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Dialysis Centers Adapt to Evolving COVID-19 Outbreak

Maintaining patient care, reducing transmission are priorities

By Bridget M. Kuehn

falysis centers across the country are taking

extraordinary measures to ensure the safety

of patients and staff during the Coronavirus

Disease-2019 (COVID-19) pandemic. The
team at Seattle’s Northwest Kidney Centers found itself
on the leading edge of that effort when they learned that
one of their dialysis patients was the first US fatality.

“Our guiding principles were first and foremost to
ensure that patients are coming to dialysis,” said Suzanne
Watnick, MD, Chief Medical Officer, Northwest Kidney
Centers.

Watnick and Elizabeth McNamara, Vice-President of
Patient Care Services and Chief Nursing Officer, shared
their experiences during a webcast hosted by ASN’s Neph-
rologists Transforming Dialysis Safety (NTDS) initiative.
They were joined in the call by leaders from NTDS and
Shannon Novosad, MD, MPH, a medical officer with the
Dialysis Safety Team in the Centers for Disease Control
and Prevention’s (CDC) Division of Health Care Qual-
ity Promotion. ASN has also teamed up with the CDC
to create a COVID-19 Response Team that meets weekly.
The team published its first set of recommendations in the

Proteinuria After AKI Predicts Kidney
Disease Progression, Study Suggests

or hospitalized patients with acute kidney injury
F (AKI), postdischarge measurement of albuminuria

may improve the ability to identify patients at high-
er subsequent risk of progressive kidney disease, according
to a prospective, multicenter cohort study reported in the
March issue of JAMA Internal Medicine.

Patients with an episode of AKI are at high risk of
rapidly declining kidney function. New approaches are
needed to identify those patients at highest risk of kidney
disease progression.

Doubling of the urine albumin-to-creatine ratio
(UACR) after hospital discharge is associated with a 1.5-

fold increase in the odds of kidney disease progression,
according to the report by the Assessment, Serial Evalu-
ation, and Subsequent Sequelae in Acute Kidney Injury
(ASSESS-AK]) investigators. The lead author is Chi-yuan
Hsu, MD, MSc, chief of the division of nephrology at the
University of California, San Francisco.

“Proteinuria level is a valuable risk-stratification tool in
the post-AKI period,” Hsu and coauthors write. “These re-
sults suggest there should be more widespread and routine
quantification of proteinuria after hospitalized AKI.”

The researchers analyzed data on 1,538 hospitalized

Continued on page 3 >

Clinical Journal of the American Society of Nephrology and
expects to issue frequent updates. It is all part of an ongo-
ing effort by leaders in nephrology to help keep clinicians
abreast of the latest information in the rapidly evolving
pandemic.

“It’s a challenge being on the forefront of an evolving
pandemic,” McNamara said. “That’s what I told the staff:
“What we said yesterday might change today. What we said
two hours ago might change, and it’s not because we have
wrong information. It’s because we're finding out new infor-
mation, so we have to stay facile. We have to able to adapt.”

Evolving US response

Given how much the COVID-19 outbreak has evolved
since it was declared a pandemic by the World Health Or-
ganization on March 9, 2020, Novosad said it is critical
for dialysis centers to plan ahead for what may come next.

Watnick said they immediately began coordinating
their efforts with the CDC and local public health au-
thorities to facilitate their response and crafted a letter to
patients notifying them of the patient death and the pre-
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Proteinuria After AKI

Continued from page 1

adults from the ASSESS-AKI Study. Patients were enrolled
3 months after discharge from four North American clini-
cal centers, representing a range of hospital settings. Dur-
ing their hospital stay, 769 patients had an episode of AKI,
defined as a relative increase of at least 50%, or 0.3 mg/dL
in serum creatinine (SCr), compared to the most recent
outpatient measurement (7 days to 1 year before admis-
sion). The patients were 519 men and 250 women, mean
age 63.7 years; 15.2% were black. Median duration of the
AKI episode was 2 days.

Patients in the AKI cohort were matched to 769 adults
without AKI at index hospitalization. Both groups made
an outpatient research study visit 3 months after hospital
discharge. At this visit, mean estimated glomerular filtra-
tion rate (€GFR) was 65.7 mL/min/1.73 m? in the AKI
group, compared to 72.7 mL/min/1.73 m? in patients
without AKI. For AKI patients, the mean peak SCr value
was 2.46 mg/mL.

At the study visit, patients also underwent random
urine UACR measurement, with median values of 21
mg/g in the AKI group and 11 mg/g in patients without
AKI. Patients with an episode of AKI were more likely to
have UACR values between 30 and 300 mg/g (microalbu-
minuria), 27.4% versus 19.4%; as well as over 300 mg/g
(macroalbuminuria), 15.5% versus 6.5%.

Data analysis focused on potential predictors of sub-
sequent kidney disease progression, including proteinuria,
eGFR, and a range of clinical and demographic variables.
Progressive kidney disease was defined as halving of esti-
mated eGFR or diagnosis of kidney failure.

Higher UACR linked to increased odds of
kidney disease progression

Median follow-up was 4.7 years. During this time, kid-
ney disease progression occurred in 138 patients: a rate of
9.0%. Fifty-cight of the patients with progressive disease
were diagnosed with kidney failure. Of the 138 patients,
97 were in the AKI group.

Patients with higher UACR at the 3-month postdis-
charge visit were significantly more likely to have kidney
disease progression: hazard ratio 1.53 for each doubling
of UACR.

“The performance of postdischarge UACR was better in
patients who experienced AKI than in patients discharged
without AKI,” Hsu and coauthors write. C statistics were
0.82 versus 0.70, respectively.

Post-AKI eGFR was also a predictor of kidney dis-
ease progression: HR 1.50 per each decrease of 10 mL/
min/1.73 m* However, the C statistic of 0.77 was lower
than the corresponding C statistic for post-AKI UACR
(again 0.82). In a comprehensive model incorporating
clinical risk factors, discrimination for predicting kidney
disease progression was greater in patients who had AKI
than in those who did not: C statistic 0.85 versus 0.76.

In the overall ASSESS-AKI population—after ac-
counting for UACR, eGFR, and traditional CKD risk fac-
tors—neither the presence nor severity of AKI was inde-
pendently associated with kidney disease progression. But
UACR remained a significant, independent risk factor, as
did eGFR. The findings are consistent with previous stud-
ies (such as James et al., 2017) suggesting that AKI stage is
less important than kidney function at discharge.

Patients with
higher UACR
at the 3-month
postdischarge visit
were significantly
more likely to have
kidney disease
progression.

Call for more routine quantification of
proteinuria after hospitalized AKI

Two recent reports have reported increases in proteinuria
after AKI, “potentially reflecting residual renal parenchy-
mal injury,” according to Hsu and coauthors. In a VA
study, Parr et al. (2018) found that AKI patients were
more likely to have 1+ or greater proteinuria in the year
after discharge, compared to matched controls without
AKI. Another report by Hsu and colleagues (2019), based
on analysis of the prospective ASSESS-AKI and CRIC co-
horts, concluded that “an episode of hospitalized AKI was
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independently associated with a 9% increase in the urine
protein-to-creatinine ratio.”

The new results provide evidence that measuring pro-
teinuria after AKI can help predict subsequent loss of kid-
ney function—even more strongly than post-AKI eGFR.
“[Olnce post-AKI proteinuria, post-AKI eGFR, and other
known CKD risk factors are taken into account, patients
who experience AKI during hospitalization have similar
renal prognoses compared with hospitalized patients who
did not experience AKI,” Hsu and colleagues write. The
authors note some important strengths of their prospective
cohort study, including rigorous measurement of protein-
uria about 90 days after hospital discharge. They note that
their findings are consistent with Healthy People 2020 ob-
jectives to increase the proportion of hospitalized patients
with AKI who undergo follow-up renal assessment within
6 months after discharge.

Previous studies of renal outcomes have focused on SCr,
but proteinuria is not commonly assessed. “Our findings
demonstrate that proteinuria after AKI carries important
prognostic information not conveyed by serum creatinine
alone and that clinicians should not be falsely reassured by
the latter,” Hsu and colleagues write.

Because proteinuria is itself a potentially modifiable
risk factor, treatments to reduce proteinuria—including
blood pressure control and angiotensin converting enzyme
inhibitors or angjotensin receptor blockers—might lower
the risk of adverse outcomes after AKI. Several recent stud-
ies have suggested benefits of ACE-I or ARB therapy for
patients with AKI, many of whom also have other indica-
tions, although these medications “appear to be underuti-
lized” after AKI, according to the authors.

Opverall, the findings add evidence that “increased pro-
teinuria (and decreased eGFR) [are] potentially key steps
in the causal pathway linking AKI to CKD.” The ASSESS-
AKI investigators conclude: “Our results suggest there
should be more widespread and routine quantification of
proteinuria after hospitalized AKI, perhaps similar to how
patients with diabetes mellitus undergo screening for pro-
teinuria.”

The paper discussed in this article is:

1. Hsu CY, et al. Post-acute kidney injury proteinuria and
subsequent kidney disease progression: The Assessment,
Serial Evaluation, and Subsequent Sequelae in Acute
Kidney Injury (ASSESS-AKI) Study. JAMA Intern Med
20205 180:402—410.

Other papers mentioned:

1. James MT, et al. Derivation and external validation of
prediction models for advanced chronic kidney disease
following acute kidney injury. JAMA 2017; 318:1787—
1797.

2. Parr SK, et al. Acute kidney injury is a risk factor for
subsequent proteinuria. Kidney Int 2018; 93:460—469.

3. 3.Hsu CY, et al. Impact of acute kidney injury on
urinary protein excretion: analysis of two prospective
cohorts (ASSESS-AKI and CRIC). J Am Soc Nephrol
2019; 30:1271-1281.
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Dialysis Centers Adapt

Continued from page 1

cautions they would be taking.

“We wanted to be transparent and felt they had the
right to know,” McNamara said. Staff were trained in
droplet precautions and protocols to follow for patients
with suspected or confirmed cases, patients were screened
for potential symptoms, and strict protocols for regular
disinfection of all surfaces were enacted.

Alan Kliger, MD, chair of NTDS, noted that older
patients, particularly those older than 80 years, and those
with chronic conditions like heart disease, lung disease,
and diabetes appear to have the greatest risk of dying. Al-
though data are limited, he noted that patients with kid-
ney disease are expected to be at higher risk.

“Kidney care patients typically have multiple chronic
conditions, which make them a vulnerable population in
general, and it’s no different in this situation,” said Jeff Giul-
lian, chief medical officer for DaVita, in an e-mail interview.
“The safety of patients is our top priority, which is why we've
been actively educating both patients and clinicians on the
importance of maintaining discipline with infection control
practices and the CDC’s established best practices for help-
ing prevent exposure to this and other diseases.”

Communication with patients is critical, Kovosad em-
phasized. This should include basic information about
COVID-19 through posters, letters, or staff talking points.
Patients should know what symptoms to look for such as
fever, cough, sore throat, and muscle aches. They should
also be educated about the precautions being taken to pro-
tect them and how they can help, for example, by using
cough etiquette or proper handwashing.

“It helps patients take an active role in staying healthy
and it also helps a number of procedures that clinics will be
implementing, such as screening,” she said.

Communication with staff and transparency about
procedures and policies is also vital, Kovosad said. Staff
need to be kept up to date on how to keep themselves and
patients safe. They must be trained in the use of protective
equipment and have easy access to it and receptacles for
disposal. She also said dialysis centers should ensure sick
leave policies are “non-punitive and flexible” and that staff
know what they are.

