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PREVENTION 

Relationship between diet and breast cancer risk in postmenopausal women (February 2020) 

Data regarding the contribution of fruits and vegetables to breast cancer risk have been 

conflicting. In a randomized trial of almost 50,000 postmenopausal women and no prior history 

of breast cancer, those assigned to an 8.5-year intervention of a low-fat diet rich in vegetables, 

fruits, and grains experienced fewer deaths as a result of breast cancer (0.037 versus 0.047 

percent), after almost 20 years of follow-up [1]. However, the absolute breast cancer risks were 

low in both groups. We continue to advise patients to consume a balanced diet for overall health 

benefits, not just breast cancer risk reduction. (See "Factors that modify breast cancer risk in 

women", section on 'Fruits and vegetables'.) 

Updated cancer statistics in the US (February 2020) 

Cancer is a global health problem and a leading cause of death in the United States. The 2020 

estimates of new cancer cases and deaths in the US have been reported, based on data collected 

through 2017, and suggest that the overall cancer death rate in the US has dropped by 29 percent 

in the past three decades [2]. This steady improvement is attributed largely to reductions in 

smoking and subsequent declines in lung cancer mortality, resulting in the largest ever single‐
year drop in overall cancer mortality of 2.2 percent from 2016 to 2017. However, treatment 

breakthroughs have also contributed, for example with immunotherapies and targeted therapies 

in melanoma. (See "Overview of the initial treatment and prognosis of lung cancer".) 

Reduction in cardiovascular events with reversal of metabolic syndrome (January 2020) 

The metabolic syndrome (diagnosed by having any three of the following five criteria: 

increased waist circumference, hypertension, low high-density lipoprotein cholesterol [HDL-

C], elevated triglycerides, or impaired glucose tolerance) is associated with an increased risk 

of cardiovascular disease. Treatment of individual components is associated with a known 

reduction in cardiovascular risk, but the benefits of reversal of the entire metabolic syndrome 

have not been quantitated. In a retrospective cohort study including over nine million Korean 

adults followed for 3.5 years, reversal of the metabolic syndrome was associated with an 

approximate 15 percent reduction in the risk of developing a major cardiovascular event, 

including myocardial infarction and ischemic stroke [3]. In addition to treatment of 
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cardiovascular risk factors, correction of metabolic syndrome should be a goal. (See "Metabolic 

syndrome (insulin resistance syndrome or syndrome X)", section on 'Cardiovascular risk 

reduction'.) 

Health effects of red and processed meat consumption (December 2019) 

Increased consumption of red and processed meat has consistently been associated with a small 

to moderately increased risk of cancer, type 2 diabetes mellitus, and mortality. However, a 

Nutritional Recommendations Consortium (NutriRECS) guideline suggested that adults 

continue their current red and processed meat consumption, noting that any evidence for the 

modest negative health effects of red and processed meat consumption was based on low-

quality evidence [4]. This guidance was based upon a systematic review incorporating previous 

benefits and harms data as well as consumer values and preferences. Although the results of 

their meta-analyses are similar to others, their use of the GRADE system (which typically 

considers observational data to be low-quality evidence) in the interpretation of the evidence 

is a point of contention, and it is unclear where these recommendations will fit with other 

dietary guidelines. Given these issues, we continue to advise people to moderate their intake 

of red and processed meats and to eat a variety of healthy protein-rich foods. (See "Healthy 

diet in adults", section on 'Protein-rich foods'.) 

Decreasing melanoma incidence among adolescents and young adults in the United States 

(November 2019) 

Results from the combined National Program of Cancer Registries-Surveillance Epidemiology 

and End Results (NPCR-SEER) database show that the incidence of invasive melanoma among 

adolescents and young adults declined between 2006 and 2015, with an annual decrease of 

approximately 4 percent [5]. A change in the sun-protection behavior among young people is 

a possible explanation for this trend. We continue to counsel all individuals, including 

adolescents and young adults, regarding the importance of sun protection to limit their risk of 

melanoma. (See "Risk factors for the development of melanoma", section on 'Incidence'.) 

Endocrine therapy for breast cancer prevention in high-risk postmenopausal women 

(November 2019) 

The US Preventive Services Task Force (USPSTF) and the American Society of Clinical 

Oncology (ASCO) have issued updated guidelines on the use of endocrine therapy as primary 

prevention in women at high risk for developing breast cancer [6,7]. For postmenopausal 

women, both guidelines now include selective estrogen receptor modulators (SERMs) and 

aromatase inhibitors (AIs) as preventive options, the latter being a new addition to the USPSTF 

guidelines. The USPSTF based its recommendations on a systematic review including two 

trials conducted in high-risk postmenopausal women, in which AIs resulted in an approximate 

50 percent risk reduction for invasive breast cancer compared with placebo [8]. We agree with 

the USPSTF and ASCO guidelines regarding the use of endocrine therapy for postmenopausal 

women at high risk for developing breast cancer. (See "Selective estrogen receptor modulators 

and aromatase inhibitors for breast cancer prevention", section on 'Treatment approach'.) 

IMMUNIZATIONS 

Updated recommendations for tetanus toxoid, reduced diphtheria toxoid, and acellular pertussis 

vaccine in the United States (January 2020) 
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In the United States, the Advisory Committee on Immunization Practices (ACIP) recently 

updated recommendations for tetanus toxoid, reduced diphtheria toxoid, and acellular pertussis 

vaccine (Tdap) to improve flexibility [9]. For individuals ≥7 years, either Tdap or tetanus and 

diphtheria toxoids (Td) may be used for the decennial booster, for wound management in past 

recipients of Tdap, and for multiple doses in a catch-up series. Administration of multiple doses 

of Tdap appears to be safe and immunogenic; whether it will affect pertussis transmission and 

control is uncertain, and Tdap is more expensive than Td. The ACIP continues to recommend 

Tdap for pregnant women, children at age 11 through 12 years, and for at least one dose in a 

catch-up series. (See "Diphtheria, tetanus, and pertussis immunization in children 7 through 18 

years of age", section on 'Age 7 through 10 years' and "Tetanus-diphtheria toxoid vaccination 

in adults", section on 'Routine adult immunization'.) 

New pneumococcal vaccination recommendations for adults ≥65 years old (November 2019) 

The United States Advisory Committee on Immunization Practices has updated its 

pneumococcal vaccination recommendations for adults ≥65 years old [10]. The committee 

continues to recommend routine vaccination with the 23-valent pneumococcal vaccine 

(PPSV23) for all adults in this age group. Shared decision making is now recommended to 

determine whether the 13-valent pneumococcal conjugate vaccine (PCV13) should be given in 

addition to PPSV23 for adults ≥65 years old who otherwise lack an indication for both vaccines 

(eg, an immunocompromising condition). The change from the prior recommendations to give 

both vaccines to all persons in this age group is based on the dramatic decline in the incidence 

of PCV13-type infections resulting from universal PCV13 vaccination in childhood. We 

concur with this new recommendation. For most otherwise healthy adults ≥65 years old, we 

consider the absolute risk of acquiring pneumococcal disease caused by a PCV13 serotype to 

be low, and the expected benefit of the additional vaccination is very small. (See 

"Pneumococcal vaccination in adults", section on 'Adults, ages 65 years or older'.) 

ACIP recommendations on catch-up HPV vaccination (September 2019) 

In the United States, the Advisory Committee on Immunization Practices (ACIP) recently 

updated its recommendations on human papillomavirus (HPV) vaccination to recommend 

catch-up vaccination for all individuals up to age 26 years (previously, the ACIP recommended 

catch-up vaccination for males only up to age 21 with certain exceptions, while UpToDate had 

supported vaccination for all up to age 26 and for select older patients) [11]. The ACIP did not 

recommend routine catch-up vaccination for adults 27 to 45 years old but noted that the 

decision to vaccinate such adults should be made individually with shared decision making. 

We suggest vaccination for individuals in this age group who have a low likelihood of prior 

HPV exposure (eg, no prior sexual experience or limited number of prior sexual partners) but 

are deemed to have a future risk (eg, expected new sexual partners). However, clinicians and 

patients should be aware that HPV vaccination of individuals older than 26 years may not be 

covered by insurance providers or other payers. (See "Human papillomavirus vaccination", 

section on 'Indications and age range'.) 

