DRUG REGULATION, INNOVATION AND COSTS 8-9-07
SEMINAR-FALL 2007 PROF. GILHOOLEY

CLASS 1. SEMINAR AIMS AND SCOPE OF DRUG REGULATION

A. SEMINAR ORGANIZATION & OVERVIEW
Organization—-topics, deadlines, research sources, goals
See handout
B. SCOPE OF DRUG/DEVICE REGULATION & RATIONALE

History and Overview 2-6
Relationship to anti-freeze 231,n.2

Statutory Milestones-1906, 1938, 1962, PDUFA, FDAMA-1997, MMA-2003,
PDUFA IV & FDA Amendments--9/07 ??

C. Product categories: defining drugs/ devices /intent 6-19
+Bacto-Unidisk 7
+Ova ll 12
+ New Drugs-50 Boxes 43-50

See class 8 on intent

[Implications of Chevron test 467 US 837--courts interpret statute independently
if Congress has “directly spoken to precise question” and defer to a reasonable
agency interpretation if “the statute is silent or ambiguous”]

[Dietary supplements-- How different??—structure & function but no disease claims;
need not be nutritional to be dietary—see 19-35 and F&D course]

Book is Noah Law Medicine & Medicine Technology, SECOND EDITION 2007

& Statutory Supplement by FDLI, 2d ed. 2005
Page numbers in the right hand column are to the Noah book
HO- indicates handouts. Page numbers next to the topic relate to page numbers in the handout..
Handout numbering is organized by the CLASS to which they relate. Material in brackets or
parenthesis is informational,. TBD-HANDOUTS TO BE DISTRIBUTED IN FUTURE
+ indicates matters for special emphasis in class



CLASS 2-ADULTERATION, MISBRANDING AND PROCEDURE

A. Statutory Prohibitions and Court Enforcement

+Acu-dot, 50

B. FDA Practice and procedure & History
Hutt 70-72
+US v. Alcon 72-77
+US v. Superpharm 77-78

81-82
(Note criminal penalties, p. 91)

C. Rulemaking

+National Assn of Pharmaceutical Manuf. 96-100T

CLASS 3- NEW DRUG APPROVAL PROCESS
A.. Drug Discovery and Testing
FDA, From test tube to Patient 142-142T

IND Process and Phases 149-51
IRBs (See Prof. Coleman’s course & book)

Testing Process points to note—

Pressures on academic medicine 169,n.3
Outsourcing clinical trials 169,n.5
Equipoise 169, 2
Placebo-controlled trials 172, n.3
+Risk-Benefit standard—Larrick testimony, 522-24 HO

B.. TRADITIONAL PROCEDURAL RIGHTS-NDAs
Section 355 (d) and 355 (e)

+Edison Pharm. 221
Smith-Kline 224
+Challenges to PMA and Impact 230,n.1

Significance of GRAS/E
Difference between PMA and misleading standard and court enforcement



CLASS 4- IMPACT OF FDA SYSTEM AND RESPONSES

A.. DELAY IN APPROVAL AND RESPONSES- IMPACT ON INDUSTRY
Length of Testing and Drug Lag

B. IMPACT ON PATIENTS AND RESPONSES-SPEEDING UP FDA ACTION
AIDS & Accelerating drug approval
++Statutory Response-

Fast-track Drugs
Post-Market Tests, & Withdrawal Procedures, @506

What differences from traditional approach
Surrogate endpoints
One test for substantial evidence
D. USER FEES AND TIME GOALS
Priority Handling—-PDUFA Time Reporting
Reasons for criticisms here
Priority Drugs and surrogate endpoints
[Merrill, Change in Culture]

E. CAPTURE-ANY RELEVANCE
+Stigler, 88

F.LACK OF ACCESS & PATERNALISM

+Abigail Alliance v. von Eisenbach
overturned by Ct. Of App., NYT, 8-8-07

***DEADLINE FOR SUBMITTING TOPIC AND INITIAL OUTLINE***

CLASS 5- POST-MARKET ADVERSE EVENTS: LESSONS FROM VIOXX

POST-MARKET SURVEILLANCE AND RESPONSES

231-32

232-33

209-10

233,n.6

210

HO

195
HO

279



B Pre-Vioxx Setting

+Managing the Risk-why are there risks after approval
Note headings

A. Traditional Authority to Respond to Post-Approval Risks

+Forsham v. Califano 28
8-
95

Difference from a Drug Withdrawal
+New Warnings, Court Actions 293,n.6
+ Track record 291, n. 2
&3
+Risk-benefit Rebalancing 293, n.7