“It’s important that healthcare personnel understand
they can be a source of infection both to other patients and
fellow staff members and they shouldnt report to work
when ill,” she said. If they develop symptoms at work, they
should immediately don a mask, inform their supervisor,
and leave the treatment area. During times of community
transmission or when infected patients are in the facility,
they may also want to check their temperature regularly.

Multidisciplinary cooperation and planning are also
key. Giullian said DaVita established domestic and inter-
national task forces in January, made up of people who
specialize in emergency management, infection control,
and supply chain management and communications.
They've also been working closely with the CDC, ASN,
Kidney Community Rapid Response, and other provid-
ers, he said.

“What many people dont know is how connected and
supportive providers in the kidney care community are of
one another in times of need,” he said. “Establishing and
engaging proactively and consistently with these organiza-
tions helps all of us better support our patients.”

One step that all facilities should take now is an inven-
tory of their personal protective equipment and preparing
to have supplies conveniently available, Kovosad said.

“If your facility is concerned about a potential or immi-
nent shortage of [personal protective equipment], definite-
ly contact your state or local health department,” she said.
“They are in the best position to help you troubleshoot
through temporary shortages.”

“We worked closely with our vendors and distributors
to secure supplies of medications, dialysis disposables, and

personal protective equipment,” Giullian said.

Facilities should also develop triage protocols, for ex-
ample, having symptomatic patients call ahead. Sympto-
matic patients should wear masks while in the facility, be
kept at least six feet from other patients, and be dialyzed at
the end of a row or in a private room with the door closed,
if available, Kovosad said. If a center has numerous symp-
tomatic patients, they may wish to begin cohorting them
and the staff who treat them, for example, dialyzing them
on the last shift to allow for disinfection.

When a patient is diagnosed with COVID-19, the
local public health department should be notified imme-
diately, she said. These patients, or those with suspected
cases, should be treated in a separate room, but negative air
pressure is not currently recommended, she noted.

“We can provide dialysis to patients with COVID-19,”
Watnick emphasized. “We have an obligation as a com-
munity to provide it so our patients are receiving the safest
and most effective care.”

Watnick offered reassuring advice to other centers
about the outbreak. She emphasized following the lat-
est science and working in collaboration with the CDC
and local public health authorities. She also emphasized
the role centers can play in helping to reassure staff and
patients. Watnick noted that their centers are in daily com-
munication with staff, including having daily conference
calls to field questions.

“There’s a lot of fear, a lot of anxiety, not only for our

There’s a lot of fear, a lot
of anxiety, not only for our
patients, but also for our staff
and the community in general.
.. .But... centers can provide

reassurance, be transparent,
communicate well, and provide
as much support as possible
for patients, the dialysis staff,
and the medical staff.

patients, but also for our staff and the community in gen-
eral,” Watnick said. But she said centers can provide reas-
surance, be transparent, communicate well, and provide

as much support as possible for patients, the dialysis staff,
and the medical staff.

International perspectives

While some US dialysis centers are still bracing for the
effects of COVID-19, their colleagues in other parts of
the world are offering advice and early data about what
to expect. In a recent overview of the data, Vivekanand
Jha, MBBS, MD, DM, PhD, President of the Internation-
al Society of Nephrology and Executive Director of the
George Institute for Global Health in Newtown, Australia,
highlighted the data so far on the potential kidney effects
of COVID-19.

“The data is limited essentially to people who present
to hospitals and are admitted afterward—individuals who
have a more advanced COVID infection,” he cautioned.

Among people admitted to hospitals with the infec-
tion, more than half had some kidney involvement such
as proteinuria and a smaller proportion also had a decline
in the filtration function of the kidneys, Jha noted. In an
unreviewed manuscript published on the preprint server
medRxiv, Yiquiong Ma, of the department of nephrol-
ogy at Renmin Hospital of Wuhan University in China,
described the experience of one dialysis center in Wuhan
where the virus originated. Between January 14, 2020, and
February 17, 2020, 37 of the center’s 230 hemodialysis

patients and 4 of its 33 staff were diagnosed with COV-
ID-19. Seven patients died during that period, including
6 with COVID-19. The COVID-19-infected dialysis
patients had a different immunologic profile than other
patients infected with the virus. The dialysis patients had
fewer lymphocytes and fewer inflammatory cytokines.

The Chinese Society of Nephrology and the Taiwan
Society of Nephrology have leveraged their countries’ ex-
perience on the leading edge of the pandemic to develop
guidelines for dialysis centers around the globe. A sum-
mary of the guidelines was included in Jha’s paper. Among
the recommendations are screening patients at the door,
separating staff during lunch breaks, appropriate protec-
tive gear for staff, protective gear for transport personnel,
and cohorting patients and staff to avoid cross-contamina-
tion. Communication was also emphasized.

Most dialysis centers around the world are adapting on
the fly. Jha said the unprecedented scale of the pandemic
makes it a unique situation compared to the previous out-
breaks of the related SARS and MERS viruses.

“Dialysis units are developing their own practices for
containment,” Jha said. The key, he said, is to ensure
uninterrupted access to dialysis including for those with
COVID-19 infections. He also argued for judicious use of
protective gear in the face of potential shortages, “just to
make sure that we maintain a sense of balance as we deal
with this condition.”

Kliger, the lead author of the COVID-19 Response
Team’s recommendations, echoed the call for a steady re-
sponse through the pandemic.

We are witnessing a response to a pandemic that we
have never seen before,” Kliger wrote. “Such unprecedent-
ed steps create anxiety and uncertainty in us all.”

But he noted that most people with COVID-19 infec-
tions develop mild symptoms and survive without compli-
cations. Children seem to do well. Elderly and high-risk
people must think carefully about how to protect them-
selves.

Our best strategy to stop viral transmission is frequent
hand hygiene, social distancing, avoiding contact with
infected people, and if we develop symptoms, self-quar-
antine, use cough/sneeze etiquette, wash surfaces with
disinfecting spray or wipes and keep informed about best
practices from the CDC and local health departments. |l
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ASN Seeks Policy Changes to Aid Kidney
Care During COVID-19 Pandemic

By Bridget M. Kuehn

’ I Yhe ASN is working closely with the US govern-
ment to ensure the safety and health of the more
than 37 million Americans living with kidney

diseases during the COVID-19 pandemic.

On March 18, 2020, ASN President Anupam Agar-
wal, MD, FASN, and leaders from 15 other professional
medical societies met by phone with President Donald
Trump to stress the unique challenges of caring for pa-
tients during the pandemic. The more than 500,000 US
patients on dialysis and the 222,000 with kidney trans-
plants are among those most vulnerable to the spread of
COVID-19.

Other leaders of the US COVID-19 response team
participating in the call included Vice President Mike
Pence, US Department of Health and Human Services
(HHS) Secretary Alex Azar, US Centers for Disease
Control and Prevention Director Robert Redfield, MD,
Centers for Medicare & Medicaid Services Administrator
Seema Verma, and Coronavirus Response Coordinator
Ambassador Deborah Birx, MD.

During the call, Dr. Agarwal expressed ASN’s com-
mitment to working with the vice president and his task
force, partners within the federal agencies, and conges-
sional representatives to ensure the unique needs of kid-
ney patients are met during the pandemic. He explained
that testing and personal protective equipment shortages
are felt acutely by dialysis and transplant patients and by

healthcare professionals.

ASN submitted a letter to HHS Secretary Azar asking
him to prioritize COVID-19 testing for dialysis and trans-
plant patients and for both living and deceased donors.
ASN also requested several temporary policy changes
during the pandemic, including a pause in Quality As-
sessment and Performance Improvement (QAPI) require-
ments that mandate home patients receive routine test-
ing at dialysis centers and a temporary suspension of the
QAPI reporting requirement.

Already, the Medicare program has relaxed its rules for
telehealth visits to reduce the need for patients to leave
their homes for care. The decision was strongly supported
by ASN. The change will allow nephrologists, other phy-
sicians, nurse practitioners, clinical psychologists, and li-
censed social workers to provide telehealth to any home.
Services may include office visits, mental health coun-
seling, and preventive screening.

“During the COVID-19 national emergency, covered
health care providers subject to the HIPAA Rules may
seek to communicate with patients, and provide telehealth
services, through remote communications technologies,”
according to the Office for Civil Rights (OCR). To fa-
cilitate this, the OCR will “exercise discretion” and not
enforce HIPAA restrictions that had previously limited
which technologies could be used for the duration of the
COVID-19 public health emergency. M
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COVID-19

Response Team
Recommendations
for Dialysis Facilities

r I “Vhe ASN, working in conjunction with the
Centers for Disease Control and Prevention
(CDCQ) has put together recommendations
for dialysis facilities on managing the COVID-19

pandemic. A brief summary of each recommenda-
tion is available here:

® Al patients should be screened for symptoms on
arrival. Symptomatic patients should be advised
to call ahead. Those with symptoms or at risk
because of likely exposure to COVID-19 should
wear a mask while in the facility.

B Datients with suspected or confirmed COV-
ID-19 should be isolated. A separate room with
a closed door (not a room used for hepatitis B
positive patients) should be used if available. Or
patients may be cohorted in a shift, at a facility,
or if no other option exists, at the end of a row
with a mask at least six feet from other patients.

B Padents should be instructed on mask use, cough
etiquette, and proper tissue disposal.

B Dialysis staff should employ standard contact
and droplet precautions, including isolation
gowns, gloves, masks, and eye shields or goggles.
Protective gear must be used judiciously in the
face of shortages.

B Routine disinfection of surfaces and equipment
should be used.

B Dublic health officials should be notified prompt-
ly of possible COVID-19 cases.

B Review online guidance from the CDC and
ASN frequently. Recommendations are likely to
be updated frequently.

Source: Kliger A and Siberzweig J. Mitigating risk
of COVID-19 in dialysis facilities. Clin J Am Soc
Neph March 16, 2020. hreps://doi.org/10.2215/
CJN.03340320

AKl Is a ‘Risk Multiplier’ for Complications After Hip Replacement

Patients who develop acute kidney injury (AKI) after pri-
mary total hip arthroplasty (THA) are at increased risk
for adverse outcomes, including complications and death,
reports a study in Arthritis Research & Therapy.

On analysis of the US National Inpatient Sample from
1998 to 2014, the researchers identified a cohort of 4.1
million primary THAs. Of these, approximately 61,000
developed AKI: a rate of 1.5%. The primary outcome of
interest was the rate of complications (including infection
and revision arthroplasty) and mortality associated with
AKI after THA. Healthcare utilization and transfusion
were analyzed as secondary outcomes.

With adjustment for age, gender, race, income, un-
derlying diagnosis, comorbidity, and insurance status,
the risk of all primary outcomes was significantly higher
for patients with AKI after THA. Associated odds ratios
(ORs) were 2.34 for implant infection and 2.54 for revi-
sion surgery. AKI was also associated with a large increase
in mortality risk: OR 8.52.

Secondary outcomes also showed significant AKI-
associated increases in transfusion, OR 2.46; total hos-
pital charges above the median, OR 2.29; discharge to a
rehabilitation facility, OR 2.11; and hospital stay longer
than 3 days, OR 4.34. Overall, AKI after primary THA

was associated with a 2.3 to 2.5 relative risk of in-hospital
complications, a 3.5-day longer hospital stay, and $37,000
excess mean hospital charges.

