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QUICK RECAP: COMPOUNDING QUALITY ACT = 503A VS 503B
COMPOUNDERS

* 503A: Pharmacy compounding (majority of compounders)

* Not subject to CGMP requirements, not required to register with FDA, and
not routinely inspected by FDA

* Primarily overseen by state regulatory authorities

* Not exempt from the prohibition on preparing drugs under insanitary
conditions

— FDA has authority to inspect, within certain limitations

* Procedure for inspections of 503A entities: “Preliminary assessment”
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QUICK RECAP: COMPOUNDING QUALITY ACT = 503A VS 503B
COMPOUNDERS

« 503B: Outsourcing facilities

A facility at one geographic location or address that is engaged in the
compounding of sterile drugs, has elected to register as an outsourcing
facility, and complies with all the requirements of Section 503B

Not exempt from CGMP requirements

May compound drugs with or without a patient-specific prescription

Must compound sterile drugs / may compound nonsterile drugs

Inspected on a risk-based schedule
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I TRENDS: 503A & 503B FACILITY INSPECTIONS

As of November 27, 2016 As of September 30, 2017
>350 inspections (85 ~500 inspections
outsourcing facilities)

>130 warning letters >180 warning letters

>30 referral letters >70 referral letters

~100 recalls overseen >150 recalls overseen

“Number” of DOJ civil and criminal enforcement actions

Inspections have resulted in recalls, temporary cessation of operations,
warning letters, and civil or criminal enforcement actions
| JONES



TRENDS: WARNING LETTERS ISSUED TO 503A FACILITIES

23%
5% 3%
| EEE—
Insanitary conditions Domperidone Monograph Labeling deviations
Production deviations

Letters issued between December 6, 2014 and December 8, 2016 (n=96) and publicly —
posted as of March 2, 2017 | JONES
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I “CRITICAL TRANSITION PERIOD”: FDA FOCUS

S503A 503B

Working with states to identify
large-scale, multi-state distributors

Identifying compounders
distributing non-patient specific
compounded drugs

Targeting FDA oversight in a
manner helpful to the states

Helping facilities comply with
CGMP requirements

Engaging in pre-operational
inspections and meetings to
provide advice

Increasing frequency of post-
Inspection correspondence and
regulatory meetings
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I TRENDS: STATE INSPECTIONS — CALIFORNIA (EXAMPLE)

Triggering

Event

Investigation

Outcome

« Consumer complaint

* Arrest notification

* Referral from other agency
* Inspection

* Inspection

* Interviews

» Records assessment
* Report writing

* No violations / insufficient evidence
* Findings determine outcome
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TRENDS: STATE INSPECTIONS — CALIFORNIA COMPOUNDING
INSPECTIONS FY 2017-2018

« Sterile Compounding and - Total « Corrections
Outsourcing Inspections: 1,029 violations ordered
Total identified

Sterile In-state: 910

Sterile Non-resident; 90 « Violation

notices

Outsourcing In-state: 1 issued
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TRENDS: STATE INSPECTIONS — CALIFORNIA COMPOUNDING
INSPECTIONS FY 2017-2018

Top 5 Corrections Issued to Sterile or Top 5 Violations Issued to Sterile or
Outsourcing Facilities Outsourcing Facilities

Compounding log 110 Compounding log 5
Germicidal detergent cleaning of 95 Maintain sterile compounding written 5
sterile compounding area/equipment policies and procedures
Sterile compounding equipment/are 64 Viable surface and viable air 4
made of materials easily cleaned and sampling performed
slislnizeie Use of PEC that provides ISO Class 4
Sterile compounding gloves and 63 5 air or better
handwashing requirements Non-shedding, segregated and 4
Pharmacy fixtures and equipment 46 dedicated cleaning materials for clean
clean and orderly; hot and cold room
running water | JOWS
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INSPECTION READINESS: PREPARE, PRACTICE, PERFORM

* Know what you are and why * Ensure proper documentation and

o : . storage of records
* Maintain a written plan easily

available to responsible personnel

Engage in appropriate environmental

: : _ controls and quality testing
» Design and implement an effective

compliance program  Foster a culture of compliance

* Provide initial and on-going training Routinely evaluate strength of
for personnel regarding compliance program, identify and address
requirements weaknesses
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Compounding Enforcement
Recent DOJ Actions

John Claud
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Recent DOJ
Enforcement Actions
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Isomeric Pharmacy Solutions (Civil — D. Utah)

* August 2017

* Civil consent decree of permanent
injunction

e Sterile drugs, injectables

* Allegations: Microorganisms in air and
on surfaces used for sterile processing

* Released over 100 batches of
purportedly sterile products processed
in areas violating environmental \
monitoring “action limit” VAX




Cantrell Drug Company (Civil - E.D. Ark.)