Should there be warnings but not withdrawals ?
Traditional Ability to Detect Risks

Reporting systems-adverse events 285, and
286, n. 4
&5
Traditional Limits of Clinical Testing
See FDA Report on Managing the Risks/headings HO
C.. Lessons from Vioxx: what went wrong
Regulatory History-Excerpt from MG Talk HO
+ Kweder Testimony HO
D. What Reform Needed See IOM Report First HO, See
Letter in HO

Should there be more pre-approval testing-1OM, p.H
Data-mining/ active surveillance to detect risks sooner, IOM p. B
Why aren’t post-approval Phase IV studies done., IOM p. C
Need for new authority to require new warnings

or post-approval studies, IOM p. Kto L & 285, n.5

Psaty, Editorial NEJM 5-29-07 HO

Need for procedural changes? Watch legislation—

4



Should user fees be eliminated or used to support safety as well?
See Drug Firms Use Financial Clout
WSJ, Al, Sept 1, 2006 on negotiations HO
Should Drug Safety office be independent? —failed by one vote in Senate
Need for disclosure of all clinical trials/ clinical trial registry
See specific issues in later classes

CLASS 6. RISKS FROM OFF-LABEL USES BY DOCTORS-FDA’S ROLE

A. Off-label uses by Doctors-Practice of Medicine & FDA Authority?

+Evers 54
B. FDA Professional Labeling & Doctor’s Response: 336
FDA'’ criteria / Boxed Warnings
Doctor’s Ignoring Warnings & FDA Response 338-41
See example of revised labeling format 423
C. Risk Distribution Limits: 117,n4

+Policy and legal justification for limits established by FDA
for accutane/thalomide
Voluntary? + fast-track-506
+FDA Imposes Tougher Rules for Acne Drugs HO
NYT, 8-13-05, second page
[IOM, p. F on risk minimization~-SMART and IOM p. L, 5.2 d & €] HO
+Antibiotics-added justification for distribution limits? 117,n.3

E.. Non-FDA Authority to Require Tests of Off-label Pediatric Uses of Drugs:
+FDA loss in Assn of Amer. Physicians v. FDA,
226 F. Supp.2d 204 243, n.6
Downside of pediatric incentives 879,n.1

+Consider policy choices: warnings/ mandates/ incentives

D.. Congress’ Response -watch legislation
Deadline for submission of detailed outline—penalty if late



CLASS 7 MANUFACTURER PROMOTION / DISTRIBUTION OF JOURNALS ON OFF-
LABEL USES

A. FDA’s traditional statutory jurisdiction & Intent-Overview

+Scope of Labeling--Kordel 317

[FDA authority for Rx ads (versus FTC)] 502(n)

Oral promotion-Adeg. Directions, Alberty 54,n.3
Detailing & intended use 361,n.1

Causing after receipt, 331k

[Tobacco-Supreme Court’s alternative grounds without reaching 42,n. 4
whether intent can be shown without express claims]

B.. Manufacturer distribution of medical articles on off-label uses
(or proposing speakers/topics for CME)

1. FDA concern with CME “promotion” 363
FDA authority
2. Policy concerns with medical journal quality 367-69

3. FDA Statutory Authority-[connection with jurisdiction in A.]
Info- Limited Statutory FDAMA Safe Harbor for Distribution of Reprints 364

++ 4.. Constitutional Dimensions if FDA Can Regulate Manufacturer’s Distribution
of Reprints on Off-Label Uses

+a. FDA’s Loss in Dist. Ct & Basis.
WLF v. Friedman, 396
D. Ct’s order and role of disclosure

b. Status: Dismissed on Appeal on Procedural Grounds 404, n. 4
c. FDA decides not to bring cases if there is compliance
with D.Ct order—see Hutt, Merrill & Grossman, p.554
d Difference between guidance, rules & cases
e. Impact of WESTERN STATES, p. 385
if FDA pursued issue to S.Ct.-see next class]

C.. Fraud & Abuse and Enforcement By Actors other than FDA 362,n.2
to 364
See Corporate Compliance courses



Comments on Seminar Papers and Scheduling Conferences

CLASS 8- DIRECT-TO-CONSUMER ADS & NEWLY-APPROVED DRUGS

+A. FDA Position 370-75
FDA Guidance, Aug. 99 371-73
Policy pros and cons 342,n.4

B. Role of DTC Ads, Relevance for Vioxx

1. Impact on doctors/ sales/ costs 374
Memorable ads?
Pressure- FDA survey HO

2. Prominence of Risk Warnings-
Reminder Ads: if use not indicated, no need for risk disclosures

3.. Debate on Moratorium on DTC ads for newly-approved drugs
+See IOM Report, IOM, p M-N HO

Congress response? TBD
Prereview/ user fees?

