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Basu: Approach
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--Labeling for: —-Key info

--sample HC'’s

--sample DI drugs --Based on

(antivirals) cognitive
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Cognitive
Experiments

Test effects on:

--Attention
--Comprehension
--Memory
--Problem Solving
--Decision Making
--Behavior
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[ DDI Labeling }

—Drug Interactions (Section 7)
—Clinical Pharmacology (Section 12)
—Dosage and Administration (Section 2)

--Patient Counseling (Section 17)
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The ease with which

find
neople ca understand
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use

Information

In a safe and effective manner.
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Information
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{ Time Zone }

AFTER

--Review DDI data
--Determine clinical
recommendations
--Decide what to include
--Dratft labeling

THEN
--How to Say it
--How to Display it

AND
--for whom
--for what tasks
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[ Basic Problem }

Questions
--What do they want?

Drug List
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[ Basic Problem }

Drug List
Questions Drug-A
--What do they want? Do
--What do they need? o
--When do they need it? 4
--Can they get along
without (some of) It?

How to get HCP’'s to
--Look at the labeling
--Engage them
--Help them find,
understand,

remember, & use the info | |--Use

Real-world situations
--Careful read
--Skim

--Search & find
--Remember
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Task Time Label Support?
Needed
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Could be better
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{ Cognitive Tasks }

Task Time Label Support?
Needed
Read for general A lot Content = Good
knowledge Cognitive Accessibllity =
Could be better
Solve a problem Moq——— =
{0 a HOW ’[O

--reduce time I
Find whether a Too| --reduce effort
specific drug is listed --increase comprehension
Remember Too| --increase memory |

(etc.) --facilitate problem solving
--facilitate decision making |
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Viberzi
(IBS-D)

Table I: Established and Other Potentially Clinically Relevant Interactions Affecting
VIBERZI
OATP1BE] Inhibitors

Clinical Impact:

Increased exposure to eluxadoline when coadmmstered with

Clinical Pharmacology (12.3)] Deve|0ped by

Intervention:

Admimster VIBER.ZI at a dose of 73 mg twice daily [see Do .
Administration (2}] and monitor patients for impaired mental Joe G Il | IO

needed to perform potentially hazardous actiities such as df FDA (OCP OTS)

operating machinery and for other eluxadoline-related advers
Adverse Reactions (6.1)].

Examples:

cyclesporne, gemfibrozil, antiretrovirals (atazanavir, lopinay \vith input from

sagquinavir, fipranavir), niampin eltrombopag

Strong CYP Inkibitors® Ruth Day

Clinical Impact:

Potential for mereased exposure to eluxadoline [see Clinical Pharmacology

{1234

Monitor patients for impaired mental or physical abilibes needed to perform

Intervention: | potentially hazardous activities such as dnving a car or operating machnery and
for other eluxadolme-related adverse reactions [see Adverse Reactions (6.11].
Edinipilss ciprofloxacin, (CYP1A2Y), gemfibrozil (CYP2CSE). fluconazole, (CYP2C19),

clanthromvein (CYP3A4), paroxetine and bupropion, (CYP2XDE)

Drugs that Cause Constipation

Clinical Impact:

Increased nsk for constipation related adverse reactons and potential for
constpation related senous adverse reachons

Intervention:

Avoid use with other dmpgs that may cause constipation (see below); loperamide
may be used occasionally for acute management of severe diarrhea but avoid
chronic use. Discontinue loperamide 1mmediately if constipabion occurs.

Examples:

alosetron, anticholimergies, oproids

*As a precautionary measure due to incomplete information on the metabolism of eluxadoline

Ruth Day




Drug Class A

Clinical Impact

Intervention

Examples

Drug Class B

Modified version

General template

Clinical Impact

Intervention

Examples

Drug Class C

Clinical Impact

Intervention

Examples
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Drug Class A

Clinical Impact

Increased exposure to Drug-X ....

Intervention

Administer Drug-X at a dose of ....

Examples

Drug Class B

Clinical Impact

Potential for increased exposure to Drug-X ..|.

Intervention

Monitor patients for ....

Examples

Drug Class C

Clinical Impact

Increased risk for adverse reaction Z ....

Intervention

Avoid use with other drugs that may ....

Examples

Ruth Day



Drug Class A

Clinical Impact

Increased exposure to Drug-X ....

Intervention

Administer Drug-X at a dose of ....

Examples

aaaa, bbbb, cccc, dddd ....

Drug Class B

Clinical Impact

Potential for increased exposure to Drug-X ..|.

Intervention

Monitor patients for ....

Examples

eeee, ffff, gggg, hhhh ....

Drug Class C

Clinical Impact

Increased risk for adverse reaction Z ....

Intervention

Avoid use with other drugs that may ....

