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3TC=lamivudine; ABC=abacavir; ADR=adverse drug reaction; ARV=antiretroviral; CDC=Centers for Disease Control and Prevention; CI=confidence

 T-cell count ≤200 cells/mm

difference at Week 96 was –3.4% (95% CI; –6.7%, 0.0%). Based on a separate analysis, TANGO is an ongoing, Phase 3, randomized, noninferiority trial in virologically 

no documented NRTI or INSTI resistance, and were HBV negative. Primary endpoint was the proportion of patients with HIV-1 RNA ≥50 copies/mL at Week 48 using 
FDA snapshot analysis with 4% noninferiority margin. Treatment difference at Week 48 was –0.3% (95% CI; –1.2%, 0.7%). ADRs 
patients receiving DTG/3TC through Week 48 were insomnia (1.1%), constipation (0.5%), flatulence (0.5%), and headache (0.5%).

Among 741 virologically suppressed adults in the TANGO trial, 0 patients in the DOVATO arm and 1 patient in the TCR arm had confirmed virologic withdrawal 
(HIV-1 RNA ≥50 copies/mL followed by a second consecutive HIV-1 RNA assessment ≥200 copies/mL). Therefore, no patients in the DOVATO arm were 
evaluated for treatment-emergent resistance. One patient on DOVATO, who was withdrawn for protocol deviation (non-compliance with study treatment) 
and had a last-on-treatment viral load of ≥400 copies/mL, was tested and no INSTI- or NRTI-emergent resistance was detected.

TS  Cahn P, Madero JS, Arribas JR, et al. Durable efficacy of 

 J Acquir Defic Syndr
Bisshop F, et al. Efficacy and safety of switching to dolutegravir/lamivudine
fixed-dose 2-drug regimen vs continuing a tenofovir alafenamide–based 

living with human immunodeficiency virus type 1: phase 3, randomized,

Clin Infect Dis. 2020;ciz1243. doi:10.1093/cid/ciz1243.  Data on file. 

lamivudine versus dolutegravir plus tenofovir disoproxil fumarate and 

Lancet

(HIV-1 RNA <50 copies/mL) on a stable ARV regimen with no history 

were characterized by rash, constitutional findings, and sometimes

hepatic toxicity (elevated serum liver biochemistries, hepatitis, and

regimen without pre-existing hepatic disease or other identifiable

 Monitoring for hepatotoxicity is recommended

of conception through the first trimester of pregnancy due to the

consistent use of effective contraception is recommended while

laboratory findings suggestive of lactic acidosis or pronounced 
hepatotoxicity develop, including hepatomegaly and steatosis in 

The most common adverse reactions (incidence ≥2%, all grades) 
with DOVATO were headache (3%), nausea (2%), diarrhea (2%), 
insomnia (2%), fatigue (2%), and anxiety (2%).

information on potentially significant drug interactions

 Drugs that induce or inhibit CYP3A or UGT1A1 may affect the

polyvalent cation-containing antacids or laxatives, sucralfate, oral
supplements containing iron or calcium, or buffered medications.

Use in specific populations
 There are insufficient human data on the use of DOVATO

during pregnancy to definitively assess a drug-associated risk for

confirmed while taking DOVATO during the first trimester, assess the
risks and benefits of continuing DOVATO versus switching to another

individuals of childbearing potential to consistently use effective

with creatinine clearance <50 mL/min

DOVATO is as effective (86%; n=716)
as DTG + TDF/FTC (90%; n=717) with HIV-1 RNA <50 copies/mL

DOVATO is as effective 
(0.3%; n=369) as TCR (0.5%; n=372) with HIV-1 RNA ≥50 copies/mL

≥2% frequency in patients receiving DOVATO: 
headache (3%), nausea (2%), diarrhea (2%), insomnia (2%), 
fatigue (2%), anxiety (2%)

Video Intervention 
Ups HIV Treatment 
& Adherence

E
vidence shows that  

patients with HIV who 

achieve and maintain 

a suppressed viral load are 

able to maintain their over-

all health and are unlikely to 

transmit HIV. Thus, simple, 

practical interventions to help 

achieve HIV viral suppression 

that are easy and inexpensive 

to administer in clinical set-

tings are needed. For a study 

published in AIDS Care, we 

evaluated whether a brief  

video containing HIV-related  

health messages targeted to all 

patients in the waiting room 

improved treatment initia-

tion, medication adherence, 

and retention in care, as well 

as whether assessing time 

points where patients stopped 

watching and missed embed-

ded health messages could  

be used to refine the video.

