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Key articles from the last year

Jim Stevermer, MD, MSPH

Department of Family and Community Medicine

University of Missouri - Columbia

August 19, 2019

Articles

• POEMs
– Patient Oriented Evidence that Matters

• Articles about problems common in primary 
care of the elderly

• Based on outcomes patients would care 
about

• Worth considering changing practice

• Sharpness issues
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Who am I?
• About 2/3 of my time is in direct or indirect 

patient care
– Outpatient, inpatient, ER, NH, home

• Editorial board of Info POEM’s

• None of these roles gives me any clearer 
insight into the truth than anyone else

Introducing

• Indications
– I will be talking about some non-approved 

indications, which I’ll identify as we go along

August 19, 2019

Ned Sharpless, M.D.
Acting Commissioner of Food and Drugs
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Acting Commissioner

• Dr Norman ‘Ned’ Sharpless
– Was director of National Cancer Institute

• Graduate of UNC

• Residency at Mass Gen

• Fellowship at Dana-Farber Cancer Institute

• Research area: cancer and aging

• The FDA regulates 20% of the US economy
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USPSTF: Aspirin (2016)

• The USPSTF recommends initiating low-dose aspirin use 
for the primary prevention of cardiovascular disease (CVD) 
and colorectal cancer (CRC) in adults aged 50 to 59 years 
who have a 10% or greater 10-year CVD risk, are not at 
increased risk for bleeding, have a life expectancy of at least 
10 years, and are willing to take low-dose aspirin daily for 
at least 10 years.  (B)

USPSTF: aspirin (2016)

• The decision to initiate low-dose aspirin use for the primary 
prevention of CVD and CRC in adults aged 60 to 69 years 
who have a 10% or greater 10-year CVD risk should be an 
individual one. Persons who are not at increased risk for 
bleeding, have a life expectancy of at least 10 years, and are 
willing to take low-dose aspirin daily for at least 10 years 
are more likely to benefit. Persons who place a higher value 
on the potential benefits than the potential harms may 
choose to initiate low-dose aspirin.  (C)
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USPSTF: aspirin (2016)

• The current evidence is insufficient to assess the balance of 
benefits and harms of initiating aspirin use for the primary 
prevention of CVD and CRC in adults aged 70 years or 
older.  (Grade: I)

• But many people end up staying on ASA as they age

2013 version

Men Women
Age 10-Year CHD 

Risk, %
Age 10-Year Stroke 

Risk, %
45-59 y ≥4 55-59 y ≥3
60-69 y ≥9 60-69 y ≥8
70-79 y ≥12 70-79 y ≥11
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2009
Population Men

Age 45-79 Years
Women
Age 55-79 Years

Men
Age <45 Years

Women
Age <55 Years

Men & Women
Age ≥80 Years

Recommendation Encourage aspirin 
use when 
potential CVD 
benefit (MIs 
prevented) 
outweighs 
potential harm of 
GI hemorrhage.

Encourage aspirin 
use when 
potential CVD 
benefit (strokes 
prevented) 
outweighs 
potential harm of 
GI hemorrhage.

Do not encourage 
aspirin use for MI 
prevention.

Do not encourage 
aspirin use for 
stroke prevention.

No 
Recommendation

Grade: A Grade: D Grade: I
(Insufficient 
Evidence)

ASPREE study

• Large RCT of ASA 100 mg daily vs placebo

• Multi-centered
– 34 in US

– 16 in Australia
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Subjects

• People at least 70 yrs of age
– 65 yrs for US blacks and Hispanics

• Eligibility
– Free of any chronic illness that would limit survival to 5 years

– Free of CVD and CAD

• Exclusions
– Contra-indication to ASA

– Significant disability/dementia

Significant Disability

• Dementia or MMMSE (0-100) of 78 or lower

• ADLS
– Bathing

– Toileting

– Dressing

– Transferring

– Walking

– Feeding

• 4 or 5 => severe difficulty or inability to do ADLs
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Methods