Examples

Kkkk, mmmm pppp, rrrr .....

Ruth Day



Drug Class A

Clinical Impact

Increased exposure to Drug-X ....

Intervention Administe
Examples aaaa, bbb
Drug Class B
Clinical Impact | Potential f
Intervention Monitor ps
Examples eeee, ffff, --faci
Drug Class C --facli

Clinical Impact

Increased

Intervention

(organizing structure) |
--easy to see at a glance |
--easy to understand

new information

Schema

itates memory
itates acquisition of |

Avoid use with other drugs that may ....

Examples

kkkk, mmmm pppp, rrrr

Ruth Day
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“Wall Charts”

Stimulate
Thinking




[ Wall Charts }

Problem: Information Load

ots of information, often complex
now grasp key information quickly?
now remember (at least something) later?

now find it again when needed?
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[ Wall Charts }

Problem: Information Load

--lots of information, often complex

--how grasp key information quickly?

--how remember (at least something) later?
--how find it again when needed?

Suggestion: “Wall Chart”
--key elements

--quick reminder

--focus on drugs that interact
--simple (like DDI “highlights”)

Ruth Day



~ wal

Charts ]

Problem: Inform
--lots of information,
--how grasp key info
--how remember (at
--how find it again w

Suggestion: “Wall
--key elements
--quick reminder

ation Load
often comnlex

Focus on

--main drugs that

Interact with |

C

--their status within

a simple schema

--focus on drugs that interact
--simple (like DDI “highlights”)

Ruth Day
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% Wall Charts

1

Safety Efficacy
Effect Effect
Drug Examples: Examples:
Class A —-XXXX  ==-XXXX - XXXX  ==XXXX
—-XXXX  ==-XXXX - XXXX  ==XXXX
—-XXXX  ==-XXXX —-XXXX  ==XXXX
Drug Examples: Examples:
Class B —-XXXX  ==-XXXX —-XXXX  ==XXXX
—-XXXX  ==XXXX —-XXXX  ==XXXX
—-XXXX  ==XXXX —-XXXX  ==XXXX
Drug Examples: Examples:
Class C —-XXXX  ==-XXXX - XXXX  ==XXXX
—-XXXX  ==-XXXX - XXXX  ==XXXX
—-XXXX  ==-XXXX —XXXX ==XXXX

y




[ Wall Charts

1

Adverse Exposure
Reactions Effects
Drug Examples: Examples¢ )
Cl A —-XXXX  ==XXXX —-XXXX  ==XXXX
asSS —-XXXX  ==XXXX —-XXXX  ==XXXX
—-XXXX  ==XXXX —-XXXX  ==XXXX
Drug Examples: Examples: § )
Cl B —-XXXX  ==XXXX —-XXXX  ==XXXX
AsSS —-XXXX  ==XXXX —-XXXX  ==XXXX
—-XXXX  ==XXXX —-XXXX  ==XXXX
Drug Examples: Examples: (T )
Class C —-XXXX  ==XXXX —-XXXX  ==XXXX

-=XXXX  ==XXXX
-=XXXX  ==XXXX

-=XXXX  ==XXXX
-=XXXX  ==XXXX

Ruth Day



[ Wall Charts

1

Established Potential
Interaction Interaction

Drug Examples: Examples
Cl A - XXXX  =-XXXX - XXXX  ==XXXX
asS - XXXX  ==XXXX - XXXX  ==XXXX
- XXXX  =-XXXX - XXXX  ==XXXX

Drug Examples: Examples:
Cl B —-XXXX  =-XXXX - XXXX  ==XXXX
asS —-XXXX  =-XXXX - XXXX  ==XXXX
—-XXXX  =-XXXX - XXXX  ==XXXX

Drug Examples: Examples:
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7 DRUG INTERACTIONS

Conmlt the labelizg of 2ll conceranty-ased dwmgs to obtax farther infermation abont mtuwrsctons with bommonal
contaceptives or tha potsmtial for exeyms altarations. m e e

7.1 Effiectz of Oiber Drag: on Combined Oral Contracepaves
Subsimaces diminrshing ihe gffcacy of COCs: Drugs or harbal products tar indwee cortain snrymes. inckading

cytochrome P43 3A4 (CTYPIAS), mey decroaso the efectivancss of COC: or incruzue breakthrough bleeding. Soma

ﬂ.mp_:l. or harkal prodects that may dacrsase the alfectivensan of hermeoaal conmacsgptives includs phemytedn, barkinwate: Wa I I ‘ h a rt
caTbamazaping, bosantan, flbemate, mrivecfalvin, oxcarbazapins, rifiepin. topinmets and prodacts contining St Jobof's

wort Interactzons betwesn oral contrycsptives and other drugs may Iead to brusidhrough blesding and'or comtraceptive /
failume. Counssd womea to use an akwmative method of comtraception or a back-up methed when snryms mducers ars
used with COCs, and 1o continng back-up conwaception for 28 days afr discontinsing the soryme inducer to anmra
contraceptive mliabilin:.