We evaluated the medical 

outcomes of the “Taking 

Care of Me” video in a quasi- 

experimental trial in two HIV 

clinics in the southern US in 

2016. Approximately 2,000 

intervention patients were  

exposed during 10 months to  

a 29-minute video depicting 

persons overcoming barriers 

to starting treatment, taking 

medication as prescribed, and 

keeping medical appoint-

ments. Nearly 2,000 com- 

parison patients had visited 

the clinics in the previous 10 

months. Routinely collected  EMR data were 

abstracted for patients seen during each study 

period. We used unobtrusive systematic obser-

vations for 8 hours at each of the clinics and a 

case management facility to assess patients’  

engagement with the video and identify fre-

quently unwatched scenes. We triangulated  

the observations with the EMR data.

The video intervention was shown to be effective 

in increasing the number of patients prescribed 

treatment (60.3% vs 70.7%) and improvement 

in viral suppression (56.7% vs 62.7%), although 

there were mixed results between sites on this 

measure. No significant change in rates of return 

visits (77.5% vs 78.8%) were observed. The ef-

fects appear independent of each facilities’ typ-

ical waiting times. Triangulation enabled us to 

identify specific scenes where low levels of en-

gagement corresponded to lower-than-expected 

retention in care outcomes and edit these scenes 

to improve engagement and, potentially, inter-

vention efficacy. This feasible, easy-to-deliver 

video intervention requires minimal resources to 

deliver and may be appropriate for adoption by 

facilities serving patients with HIV.   

Mary Spink 
Neumann, PhD
Division of HIV/AIDS 

   Prevention 

National Center for HIV 

   AIDS, Viral Hepatitis, STD, 

   and TB Prevention 

CDC
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ANTIMICROBIAL COATING

T
he rate of infective endo- 

carditis (IE) in people 

who inject drugs (PWID) 

has been rapidly increasing in  

recent years, explains Michael 

Silverman, MD. Dr. Silverman 

and colleagues hypothesized 

that the type of opioid being 

injected could be an integral 

part of the increased rate of IE. 

“We postulated that exposure 

to controlled-release hydro-

morphone could be associat-

ed with an increased risk of IE 

among PWID,” he adds. To determine the effect 

that injecting controlled-release hydromorphone 

could have on PWID, Dr. Silverman and col-

leagues conducted a retrospective cohort study. 

Comparing IE Frequency
For a study published in The Lancet Infectious  

Diseases, the researchers used a large database to  

analyze 60,529 PWID. Previous research from 

the team suggested that sugars in controlled- 

release opioids can stabilize viral survival with-

in injection equipment, leading to increased 

risk for HIV and hepatitis C transmission.  

Additionally, controlled release formulations  

require more handling than regular release  

formulations, which can lead to greater risk for 

Staphylococcus aureus contamination, and the same  

sugars within the controlled release formulation 

can prolong S. aureus survival in injection equip-

ment, putting patients at risk for bacteremia. 

The study team estimated controlled-release hy-

dromorphone exposure and risk of IE by first an-

alyzing patient data in a population-level analy-

sis, identifying whether they lived in regions with 

high (≥25%) or low (≤15%) hydromorphone 

prescription rates. Patients were then matched 1:1 

by additional baseline characteristics to compare 

IE frequency. Patients with prescription data were 

analyzed to identify those who filled prescrip-

tions for controlled-release or immediate-release 

hydromorphone and matched with patients who 

filled prescriptions for other opioids. Again, the 

two groups were compared for IE frequency. 

Controlled-Release  
Hydromorphone & IE
Between April 2006 and September 2015, 733 

(1.2%) patients had IE. “Patients living in high 

hydromorphone use areas were matched with pa-

tients in low hydromorphone use areas,” explains 

Dr. Silverman. “With many patients obtaining 

their opiates from local diversion of prescrip-

tions, this allowed us to look at local availability 

for injection. We identified 254 (1.6%) hospi-

tal admissions in PWID to be for IE in regions 

with high hydromorphone use, while 113 (0.7%) 

were among PWID in regions with low use. This 

approach controlled for total opioid prescribing 

within the local communities, and therefore, sug-

gests that local community availability of this par-

ticular opioid was associated with IE incidence.” 