GENERAL INTERNAL MEDICINE 

Lorcaserin withdrawn from US market (February 2020) 

Lorcaserin, a serotonin 2C agonist used in the treatment of obesity, was withdrawn from the 

United States (US) market in February 2020 due to concerns over an increased incidence of 
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cancer [12]. The US Food and Drug Administration (FDA) made this recommendation based 

upon the results of a randomized trial including 12,000 patients followed for five years, in 

which more patients taking lorcaserin developed various malignancies (including colorectal, 

pancreatic, and lung cancers) compared with those taking placebo (7.7 versus 7.1 percent of 

patients). The FDA has not recommended any special or intensified screening beyond age-

appropriate cancer screening for individuals who have taken lorcaserin. Health care 

professionals should stop prescribing lorcaserin, and patients should discontinue taking it; 

alternative weight loss pharmacotherapy may be considered. (See "Obesity in adults: Drug 

therapy", section on 'Lorcaserin'.) 

Isolated diastolic hypertension and cardiovascular risk (January 2020) 

Hypertension is defined as a systolic pressure ≥130 mmHg, a diastolic pressure ≥80 mmHg, or 

both. Combined systolic-diastolic hypertension (in which both systolic and diastolic pressures 

are elevated) and isolated systolic hypertension (in which the systolic pressure is elevated but 

the diastolic pressure is normal) are associated with a higher cardiovascular risk. Isolated 

diastolic hypertension (in which the diastolic pressure is elevated but the systolic pressure is 

normal) is less common, and its prognostic implications are less clear. In a study of nearly 

60,000 individuals from four large prospective cohorts, isolated diastolic hypertension was not 

associated with a higher rate of fatal or nonfatal cardiovascular events [13]. Thus, in contrast 

to combined systolic-diastolic hypertension and isolated systolic hypertension, isolated 

diastolic hypertension may not be an independent risk factor for cardiovascular disease. (See 

"Cardiovascular risks of hypertension", section on 'Impact of hypertension on cardiovascular 

disease'.) 

Perineal powder use in adult women not associated with ovarian cancer risk (January 2020) 

A previous meta-analysis suggested an association between use of perineal talc and ovarian 

cancer, but results were driven largely by case-control studies, which are subject to recall-bias. 

A new study pooling data from four prospective cohort studies (n>250,000 women) found no 

association between use of perineal powder (eg, applied to the underwear or diaphragm 

contraceptive) and ovarian cancer risk by age 70, although data regarding the type of powder 

used was not presented [14]. This study supports the conclusion that there is no association 

between perineal powder use and ovarian cancer. However, it may have been underpowered to 

detect true but small increases in cancer risk. (See "Epithelial carcinoma of the ovary, fallopian 

tube, and peritoneum: Incidence and risk factors", section on 'Talc'.) 

Hospital readmission among high utilizers of health care services (January 2020) 

For patients who are high utilizers of health care services, programs to improve quality of care 

and reduce unnecessary medical services are being designed. However, in a randomized trial 

including 800 hospitalized high utilizers of health care services (defined as patients with 

medically and socially complex conditions, and at least one additional hospitalization in prior 

six months), hospital readmission rates 180 days after discharge were similar among those 

assigned to a multidisciplinary care-transition intervention versus usual care, despite high 

engagement with the intervention [15]. Challenges remain in designing and implementing 

programs to reduce hospital readmission among medically complex patients. (See "Hospital 

discharge and readmission", section on 'Multiple interventions'.) 

Immunizations and gout flare risk (December 2019) 
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Various factors, sometimes acting in combination, may provoke gout flares. Among these are 

conditions that may increase the proinflammatory activities of cells interacting with 

monosodium urate crystal deposits. A recent study showed that immunizations may be one 

such trigger. In this study, involving over 500 patients with established gout, immunization 

was associated with twofold higher odds of a gout flare within the ensuing 48 hours compared 

with periods when a vaccine was not administered [16]. However, other observations suggest 

that gout flares are still infrequent in absolute terms following immunizations, and these 

findings require further confirmation. (See "Clinical manifestations and diagnosis of gout", 

section on 'Factors provoking gout flares'.) 

INFINITY trial of intensive blood pressure lowering in older adults (October 2019) 

Several trials, including SPRINT, have reported cardiovascular benefits with intensive blood 

pressure lowering in older hypertensive adults. A new trial in 199 hypertensive patients aged 

≥75 years confirms a cardiovascular morbidity benefit at three years for intensive blood 

pressure lowering (24-hour systolic pressure goal ≤130 compared with ≤145 mmHg) and also 

found that intensive therapy slowed the rate of accrual of hyperintense white matter lesions in 

the brain [17]. The results of this trial support UpToDate's existing recommendation for 

intensive blood pressure lowering in older hypertensive adults. (See "Goal blood pressure in 

adults with hypertension", section on 'Older adults'.) 

PRIMARY CARE CARDIOVASCULAR MEDICINE 

New AHA scientific statement on subclinical atrial fibrillation (February 2020) 

Subclinical atrial fibrillation (SCAF) is defined as asymptomatic episodes of AF detected by 

intracardiac, implantable, or wearable monitors and confirmed by intracardiac electrogram or 

review of the recorded rhythm on the electrocardiogram. A recently published scientific 

statement from the American Heart Association (AHA) reviews the prevalence, clinical 

significance, and management of SCAF and identifies areas of controversy and consensus 

regarding indications for long-term anticoagulation [18]. Our approach to patients with SCAF 

is similar to that presented in the AHA document. (See "Overview of atrial fibrillation", section 

on 'Subclinical atrial fibrillation' and "Atrial fibrillation: Anticoagulant therapy to prevent 

thromboembolism", section on 'Short duration atrial fibrillation'.)  

Optimal antithrombotic therapy in anticoagulated patients with ACS treated medically (January 

2020) 

The optimal antithrombotic approach in patients with acute coronary syndrome (ACS) who are 

medically treated and have a long-term indication for oral anticoagulation (OAC) is not known. 

The AUGUSTUS trial used a 2x2 factorial design to compare the non-vitamin K oral 

anticoagulant (NOAC; also referred to as direct acting oral anticoagulant [DOAC]) apixaban 

with vitamin K antagonists and aspirin with placebo in over 4600 patients with atrial fibrillation 

who had ACS or needed elective percutaneous coronary intervention (PCI) [19]. All patients 

received clopidogrel. Among the nearly 1100 patients with ACS treated medically, apixaban, 

compared with vitamin K antagonist, reduced major or clinically relevant nonmajor bleeding 

as well as death and ischemic events, while aspirin, compared with placebo, had a 

nonsignificantly higher rate of bleeding and similar rate of death and ischemic events. For 

medically treated ACS patients who require long-term anticoagulation, we discharge them on 
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a NOAC plus clopidogrel. (See "Acute coronary syndrome: Anticoagulation in medically 

treated patients", section on 'Patients who require oral anticoagulant'.) 

Alcohol abstinence lowers the risk of recurrent atrial fibrillation among regular drinkers 

(January 2020) 

Alcohol excess is a risk factor for the development of new atrial fibrillation (AF) as well as a 

trigger for recurrent episodes. The effects of alcohol abstinence on preventing recurrent AF 

were evaluated in a trial that randomly assigned 140 regular drinkers with a history of AF to 

either alcohol abstinence or usual alcohol consumption; all patients were in sinus rhythm at 

baseline [20]. After six months of follow-up, the abstinence group had a significantly longer 

time before recurrent AF as well as a lower burden of AF. Longer follow-up is needed to see 

if these results can be maintained. (See "Overview of atrial fibrillation", section on 

'Prevention'.) 

Long-term antithrombotic therapy for patients with atrial fibrillation and stable CAD 

(December 2019) 

Long-term antithrombotic therapy in patients with stable coronary artery disease (CAD) and 

atrial fibrillation has traditionally combined antiplatelet and oral anticoagulant (OAC) therapy, 

but a new trial calls this paradigm into question. In the recent AFIRE trial, over 2000 patients 

with atrial fibrillation who had undergone revascularization with either percutaneous coronary 

intervention (PCI) with stenting or coronary artery bypass graft surgery more than one year 

earlier, or who had angiographically confirmed CAD not requiring revascularization, were 

randomly assigned to rivaroxaban alone or rivaroxaban plus a single antiplatelet agent (either 

aspirin or a P2Y12 inhibitor) [21]. After a median of 23 months of treatment, rates of all-cause 

mortality and major bleeding were lower among patients receiving rivaroxaban monotherapy 

compared with those receiving rivaroxaban plus antiplatelet therapy. OAC monotherapy 

appears promising as a long-term strategy but, pending additional evidence, we consider either 

OAC monotherapy or OAC plus a single antiplatelet agent to be reasonable. (See "Coronary 

artery disease patients requiring combined anticoagulant and antiplatelet therapy", section on 

'Long-term therapy studies'.) 