Subttancer mcroaring die plovma comcemvrations 8f OOCs: Co-adminizmation of atoractatin and cortain C0Cs
containing FE incrozce AUC valne Sor EE by approximoately 0% Ascorbic acid and sconminophen may incraase
plazma EE concenbrations, possshly by inhibitton of conjagetion

Concomitant administation of eroderats or stromg CYPIA4 indobitors sach as aeols antifungal (s g, ketocomezals,
itraconazals, vorconzaols, fluconazols), vurzpemil, macrolides (eg ., clarktbmoorycin, m—'hmr:wcm dilizarem, and
ErzpeEit juics can morsase the plasma concansatoms of the estrogen or the pmgn'.mwbmh Ina clinical drag-drag
izieraction smdy conducd in premenopansal womsn. cnce daily co-adminivtation of DESP 3 mgEE 0.02 mg
connining tblet with song TYPIA4 inhibiter, keteconazole 100 mng twice daily for 10 days ranlted in 2 modams
imcreass of DESP rysiemic exposrs. The uxposmrs of EE was mersesed mildly fee Wiy amd Mrecouions {520 and
{limioad Pharmacology (12317

Human immanedeficiency virus (EIV) Hepatats © virus (HCV) prodeare inbiliters and aen-naclsoside reverss
trancosipase mbibiers: Simmificant changze: (Increass or decrsass) in tho plawms concentration: of esogen and progecfin
S —————— - — —
trmscriptaes nhibiters
Aniibiesics: Thare have besa reports of pregzancy whils faidng bormozal coniraceptines and aatibiotics, but clinical
pharmacokinetic smdiss Eave not shown comisteat affects of amtfhintics oo plasma concenoxtions of watketc starcids
7.1 Effects of Combined Oral Conirsceptives on Oiher Drugs
C0Cs comtaining EF may imhikit the metabolism of cthier compounds. C0 T have been shown to sigmificantiy decrease
plasma concentrations of lamotriging, Hkely doe to induction of lamomigine ghecaronidation. This may reducs ssirare
contrel; therefore, dosags adiastments of lamesmiging may be necsssary. Comsult the labeling of the concummativ-ueed
drug o cbeain furttar information abonst intemactoas with COCs or the potential for saryms alterations.

COCs Increasing the Plasme Concenirations qf CIP450 Engrmes: Tn clinical studies, admmiviratica of 2 hormeaal
conmaceptive coataming EE did not lsad to axy imcrusze or only te 2 weak icmoase in plasem concentmations of CYPIA4
substratus (o, §.. midazolans) while plamma concenations of CYPICIS sabsmams (6.5, omsprazols and roriconaenls) and

CYPLAL substrates (0.5, Seophylline and traniding) can Bzve a weak or modersts nomass.
Clizical seadins did notindicats an inhihitory pm:ﬂia] of DRSP towards fzman CYP szzymas ot chnically ralsiant
concantrations feee (Mmoo’ Phammocolory (12237
Womsa on thyroid bormmoos replacemant tharapy may need increased doses of tryroid horpeens becauss wamum
concentraticn of dyroid-binding glebulin mereases with nss of COCs.
Peaential fo fncregre Serwm Fowzconm Concenrurion. Thars is 2 potextial for an increass &= seram pomsiimm
concentraticn in woman taidng Bovaz with other drugs thar may incroace wram potatinm coacantraton free Farmimgey
amed Preconrtions (3.2 and Cltnrcd Pharmocelogy (12311,
7.3 Effect: of Folates on Other Drug:
Fuolates may neodify the pharmacekinetics or plarmacedynamics of cartain axvifelate Srags, s.g., antiepdeptics {snch an
phanyioin), methotmaste or pyTimethaming, 2od may resalt in 2 decreased plarmacelogical effect of the antifolas drug.
74 Effectz of Otker Drupz on Folate:
Sovaral dnsgs have been reporied to redecs folais concsnmtons by mhibition of the dibydrofolais mdsctass earyme
(% 8., exethoexate and sulfasalazine} or by reducing folaie absespticn (8.5, tholeshraming), or viz snkoowa mechanizms
[#.g-, antepilepdcs such a3 carbamazepine, phamytein, phanchartdtal, primidens and valproic acid])
7.5 Imcerference with Laboratery Tean
Theuss of contracsptive skeroids may infimeace the mesalts of cactam laboratery dests, suck a5 coagnbbon factors, lipeds,

gfacose telerance, and bindiog protem:. DREP canses an increase m place reniz ac v and plaszas aldosterone mdnced
h}-m.:ujrl anti-mineralocortices d activity. Folstes may mask vitamin B12 deficiancy. [Ser Warmimgs and Precavbiones
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7 DRUG INTERACTIONS