• 4 week placebo run-in
– 80% ingestion rate to remain in study

– Selects for more able, more adherent population

• Annual visits
– Phone calls q 3 months

Outcomes

• Primary – disability free 
survival 
– death, dementia, or disability

• Secondary outcomes
– Death

– Dementia

– Disability

– CVD

– Cancer

– MCI

– Major bleeding
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Results

• N = 19,114 

• Median age = 74

• 56% women

• <4% smoked

• DM – 10.7%

• HTN – 74.3%

• US – 12.6%

• White – 90.5%

Results

• Start in 2010

• By mid-2017, study stopped due to lack of effect

• Median f/u 4.7 years

• Primary end-point (death, dementia, disability)

• 21.5/1000 in ASA  21.2/1000 in placebo
– HR  = 1.01  (0.92, 1.11)
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Secondary outcomes

• Death  (12.7 vs 11.1)  HR = 1.14 (1.01, 1.29)
– Cancer (3.1 vs 2.3)     HR = 1.31 (1.10, 1.56)

• Dementia (6.7 vs 6.9)  HR = 0.98 (0.83, 1.15)

• Disability (4.9 vs 5.8)  HR = 0.85 (0.7, 1.03)

• Major bleed (3.8, 2.8)  HR = 1.38 (1.18, 1.62) 

• Cardiovascular dz (10.7 vs 11.3)  HR = 0.95 (0.83 – 1.08)
– Rate of CAD was about 50% expected

Interpretation

• Aspirin shouldn’t be started in relatively able adults 70 and 
over

• Volunteer/washout effect
– Methods

– Placebo group 

• Diabetes did not modify outcome

• Relatively little information on non-White populations
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Aspirin for primary prevention in DM
ASCEND

• RCT of 100 mg ASA vs placebo

• Subjects 
– At least 40 yrs of age

– DM I or II

– No known CVD

• Exclusions
– Clear indication (or contra-indication) for ASA

– Potential for limited 5 year f/u

Methods

• Subjects underwent 8-10 week run-in
– 2x2 factorial trial 

– 100 mg ASA vs placebo

– 1 g n-3 FA vs placebo
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Outcomes

• Outcomes – first serious vascular event
– MI, CVA, TIA, vascular death

• Safety outcome – first occurrence of 
– ICH, vision threatening bleed

– GI or other serious bleed (hospital, transfusion or fatal)

Mid-study power issues. 

• To increase statistical power of study, mid-trial TIA added 
as outcome

• Extended study to 7 years

• Increased enrollment to 15K
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Results
• 15K people

• Age 63

• 63% men

• 45% never smoked

• 35% on ASA prior to trial 

• 7 yrs DM – median

• Estimated adherence was 70%

• Median A1c = 7.2%

Results

• ASA prevented serious vascular events 
– 8.5% vs 9.6%  RR = 0.88 (0.79, 0.97)    NNT = 91

• ASA caused increase major bleeding
– 4.1% vs 3.2%  RR = 1.29 (1.09, 1.52)    NNH = 111

– 41% GI

– 21% eye

– 17% ICH
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Primary prevention in people at moderate 
risk of CVD (ARRIVE)

• RCT of ASA 100 mg vs placebo

• Performed in 7 countries (Europe and US (4%))

• Eligible
– Men 55 and up – 2-4 risk factors

– Women 60 and up – 3 or more risk factors

– Risk factors: Lipids, elevated BP, HTN Rx, + fam hx, tobacco

– ~ 10-20% 10 yr risk for CVD

Outcome

• Primary: first occurrence of MI, CVA, CV death, USA or 
TIA

• Safety – bleeding

• Followed for ~ 6 years 
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Population

• Race 98% white

• 70% male

• Age 64

• 29% smokers

• 65% on HTN meds

• ACC/AHA risk score 17.4%

Results

• No difference in CVE
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Meta-analysis

