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at is health literacy?

US: The ability to
obtain, process, and
understand health
information to make
appropriate health
decisions.!
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Literacy in the United States

Only 12% of adults have proficient health literacy.!

Risk factors for low health literacy include?:

® Age 65+

® Recent immigrants who
do not speak English

e Racial/ethnic minorities

® | oW income

US Dept Health & Human Services, Office of Disease Prevention & Health Promotion.

http://www.health.gov/communication/literacy/issuebrief/. Accessed on 11/12/13
Weiss BD. Health Literacy and Patient Safety: Help People Understand. American Medical Association e INVENTING
FOR LIFE

Foundation and American Medical Association. May 2007



Ith Literacy in Europe

About half of respondents have limited health literacy!

Winadequate general-HL  Wproblematic general-HL  msufficient generabHL  ® excellent general-HL
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1Sorensen K et al. (2015), Health literacy in Europe: comparative results of the European health literacy INVENTING
survey (HLS-EU); Eur J Public Health 25;6:1053-1058) SN



ient Labeling for New Molecules

Goal: Maximize comprehension for all audiences,
including those with limited health literacy

Past: Comprehension testing across education levels
* Few presented with limited health literacy
* Directionally lower comprehension scores

Cross-divisional team at Merck, including legal
Partnership with academia

e Dr. Ruth Parker (Emory)
* Dr. Michael Wolf (Northwestern) e



avelopment

Merck develops initial draft of patient label
Northwestern/Emory apply evidence-based best practices

Merck reviews, with few changes
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Focus groups in Chicago and Atlanta
e Draft label refined
* Merck reviews, with few changes

Comprehension testing
e (Qualitative research (usually 60 people)
- Aim for 25% low health literacy

- Includes respondents who match demographics of
disease, those with the condition, and caregivers (if
appropriate)

e Labeling revised with input from Northwestern/Emory
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dated Approach to Testing

* Inclusion of health literacy assessment

* Recruiter database, phone screen, and comprehension
testing

e Significant efforts to find people with low health
literacy
* May include recruitment at literacy and senior centers
* No requirement for desktop computer

* |n-person research targeted for respondents with limited
health literacy

e Combination of open and closed book assessment
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Comprehension

Average Comprehension Scores Across Literacy
Levels (n=777)*

Patients  Caregivers GenPop  Overall
(n=380) (n=160) (n=237) (n=777)

Limited

Health

) 89% 88% 90% 89%
Literacy

(n=219)
Adequate
Health
Literacy
(n=558)

93% 93% 91% 92%

94% 94% 93% 93%
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sitive Patient Feedback

Respondents stated they would be more likely to:
L Read the information
ﬂ Keep the information as a reference
«p Understand how to correctly use the medication

@; Have a clear understanding of risks
©

@ Ask questions
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)A-approved ZINPLAVA PPI

Patient Information
ZINPLAVA™ (Zin-PLAH-va)
Injection, for Infravenous use

What are the &i0s effects of ZINPLAVA?

What you nesd to know about ZINPLAVA

«  Before you receive ZINPLAVA, D2 SUFE YU UNGEEtand what It Is for and hiow 1t is given,
* ZNPLAVA nelpe oecrese the rick of C-GHT (Cosindum dicle inection) from ceming Bk by kg wn
the antioiotic that you are taking 20 frast your C-aT. ZINPLAVA 008s not fepiade the antibiotic. 2 Al

»  Keeptaking your aniiotic for your C-a 3s directad by your docior.
+  If you nave Quastions about ZINPLAVA, 3sk your OCOr Of pharmadist

s« Keep this Patient information for ZINPLAVA 50 you can raad it again.
What le ZINPLAVA?

ZNPLAVA s 2 prescrption mediine used i help decrease e sk of - from coming back n pecple 18 yes of
older who 3= taking an antibiatic for C-HT and WAo have a high risk of C-T coming back. .

C-aT's 3 bactena Infacton that Can damage your colon and cause somach pain and severe danhaa. When peopie get
C-a, they ofien take an antDIOS 10 9t 1id of the inflection. Even whan Teaad by an aNTDICEC, C<IT Can Come back
WNIn wesks 1o months. ZINPLAVA haips 1o decrease the risk of the infection from coming Back. It works when given
3long with he antidiotic Mat you are taking 1 treat C-T.

How will | recaive ZINPLAVA?

You WiE recelve ZINPLAVA Into your vein Srough an IV (intravenousy).
You 90 ot need to do anytaing 1 Prepars for rEcehing ZINPLAVA.