Conmlt the labelzg of 2ll cob:uuﬂ:.‘-’asnd dags to obfaim farther information aboat miersctons with bommenal
contaceptives or tha potsmtial for exeyms altarations.
7.1 Effiectz of Oiber Drag: on Combined Oral Contracepaves
Subsimaces diminrshing ihe gffcacy of COCs: Drugs or harbal products tar indwee cortain snrymes. inckading
cytochrome P43 3A4 (CTYPIAS), mey decroaso the efectivancss of COC: or incruzue breakthrough bleeding. Soma
drugs ar barbal products tar may dacrsase the alfectivensan of hermeoaal conmacsgptives includs phemytedn, barkinwate:
caTbamazaping, bosantan, falbamate, mriecfalvia, oxcarbazepins, rifiepin. topimmats 2nd products contining St Joho
wort Interactzons betwesn oral contrycsptives and other drugs may Iead to brusidhrough blesding and'or comtraceptive
failume. Counssd womea to use an akwmative method of comtraception or a back-up methed when snryms mducers ars
used with COCs, and 1o continng back-up conwaception for 28 days afr discontinsing the soryme inducer to anmra
contraceptive mliabilin:.
Subttancer imcroaring die plorma comcenvations gf COCs: Co-adminismation of atorvasttin and certain COCx
containing FE incrozce AUC valne Sor EE by approximoately 0% Ascorbic acid and sconminophen may incraase
plazma EE concenbrations, possshly by inhibitton of conjagetion
Concomitant administation of eroderats or stromg CYPIA4 indobitors sach as aeols antifungal (s g, ketocomezals,
itraconazals, vorconzaols, fluconazols), vurzpemil, macrolides (eg ., clarktbmoorycin, m—:hmr:wcm'\ dilizarem, and
ErzpeEit juics can morsase the plasma concansatoms of the estrogen or the pmgn'.mwhlh Tma clinical drag-drag
izieraction smdy conducd in premenopansal womsn. cnce daily co-adminivtation of DESP 3 mgEE 0.02 mg
connining tblet with song TYPIA4 inhibiter, keteconazole 100 mng twice daily for 10 days ranlted in 2 modams
imcreass of DRESP Eshenizi apann The sxposure of EE was mcrwesed mildly (e Famirgs amd Mrecouriony {520 an
Climioat Pharmacobogy (12317

Human immanedeficiency virus (EIV) Hepatats © virus (HCV) prodeare inbiliters and aen-naclsoside reverss
iramsosipiase miibiers: Sigmificant change: {Increass or dacrsass) i tho plauma concentration: of estogen and progesfh
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tramscriptase mhibitars

Ansibiptics: The have besa reports of pregmascy while taking bormesal contracepdives and amtibiotics, but clintcal

pharzacokinetic smdies Eave not shown comisteat affects of axtfbiotics oa plama ceocenmations of yynthetic stareids

7.2 Effects of Combined Oral Conirsceptives on Other Dirug:

COCs cemtaining EF may ihikit the metabolism of cther compounds. iC0C: ke been shown 1o sigzificantly decmeass

plamma concentratioms of lamotriging, Bkely dae to induction of lamoiging ghecerenidation. This may reducs ssirre

contrel; therefore, desags adjastments of lametriging may e necsssary. Consult the lnbeling of the concurmeativ-nwed

drug to chtain furthes information abent interactons with COCs or the potential for snryma alterations.

COCs Inereasing ihe Plesma Concenirations of CTP450 Engymes: Tn chinical studies, admmiviraticn of 2 hormozal

conmaceptive ceataning EE did not lead to amy imcruzse or only toa weak imcmase in plasos concentmations of TYPIAS

wubsirates (o.g., midarolam) whils plama cencentations of CYPICIY sabstams (e.5., omeprzzcls and wericosarcls) and

CYPLAL subsirates (9.5, Seophyline 20d traniding) can Eave 2 weak oz moderats ncreass.