• Meta-analysis of all RCTs comparing ASA to 
placebo/control

• Primary prevention

• 500 or more patients
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Results

• 11 studies of 157K people

• Weighted duration 6.6 years

• Mean age 61.3
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ACC/AHA primary prevention guideline

• Low-dose aspirin might be considered for primary prevention of 
ASCVD in select higher ASCVD adults aged 40-70 years who are 
not at increased bleeding risk. (weak recommendation on strong
evidence)

• Low-dose aspirin should not be administered on a routine basis for 
primary prevention of ASCVD among adults >70 years. (Strong on 
moderate evidence)

• Low-dose aspirin should not be administered for primary prevention 
among adults at any age who are at increased bleeding risk. (Strong
on limited evidence)
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Statins for 
• Meta-analysis of all RCTs with >1000 patients > 2 years in 

duration

• Divided results into 6 age groups
– ≤55

– 56-60

– 61-65

– 66-70

– 71-75

– >75

• Looked for major vascular events, mortality and cancer

Results

• 28 studies, >186K people

• 15% were 71-75 years

• 8% (14K) were >75 years

• No change in cancer rates or cancer mortality

• All-cause mortality and vascular mortality were reduced
– RR=0.91  (0.88-0.93) (driven by vascular mortality)
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RCT of therapy for osteopenic women

• RCT of 2000 women in New Zealand
– 65 or older

– T-score of -1 to -2.5 in at least one hip
• Included if 1 hip osteopenic, and the other osteoporotic

• Exclusions
– GFR <30

– Cancer (last 2 years)

– Metabolic bone disease or bone-active drugs
• Estrogen, prednisone, bisphosphonates, etc.

Methods

• Randomized to 
– Zoledronic acid 5 mg IV q 18 months x 4
– NS IV q18 months x 4

• Calcium
– Recommended diet of at least 1 gm daily 

• Vitamin D
– 100,000 units po at start of trial
– 50,000 units (1.25 mg) po q month

• Outcome
– Fragility fracture 

• Any fractures but skull, face, jaw, toes, fingers, MC, MT
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Results

• Age 71 ± 5

• White: 94%

• BMI: 26.9

• 10 yr risk of osteoporotic fx: 12%

• 10 yr risk of hip fx: 2.3%

• T-score 
– Lumbar: -0.9

– Total hip: -1.25

Outcomes
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Fractures

• 190 vs 122 women with fractures
– RR = 0.63 (0.50, 0.79)  NNT = 15 (6 yrs)

• 227 vs 122 fractures
– NNT = 10

• RR did not change when
– Osteoporotic women excluded
– Women with higher risk scores excluded

• Hip fractures (12 vs 8)  RR = 0.66 (0.27-1.16)
• No ADR from ZA

– No jaw necrosis, or atypical fractures
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Best approach to field therapy of AKs

• AKs common (37%) among whites over 50
– Farmers!

• AKs progress at rates of 0.025 to 16%/year

• Cryotherapy effective for solitary lesions

• Best field approach?

Methods

• RCT of adults with 5 or more AKs within 25-100 cm2 on 
face/neck 
– Up to 4”x4”

• Excluded for recent therapy, systemic retinoids or 
immunotherapy, allergy, pregnancy, breast-feeding, etc.

• Evaluated by 1 author at start, 3 and 12 months (using 
tracing paper)

• 2nd author supervised treatment and follow-up therapy
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Interventions

• All got superficial curettage (no anesthesia)

• Methylaminolevulinc acid- photo-therapy (5-ALA/MAL)
– Applied topically – becomes photosensitizer

– Covered x 3 hours with occlusive dressing

– Then illuminated with UV light

– Covered for another 48 hours

• 5% imiquimod (Aldara)
– Apply cream 1 hour before bed and wash off in 8 hours

– Repeated 3d/week (MWF) x 4 weeks

Interventions

• 5% 5-Fluorouracil (Efudix) 5-FU
– Applied in thin layer bid x 4 weeks

• Ingenol mebutate (Picato)
– Apply gel to affected area daily x 3 days
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Results
• 624 underwent randomization

