Eteplirsen patient lost the ability to get off the floor at 3 2 years and
can still walk 6 months later

This data proves that, like many Beckers patients, even when patients lose the
quad strength to get off the floor, they retain the ability to walk for a longer
period than one would expect. This SUGGESTS efficacy, not disproves it.

35
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From FDA'’s Briefing Documents:

“The two horizontal lines in Figure 12 indicate NSAA scores of 9 and 13 that
have been reported to be associated with being either 1 or 2 years,
respectively, from loss of ambulation.”
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Eteplirsen Boys are Experiencing a Delay to loss of

Next Milestone
]

® 3 Eteplirsen patients fell below 9 on the NSAA are are still walking over one
year later

® 5 Eteplirsen patients have reached 13 on the NSAA around week 175, which
when projected out based on FDA’s reference on the previous slide, means
that they are likely to still be walking at week 275, when the average age of
Eteplirsen patients will be almost exactly 15 years old

® 2 Eteplirsen patients have not yet reached an NSAA score of 13, which
means they are extremely likely to still be walking at week 275, when they
will be 15 and 16 years old, respectively

*There is again a confusion in the NSAA chart by FDA between data from
different patients.
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Philips, Howard

From: Unger, Ellis

Sent: Tuesday, February 09, 2016 8:30 PM
To: Jenkins, John K

Cc: Dunn, Billy; Temple, Robert

Subject: RE: Briefing Document Issues Final.pptx
Categories: Red Category

Now that I've looked at the 37 slides — | would give her the standard allotment of time in the OPH, like everyone else.

Regarding point 3, | have to say that participation of a patient on the panel with an obvious bias — one who votes and only
pretends to be objective — makes a travesty of the AC process.

I'll even speculate that with respect to the Drisa ACM, the presence of the patient who was consistently negative about the
efficacy and safety of the drug may have ‘enabled’ the committee to be more critical of the data.

From: Jenkins, John K

Sent: Tuesday, February 09, 2016 6:58 PM

To: Unger, Ellis

Cc: Dunn, Billy; Temple, Robert

Subject: Re: Briefing Document Issues Final.pptx

Ellis

| understand your concerns. When Janet mentioned the Leffler call to me the other day she said she told her this was
her (Mindy's) view of the data and could be presented if she wanted during the OPH. | had no idea how detailed her
analyses were. | think this is an issue we can put to JW tomorrow; i.e. what are we to do with these "data". | suspect
she will say we should consider them since we are supposed to approach our reviews with an open mind to the
possibility that we made a mistake or missed something. Still an odd process that has been exacerbated by the AC
delay.

On Rich, I agree this is awkward and | think we need to address this tomorrow as well.

On the AC member and his| ®® " holdings, | don't know what to say other than the law does not impute parent's
stock interests to ®©© , though this does present an appearance of COL. If this were the major issue for this
review life would be much better; i.e., | think there are bigger fish to fry.

John

Sent from my BlackBerry 10 smartphone on the Verizon Wireless 4G LTE network.

From: Unger, Ellis

Sent: Tuesday, February 9, 2016 5:48 PM

To: Jenkins, John K

Cc: Dunn, Billy; Temple, Robert

Subject: RE: Briefing Document Issues Final.pptx
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John,
| have some concerns here. Rich has recused himself, and yet he seems to have some involvement.

And | am not comfortable talking with anyone about a pending application. Even if we were to guarantee that FDA was in 100%
listening mode with Ms. Leffler, the optics don’t seem appropriate to me.

Also, on a related subject, | continue to have concerns about a having patient voting on an AC whose| ®® " owns stock in the
company. That person cannot be unbiased, and if anyone/the press were to find out we let him sit on the committee with full
knowledge of his| ®®© = sarepta’s stock holdings, we could not defend that position.