Clizdcal seedies did not indicate an inhihitory potential of DRSP towards keman C¥P sarymas at cbnically ralesant
comcanirations [eee ﬁnlcm‘f‘.&-_rrm.r_vﬂog\f" 2

Womsa on thyroid Sonnons eplacemant therapy may need increased doses of dryroid hornsens becauwss weoum

conceniration of ByTeid-binding globulin creasss with nss of COCL

Foaenrial to Increare Serum Fozooum Concenturioen Thars is a peteatial for an moreass & seram pomsiiom

concsoiration in woman taiing Beyaz with other drugs that may increace sram pomsimm coacantraton (e WMoy

amd Preconrtions (5.2 and Cltaron! Pharmoceolegy (1 2311

7.3 Effect: of Folates en Other Drug:

Faolates my meodify the pharmacokinetics or plarmacedynamics of cartamm axvifelate drags, s.g., axtepdeptics {uch

Pheoytoiz), methotrexate or pyTimethaming, 2od mary reslt in o decreased plarmacclogical wffect of the antifolae dmg

74 Effectz of Otker Drug: on Folate:

Sovaral dnsgs hawe bean reporied to redscs folats concsnimitions by mbdbition of the dibydrofolyia mdsctee saxryme

(& 8., exethoirexate and sulf:alazing) or by reducing folate absespticn (8.2, cholesfraning), or via snkoowa mechanizms

(& g, andepilspdcs sach as carbamazeping, phemytom, phencharbdtal, primidens and valpraic acid)

7.5 Imcerference with Laborarory Texn

The uwwe of comtraceptive skeroids may infimeace the resalts of cartam lak ¥ suck 25 bation factors, liptds,

giacose telemancs, and binding proteme. DREP causes an increase i plaiea seois activity and plaseas aldosterons: ndnced
by its mild anti-mineralocerniosid activity. Felates pary mask vitansin B12 deficiancy. [See Harmings @ Procouiions
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Conmlt the Iabeling of all concerunthy-zsed dmgs to obmin farther infermaricn aboat Eteractons with Bommomal
contraceptives or tha potsmtial for exryms sltarations.
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7.1 Effectz of Oiker Drmp: on Combined Oral Conracepaves

Sabstances diminishing dhe gffcacy af COCs: Drugs or barbal pred=cts Sar indwes cartain surymes. inclading
cytochrome P45 3A4 (CYPIAS), mey decreaso the affectivanoss of COCy or moroase breakthrough bloeding. Soma
drugs or harbal products thar may decreae the effectivenss: of hormomal conmaceptives includs phamytoin, barkimrato:

cartararapine, bosentan, folbemate, grissofebr, oxcarbesoping, rifeopin, topimests wod prodects conmizing St Johef's

wort. [sieractons beiwesn omal contracsptives and other drugs may isad fo broaidhrough bissding and/'or coztraceptive

fzilure. Counsel womsn f www a2 alumative method of contracepton or a back-up msthed when anryms mducers ars

Tsed with COCs, and to cootins back-up conmacaption for 28 days affer discoatineing the soryms indncer o amms
conmaceptive mlabdlity.

Substances imcreasing the platma conceniratens gf COCs: Coadmimisiration of atorvastets and cermin C0Cs
confaiming FE increase AUC vabass for EE by approxomadely D0%e. Ascerbic acid and acetaminophsn may increase
pawma EE concentations., posadhly by izhibition of conjugatica.
Concomitant administation of oderate o stresg CYPIA4 indibitors sach as 2rols antifungak (a.g., betocomazale,
izaccoazols, voriconazels, fiuconazols), verzpamil, macrolides (e.5., cladthmorycin, srythropyein), dltazem, and
Erepefmit juics can increass the plamma concenmatons of the estrogen or tha p:ug\n‘moebmh Ina clinical drap-drag
imeraction sudy condnced in premenopamsal womae, cocs dudly co-administation of DRSSP 3 mpEE 0.02 mg
rm&:‘hln:mm streng CYP3A4 inhibitor, keteconazale 200 ms twics datdy for L0 dayvs menlied in a modarase
imcrease of DRSP systemic axposure. The axpesmre of EE was increaved mildly fsee Wirmimgy and Precoutiony (5.2} an
'l'lmcul']"'.’nrma:r.n\’)g flx3

Human immunedeficiency virus (HEIV)Y Hepatitis C virws (HCV) protegce inhiditors and non-macleoside revarce

framsoripiase mbiiors: Simificant changes {mosass o decrsass) = the plasma concentrations of estrogsm and progesf
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7.2 Effects of Combined Oral Conirsceptives on Other Dirug:
COCs cemtaining EF may ihikit the metabolism of cther compounds. iC0C: ke been shown 1o sigzificantly decmeass
plamma concentratioms of lamotriging, Bkely dae to induction of lamoiging ghecerenidation. This may reducs ssirre
contrel; therefore, desags adjastments of lametriging may e necsssary. Consult the lnbeling of the concurmeativ-nwed
drug to chtain furthes information abent interactons with COCs or the potential for snryma alterations.
COCs Inereasing ihe Plesma Concenirations of CTP450 Engymes: Tn chinical studies, admmiviraticn of 2 hormozal
conmaceptive ceataning EE did not lead to amy imcruzse or only toa weak imcmase in plasos concentmations of TYPIAS
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7.3 Effect: of Folates en Other Drug:
Faolates my meodify the pharmacokinetics or plarmacedynamics of cartamm axvifelate drags, s.g., axtepdeptics {uch
Pheoytoiz), methotrexate or pyTimethaming, 2od mary reslt in o decreased plarmacclogical wffect of the antifolae dmg
74 Effectz of Otker Drug: on Folate:
Sevaral dnsgs have bean reporied to redece folats concenmations by mbibition of the dibydrofolyie mdsctse anryms
(& g, evethotexa® and sulicalazne) of by reducing folaie absespiicn (5.9, cholssiaming), or via snkoowa mechanims
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7 DRUG INTERACTIONS