+4.DTC Moratorium and the Constitution
If a Moratorium were required would it be constitutional?
++See Western States, 385
Consider relevance for moratorium on DTC ads
Would change in makeup of Court affect outcome
Would prereview be permissible

5. Need for a Symbol/Statement in Physician/Patient labeling for newly approved drugs
IOM Report, at N, Recomm. 5.3—-Merits?

CLASS 9- PRESCRIPTION DRUG STATUS AND ISSUES



A. Criteria

+Decholin
(skip problem)

B. Rx to OTC Switches- Issues
1. Manufacturer’s Request:
+Trying for an OTC Cholesterol Drug, NYT, 1-13-05, C1

Patient Non-compliance-appropriateness as a factor
Diet drug/ antibiotics

+ 2. Switches at Insurers’ request/ generic competition
Noah-Treat Yourself /Policy Issues

cost saving relevance?
assess manufacturer’s “valuable privilege”
-partial withdrawal?
3. Timing at end of patent -coincidence?
Prilosec-OTC Status and Hatch-Waxman exclusivity
Heal the Damage29 & n.146
+C. Behind the Counter Status & Plan B
Authority for Behind the Counter Status
What authority/ voluntary?
FDA'’s Revised Approach, Press Release, 7-31-06
Behind the Counter for other drugs?

D. Patient Labeling for Prescription Drugs

PMA v. FDA

CLASS 10- MORE ON NEW DRUG LAW & PREEMPTION

321

HO

335

HO

334,n.3&4

HO

346-53

346
355-56
Notes

A. .POSSIBLE DIRECTION OF CHANGES ON AGENCY’S AUTHORITY



Newly-Approved Drugs: Likely general direction
REMS for newly approved drugs- see risk management in IOM Report, E to G

Dispute resolution procedures in new law?
Civil Money Penalties

Existing drugs-should the requirements be different-labeling authority
Data-mining-how effective--will it lead to warnings

Pasty-criticism—Congress’ Response? See Class 5

B. Preemption and FDA'’s Position
.+ FDA Preemption Statement-

71 Fed. Reg.3922, 3933 HO
585-89
&n. 3

Assessment of Statement
Apply to Vioxx
Effect on Agency Accountability

C. Congress’ Response?

D. Supreme Court and Preemption
Cert petition in Wyeth v, Levine-status 127 S. Ct. 2451/ drug case

Presentations

CLASS 11-1P NON-PATENT PROTECTIONS, GENERICS AND THE MARKETING LIFE
OF ADRUG

A. Patent Protections—see drug patent course
[Background- Patent Protections & additional uses, , p.788-826]

B. Generic Availability: Hatch-Waxman— Basis for Compromise: Highlights
1. What Generic companies got vs. Research Companies—
Allowance of ANDAs, and Framework for Patent Challenges
21 U.S.C. 355())(2)(A)(viD)(D-(IV) e 833,n.1,2



a.. what hurdle after patent expired without Hatch-Waxman
what showing must generic now make: bio
+is reliance on innovator’s tests appropriate

b. bringing declaratory judgment actions-benefit

+c. OK to do research for submission before patent ends
[applies broadly, Merck KgaA, p. 839]
& Eli Lilly, p. 836-37-devices]
Why useful to generics
d. still infringement issues in practice
See flavor in Bayer v. Elan
e. see generic exclusivity below

2. What Research Companies got:
a. Patent term restorations-up to 5 years
Why restored

b. Tandem Market Exclusivity for NCEs
usefulness?
Complexities of active moieties

c. 3 year exclusivity for Supp. NDA for new use only
Background- Upjohn, 865

253

834, top

828, top

826

834, n3

811,n.3
870, n.3

+865, n.1&2

Need for Expanded Incentives for Research on New/ Off-label Uses

+ For expansion, see R. Eisenberg,

5 Yale J. Health Pol’y, L. & Ethics 717, 728-30, 736-39

HO

Consider if Celebrex did research and obtained a supplemental NDA to show that
the drug helped prevent colon cancer, at the end of the existing patent should/would
the new research provide a 3-year exclusivity that bars any generic approval even for

pain relief-Pro’s and con’s

+If the research was supported by the NCI or NIH should it affect

the IP protections for the sponsor, see Coleman Excerpt

+ 3. Administration—-FDA’s (Ministerial) Role
Orange Book
30-month stay—why a stay
significance of patent certifications
Paragraph 1V certification-basis
read 355, j2vii (find in Stat. Supp.)

