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Outline

» What is conservative prescribing
....and dispensing, ...and counseling

— 24 Principles for more judicious, careful
rational drug use
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Outline

* What is conservative prescribing
....and dispensing, ...and counseling

— 24 Principles for more judicious, careful
rational drug use

» Role for pharmacist, pharmacy in this
new paradigm
— Benefits for patients and pharmacist
— New thinking and roles
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SNIC A Decade of Reversal; An Analysis of 146
7y Contradicted Medical Practices

Vinay Prasad, MD; Andrae Vandross, MD; Caitlin Toomey, MD; Michael Cheung, MD;
Jason Rho, MD; Steven Quinn, MD; Satish Jacob Chacko, MD; Durga Borkar, MD;
Victor Gall, MD: Senthil Selvaraj, MD: Nancy Ha, MD: and Adam Cifu, MD

Abstract

Objective: To identify medical practices that offer no net benefits.
Methods: We reviewed all original articles published in 10 years (2001-2010) in one high-impact journal.
Anticles were classilied on the basis of whether they addressed a medical practice, whether they tested a
new or existing therapy, and whether results were positive or negatve. Articles were then classified as 1 of
4 types: replacement, when a new practice surpasses standard of care; back to the drawing board, when a
new practice is no bewer than current practice; realfinmation, when an existing practice is found w0 be
better than a lesser standard; and reversal, when an existing practice 1s lound to be no better than a lesser
therapy. This siudy was conducted from August 1, 2011, through Qciober 31, 2012,
Results: We reviewed 2044 original anticles, 1344 of which concemed a medical practice. OF these, 981
articles (73.0%) examined a new medical practice, whereas 363 (27.0%) tested an established practice. A
total of 947 studies (70.5%) had positive findings, whereas 397 (29.3%) reached a negative conclusion. A
1o1al of 736 articles addressing a medical practice constinuted replacement, 165 were hack 1o the drawing
board, 146 were medical reversals, 138 were reallirmations, and 139 were inconclusive. Of the 363 articles
testing standard of care, 146 (40.2%) reversed that pracuce, whereas 138 (38.0%) reattirmed i
Conclusion: The reversal ol established medical practice s common and occurs across all classes ol
meddical practice, This mvestigation sheds light on low-value practices and paverns of medical research,
Published by Elsavier Inc on bahalf of Mayo Foundation for Meical Education 3nd Rassarch @ Mayo Clin Proc. 201388(8):770-798

2044 Adicles

1344 (A5.8%) Concermn
a medical practice

l l

981 (73.0%) Test 363 (27.0%) Test
a new practice an established practice
4 L
- : 165 (17.0%) Find the practice 138 (38.0%) Find the 146 (40.2%) Find the
?Si({:-::z'.r:rsi?l E:il:’:rrﬁﬁce is N0 better or worse practice: beneficial practice no better of
: Arks (back to the drawing board) (reatfirmation) worse (raversal)
Y
&0 (6.1%) Are inconchisive 79 (21 .8%) Are inconchusive

FIGURE 1. A breakdown of articles concerning a medical praclice.

Mayo Clin Proc 2013
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Year Reversal Reaffirmation Inconclusive
2001 (n=48) 14 (29.2) 20 14
2002 (n=26) 12 (46.2) 9 5
2003 (n=31) 12 (387) 12 7
2004 (n=33) 12 (36.9) 15 6
2005 (n=41) 19 (46.3) 14 8
2006 (n=20) 12 (60.0) 5 3
2007 (n=54) 18 (33.3) |7 19
2008 (n=32) I5 (46.9) 13 4
2009 (n=35) 16 (45.7) 16 3
2010 (n=43) 16 (37.2) |7 0]
Total (N=363) 146 (40.2) 138 (38.0) 79 (21.7)

ClinicalEvidence

Sign up for email alerts | Recommend Clinical Evidence to your institution | Get your updates via RSS

Show Conditions Search Clinical Evidence -

UK NHS Health Technology Assessment Programme
BM!J Publisher

3.
| view notes ]| | Add new note -] | Add to Partaiia [Q] | Bookmark (M| | Feedback [ | Prnt |2
"' What conclusions has Clinical Evidence drawn about what
..cc WOrks, what doesn’t based on randomised controlled trial
evidence?
At Clinical Evidence (CE) we aim to help people make Informed decisions about what freatments to use. So It would be nice to be able
to give a clear, confident answer to every clinical question, based on an abundance of high-guality evidence. Of course, we can't —but
at we can often highlight where more research is needed.

9/5/2013



[ Beneficial

[ Likely to be beneficial

[ Trade-off between benefits and harms
[ unlikely to be beneficial

I Likely to be inefiective or harmful
[ unknown effectiveness

3%

Effectiveness of 3000 treatments as reported in randomised controlled trials selected by
Clinical Evidence. This does not indicate how oftentreatments are used in healthcare
settings or their effectiveness in individual patients.

"The usefulness of any source of information is equal to its relevance, multiplied by its
validity, divided by the work required to extract the information

"Clinical Evidence presents the dark as well as the light side of the moon."

U.S. Deaths from Vioxx
More than Vietnam War

1/1999--9/2004: 106.7 million rofecoxib prescriptions in US

— 17-6% were high-dose, mostly to older patients

In 2 Merck-sponsored randomized trials: 2.25 relative risks for AMI
— 5x for high-dose rofecoxib and 2x for the standard dose

— Background rate AMI control NSAID users varied from 7-9 per
1000 person-years in CLASS1 to 12-4 per 1000 person-years
in TennCare.

Using Merck studies relative risks w/ these background rates
88,000— 140,000 excess cases serious coronary disease in US

Using US national case-fatality rate-44%,suggests thousands of
deaths attributable to rofecoxib use (~38,000-61,000)

Graham Lancet 2005

9/5/2013
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Womens Health Initiative (WHI) Estrogen Rx

Relative risk
Adverse event

95% Cl)
Dreast cancer 1.26 (1.00-1.59)
Heart digease 1.29 (1.02-1.63)
Stroke 1.41 (1.07-1.85)

Fulmonary embolism 213 {1.33-3.25)

-olorectal cancer 0.3 (0.43-0.52)

Hip fracture 066 (0.45-0.98)

Change in number of events

per 10,000 women in one year

8 more

7 more

8 more

8 more

b fewar

5 fewer

NEJM 2007

The NEW ENGLAND JOURNAL af MEDICINE

SPECIAL

REPORT

The Decrease in Breast-Cancer Incidence
in 2003 in the United States

Peter M. Ravdin, Ph.D., M.D., Kathleen A. Cronin, Ph.D., Nadia Howlader, M.S.,
Christine D. Berg, M.D., Rowan T. Chlebowski, M.D., Ph.D., Eric]. Feuer, Ph.D.,
Brenda K. Edwards, Ph.D., and Donald A. Berry, Ph.D.