You Wi recetva ZINPLAVA In 1 dos2 and & wil take 300ut 1 hour.

If you miss your 3ppolntment, cal your dacior right 3wWay 10 rascnecue it

12 ZINPLAVA right for me?

ZINPLAVA may cause serlous side sffects, Including:

«  Hsart fallure. Heart fafure may Who receive ZINPLAVA, and can be sesious. People Wth  history
aemgesmemm(&ﬁ)mmwummammuneammmmmw
0 nof recaive ZINPLAVA.

Common side sffects of ZINPLAVA
mmmmmmmmmmquammwmmu
* nauses
= Dheadache . '!ellﬂgtlzzy
. fear =  high biood pressure
» f2elingtired

The most commen sige effects that may nappen up o four weeks Jfer recaiving INPLAVA:
* nausea « headache
. Sver

If you have any sids effect that bothers you or does not go away, tsil your doctor.

There may be ofer sd2 efMacts 10 ZINPLAVA ihat are not isted. Cal your 00cior for medicd advices about side effects.
‘You may report side effects to FDA 3t 1-800-FDA-1088.

Gensral Information about the safe and effaciive use of ZINPLAVA

Chitdren
« Itis not known If ZINPLAVA is £3% and effective In childran under 15 years oid.

Pregnancy
If you 3re pragnant of Irying 1o get pragnant, tt your doctor Defore you recsive ZINPLAVA.
«  Itis not known If ZINPLAVA wiil nam your bady While you 3re pragnart.

*  You and your docior shouls dacide togather If you 'wil recsive ZINPLAVA

Braastfesding

. Ityouar plan 128 your docior before you raceive ZINPLAVA.
. nummnmugasmmmmwunepasmmwm

» You ang your docior should G2 I0gather If you Wil rcetve ZINPLAVA.

Madical Conditions
«  Tel your doctor about 3y medleal conaltions you Nave now or Nave had before.
« Mk sure 10 tell your GOCtor If you Nave o have had congesive Near falrs (CHF).

Other Medicines
»  Tall your doctor about all of the medicines you take, incuding prescription and over-iha-counter medicines,
vitamins, and hesda supplements.

pr for other than Mose listed In he Patient Infarmation. You can ask your
e or doctor for about ZINPLAVA that is written for dociors.
What I 1 have
«  Call your doctor.

*  Call Mesck, the company that makes ZINPLAVA, 3t 1-300-444-2030.
* Goipthe webshs —wwi.ZINPLAVA.com
You can 3is0 find the full presceibing Information wettten for 0octors 3t www. ZINPLAVA com

What are ths In ZINPLAVA?

The actve Ingredent Is: beziotcoumad
The Inactve are: ciric acid Ty 5 acio, 50
sodum cirate dinyarate, and water for Injection, USP. ZINPLAVA may also contain socium hydroxide.

Manufaceurad by Merck Sharp & Dotwne Corg, & s;mlmol
MERCK & CO. INC., Whitehouse Station, NJ 08883, USA
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LAVA: Pl vs. PPl Comparison

Attribute USPI USPPI
Length 9 pages 2 pages
INDICATIONS AND USAGE What you need to know
(Section 1); DESCRIPTION about ZINPLAVA; What is
Product Description (Section 11) ZINPLAVA?
DOSAGE AND
Route of ADMINISTRATION How will | receive
Administration (Section 2) ZINPLAVA?
WARNINGS AND ZINPLAVA may cause
PRECAUTIONS serious side effects
Special Warnings  (Section 5) including:
ADVERSE REACTIONS (Section Common side effects of
Side Effects 6) ZINPLAVA:

USE IN SPECIFIC
POPULATIONS
Special Populations (Section 8) Is ZINPLAVA right for me?

CLINICAL PHARMACOLOGY
(Section 12); CLINICAL
Clinical Information STUDIES (Section 14) Not included in the PPI

For full product labeling, see ZINPLAVA.COM e INVENTING

Copyright © 2017 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. All rights reserved



A: Product Description

s

USPI: INDICATIONS AND USAGE

e ZINPLAVA™ is indicated to reduce recurrence of Clostridium difficile infection (CDI)
in patients 18 years of age or older who are receiving antibacterial drug treatment
of CDI and are at a high risk for CDI recurrence.

USPPI: What is ZINPLAVA?

e ZINPLAVA is a prescription medicine used to help decrease the risk of C-diff from
coming back in people 18 years of age or older who are taking an antibiotic for C-
diff and who have a high risk of C-diff coming back.