Ellis

From: Moscicki, Richard

Sent: Tuesday, February 09, 2016 4:27 PM
To: Dunn, Billy; Unger, Ellis

Subject: Briefing Document Issues Final.pptx

Janet asked me to join her for a discussion with Mindy Leffler, DMD patient advocate. Ms Leffler subsequently sent this slide
deck to me with her concerns regarding the eteplirsen briefing document. | send it to you to review and consider. Rich.
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Philips, Howard

From: Rodriguez, Jennifer

Sent: Thursday, April 06, 2017 4:43 PM

To: Moscicki, Richard

Subject: RE: Media question - Sarepta involvement

Understood, let me connect with ethics and see what they recommend.

From: Moscicki, Richard

Sent: Thursday, April 06, 2017 4:42 PM

To: Rodriguez, Jennifer

Subject: RE: Media question - Sarepta involvement

I am ok with it but you should understand that Ed Kaye worked for me at Genzyme and that we frequently sailed together,
either | crewing on his boat or he on my boat outside of employment. Rich.

From: Rodriguez, Jennifer

Sent: Thursday, April 06, 2017 4:35 PM

To: Walsh, Sandy; Moscicki, Richard

Cc: Shreeve, Chris; Bolek, Michelle

Subject: RE: Media question - Sarepta involvement

Hi Rich,

Please see edits below based on your feedback. If you are OK with this language, we will run it by ethics to ensure it is worded
properly.

Thanks!
Jen

The FDA is committed to ensuring agency employees avoid conflicts of interest. The agency has a thorough screening
process for conflicts of interest and employees must comply with ethics laws and regulations. It is important to note
that current ethics laws and regulations do not prohibit engagement with individuals simply because they have
worked together at a common employer. However, in this case Dr. Moscicki had limited engagement with the
company and its application, and recused himself from the decision making process.

From: Walsh, Sandy

Sent: Thursday, April 06, 2017 4:27 PM

To: Moscicki, Richard; Rodriguez, Jennifer

Cc: Shreeve, Chris; Bolek, Michelle

Subject: RE: Media question - Sarepta involvement

Thanks Rich,

We will get back to you with an edited draft based on your remarks.

Sandy Walsh
Press Officer
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Office of Media Affairs

Office of External Affairs

U.S. Food and Drug Administration
Tel: 301-796-4669

Sandy. Walsh@fda.hhs.gov
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From: Moscicki, Richard

Sent: Thursday, April 06, 2017 4:22 PM

To: Walsh, Sandy

Subject: RE: Media question - Sarepta involvement

| was not required to be recused as the ethics laws do not require so for reasons of personal friendship but | did recuse myself as
to any decisional role, rather my role was limited to communication and review of information when asked by the agency. That
is the true case, not sure if that’s what you wish to communicate.

From: Walsh, Sandy

Sent: Thursday, April 06, 2017 2:38 PM

To: Moscicki, Richard

Cc: Rodriguez, Jennifer; Bolek, Michelle; Shreeve, Chris
Subject: Media question - Sarepta involvement

Hi Rich,

A WS reporter, Susan Pulliam, has been working on a lengthy piece on Sarepta and eteplirsen. Her piece is focusing
on what she says is how the company worked with the 12 patients and their families, using them as delegates to help
get eteplirsen approved. She has talked to a number of people, including parents and advisory committee members
and will note that interactions between the company and the families was ongoing and extensive and she is
questioning why the FDA did not transparently disclose these interactions.

We have continued to refer her to the posted drug review documents that provide details on the decision and have
decline her interview requests. We are providing a brief response from the FDA that notes the important role that
patient insight provides and that our decisions are based on science.

Related to this story, she is asking why you were not recused from the discussions with Sarepta, noting your
history/relationship with the CEO? She has asked us if there were internal discussion about having you be
recused? She pointed out meeting minutes and emails that are in the public record that show you were involved in
conversations with the CEO.

Here is a draft response, is there anything you’d like to add?

The FDA is committed to ensuring agency employees avoid conflicts of interest. The agency has a thorough screening
process for conflicts of interest and employees must comply with ethics laws and regulations.

