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Office ofi Counterterrorism and
Emergency: Coordination
- Mission -

e facilitate the develepment and availlability of
safe and effective medical countermeasures, for
chemical, bielegical, radielogical, and nuclear
threats.

0 coerdinate EMErgency Gperations andl respoenses ol
CDER pertaining to drugs and biologicall therapeuiics

Maintain and exercise CDER's, Continuity of Operations
Plans (COOP)

Coordinate: Center activities related to emergency.
situations; nvelving CRER-regulated products or
facilities



Eacllitate MCM: Development

s CDER POC for early developers of new: MCMs

n Pre-, Pre-IND meeting
m Early advice
m Assist In identifying potential sources of federal funding

m Generall assistance: Inrgauging extent off USG interest in
product (e.a., REIL REA, REP)

s Help identify appropriate: OND: review! division: -- When
time IS, right

= Provide advice about content and erganization of
MEEeting package, Including guestions, to Improve
efficiency’ and yield frem meetings

= Continue to fellow: the product’s development and
attend all meetings between agency and Sponsor



Regulateadl Medicall Products

m Drugs are

s approved™ under Eeod, Drug & Cesmetic Act
(FDCA)

m Diagnoestics and [Devices are
n “cleared” under EDCA

m Biologics are
s licensed” under Public Health Services; Act

Therapeutic biologics are regulated in CDER



Regulatery Status ofi CTF Drugs

n Unappreved (Investigational)
n Apprevead with Clrindication

n Apprevedwithout €l Indication

m Off-label Use

m Practice of Medicine” (legally’ protected)
m lnterstate Commerce (Investigatienal)



Drug & Biolegic Appreval
Reguirements

m Safety™
n Efficacy™
n Preduct guality: (manufacturing)

Supstantial evidence ebtained firom adeguate ane
well-controelled clinical trials for the: ntended
populatien: (I.e., military vs:, civilian, Including
pediatrics, pregnancy, co-morbid conditions, ete.)



What are “Controlled Trials”

The study uses a design that permits a valid
comparison with a control to provide a
guantitative assessment of drug effect.

Types of Control

(i) Placebo concurrent control

(i) Dose-comparison concurrent control
(i) No treatment concurrent control
(iv) Active treatment concurrent control

(v) Historical control
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The method of selection of subjects provides
adequate assurance that they have the disease
or condition being studied.

The method of assigning patients to treatment
and control group minimizes bias and is
Intended to assure comparability of the groups

Adeguate measures are taken to minimize bias

The methods of assessment of subjects’
response are well-defined and reliable.

There Is an analysis of the results of the study
adequate to assess the effects of the drug.
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Traditional Drug Development

«—Pre-IND—>« IND >«— NDA —

Synthesis
and
Purification

Animal
Testing [ Short-term

Discovery / Screening

Lono

Avg: 5-7yrs Avg: 6-7yrs

Avg: 1 yr - Standard
Avg: 6 mo - Priority
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MCWM Development Challenges

n Limited availability or access; to:
n Qualified lahoratories (GILP)
n Capahility torsimulate the condition
m Choice of animal moedel(s)
n Limited animeall resources
m €.0., hen-human prmates (Where necessary)

n Industiy: Isithere a predictanle market?
n Industiy: Is there legall protection?
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Regulatory: Pathways

Meeting with EDA

prelND/IND

Fast Track Designation

Speciall Protecel Assessment (SPA)
Subpart H (Accelerated Approval)
Subpart I (The “Animal EfficacysRule”)
Einding of Safety: and Efficacy

Access 1o Unapproved Products
x IND optiens
= EUA
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Opportunities; to. Meet with FDA

s [ype A: Immediately necessary. for an
ethenwise: stalled development drug pregram
(e.q., critical pati, clinical hold, SPA)

x [lype B: Pre-IND & certain end ofi Ph 1,
EGRR 2/prePh 3, preNDA/BLA

n [ype C: Other than Types A or B

x Guidance
n WWW.Tda.gov/ecder/guidance/2125inl.paf
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Pre IND meeting

m Early dialogue

n Efficiency
n Multidisciplinary, review

n ldentifies areas of focus to plan for first time
USE 1R lmans

m Resource for developer
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IND: Investigationall New: Drug

21 CFR 312

ARl exception te allow an unappreved new: drugl or hielegic
10 be administereadl te humans