– 155-157 in each group
• Outcome was not having treatment failure

– <75% reduction in # of AKs at 3 or 12 months
• Cumulative probability of success

– 5-FU 74.7% (66.8-81)
– Imiquimod 53.9% (45.4-61.6)
– MAL-PDT 37.7% (30.0-45.3)
– IM 28.9% (21.8-36.3)

• Better adherence and cosmesis in MAL-PDT and IM groups
• Better QOL and patient satisfaction in 5-FU group 

Field cancerization/multiple AKs

• How well does combination therapy work?
– Cryotherapy   - followed by
– Field therapy 

• Meta-analysis of RCTs of 
– Cryosurgery vs
– Cryosurgery and field therapy

• IM
• Imiquimod
• 5-FU
• Diclofenac 3% (in 2.5% hyaluronic acid)

• Outcomes
– Clearance rate (100%)
– Clearance rate (at least 75%)
– Tolerability 
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Results

• 9 studies of 1644 patients

• Overall quality 

Results
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Conclusion

• Field therapy probably adds to cryotherapy

• Appears to be tolerated well 
– RR = 0.98 (0.95, 1.01)

• Don’t know much about selection criteria about which 
patients
– Multiple lesions
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Advance care planning
• RCT of ACP in Dutch nursing homes

• Cluster RCT of 16 NH
– Enrolled patients were

• 75 and older

• Frail (TFI ≥ 5 (0-15)

• MMSE ≥ 17

• NH or adjacent (with home care)

• Outcomes:
– Patient Activation Measure (0-100)  MMIC = 4

– QOL, advance directive completion, surrogate selection

Each NH randomized to 

• Intervention
– Respecting choices ACP program
– Trained nurses to facilitate

• 3 days, role plays, homework

– 3 elements
• Information provision (leaflets)
• Facilitated ACP conversation
• Completion of Advance Directive

– Individual interventions

• Usual care
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Results
• Age: 86
• Female: 70%
• Widowed: 68%
• Frailty index: 8
• MMSE: 27

• No change in PAM, QOL
• No effect on hospital care, medical interventions
• AD completion:  93% vs 34%
• Surrogate selection:  94% vs 67%

ACP in other settings

• Australia – improved satisfaction in hospitalized patients

• US – decreased willingness of older adults to undergo life-
sustaining therapy

• Dutch hospitalized their elderly less

• Relatively low death rate (10%) - ?fewer decisions?
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Podiatric interventions and falls

• Foot problems predict falls
– Footwear

• Heel height

• No strap, lace, or retaining mechanism

• Reduced sole contact area

– Foot pain

– Decreased ROM

– Bunions

– Reduced toe plantar flexor strength

Systematic review and meta-analysis

• Podiatric interventions and falls
– Three categories

• Single podiatric intervention
– Insoles or OTC footwear + routine podiatry

• Multifaceted podiatric intervention
– Advice
– Footwear/orthoses
– Home exercise program

• Multifactorial interventions
– - if they included a podiatric referral
– No evidence whether or not pt actually saw podiatrist
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Results

• 9 studies of 6502 patients 
– Age 69-87

• All but two studies in community

• Single component  (N=1, n=121) RR = 1.58 (0.69, 3.6)
• Multifaceted podiatric (N=3, n=1339)  RR = 0.77 (0.61, 0.99)
• Multifactorial (N=3, n= 1257)  RR = 0.73 (0.54, 0.98)
• Evidence inadequate to identify role of podiatry in facility
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Frailty

• ~50% of people over 80

• ~ 11% of people over 65
– 5 million people in US

In Great Britain

• In 2017, the NHS mandate primary care screening and 
interventions for frailty

• This systematic review is a response
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Results