USPI: Limitation of Use

e ZINPLAVA is not indicated for the treatment of CDI. ZINPLAVA is not an
antibacterial drug. ZINPLAVA should only be used in conjunction with antibacterial
drug treatment of CDI. [See Dosage and Administration (2.1).]

USPPI: What you need to know about ZINPLAVA (excerpt)

e ZINPLAVA helps decrease the risk of C-diff (Clostridium difficile infection) from
coming back by working with the antibiotic that you are taking to treat your C-diff.
ZINPLAVA does not replace the antibiotic. ZINPLAVA is not an antibiotic.

e Keep taking your antibiotic for your C-diff as directed by your doctor. e FOR LIFE
Copyright © 2017 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. All rights reserved



LAVA: Warnings & Precautions

USPI: WARNINGS AND PRECAUTIONS - Heart Failure

e Heart failure was reported more commonly in the two Phase 3 clinical trials in
ZINPLAVA-treated patients compared to placebo-treated patients. These adverse
reactions occurred primarily in patients with underlying congestive heart failure
(CHF). In patients with a history of CHF, 12.7% (15/118) of ZINPLAVA-treated
patients and 4.8% (5/104) of placebo-treated patients had the serious adverse
reaction of heart failure during the 12-week study period [see Adverse Reactions
(6.1)]. Additionally, in patients with a history of CHF, there were more deaths in
ZINPLAVA-treated patients, 19.5% (23/118) than in placebo-treated patients, 12.5%
(13/104) during the 12-week study period. The causes of death varied and included
cardiac failure, infections, and respiratory failure.

¢ |n patients with a history of CHF, ZINPLAVA should be reserved for use when the
benefit outweighs the risk.

USPPI: What are the possible side effects of ZINPLAVA?
ZINPLAVA may cause serious side effects, including:

e Heart failure. Heart failure may happen in people who receive ZINPLAVA and can be
serious. People with a history of congestive heart failure (CHF) who received
ZINPLAVA had a higher rate of heart failure and death than those who did not
receive ZINPLAVA. QINVENE%QF?UFE

Copyright © 2017 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. All rights reserved



LAVA: Adverse Reactions (1)

USPI: ADVERSE REACTIONS - Clinical Trial Experience

¢ The most common adverse reactions following treatment with ZINPLAVA (reported
in 24% of patients within the first 4 weeks of infusion and with a frequency greater
than placebo) were nausea, pyrexia, and headache (see Table 1).

e Serious adverse reactions occurring within 12 weeks following infusion were
reported in 29% of ZINPLAVA-treated patients and 33% of placebo-treated patients.
Heart failure was reported as a serious adverse reaction in 2.3% of the ZINPLAVA-
treated patients and 1.0% of the placebo-treated patients [see Warnings and
Precautions (5.1)].

Infusion Related Reactions

e QOverall, 10% of ZINPLAVA-treated patients experienced one or more infusion
specific adverse reactions on the day of, or the day after, the infusion compared to
8% of placebo-treated patients. Infusion specific adverse reactions reported in
>0.5% of patients receiving ZINPLAVA and at a frequency greater than placebo were
nausea (3%), fatigue (1%), pyrexia (1%), dizziness (1%), headache (2%), dyspnea
(1%) and hypertension (1%). Of these patients, 78% and 20% of patients
experienced mild and moderate adverse reactions, respectively. These reactions
resolved within 24 hours following onset. e
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PLAVA: Adverse Reactions (2)

USPPI: What are the possible side effects of ZINPLAVA?

Common side effects of ZINPLAVA:

The most common side effects that may happen on the day of or the day after receiving ZINPLAVA:
* nausea + shortness of breath
+ headache + feeling dizzy
+  fever + high blood pressure

+ feeling tired

The most common side effects that may happen up to four weeks after receiving ZINPLAVA:
* nausea + headache
+ fever

If you have any side effect that bothers you or does not go away, tell your doctor.

There may be other side effects to ZINPLAVA that are not listed. Call your doctor for medical advice about side effects.
You may report side effects to FDA at 1-800-FDA-1088.

USPI Term Patient-Friendly Term JM USPI Term Patient-Friendly Term
Nausea Nausea

Dyspnea Shortness of breath
Headache Headache

Dizziness Feeling dizzy
Pyrexia Fever

Hypertension High blood pressure
Fatigue Feeling Tired
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It is possible to achieve information about medicines that is well
understood by individuals of all health literacy levels

It requires a thoughtful approach, reflecting best practices from
the field of health literacy

Feel free to contact me at: Laurie_Myers@Merck.com
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