 April 2018
e Civil consent decree,

B U.S. FOOD & DRUG

permanent injunction
I TaY éiﬂfffulnjﬂfl? eé’"‘e's consent decree against
* Sterile injectables T A
* Allegations: Insanitary e — |
conditions

* 503B outsourcing facility

e Case went through
Bankruptcy Court
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Delta Pharma, Inc. (Civil - N.D. Miss.)

* June 2018 -
* Civil permanent injunction T o ST

Ol \
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S OF AMERICA,

* Allegations: Insanitary conditions
* Deficiencies in sterile e PRI Bl

1 ) SENT )
H\Rl H H H H RRISON, i I Tiviin

compounding prOCEdures IIIIIII o N. individuals, :, MANENT INJUNCTIO

* Pharmacy must take corrective
measures, approved by FDA

* Prior inspections in 2013 (2014
Warning Letter) & 2016 /\
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Pharmakon (Criminal - S.D. Ind.)

* Paul Elmer trial scheduled for March 25, —_—
oo FILED

YN 20 201

* Compliance director Caprice Bearden , oo
pleaded guilty T g S

PAUL J. ELMER and

* Counts: Conspiracy (§ 371); Introduction of [ wwsus. | .
S 1:17-cr- 0113 M5 -TAB

Adulterated Drugs (§ 331(a)); Adulterated WL
Drugs While Held for Sale (§331(k)). M——

1 Pharmakon P4
harmaceuticals, | ) was incorporated in the State of

Indiana on or abow July 2, 2008, and located n 1
esville. Indiana

Pharmakon compounded sterile vate, and mulitary hosps
3 i spitals
aad medical centers located oughout the United States, inc 08 Indiana, Louisiana, Nlinc
4 e he uding | o !
Texas, Virginia, Kentucky, New Y ork, Maryland, Georgia, Miss ssippi, € mia, and
as, Virg N M 4 5 ississy il
, California,

Oklshoma. Compo s ¥ & practice in which a licensed pharm bines,
npounding is gencrall actice in which a lic nac
cist combines

mixes, pred: t
Nes, or alters ingredients of a drug 10 create  medicatior

* An indictment constitutes only charges. Every person or company charged is
presumed innocent until guilt has been proven beyond a reasonable doubt.
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New England Compounding Center
(Criminal, D. Mass.)

* Arising from the 2012 fungal
meningitis outbreak r—— ] asceeni

* 64+ people dead; 750+ infected

* Three trials to date; fourth trial el
currently schedule for March 25, s
2019

* An indictment constitutes only charges. Every person or company charged is /\
presumed innocent until guilt has been proven beyond a reasonable doubt. -—
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New England Compounding Center
(Criminal, D. Mass.)

* First trial: Barry Cadden — 108 mos. (9 years)
* Second Trial: Glenn Chin — 96 mos. (8 years)

* Third trial ongoing. Six defendants on trial for Racketeering,
Mail Fraud, Klein Conspiracy against FDA, FDCA
misbranding and adulteration charges

* Anindictment constitutes only charges. Every person or company charged is presumed innocent until guilt has been \
proven beyond a reasonable doubt. /
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Synergy/HealthRight (Criminal - E.D. Tenn.)

* October 2018
* Four defendants, seven companies
* Allegations: Nearly $1B in healthcare fraud

 Compounders paired with telemarketers to generate bogus
prescriptions

* Billed to private insurers (not Tri-Care)

* An indictment constitutes only charges. Every person or company charged is presumed innocent until guilt / \
has been proven beyond a reasonable doubt. EDLI




Synergy/HealthRight (E.D. Tenn.)

* Doctors approved prescriptions without knowing
defendants were massively marking up the prices of the
invalidly prescribed drugs

* Eluding the audit cycle by opening new pharmacies
* FDCA charges for bogus prescriptions, 18 U.S.C. § 353(b)

* Anindictment constitutes only charges. Every person or company charged is presumed innocent until guilt \
has been proven beyond a reasonable doubt.
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Enforcement Litigation

* DOJ will litigate based on violations of
federal law

* Focus will be on adulterated or
misbranded drugs

* Factors may include evidence of fraud
based on marketing claims, healthcare
fraud, smuggling, endangering patient
safety

JAY
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What Might Trigger Enforcement Action?

R

Good practices Civil enforcement Criminal indictment? \
action? yAX
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