10

HO



CLASS 12-MORE ON IP, “ABUSES,” BIOLOGICS AND COST

Generic exclusivity—180 day exclusivity & Settlements
+Mylan Phar. v.. Henney
Reason for incentive
Effect of settlements here-other courts?
+Congress’ “clarification” in MMA-
See 355 j5D forfeitures-find page #
—when does trigger occur if a settlement

Anti-Trust Settlements and Abuses-
+ In re Cardizem CD Antitrust Litigation
FTC Oral Statement to Senate
Judiciary Comm. 1-15-07 on loss in
Schering-Plough, 402 F.3d 1056 on settlements
Authorized Generics-Are They an Abuse-
Gaming Orange Book Listings
. Other Non-Patent Exclusivity-Background
Orphan Drugs

Importance for Biotech drugs, p.875

Pediatric Exclusivity: Abuses?

(Non) Availability of Generic Pathway for Biotech Drugs
Info- Generics face roadblocks in copying biotech drugs,

Boston Globe, 10-31-01
Impact on insulin and growth hormone generics

Info-Problems with Reliability of Generic Drugs?

[See The Drug Company and the Bogus Data, Able Labs put out bad pills
in front of FDA for years, Star Ledger, 8-7-05, 2005 WLNR 12435121]

++Presentation of Seminar Papers++

11

883

889

890-97

HO

889, n. 6

910-12

871-77

878-80

HO



Submission of draft seminar paper-1/3 grade reduction for first week
late and 1/3 grade reduction for second week late.

CLASS 13 COST OF DRUGS, COST EFFECTIVENESS AND POSSIBLE RESPONSES

1. Cost of Development for Industry
+Time & effort & movie blockbuster analogy: 231-32
Debated estimate-over $1 billion or $1.7 billion

2. Sticker shock for payers: see examples 749, 735

3. Means to “rein-in” costs & who should do it?
—Survey of Options :Insurers/Medicare/FDA/
physicians/ market

a.. Private PBM’s, Effect, Danzon & Chao 771
Formularies and professional concerns
See other courses

+b. Generics as the solution 736
See Generics as a Global Bargain, . Crawford Speech HO
+See More Generics Come to Market Slowing Surge in HO

Drug Prices, NYT 8-8-07, Al

c. . Medicare Negotiation on Prices under Part D as a solution 751
“ HHS Price Negotiation Under Medicare RX Would Not Beat HO
Coverage primarily for on-label uses 709

[Congress prohibits Medicare from using results of
cost-effectiveness studies, 749 bottom]

d.. FDA’s Limited Role—any need for change
+ Confirmatory studies of Public Health importance

—IOM Report, p. C& D HO
Cost Effectiveness & FDA, IOM Report, p. | -J HO
Technology assessment & QALY's, commentary 739
Health Care Economic information Role? 740

+e.. Need for Incentives for Comparative/cost efficacy studies

A. Wood, A proposal for radical changes in the TBD
drug approval process, 355 NEJM 618 (2006)

12



f.... Physicians

Cost-consciousness as a ethical concern? 739, n.7

Relevance for drug use vs. end-of-life:

See Hall, positions on considering cost 994 , 997

Sorum, not by physicians 1000

g. .Allowing Canadian Imports as “Answer” 76

2,
76
7

Consumer market choice?

h. Effect of Classifying a condition as a disease
Medicalizing aging/ life conditions. 1006-07n. 1&2
Noah 1003

Comments on Seminar Drafts, and scheduling conferences

CLASS 14- DEVICE REGULATION, COSTS & SEMINAR PAPERS

I. Device Regulatory Scheme and Perspective on Overall Rationale for Regulation
—~Why/how Different from Drug Regulation
+Medtronic Overview 254-56
+note significance of substantial equivalence determinations

Pre-market notification on substantial equivalence and differences from PMA 270,n.5

Support needed for reclassification 271

Differences between drugs & devices-what effect on testing 277,n.2

Should cost be relevant -279

Overview of device regulatory scheme HO

B. Cost aspects of new devices 727-30
& Wax 730-32

I1. Note International Aspects-Harmonization,

13



-Globalization—Execution of Head of China’s FDA HO
-Drugs for Developing countries, p. 825
-Free trade agreements, 826

I11. Biotechnology and Ethics:

+Growth hormones and children 985, note
Need for a distribution limit?
See class 6

See President’s Task Force on Beyond Therapy-p. 281-

-- appropriateness of human enhancement drugs HO

IV. Presentations
V. Exam review-MSJ’s

Final seminar paper due last day of EXAMS-Thereafter 1/3 grade reductions each week
for a delayed submission

14