The analysis of nationwide data highlights elevated
risks of complications and death and increased healthcare
utilization and costs for patients with AKI after THA. Fur-
ther studies are needed to determine the mechanisms of
and potentially modifiable risk factors for AKI in patients
undergoing hip replacement surgery [Singh ], Cleveland
JD. Acute kidney injury after primary total hip arthro-
plasty: a risk multiplier for complication, mortality, and
healthcare utilization. Arthritis Res Ther 2020; 22:31]. M
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Notes from
the Field:
COVID-19 in
Washington
State

Kidney News interviewed Katherine R.
Tuttle, MD, FASN, FACP, FNKF, about her
experience on the ground during the
outbreak of COVID-19 in Washington
state. Dr. Tuttle is executive direc-

tor for research, Providence Health
Care, professor of medicine, University
of Washington, and co-principal
Investigator, Institute of Translational
Health Sciences, in Spokane, WA.

Washington state is the epicenter of the COVID-
19 outbreak in the United States. What is the
situation on the ground?

This is very serious. Every nephrologist here at Providence
Health Care is essentially on-call 24/7. I am personally
covering the Special Pathogen Unit (SPU) at Providence
Sacred Heart Medical Center.

Demand exceeds capacity for dialysis, ventilation,
and other acute care services in some Seattle area hos-
pitals, and Spokane is about two weeks behind Seat-
tle. We are currently at greater than 90% capacity for
hemodialysis and CRRT, even though our facility is
a state-of-the-art 720-bed quaternary medical center,
the sixth largest west of the Mississippi River.

We are developing an acute peritoneal dialysis pro-
gram for extra capacity, something that hasn’t been
done here since the 1980s.

The actual rate of AKI is also a major problem.

Tell us more about your medical center.

Providence Sacred Heart Medical Center has one of only
a few SPUs in the US. The SPUs are sites conducting the
National Institute of Allergy and Infectious Diseases/
National Institutes of Health—sponsored clinical trial of
remdesiver, and possibly other antiviral agents, for COV-
ID-19. The research unit that I oversee is responsible for
running the trial here. We are having patients with COV-
ID-19 flown in from cruise ships and elsewhere to have
access to the study treatment. Dialysis patients are being
severely affected, and we are very concerned about work-
force and resources to meet the needs.

What else can you tell us about the shortage
of dialysis care?

We have not yet had to deny dialysis care here in Spokane.
In places where capacity is already inadequate, basically,
older people with severe illness and various comorbidities
are not being dialyzed. They are put on comfort care.
With input from expert clinicians and bioethicists,
we are now trying to develop criteria for patients to
receive acute dialysis. We have not seen this in modern
times. This harkens back to the early dialysis experi-
ence in the 1960s when Dr. Belding Scribner led the
Seattle program. They also had to make very difficult
decisions, but under totally different circumstances.

How would you encapsulate the current situation
among those in the healthcare profession?

Its physically, mentally, and spiritually exhausting.
We are looking back to the 1918 Spanish flu for guid-

ance, including the comparison between how Philadel-
phia and St. Louis handled it. We are essentially no further
along in dealing with a viral pandemic than we were then.

This is a national emergency, and this is where we need
to put all our attention. It’s like a bomb dropped with vi-
ruses instead of nuclear radioactive particles. In hospitals,
this is battleground medicine.

What advice would you give those in facilities that
have not yet seen many patients with COVID-19?

B Get ready for a lot of AKI. We don’t know the number
because we don’t know the denominator, but be aware
that if you are admitting lots of COVID-19 patients,
you will have AKI.

B Plan ahead because you will need human capacity, di-
alysis machines, CRRT, fluids, catheters. Do an envi-
ronmental scan of your resources.

B Plan for acute PD because you can use it if you run out
of resources for hemodialysis and CRRT. My staff were
like deer in the headlights when I brought up PD: “T've
heard of it, but I haven’t done it.” I myself haven put a
PD catheter in a patient in over 20 years. At our facil-
ity, all elective surgeries have been canceled indefinitely.
Surgeons won't be too busy during this time, so they will
help with access for acute PD and with vascular access.

B And, finally, share your story. Right now, we need to be
sharing our lived experience through these notes from
the field. Were flying the airplane while we are still
building it, and all together, we need to do the best we
can to share our experiences until we have the time to
sit down, analyze the data, and write the papers.

-

By Gert Mayer

’ I Yhe COVID-19 situation in Austria is still
developing. Looking at the numbers from
Northern Italy, it replicates the pace there (in-

crease in confirmed cases of 1.5 times each day). Tyrol
is a “red zone”; everyone with typical symptoms is a
suspected case. The government has taken rigorous
actions, closing down borders and public life. People
not needed for public service (like medical personnel)
or other basic aspects of life (supermarket employees,
etc.) are not allowed to leave home, with the exception
of buying food.

Nephrology is a sensitive specialty because people
with kidney diseases are very vulnerable. We have re-
duced outpatient clinic work, and we have closed our
renal transplant program and all elective surgery.

From an organizational point of view, the current
critical aspects, especially for the care of people on di-
alysis, are the following:

1. Organize dialysis: We try to set up “clean” units and

-

COVID-19: A Letter from Austria

concentrate patients with symptoms and those who
have tested positive in special wards. Because this
is not possible everywhere, several other ways to
separate patients who test positive from the others
within a unit are discussed (currently we prefer spe-
cials shifts in dedicated rooms rather than dedicated
rooms only). Patients absolutely stay in their shift
and we are making individual plans for patients
who need dialysis more frequentlv (e.g., postopera-
tive trauma individuals).

2. Secure the supply of materials and make conscious
decisions on using them to obtain maximum ben-
efit.

3. Keep our staff healthy: This is a special concern.
Next to the regular prophylaxis measures, we form
teams (nurses and doctors) who work together over
a period of time to avoid one individual’s positive
test leading to isolation of everyone. We reduce
face-to-face meetings and use video conference
whenever possible to secure communication. Col-

leagues not needed for patient care are sent home
and we are starting to train students and doctors to
handle dialysis machines.

Some final pieces of advice:

B Prepare as soon as possible. The clearer the instruc-
tions are from the leading authorities from the very
beginning, the more comfortable everybody is.

® Communicate and coordinate with colleagues from
other hospitals; smart solutions can also come up
through others.

® Uncertainty and fear exist already and should not be
increased further by conflicting orders.

Austrian nephrology will do whatever it takes to
protect our patients. [l

Gert Mayer is head of the Department of Internal Medicine
1V (Nephrology and Hypertension), Innsbruck, Austria, and
is a member of the Kidney News Editorial Board.
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The Role of Journals
in Dissemination of
COVID-19 Information

By Michael Allon

n a matter of just a few weeks, COVID-19,

aviral illness that none of us have previously

heard of; has evolved into a global pandemic

of a magnitude not encountered in over 100

years. As of March 20, 2020, there have

been over 200,000 infections documented
worldwide with nearly 9000 deaths. The number of
infections in the US topped 14,000, and is expect-
ed to rise substantially as more tests are performed.
Over 200 deaths have been reported.

COVID-19 has overwhelmed the healthcare
systems in China, Korea, Italy, and Iran, and is
growing in scope elsewhere at an alarming rate. It
has prompted widespread and unprecedented meas-
ures to slow its spread, with mass social distancing
or even virtual lockdowns, including cancellation
of large meetings, closing of schools, hotels, res-
taurants, movie theaters, bars, gyms, or any other
place where people congregate; mass cancellation of
flights; closing of national borders; unprecedented
quarantines; and major economic upheavals. In
addition to measures taken to limit COVID-19
spread, there have been ongoing efforts to provide
rapid testing for large populations, evaluate thera-
peutic antiviral agents, and develop vaccines.

As nephrologists, we have a particular interest in
managing dialysis patients infected by COVID-19.
At present, there are approximately 450,000 he-
modialysis patients in the US, each of whom un-
dergoes thrice weekly outpatient dialysis sessions,
typically lasting 3-4 hours. These patients are at in-
creased risk of experiencing serious complications,
including respiratory failure and death, due to their
older age and multiple co-morbidities. In fact, the
first two deaths from COVID-19 in the US were
in dialysis patients in Seattle. In addition, these pa-
tients are dialyzed in close proximity to other pa-
tients thrice weekly, increasing their likelihood of
becoming infected.

There are many vexing practical issues that
nephrologists need to learn. How should we screen
dialysis outpatients for COVID-19 infection?
‘What precautions should be implemented in dialy-
sis patients with suspected COVID-19 infection?
What happens if the infection is confirmed? What
are the mechanics of dialyzing such patients in the
hospital? How will we dialyze hospitalized patients
with COVID-19 infection who develop acute kid-
ney injury requiring renal replacement therapy?

There is already a high patient-to-nurse ratio in
US hemodialysis units. What happens if the dialy-
sis staff becomes infected and there are insufficient
nurses or dialysis technicians to provide the dialy-
sis sessions? What happens if many nephrologists
and advanced practitioners are quarantined due to
COVID-19 infection and not available to oversee
the medical care of dialysis patients? Can we see
home or in-center dialysis patients via telemedicine,
rather than requiring them to come for face-to-face
visits with providers?

There are several evidence-based, reliable, and
informative sources of online information on
COVID-19, including those disseminated by
the NIH, CDC, and NTDS. However, I am ex-

tremely concerned about the dissemination of er-

roneous and even dangerous information on social
media  (hetps://www.hopkinsmedicine.org/health/
conditions-and-diseases/coronavirus/2019-novel-
coronavirus-myth-versus-fact). Some of the recent
myths disseminated include: swallowing or gargling
with bleach can protect against COVID-19; a vac-
cine is already available; COVID-19 was deliber-
ately created and released; buying products from
China will cause COVID-19; and a face mask will
protect you from being infected with COVID-19.

Clearly, we have much to learn, and the learn-
ing curve will be steep. American nephrologists will
benefit by learning from the experiences of neph-
rologists in countries that have already seen a greater
share of COVID-19 infections.

Clearly, we have much
to learn, and the learning
curve will be steep.
American nephrologists
will benefit by learning

from the experiences of
nephrologists in countries
that have already seen a
greater share of COVID-19
infections.

It is the responsibility of nephrology journals to
rapidly disseminate the relevant public information.
While we want to ensure that such publications are
available in a short time frame, we also want to en-
sure that the published data are reliable and accurate.
The peer review process can be expedited by having
such papers reviewed in-house, rather than sending
them out to external reviewers. Ideally, e-publications
should be available within 48 hours of the manuscript
being accepted for publication. It is critical that such
papers be made available as open access publications,
even by journals that typically require a subscription.
JASN, CJASN, and Kidney360 have already commit-
ted to provide all COVID-19 publications as open
access. This will ensure that healthcare professionals
across the world can access this information at no
cost and with no delay.

We also have a responsibility to help educate di-
alysis patients and their families, as well as dialysis
staff. While we do not want to needlessly duplicate
information disseminated by other organizations,
COVID-19 information specific to dialysis patients
has not been addressed by them. The nephrology
journals can facilitate sharing of this information
by providing a lay summary of COVID-19 related
publications.

Michael Allon, MD, is professor of medicine at the
University of Alabama at Birmingham, where he
serves as the Associate Director for Clinical Affairs and
the Medical Director of Dialysis Operations in the Di-
vision of Nephrology.
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Parsabiv™ (etelcalcetide) is indicated for the treatment of secondary
hyperparathyroidism (HPT) in adult patients with chronic kidney disease
(CKD) on hemodialysis.

Limitations of Use:

Parsabiv™ has not been studied in adult patients with parathyroid
carcinoma, primary hyperparathyroidism, or with CKD who are not on
hemodialysis and is not recommended for use in these populations.

Important Safety Information

Contraindication: Parsabiv™ is contraindicated in patients with
known hypersensitivity to etelcalcetide or any of its excipients.
Hypersensitivity reactions, including pruritic rash, urticaria, and face
edema, have occurred.