SUMMARY

An initial analysis of data from the National Cancer
Institute’s Surveillance, Epidemiology, and End Re-
sults (SEER) registries shows that the age-adjust-
ed incidence rate of breast cancer in women in the
United States fell sharply (by 6.7%) in 2003, as

age-adjusted incidence of breast cancer by an av-
erage of about 0.5% per year, a rise that was par-
ticularly evident among women who were 50 years
of age or older (Fig. 1). Changes in reproductive
factors, in the use of mencopausal hormone-
replacement therapy, in mammographic screening,
in environmental exposures, and in diet have all

9/5/2013
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Figure 1. Annual Incidence of Female Breast Cancer (1975-2004).
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Dacrease in Breast Cancer Rates Related to Reduction in Use of
Hormone Replacement Therapy

The sharp dscing In the rate of new Breast CINCar c3Sa8 In 2003 may be related 1o 2 natonsl daaing In
e wse of hunmone replacemienl beeapy (HRT), avewding o 3 new reporlin e Apil 19 2007, issue of
e sy and Jn. Uedicing The report nsed data from the RBuresillance, Fpidemindogy and Frod
Results (3CCR) program of the National Cancer Institute (MCI). part of the Mational Institutes of | l2alih

Age-adjusied breast cancer incidence rates in women in the United States fell 6.7 percentin 2003.
During this same period, prescripfions for | IRT declined rapidly, g highly-publicized reporiz from
ne Women's Healn Inimatve } study that showed an Increased nsk of breast cancer, heart dr
stroke, blood CIots, and urinary Incontinence among pesimenopausal wemen who were using hormone
replacement therapy that included both estrogen and progestin. The bwo most commoenly prescribed
formsz of [ IRT in the United States, Premann® and PremproTh, had their steepest declines staring in
002 2002 from 81 mulhen prescnphions witten in 2009 to 21 million in 2004,

Led by seniorinvestioator Donald Berry, PhD.. of the University of Texas M.D. Anderson Gancer Genter,
Houston, . e research leam showed that Ine decrease In breast cancer INcidence began in
mig-20 2 g rates from 2001 an ne a decrzase In
anmudl ay wurnien over e age of 50
and waz m rs thatwers es ) positive — lumors that
need estrogen in ¢ The spesd a rates declined afterthe
WHI annuvuricenr v hal exlremely small B Iree bl cancers miay have slopped

9/5/2013
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The NEW ENGLAND JOURNAL of MEDICINE

Chlebowski NEJM 2009

P=0.01 for difference in trend

Hazard Ratio

0.50 .
*
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Figure 3. Adherence-Adjusted Effects over Time of Estrogen plus Progestin on the Risk of Breast Cancer in the WHI
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Principles of Conservative Prescribing

Caorrdon D. Schiff, M, William L. Cralanter, MD, PhIX; Jay Duhig. MA; Amy E. Lodolce, PharmD, BCPS;
Mishael 1. Kerenkewski, Pharmby, Enice L Lambse, Phe

udicious prescribing is a prerequisite lor sale and appropriate medication use. Based on evi-
dence and lessons from recent siudies demonsiraiing problems with widely prescribed medi-

cations, we offer a series of pr = a prescription for more cautions and conservative
bing. These principles urge ¢
derl
ing (defer nonurgent drug rearmenn; avoid unwarranied drug swirching; be circumspect abour

unproven drug uses: and start reatment with only 1 new drog at a time); (3) maintain heightened

ciples

15 1o (1) think beyond drugs (consider nondrug

: more strategic prescrib-

ng, causes, and prevention); (2) practi

we caution and s

educate patients to anticipate reactions); (4) e m regarding new drugs
(seek om unbiased mformatnon; want unul drugs have suflicient am narket; be skepucal
about surrogate rather than true clinical outcomes; avoid stretching indications; avoid seduction
by elegant molecular pharmacology; beware of selective drug wrial reporting); (3) work with pa-
tients for a shared agenda (do not automatically accede to drug requests: consider nonadherence
hefore adding drugs to regimen: avoid restanting previously unsuccessful drug treatment: discon-
Linue Irealment w |t| I]I"I!'F’l"'d ||I!'I'|l'i!| ons; i‘ll[.' ""\]N’l'| |Ii|f|!'|l|'\ reservalons i!hl“ll firlly‘\.l.‘ [i
(6) consider long-term, broader impacts {(weigh long-term owwcomes, and recognize that im-
proved systems may ourweigh marginal benefits of new drugs).
Arch Intern Med. 200 1171(16):1433.1440
Published online June 13, 2011
doi:10.1001farchinternmed 2011 256

* on the

e sl it [ ihe phanneeu
long life, we often tm 1o medi tical industry, bat there is analiernate para-
Lrugs are the therapy physicians most fre- digm thar represenis a radical shift in pre-
eploy, wirth more @ il
2 (5%}

prescripti g eachy
possible for patienis and physicians alike

9/5/2013
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A. Think beyond drugs

« Consider, learn prescribe nondrug rx such
as diet, exercise or physical therapy

» Look for and treat underlying causes
rather than just masking symptoms with
drugs

* Prevention rather than just treatment of
advanced disease.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Thinking beyond drugs

e 1. Seek non-drug alternatives as a
first rather than as a last resort.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Hypertension
Pain
Insomnia
Anxiety
Worry
Arthritis
Overweight
Lipids

CHF
Asthma
Headaches
Fatigue
Neuropathy
Infections

Drugs: What else can you do

Hypertension
Pain
Insomnia
Anxiety
Worry
Arthritis
Overweight
Lipids

CHF
Asthma
Headaches
Fatigue
Neuropathy
Infections

—

Drugs: What else can you do?

Diet modification
Exercise

Lifestyle changes
Supportive counseling
Smoking cessation
Meditation
Orthotics

Physical therapy
Accupuncture
Relationships
Allergen removal
Surgery

Topical Rx

9/5/2013

13



Successlul oulcome (%8) wilh topical NSAID
100 4

o O Topical NSAIDs in chronic

O musculoskeletal pain
804
Randomised double-blind
studies of topical NSAID
compared to topical placebo for
two-week outcome of successful
treatment. Inset scale shows size
of individual trials

00

40

4 trials (1,502 patients)
Mean placebo response rate
26% (7%-78%)

Mean treatment response
48% (2%-90%)

20~

I I T 1 1
0 20 40 60 80 100
Sueccessful outcome (%) with topical placebo

Mason et al. BMC Musculoskeletal Disorders 2004

Thinking beyond drugs

e 2. Consider potentially treatable
underlying causes of problems rather
than just treating the symptoms with a

drug.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Diagnose rather than mask sx

“Arthritis” pain --?-> statin related
--?-> celiac sprue
--?-> work-related trauma

* Impotence  --?-> pituitary tumor

--?-2 drug related
--?-> marital discord

» Allergies --?-> environmental causes
(plant, pet, shampoo)

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Thinking beyond drugs

» 3. Look for opportunities for
prevention rather than focusing on
treating symptoms or advanced

disease.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Figure 2. Cumulative Incidence of Diabetes According to Study
Group.

The diagnosis of diabetes was based on the criteria of the
American Diabetes Association.” The incidence of diabetes dif-
fered significantly among the three groups (P<0.001 for each
comparison).

Diabetes Prevention Program Research Group. (2002). Reduction in the incidence of type 2 diabetes with lifestyle intervention or
metformin. NEJM, 346 (6), 393-403.
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Figure 2. Cumulative Incidence of Diabetes According to Study
Group.

The diagnosis of diabetes was based on the criteria of the
American Diabetes Association.” The incidence of diabetes dif-
fered significantly among the three groups (P<<0.001 for each
comparison).

Diabetes Prevention Program Research Group. (2002). Reduction in the incidence of type 2 diabetes with lifestyle intervention or
metformin. NEJM, 346 (6), 393-403.
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B. More strategic prescribing

Learn just a few drugs, learn well

Defer drug treatment if drugs can be safely
started after a trial of non-drug therapy

Avoid frequent/unwarranted drug switching
Be circumspect about unproven drug uses
Whenever possible, start only 1 new drug

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Practicing more strategic prescribing

e 4. Use the “test of time” as a diagnostic
and therapeutic trial whenever possible

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Deferring to later time

» Reassurance and open
door w/ option to start rx
later

* When is this just as
efficacious?

