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Process

Identify area of scientific or clinical concern
Conduct systematicreview

Present evidence to panel of family planning experts
and stakeholders

Discuss data and generate clinical recommendations



1. Identify area of scientific or clinical concern

0 CIREsystem

= Continuousldentification of Research Evidence
= Helpsidentify new dataasit is published

0 Publicand Provider inquiry
= Helpsusmeet clinical needs of providers

= |dentifies new areas of clinical concern that might not be
identified through CIRE system




2.Conduct systematicreview

0 PRIMSA guidelinesfor systematic reviews

2 Inclusion criteriafor most drug interaction reviews
= Published peer-reviewed articlesin any language from any year
= Any methodology
= Qutcomes

« Clinical- Efectiveness and adverse eventsrelated to both test drug

and contraceptive (e.g.pregnancies,ovulation data,breakthrough
bleeding)

* Pharmacokinetic (PK)- include any

0 Quality
= Clinical- USPSTF system
= PK- either did not grade or generated our own grading system




/

Quality rating system for PK studies developed
for the systemicreview of psychotropic drugsand
St.John’swort *

o Three Overall Quality 1 9-items
Categories: = Design

= Good- No important = Samplesize
limitations, meets all criteria. " Population

. Fa/r.- Clear limitationsto study : g);ptgztrlri(s)
design but no fatal flaws. - Timing

= Fpor- One or more fatal flaws = Intersubject variability
that likely invalidate results. = Seady state

Assay and Analysis Validation

*Developed in collaboration with MJKim (FDA)



Presenter
Presentation Notes
  


2.Conduct systematicreview

0 What to do with other sources of information?
= DA label
= Non-peer-reviewed/unpublished results

0 Not apart of results of the systematic review
= No systematic way of searching for thiskind of data
= May be able to contribute to discussion points




3. Present evidence to panel of family planning experts and
stakeholders

o Systematicreview provided prior to panel meeting
0 Datapresented to panel
0o Pertinent labeling information presented to panel




3. Present evidence to panel of family planning experts and
stakeholders

Induction by test drug - Induction by HC -
| [HC]=> | [test drug]—>

lcontraceptive | effectiveness and
effectiveness treatment failures

Metabolism

Inhibition by HC
Inhibitor->

T [test drug]—>
Trisk for adverse events

Inhibition by test drug =
T [HC]=>
Trisk for adverse events




fair
TCAs

Bupropion

Atypical
Antipsychotics

Oral
Benzodiazapines

MAOIs
Mirtazapine
Trazadone
Buspirone

de roxxzi ne _

o ai 00 -

good

good




4.Discuss data and generate clinical recommendations

o Guiding principlesinclude

= When a“condition” may have impact on contraceptive
effectivenessthen efficacy isweighted along with safety in making
the recommendations

e Drug-drug interactions (DDIs)

e Obesity

* Medical condition which affects metabolism (e.g. liver disorders, CF)
= Bvidence driven decision making

= For each condition/drug arecommendation ismade for all
contraceptive methods (even if dataisonly for COCs)




Challenges

0 Lack of clinical outcomes
= Contraceptive failure rates/pregnancy data
= Adverse events associated with HC
= Adverse events associated with the test drug

o What pharmacodynamic outcomes are helpful to
consider?

0 How do we translate PKdata into clinical
recommendationsthat accurately reflect theoretical or
proven concerns?

= Which PKparametersare“best” or“required”to look at?
= |sthere athreshold of change that should raise ¢/inica/concern
= What to do with use of multiple drugs (ARVS in particular)




PK parameter rule(s)?

Contraceptive Most important PK | Acceptable/notable PK
parameters parameters

COC AUC and Cmax ?
Patch ?7? AUC and Cmax ?
Combined Vaginal Ring ?? AUC and Cmax ?
DMPA Ciin, Caverage=AUC ?
Implant Chin, Caverage=AUC ?
LNG-IUD Chin ,Caverage=AUC ?




Challenges

0 Limited dataon
= Drug interactionsamong obese women

= Can we extrapolate acrossdifferent progestin types
* CHCstudieswith different progestins?
» Acrossvarious POCs?

= Non-oral formulations (e.g.vaginal ring,patch,injectable)
* What isthe role of the 1% pass effect?

* What other difference in absorption/metabolism acrossthe non-oral
formulations might effect potential DDIS?

= Hficacy - progestin; Adverse events—> estrogen ?7?7?




Challenges

0 Limited dataon

= Progestin only contraceptives
* Injectable-> high dose, different progestin.
* Implant-> concern with ARVs,limited data on other potential DDIs

= LNG-IUD-> are we ever concerned about DDIs?
« Systemic LNGis present
o What role does systemic LNG play in contraceptive efficacy?
o Can systemic LNG act ass perpetrator drug? Victim drug?




Challenges

0 Isthere away to accessunpublished industry datafor
drug interaction studiesin a systematic way?

0 How do we assesthe quality of PK studies?




For more information please contact Centers for Disease Control and Prevention

1600 Clifton Road NE, Atlanta, GA 30333
Telephone: 1-800-CDC-INFO (232-4636)/ TTY: 1-888-232-6348
E-mail: cdcinfo@cdc.gov  Web: http://www.cdc.gov

The findings and conclusionsin this report are those of the authors and do not necessarily represent the official position of the
Centersfor Disease Control and Prevention.
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