Hypocalcemia: Parsabiv™ lowers serum calcium and can lead to
hypocalcemia, sometimes severe. Significant lowering of serum calcium
can cause QT interval prolongation and ventricular arrhythmia.
Patients with conditions that predispose to QT interval prolongation
and ventricular arrhythmia may be at increased risk for QT inferval
prolongation and ventricular arrhythmias if they develop hypocalcemia
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interval in patients at risk on Parsabiv™.

Significant reductions in corrected serum calcium may lower the threshold
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risk for seizures if they develop hypocalcemia due to Parsabiv™. Monitor
corrected serum calcium in patients with seizure disorders on Parsabiv™.

Concurrent administration of Parsabiv™ with another oral calcimimetic
could result in severe, life-threatening hypocalcemia. Patients switching
from cinacalcet to Parsabiv™ should discontinue cinacalcet for at least
7 days prior to initiating Parsabiv™. Closely monitor corrected serum
calcium in patients receiving Parsabiv™ and concomitant therapies
known to lower serum calcium.
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Measure corrected serum calcium prior to initiation of Parsabiv™.

Do not initiate in patients if the corrected serum calcium is less than
the lower limit of normal. Monitor corrected serum calcium within

1 week after initiation or dose adjustment and every 4 weeks during
treatment with Parsabiv™. Measure PTH 4 weeks after initiation or
dose adjustment of Parsabiv™. Once the maintenance dose has been
established, measure PTH per clinical practice.

Worsening Heart Failure: In Parsabiv™ clinical studies, cases of
hypotension, congestive heart failure, and decreased myocardial

performance have been reported. Closely monitor patients treated
with Parsabiv™ for worsening signs and symptoms of heart failure.

Upper Gastrointestinal Bleeding: In clinical studies, 2 patients
treated with Parsabiv™ in 1253 patient years of exposure had upper
gastrointestinal (Gl) bleeding at the time of death. The exact cause of Gl
bleeding in these patients is unknown and there were too few cases to
determine whether these cases were related to Parsabiv™.

Patients with risk factors for upper Gl bleeding, such as known gastritis,
esophagitis, ulcers or severe vomiting, may be at increased risk for Gl
bleeding with Parsabiv™. Monitor patients for worsening of common
Parsabiv™ Gl adverse reactions and for signs and symptoms of Gl
bleeding and ulcerations during Parsabiv™ therapy.

Adynamic Bone: Adynamic bone may develop if PTH levels are
chronically suppressed.

Adverse Reactions: In clinical trials of patients with secondary HPT
comparing Parsabiv™ to placebo, the most common adverse reactions
were blood calcium decreased (64% vs. 10%), muscle spasms (12% vs. 7%),
diarrhea (11% vs. 9%), nausea (11% vs. 6%), vomiting (9% vs. 5%), headache
(8% vs. 6%), hypocalcemia (7% vs. 0.2%), and paresthesia (6% vs. 1%).

Please see Brief Summary of full Prescribing Information
on adjacent page.

IV = infravenous; sHPT = secondary hyperparathyroidism; PTH = parathyroid
hormone; P = phosphate; cCa = corrected calcium.
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INDICATIONS AND USAGE

PARSABIV is indicated for the treatment of secondary hyperparathyroidism (HPT)
in adult patients with chronic kidney disease (CKD) on hemodialysis.

Limitations of Use:

PARSABIV has not been studied in adult patients with parathyroid carcinoma,
primary hyperparathyroidism, or with chronic kidney disease who are not on
hemodialysis and is not recommended for use in these populations.

CONTRAINDICATIONS
Hypersensitivity

PARSABIV is contraindicated in patients with known hypersensitivity to etelcalcetide
or any of its excipients. Hypersensitivity reactions, including pruritic rash, urticaria,
and face edema, have occurred with PARSABIV [see Adverse Reactions (6.1) in
PARSABIV full prescribing information].

WARNINGS AND PRECAUTIONS

Hypocalcemia

PARSABIV lowers serum calcium [see Adverse Reactions (6.1) in PARSABIV full
prescribing information] and can lead to hypocalcemia, sometimes severe.
Significant lowering of serum calcium can cause paresthesias, myalgias, muscle
spasms, seizures, QT interval prolongation, and ventricular arrhythmia.

QT Interval Prolongation and Ventricular Arrhythmia

In the combined placebo-controlled studies, more patients treated with PARSABIV
experienced a maximum increase from baseline of greater than 60 msec in the QTcF
interval (0% placebo versus 1.2% PARSABIV). In these studies, the incidence of a
maximum post-baseline predialysis QTcF > 500 msec in the placebo and PARSABIV
groups was 1.9% and 4.8%, respectively [See Adverse Reactions (6.1) in PARSABIV
full prescribing information]. Patients with congenital long QT syndrome, history of QT
interval prolongation, family history of long QT syndrome or sudden cardiac death, and
other conditions that predispose to QT interval prolongation and ventricular arrhythmia
may be at increased risk for QT interval prolongation and ventricular arrhythmias if
they develop hypocalcemia due to PARSABIV. Closely monitor corrected serum calcium
and QT interval in patients at risk receiving PARSABIV.

Seizures

Significant reductions in corrected serum calcium may lower the threshold for
seizures. Patients with a history of seizure disorder may be at increased risk for
seizures if they develop hypocalcemia due to PARSABIV. Monitor corrected serum
calcium in patients with seizure disorders receiving PARSABIV.

Concurrent administration of PARSABIV with another oral calcium-sensing receptor
agonist could result in severe, life-threatening hypocalcemia. Patients switching
from cinacalcet to PARSABIV should discontinue cinacalcet for at least 7 days prior
to initiating PARSABIV [see Dosage and Administration (2.4) in PARSABIV full
prescribing information]. Closely monitor corrected serum calcium in patients
receiving PARSABIV and concomitant therapies known to lower serum calcium.

Measure corrected serum calcium prior to initiation of PARSABIV. Do not initiate in
patients if the corrected serum calcium is less than the lower limit of normal.
Monitor corrected serum calcium within 1 week after initiation or dose adjustment
and every 4 weeks during treatment with PARSABIV [see Dosage and Administration
(2.2) in PARSABIV full prescribing information]. Educate patients on the symptoms of
hypocalcemia, and advise them to contact a healthcare provider if they occur.

If corrected serum calcium falls below the lower limit of normal or symptoms of
hypocalcemia develop, start or increase calcium supplementation (including
calcium, calcium-containing phosphate binders, and/or vitamin D sterols or
increases in dialysate calcium concentration). PARSABIV dose reduction or
discontinuation of PARSABIV may be necessary [See Dosage and Administration
(2.2) in PARSABIV full prescribing information].

Worsening Heart Failure

In clinical studies with PARSABIV, cases of hypotension, congestive heart failure, and
decreased myocardial performance have been reported. In clinical studies, heart
failure requiring hospitalization occurred in 2% of PARSABIV-treated patients and
1% of placebo-treated patients. Reductions in corrected serum calcium may be
associated with congestive heart failure, however, a causal relationship to PARSABIV
could not be completely excluded. Closely monitor patients treated with PARSABIV
for worsening signs and symptoms of heart failure.

Upper Gastrointestinal Bleeding

In clinical studies, two patients treated with PARSABIV in 1253 patient-years of
exposure had upper gastrointestinal (Gl) bleeding noted at the time of death while
no patient in the control groups in 384 patient-years of exposure had upper Gl
bleeding noted at the time of death. The exact cause of Gl bleeding in these patients
is unknown, and there were too few cases to determine whether these cases were
related to PARSABIV.

Patients with risk factors for upper Gl bleeding (such as known gastritis, esophagitis,
ulcers, or severe vomiting) may be at increased risk for Gl bleeding while receiving
PARSABIV treatment. Monitor patients for worsening of common Gl adverse
reactions of nausea and vomiting associated with PARSABIV [see Adverse Reactions
(6.1) in PARSABIV full prescribing information] and for signs and symptoms of Gl
bleeding and ulcerations during PARSABIV therapy. Promptly evaluate and treat any
suspected Gl bleeding.

Adynamic Bone

Adynamic bone may develop if PTH levels are chronically suppressed. If PTH levels
decrease below the recommended target range, the dose of vitamin D sterols and/or
PARSABIV should be reduced or therapy discontinued. After discontinuation, resume
therapy at a lower dose to maintain PTH levels in the target range [see Dosage and
Administration (2.1) in PARSABIV full prescribing information].

ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections
of the labeling:

« Hypocalcemia [see Warnings and Precautions (5.1) in PARSABIV full
prescribing information]

« Worsening Heart Failure [see Warnings and Precautions (5.2) in PARSABIV full
prescribing information]

« Upper Gastrointestinal Bleeding [see Warnings and Precautions (5.3) in PARSABIV
full prescribing information]

« Adynamic Bone [see Warnings and Precautions (5.4) in PARSABIV full
prescribing information]

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly compared
with rates in the clinical trials of another drug and may not reflect the rates observed
in clinical practice.

The data in Table 2 are derived from two placebo-controlled clinical studies in
patients with chronic kidney disease and secondary hyperparathyroidism on
hemodialysis. The data reflect exposure of 503 patients to PARSABIV with a mean
duration of exposure to PARSABIV of 23.6 weeks. The mean age of patients was
approximately 58 years, and 60% of the patients were male. Of the total patients,
67% were Caucasian, 28% were Black or African American, 2.6% were Asian, 1.2%
were Native Hawaiian or Other Pacific Islander, and 1.6% were categorized as Other.

Table 2 shows common adverse reactions associated with the use of PARSABIV in
the pool of placebo-controlled studies. These adverse reactions occurred more
commonly on PARSABIV than on placebo and were reported in at least 5% of
patients treated with PARSABIV.

Table 2: Adverse Reactions Reported in > 5% of PARSABIV-Treated Patients

Adverse Reaction* (Elicgt;g) miségé\)’
Blood calcium decreased? 10% 64%
Muscle spasms 7% 12%
Diarrhea 9% 1%
Nausea 6% 1%
Vomiting 5% 9%
Headache 6% 8%
Hypocalcemia® 0.2% 7%
Paresthesia® 1% 6%

*Included adverse reactions reported with at least 1% greater incidence in the
PARSABIV group compared to the placebo group

@ Asymptomatic reductions in calcium below 7.5 mg/dL or clinically significant
asymptomatic reductions in corrected serum calcium between 7.5 and
< 8.3 mg/dL (that required medical management)

b Symptomatic reductions in corrected serum calcium < 8.3 mg/dL
¢ Paresthesia includes preferred terms of paresthesia and hypoesthesia




Other adverse reactions associated with the use of PARSABIV but reported in
< 5% of patients in the PARSABIV group in the two placebo-controlled clinical
studies were:

« Hyperkalemia: 3% and 4% for placebo and PARSABIV, respectively.

« Hospitalization for Heart Failure: 1% and 2% for placebo and PARSABIV, respectively.
« Myalgia: 0.2% and 2% for placebo and PARSABIV, respectively.

« Hypophosphatemia: 0.2% and 1% for placebo and PARSABIV, respectively.
Description of Selected Adverse Reactions

Hypocalcemia

In the combined placebo-controlled studies, a higher proportion of patients on
PARSABIV developed at least one corrected serum calcium value below 7.0 mg/dL
(7.6% PARSABIV, 3.1% placebo), below 7.5 mg/dL (27% PARSABIV, 5.5% placebo),
and below 8.3 mg/dL (79% PARSABIV, 19% placebo). In the combined placebo-
controlled studies, 1% of patients in the PARSABIV group and 0% of patients in the
placebo group discontinued treatment due to an adverse reaction attributed to a low
corrected serum calcium.