Otitis media w/ effusion

Sinusitis-even bacterial

Back-pain

Selected cancers

Need for research

Ilinois Council of Health-System Pharmacists 2013 Annual Meeting

IDSA GUIDEL

[DSA Clinical Practice Guideline for Acute
Bacterial Rhinosinusitis in Children and Adults

Anthony W. Chow,' Michael S. Benninger,? ltzhak Brook.® Jan L. Brozek.%% Ellie J. C. Goldstein,5? Lauri A. Hicks.®
George A. Pankey,” Mitchel Seleznick," Gregory Volturo,™ Ellen R. Wald,"? and Thomas M. File Jr'3

'Division of Infectious Diseases, Department of Medicine, University of British Columbia, Vancouver, Canada: Z0talaryngology. The Head and Meck
Institute, Cleveland Clinic, Ohio; *Department of Pediawics. Georgetown University Schoal of Medicine, Washington, D.C.; *Department of Clinical
Epidemiology and Biostatistics and *Department of Medicine, McMaster University. Hamilton, Ontario, Canada; "Department of Medicine. David
Geflen School of Medicine at the University of Califormia, Los Angeles, 7R. M. Alden Research Laboratory, Santa Monica, Califomia; ®Mational Center
for Immunization and Respiratory Nizeases, Centers for Nissase Control and Prevention, Atlanta, Georgia, *Nepartment of Infections Nissass
fesearch, Ochener Clinic Foundation, Mew Orleans, Lovisiand; “Division of General Internal Medicine, University of South Florida College of
Medicine, Tampa; "'Dapartment of Emergency Medicine, University of Massachusetts, Worcester, "Department of Pediatrics, University of
Wisconsin School of Medicine and Public Health, Madison; =Department of Infectious Diseases, Northeast Ohio Medical Universiry, Rootstown, and
“3umma Health System, Akion, Ohio

Evidence based guidelines for the diagnosis and initial t of suspected acute bacterial rhinosinusitis
in adults and children were prepared by a multidisciplinary expert panel of the Infectious Diseases Sociely
of America comprising clinicians and investigators representing internal medicine, pediatrics, emergency
medicine, otolaryngology, public health, epidemiology, and adult and pediatric infectious disease specialties.
Recommendations for diagnosis, laboratory investigation, and empiric antimicrobial and adjunctive therapy

were developed.

EXECUTIVE SUMMARY management based on risk assessment for antimicrobial

" s CR TR s

9/5/2013
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Signs & Symptoms either:

a) Persistent & not improving (=10 days);

b) Severe (>3-4 days); or

¢} Worsening or “double-cickening” (>3-4 days)

Risk for|Resistance

gl
we | l

Age <2 or >65, daycare
Prior antibiotics within
the past month

Prior hospitalization pa
5 days

Comorbidities
Immunocompromised

. . No ) Yes
Guidelines Erbpkoiee
‘l’ management ¢
2 O 1 2 Initiate first-line Initiate second-line
antimicrobial antimicrobial
therapy therapy

|

v !

Improvement ‘Worsening or no
after 3-5 days improvement
after 3=5 days
Complete 5-7 +
days of

me . Broaden coverage
antimicrobial R
or switch to

hermpy different
antimicrobial class

v

Improvement
after 3-5 days

Complete 7-10
days of
antimicrobial
therapy

Practicing more strategic prescribing

* 5. Use only a few drugs and learn to

use them well.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Learn a few drugs well

» Master dosing, adverse effects,
interactions, even pill appearance
prevents errors

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Practicing more strategic prescribing

* 6. Avoid frequent or “impulse”
switching of druqgs without clear,
compelling evidence-based reasons.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Practicing more strategic prescribing

e 7. Be skeptical about “individualizing”

therapy

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

“Individualized” therapy?

« Claim that results only apply to
“average” patient, not yours

 Industry way to dismiss disappointing trials

» Ad hoc empiric unscientific trials fraught
with error and hazards

* Yes, when drives precaution
— Geriatric, liver disease, low literacy

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Practicing more strategic prescribing

* 8. Whenever possible, start only one
drug at a time.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Treat Everything at Once?

« HBP
Headaches

o UTI
Trichomonas
Dyspepsia
Onychomycosis

..... all on 1stvisit

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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How can you interpret adverse event?
Even if improves: which drug to attribute
Ignorance of drug-drug interactions (DDI)

Fixed drug combinations a problem here?

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

C. Heightened vigilance
for adverse effects.

» Suspect drug reactions when patients
report problems

» Educate patients about side effects so
they can anticipate and report reactions

» Be aware of dug withdrawal syndromes

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Vigilance w/ adverse effects

* 9. Have high index of suspicion for
adverse druq effects

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Suspect new & old drug reactions

* No matter how weird or unlikely

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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Suspect new & old drug reactions

* No matter how weird or unlikely
» Consider possibility that unreported

— Heroes —discovery of ADRs not just of new drugs

Table 3. Rates of Adverse Drug Events.*

Adverse
Variable Events

na. (%)
Total adverse drug events 181
Severity

Fatal or life-threatening 0

Serious 24 (13)

Significant 157 (87)
Preventability

Ameliorable 51 (28)

Preventable 20 (11)

Not preventable 110 (61)
Serious and preventahle 11 (6)

or ameliorable

Event Rate

no./100 patients
274

36
23.8

1.7
3.0
16.6
1.7

Gandhi NEJM
2003

9/5/2013
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CEDAR

Calling for Earlier Detection of erse Reactions

B BRICHAN ANO
w WOSMENT HOSRITAL

Project Investigators & Staff

Clinicians

Gordon Schiff, MD (PI)

Jennifer Haas, MD MSc (co-Pl)

@RT§ @ David Bates, MD MSc (BWH CERTPI)
N ot Alejandra Salazar, PharmD, RPh (Pharmacist)

T = Jose Figueroa MD, MPH (Resident)

Administrative/Support
e Elissa Klinger, MS (Project Manager)

Agency for Healthcare Research and Quality

Advancing ExceFence i Hosi Cae « wwm.aheq.gor

Generic Questions — All Medications

SINCE STARTING THE MEDICATION HAVE YOU HAD ANY NEW OR WORSENING
PROBLEMS WITH:
= Stomach or intestinal problems?
= Nausea/vomiting
= Diarrhea
= Constipation
= Stomach pain
= Heartburn
= Problems with memory or confusion?
= Memory problems
= Confusion
= Muscle aches?
= Skin rash?
= Dizziness or problems with balance?
= Frequent headaches?
= Problems with sexual function?

¥ Have you gained or lost more than 10 pounds?

9/5/2013
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Vigilance w/ adverse effects

 10. Educate patients about possible
adverse druq reactions to ensure they
are recognized as early as possible.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Worry about drugs,
not about warning patients

 MDs fail to discuss risks 65-91% of time

» Fears that would “scare off compliance”
misguided and unfounded.