Premature menopause and cardiovascular risk (November 2019) 

Menopause before age 40 years is considered premature. In a United Kingdom cohort study of 

over 140,000 postmenopausal women, the incidence of a composite of cardiovascular events 

among those with natural, premature natural, and premature surgical menopause was 

approximately 6, 9, and 11 per 1000 woman-years, respectively [22]. The increased risk for 

cardiovascular disease with premature natural and surgical menopause remained after adjusting 

for cardiovascular risk factors and ever-use of hormone therapy (hazard ratio 1.36 and 1.87, 

respectively). This information is useful for counseling women with premature menopause 

about their cardiovascular risk. (See "Elective oophorectomy or ovarian conservation at the 

time of hysterectomy", section on 'Cardiovascular disease and stroke' and "Overview of 

cardiovascular risk factors in women", section on 'Menopause'.) 

Ticagrelor plus aspirin in patients with CAD and diabetes (November 2019) 

Dual antiplatelet therapy (DAPT) with aspirin and a P2Y12 inhibitor is used to improve 

cardiovascular outcomes in most patients who have undergone percutaneous coronary 
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intervention (PCI) with stenting or after acute coronary syndrome. The potential benefit from 

DAPT as preventive therapy in patients with stable coronary artery disease (CAD) and type 2 

diabetes mellitus was evaluated in the THEMIS trial, which compared ticagrelor and aspirin 

with placebo plus aspirin in over 19,000 such patients [23]. Ticagrelor plus aspirin reduced the 

incidence of cardiovascular death, myocardial infarction, or stroke (7.7 versus 8.5 percent for 

placebo at 40 months) but also increased the incidence of major bleeding and intracranial 

hemorrhage (2.2 versus 1.0 percent). Ticagrelor plus aspirin may be a reasonable preventive 

antiplatelet strategy in some patients with CAD and diabetes. (See "Overview of the prevention 

of cardiovascular disease events in those with established disease (secondary prevention) or at 

high risk", section on 'Antiplatelet therapy'.) 

Medical therapy versus invasive strategy for stable ischemic heart disease (November 2019) 

Identifying patients with stable ischemic heart disease who might benefit from 

revascularization rather than optimal medical therapy is an active area of cardiovascular 

research. In the ISCHEMIA trial, such patients were randomly assigned to an invasive strategy 

in addition to optimal medical therapy or to a strategy of optimal medical therapy with 

revascularization reserved for failure of medical therapy [24]. Results presented at the 

American Heart Association in November 2019 suggest no mortality benefit from an invasive 

approach, but we await peer review and publication to further evaluate these widely publicized 

findings. (See "Chronic coronary syndrome: Indications for revascularization", section on 

'Improvement in survival'.) 

Polypill for primary and secondary cardiovascular disease prevention (August 2019) 

Polypills, containing various combinations of medications to reduce cardiovascular disease 

risk, hold promise but have not been shown to reduce cardiovascular disease events. In a cluster 

randomized trial of a daily polypill containing hydrochlorothiazide 12.5 mg, aspirin 81 mg, 

atorvastatin 20 mg, and enalapril 5 mg (valsartan 40 mg substituted if cough developed), 

conducted among nearly 7000 persons over 50 years of age in Iran, the polypill group had 

fewer major cardiovascular events (defined as hospitalization for acute coronary syndrome, 

fatal myocardial infarction, sudden death, heart failure, coronary artery revascularization, and 

non-fatal and fatal stroke) at five years compared with an educational control, without an 

increase in adverse events [25]. The intervention was effective in participants with and without 

pre-existing cardiovascular disease. Further trials in broader populations are needed to establish 

definitive benefit. (See "Overview of primary prevention of coronary heart disease and stroke", 

section on 'Polypill'.) 

PRIMARY CARE DERMATOLOGY 

Malignancy risk in patients with psoriasis (October 2019) 

Multiple cohort and case-control studies have evaluated risk of cancer in people with psoriasis. 

The first systematic review and meta-analysis of these observational studies suggests higher 

rates of both cancer incidence and cancer mortality among patients with psoriasis [26]. The 

study also linked specific types of cancer to psoriasis, such as head and neck cancers, 

lymphoma, and colorectal cancer, and others. The findings support clinician vigilance for signs 

of symptoms of malignancy in patients with psoriasis. (See "Comorbid disease in psoriasis", 

section on 'Malignancy'.) 
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Xanthelasma and dyslipidemia (October 2019) 

The relationship between xanthelasma (picture 1), a common form of xanthoma that occurs on 

eyelid skin, and dyslipidemia has been controversial. In a meta-analysis of case-control studies, 

patients with xanthelasma had higher levels of serum total cholesterol and low-density 

lipoproteins than healthy controls [27]. Other risk markers for atherosclerosis, including serum 

apolipoprotein B level and carotid intima-media thickness, were also higher in patients with 

xanthelasma. These findings support assessment for dyslipidemia in these patients. (See 

"Cutaneous xanthomas", section on 'Plane xanthomas'.) 

Body mass index and risk for acne vulgaris (October 2019) 

Study results to date have been discordant regarding the relationship between body weight and 

risk for acne vulgaris. One of the largest studies to date, a population-based study of over 

600,000 adolescents in Israel, found an inverse relationship between the incidence of acne and 

high body mass index (BMI) [28]. Although these findings indicate a reduction in risk for acne 

as BMI increases, they do not establish a causative relationship between BMI and acne nor 

suggest that weight gain is an appropriate intervention. (See "Pathogenesis, clinical 

manifestations, and diagnosis of acne vulgaris", section on 'Body mass index'.) 

PRIMARY CARE ENDOCRINOLOGY AND DIABETES 

Quality of life in women with polycystic ovary syndrome (February 2020) 

Women with polycystic ovary syndrome (PCOS) have a decreased health-related quality of 

life, at least in part related to depression and anxiety. A meta-analysis of 36 observational 

studies reported that women with PCOS, when compared with those without PCOS, are more 

likely to have eating disorders (bulimia nervosa, binge, or any eating disorder, but not anorexia 

nervosa); sleep disorders (hypersomnia and obstructive sleep apnea); and sexual dysfunction 

(lower sexual satisfaction) [29]. In addition to screening for mood disorders, we suggest 

screening for eating disorders and sexual dysfunction. (See "Clinical manifestations of 

polycystic ovary syndrome in adults", section on 'Overall quality of life'.) 

Resveratrol does not improve glycemia in type 2 diabetes (February 2020) 

Resveratrol is a naturally occurring antioxidant, a non-flavonoid phenol, found in red wine, 

mulberries, peanuts, rhubarb, and grapes. Although a range of claims about its health benefits 

have been made, a meta-analysis of three short-term, placebo-controlled trials did not show 

any benefit for glycated hemoglobin (A1C) or fasting glucose [30]. (See "Nutritional 

considerations in type 2 diabetes mellitus", section on 'Other supplements'.) 

Metformin for the prevention of type 2 diabetes (January 2020) 

In a meta-analysis of randomized trials of metformin for the prevention of type 2 diabetes in 

high-risk individuals, metformin decreased the incidence of new-onset diabetes compared with 

standard diet and exercise but not compared with intensive diet and exercise [31]. There were 

insufficient data to address patient-important outcomes, such as micro- and macrovascular 

outcomes and mortality. These findings were largely driven by the Diabetes Prevention 

Program trial and support our suggestion to offer metformin to selected high-risk patients in 
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whom lifestyle interventions fail to improve glycemic indices. (See "Prevention of type 2 

diabetes mellitus", section on 'Metformin'.) 

Levothyroxine does not improve quality of life in adults ≥80 years with subclinical 

hypothyroidism (December 2019) 

The treatment of subclinical hypothyroidism (thyroid-stimulating hormone [TSH] above 

reference range with normal free thyroxine [free T4]) in older adults is particularly 

controversial because the distribution of TSH values in the population shifts towards higher 

values with increasing age, and the upper limit of normal in healthy octogenarians may be as 

high as 6 to 8 mU/L (instead of 4.5 to 5 mU/L). In an analysis of data from two trials in 250 

adults ≥80 years with subclinical hypothyroidism, treatment with levothyroxine compared with 

placebo did not improve hypothyroidism symptoms or tiredness scores [32]. These findings 

support our suggestion not to routinely treat subclinical hypothyroidism in older adults with 

TSH <10 mU/L (algorithm 1). (See "Subclinical hypothyroidism in nonpregnant adults", 

section on 'Hypothyroid signs and symptoms'.) 