Hypophosphatemia

In the combined placebo-controlled studies, 18% of patients treated with PARSABIV
and 8.2% of patients treated with placebo had at least one measured phosphorus
level below the lower normal limit (i.e., 2.2 mg/dL).

QTc Interval Prolongation Secondary to Hypocalcemia

In the combined placebo-controlled studies, more patients treated with PARSABIV
experienced a maximum increase from baseline of greater than 60 msec in the
QTcF interval (0% placebo versus 1.2% PARSABIV). The patient incidence of
maximum post-baseline predialysis QTcF > 500 msec in the placebo and PARSABIV
groups was 1.9% and 4.8%, respectively.

Hypersensitivity

In the combined placebo-controlled studies, the subject incidence of adverse
reactions potentially related to hypersensitivity was 4.4% in the PARSABIV group
and 3.7% in the placebo group. Hypersensitivity reactions in the PARSABIV group
were pruritic rash, urticaria, and face edema.

Immunogenicity

As with all peptide therapeutics, there is potential for immunogenicity. The detection
of anti-drug binding antibody formation is highly dependent on the sensitivity and
specificity of the assay. Additionally, the observed incidence of antibody positivity in
an assay may be influenced by several factors, including assay methodology, sample
handling, timing of sample collection, concomitant medications, and underlying
disease. For these reasons, comparison of the incidence of antibodies to
etelcalcetide with the incidence of antibodies to other products may be misleading.

In clinical studies, 7.1% (71 out of 995) of patients with secondary
hyperparathyroidism treated with PARSABIV for up to 6 months tested positive for
binding anti-etelcalcetide antibodies. Fifty-seven out of 71 had pre-existing
anti-etelcalcetide antibodies.

No evidence of altered pharmacokinetic profile, clinical response, or safety profile
was associated with pre-existing or developing anti-etelcalcetide antibodies. If
formation of anti-etelcalcetide binding antibodies with a clinically significant effect is
suspected, contact Amgen at 1-800-77-AMGEN (1-800-772-6436) to discuss
antibody testing.

USE IN SPECIFIC POPULATIONS
Pregnancy

Risk Summary

There are no available data on the use of PARSABIV in pregnant women. In animal
reproduction studies, effects were seen at doses associated with maternal toxicity
that included hypocalcemia. In a pre- and post-natal study in rats administered
etelcalcetide during organogenesis through delivery and weaning, there was a
slight increase in perinatal pup mortality, delay in parturition, and transient effects
on pup growth at exposures 1.8 times the human exposure for the clinical dose
of 15 mg three times per week. There was no effect on sexual maturation,
neurobehavioral, or reproductive function in the rat offspring. In embryo-fetal
studies, when rats and rabbits were administered etelcalcetide during
organogenesis, reduced fetal growth was observed at exposures 2.7 and 7 times
exposures for the clinical dose, respectively.

The estimated background risk of major birth defects and miscarriage for the

indicated population is unknown. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

There were no effects on embryo-fetal development in Sprague-Dawley rats when
etelcalcetide was dosed at 0.75, 1.5, and 3 mg/kg/day by the intravenous route
during organogenesis (pre-mating to gestation day 17) at exposures up to 1.8 times
human exposures at the clinical dose of 15 mg three times per week based on AUC.
No effects on embryo-fetal development were observed in New Zealand White
rabbits at doses of etelcalcetide of 0.375, 0.75, and 1.5 mg/kg by the intravenous
route (gestation day 7 to 19), representing up to 4.3 times human exposures based
on AUC. In separate studies at higher doses of 4.5 mg/kg in rats (gestation days 6
to 17) and 2.25 mg/kg in rabbits (gestation days 7 to 20), representing 2.7 and

7 fold clinical exposures, respectively, there was reduced fetal growth associated
with maternal toxicities of hypocalcemia, tremoring, and reductions in body weight
and food consumption.

In a pre- and post-natal development study in Sprague-Dawley rats administered
etelcalcetide at 0.75, 1.5, and 3 mg/kg/day by the intravenous route (gestation day
7 1o lactation day 20), there was a slight increase in perinatal pup mortality, delay in
parturition, and transient reductions in post-natal growth at 3 mg/kg/day
(representing 1.8-fold human exposures at the clinical dose of 15 mg three times
per week based on AUC), associated with maternal toxicities of hypocalcemia,
tremoring, and reductions in body weight and food consumption. There were no
effects on sexual maturation, neurobehavioral, or reproductive function at up to

3 mg/kg/day, representing exposures up to 1.8-fold human exposure based on AUC.

Lactation

Risk Summary

There are no data regarding the presence of PARSABIV in human milk or effects on
the breastfed infant or on milk production. Studies in rats showed [“C]-etelcalcetide
was present in the milk at concentrations similar to plasma. Because of the potential
for PARSABIV to cause adverse effects in breastfed infants including hypocalcemia,
advise women that use of PARSABIV is not recommended while breastfeeding.

Data

Presence in milk was assessed following a single intravenous dose of ["“C]-
etelcalcetide in lactating rats at maternal exposures similar to the exposure at the
human clinical dose of 15 mg three times per week. ['*C]-etelcalcetide-derived
radioactivity was present in milk at levels similar to plasma.

Pediatric Use
The safety and efficacy of PARSABIV have not been established in pediatric patients.
Geriatric Use

0Of the 503 patients in placebo-controlled studies who received PARSABIV, 177
patients (35.2%) were > 65 years old and 72 patients (14%) were > 75 years old.

No clinically significant differences in safety or efficacy were observed between
patients > 65 years and younger patients (> 18 and < 65 years old). No differences
in plasma concentrations of etelcalcetide were observed between patients > 65
years and younger patients (> 18 and < 65 years old).

OVERDOSAGE

There is no clinical experience with PARSABIV overdosage. Overdosage of PARSABIV
may lead to hypocalcemia with or without clinical symptoms and may require
treatment. Although PARSABIV is cleared by dialysis, hemodialysis has not been
studied as a treatment for PARSABIV overdosage. In the event of overdosage,
corrected serum calcium should be checked and patients should be monitored for
symptoms of hypocalcemia, and appropriate measures should be taken [see
Warnings and Precautions (5.1) in PARSABIV full prescribing information].
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Policy Update

Laying a Foundation for Improving Quality Measures

for Kidney Care

By Nicole Fauteux

uality measures can be powerful tools for leverag-
Q ing performance improvement, but only if they are

based on reliable evidence, feasible to implement,

and attributable to the providers being measured.
Quality measures should also capture clinically relevant out-
comes and other aspects of care that matter to patients.

Since the introduction of value-based care, quality meas-
ures have multiplied, but far too frequently, they fall short
of these standards. This deficiency undermines the value of
quality measurement, and not just for kidney care. In 2018,
the American College of Physicians (ACP) Performance
Measurement Committee determined that only 37% of the
national measures being used to evaluate ambulatory care
were valid (1).

“We weren't surprised,” said Mallika Mendu, MD, med-
ical director for quality and safety at Brigham and Women's
Hospital in Boston and assistant professor at Harvard Medi-
cal School. The “we” she refers to are the members of the
ASN Quality Committee. As quality and safety experts,
she said, they regularly address questions about the value of
quality measures, including those raised by the ACP paper,
which she praised for providing the committee a framework
to address their concerns.

and kidney replacement planning. The committee found
this measure to be highly valid and underscored its impor-
tance, calling it “all-encompassing toward improving qual-
ity of initiation of dialysis care.” The authors considered the
measure especially relevant in light of the Advancing Ameri-
can Kidney Health (AAKH) initiative announced by the
U.S. Department of Health and Human Services (HHS)
in 2019.

AAKH is intended to spur greater use of home dialysis
and transplantation. Mendu said educating patients about
home dialysis and evaluating whether their living situations
can support it is a lot more work for clinicians than refer-
ring patients to a dialysis center. Nevertheless, “It’s the right
thing to do,” she said, and universal adoption of a well-
crafted measurement such as Optimal ESKD Starts has the
potential to “fundamentally shift practice.”

In an editorial in the same issue of JASN, Paul M. Pa-
levsky, MD, FASN, laid out the many challenges inherent
in measuring quality (3). “Quality is subjective,” he said,
but quality measurement needs a firmer grounding. The
University of Pittsburgh professor of nephrology and chief
of the renal section at the VA Pittsburgh Healthcare System
has contributed to several quality measurement initiatives—

With the administration currently working out the details of
its kidney care initiatives, Mendu believes the time is right for

nephrologists to encourage the development of more well-designed
measures and the retirement of those with limited validity.

Existing kidney care measures
In 2019, the ASN Quality Committee members began the

task of investigating the measures being used to evaluate
nephrologists’ performance. They compiled a comprehen-
sive list of 60 quality measures related to kidney disease
from multiple established sources, cataloged them accord-
ing to the aspect of kidney care measured, and used the cri-
teria defined by the ACP to evaluate each measure’s validity.
What did they learn?

Only 29—fewer than half—of the 60 measures studied
were highly valid in the committee’s view, and they found
other problems as well. Eighteen of the measures were de-
termined to be not attributable to nephrologists. Some
were poorly defined, particularly when it came to exclusion
criteria and risk adjustment. Others were out of step with
the latest evidence or guidelines, and far too many meas-
ures—28 in all—focused on dialysis. In contrast, only 2
focused on slowing the progression of kidney disease, the
ultimate purpose of kidney care (2).

These findings, which appeared in the December 2019
issue of the journal of the American Society of Nephrology
(JASN), lay a much-needed foundation for improving qual-
ity measurement in nephrology, and ultimately, for improv-
ing care. “We hope our study will give backing to what a
lot of nephrologists are probably feeling, which is, why do I
need, for example, another measure on vascular access suc-
cess, which I don’t have a lot of control over?” said Mendu,
the study’s lead author. She would like to see the focus shift
to measures where nephrologists do have control and where
gains can drive improvement in clinical outcomes.

One such measure is the National Quality Forum’s Op-
timal ESKD Starts, which is the only measure among the
60 reviewed that is associated with advanced kidney disease

as past chair of the Renal Physicians Association Quality,
Safety and Accountability Committee, and as a co-chair
of the American Medical Association-convened Physician
Consortium for Performance Improvement renal measures
work group.

“We have performance measures, which are typically
based on clinical practice guidelines, but many of those
guidelines are not based on rigorous evidence,” he said.
What's more, quality measures often focus on what’s easy to
measure rather than what's most important, Palevsky added,
and in healthcare, the involvement of multiple conditions
and multiple providers in a patients health can make it dif-
ficult to attribute improvement to the intervention of one
particular physician.

An opportune time to advocate for change

With the administration currently working out the details
of its kidney care initiatives, Mendu believes the time is
right for nephrologists to encourage the development of
more well-designed measures and the retirement of those
with limited validity. “If the administration is focused on
improving care, but we have the wrong measures,” she said,
“then it doesn't matter how much federal funding there is or
how many innovative care models we have.”

David White, ASN regulatory and quality officer, agrees.
He said last year the Centers for Medicare & Medicaid Ser-
vices (CMS) eliminated four nephrology measures from its
Merit-based Incentive Payment System (MIPS), which ties
participating clinicians’ reimbursement to their ability to
provide high-quality, cost-efficient care. In order to receive
incentive payments, clinicians must score well on eligible
MIPS measures. “We are working with CMS to highlight
more useful metrics,” White said, “and to assist the agency

in developing a MIPS Value Pathway for nephrology.”
MIPS Value Pathways are CMS’s answer to clinician
complaints that the MIPS program is overly complex and
burdensome. CMS hopes this new framework will bet-
ter identify measures that are relevant to clinicians’ scope
of practice, meaningful to patient care, and in alignment
across performance categories in each specialty (4). The
agency has also convened a technical expert panel (TEP),
which includes ASN members, to consider the develop-
ment of a measure to track clinicians’ success in slowing the
progression of kidney disease and delaying kidney failure.