« Early recognition far outweighs risk of
suggestion

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013
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« RCT discharge education for pts receiving

* Interviewed by phone 14 days later
» No difference incidence targeted side effects

Can MDS Warn of Potential Side Effects
w/out Fear of Causing them?

scripts for ACE-I, NSAID, TMP/SMX
— 2 Iintervention, 2 control firms U Wisc

between 2 groups (38% vs. 37%)

Lamb Arch Intern Med 1994

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Vigilance w/ adverse effects

11. Be alert to clues that you may

be treating withdrawal symptoms.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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(Tastroenterology

e A GASTROENTEROLOGY 2009:137-H0 87

CLINICAL—ALIMENTARY TRACT

Proton-Pump Inhibitor Therapy Induces Acid-Related Symptoms in
Healthy Volunteers After Withdrawal of Therapy

CHRISTINA REIMER.” BO SEMDERGAARD.” LINDA

D} and PETER BYTZER"

“Diaparimant of Macical Gastroanfarcingy, Ko Linfvarsiy Fiospital Gopanhagen Linkersity; and tha ‘Danariment of Clnical Binchamistry, Niyshosmtasy,

Copritraggers, Derrark

See relaled article, Arora G el al, on page 725
in CGH; see edilarial on page 20.

BACKGROUND & AIMS: Rebound acid hypersecrenon
(RAHS) has been demonstrated after 8 weeks of treatment
with a proton-pump nhibiror (PPI). If RAHS mduces acid-
related symptoms, this might lead o PPL dependency and
thus have important implicarions. METHODS: A random-
ized, double-blind, placebo-controlled trial wich 120 healthy

20 ro 33 dehined daily doses per 1,000 persons per day. In
2006, approximately 7% of the Damish populanion was
treated with a PPL' Although the incidence of new trear-
ments with PPIs remams stable, the L]r{fv:;]mu:r. of lor 1g-
termu treatment is rising” The reasons for the increasing
long-term use are not fully understood.

Treatment with PPIs is imildaled maimly by prioary
care physicians, usually as empirical therapy for dyspeptic
symptoms. Empirical PPl therapy for =4 weeks in pa-
oencs with uninvestigated dyspepsia is supported by dys-

-
o
3

Rebound effect of
withdrawing PPI from
healthy volunteers

S (] (]
(5 (=] L
s L M

Proportion with symptoms (%)
n
o

=+~ Esomeprazole/Placebo
-=- Placebo

REIMER, GASTROENTEROLOGY 2009
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Table 3. Comparison of Proportion With Heartburn, Acid Regurgit

Week PPI (n = 59) Placebo (n = 59)

0 0% (0/59) 0% (0/60)

8 3.4% (2/59) 3.5% (2/57)

9 15.3% (9/59) 5.1% (3/59)
10 22.0%(13/59) 6.8% (4/59)
11 22.0%(13/59) 5.1% (3/59)
12 20.7% (12/58) 1.7% (1/59)

NOTE. Score =2 corresponding to svmptoms causing at least mild discon

REIMER, GASTROENTEROLOGY 2009

D. Caution/skepticism new drugs-

» Seek out, use unbiased info sources

« Wait until drugs have sufficient time on
market to be proven to be safe

 Be skeptical about surrogate markers of
benefit (such as improving a lab test)

» Avoid stretching indications to pt or diseases
different than those in trials

» Avoid seduction by elegant molecular
pharmacology w/out proven benefits

» Beware of trial selective reporting.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Skepticism towards new drugs

e 12. Learn about new drugs and new
indications from trustworthy, unbiased
sources, independent drug bulletins,
and colleagues with reputations for
integrity and conservative prescribing.

Ilinois Council of Health-System Pharmacists 2013 Annual Meeting

L“ PUBL |EBITIZEN Your expert, independent second opinion for prestription drug information

Worst Pills, Best Pills
| Home | searcn |_RecantFostngs | Giossany | Freepmgmromnaton |

Chlorthalidone Versus Hydrochlorothiazide for
Hypertension

Worst Pills Best Pills Newslatter article Tuly, 2013

Hypertenslon (high blood pressure) s one of the meost commeon medical dizorders In the
U.5., affecting more than a quarter of all adults and two-thirds of adults age 60 or older
| 1| It is 2 maijor risk factor for the development of heart attacks, strokes, kidney diseas:
and clrculation digorders. Approximataly three-quarters of adulte with hypertenclon take
medication to lower their hland pressure | 2|

Far most paticnts whose blaod pressure cannot be controlled through lifestyle
Interventlons  such as changlng one’s diet {decreasing sodlum and fat Intake,
increasing potassium and fiber intoke), exercising regularly, losing weight, restricting
alcohel consumption and quitting smoking[3]1,[1] a thiazide diuretic (water pill)
should be Lhe inilial druy of choice. Two ol Lhe most lieguenlly used Lhiozide diurelics i
pretienls with high blood pressure are hydrochlorothiaside (ORFLIC, MICROZTDE) and
rhlnrthalidane (THAITTONM

33
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At
=
N 83 I
April 2007 :
I N TERNATIONAL
Translated extracts from lo revue Prescrire
LEditorigl AoveRst EFFECTS
)
Distinct and separate roles p.46 | Rosuvastatin: renal disorders and
R e rhabdomyulysis P68
Asthma: fatal exacerbations with long-acting
. betal agonist therapy without concomitant
New Propucts steroid therapy p69
et e el % . %
Direct reporting by patients: positive results pTi
P-47 | Modafinil: serious skin reactions pT
Lamatrigine: birth defects pT1
p-50 Telithromyein: QT prolongation p.71
Intravenous iren and hypersensitivity pT
Ivabradine (stable angina) p.53 Deferiprone: agranulocytosis and neurological
Best pvided disorders p.72
Nitisinone {type 1 tyrosinemia) p. 56 Imatinib: cardiac risks! P72
" p.72
Sertindole (sehizophrenia) p. 62
Another “atypical™ newroleptic : T prolongatio p72
Eadiiost il Al

23 Years Ratings New Drug “Advances”
by Prescrire (1981-2003)

Rating # %

Bravo 4 0.2%
A real advance 77 2.7%

Offers an advantage

217

7.6%

Possibly helpful

455

15.8%

Nothing new

1,913

66.6%

Not acceptable

80

2.8%

Judgment reserved

122

4.2%

Total

2,871

100

9/5/2013
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Bravo

A real advance
Offers an advantage
Possibly helpful
Nothing new

Not acceptable
Judgement reserved

Total

0
4
5
23
34
7 (d)
6
79

0

0

6
12
41
7

70

0
1
4
20
38
19
2
84

1

1

8
&y
69
17

8
133

1
2
14
27
79
15
3
141

0
0
6
25
57
23
9
120

0
0
3
14
62
19
6
104

0
1
3
22
49
19
3
97

| Prescrire's ratings of new products and indications over the last 10 years (a)
PRESCRIRE'S RATING 2003 2004 2005 2006 2007 2008 2009 2010 2011

0
0
3
13
53
16
7
92

Prescrire's ratings of new products and indications over the last 10 years

2012
0
1 (b)
3 (c)
14
42
15 (e)
7(f)

Skepticism towards new drugs

 13. Even if seemingly safer or more

effective for a particular indication,

don’t be in a rush to use new drugs.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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I W WL

Withdrawals for I"I'ESCI'ID'[IOI'I Meadications

haren i, Lasser, M), MPH
Paul D. Allen. MD, MPH
Steffie ], Woolhandler, MD, MPH

v M. Wolfe, MD

luclnu,uuwoldutlnnlln
L W United States.” Prior to ap-
proval, drugs are studied in selected
i ited periods, pos-

or
sibly contributing to an increased risk
of ADRs after approval. Pharmaceuti-
cal companies frequently market new
(lruu heavily to both patients and cli-
s before the full range of ADRs
E ertained. Inadequate clinician re-
porting may | ¢ detection of post-
marketing ADRs; less than 10% of all

Context Recently approved drugs may be more likely to have unrecognized ad-
verse drug reactions (ADRs) than established drugs, but no recent studies have
examined how frequently postmarketing surveillance ndentufnes important ADRs.
overy of new ADRs de-
& drug market.
Design and Setting Examination of the Physicians’ Desk Referance for all new chemi-
cal entities approved by the US Food and Drug Administration between 1975 and 1999,
and all drugs withdrawn from the market between 1975 and 2000 (with or without a
prior black box warning).

wiima blua foamiiamons amad
& W ITCQUENRDY and

Aiain Outcome Aieasures Frequency of and time to a new biack box waming or
drug withdrawal.