Through the patient-level analysis, 3,884  

patients were matched (Table) to find the fre- 

quency of IE. Patients who filled prescriptions  

for hydromorphone had a higher rate of IE than  

those who filled prescriptions for other opioids  

(2.8% vs 1.1%). This association was seen in  

patients who had taken controlled-release hydro-

morphone (3.9% vs 1.1%; adjusted odds ratio, 

3.3) but was not significant with immediate- 

release hydromorphone. “This confirms that the 

drug excipients and specific practices needed to 

inject the controlled release preparation predis-

pose patients to IE,” adds Dr. Silverman.

Protecting PWID 
When considering next steps, Dr. Silverman 

believes avoiding prescribing controlled-release 

opioids could reduce the burden of infectious 

complications, such as HIV, hepatitis C, and  

IE. “Other controlled-release opioids also need to 

be studied to determine their ability to support 

bacterial and viral contamination in injection 

drug equipment,” adds Dr. Silverman. “In light 

of ongoing diversion and misuse, the specific 

rates of infectious complications of various drugs  

when injected need to be clarified so that only 

those at lowest risk are prescribed. The details 

of patient practices associated with injection of  

drugs needs further study so that we can intervene 

more effectively in protecting our community.” 

Table   Baseline Characteristics
The table shows baseline characteristics of matched patients prescribed non-hydromorphone opioids 
and those prescribed hydromorphone.

 Demographics
Other opioids 

(n=3,884)
Hydromorphone 

(n=3,884)
Standardized 

difference

Age at cohort entry, mean (SD) 44.4 years (8.4) 44.4 years (8.4) 1%

Sex, n (%)

Female 1,729 (44.5%) 1,679 (43.2%) 3%

Male 2,155 (55.5%) 2,202 (56.8%) 3%

Location, n (%)

Urban 3,582 (92.2%) 3,582 (92.2%) 0%

Rural 302 (7.8%) 302 (7.8%) 0%

Missing data <6 <6 0%

Socioeconomic status, n (%)

1 (poorest) 1,753 (45.1%) 1,685 (43.4%) 4%

2 958 (24.7%) 960 (24.7%) 0%

3 534 (13.7%) 549 (14.1%) 1%

4 369 (9.5%) 436 (11.2%) 6%

5 (richest) 240 (6.2%) 227 (5.8%) 1%

Missing data 30 (0.8%) 27 (0.7%) 1%

Comorbidities, n (%)

Alcoholism 312 (8.0%) 270 (7.0%) 4%

Bipolar disorder 84 (2.2%) 47 (1.2%) 7%

Chronic liver disease 386 (9.9%) 517 (13.3%) 11%

Congestive heart failure 164 (4.2%) 182 (4.7%) 2%

Coronary artery disease 35 (0.9%) 51 (1.3%) 4%

Depression or anxiety disorder, or both 963 (24.8%) 897 (23.1%) 4%

Hepatitis B 12 (0.3%) 25 (0.6%) 5%

Hepatitis C 917 (23.6%) 999 (25.7$) 5%

HIV 261 (6.7%) 286 (7.4%) 3%

Schizophrenia or other psychotic disorder 60 (1.5%) 37 (1.0%) 5%

Self-harm 705 (18.2%) 580 (14.9%) 9%

Medication use, n (%)

Antibiotics 2,141 (55.1%) 2,178 (56.1%) 2%

Anticoagulants 13 (0.3%) 16 (0.4%) 1%

Antipsychotics 1,059 (27.3%) 1,033 (26.6%) 2%

Benzodiazepines 2,037 (52.4%) 1,959 (50.4%) 4%

Lithium 50 (1.3%) 41 (1.1%) 2%

Estimates of comorbidity, mean (SD)

Unique drugs used in past 12 months 10.6 (5.6) 11.0 (6.0) 7%

Hospitalizations in past 12 months 2.1 (2.8) 2.4 (3.3) 10%

Emergency room visits in past 12 months 7.3 (10.6) 8.0 (11.1) 7%

Family physician visits in past 12 months 26.8 (25.5) 29.1 (26.9) 9%

Electrocardiograms, n (%) 897 (23.1%) 1,221 (31.4%) 19%

* Note: Standardized differences (SD) describe a difference between group means as a percentage of the pooled SD. SDs greater than 10% represent
meaningful imbalances. To minimize the risk of re-identification, values of 5 or less are reported as <6.

Source:  Adapted from: Silverman M, et al. Lancet Infect Dis. 2020;20(4):487-497.
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Half of Med School 
Graduates Beginning 
Surgical Residency 
Feel Unprepared 

A
survey of 3,693 first- and 

second-year surgical res-

idents found that 48.1% 

said medical school did not 

adequately prepare them for 

the rigors of surgical residency. 