Capturing and improving the patient
experience

Another key finding of the ASN Quality Committee study
was a paucity of measures for the patient experience of care.
The committee found only two and rated both as having
medium validity. Both Mendu and Palevsky would like to
see more measures that reflect what matters to people with
kidney disease: avoiding hospitalization, minimizing their
symptoms, being healthy enough to work and function in
their daily lives, and ultimately, the length of their survival (3).

They also want to see more measures that touch the lives
of kidney care patients before their disease becomes severe.
“Most measures focus on the small percentage of patients
who are on dialysis,” Palevsky said. “They are the most ex-
pensive group of patients with kidney disease and the ones
at greatest risk of complications, but there are millions of
others with early stage kidney disease, and we really don't
have many useful measures on the quality of care they are
receiving.”

Mendu agreed. “If our goal is to decrease the number of
our patients who are on dialysis, we have to make sure that
we have measures that are helping slow that progression to
dialysis.”

Both are eager to see the nephrology community rally
behind current efforts to develop better quality measures
and take the lead in writing and validating measures to make
sure they are truly meaningful. This won't be easy. Having
had a hand in developing some of the current measures, Pa-
levsky is humbled by the challenge of developing measures
that can capture genuinely high-quality care. “We need to
do better, but we are humans,” he reflected. “We try things
and we figure out what works and what doesn’t work, and
then we move forward again. It’s an iterative process, and of
course, medicine changes, and the right thing to do in 2020
may not be the right thing to do in 2025.”

Mendu also acknowledged that quality measurement is
challenging, but when done correctly, she believes it is an
effective tool for driving practice improvement. She said
she hopes nephrologists, policymakers, and patients will all
become invested in creating better measures, so the nephrol-
ogy community will have objective ways to recognize and

reward quality in the future. |l
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Standardized Interfaces across Health IT Products,
Restrictions on “Information Blocking” are Provisions

in HHS Plan

By Terrence Jay (T.J.) O'Neill

H ow many of you have been here?
Its 11 p.m. The 68-year-old lady just brought
in by EMS is unresponsive on the gurney. Her BP
is—well, it’s not good—and while you're judiciously giving
her IV fluids you’re wondering when it’s going to be pressor
time. Many initial labs are still cooking, but the creatinine
is 4.8 mg%. Her family is on the way in, but her daughter
isn’t sure just what meds she is on, and anyway she thinks
the PCP changed a couple of them at her mother’s visit
last week. She just isnt sure which ones. The voicemail at
the PCP’s closed office gave you the name and number of
the covering MD, but she hasn’t responded yet. There’s a
patient portal, but the lady on the gurney has the password.

And she’s not telling,

She was in a different ER three weeks ago, but the
daughter said her PCP was still waiting for information
about that visit last week.

You just received the 40-page, near-illegible fax from a
hospital the patient was admitted to a month ago. After
discharge she was briefly in a skilled nursing facility but
their computer system won’ talk to yours, so they'll send a
fax, “when we can—were pretty short-staffed.”

I think we've all been there at least once.

Despite a requirement for hospitals and medical prac-
tices to have EHRs for over a decade (and getting payments
of $35 billion for doing so) the result is a Babel of non-
communicating systems, each with its database not talking
to the others. Worse, some organizations have treated the
data as proprietary and have deliberately blocked access.

So there you are, poring over illegible paper, juggling a
couple of phones and trying to guess which information
from the family is reliable—if any—hoping you'll “do no
harm,” with your patient in dire straits.

Well, that may be about to change.

On March 9, 2020, the Department of Health and Hu-
man Services released a 473-page Final Rule on Interopera-
bility and Patient Access “intended to move the health care
ecosystem in the direction of interoperability ... to improve
access to, and the quality of, information that Americans
need to make informed health care decisions, including
data about health care prices and outcomes, while mini-
mizing reporting burdens on affected plans, health care
providers, or payers.” For those interested in the details go
to hetps://www.cms.gov/files/document/cms-9115-f.pdf ).
The fact that it took several weeks to process the comments
suggests the discussion was unusually robust.

The Final Rule requires creation of standardized inter-
faces across health IT products and systems. (see heep:/bit.
ly/3cRnuSI) These are referred to as “APIs,” a specific set
of technical instructions that allow one piece of software
to interact with another piece. Even though there was a
functionality criterion as far back as 2015, progress toward
universal standards has been slow, in part because CMS es-
timated that there would be a one-time implementation
cost of $789,356 per organization or state, and ongoing
maintenance costs of $158,359. Needless to say, this caused
concerns.

There is also the problem of unambiguously identify-
ing patients. In the hacker era, SSAN won’t do. Different
healthcare systems use different identifiers for the same pa-
tient. This spurred efforts to develop a unique patient iden-
tifier (UPI). That effort was abandoned in 2000 because
like the SSAN, the UPI was felt to be a potential security
back door. Back doors are bad in the context of over 270
data breaches involving over 4.3 million individuals’ re-

.

cords between 2017 and 2018. Although the UPI is dead,
the Office of the National Coordinator for Health Infor-
mation launched the Patient Matching Algorithm Chal-
lenge to develop approaches using multiple demographic
factors in 2017.

CMS is also apparently out of patience with “informa-
tion blocking” legally defined as “the practice of withhold-
ing data or intentionally taking action to limit or restrict
the compatibility or interoperability of health IT.” There
were complaints that some providers use existing loopholes
to limit or prevent data exchange in an effort to retain pa-
tients by preventing them from moving freely within the
healthcare market. The new Final Rule makes this an of-
fense and offers a channel to report it.

Also, effective January 1, 2022, Medicare Advantage
organizations, Medicaid managed care plans, CHIP man-
aged care entities, and Qualified Health Plan issuers on
the Federally-Facilitated Exchanges must support the elec-
tronic exchange of, at a minimum, data included in the
“United States Core Data for Interoperability” (USCDI;
see  hutps://www.healthit.gov/isa/united-states-core-data-
interoperability-uscdi ), via a payer-to-payer data exchange.
That amounts to a requirement that payers must send to
any other payer the defined information if the date of ser-
vice is on or after January 1, 2016, at the direction of a
current or former enrollee. And, in case patients and their
caregivers don’t know how to work this new system, the
Rule also contains a requirement for all entities operating
on a Federally-facilitated insurance Exchange to provide
simple, non-technical and easy-to-understand educational
resources in an easily accessible location on its public web-
site and via other appropriate ways for current and former
enrollees about how to obtain and transfer their medical
information.

Identifying dual Medicare/Medicaid patients has also
been difficult due to lack of data sharing. Under the Final
Rule, all States must participate in daily exchange of buy-
in data called the “MMA data” to CMS by April 1, 2022.
This includes both sending data to CMS and receiving re-
sponses from CMS. States transmit system-generated data

L

files, at least monthly, to CMS to identify all dual-eligible
individuals, including full-benefit and partial-benefit du-
ally eligible beneficiaries (that is, those who get Medicaid
help with Medicare premiums, and often for cost-sharing).

These efforts should allow patients to easily access their
own records and data via smartphone and other platform
apps, while making it easier for CMS to see who they are
responsible for.

Skilled nursing facilities have lagged in adopting EHR
technology. As of 2016, only three out of 10 skilled nursing
facilities electronically exchanged key clinical information.
Only 7% had the ability to electronically send, receive,
find, and integrate patient health information. Partly this
disconnect was because long-term care facilities, nursing
homes, and home health agencies weren eligible for the
incentive program under HITECH, despite being required
to submit standardized patient assessment data to CMS.
The Final Rule changes the Conditions of Participation to
requite Medicare- and Medicaid-participating hospitals,
psychiatric hospitals, skilled nursing facilities, and Criti-
cal Access Hospitals (CAHs) to send “Electronic Notifica-
tions,” to post-acute care services providers and suppliers,
and to whoever is identified by the patient as primarily
responsible for his or her care. This is also the case upon
the patient’s registration in an emergency department or
admission to inpatient services, and also either immediately
prior to, or at the time of, the patient’s discharge or transfer.
Hospitals and CAHs must also demonstrate that they have
made a reasonable effort to ensure that their systems send
notification to all applicable post-acute care services.

This is a lot to digest. It will be expensive—which prob-
ably explains the protracted time it has taken for negotiat-
ing the comments to the Proposed Rule. Bug, it’s progress.
Barring protests, watch for these changes to take effect be-
tween the first of January 2021 and 2022. |

Terrence Jay (T.].) O'Neill, MD, FASN, COLUSAFMC(Ret),
is an affiliate nephrologist at the James H. Quillen VA Medical
Center, and clinical professor of medicine at Quillen College of
Medicine, East Tennessee State University, in Johnson City, TN.
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MY TRANSPLANT JOURNEY

How to Prepare Mentally to Pursue

a Living Donor

By Jennifer Jones

The Executive Order on Advancing American Kidney Health calls for an increased focus on transplantation,
including provisions to increase the availability of organs for transplant and support for living donors
through compensation for costs such as lost wages and child and elder care expenses. For the next

few months, the Kidney News series “My Transplant Journey” will feature perspectives on the patient

experience with transplantation.

he nephrologist’s voice sounded far away as he

told me about my diagnosis. Membranoprolif-

erative glomerulonephritis, type 1 idiopathic. My

immune system had caused damage to my kid-
neys, and no one could tell me why.

I asked him if I could still serve in the Marine Corps.

“Oh, of course not,” he said matter-of-factly.

He was right. After serving almost 12 years as a combat
camera videographer, I was medically retired. I lost more
than a military career. I was in my 20s, single, and living
alone away from my family. I felt like I no longer had an
identity—and no control over my body.

One minute I'm deployed to Afghanistan, and the
next I'm a kidney disease patient. Instead of deployments,
I traveled to dialysis three times a week. I couldn’ see
spending the rest of my life like that.

After a period of accepting my situation and becom-
ing compliant with my treatment, I completed the process
to be eligible for a transplant. My transplant coordinator
encouraged me to pursue a living donor instead of waiting
on the list for a cadaver donor. T agreed, but I expressed
concern about what that would entail.

There are plenty of resources for how to find a living
donor, but we do not talk about how to prepare mentally

for such a task. The first thought that comes to many is
this: “How can I have the nerve to ask someone for a kid-

>”
ney?

To fully commit, you must release any negative limit-
ing beliefs that may cause you to give up . . . or, worse,

to not try at all. It may seem overwhelming to focus on
finding a living donor and enduring life with kidney fail-
ure. Here are the steps I went through to become mentally
prepared to pursue and successfully find a living donor.

Limiting beliefs about pursuing a living
donor

I had a lot of thoughts and emotions about seeking a liv-
ing donor. Three of the most common ones were these:

“I am in denial.”
It took me a while to accept what I was going through. I
thought I had lost my life. For a while, I didnt care about
improving my quality of life with a transplant from either
a living or a cadaver donor. I only knew the bare mini-
mum of my diagnosis just to function. I even considered
whether going through it all was worth it.

Accepting the differences in life brought about by kid-

ney disease requires input from your healthcare team and

support system, and from educating yourself as much as
possible. Once I asked for help and learned more about
my illness and how dialysis affected my body, I did every-
thing needed to become a compliant patient and a candi-
date for kidney transplantation.

“I'm a private person.”