Goal: Protect the patient and the public health

Geal: Provide a pathway for preduct development anad

appreval, new laneling, or a new: indication| fierr an approved
pProduct

Wiritten infiermedl consent Is required for enreliment Under
an IIND

NOt crafted With emergency or mass casualty: in minad
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“Practice of Medicine”
Exception

s IND: regulations o not apply “to the: Use in the
practice off medicine for an tnlakeled indication’
off an EDA-appreved aditig product (21 CER
312.2(d))

s Implication: Drugs administeredias part of a
docter-patient: relationshipr are not subject te
IND regulatery requirements WHRen prescrikned
for ofif-lakell uses

x Not applicakle o stirategic steckplles —interstate
COmmernce
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INDD: Reguirements

s IND Content & Format: 21 CFR 312.23

Generall investigatienal plan

Investigator’s hrochure

Protecel(s)

Chemistry, manufacturing and centrel Infermation
Pharmacoelogy: andl texicology, Infermatien
Previous human experience

Assurance of IRB' review,

INEORMED CONSENTF of participants

= Focus: Product development andihuman
SUBJects protection
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Fast Track

Reguested by spoenser (prelND:or IND)
Designation granted By EDA

SEreUS or life-threatening conditions and/or
Unmet medical needs

“Rolling review oft application’ as; parts
submitted

NGt the same as; 6 Mot “PrHorty” review,

m Fast rack applications likely ter receive prorLy: review
m Priority review does not require Fast Track

Guidance available
(Www.fda.gov/cder/guidance/5645fnl. hitn) 2



Special Pretocell Assessment

Protecels eligible for SPA

= Animal carcinogenicity protocels

m Finaliproduct stability’ protocels

m Phase 3 clinical trials - data fierm the primany basis fier ani efficacy: claim
Certain pretecels evaluated within 45, days te determing
if adeguate for scientific and regulatory: reguirements

Agreements considered binding, unless underlying
scientific principles change

Dependent on understanding developmental context in
WhICh! pretecoel'Is reviewed and guestiens; answered

Shoeuld e discussed In EePh 2/pre-Phase 3 meeting

s Guidance avalable for drugs and bielegics

s WWW.fda.gov/cder/guidance/37641nl. hitm
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Subpart H (Accelerated Approval)

m SErous or life-threatening diseases
n [herapeutic advantage: over existing treatment

n Efficacy determination; USES suliregate markers
reasenably theught predictive of clinical
PEnefit

n Pest-marketing studies reguired

n Final Rule effective, January 1993

m 21 CER 314.500 — 560 (Drugs: Subpant H)
s 21 CER 601.40 — 46 (Biologics: Subpart E)
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Subpart H
EDA may: withadraw: appreval if:

Ppst-marketing| study: fails te; veriiy: clinical
penefit

Post-marketing study net conducted wiith
due diligence

Use demonstrates that pest-marketing
restrictions are Inadeguate: to Insure: safe
Use of the drug

Post-marketing restrictions not adnerea to
Ealse/misleading promotional materials
Other evidence shews unsafe or ineffective
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Subpart I (“Animal Efficacy: Rule™)

“Evidence Needed! tor Demonstrate: EffectivVeEness
off New: Drugs: When Human Efficacy: Studies, Are
Not Ethicall or Eeasible”

Einall rule efifective, May: 2002

21 CER 314.600)- 650 (Drugs: Subpart 1)
21 CER 601.90 - 95 (Biolegics: Subpant H)
Efficacy extrapoelation from animal(s)
Safety from humans

Consider I Subpart H (Accelerated Appreval) net
an option
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e

2.

Subpart I: Reguirements

Pathophysielegy: ofi disease andl mechanism eff action
Off drtig or kielegic are: reasenanly: well-understoed

Ihe efiect can e demonstiated inf =1 animal SPecies

m  One may e sufficient Iff Species) IS the: most
predictive

Efficacy endpeints clearly: related ter human benefit
Data are sufficient to Identify, effiective human dese

Safety assessment and PK studies off drug or bielegic
itselif are’ conducted In hiumans

Post-event safety and efficacy data required
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Puplication; ofi Einding of
Safety and Efficacy

DA reviews the avallakle data en a diitg
oroduct and makes a determination

=DA'S findings are puklished in the ER

he ER netice may. reference a Guidance: on
oW, tor sulbmit an NDA for the preduct