Glimepiride and cardiovascular outcomes in patients with type 2 diabetes (October 2019) 

Although there have been long-standing concerns about the cardiovascular safety of first-

generation sulfonylureas (eg, tolbutamide), the cardiovascular effects of later-generation 

sulfonylureas (eg, glimepiride) have not been clearly established. In a trial comparing 

glimepiride with linagliptin (a DPP-4 inhibitor) in over 6000 patients with type 2 diabetes and 

elevated cardiovascular risk, the occurrence of the composite outcome (cardiovascular death, 

nonfatal myocardial infarction, or nonfatal stroke) was similar in the two groups after a median 

follow-up of 6.3 years [33]. This trial, along with a similarly designed trial that found no 

increased risk of major adverse cardiovascular events when comparing linagliptin with 

placebo, provides reassurance of the cardiovascular safety of glimepiride. (See "Sulfonylureas 

and meglitinides in the treatment of type 2 diabetes mellitus", section on 'Cardiovascular 

effects'.) 

Use of exogenous estrogen after oophorectomy (September 2019) 

Whether menopausal estrogen therapy has different effects in hysterectomized women who 

have had a bilateral salpingo-oophorectomy (BSO) is unknown. In a subgroup analysis of 

nearly 10,000 hysterectomized women aged 50 to 79 years in the Women's Health Initiative 

Estrogen-Alone Trial, the BSO and non-BSO groups that received conjugated equine estrogen 

(CEE) therapy for a median seven-year duration had a similar pattern of benefits and risks [34]. 

However, age affected some findings: women aged 50 to 59 years in the BSO group who 

received CEE had a 32 percent reduction in all-cause mortality over almost two decades of 

follow-up, while similarly aged women without BSO and older women with or without BSO 

who received CEE did not have a reduction. Also, older women with BSO had a more 

unfavorable balance of benefits and risks. The differential effects by age at initiation of 

hormone use (ie "timing effect") highlights the need for individualized care when discussing 

initiation of hormone therapy with menopausal women. (See "Elective oophorectomy or 

ovarian conservation at the time of hysterectomy", section on 'Estrogen therapy after 

oophorectomy'.) 

PRIMARY CARE GASTROENTEROLOGY 
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Eradication of H. pylori by adding bismuth to clarithromycin-based triple therapy (January 

2020) 

Eradication rates for H. pylori with clarithromycin-based triple therapy are low in areas of high 

clarithromycin resistance. In a study of over 1000 treatment-naïve patients with H. pylori, the 

addition of bismuth to clarithromycin-based triple therapy for 14 days resulted in eradication 

of H. pylori in over 90 percent of patients, with an acceptable safety profile and adherence [35]. 

Until further studies validate these results, for patients with risk factors for macrolide 

resistance, we use bismuth quadruple therapy, which does not include clarithromycin. (See 

"Treatment regimens for Helicobacter pylori", section on 'Triple therapy'.) 

AGA guidelines on laboratory testing in patients with functional diarrhea and diarrhea-

predominant irritable bowel syndrome (August 2019) 

The American Gastroenterological Association (AGA) has published updated practice 

guidelines on the role of laboratory testing in patients with functional diarrhea and diarrhea-

predominant irritable bowel syndrome [36]. They recommend stool testing for giardia and 

suggest the use of either fecal calprotectin or fecal lactoferrin to screen for inflammatory bowel 

disease. The guidelines caution against routine measurement of C-reactive protein (CRP) levels 

and suggest testing CRP levels only if fecal calprotectin and fecal lactoferrin cannot be tested. 

Our recommendations are consistent with these guidelines. (See "Clinical manifestations and 

diagnosis of irritable bowel syndrome in adults", section on 'Laboratory testing'.) 

PRIMARY CARE HEMATOLOGY AND ONCOLOGY 

Time of day for taking warfarin (January 2020) 

Although clinicians often advise patients to take warfarin in the evening, the effect of warfarin 

administration time is unknown. In a trial of over 200 people who were taking warfarin for at 

least three months and were randomly assigned to continue with evening or switch to morning 

dosing, there was no difference in the time in the therapeutic range (TTR), a widely used 

measure that correlates with clinical outcomes [37]. This trial provides reassurance that 

warfarin can be taken at any time of day once a stable dose has been established, potentially 

improving convenience and drug adherence. (See "Warfarin and other VKAs: Dosing and 

adverse effects", section on 'Establishing a maintenance dose'.) 

Gene therapy for hemophilia (January 2020) 

Results with adeno-associated virus (AAV) vectors for hemophilia gene therapy are 

encouraging. One study in 15 men with severe hemophilia A treated with an AAV5-based 

factor VIII construct showed dramatically reduced bleeding with increased factor VIII activity 

(mean activity, 20 percent) at three years [38]. Another study in three men with severe 

hemophilia B treated with an AAV5-based factor IX construct (the Padua variant, with 

increased factor IX activity) demonstrated no bleeds and a mean factor IX activity of 47 percent 

at 26 weeks [39]. Information is accruing to guide the optimal viral genome dose and the use 

of glucocorticoids to treat hepatic transaminase elevations. These AAV vectors are appealing 

because they are naturally hepatotrophic, they do not integrate into the host cell genome, and 

they are less immunogenic than adenoviral vectors. (See "Hemophilia A and B: Routine 

management including prophylaxis", section on 'Gene therapy'.) 
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Cardiomyopathy and venous thromboembolism risks in cancer survivors (October 2019) 

Cancer survivors are at increased risk for cardiomyopathy and venous thromboembolism 

(VTE) compared with the general population, but the patterns of risk over time have not been 

clear. In a United Kingdom cohort analysis of over 126,000 cancer survivors followed for a 

median of five years after diagnosis, risks for heart failure (HF) and cardiomyopathy at one 

year were increased relative to patients without cancer, with highest risks associated with 

multiple myeloma, non-Hodgkin lymphoma, leukemia, esophageal, lung, kidney, and ovarian 

cancer [40]. Unlike the risk of VTE, which declines over time, these cardiac risks continued to 

increase over the 12 years of follow up. For cancer patients who have received chemotherapy 

and/or radiation therapy, surveillance for cardiomyopathy and HF is necessary for timely 

diagnosis and treatment. (See "Cancer survivorship: Cardiovascular and respiratory issues", 

section on 'Myocardial dysfunction, cardiomyopathy, and heart failure' and "Risk and 

prevention of venous thromboembolism in adults with cancer".) 

Guidelines for genetic risk assessment for cancer (August 2019) 

Patients with a personal or family history of cancer may carry a germline genetic alteration in 

one of the BRCA genes or in another gene that increases the risk for cancer, and some such 

patients are appropriate candidates for genetics counseling and testing. Based on a systematic 

review, the United States Preventive Services Task Force (USPSTF) has recommended that 

women with a personal or family history of breast or ovarian cancer be evaluated with a familial 

risk assessment tool to determine whether they should proceed with genetics counseling 

[41,42]. However, in the setting of differing guidelines from expert groups, we continue to use 

the National Comprehensive Cancer Network (NCCN) criteria to select candidates for genetics 

evaluation, in part because risk assessment tools are cumbersome to use in a clinical setting 

and there are limitations in family history assessment. Moreover, many of the risk models only 

assess risk for alterations in BRCA and not for more moderate risk or less penetrant genes. (See 

"Genetic testing and management of individuals at risk of hereditary breast and ovarian cancer 

syndromes", section on 'Concerning personal or family history'.) 

PRIMARY CARE INFECTIOUS DISEASES 

Coronavirus 2019 (COVID-19) outbreak (January 2020) 

At the end of 2019, a novel coronavirus was identified as the cause of a cluster of pneumonia 

cases in the Chinese city Wuhan. The World Health Organization (WHO) designated it 

coronavirus disease 2019 (COVID-19; initially called 2019-nCoV). The COVID-19 outbreak 

has spread to include over 80,000 cases in China and an increasing number of cases in other 

countries [43-45]. The illness is characterized primarily by fever, cough, and bilateral infiltrates 

on chest imaging. The possibility of COVID-19 should be considered primarily in patients with 

fever and/or lower respiratory tract symptoms who reside in or have recently traveled to areas 

with community transmission (eg, China, South Korea, Iran, Italy, Japan) or who have had 

close contact with a confirmed or suspected case of COVID-19 (table 1). When COVID-19 is 

suspected, infection control measures should be implemented and public health officials 

notified. Management of documented cases is supportive. Interim guidance is available from 

WHO and the United States Centers for Disease Control and Prevention (CDC). (See 

"Coronaviruses", section on 'Coronavirus disease 2019 (COVID-19) outbreak in China'.) 