I grew up in an environment where you're taught to keep
your business to yourself to prevent others from talking
about you. There are many misconceptions and stigmas
about kidney disease, especially when for some it can be
an invisible illness. I had to release my concern that indi-
viduals would judge and criticize me and instead focus on
educating people. It was (and still is) difficult to share my
journey, but doing so led me to my living donor.

“I don’t deserve a kidney.”

Although my disease was an anomaly, I wondered why
anyone would consider giving me a kidney. I have en-
countered others who felt they were not worthy of a
transplant because of guil, low perception of themselves,
or not wanting to become a burden to anyone during
the healing process (and potential risk that goes along
with transplantation). Knowing your “why” for wanting a



transplant and why you deserve one will give you what you
need to stay motivated in your pursuit of a living donor.

Steps toward mental preparedness

Step 1: Prioritize your physical and mental health
Above all, you must remain transplant eligible. Without
that, having a living donor is meaningless. You may not
have thought about it, but you are the one who is most
responsible for your health. It is your responsibility to
use your healthcare team as a resource; educate yourself
about your diagnosis, kidney disease, and transplanta-
tion; and comply with your treatment.

Don’t be afraid to ask questions. Share your thoughts
and feelings with your healthcare team, a psychiatrist,
friends, and/or family. You cant go through any of this
alone.

Learn how to ask for help. I know it may feel pain-
ful to ask for help when you know you need it. To even
consider asking someone to donate a kidney may seem
impossible. Remember that there are people who want
to help you just as you desire to help others. Seek help
when you need it.

Step 2: Become comfortable sharing your story
Whether you pursue a living donor online, with signs,
flyers, or by word of mouth, be ready to share your story.
Remember that you choose how much you feel comfort-
able sharing. I recommend just speaking from the heart.
Here are some story topics:

® What is your diagnosis and how was it discovered?
B What is your life like on dialysis?
® How will your life be improved with a transplant?
® What are the facts about kidney disease and living do-
nation?
You do not have to ask someone to be your living donor.
Instead, just spread awareness of your situation. You
will draw individuals to your story who will feel com-
pelled to share and hopefully desire to get tested as a
potential candidate. The more you share your story, the
easier it will get.

Step 3: Know why you want a kidney transplant
A transplant is not a cure; it’s a treatment so you will not
need dialysis to function. Transplantation is not just about
the act of pursuing a living donor; it’s also about preparing
yourself mentally and physically for a life-changing surgi-
cal procedure that may improve your quality of life.
When you know why you want to pursue a living do-
nor and receive a kidney, then what you must do to get one
will be more significant to you because you will have cre-
ated a purpose. This purpose is a part of your story. It will
connect you with those who will want to support you and
help you on this journey. Share it with your healthcare
team, your friends, and your family.

The outcome

My purpose went beyond avoiding the prolonged phys-
ical effects of dialysis. I wanted to one day live an excit-
ing life like I did when I served in the Marines—not
bound to being on a dialysis machine. I wanted a sec-
ond chance at life to learn from the mistakes I'd made
in the past and truly show gratitude for everything I
have by serving others.

I used social media to share my story, and on April 2,
2015, I received a kidney transplant from an amazing wom-
an who didn’t know me but saw my story and felt com-
pelled to give me that second chance at life. When I woke
up from the surgery, all I could do was cry tears of joy.

That day was worth the emotional roller coaster.
It was worth being disciplined as I followed my diet
and complied with my treatment. It was worth putting
myself out there for people to judge or criticize me.
Regardless of the new list of challenges having a kidney
transplant placed on me, it was the best decision I made
for myself during this entire experience.

In the United States there are 102,962 registrations
on the donor list and only 12,740 donor kidneys recov-
ered as of August 31, 2019 (1). If you decide that you
want a kidney transplant, you owe it to yourself to do
your best to care for yourself mentally and physically. It
is possible to find a living donor instead of waiting for
years on the list. Of all the many things you lose control
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over because of kidney disease, the act of pursuing a
donor is all yours. |l

Jennifer Jones is a resilience consultant, public speaker, and
Kidney Disease Advocate. After receiving a medical retire-
ment from the US Marine Corps, her current mission is
helping others maintain and develop a resilient lifestyle
through personal development, well-being, and self-actu-
alization. While serving as an ambassador for the Ameri-
can Association of Kidney Patients, Jennifer is active in
communicating with legislators on Capitol Hill on behalf
of fellow kidney patients and living donors and promot-
ing awareness about finding a living donor. Her website
is hetp:/fwww.genresilient.com and she may be reached at
Jen@genresilient.com
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AKI!Now:
-rom
Recognition
to Recovery

By Jorge Cerda and Bonnie L. Freshly

cute kidney injury (AKI) affects people of all

ages, races, genders, ethnicities, and socioeco-

nomic status across the world. For those per-

sons, the stakes are high: in the most severe
forms of AKI, the associated morbidity and mortality are
higher than those of other common critical conditions,
such as acute respiratory distress syndrome and septic
shock.

Most commonly, AKI is first encountered by a vari-
ety of non-nephrology healthcare providers, including
primary care physicians, pediatricians, intensive care unit
and emergency department providers, surgeons, nurses,
advanced care providers, pharmacists, trainees, hospital

administrators, and quality control experts.

Despite the ubiquity of AKI and its grave consequenc-
es, effective means to treat established AKI and to promote
kidney recovery, other than supportive treatment, are as
yet largely unavailable. Therefore, while those treatments
are being developed, the main goals of management focus
on early recognition and avoidance of progression to the
most severe stages of AKI. Unfortunately, limited aware-
ness of the condition and inadequate understanding of
early management impair efforts to achieve those goals,
often resulting in very severe patient outcomes. Therefore,
raising awareness and educating healthcare providers, pa-
tients, and their families on AKI recognition, diagnosis,
and management are of uppermost importance.

AKI!'Now: the background

To fulfill these needs, the American Society of Nephrol-
ogy (ASN), supported by funding from an unrestricted
educational grant from Baxter Healthcare Corporation,
has launched a new inidative, AKI!Now: Promoting Ex-
cellence in the Prevention and Treatment of Acute Kid-
ney Injury, to promote excellence in the prevention and
treatment of AKI by building a foundational program that
transforms the delivery of AKI care, reduces morbidity
and mortality, and improves long-term outcomes.

A six-member steering committee, including Jorge
Cerd4, MD, MS, FASN (chair); Anupam Agarwal, MD,
FASN; Stuart Goldstein, MD, FASN; Mark Okusa, MD,
FASN; Kathleen Liu, MD, FASN; and Anitha Viyajan,
MD, FASN, leads the AKI'Now Initiative.

Addressing AKI: an international undertaking
Acknowledging the global impact of AKI, the AKI'Now

initiative began its work with a review of existing inter-
national efforts to have an impact on the recognition and
recovery of AKI. They include the following:

® Think Kidneys: “The NHS campaign to improve the
care of people at risk of, or with, acute kidney injury”
(website: https://www.thinkkidneys.nhs.uk/aki/)

B Oby25: This initiative by the International Soci-
ety of Nephrology (ISN) “aims to eliminate prevent-
able deaths from Acute Kidney Injury (AKI) world-
wide by 20257 (website: https://www.theisn.org/
all-articles/616-0by25 )

Each of these campaigns shares with AKI'Now an in-
terest in having an impact on the early recognition and
treatment of AKI through discovering best practices and
raising awareness through education. All three campaigns
agree on the core importance that these education initia-
tives reach not only healthcare providers but also patients,
government entities, and the general public.

The AKI'Now initiative has redoubled interaction with
those and other resources across the world. It further main-
tains tight relationships with other national and interna-
tional societies, such as the National Kidney Foundation
(NKEF), to ensure cross-pollination and resource sharing.

Convening international expertise

To further investigate shared goals and resources, during

Continued on page 16 >
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AKI!Now

Continued from page 15

2019 Kidney Week in Washington, DC, the AKI!Now
steering committee convened an expert roundtable and a
focus group of students, residents, practitioners, and col-
leagues interested in AKI who focused their discussion on
targeting best AKI practices and treatment pathways.

Specifically, the 26 expert participants in the roundta-
ble discussed these topics:

B AKI landscape

B The value of the development of a clinical compendi-
um of AKI publications and educational material

B The need for educational products focused on treat-
ment pathways and best practices

The 50 attendees at the focus group included nephrolo-
gists, patients, nurse practitioners, and fellows working in
AKI. Discussion points included the following:

® How comfortable are you with critical care nephrology?
® Educational pathways: what tools should be developed
to help practitioners recognize AKI and to facilitate the
application of established treatment practices?
® How can we promote patients’ recovery and follow-up?
Recognizing the key role and unique needs of patients
in kidney management and recovery, both events included
a testimonial from Marla Levy, who described her experi-
ence and shared her opinions and recommendations as a
person who encountered severe AKI.

Landscape analysis

After the in-person dialogues, the steering committee as-
sessed the data and insights gathered, and compiled an
AKIT landscape analysis. This analysis identified four core
themes:

Opportunities for partnership

B Nephrologists have a key role, but they must work
together across all stages of care, and across multiple
areas of practice, to ensure appropriate recognition
and management. As described previously, the scope
of healthcare professionals who may encounter AKI in
practice is vast. Nephrologists must partner with these
non-nephrology practitioners to ensure appropriate
AKI recognition and to promote recovery.

® Nephrology must recognize that the providers to part-
ner with will vary by their geographic and economic
context:

O In high-income countries, AKI may be encountered
by intensivists, emergency department physicians,
hospitalists, and other medicine and surgery provid-
ers, nurses, dietitians, and nephrologists when nec-
essary.

0 In low-income and middle-income countries, AKI
may be encountered by primary care physicians
where they are available, but more commonly, nurs-
es or primary health care providers in rural dispen-
saries will conduct management, with support from
regional centers; nephrologists will rarely or never be
available.

B The nephrologists’ role should be proactive rather than
reactive, and evidence demonstrates the benefit of
nephrologists’ intervention.

B There is a great opportunity to partner with training
program directors to enhance AKI education and train-
ing for fellows, residents, and medical students.

Communication

B Opportunities exist to improve communication across
care pathways and between primary care practitioners
and nephrology providers.

® Such opportunities include the use of electronic alerts
and early referrals by means of electronic medical re-

Figure 1. Proposals advanced by AKI!Now
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cords, education, and interaction with pharmacists on
medication interactions and risk of kidney injury, and
the importance of communication to streamline kid-
ney care after discharge.

® Communication throughout the AKI process with pa-
tient and family is key to patient recovery and mitiga-
tion of long-term physical and emotional injury.

Messaging

B There is a consensus that raising AKI awareness is need-
ed across all medical specialties and among the general
public at large.

B Different modes of education are needed for different
environments, cultures, and languages.

B Recently developed educational initiatives in the UK,
and resources adapted to various low-income and ru-
ral environments in the Oby25 initiative, are models to
learn from and to modify and adapt. For example, the
UK Think Kidneys program includes resources such
as a video, “Why We Need to Think Kidneys,” and a
case study addressing “Reducing UTIs and Improving
Care.”

B A national campaign, through either national systems
such as the Veterans Administration or Epic Systems,
or large medical practices such as Kaiser, or well-known
spokespersons, should be considered.

B Efforts to raise awareness must focus on the general
population, and large efforts must be made to widely
disseminate the importance of AKI and its short-term
and long-term consequences. Broad initiatives must
disseminate that message by using vehicles such as
World Kidney Day, public campaigns, electronic me-
dia communications, and—crucially—disseminating
the voices of patients and their families as they relate
their encounters with AKI.

Patient involvement

B Datients’ stories about their experiences with AKI are
powerful and extremely effective educational tools.