Results A total of 548 new chemical entities were approved in 1975-1999, 56 (10.2%)
acquired a new black box warning OF were | wiIhdrawn Forty f‘ve drugs (8. 2%} ac-
quiired 1 of mor

ket. In Kaplan-Meier analyses, the estimated plobabillty of acquiring a new black box
warning or being withdrawn from the market over 25 years was 20%. Eighty-one ma-
jor changes to drug labeling in the Physicians® Desk Reference occurred including the
addition of 1 or more black box warnings per drug, or drug withdrawal. In Kaplan-
Meier analyses, half of these changes occurred within 7 years of drug introduction,
half of the withdrawals occurred within 2 years.

Conclusions Serious ADRs commonly emerge after Food and Drug Administration
approvat. The safety of new agents carmot-beknown withcertainty onti

beepn on the markst for many vears

Skepticism towards new drugs

e 14. Be certain the druqg actually

improves patient-centered clinical

outcomes, rather than just treating or

masking a “surrogate marker.”

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013

36



Surrogate Endpoints
— Blood pressure — Serum Sodium
— HbA1C — CD4 count
— Serum Glucose — HIV Viral Load
— Serum cholesterol —FEV1
—HDL — Albuminuria
— Hemoglobin — Tumor markers
—PVC's — Tumor size
— Cardiac output — Composites

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Clinically Relevant Endpoints

» Mortality or survival benefit

 Clinically important change experienced
directly by the patient
— Reduced pain
— Improved functional status
— Improved quality of life

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

9/5/2013

37



CAST

Suppression PVCs
increased risk of sudden
death

CONCORDE

Improving CD4 w/ AZT did
not improve HIV pts’
survival

CHOIR and
CREATE

Higher Hb levels w/
erythropoietin worsened
dialysis pts outcomes

ENHANCE

Vytorin combination more
effective in lowering lipids
but no clinical benefit

ACCORD

More intensive A1C lowering
worsened outcomes in type 2
DM; Increased risk death
overall and CV

ADVANCE

Tighter control did not reduce
cardiovascular events

VADT

No significant decrease CV
events with tighter glucose
control over 7.5 yrs

NICE-SUGAR

Intense glucose control
increased mortality in adult
ICU patients.

9/5/2013
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B Death from Any Cause

Subgroup
Total
Previous cardiovascular event
MNo
Yes
Sex
Fernale
Male
Age at baseline
<b5 yr
=65 yr
Glycated hemoglobin at baseline
=8.0%
>8.0%
Race
Nenwhite
White

ACCORD Trial NEJM 6/12/08

No. of
Patients

10,251

6,643
3,608

3,952
6,299

6,779
3,472

4,868
5,360

3,647
6,604

No. of
Events

460

220
240

132
328

212

243

256

131
329

Hazard Ratio
—
i
L]
—
— L i
L i
—
|
T L T T
0.8 1.2 1.6
Intensive Standard
Therapy Therapy

Better Better

Standard therapy

Intensive therapy

B Death from Cardiovascular Causes
1.0 N
E 0.8
z
@ 0.64
v .
o
>
2
= 0.4
(1]
al
o
a 0.2+
P=0.26
0.0 T
0 2
No. at Risk
Standard therapy 899 833 797 767
Intensive therapy 892 828 786 746

4 6
Years
724 635 320 75

713 646 337 85

VADT Trial NEJM 1/8/2009

9/5/2013
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Table 2, Hypoglycemic Episodes.”

Standard Intensive
Therapy Therapy
Variable {(N=2899) (N=332)
no./100 patient-yr
Episodes with impaired consciousness 3 g
Episades with complete loss of consciousness 1 3
Nocturnal episodes 44 152
Total episodes
With symptiems 383 1333
Without symptoms 49 233
Relieved by food or sugar intake 421 1516
Measurement of blood glucose during episode 348 1352
With documented blood glucose <50 mg/dl 52 203

(2.8 mmol fliter)

. * P<0.001 for all differences between the two groups. :}w
o

AccEFILERATED APPrRrRovAl
—

Surrogate Endpoints And FDA’s
Accelerated Approval Process

The challenges are greater than they seem.
by Thomas R. Fleming

ABSTRACT: There is interest in approaches allowing maore rapid availability of new inter-
ventions, particularly for diseases providing risks of death or serious illness. The acceler-
ated-approval regulatory process is intended to address this need by allowing marketing of
interventions shown to have strong effects on measures of biological activity, if those mea-
sures are potential “surrogates” for true measures of tangible clinical benefit. To use surro-
gate endpoints and the accelerated-approval process, challenging issues must be ad-
dressed to avoid compromising what is truly in the best interest of public health: the
reliable as well as timely evaluation of an intervention's safety and efficacy.

40



Current FDA issues with
Regulation of Surrogate Endpoints

e Cancer Drugs: Objective Response Rate (ORR)

» Accelerated approval (1992)
— Formal acceptance of surrogates
— Endpoints “reasonably likely to predict clinical benefit”

— Early marketing approval contingent upon post-marketing
studies confirming clinical benefit

Before CTx After 14 d of CTx Eelore surgery

- 168 B85 24

Wieder J Nucl Med 2005

9/5/2013
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Table 1. Acceleraled approvals based on randomiced Irials™

Product

Date of accelerated approval

IJNCI 2011

i n Accel

lerated approval end

LDexrazoxane (dnecard|l
Bicalutamide (Casodex)

Lipasamal eytarabing
{DepoCyt)

Calacoxib (Calabrex)

Ibritumomab Zevalin)

Oxaliplatin (Eloxating

Anastrozola (Arimidax)t
Imatinib {Gleeveci
Pamatrexsd (Alimia)
Letrozole (Femaralt
Letrozole {Femara)t

Thalidomide (Thalomid)
Panitumurm

Bevacizumab {Ava:

\

May 26, 1095
October 4, 1995

April 1.1989

December 23, 1999
Fabruary 19, 2002

August 9, 2002

Seplembar 5, 2002
December 20, 2002
Augusl 19, 2004
October 29, 2004
Decomber 28, 2005

May 25, 2006

Fetoruary 22, 2008

Cardigc protection

Stage D21 prostate cancer in
combination with LHRH

Lymphomatous meningitis

Reduction in polyps in FAP

FRelapsed or refractory low-grade
or follicular ymphoma

SecondHine therapy for metastatic
eolorectal cancer in combination
with FULLY

Acfjuvant traatmant for postimenopausal
HR-positive breast cances

Firstline therapy for Ph-positive CML

SacondHine therapy for NSCLO

Adjuvant treatment for post
menopausal HR-positive breast
cancer after tamaxifen

Adjuvant reatment for post menopaussl
HR-positive breast cancear

Mewly diagnosed multiple myeloma

metastatic colorectal cancer
Firstding therapy in combinalion wilh
chemotherapy for metastatic HERZ2-