• Several studies used Fried Frailty index
• Scoring for each of 

– Shrinking 
– Physical endurance/energy
– Low physical activity
– Weakness (hand grip)
– Slow walking speed

• Definitions
– Frail – 3 or more
– Pre-frail – 1 or 2
– Robust – 0 criteria

Results

• 44 studies (n=15,690)

• Recent studies
– 4 studies published before 2010
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• Strength training + protein
– ++/++

• Mixed (Tai chi, walking)
– +/++

• Education/health promotion
– +/+

• Comp geri assess/home visit
– +/0

• Hormone therapy
– -/-

Summary
• Suggested exercise

– 20-25 minutes of activity x 4d/week

– 15 exercises 
• 3 for arms

• 7 for legs

• 5 balance/coordination

– 10 x/min – inc to 15

• Supplement
– Dietary emphasis on milk, eggs, tuna, chicken, plant-based 

protein

– Or where preferred, protein drinks (25 g protein/d)
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Post-TIA therapy

• People who have TIA/mild CVA are at risk for another, 
potentially serious, event

• The CHANCE trial (2013) 
– RCT of 21 days of clopidogrel and aspirin (c/w aspirin alone)

– No change in bleeding

– Reduced rate of stroke

• Now, the POINT trial (2018) found similar effect
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Meta-analysis 

• Collected RCTs of pts with TIA/minor CVA randomized to 
ASA or ASA + clopidogrel

• 3 RCTs (N=10,447) 
– Started on med(s) 12-24 hours after event

– Followed for 90 days

• Geography
– Asia

– North America

– Multi-national
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Results

• Fairly low risk of bias

• DAPT (started w/in 24 hours) reduced non-fatal recurrent 
stroke RR = 0.7 (0.61, 0.80)  NNT = 52
– (Similar results for all stroke)

• DAPT no clear effect on all-cause mortality  RR= 1.27 
(0.73, 2.23) 

• DAPT increased mod/maj extracranial hemorrhage RR = 
1.71 (0.92, 3.20)
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BMJ Rapid Recommendations

• Properly conducted rapid guideline

• Strong recommendation for 10-21 days of DAPT starting 
within 24 hours of a high-risk TIA or minor CVA
– TIA: ABCD2 score of 4 or more

– CVA: NIH score of 3 or less and no persisting deficit

ABCD2 score

– Age (≥60) 1

– BP (SBP ≥140 OR DBP≥90) 1

– Clinical feature 
• unilateral weakness +/- speech imprmnt 2 

• speech w/o unilateral weakness 1

– Duration 
• ≥60 minutes 2

• 10-59 minutes 1

– Diabetes 1
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Oxygen use in hospital
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OA of the hip

• Guidelines recommend hip injection for hip OA
– Control of moderate to severe pain

– Benefit big at 1 week, still some at 8 weeks

• Multicenter RCT of IM steroids
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Methods

• Subjects
– People at least 40 y/o with radiographic evidence of hip OA 

(Kellgren/Lawrence of at least 2) 

– Pain at least 6 months

– Moderate to severe pain (at least 3) despite analgesics

• Excluded for
– DM, other (contra-)/indications for steroids, ulcers, etc.

– Didn’t speak Dutch

Methods

• Randomized to 40 mg triamcinolone IM or placebo
– Injected in same hip

• Blinded assessors evaluated scores
– Injector was not blinded

• Outcomes 
– WOMAC score (0-100)

– Pain scale (rest and walking)
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Results

• 442 pts invited
– 92 refused

– 223 didn’t met criteria

– 107 randomized

• No differences at baseline

Results

• At 2 weeks
– Pain scale at rest (-1.3)

– No difference with walking or WOMAC

• At 4, 6, 12 weeks
– Less pain with rest (-1.2, -1.4, -1.2) 

– Less pain with walking (-1.1, -1.4, -1.3)
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