ER noetice may: also reference: diaift laneling

Examples:

s Prussian blue: for cesium-137 or thallitm
contamination

m Ca & Zn-DTPA for plutenium, curium, americium
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Access to Unapproved (IND) Drugs or
Unappreved Uses of Approved Drugs

1 Emergency IiND
n [freatment IND

s Emergency Use Authoerzatien (EUA)
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Emergency IND
(21 CFR 312.36)

Patients with serious or life threatening iliness

Process: Physician makes request fier an
Rdividual  patient or a small group; all parts; of
IND net complete at time: request: Is granted

Infiermed! consent cannot he waived (50.24)
Limited applicanility’ to: mass; casualty, situation
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Treatment IND
(21 CFR 312.34)

Patients With: serous or life-threatening Iiness
NG comparablerer satisfactery alternative
availahble

Druglinvestigated in controliearclinical tral tnder
IND

SPORSEN IS actively pursuingl manketing appreval

Product hasievidence of safety’ and efficacy. (close' to,
put slightly lesser standard than “substantial evidence”)

Other parts ofi IND required, including infermed consent

Limited applicability’ in mass casualty.
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Proeject BieShield:
Emergency Use Authorizatien (EUA)

Determination off demestic emergency. (or significant
potential for demestic emergency) by Sec’y off DHS

Determination of military: emergency. (or significant
potential for military’ emergency) by Sec’y. off DeD

Determination of pudlic health emergency, that
affiects (o has significant potential te; affect) national
security by Sec’y of DHHS

Secretary ofi DHHS declares emergency. justifying EUA
pased on one of these' determinatiens (See'above.)
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EUA contd.

s FDA may authorize the' use ofi certain medical
countermeasures during enmergencies
n - lnterim: Approval™ for not longer than ene year
m Reguirement for salety and/or efficacy’ reporting
s No informed censent reguirement

n Draft Guidance: Emergency Use Authorization
of Medical Preducts
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Emergency Use Authorization (EUA)
Criteria for Issuance

hat the agent specified n the' declaration ofi
EMEergency. cam cause a Serous; or life-
threatening disease or condition

[hat, hased on the totality: of scientific
evidence availanie; includingl data frem
adeguate and well-controllied clinical trials, I
availlanle, It Is reaseonable ter believe that the
product may. be effective in diagnesing,
treating), or preventing a disease caused by the
agent or by a MCIV]
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Emergency Use Authorization (EUA)
Criteria fer Issuance: (contd.)

That the knoewn| and petentiall benefits
eutweigh the knewn and potential risks of the
preduct wheni used te) diagnese,, prevent, or
treat the serious; or life-threatening aisease ol
conditien thatIs the supject ofi the declaration;
anad

[hat there Is ne adeguate, approved, and
availlable alternative to the product: fior;
diagnesing, preventing, or treating such
Serious or life-threatening disease or condition.
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OCTEC Program Staff (1)

Resemary: Roherts, MDD, Director

Brad Leissa, MD; [Deputy: Director

Joanne Holmes, MBA; Speciall Assistant
susan McCune, ViD

CAPT Many: Purucker, MD; PhD (en adetail)
CDR Mitchell-Matais, MD

Lewis Sehrager, VD

CDR Narayan Nair, VID

(301) 796-2210
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OCTEC Program Staff (2)

Larny Cress), VD
Alla Shapire, MD
LCDR! Tiracy MacGill, PhD: (micrebielegy)

LCDR Michael Bourg, Pharmmb
m SUpervisoer, Project Management Stafi: (PVS)

LTJG Themas' (“1J”) Christl, MSc (PMS)
Joan Elaherty, RN (PMS)

Cheryl Turner, RN, BSN (PMS)

Sui Yang, RN, MSN(PMS)
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Useful Web Links

Drug Applicatiens Site Viap

m WWW.fda.gov/cder/regulatory/applications/apps-sitenmap. htm
Guidance Documents Page

x WWWW.Tda.goev/ecder/guidance/index.hitm

EDA Counterterrorismi Page
m WWW.Fda.geVv/oc/opacem/hotiopics/bIoterrersn. atml

CDER! Drug Preparedness and Response to
Bloterrensm
x WWW. fda.goev/cder/drugprepare/default. ntm
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