FDACDER0006129






From: Moscicki, Richard

Sent: Friday, April 07, 2017 12:15 PM

To: Rodriguez, Jennifer

Subject: RE: Media question - Sarepta/ethics on engagement

yes

From: Rodriguez, Jennifer

Sent: Friday, April 07, 2017 12:14 PM

To: Moscicki, Richard

Cc: Walsh, Sandy; Shreeve, Chris; Bolek, Michelle

Subject: RE: Media question - Sarepta/ethics on engagement

Thanks, | can explain to you offline ®) &)

But to confirm, the following is accurate: In this case Dr. Moscicki had limited engagement with the
company and its application, and recused himself from the decision making process.

From: Moscicki, Richard

Sent: Friday, April 07, 2017 12:12 PM

To: Rodriguez, Jennifer

Cc: Walsh, Sandy; Shreeve, Chris; Bolek, Michelle

Subject: RE: Media question - Sarepta/ethics on engagement

That’s why I initially thought it worthwhile to explain that no recusal was required but that | voluntarily
recused myself from any decisional involvement and that | did participate in communications, review of
data when requested, and to a lesser degree to internal discussions. Rich.

From: Rodriguez, Jennifer

Sent: Friday, April 07, 2017 11:39 AM

To: Moscicki, Richard

Cc: Walsh, Sandy; Shreeve, Chris; Bolek, Michelle

Subject: FW: Media question - Sarepta/ethics on engagement

Hi Rich,
(b) (5)
As Andy notes below, ®) (5)
RESPONSE: (b) (5)
Best,
Jen
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From: Caplan, Andrew (HHS/OGC) [mailto:Andrew.Caplan@HHS.GOV]

Sent: Friday, April 07, 2017 11:30 AM

To: Rodriguez, Jennifer

Cc: Akbari, Asim; Walsh, Sandy

Subject: RE: Media question - Sarepta/ethics on engagement

Andy

NOTICE

THIS E-MAIL MESSAGE FROM THE OFFICE OF THE GENERAL COUNSEL (OGC), ETHICS DIVISION, IS INTENDED FOR THE
EXCLUSIVE USE OF THE RECIPIENT(S) NAMED ABOVE AND MAY CONTAIN PROTECTED, PRIVILEGED, OR CONFIDENTIAL
INFORMATION THAT SHOULD NOT BE TRANSMITTED TO UNAUTHORIZED ADDRESSEES. IF YOU ARE NOT THE INTENDED
RECIPIENT, ANY DISSEMINATION, DISTRIBUTION, OR COPYING IS STRICTLY PROHIBITED. IF YOU HAVE RECEIVED THIS E-MAIL
IN ERROR, PLEASE NOTIFY THE SENDER IMMEDIATELY AT THE ABOVE ADDRESS. EMPLOYEE RECIPIENTS ARE HEREBY
NOTIFIED THAT DISCIPLINARY ACTION FOR VIOLATING FEDERAL ETHICS REGULATIONS MAY NOT BE TAKEN AGAINST ANY
EMPLOYEE WHO HAS ENGAGED IN CONDUCT IN GOOD FAITH RELIANCE UPON THE PRIOR ADVICE OF AN AGENCY ETHICS
OFFICIAL, PROVIDED THAT THE EMPLOYEE HAS MADE FULL DISCLOSURE OF ALL RELEVANT CIRCUMSTANCES. IF EMPLOYEE
CONDUCT IS SUBJECT TO CRIMINAL SANCTIONS, RELIANCE ON THE ADVICE OF AN AGENCY ETHICS OFFICIAL IS A FACTOR
THAT MAY BE TAKEN INTO ACCOUNT BY THE DEPARTMENT OF JUSTICE. EMPLOYEES ARE CAUTIONED THAT DISCLOSURES
TO AN OGC ETHICS ATTORNEY ARE NOT PROTECTED BY ATTORNEY-CLIENT PRIVILEGE. ALL EMPLOYEES, INCLUDING
AGENCY ATTORNEYS, ARE REQUIRED TO REPORT CRIMINAL VIOLATIONS TO THE OFFICE OF THE INSPECTOR GENERAL.