Timing of antiviral therapy for seasonal influenza (January 2020) 
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When indicated, antiviral therapy for seasonal influenza should be administered as soon as 

possible since it confers the greatest benefit within the first 48 hours of illness. However, 

treatment after this interval can still be beneficial. In a randomized, open-label, European trial, 

adding oseltamivir to usual care reduced symptom duration among outpatients age one year or 

older with influenza-like illness compared with placebo, even among those with symptom 

duration >48 hours [46]. For adults ≥65 years old with comorbidities and moderate to severe 

symptoms, oseltamivir was estimated to reduce symptoms by 2.3 to 3.2 days if started 48 to 72 

hours after symptom onset. These data support our approach to provide antiviral therapy to 

patients with severe infection or risk factors for complications (table 2), regardless of illness 

duration. (See "Treatment of seasonal influenza in adults", section on 'Timing of antiviral 

initiation'.) 

Inappropriate antimicrobial use in the outpatient setting (January 2020) 

Inappropriate antimicrobial use is common and contributes to antimicrobial resistance. Based 

upon the annual National Ambulatory Medical Care Survey, antibiotics were prescribed in 

approximately 13 percent of all ambulatory care visits in the United States [47]. Of those 

prescriptions, approximately 25 percent were determined to be inappropriate and 18 percent 

lacked an indication for prescription. This study highlights that antimicrobial stewardship 

remains a public health priority. (See "Antimicrobial stewardship in outpatient settings", 

section on 'Background'.) 

Guidelines on treatment of drug-resistant tuberculosis (January 2020) 

New guidelines on treatment of drug-resistant tuberculosis (TB) were issued by the American 

Thoracic Society (ATS), United States Centers for Disease Control and Prevention (CDC), 

European Respiratory Society (ERS), and Infectious Diseases Society of America (IDSA) in 

November 2019 [48]. They favor an individualized, all-oral regimen with an intensive phase 

of at least five effective drugs for at least 5 to 7 months after sputum culture conversion, 

followed by a continuation phase of at least four effective drugs for 15 to 21 months beyond 

sputum culture conversion. This approach is slightly more conservative than that of the World 

Health Organization with respect to the number of drugs and duration of therapy. Given 

uncertainty regarding the likely efficacy of second-line drugs and the variability in clinical 

response to therapy, we favor the approach recommended by the ATS/CDC/ERS/IDSA. (See 

"Treatment of drug-resistant pulmonary tuberculosis in adults", section on 'General principles'.) 

Dolutegravir in individuals of childbearing potential and pregnant individuals with HIV 

(January 2020) 

For most people with HIV, dolutegravir is one of the preferred agents to use as part of an 

antiretroviral regimen. However, because of emerging data informing the risk of neural tube 

defects with exposure to dolutegravir at the time of conception, recommendations on the use 

of dolutegravir by individuals of childbearing potential and during pregnancy have been in 

flux. In the United States, the Department of Health and Human Services updated its guidance 

on dolutegravir use in these populations [49,50]. For sexually active individuals of childbearing 

potential who are not using contraception, preferred antiretroviral agents include raltegravir, 

ritonavir-boosted darunavir, and ritonavir-boosted atazanavir; dolutegravir is an alternative 

agent. For pregnant individuals initiating antiretroviral therapy, dolutegravir is one of several 

preferred agents. Our recommendations are aligned with these guidelines. (See "HIV and 

women", section on 'Individuals of childbearing potential' and "Antiretroviral selection and 
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management in pregnant women with HIV in resource-rich settings", section on 'Treatment-

naïve' and "Safety and dosing of antiretroviral medications in pregnancy", section on 

'Dolutegravir'.) 

Lefamulin for the treatment of community-acquired pneumonia (November 2019) 

Lefamulin is a novel antibiotic with activity against many common community-acquired 

pneumonia (CAP) pathogens, including Streptococcus pneumoniae, Haemophilus influenzae, 

Moraxella catarrhalis, Staphylococcus aureus, and atypical pathogens. The agent was recently 

approved by the US Food and Drug Administration for the treatment of CAP based on two 

randomized trials. In one trial of >550 hospitalized adults with Pneumonia Severity indices 

≥III, clinical response rates were similar with lefamulin compared with moxifloxacin (87 

versus 89 percent) [51]. These two agents were also similarly effective in a second trial, which 

compared a five-day course of oral lefamulin with a seven-day course of oral moxifloxacin in 

>730 patients (88 versus 89 percent) [52]. Rates of adverse events leading to drug 

discontinuation were similar between groups, though diarrhea was more common with 

lefamulin. Based on these data, we have begun to adopt lefamulin into practice, specifically for 

otherwise healthy outpatients with CAP who cannot tolerate beta-lactams and wish to avoid 

the adverse effects associated with fluoroquinolones. (See "Treatment of community-acquired 

pneumonia in adults who require hospitalization", section on 'New antimicrobial agents'.) 

Sexually transmitted infections in the United States (October 2019) 

According to annual surveillance through the Centers for Disease Control and Prevention, the 

incidence of the major sexually transmitted infections, chlamydia, gonorrhea, and syphilis, all 

increased dramatically from 2014 to 2018 [53]. In particular, the incidence of syphilis increased 

by 70 percent over this time frame, with over 35,000 cases of primary and secondary syphilis 

reported in 2018. Men who have sex with men (MSM) accounted for the majority of all 

reported cases, and of them, almost half were known to have HIV infection. Syphilis rates also 

increased among women, and the rate of congenital syphilis (1300 cases in 2018) has increased 

every year since 2012. These findings highlight the importance of sexually transmitted 

infection screening and treatment, especially in MSM and pregnant women. (See "Syphilis: 

Epidemiology, pathophysiology, and clinical manifestations in HIV-uninfected patients", 

section on 'Epidemiology'.) 

FDA approval of baloxavir for patients at high risk of influenza complications (October 2019) 

The US Food and Drug Administration has expanded the approval of baloxavir for treatment 

of uncomplicated influenza to include patients who are at high risk of complications; the 

original approval included only otherwise healthy patients ≥12 years of age who have been 

symptomatic for ≤48 hours [54]. This change was based on data from a randomized trial that 

showed that in high-risk adolescents and adults with laboratory-confirmed influenza infection, 

the median time to resolution of symptoms was 73 hours with baloxavir, 81 hours with 

oseltamivir, and 102 hours with placebo. The majority of patients had underlying asthma, 

chronic lung disease, diabetes mellitus, heart disease, or morbid obesity or were ≥65 years of 

age. Either baloxavir or a neuraminidase inhibitor (eg, oseltamivir, zanamivir, peramivir) is an 

option for treatment of uncomplicated influenza in patients ≥12 years of age. (See "Treatment 

of seasonal influenza in adults", section on 'Efficacy' and "Seasonal influenza in children: 

Prevention and treatment with antiviral drugs", section on 'Efficacy/effectiveness'.) 
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Duration of therapy for streptococcal pharyngitis (October 2019) 

A 10-day course of a penicillin is standard therapy for streptococcal pharyngitis. To evaluate 

whether a shorter course using higher doses could be equally effective while reducing total 

antibiotic exposure, a randomized trial compared five days of penicillin V dosed at 800 mg 

four times daily with 10 days of penicillin V dosed at 1000 mg three times daily in 433 children 

and adults with microbiologically confirmed streptococcal pharyngitis [55]. While clinical cure 

rates were similar (90 versus 93 percent), bacterial eradication rates were lower in the five-day 

treatment group (80 versus 91 percent). Because complications of streptococcal pharyngitis, 

particularly immune sequelae, can be severe and are likely related to the presence of group A 

Streptococcus (GAS) in oropharynx, we continue to recommend a 10-day course of therapy. 

(See "Treatment and prevention of streptococcal pharyngitis", section on 'Penicillin'.) 