Conmlt the labelizg of 2ll conceranty-ased dwmgs to obtax farther infermation abont mtuwrsctons with bommonal
conmaceptives or tha potential Eow-::lr.-'m dtarations,

7.1 Effiectz of Oiber Drag: on Combined Oral Contracepaves

Subsimaces diminrshing ihe gffcacy of COCs: Drugs or harbal products tar indwee cortain snrymes. inckading
cytochrome P43 3A4 (CTYPIAS), mey decroaso the efectivancss of COC: or incruzue breakthrough bleeding. Soma
:lmp_: or harkal prodects that may dacrsase the alfectivensan of hormeomsl cormaceptives inclads phoamyodin, varkinrats:]
cartararepme, bosentan, felbemate, misecfalos, oxcarbaapze, rfarpin, topiaees 2od predects confizing St Jobsy
wort Interactzons betwesn oral contrycsptives and other drugs may Iead to brusidhrough blesding and'or comtraceptive
failume. Counssd womea to use an akwmative method of comtraception or a back-up methed when snryms mducers ars
used with COCs, and 1o continng back-up conwaception for 28 days afr discontinsing the soryme inducer to anmra
contraceptive mliabilin:.

Subttancer mcroaring die plovma comcemvrations 8f OOCs: Co-adminizmation of atoractatin and cortain C0Cs
containing FE incrozce AUC valne Sor EE by approximoately 0% Ascorbic acid and sconminophen may incraase
plazma EE concenbrations, possshly by inhibitton of conjagetion

Concomitant administation of eroderats or stromg CYPIA4 indobitors sach as aeols antifungal (s g, ketocomezals,
itraconazals, vorconzeols, fluconazols], vurzpemil, macrolides (e.g., claktboorycin, erythromyein), diltiarsm, and
Erzpefuit juics can morsase the plasma concansatons of tha esirogen or the progestin or both. [na clinical drap-drag
izieraction smdy conducd in premenopansal womsn. cnce daily co-adminivtation of DESP 3 mgEE 0.02 mg
connining tblet with song TYPIA4 inhibiter, keteconazole 100 mng twice daily for 10 days ranlted in 2 modams
incrozee of RSP systemic axposurs. The uxposmre of EE was memeced mildly [ree Fermumegs avd Frecouony ¢ 5 27 an
Climioat Pharmacobogy (12317

Human ﬁnntnﬂd(.ﬁdmr}\irﬂ {ETV] '.E"rpm'i‘is C viras fﬂffjprm'nthhr'ifnrnnn'nm nnri'wﬂ'in

tramscriptase mhibitars
Anibietics: Thamn have basa repo T ncy whils taidng bormeaal confraceptives and amtibiotics, but clintcal
pharzacokinetic smdies bave not 1b own comzivient affscts of amtibioticy oa plyma cencenmations of yynthetic stareids
7.2 Effects of Combined Oral Conirsceptives on Other Dirug:

COCs cemtaining EF may ihikit the metabolism of cther compounds. iC0C: ke been shown 1o sigzificantly decmeass
plamma concentrations of lamotriging, Eksly dus v induction of hmotigisge guceronidation. This may reducs swimre
conoel; Sierafore, dosage adiasmmeats of lamewigine may be necessary. Consult the labeling of the concumeativ-used
drug to chtain furthes information abent interactons with COCs or the potential for snryma alterations.

COCs Inereasing ihe Plesma Concenirations of CTP450 Engymes: Tn chinical studies, admmiviraticn of 2 hormozal
conmaceptive ceataning EE did not lead to amy imcruzse or only toa weak imcmase in plasos concentmations of TYPIAS
wubsirates (o.g., midarolam) whils plama cencentations of CYPICIY sabstams (e.5., omeprzzcls and wericosarcls) and
CYPIAZ siraies (0.5, Seophylline and traniding) can Eave 2 weak o moderats incsass.