Cardiomyopathy
Time to progression

Respansa rate

Incidenca rate
Fesponse rate

Fesponse rate

Disessa-lrae survival
Progression-free survi
Responss rals
Disease-frae survival
Disease-free sunvival

Response rale
jor-free survic

Progre lrese

/

Pametrexed (Alimta)
Eltrembepag (Promactal

Imatinib {Gleevec)
Lapatinib { Tykerb)

Niltnit (Tasigral

Neovember 20, 2008
December 19, 2006
January 28, 2010

June 17, 2010

negative breast cancer

cisplatin for nonsquamous NSCLC
Refractory ITP

Adjuvant reatment for GIST

In cominnation with letrozole in
postmenopausal women with
HR-posilive, HERZ?-positive
breast cancer for whom hormonal
therapy is indicated

MNewly diagnosed Ph-pasilive CWL in
chronic phase

Responsa rate
Response rate

Disease-free survival
Progression-tree survi

Response rals

Table 2. Accelerated approval based on single-arm trials*® JNCI 2011
Date of accelerated Accelerated approt
Product approval Indication endpoint(s)

Liposomal doxerubicin (Doxill
Amitosine (Ethyoll |

Docataxel (Taxoters)
Irinotecan (Camptosar)

Capecitabing (Xeloda)

Denileukin {Ontak)

Liposomal doxoruhincin (Doxil)

Temoeulomide (Temodar)

Gemtuzumal vZogamicin
{Mylotarg)

Alermtuzumab (Campath)

Imatinib {Gleevec)

Irmatiniby (Gleave)
Getitimnib (lressa)

Bortezomib (Velcade)
Imatinib (Gleavec)

Cetuximab (Erbitux)

Catuximab (Erbitux)

Tositumomab (Bexxar)

Clofarabine (Clolar)
Nalarabine (Armon)

MNovember 17, 1995
March 15, 1996

May 14, 1396
June 14, 1996
April 30, 1998
February 5, 1959
June 28, 1899
Augusl 11, 1999
May 17, 2000

May 7, 2001
May 10, 2001

February 1, 2002
May &, 2002
May 13, 2003
May 20, 2003

February 12, 2004

Fabruary 12, 2004

December 22, 2004

December 28, 2004
October 28, 2009

Second-ine therapy for Kaposi sarcoma

Cisplatin-associated renal toxicity In
patients with non—small cell lung cancer

Second-ine therapy for advanced breast
cancer

Second-line therapy for metastatic colorectal
cancer

Refractory breast cancer

Refractory CTCL

Refractory ovarian cancer

Relractory anaplaslic astiocyloma

Second-ine therapy for AML in patients
clder than 60 y

Third-ine therapy for B-cell CLL

First-line therapy for Ph-positive CML
(BC, AP) or refractory CML chronic phase

First-ing therapy for GIST

Third-ne therapy for NSCLC

Third line therapy for multiple myeloma

Pediatric Ph-positive CML resistant to
interferon or recurrence after stem cell
trangplant

As a single agent for treatment of EGFR-
expressing, metastatic CHC in patients
wihi are intolerant 1o irnotecan-nased
chamotharapy

In combination with irinotecan in EGFR-
cxpressing metastatic CRC refractory to
innotecan-based chemotherapy

Refractory or relapsed low-grade follicular
lymphoma not treated with rituximaty

Pediatric relapsed or refractory ALL

Melapsed or refractory T-cell ALL or Tcell

lymphoblastic lymphoma

Hesponse rate
Creatinine clearanc

Respanse rate
Fesponse rate
Rasponse rate
Response rate
Response rate
Fesponse rals

Response rate

Hesponse rate
Response rate

Rasponse ala
Response rate

Response rate
Response rate

Response rate

Respanze rate

Response rate

Respanse rate
Fiesponse rate

9/5/2013
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Table 4. Accelerated approvals not converted to reqular approval® JNCI 2011

Date of accalerated
Product approval Indication Comment

Amifosine (Ethyol March 15, 1996 Cisplatin-associated renal toxicity Failed demonstration of clinical
in patients with non—small cell benefit in completed trial. Indication
lung cancer withdrawn from the market.
Celecunity (Calebrex) Decemnber 23, 1999 Feduction in pulyps in FAP Confirmatory tial not compleled

Gemtuzumab czegamicin May 17, 2000 Second-ine therapy for acute myelogenous Feiled demonstration of clinical

{Mylotarg) leukemia in patients older than 80y benefit in completed trialz. Drug
wilhdrawn from the market
Gefitinits {lraszs) May 5, 2003 Third-line tharapy for non—small call lung Failed demonstration of clinical

CRNRT benefit in complated triaks. Limited
to restricted patient distribution

In combination with irnotecan in EGFR- Caonfirmatory trial not completed
expressing metastatic colorectal cancer
rafractory to innotacan-basad chamotherapy

December 22, 2004 Refractory or relapsed low-grade follicular
lymphoma not treated with rituximab

December 28, 2004 Pediatnc relapsed or refractory ALL

Oectaber 28, 2004 Relapsed or refractory T-cell ALL or T-cell
lymphoblastic lymphoma

Catuximab (Erbitux) Fabruary 12, 2004

Tositumemab (Bexxar) Confirmatery trial not completed

Clofarabine {Clolar)
Melarabine (Arrnon)

Confirmatory trial not completed
Confirmatory trial not completaed

Thalidormide (Thalormid)
Panitumumab (Vectibix)

Imatinib Gleevec
Nilotinity (Tasigna)

May 25, 2006
September 27, 2006

Seplember 27, 2008
Qectober 28, 2007

MNewly dizgnosed multiple myeloma
Second-ine therapy for EGFR-axpres
metastatic colorectal cancer
Pediatric Ph-positive CVIL (newly disgnosed)
Phpositive CMIL chronic phase or

ing

Under FDA review

Confirmatory trial not completsad

Under FOA review
Under FDA review

accelerated phase resistant or intolerant
to imatinib
First-line therapy in combination with
chemotherapy tor metastatic HERZ
negative breact cancer
Movember 20, 2008 Refractony idiopathic thrombooytopenic
purpura
December 18, 2008 B-cell CLL after at least one alkylating
agent-containing regimen
Deagember 19, 2008 Adpuvanl treatment for GIST Confirmalory tnal nol completad
May &, 2009 Glioblastoma prograssion after chamaotherapy Confirmatory trial not completad
September 24, 2009 Refractory or relapsed peripheral T-call Confirmatory trial not completad

Bevacizumab [Avasting February 22, 2008 Under FDA review

Fltrombopag (Fromacta) Confirmatory trial not completed

Fludarahine (Oforta) Confirmatory trigl not completed
Imatinipy [Glesved)
Bavacizumah (Avastin
Pralatrexate (Folotyn)

Skepticism towards new drugs

» 15. Be vigilant about “indications

creep.”