From: Rodriguez, Jennifer [mailto:Jennifer.Rodriguez@fda.hhs.gov]
Sent: Friday, April 07, 2017 11:09 AM

To: Caplan, Andrew (HHS/OGC)

Cc: Akbari, Asim (FDA/OC); Walsh, Sandy (FDA/OC)

Subject: RE: Media question - Sarepta/ethics on engagement

Hi Andy,

From: Caplan, Andrew (HHS/OGC) [mailto:Andrew.Caplan@HHS.GOV]
Sent: Thursday, April 06, 2017 6:32 PM

To: Rodriguez, Jennifer

Cc: Akbari, Asim; Walsh, Sandy

Subject: RE: Media question - Sarepta/ethics on engagement

| should be available around 11:00.
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Andy Caplan

Senior Ethics Counsel

Office of the General Counsel

U.S. Dept. of Health & Human Services
(202) 690-7256

NOTICE

THIS E-MAIL MESSAGE FROM THE OFFICE OF THE GENERAL COUNSEL (OGC), ETHICS DIVISION, IS INTENDED FOR THE
EXCLUSIVE USE OF THE RECIPIENT(S) NAMED ABOVE AND MAY CONTAIN PROTECTED, PRIVILEGED, OR CONFIDENTIAL
INFORMATION THAT SHOULD NOT BE TRANSMITTED TO UNAUTHORIZED ADDRESSEES. IF YOU ARE NOT THE INTENDED
RECIPIENT, ANY DISSEMINATION, DISTRIBUTION, OR COPYING IS STRICTLY PROHIBITED. IF YOU HAVE RECEIVED THIS E-MAIL
IN ERROR, PLEASE NOTIFY THE SENDER IMMEDIATELY AT THE ABOVE ADDRESS. EMPLOYEE RECIPIENTS ARE HEREBY
NOTIFIED THAT DISCIPLINARY ACTION FOR VIOLATING FEDERAL ETHICS REGULATIONS MAY NOT BE TAKEN AGAINST ANY
EMPLOYEE WHO HAS ENGAGED IN CONDUCT IN GOOD FAITH RELIANCE UPON THE PRIOR ADVICE OF AN AGENCY ETHICS
OFFICIAL, PROVIDED THAT THE EMPLOYEE HAS MADE FULL DISCLOSURE OF ALL RELEVANT CIRCUMSTANCES. IF EMPLOYEE
CONDUCT IS SUBJECT TO CRIMINAL SANCTIONS, RELIANCE ON THE ADVICE OF AN AGENCY ETHICS OFFICIAL IS A FACTOR
THAT MAY BE TAKEN INTO ACCOUNT BY THE DEPARTMENT OF JUSTICE. EMPLOYEES ARE CAUTIONED THAT DISCLOSURES
TO AN OGC ETHICS ATTORNEY ARE NOT PROTECTED BY ATTORNEY-CLIENT PRIVILEGE. ALL EMPLOYEES, INCLUDING
AGENCY ATTORNEYS, ARE REQUIRED TO REPORT CRIMINAL VIOLATIONS TO THE OFFICE OF THE INSPECTOR GENERAL.

From: Rodriguez, Jennifer [mailto:Jennifer.Rodriguez@fda.hhs.gov]
Sent: Thursday, April 06, 2017 5:54 PM

To: Caplan, Andrew (HHS/OGC)

Cc: Akbari, Asim (FDA/OC); Walsh, Sandy (FDA/OC)

Subject: RE: Media question - Sarepta/ethics on engagement

Thanks, Andy. This is helpful. ®©
Thanks!

Jen

From: Caplan, Andrew (HHS/OGC) <Andrew.Caplan@HHS.GOV>

Date: April 6, 2017 at 5:41:16 PM EDT

To: Rodriguez, Jennifer <Jennifer.Rodriguez@fda.hhs.gov>

Cc: Walsh, Sandy <Sandy.Walsh@fda.hhs.gov>, Akbari, Asim <Asim.Akbari@fda.hhs.gov>
Subject: RE: Media question - Sarepta/ethics on engagement

The draft statement:

(b) ()
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Andy Caplan

Senior Ethics Counsel

Office of the General Counsel

U.S. Dept. of Health & Human Services
(202) 690-7256

NOTICE
THIS E-MAIL MESSAGE FROM THE OFFICE OF THE GENERAL COUNSEL (OGC), ETHICS DIVISION, IS INTENDED FOR THE
EXCLUSIVE USE OF THE RECIPIENT(S) NAMED ABOVE AND MAY CONTAIN PROTECTED, PRIVILEGED, OR CONFIDENTIAL
INFORMATION THAT SHOULD NOT BE TRANSMITTED TO UNAUTHORIZED ADDRESSEES. IF YOU ARE NOT THE INTENDED
RECIPIENT, ANY DISSEMINATION, DISTRIBUTION, OR COPYING IS STRICTLY PROHIBITED. IF YOU HAVE RECEIVED THIS E-MAIL
IN ERROR, PLEASE NOTIFY THE SENDER IMMEDIATELY AT THE ABOVE ADDRESS. EMPLOYEE RECIPIENTS ARE HEREBY
NOTIFIED THAT DISCIPLINARY ACTION FOR VIOLATING FEDERAL ETHICS REGULATIONS MAY NOT BE TAKEN AGAINST ANY
EMPLOYEE WHO HAS ENGAGED IN CONDUCT IN GOOD FAITH RELIANCE UPON THE PRIOR ADVICE OF AN AGENCY ETHICS
OFFICIAL, PROVIDED THAT THE EMPLOYEE HAS MADE FULL DISCLOSURE OF ALL RELEVANT CIRCUMSTANCES. IF EMPLOYEE
CONDUCT IS SUBJECT TO CRIMINAL SANCTIONS, RELIANCE ON THE ADVICE OF AN AGENCY ETHICS OFFICIAL IS A FACTOR
THAT MAY BE TAKEN INTO ACCOUNT BY THE DEPARTMENT OF JUSTICE. EMPLOYEES ARE CAUTIONED THAT DISCLOSURES
TO AN OGC ETHICS ATTORNEY ARE NOT PROTECTED BY ATTORNEY-CLIENT PRIVILEGE. ALL EMPLOYEES, INCLUDING
AGENCY ATTORNEYS, ARE REQUIRED TO REPORT CRIMINAL VIOLATIONS TO THE OFFICE OF THE INSPECTOR GENERAL.

From: Rodriguez, Jennifer [mailto:Jennifer.Rodriguez@fda.hhs.gov]
Sent: Thursday, April 06, 2017 5:04 PM

To: Caplan, Andrew (HHS/OGC)

Cc: Akbari, Asim (FDA/OC); Walsh, Sandy (FDA/OC)

Subject: Media question - Sarepta/ethics on engagement

Hi Andy,

Thanks,
Jen

From: Rodriguez, Jennifer <Jennifer.Rodriguez@fda.hhs.gov>
Date: April 6, 2017 at 4:44:22 PM EDT

To: Akbari, Asim <Asim.Akbari@fda.hhs.gov>

Cc: Walsh, Sandy <Sandy.Walsh@fda.hhs.gov>

Subject: ASIM PLEASE SEE: Media question - Sarepta involvement
Importance: High
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Hi Asim,

Do you have a minute to speak today or early tomorrow about an ethics related question from the
Wall Street Journal? It may be easiest for me to explain the issue as you consider the language
below.

Thanks!
Jen

From: Moscicki, Richard

Sent: Thursday, April 06, 2017 4:42 PM

To: Rodriguez, Jennifer

Subject: RE: Media question - Sarepta involvement

I am ok with it but you should understand that Ed Kaye worked for me at Genzyme and that we
frequently sailed together, either I crewing on his boat or he on my boat outside of employment.
Rich.

From: Rodriguez, Jennifer

Sent: Thursday, April 06, 2017 4:35 PM

To: Walsh, Sandy; Moscicki, Richard

Cc: Shreeve, Chris; Bolek, Michelle

Subject: RE: Media question - Sarepta involvement

Hi Rich,

Please see edits below based on iour feedback. If you are OK with this language_

Thanks!
Jen

From: Walsh, Sandy

Sent: Thursday, April 06, 2017 4:27 PM

To: Moscicki, Richard; Rodriguez, Jennifer

Cc: Shreeve, Chris; Bolek, Michelle

Subject: RE: Media question - Sarepta involvement
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Thanks Rich,

We will get back to you with an edited draft based on your remarks.