Clizdcal seedies did not indicate an inhihitory potential of DRSP towards keman C¥P sarymas at cbnically ralesant
concantrations [eee | f:ﬂlc..n';"hmubgw 2.3

Womsa on thyroid Sonnons eplacemant therapy may need increased doses of dryroid hornsens becauwss weoum
conceniration of ByTeid-binding globulin creasss with nss of COCL

Foaenrial to Increare Serum Fozooum Concenturioen Thars is a peteatial for an moreass & seram pomsiiom
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7 DRUG INTERACTIONS
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Drug Interactions
Patient Counseling
Section 17

--Written for providers:
(what to tell patients)

--NOT the
“FDA Approved
Patient Labeling”

--Instead, for
provider-patient
communication

Ruth Day



DO not take
Drug-X with
rug-Y
\




Hmmmm OK,
I'll wait an hour,
then take Drug-Y

Do not take
Drug-X with
rug-Y

Ruth Day



0 not take
Drug-X with
rug-Y

then take Drug-Y

Hmmmm OK,
I'll wait an hour,

Sure, plain language.
But: multiple interpretations.

1) "Not at the same time, but
wait a while, then it's OK"

2) "Never take Drug-Y during
the course of treatment
with Drug-X."

Alternative Meanings Test

Ruth Day



17 PATIENT COUNSEL ING INFORMATION Sample Section 17

See “FDA-approved patient labeling (Patient Infotiom).”

» Counsel patients that cigarette smoking incretsessk of serious cardiovascular events from GG€, and that women
who are over 35 years old and smoke should noC@es.

» Counsel patients that the increased risk of Vofgared to non-users of COCs is greatest aftealigistarting a COC or
restarting (following a 4-week or greater pill-fie¢erval) the same or a different COC.

» Counsel patients about the information regardnagisk of VTE with DRSP-containing COCs compai@@COCs that
contain levonorgestrel or some other progestins.

» Counsel patients that Drug-X does not protecireddlV-infection (AIDS) and other sexually trangtad diseases.

» Counsel patients on Warnings and Precautionceted with COCs.

» Counsel patients that Drug-X contains DRSP. Drespne may increase potassium. Patients should\bseal to inform
their healthcare provider if they have kidney, tioe adrenal disease because the use of Drugeipriesence of these
conditions could cause serious heart and healthigres. They should also inform their healthcarevler if they are
currently on daily, long-term treatment (NSAIDsg&sium-sparing diuretics, potassium supplememadGE inhibitors,
angiotensin-Il receptor antagonists, heparin oostlefone antagonists) for a chronic condition kingastrong CYP3A4
inhibitors.

* Inform patients that Drug-X is not indicated digripregnancy. If pregnancy occurs during treatmatht Drug-X, instruct
the patient to stop further intake. However, worskauld be advised on the continued need of suffi¢eate intake.

» Counsel patients to take one tablet daily by m@ithe same time every day. Instruct patientd whdo in the event pills
are missed. See “What to Do if You Miss Pills” seatin FDA-Approved Patient Labeling.

» Counsel patients to use a back-up or alternatethod of contraception when enzyme inducers ard with COCs.

» Counsel patients who are breastfeeding or whoelesbreastfeed that COCs may reduce breastpra#uction. This is
less likely to occur if breastfeeding is well esisited.

» Counsel any patient who starts COCs postpartachydno has not yet had a period, to use an additrorthod of
contraception until she has taken a pink table¥foonsecutive days.

» Counsel patients that amenorrhea may occur. ®ulpregnancy in the event of amenorrhea in twoare consecutive
cycles.

» Counsel patients to report whether they are tafotate supplements. Drug-X contains the equivadé0.4 mg (400 mcg)
of folic acid.

» Counsel patients to maintain folate supplememtatithey discontinue Drug-X due to pregnancy Ruth Day



17 PATIENT COUNSELING INFORMATION

Sample Section 17

See “FDA-approved patient labeling (Patient Infotioa).”

» Counsel patients that cigarette smoking incretsessk of serious cardiovascular events from GG€, and that women
who are over 35 years old and smoke should noC@es.

e Counse
restarting
e Counse
contain le
e Counse
e Counse
e Counse
their heal
condition:
currently
angiotens
inhibitors
* Inform g
the patier
e Counse
are misse
e Counse
e Counse
less likely
e Counse

Many Sec. 17°s look like this.
Have improved over the years.

Mostly plain language.

But cognitive accessibility
could be improved.

arting a COC or
e OCs that
1 diseases.

\bsedl to inform
ence of these
if they are
NEGE inhibitors,
png CYP3A4

Drug-X, instruct
Jate intake.
in the event pills

vith COCs.
#uction. This is

nethod of

contrace

tuon untl she has taken a pink tablevtoonsecutive days.

» Counsel patients that amenorrhea may occur. ®ulpregnancy in the event of amenorrhea in twoare consecutive

cycles.

» Counsel patients to report whether they are tafotate supplements. Drug-X contains the equivadé0.4 mg (400 mcg)
of folic acid.