PRIMARY CARE NEPHROLOGY AND HYPERTENSION 

Poor adherence to guidelines for PICC placement (November 2019) 

To preserve veins for hemodialysis, guidelines recommend avoiding peripherally inserted 

central catheters (PICCs) in patients with chronic kidney disease (CKD) with an estimated 

glomerular filtration rate (eGFR) <45 mL/minute per 1.73 m2. In a prospective cohort study of 

over 20,000 patients who received a PICC in 52 hospitals in Michigan, nearly 25 percent were 

placed in patients with an eGFR below this threshold, and about 25 percent of these were placed 

for short-term access although other more appropriate venous access devices were available 

[56]. Over 90 percent of the PICCs were multilumen, which had twice the rate of catheter 

complications as single-lumen catheters. These findings suggest that knowledge gaps exist 

regarding appropriate placement of PICC catheters and that providing decision support when 

PICCs are being considered may improve adherence to guidelines. (See "Central venous access 

devices and approach to device and site selection in adults", section on 'Patient considerations'.) 

PRIMARY CARE NEUROLOGY 

Cenobamate for focal seizures in adults (January 2020) 

Cenobamate is a novel tetrazole alkyl carbamate derivative that inhibits voltage-dependent 

sodium channels. The efficacy of cenobamate for the treatment of focal (ie, partial-onset) 

seizures was established in two randomized controlled trials that enrolled over 650 adults 

[57,58]. In these trials, cenobamate at daily doses of 100 mg, 200 mg, and 400 mg reduced the 

seizure frequency by up to 55 percent relative to placebo. The most common adverse effects 

with cenobamate are somnolence, dizziness, headache, fatigue, and diplopia. Based upon these 

data, the FDA approved cenobamate for use in adults [57]. Thus, cenobamate provides a new 

treatment option for patients with drug-resistant focal epilepsy. (See "Antiseizure drugs: 

Mechanism of action, pharmacology, and adverse effects", section on 'Cenobamate'.) 

LDL-C target for secondary stroke prevention (December 2019) 

There is good evidence that intensive statin therapy to reduce low-density lipoprotein 

cholesterol (LDL-C) levels is efficacious for preventing recurrent stroke in patients with 

atherosclerotic cerebrovascular disease, but the optimal LDL-C target is not clearly established. 

In the Treat Stroke to Target (TST) trial of patients with a recent ischemic stroke or transient 

ischemic attack, patients assigned to a lower target LDL-C level of <70 mg/dL (1.8 mmol/L) 
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had a reduced rate of major cardiovascular events (a composite of ischemic stroke, myocardial 

infarction, need for urgent coronary or carotid revascularization, or cardiovascular death) 

compared with patients assigned to a higher target LDL-C level of 90 to 110 mg/dL (2.3 to 2.8 

mmol/L) [59]. These data support our approach to start high-intensity statin therapy for these 

patients, aiming for an LDL-C level of ≤70 mg/dL (1.8 mmol/L). (See "Overview of secondary 

prevention of ischemic stroke", section on 'Randomized trials of LDL-C lowering'.) 

Pitolisant, a new wake-promoting medication for narcolepsy in adults (August 2019) 

Pitolisant, a novel oral histamine H3 receptor inverse agonist, has been approved by the US 

Food and Drug Administration (FDA) for treatment of daytime sleepiness in adults with 

narcolepsy [60,61]. Approval was based on results of two trials performed in Europe, which 

found that pitolisant improved sleepiness more than placebo and to a similar degree as 

modafinil. A reduction in cataplexy was also demonstrated in one of the trials. Notable 

precautions include dose-dependent QT interval prolongation and potential drug interactions 

with some antidepressant medications. Overall, the effects and tolerability of pitolisant suggest 

that it will find use as a symptomatic therapy in patients with narcolepsy who do not respond 

adequately to or tolerate other medications. (See "Treatment of narcolepsy in adults", section 

on 'Pitolisant'.) 

Restless legs syndrome and risk of suicide (August 2019) 

In a United States insurance claims database study spanning six years of follow-up among 

nearly 170,000 adults age 20 to 65 years, a diagnosis of restless legs syndrome (RLS) was 

associated with a two- to threefold higher risk of suicide and self-harm, which remained 

elevated after adjusting for multiple confounding factors including depression, insomnia, and 

alcohol consumption [62]. The mechanism of the association is not known but does not appear 

to be fully explained by the higher prevalence of depression among patients with RLS. Further 

study is needed to better understand this finding and whether successful treatment of RLS can 

modify risk. (See "Clinical features and diagnosis of restless legs syndrome and periodic limb 

movement disorder in adults", section on 'Association with adverse health outcomes'.) 

Serious neurologic events and e-cigarette use by youth and young adults (August 2019) 

Since 2010, e-cigarette exposures (ingestion, dermal, inhalational, and ocular) have become an 

important cause of nicotine poisoning among children, but toxic exposures in adolescents and 

adults have been rare. The US Food and Drug Administration has now announced 120 reports 

of seizures or other serious neurologic symptoms, such as tremor or fainting, in youth and 

young adults who have used e-cigarettes and is investigating a potential association [63]. The 

agency requests that health care providers report detailed information about any cases of 

seizures or other neurologic events following e-cigarette use or exposure. (See "Toxic plant 

ingestions and nicotine poisoning in children: Management", section on 'Electronic cigarettes'.) 

PRIMARY CARE ORTHOPEDICS AND SPORTS MEDICINE 

Total versus hemiarthroplasty for displaced femoral neck fractures (January 2020) 

Few randomized trials have been performed to determine the best treatment for femoral neck 

fractures, and the indications for total versus hemiarthroplasty remain a subject of debate. In a 

randomized trial performed in 11 countries and involving 1495 older adults who sustained a 
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displaced femoral neck fracture, the need for a secondary hip procedure within 24 months, 

complications, quality-of-life measures, and mortality were similar for those treated with total 

arthroplasty compared with hemiarthroplasty [64]. While long-term follow-up is needed, these 

results suggest that hemiarthroplasty is a reasonable treatment option for patients who sustain 

a displaced femoral neck fracture. (See "Overview of common hip fractures in adults", section 

on 'Treatment of femoral neck fractures'.) 

Immobilization for stable ankle fractures in adults (October 2019) 

Immobilization in a cast (CI) for approximately six weeks is standard treatment for stable ankle 

fractures. However, evidence is growing that shorter periods of immobilization may permit 

comparable healing with a lower risk of complications. In a randomized, noninferiority trial of 

247 adults with stable fractures of the lateral malleolus, immobilization for three weeks in a 

short-leg walking cast or rigid ankle orthosis reduced the short-term loss of ankle mobility and 

the risk for deep vein thrombosis compared with CI, without compromising fracture healing 

[65]. While further study is needed to confirm these results, three weeks of immobilization may 

be a reasonable approach in healthy adults with uncomplicated fractures. (See "Overview of 

ankle fractures in adults", section on 'Lateral malleolar fractures'.) 

Nonoperative management of proximal humeral fractures (September 2019) 

The appropriate role for surgical versus nonoperative management of uncomplicated proximal 

humeral fractures remains unclear and evidence is limited. In a multicenter trial, 88 patients 

over 60 years with two-part humerus fractures of the surgical or anatomic neck were randomly 

assigned to operative or nonoperative management [66]. The Disabilities of Arm, Shoulder, 

and Hand (DASH) score, a validated instrument for assessing upper extremity function, was 

used to assess outcomes. At two-year follow-up, no statistical or clinically significant 

differences were noted between the two groups. While further study is needed, evidence is 

growing that nonoperative management may be appropriate in a larger share of cases than was 

previously thought. We continue to recommend that all patients with two- to four-part proximal 

humeral fractures and fractures involving the anatomic neck be referred to an orthopedic 

surgeon to discuss treatment options. (See "Proximal humeral fractures in adults", section on 

'Indications for orthopedic consultation or referral'.) 

Management of full-thickness rotator cuff tear (September 2019) 

Few trials have directly compared surgery and physical therapy for the management of full-

thickness rotator cuff tears. Moreover, the benefit of early surgical repair may not be 

appreciated when follow-up is limited to one or two years, as in previous studies. In a well-

conducted randomized trial comparing primary tendon repair and physical therapy for small 

and medium-sized (<2.5 cm) full-thickness rotator cuff tears, patients managed surgically had 

substantially better outcomes at ten-year follow-up, as determined by validated function scores, 

pain assessment, and mobility testing, than patients managed with physical therapy [67]. While 

further studies are needed to corroborate these findings, the results underscore the importance 

of close surveillance and early surgical referral, especially for young or active patients. (See 

"Management of rotator cuff tears", section on 'Treatment options and evidence'.) 