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Creeping Indications
Creeping Populations
* What is precise population studied and
therapeutic niche

» Not just triptans for headaches,
neurontin for pain

* When should these drugs be used

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Skepticism towards new drugs

 16. Do not be seduced by elegant
molecular pharmacology or drug
physiology.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Designer drugs

 Allopurinol — 18t designer drug. No side
effects since natural purine analogue

N =
L, Ay
Allopurinol
0.5+
0.4
— P=0.02
wv ..
7 Gentamicin-collagen spenge
“5 0.3
z
E
S 024 e r————
g | smmms ™™ No sponge (control)
0.14
0.0 i T T T T 1

0 10 20 30 40 50 60
Days after Surgery

Figure 2. Kaplan—Meier Estimates of the Number of Days from Surgery
to Surgical-Site Infection (SSI) within the 60-Day Postoperative Period,
According to Study Group.

9/5/2013
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Table 3. Surgical-Site Infection (S51) and Other Postoperative End Points through Postoperative Day 60, According to
Study Group.*
Gentamicin-Collagen Control
Characteristic Sponge (N=300) (N=302) P Value
Intention-to-treat analysis
S5l — no. of patients (&)
Any (prirary end point) 90 (30.0) 63 (20.9) 0.01
Surgically treated 71(23.7) 49 (16.2) 0.02
Superficial 61 (20.3) 41 (13.6) 0.03
Deep 25 (8.3) 18 (6.0) 0.26
Organ space 4(L.3) 4 (1.3) 1.00
ASEPSIS scoref 0.17
Median 0.0 0.0
IQR 0.0-100 0.0-40
Rehospitalization for S51 — no. of patients (%) 21 (7.0) 13 (4.3) 0.15
Wisit to ER or physician fer weund-related sign or symptom 57 (19.7) 3 (11.0) 0.004
— no. of patients/total no. (38)
Postoperative hospital length of stay — days 6.0 (5.0-8.0) 6.0 (4.0-8.0) 0.44
Median
IQR

Skepticism towards new drugs

e 17. Beware of selective reporting of
studies.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Silverstein, F. et al. (2000). Gastrointestinal toxicity with Celocoxib vs NSAIDs for osteoarthritis and rheumatoid arthritis.

Gastrointestinal Toxicity With Celecoxib vs
Nonsteroidal Anti-inflammatory Drugs

for Osteoarthritis and Rheumatoid Arthritis
The CLASS Study: A Randomized Controlled Trial

Freal K. Silversiein, M1)
Cerald Faich, MD
Jas L Coldtenn, MD

Lee 5. Simon. MDY

Context Conventional nonstercldal anti-inflammatory drugs (MSAIDs) are associ-
ated with a spectrum of towic effects, notably gastrod ntrmn-:ls[s‘.lljcﬁcth because of
inhibition of cyclocxygenase (COX)-1. Whether COX-2-specific inhibitors are asso-
ciated with fewer dinical Gl tosic effects is unknawn

o Ta o whether celecondh, 8 COX-2-spedfic Inhibitor, Is assoc-

Theodor: Pincus, MID
Amdrew Whelon, MDY
Fobert Makuch, Phly
Glenn Ersen, MDY
Naurang M. Agrawal, MD

ated with a lwer inddence of Sij grifecanil upper Gl Rowid effedts and other adverie ol-
frcts compared with mmm\mnnl HEAIDs

Deslgn The Celernudh | ong-term Arthritis Safety Study (CLASS), 3 double-hiind, ran-
domized controlled tial conducted from September 1998 to March 2000

Setting Three hundred ighty-six chnical sites in the United States and Canada,
Partici A total of G059 patients (=18 years old) with esteoarthntis (OA) or

William F. Stenson, MD
Aimee M. Burr, M8
William W. Zhao, I'hDX
Jelirey 1. Kens. MID
James B. Lefkowith, MD

meumetood arthritis (RA) were enrolied In the study, and 7568 received atleast 1 dose
of study drug. A total of 4573 patients (57%6) received treatment for & months.
Interventions Patients were randomly assigned Lo receve celecosib, 300 my beice
per day (2 and 4 times the maximum RA and OA dosages, recpectively; n=3987);
ibuprofen, 800 mg 3 times per day (n=1985); or didofenac, 75 mg twice per day
(n=1995). Aspirin use for cardiovateular prophylaxis (=325 mg/d) was parmittad

K, Al M. Ver r!un PLD
. Steven i.-ﬂr.l‘hl). M

OR PATIENTS WITH MUSCULO-
skeletal disorders, conven-
tlonal nonsteraidal anti-
inflammarery drags (N34T}
are a manstay of cal care. " Well-
wxlablizhicd limitativaz of N2AID
therapy, however, include the rick of
developing significant injury 1o the up-
per gastrointestinal (GT) tact ¥ The

JAMA, 284,1247-1255.

Main Out M Incidence of peospectively defined symptomatic upper
Gl ubcers and uleer complications (Meeding, perforation, and obstraction) and other
adverse effects during the &-month breatment period

Results Foral patients, the annsalized incicdence rates of uper G e enmpl
alone and combined with sympiomatic ulcers for celernadb vs NSAIDs were 0.76% v
1.45% (P=109) and 208% v 254% (P=03), respectively. For patients not taking as-
pirin, the annuaized inddence rales of upper Gl uloer complications alone and combined
with symptomatic ulears for calacondh v NSAIDS wase 0024% v 1 27% (P= 04) and
1.40% vs 2.91 % (P=.02). For patiants taking aspirin, the annuakred incidence rates of
upper Gl ubcer complications alone and combined with sympromatic uleers for coleconib
v NFAIDs were 2,01 % v 2.12% (P~ .92) and 4.70% v 6.00% (P - 49). Fewer celecondb-
treated pabents than NSAID-treated pabents expenienced chronic Gl biood logs, Glin
tolerance, hepatotasdcity, or renal toxldty. Mo difference was noted in the incidence of
candiovascular events betwesn celcondb and NSAIDS. imespective of ascirin use.

JAMA
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cymptnmatic wlrers and nlear complicatinone than did diclnfenar or ihuprnfen at b monthe nf -kFermizsions
follow-up.® We are concermned that subseguent information from the trial, which is available

on the LS Food and Drug Administration {FDA) Wweb site,?
conclusions. As described on the MDA Web site, the published CLASS trial differs from the
original protocol in primary outcomes, statistical analysis, trial duration, and conclusions. ™"
In particular, the unpublished dzta show that by week 65, celecoxib was associated with a
similar number of ulcer complications 2s diclofenac and ibuprofen ®
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E. Work w/pts for shared agenda

Do not automatically accede to requests for
drugs pt heard advertised

Consider non adherence before adding rx
Avoid restarting previously unsuccessful drugs
Discontinue meds not needed; not working
Respect pt' own reservations about drugs

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Work w/ patient for a shared agenda

» 18. Do not hastily or uncritically
succumb to patient requests for
drugs, especially drugs they have
heard advertised.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Work w/ patient for a shared agenda

» 19. Avoid mistakenly prescribing
additional drugs for “refractory”
problems, failing to appreciate the
potential for patient nonadherence.