Sandy Walsh
Press Officer

Office of Media Affairs

Office of External Affairs

U.S. Food and Drug Administration
Tel: 301-796-4669
Sandy.Walsh@fda.hhs.gov

From: Moscicki, Richard

Sent: Thursday, April 06, 2017 4:22 PM

To: Walsh, Sandy

Subject: RE: Media question - Sarepta involvement

| was not required to be recused as the ethics laws do not require so for reasons of personal
friendship but I did recuse myself as to any decisional role, rather my role was limited to
communication and review of information when asked by the agency. That is the true case, not
sure if that’s what you wish to communicate.

From: Walsh, Sandy

Sent: Thursday, April 06, 2017 2:38 PM

To: Moscicki, Richard

Cc: Rodriguez, Jennifer; Bolek, Michelle; Shreeve, Chris
Subject: Media question - Sarepta involvement

Hi Rich,

A WSJ reporter, Susan Pulliam, has been working on a lengthy piece on Sarepta and eteplirsen.
Her piece is focusing on what she says is how the company worked with the 12 patients and their
families, using them as delegates to help get eteplirsen approved. She has talked to a number of
people, including parents and advisory committee members and will note that interactions
between the company and the families was ongoing and extensive and she is questioning why the
FDA did not transparently disclose these interactions.

We have continued to refer her to the posted drug review documents that provide details on the
decision and have decline her interview requests. We are providing a brief response from the
FDA that notes the important role that patient insight provides and that our decisions are based
on science.
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Related to this story, she is asking why you were not recused from the discussions with Sarepta,
noting your history/relationship with the CEO? She has asked us if there were internal
discussion about having you be recused? She pointed out meeting minutes and emails that are in
the public record that show you were involved in conversations with the CEO.

Here is a draft response, is there anything you’d like to add?

(b) (5)

(T’11 be out of the office starting tomorrow for a week. Please copy my colleague Jennifer
Rodriguez on your response, as she will be covering for me.)

Sandy Walsh

Press Officer

Office of Media Affairs

Office of External Affairs

U.S. Food and Drug Administration
Tel: 301-796-4669

Sandy Walsh@fda.hhs.gov
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From: Henderson, Christopher M

To: Moscicki, Richard

Subject: Divest Letter

Date: Tuesday, May 24, 2016 8:51:00 AM

Attachments: Divest Letter (R. Moscicki).pdf
Divest Packet 2014.pdf

Mr. Moscicki,

Attached is a letter directing you to divest the Also attached is a packet
that provides information related to directed divestitures. Please let me know if you have any

questions.

. Thus, please contact DEI

upon the resolution of this claim.

Chris Henderson, J.D.
Division of Ethics and Integrity
Food and Drug Administration

240-402-8186

FDACDER0006138






Page 2 — Moscicki, Richard

In making future investments, it is imperative that you consult the
Listing of U.S. Industries, a copy of which is available on the Intranet at

http:/ /inside.fda.gov:9003 /EmployeeResources/Ethics /FDAEthicsProg
ram/ucm021366.htm or on the Internet at

http:/ /www.fda.gov/AboutFDA /WorkingatFDA /Ethics /ucm079482.ht
m (NOTE: This listing does not contain mutual funds.)

For more information about investing in mutual funds, please see the
information available on our web page at the address below:

http:/ /inside.fda.gov:9003 /EmployeeResources/Ethics /FDAEthicsProg
ram/ucm008088.htm.

OPTIONS 1.

If you feel our information is not current due to mergers, acquisitions,
divestitures, or changes in a product’s percent contribution to gross
annual sales, we will evaluate any supporting documentation to confirm
that the company cited is no longer significantly regulated. The Ethics
and Integrity Staff must receive the documentation as soon as
possible, preferably within 30 days, from the date of this
memorandum. If you are unable to provide this information, please
refer to Option 2, 3 or 4.