PRIMARY CARE PULMONOLOGY 

Talc pleurodesis for recurrent malignant pleural effusion (January 2020) 
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The optimal method of administering talc to the pleural space for pleurodesis in patients with 

recurrent malignant pleural effusion (MPE) is unclear. In a recent open-label trial of 320 

patients with MPE, the failure rate was similar in patients who were treated with either 4 g of 

talc slurry via small-bore chest tube or 4 g of talc poudrage via thoracoscopy (24 versus 22 

percent) [68]. However, the study may have been underpowered to detect small but possibly 

important differences. We continue to suggest bedside talc pleurodesis via a small-bore chest 

tube as our preferred method of pleurodesis in patients with recurrent MPE. (See "Management 

of malignant pleural effusions", section on 'Chemical pleurodesis alone (bedside or 

thoracoscopic)'.) 

ASCO guidelines on lung cancer surveillance after curative intent therapy (January 2020) 

The American Society of Clinical Oncology has published updated guidelines regarding 

surveillance in patients who have been treated with curative intent for lung cancer [69]. Specific 

guidance includes a recommendation for surveillance imaging with computed tomography 

(CT) every six months for two years and then annually thereafter. The guidelines also caution 

against use of fluorodeoxyglucose positron emission tomography/CT imaging, as well as 

circulating biomarkers, for surveillance. Finally, they outline that magnetic resonance imaging 

of the brain has a role for surveillance in patients with limited small cell lung cancer, but not 

in those with stage I to III non-small cell lung cancer. Our approach towards surveillance in 

lung cancer survivors is generally consistent with these guidelines. (See "Overview of approach 

to lung cancer survivors", section on 'Approach'.) 

CDC update on e-cigarette or vaping product use associated lung injury (December 2019) 

In a recent Centers for Disease Control and Prevention (CDC) report, more than 2170 cases of 

e-cigarette or vaping product use associated lung injury (EVALI) and over 40 deaths have been 

described, although rates may be declining [70,71]. The exact etiology remains under 

investigation, although products containing vitamin E acetate and tetrahydrocannabinol (THC) 

have been implicated. The most frequent symptoms were cough, shortness of breath, and 

fatigue; other symptoms included fever, chest pain, weight loss, nausea, and diarrhea. 

Approximately 80 percent of patients required supplemental oxygen and one-third needed 

mechanical ventilation. We agree with the guidelines issued by the CDC that patients should 

be admitted if they have respiratory impairment (eg, pulse oxygen saturation <95 percent) or 

comorbidities that compromise pulmonary reserve, and that patients be managed using a 

combination of supportive care, antibiotics, and, in some cases, glucocorticoids. (See "Vaping 

and e-cigarettes", section on 'Aerosol (also known as vapor) exposure' and "E-cigarette or 

vaping product use associated lung injury (EVALI)", section on 'Epidemiology'.) 

PRIMARY CARE RHEUMATOLOGY 

Updated guideline for ankylosing spondylitis and nonradiographic axial spondyloarthritis 

(December 2019) 

Updated management recommendations for ankylosing spondylitis and nonradiographic axial 

spondyloarthritis have been developed jointly by the American College of Rheumatology, the 

Spondylitis Association of America, and the Spondyloarthritis Research and Treatment 

Network [72]. The update covers agents not discussed in previous publications (eg, tumor 

necrosis factor biosimilars, secukinumab, ixekizumab, and tofacitinib) and cautions against 

discontinuation or tapering of biologic agents in patients with stable disease, among other 

https://www.lib.utdo.ir/contents/whats-new-in-primary-care/abstract/68
https://www.lib.utdo.ir/contents/management-of-malignant-pleural-effusions?sectionName=Chemical+pleurodesis+alone+%28bedside+or+thoracoscopic%29&search=NOVEL+Coronavirus&topicRef=8357&anchor=H9&source=see_link#H9
https://www.lib.utdo.ir/contents/management-of-malignant-pleural-effusions?sectionName=Chemical+pleurodesis+alone+%28bedside+or+thoracoscopic%29&search=NOVEL+Coronavirus&topicRef=8357&anchor=H9&source=see_link#H9
https://www.lib.utdo.ir/contents/management-of-malignant-pleural-effusions?sectionName=Chemical+pleurodesis+alone+%28bedside+or+thoracoscopic%29&search=NOVEL+Coronavirus&topicRef=8357&anchor=H9&source=see_link#H9
https://www.lib.utdo.ir/contents/whats-new-in-primary-care/abstract/69
https://www.lib.utdo.ir/contents/overview-of-approach-to-lung-cancer-survivors?sectionName=Approach&search=NOVEL+Coronavirus&topicRef=8357&anchor=H74793774&source=see_link#H74793774
https://www.lib.utdo.ir/contents/overview-of-approach-to-lung-cancer-survivors?sectionName=Approach&search=NOVEL+Coronavirus&topicRef=8357&anchor=H74793774&source=see_link#H74793774
https://www.lib.utdo.ir/external-redirect.do?target_url=https%3A%2F%2Fwww.cdc.gov%2Ftobacco%2Fbasic_information%2Fe-cigarettes%2Fsevere-lung-disease.html&token=rQOftHru2GU4JasQu7qsKGLJ%2FDKgfKrv0lWf7kxRIyOU8lr%2B5Na9W1%2FbZH7r235i6YxmcZZariQvPZAG3CFvNwBrKQmjOJ7s5ranLjjH1cU%3D&TOPIC_ID=8357
https://www.lib.utdo.ir/external-redirect.do?target_url=https%3A%2F%2Fwww.cdc.gov%2Ftobacco%2Fbasic_information%2Fe-cigarettes%2Fsevere-lung-disease.html&token=rQOftHru2GU4JasQu7qsKGLJ%2FDKgfKrv0lWf7kxRIyOU8lr%2B5Na9W1%2FbZH7r235i6YxmcZZariQvPZAG3CFvNwBrKQmjOJ7s5ranLjjH1cU%3D&TOPIC_ID=8357
https://www.lib.utdo.ir/external-redirect.do?target_url=https%3A%2F%2Fwww.cdc.gov%2Ftobacco%2Fbasic_information%2Fe-cigarettes%2Fsevere-lung-disease.html&token=rQOftHru2GU4JasQu7qsKGLJ%2FDKgfKrv0lWf7kxRIyOU8lr%2B5Na9W1%2FbZH7r235i6YxmcZZariQvPZAG3CFvNwBrKQmjOJ7s5ranLjjH1cU%3D&TOPIC_ID=8357
https://www.lib.utdo.ir/contents/whats-new-in-primary-care/abstract/70,71
https://www.lib.utdo.ir/contents/vaping-and-e-cigarettes?sectionName=Aerosol+%28also+known+as+vapor%29+exposure&search=NOVEL+Coronavirus&topicRef=8357&anchor=H3440161818&source=see_link#H3440161818
https://www.lib.utdo.ir/contents/vaping-and-e-cigarettes?sectionName=Aerosol+%28also+known+as+vapor%29+exposure&search=NOVEL+Coronavirus&topicRef=8357&anchor=H3440161818&source=see_link#H3440161818
https://www.lib.utdo.ir/contents/e-cigarette-or-vaping-product-use-associated-lung-injury-evali?sectionName=EPIDEMIOLOGY&search=NOVEL+Coronavirus&topicRef=8357&anchor=H1568381075&source=see_link#H1568381075
https://www.lib.utdo.ir/contents/e-cigarette-or-vaping-product-use-associated-lung-injury-evali?sectionName=EPIDEMIOLOGY&search=NOVEL+Coronavirus&topicRef=8357&anchor=H1568381075&source=see_link#H1568381075
https://www.lib.utdo.ir/contents/whats-new-in-primary-care/abstract/72
https://www.lib.utdo.ir/contents/secukinumab-drug-information?search=NOVEL+Coronavirus&topicRef=8357&source=see_link
https://www.lib.utdo.ir/contents/ixekizumab-drug-information?search=NOVEL+Coronavirus&topicRef=8357&source=see_link
https://www.lib.utdo.ir/contents/tofacitinib-drug-information?search=NOVEL+Coronavirus&topicRef=8357&source=see_link


recommendations. Our approach is generally consistent with these guidelines. (See "Treatment 

of axial spondyloarthritis (ankylosing spondylitis and nonradiographic axial spondyloarthritis) 

in adults", section on 'Guidelines of major organizations'.) 