Drugs don't work in patients who don't take them.
— C. Everett Koop, M.D.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Intensifying Therapy for Hypertension Despite
Suboptimal Adherence

Adam I. Rose, Dan R. Berlowitz, Meredith Manze, Michelle B. Orner, Nancy R. Kressin

bstract—More intensive management can improve control blood pressure (BP) in hypertensive patients. However, many|
would posit that treatment intensification (TT) is not beneficial in the face of suboptimal adherence. We investigated
whether the effect of TI on BP varies by adherence. We enrolled 819 patients with hypertension, managed in primary
care at an academically-affiliated inner-city hospital. We used the following formula to characterize TI: (visits with o
medication change—visits with elevated BPYtotal visits. Adherence was characterized using electronic monitoring
devices ("MEMS caps”™). Patients who returned their MEMS caps (671) were divided into quartiles of adherence,|
whereas patients who did not return their MEMS caps (148) had “missing” adherence. We examined the relationship
between TT and the final systolic blood pressure (SBP), controlling for patient-level covariates. In the entire sample, eac
additional therapy increase per 10 visits predicted a 2.0 mm Hg decrease in final SBP (P<<0.001). After stratifying by
adherence, in the “best” adherence quartile each therapy increase predicted a 2.1-mm Hg decrease in final SBP. followe
by 1.8 for the “next-best” adherence quartile, 2.3 in the third quartile, and 2.4 in the “worst” adherence quartile. Thej
effect size for patients with “missing” adherence was 1.6 mm Hg. The differences between the group with “best’
adherence and the other 4 groups were not statistically significant. In this observational study, treatment intensification]
ras associated with similar BP improvement regardless of the patient’s level of adherence. A randomized trial could)
further examine optimal management of patients with suboptimal adherence. (Hypertension. 2009;54:524-529.)

Key Words: hypertension m adherence m medication therapy management m quality of carc ®m ambulatory care

Importance of Therapy Intensification and
Medication Nonadherence for Blood Pressure
Control in Patients With Coronary Disease

P. Michacl Ho, MD, PhDX; David J. Magid, MD, MPH: Susan M. Shetterly, MS; Kari L. Olson, PharmD, BCPS;
Pamela N. Peterson, MD, MPH Frederick A. Masoudi, MD, MFII: John 5, Kumsfeld, MD, FhD

Background: Despiie the imporiance ol blood pres- Results: Three SREP irjectory groups were wlennled: (1)
sure (BP) control in secondary prevention, a signilicant patients with BP that remained controlled (ie, SBP, =140
proportion of patients with coronary discase have un- mm Hg) over time (n=9114 [87.2%]), (2) patients with

controlled BP. hugh B that became contralled (=779 [7.5%] ) and (3)
patients with BP that remained high over time (n= 334

Methods: This reirospective cohartstudy of patients with [7.3%]1}. In muli analyses, therapy intensiflica-
coronary disease (N=10447) evaluated the impact of tion {odds ratio, 1.31; 95% conlidence interval, 1.01-
nedication nonadhercnce and tierapy intensilication on 1.70% and medication nonadbcrence (odds vatie, 1.73,

reaching target BF goals. Medication adherence was cal 95% confidence interval, 1.34- 2.24) were associated with

culated as the proportion ef days cov ered for filled pre-
seriptions of anmtihyperrensive medications. Therapy in-

tensific

rease OF inCrease in

s, The primary out-

jon included dos: e i
number of antihypertensive medica
o wis unsenbielled 5
E malel that ine orporated longitudi
dat m\cL gned patients 1o SEP rajectory groups. Mul
1iv: '"|1h'|;, regression cvaluated the association between

rence (1e, prog ol days cov-
\'wd. 0,800 and therapy intensilication with SBP con
wol over tme, with adjostment for demographics and
elinical characteristies.

uncentrolled GE compared with high SGP that became
eantrolled over time.

Conclusions: These findings suggest that medication non-
adherence i help eaplun why BP levels remained ¢l

ification ol antilypert ve medi

evarted des )
<. Smccessful BF control is seen with o combination

ust be coupled with interventions wen-
hanve medication sdherence.

Arch Intern Med. 2008, 168(3):271-276

ORONARY ARTERY DISCASE. thian 30% ol patients with CAD in elini-

(CATY) s common and al- val practice have their BP at levels recom.
Author Affilistions: Candiclogy fects more than 13 mil mended by national guidelines**

Seetion, Denver Veterans Affars
Medical Cenier, Demver,

liom patients in the United
ates ! 1ne o

Previous studies have focused mainly

ification and adherence. suggesting that therapy
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Work w/ patient for a shared agenda

» 20. Avoid (either knowingly, or
unknowingly because of lack of
complete drug history) repeating
prescriptions for drugs a patient has
previously tried unsuccessfully or had
an adverse reaction.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Work w/ patient for a shared agenda

e 21. Discontinue drugs that are not

working or no longer needed.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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» Geriatrics- the art of taking older
adults off drugs they no longer need

Shaughnessy- Am Fam Physician 2007

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Work w/ patient for a shared agenda

22. Work with patients’ desires to be
conservative with medications

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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F. Consider long—term,
broader impacts

» Weigh not just short term benefits but also
long-term pt outcomes & ecologic impacts

» Recognize improved prescribing systems
and better monitoring may outweigh
marginal benefits of new drugs.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Consider longer-term, broader impacts

» 23. Think beyond short term drug
effects, which may be beneficial, but
also consider longer term benefits
and risks.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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Long Term Efficiacy?

Anti-fungals

Obesity drugs

1st generation anti-psychotics
 DES

Ecology of drugs in water supply

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Consider longer-term, broader impacts

e 24. Look for opportunities to improve
local prescribing systems, changes
that can make prescribing and
medication use safer.

Illinois Council of Health-System Pharmacists 2013 Annual Meeting
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OGA

A GONVERSATION WITH LUCIAN LEAPE, M.D.

The way to reduce errors in health care is to change systems,
says this Harvard educator. Punishment encourages people to cover up.

MOVING BEYOND
A PUNITIVE MIND-SET

o on error

pst whose research b

vcian L. Leape, M.D., i o helth polic
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* "The pharmacist is the single
most underused resource in the
modern hospital

Lucian L. Leape, MD Harvard School of
Public Health. ACP Observer 3/2000

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Hey, we'’re just in the middle here
Don’t blame or preach to pharmacists

What can we do anyway?

1. Help patient articulate their (often legitimate) concerns and
to be a sounding board — Hear out patient

2. Help delineate options/alternatives to better understand their
diseases, choices, options - Not practicing medicine, but
legitimate pharmacy patient education role

3. Help pts define questions they want to ask MD. —
empowering patients who have questions

4. More serious cases, obligation to posing questions to doctor
directly -known allergy, overdose, but also selected cases of
drug selection.
% Takes courage, diplomacy: how to define, achieve this ideal

9/5/2013
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More (business) is Better?
---or Less is More (business)

Realign pharmacists incentives, thinking
More drugs — more wasted inventory

— Recalls, shelf space, expired drugs
Knowledge, familiarity w/ essential drugs

— errors, anticipate problems, less to learn/recall
Patient trust - not just pushing or filling drugs
— Long term relationships better model

New drugs, less faith, more evidence

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

e \What's in it for us?
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Conservative Prescribing =
Liberation for Pharmacists

» Lack of Conservative Prescribing has led to
various dyfunctionalities undermining quaility of
work of life of pharmacists.

» Hassles and calls to Doctors

—Symptoms/consequences of Cons Rx Failure
— “Prior auth”

— “Not covered”

— “Tier 3”

— “Non preferred brand”

— “Switches”

Illinois Council of Health-System Pharmacists 2013 Annual Meeting

Conclusions

 From “newer is better” to
“fewer and more time-tested is best” to
achieve better balance

* Need for new paradigm and role for
pharmacy: overcoming complacency and
understanding and advocating best rx for
patients, and questioning where not

* We need to figure out how to operationalize
this together...... starting now!
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