Provide written notification that you have divested of the prohibited
interest (this could include transferring the prohibited holding to
someone other than your spouse or minor child). Divestiture must take
place within 90 days from the time the financial disclosure report or
report of a prohibited interest is due (see DEADLINES for further
explanation.) If that date has already passed, then divestiture must take
place as soon as possible and no more than 30 days from the date you
receive this memorandum. If you choose to apply for a CD Certificate of
Divestiture see Option 3, or to apply for an Exception, see Option 4.

You may complete and submit a written request for a Certificate of
Divestiture through the Ethics and Integrity Staff (Attachment 5).
IMPORTANT: Also see Attachment 3 for additional information,
procedures, and timeframes.

A. You are permitted to apply for a Certificate of Divestiture pursuant
to Section 1043 of the Internal Revenue Code (Title 26 U.S.C.)
implemented at 5 CFR 2634.1001. (See Attachment 4) A
Certificate of Divestiture would permit the deferral of capital gain
for income tax purposes upon the disposition of property.

B. NOTE: The issuance of a Certificate of Divestiture is governed by

regulations administered by the IRS. The FDA is unable to amend
the procedures or deadlines in any way.
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Page 3 — Moscicki, Richard

C. You are not eligible to request a Certificate of Divestiture if your
holding is within an IRA, 401(k), or your interest was purchased
during FDA employment while you were designated as a
confidential filer and its purchase was prohibited at the time of
purchase.

D. You must commit to divest within 90 days from the date that the
financial disclosure report or report of a prohibited interest was due
(see DEADLINES for further explanation), unless an extension is
granted on the basis of unusual hardship as determined by the
Office of Government Ethics. Generally, FDA will not be able to
secure an extension for you (see DEADLINES for further
explanation of requirement.)

E. You must commit to divest within three months and 10 days after
the interest first became prohibited, unless an extension is granted
on the basis of undue hardship by the official designated by the
Office of Government Ethics (OGE).

F. Ifyou intend to request a Certificate of Divestiture, DO NOT sell
your stock until you are notified whether your request has been
approved or denied. Also, please submit your request as soon as
possible in order to meet established timeframes.

4. You may submit a written application to the Ethics and Integrity Staff
for an exception to hold the prohibited interest if you believe that you
acquired this prohibited interest under exceptional circumstances. The
format for requesting an exception is provided in Attachment 6. Please
make note of the timeframes and deadlines as discussed below. You
must also complete and submit the disqualification statement in
Attachment 7. Please be aware that an exceptional circumstance does
not include any of the following situations: purchasing a prohibited
interest either personally or through the efforts of another person such
as an investment broker, before or during FDA employment; receiving a
prohibited interest as a gift, inheriting a prohibited interest, or
obtaining a prohibited interest through marriage.

DEADLINES You must pay careful attention to all applicable deadlines. All
divestiture actions must be completed within 90 days from the date
that the financial disclosure report or report of a prohibited interest was
due.

NOTE: For new FDA public and confidential filers, the “date the
financial disclosure report or report of a prohibited interest was due” is
the date on which the new entrant public or confidential financial
disclosure report (OGE 450/OGE 278) is due, i.e., 30 days after joining
the agency in a filing position or assuming the filing position. For
incumbent employees, the "date the financial disclosure report or report
of a prohibited interest was due” is the date the report of a prohibited
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Page 4 — Moscicki, Richard

interest (HHS-717-2) is due, i.e., 30 days after acquiring the prohibited
financial interest. Acquiring the prohibited financial interest includes,
but is not limited to, an employee’s purchase of a prohibited financial
interest, an employee’s inheritance of a prohibited financial interest,
and an employee’s marriage to a spouse who holds a prohibited
financial interest. It also includes the first day that a previously
permissible holding was reclassified as being prohibited, or it could be
the first date that an employee in a non-confidential filing position is
reassigned to a filing position, or otherwise becomes a filer, for which
the holding of the interest in a significantly regulated organization is
prohibited.

Employees should check the “Listing of U.S. Industries” often for
changes in an investments classification of “acceptable” or significantly

regulated.” The Listing of U.S. Industries is available on the ethics
webpage.

All infor