Although the more overnight 

calls a student participated in, 

the more significantly likely  

they were to have felt adequately prepared for 

residency, only 51.6% reported taking call less 

than twice per month, as did 43.3% during 

sub-internships. However, one-third of those 

who took call more than four times per month 

still felt unprepared. Other factors limiting pre-

paredness included rules and regulations lim-

iting what students could do during clerkships 

and students acting as observers only when  

taking overnight call. Meanwhile, residents who  

felt well prepared for surgical training reported 

significantly fewer symptoms of emotional ex-

haustion, depersonalization, and burnout.

The paper, published in JAMA Surgery, sur-

veyed residents who were training at hospitals 

that participated in the Flexibility in Duty Hour  

Requirements for Surgical Trainees (FIRST) trial.

A faculty member interview as part of the inves-

tigation noted that in the current culture, med-

ical students were not allowed to write progress 

notes. A program director said, “I think that 

we’ve done a real disservice to the medical stu-

dents at this point, giving them an improper  

perception of what residency means and what 

going into surgery means in general.”

These findings did not surprise me. In 

one of my first blog posts in 2010, I 

wrote, “The third-year surgery rota-

tion in medical school is not nec-

essarily a good simulation of what 

it’s like to be a surgical resident.” 

The school I was with at the time 

had mandated that the students be 

allowed to go to bed at 11:00pm and 

only be awakened for major cases. I 

further explained this in a 2012 post, 

saying, “I believe a major cause [of 

attrition] is that medical students 

do not understand what surgical 

residency training is really like. In some schools, 

third-year [surgical] clerkships are as short as 4 

to 6 weeks, and part of that time may be spent 

on clinic or subspecialty rotations.” I also point-

ed out that many schools limited the amount of 

overnight call for students to once per week, re-

sulting in “an unrealistic picture of what a surgi-

cal residency is like.”

The authors of the JAMA Surgery paper conclud-

ed, “Adequate exposure to the necessary realities 

of surgical training and independent practice, par-

ticularly overnight call during the medical school 

clerkship, may [my emphasis] contribute to im-

proved preparedness, lower attrition, and lower 

rates of burnout in general surgery residency.”

I hope the paper is widely read by medical and 

surgical educators.  

Written by

Skeptical Scalpel
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Dealing With  
Non-Compliant Patients:

Avoiding Liability
The first step in avoiding liability due to patient 

non-compliance is identifying that the patient  

actually is non-compliant. Then, ask about the 

reason for it and do what you can to counter  

it. Your record must reflect your attempt to  

determine what correctable issues underlie the 

non-compliance and what steps you took to 

counter it. If non-compliance is not solvable as 

a single issue and verbal reminders are not fruit-

ful, you can consider a treatment contract, which 

breaks the compliance into specific acts of pa-

tient cooperation that may be easier to follow. 

Your last option is an “at risk” letter that states 

the specific non-compliant acts and their clinical 

consequences. This can include the warning that 

a failure to correct the non-compliance will result 

in termination from the practice. You should not 

create a “decline” note in which the patient signs 

their refusal to comply. You would be retaining 

the patient in your practice despite being unable 

to treat them as you believe is proper. 

Your records need to demonstrate that the pa-

tient is being non-compliant rather than just 

being ill-informed. Descriptions of the patient’s 

non-compliant conduct should state the fact of 

the non-compliance undeniably but without con-

demnatory or self-serving language. But it should 

not be so removed as to become meaningless in 

convincing a reviewer that you are not an appro-

priate target or in closing off patient claims that 

you never said something you actually did.  

When the therapeutic relationship is irrevoca-

bly broken down and it is necessary for you to 

step away because the patient is actually prevent-

ing you from practicing medicine properly, you 

will have to terminate them from your practice. 

You will then have to consider abandonment. If 

you are going to take the maximum step against 

someone who is already in opposition to you,  

do so carefully. Non-compliance leading to no 

option but termination is a gradual process by 

definition and so an evaluator will want to see 

that it was handled that way. 

You should also consider stating the reason for  

the termination in a letter. The general rule is to 

not give a specific reason, but here stating, “As 

we have discussed, and as outlined in the treatment 

contract that you agreed to, it was essential that 

you follow through on prescribed care. Due to your  

continued refusal to follow treatment guidelines, 

this practice will no longer be able to retain you as a  

patient as of (date),” may stop a retaliatory process 

before it starts. 

This article was written by Dr. Medlaw, a physician and 

medical malpractice attorney. 