Trial of oral glucocorticoids in hand osteoarthritis (November 2019) 

Previous trials investigating the use of systemic glucocorticoids for hand osteoarthritis (OA) 

have shown mixed results. In a new trial of 92 patients with symptomatic hand OA and clinical 

and sonographic signs of inflammation in the distal and proximal interphalangeal joints, daily 

oral prednisolone (10 mg) improved finger pain scores compared with placebo at six weeks, 

with similar side effects between groups [73]. Pain scores reverted to baseline after 

discontinuation of prednisolone. Although systemic glucocorticoids appear to provide short-

term pain relief in patients with hand OA and signs of inflammation, we do not recommend 

routine use given potential risks and side effects with longer-term use. (See "Management of 

hand osteoarthritis".) 

Relapse risk after discontinuation of tocilizumab for giant cell arteritis (November 2019) 

There is increasing evidence supporting the benefits of tocilizumab (TCZ), an interleukin (IL)-

6 receptor antagonist, as a glucocorticoid-sparing agent for the treatment of giant cell arteritis 

(GCA). The optimal duration of therapy with TCZ is unknown, and information about long-

term effects of TCZ on the disease course are limited. A small prospective observational study 

followed 17 patients from the tocilizumab arm of a randomized trial who were in remission 

after the 52 weeks of treatment [74]. Approximately half of the patients relapsed after a mean 

of six months, while the other patients stayed in remission during the mean follow-up of 28 

months. Magnetic resonance angiography (MRA) was performed in all patients, and wall 

enhancement of the descending aorta persisted in all patients at follow-up. It remains to be seen 

whether TCZ has a fundamental rather than suppressive effect on the underlying 

pathophysiology of GCA. (See "Treatment of giant cell arteritis", section on 'Tocilizumab'.) 

Atorvastatin for prevention of cardiovascular events in rheumatoid arthritis (October 2019) 

The prevalence of coronary artery disease (CAD) is increased in rheumatoid arthritis (RA), but 

whether use of a statin is beneficial for primary prevention of cardiovascular (CV) events in 

patients with RA has not been established. In a randomized trial of over 3000 adults >50 years 

old with RA and no history of CAD or diabetes, there was a nonsignificant trend towards 

reduction in composite CV risk compared with placebo; the trial was stopped early due to a 

lower-than-anticipated number of CV events [75]. The rate of adverse events was similar 

between groups. We continue to suggest that primary and secondary prevention of CV disease 

with statins is warranted in patients with RA using similar guidelines to those used in patients 

without RA. The available data are insufficient, in our view, to warrant the use of statins in 

patients whose sole evidence of increased CV risk is the presence of RA. (See "Coronary artery 

disease in rheumatoid arthritis: Implications for prevention and management", section on 'Lipid 

lowering with statins'.) 

OTHER ADULT PRIMARY CARE 

Prevalence and use of bariatric surgery in adults, United States 1993-2016 (February 2020) 
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In the United States, close to two million patients underwent bariatric surgery between 1993 

and 2016 [76]. During this period, bariatric procedures evolved from open gastric bypass or 

vertical banded gastroplasty to laparoscopic sleeve gastrectomy or gastric bypass. By 2016, 

mortality and morbidity rates decreased about 10-fold to 0.04 and 1.4 percent, respectively. 

Despite this reduction in adverse outcomes, only 0.5 percent of eligible adults underwent 

bariatric surgery in 2016. Appropriate use of bariatric surgery may be further improved by 

increasing surgical capacity, streamlining patient selection process, and overcoming referral or 

payer bias. (See "Bariatric procedures for the management of severe obesity: Descriptions", 

section on 'Prevalence'.) 

Position statement on effects of chronic opioid therapy on sleep (January 2020) 

The American Academy of Sleep Medicine has released a position statement on chronic 

opioids and sleep, which highlights opioids as a risk factor for respiratory depression during 

sleep, sleep-disordered breathing, and altered sleep architecture [77]. In-laboratory 

polysomnography (PSG) is the test of choice to diagnose sleep-disordered breathing due to 

chronic opioids; supplemental use of carbon dioxide monitoring during PSG is required to 

detect sleep-related hypoventilation. Positive airway pressure therapy is suggested in 

symptomatic patients and those with moderate to severe sleep apnea on PSG. (See "Sleep-

disordered breathing in patients chronically using opioids", section on 'Introduction'.) 

Effects of alcohol and nicotine on sleep quality (November 2019) 

Typical sleep hygiene recommendations for patients with insomnia or insufficient sleep include 

avoidance of alcohol and cigarettes in the evening (table 3). Further support for this 

recommendation comes from a recent prospective study of nearly 800 adults who kept daily 

sleep logs and underwent continuous actigraphy monitoring [78]. Evening use of nicotine was 

independently associated with more awake time during the night and decreased sleep efficiency 

(time asleep out of total time in bed). Alcohol also reduced sleep efficiency, and neither 

substance affected total sleep duration. These data bolster the rationale for refraining from 

nicotine and alcohol before bedtime to improve sleep quality. (See "Insufficient sleep: 

Evaluation and management", section on 'Improving total sleep time' and "Behavioral and 

pharmacologic therapies for chronic insomnia in adults", section on 'Sleep hygiene'.) 

A new method for gene editing (October 2019) 

Gene editing is a type of DNA manipulation in which a cell's endogenous DNA sequence is 

altered and the changes are passed down to all of that cell's progeny. This approach is not in 

widespread clinical use, but studies are ongoing in a small number of patients with monogenic 

disorders such as sickle cell disease. "Prime editing" is a new method of gene editing that was 

recently reported [79]. Unlike previous editing methods, prime editing only requires one strand 

of the DNA to be cut, and the new template DNA sequence is incorporated into the editing 

enzyme. Prime editing is not being used for clinical study; however, its features appear to 

confer a very high fidelity for correcting small DNA changes such as point mutations or small 

deletions with a low risk of off-target (unintended) effects. (See "Overview of gene therapy, 

gene editing, and gene silencing", section on 'Methods and development'.) 

Midurethral sling surgery in women with mixed urinary incontinence (September 2019) 
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For women with mixed urinary incontinence (MUI), concerns have been raised that midurethral 

sling surgery to treat stress incontinence could worsen urgency incontinence. In a trial 

evaluating the combination of behavioral and pelvic floor muscle therapy plus midurethral 

sling surgery versus surgery alone in women with MUI, the intervention had only modest 

additional benefit in symptom reduction [80]. However, approximately 85 percent of women 

in both groups reported overall symptoms were much better or very much better, and fewer 

than 5 percent reported worsening of urgency symptoms, supporting the use of the midurethral 

sling for treatment of MUI, even in women with urgency-predominant symptoms. (See 

"Treatment of urinary incontinence in females", section on 'Mixed incontinence treatment'.) 

Gene editing of the HIV receptor (September 2019) 

Preclinical research is ongoing into the use of CRISPR technology to edit genes in somatic 

(non-germline) cells; this process permanently changes the gene sequence in all of the cell's 

progeny. A recent case report described the use of gene editing in an HIV-infected individual 

with acute lymphoblastic leukemia who underwent allogeneic hematopoietic cell 

transplantation [81]. Prior to infusion, the hematopoietic stem and progenitor cells (HSPCs) 

were treated with CRISPR to ablate the HIV receptor CCR5. Donor HSPCs lacking CCR5 

were able to engraft, differentiate, and persist for over a year, but the percent of peripheral 

CD4-positive cells with CCR5 ablation was too low to allow antiretroviral drugs to be 

discontinued. There was no evidence of gene editing-related adverse events. (See "Overview 

of gene therapy, gene editing, and gene silencing", section on 'Clinical investigation of gene 

editing'.) 

Sleep duration and risk of myocardial infarction (September 2019) 

Chronic sleep insufficiency and chronic sleep excess are increasingly recognized as potentially 

modifiable risk factors for cardiovascular disease. In a prospective cohort study of nearly 

500,000 adults age 40 to 69 years and free of cardiovascular disease at baseline, self-reported 

habitual short sleep duration (<6 hours per day) was associated with a 20 percent increase in 

the relative risk of incident myocardial infarction (MI) over a median follow-up of seven years 

[82]. Habitual long sleepers (>9 hours per night) had a 34 percent increase in risk. A Mendelian 

randomization analysis supported a causal link between short sleep and MI and estimated that, 

for short sleepers, one additional hour of sleep per night would decrease the risk of MI by 20 

percent. (See "Insufficient sleep: Definition, epidemiology, and adverse outcomes", section on 

'Cardiovascular morbidity'.) 
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