» Counsel patients to maintain folate supplememtatithey discontinue Drug-X due to pregnancy

Ruth Day




17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiorg).”

- Counsel patients that ....

e Counse
e Counse
e Counse
e Counse
e Counse

natients that ....

natients about ...

natients that ....
natients on ....
natients that ....

 Inform patients that ....
e Counsel patients to ....
Counsel patients to ....

e Counse
e Counse
e Counse
e Counse

any patient who ....

natients that ....
patients to ....
patients to ....

Ruth Day



17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiorg).”

- Counsel patients that ....

e Counse
e Counse
e Counse
e Counse
e Counse

natients that ....
natients about ...
patients that ....
patients on ....
natients that ....

 Inform patients that ....
e Counsel patients to ....

Counsel patients to ....
any patient who ....

e Counse
e Counse
e Counse
e Counse

Effortful reading
What are the topics?

Where is DDI?
Or anything else?

natients that ....
patients to ....
patients to ....

Ruth Day



17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiorg).”

- Counsel patients that ....

e Counse
e Counse
e Counse
e Counse
e Counse

e Counse
e Counse
e Counse
e Counse

patients that ....
patients about [.DDI |
patients that ....
patients on ....

patients thaf 1 DDI + 1 Precaution + 8 DDI’s ]

 Inform patients that ... .

e Counsel patients to ....
Counsel patients to .[.~ DDI ]

any patient who
patients that
patients to .[.~ DDI |
patients to

Ruth Day



17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiorg).”

- Counsel patients that .... Uh-oh.
e Counsel patients that .... DDI Iin several locations.

e Counsel patients about [.DDI ]

* Counsel patients that ....

e Counsel patients on ....

» Counsel patients thaf 1 DDI + 1 Precaution + 8 DDI’s ]

 Inform patients that ... .

e Counsel patients to ....
Counsel patients to .[.~ DDI ]

e Counsel any patient who

e Counsel patients that

e Counsel patients to .[.~ DDI ]

e Counsel patients to

Ruth Day



17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiorg).”

- Counsel patients that .... Uh-oh.

e Counsel patients that .... DDI in several locations.
e Counsel patients about [.DDI ]

e Counsel patients that ....

 Counsel patients on ....

» Counsel patients thaf 1 DDI + 1 Precaution + 8 DDI’s ]

 Inform patients that ... .

e Counsel patients to ....

e Counse
e Counse
e Counse

Counsel patients to .[.~ DDI] |C0ognitive Violations
any patient who --No clustering
hatients that --No chunking
hatients to .[.~ DDI] | ~~No explicit coding
patients to

e Counse
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17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiora).”

- Counsel patients that .... Uh-oh.

e Counsel patients that .... DDI in several locations.
e Counsel patients about [.DDI ]

e Counsel patients that ....

e Counsel patients on ....

e Counsel patients thaf 1 DDI + 1 Precaution + 8 DDI’s ]

 Inform patients that ... .
e Counsel patients to .... \_
Counsel patients to .[.~ DDJ S

e Counse
e Counse
e Counse
e Counse

Cognitive Violations
--No clustering
--No chunking
--No explicit coding

any patient whe \‘i 7/
patients that
patients to .[.~ DDI

patients to

Ruth Day



Enhanced

17 PATIENT COUNSELING INFORMATION )
Version

See “FDA-approved patient labeling (Patient Infotior.”
Counsel patients that:
Topic-A: XXXXXXXXXX

[0pIC-B: XXXXXXXXXX

Topic-C: XXXXXXXXXXX

Drug Interactions:

Topic-E: XXXXXXXXXX

Topic-F: XXXXXXXX

Ruth Day



17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotior.”

Counsel patients that:
Topic-A: XXXXXXXXXX

[0pIC-B: XXXXXXXXXX

Topic-C: XXXXXXXXXXX

Drug Interactions:.

Topic-E: XXXXXXXXXX

Topic-F: XXXXXXXX

Enhanced
Version

Cognitive Principles Used:
--Clustering
--Chunking
--Explicit coding

Ruth Day




17 PATIENT COUNSELING INFORMATION
See “FDA-approved patient labeling (Patient Infotiorg).”

Counsel patients that:
Topic-A: XXXXXXXXXX

[0pIC-B: XXXXXXXXXX

Topic-C: XXXXXXXXXXX

Drug Interactions:.

Topic-E: XXXXXXXXXX

Topic-F: XXXXXXXX

Enhanced
Version

Cognitive Principles Used:
--Clustering
--Chunking
--Explicit coding

Therefore
--decrease effort
--speed processing
--Increase processing
--boost memory Ruth Day
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Drug Interactions with Hormonal Contraceptives

Alternative Displays & Effects on Cognition

7 DRUG INTERACTIONS
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