B [n addition to these stories, systematic education to in-
struct patients and their families on recognizing AKI
and the need for post-discharge follow-up with prima-
ry care physicians and specialists (including medication
reconciliation) represent key areas of opportunity.

Putting the analysis into action

The Landscape Analysis highlights commonalities and
common concerns in the recognition and treatment of
AKI across the globe. It further suggests steps that can be
taken in partnership to improve the care of patients with
AKI. Broadly, the AKI'Now initiative will take the follow-
ing steps (Figure 1):

Teach healthcare providers how to recognize AKI

Develop and/or identify and collect all available educa-
tional instruments on RECOGNITION resources, such

as these:

® The UK Think Kidneys campaign, and all other print-
ed or media educational instruments currently in use
that can be used in education campaigns

B Educational materials already available from ASN and
the NKF

B Educational materials developed and adapted for the
community and rural regions in the Oby25 ISN initia-
tive

Describe what to do with recognized AKI

Identify and collect all available educational instruments

on MANAGEMENT from resources such as these:

® UK Think Kidneys educational materials

® ASN educational materials

® [SN’s Oby25 procedures to manage early AKI in the
community under regional hospital supervision and
support

Work to better define the best pathways to kidney
recovery after AKT

Also, collaborate with experts in defining the best inter-
ventions to promote function regain and to decrease re-

lapse.

Encourage collection of data and creation of a continu-
ous education repository of evidence

The AKI'Now initiative seeks to identify, catalog, and de-

scribe available data.

Use a public forum to discuss cases and raise awareness

The ASN AKI community and open forums are a resource
to communicate initiatives and to promote AKI recogni-
tion and care.

Reach a wide medical audience

Identify means to implement educational campaigns to
colleagues who are primarily, and in many cases the only,
providers of kidney care. Raise awareness of AKI as an im-
portant complication of other disease processes.

Engage hospital administrations, and make AKI a
quality metric

Establish administrative and quality initiatives to leverage
the hospital systems, to achieve early recognition and man-
agement.



Educate the public

Stress the importance of recognition, impact on health,
and cost of AKI, and leverage public support and educa-
tion to improve AKI care.

To meet these goals, multiple action steps are in place.

First, the AKI'Now steering committee has assembled
a workgroup, culled from the roundtable and focus group
participants, to review existing AKI educational resources
and revise them for new audiences. An initial set of these
resources will be released in conjunction with the first
AKI'Now webinar, “AKI Recognition and Management
in High-Risk Populations: The Webinar You Cant Af-
ford to Miss,” scheduled for April 21, 2020, at 12:00 p.m.
EDT. This webinar, the first of a two-part series for the
year 2020, will address the identification and management
of AKI in high-risk populations, and review resources.

Second, the AKINow steering committee has au-
thored a series of three articles, which will be published in
CJASN, including the following:

B A white paper: “Recognition of Acute Kidney Injury in
High-Risk Patient Populations” (accepted for publica-
tion, 2020)

B “Recovery After Critical Illness and Acute Kidney In-
jury” (soon to be submitted)

B “DPatient Perspective on AKI and Recovery,” which gives
a voice to the patient perspective (soon to be submit-

ted)

Third, the AKI'Now steering committee is develop-
ing a compendium of all AKI-related content available
on ASN’s primary communication channels, including

CJASN, JASN, Kidney News, Kidney News Online, Kidney
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360, NephSAP, and Kidney Week abstracts. This online
searchable index will allow users to access and save relevant
content. ASN members will have the capability to view
and search full articles. This compendium is projected to
be released in July 2020.

To achieve meaningful change in AKI recognition and
recovery, partnership across the medical continuum is cru-
cial. The AKI'Now steering committee invites you to be
part of this change: participate in the upcoming webinar,
use the new resources, use the compendium, and share
your questions, ideas, and best practices with the AKI
community. [l

Jorge Cerdd, MD, MS, FASN, is chair of the AKI!Now ini-
tiative. Bonnie L. Freshly, MEd, CMD is project coordinator
with Nephrologists Transforming Dialysis Safety.

By David McFadden

Anna has been providing home hemodialysis for 6
years to her husband, who has chronic kidney disease
stage 4.

Initially, when the couple were given options for the
available forms of dialysis treatment—in-center dialy-
sis, peritoneal dialysis, and home hemodialysis—Anna
was extremely reluctant to do home dialysis because
she had no medical background. They ultimately de-
cided on home hemodialysis, however, because of her
husband’s work schedule.

Over the past 6 years, Anna has been a champion
for home hemodialysis. Changes to Medicare reim-
bursement for telemedicine visits have enabled her

Using Telemedicine
to Improve Lives

Anna’s Story: \When Home Hemodialysis
Improves Peoples’ Lives and Saves
Medicare Money

husband to receive virtual nephrology visits at home,
which keeps him from missing time from work. He
can have up to eight virtual visits a year at home.

Anna’s mother recently started dialysis because of
heart failure. In response, Anna immediately took on
the challenge of providing home hemodialysis for her,
as well as for her husband; all live together in the same
home. Virtual visits enable her mother, who is 89, to
avoid facing the harsh winters of Chicago to get to a
dialysis center.

Anna has saved the Centers for Medicare & Medic-
aid Services a tremendous amount of money by provid-
ing home hemodialysis to her mother and her husband

Medicare began paying for eight telemedicine visits a
year instead of 12 face-to-face visits as of January 2019.
This allows patients to avoid missing work and reduc-
es exposure to inclement weather, as in Anna’s family’s
case. In addition, telemedicine visits save the family
and the nephrologist travel expense.

This year I plan to use population health manage-
ment with my kidney failure patients, both at home
and in center, to decrease hospitalizations. For exam-
ple, I will send push notifications to my kidney failure
patients through their cell phones each weekend to en-
courage them to avoid excess fluid and potassium-enriched
foods. This alone will decrease admission rates. In addition,

I plan to push notifications to my chronic kidney disease patients

to help slow the progression of kidney disease. For example, I will send

monthly push notifications through my patients’ cell phones to avoid salt and
nonsteroidal anti-inflammatory drugs and to exercise regularly. These are just

some of the many ways in which telemedicine can be used to combat kidney disease.

David McFadden, MD, is an independent nephrologist in Morris, Joliet, and New Lenox, Illinois. He is affiliated with Affiliated Dialysis, in which he bas a joint venture
in a home hemodialysis program and in an in-center dialysis facility. He is also affiliated with Myowndoctor, a telemedicine company.

~

compared with the cost of in-center dialysis. These
savings to Medicare result from decreased hospitaliza-
tion, decreased use of medications such as erythropoi-
etin and blood pressure medication, and better fluid
management, leading to fewer hospitalizations and
readmissions.

She has also saved her family time and money and
improved their quality of life by reducing travel time
to and from the dialysis unit, wear and tear on their
car, and strain on their health resulting from travel and
inclement weather.

Anna’s story illustrates how Advancing American
Kidney Health is having an impact on patients’ lives. ll
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Transplantation for Undocumented
Immigrants: Time to Change the Way

the Story Ends

By Areeba Jawed

am worried your brother might not be allowed to give
you a kidney, Jose,” I said to my patient of 5 years while
shifting my feet, nervous that my actions would give
away the guilt that was suffocating me.

I had taken care of Jose throughout his journey with kid-
ney disease, and he was now approaching the need for dialy-
sis or transplantation.

Jose was accompanied by his Spanish-speaking brother,
who looked bewildered as he read our faces. Fumbling with
the contents of his wallet, he pointed to the heart on his
driver’s license.

Unsure how to respond to this stark awareness of our
healthcare system’s double standard regarding organ dona-
tion, I sought refuge in my computer screen while the broth-
ers conversed in Spanish. At a loss for words, I looked up
apologetically as Jose said, “Gracias, Doctora.”

Background

Approximately 10.5 million unauthorized immigrants
lived in the United States in 2017 (1), and an estimated
6500 of them had kidney failure (2). The diagnosis of
kidney failure grants nearly universal health insurance
coverage for provision of dialysis to citizens in the United
States; however, undocumented immigrants’ lack of eli-
gibility for state-funded insurance programs has resulted
in divergent practice patterns across the states with re-
gard to the availability of scheduled dialysis and organ

transplantation (3).

Current legislation

The policy of the Organ Procurement and Transplantation
Network (OPTN) clearly states that “deceased donor organ
allocation to candidates for transplantation shall not differ
on the basis of the candidate’s residency or citizenship status
in the United States.”

‘There appears to be no legislation barring undocumented
immigrants from receiving organs, but the lack of federally
funded health insurance achieves that end, resulting in auto-
matic and indirect exclusion. The Omnibus Budget Recon-
ciliation Act passed by Congtess in 1986 prohibits the use
of federal Medicaid funding for payment of care provided
to undocumented immigrants except for what qualifies as
emergency medical care under the Emergency Medical

Treatment and Active Labor Act (EMTALA).

In 1996, further legislation denied all state and local pub-
lic benefits to undocumented immigrants and left the states
to pass their own laws to determine the eligibility criteria
under which public benefits would be available to undocu-
mented immigrants. Additional legislation was passed to
augment federal Medicaid funding to states with the greatest
number of undocumented immigrants. Undocumented im-
migrants with catastrophic illnesses such as kidney failure,
cancer, or traumatic brain injuries are also excluded from the
Patient Protection and Affordable Care Act.

Under EMTALA, all states must offer at least emergent-
only dialysis to all patients; however, kidney transplantation
is not considered to be part of this program and is not offered
to undocumented immigrants (4). Illinois was one of the
first states to offer organ transplantation to undocumented
immigrants under state-funded Medicaid, followed by Cali-
fornia.

By contrast, once undocumented immigrants do enter
the healthcare system, the mandates by the Joint Commis-
sion and Medicare ensure they are asked regarding their
wishes about organ donation without any consideration of
their citizenship status (5).

Transplantation outcomes

Most undocumented immigrants who reach kidney fail-
ure are younger, are more likely to be employed, have bet-
ter functional status, and have fewer comorbidities despite
longer wait times for transplantation compared with citizens
receiving dialysis (4, 6). Hence, it would be reasonable to
expect them to do well as transplant recipients.

A study by Shen et al. (6) compared transplantation
outcomes in undocumented immigrants with those in citi-
zens and found that nonresident aliens had a >45% lower
unadjusted risk for all-cause transplant loss, death-censored
transplant loss, and death compared with US citizens. In the
pediatric population, a similar study from California found
undocumented children to have similar graft survival 1 and
5 years after transplantation, and their mean estimated GFR
at 1 year was higher than that in recipients who were citizens.
In addition, the risk of allograft failure was lower in undocu-
mented recipients than in citizens 5 years after transplanta-
tion, after adjustment for patient age, donor age, donor type,

and HLA mismatch (7).

Transplantation outcomes have also been explored in
other solid organ transplantation settings; for example, in
one study the liver and graft survival among unauthorized
immigrants was comparable to that in citizens/residents (8).

Inherent limitations of all these studies include that the
classification of non—US citizens and non-US residents is
based on self-reporting and thus they are at risk for misclas-
sification; furthermore, owing to the tenuous path to organ
transplantation, there may be a selection bias to include
recipients with better financial and social support, which
would explain the optimal transplantation outcomes. None-
theless, undocumented residents appear to protect their
transplanted organs just as well as citizens, resulting in better
outcomes.

Patient perspectives

Even though a greater percentage of Hispanics have kidney
failure, disproportionately fewer Hispanics than whites re-
ceive a living donor kidney transplant (9). In addition to
system-level barriers mentioned previously, studies have ex-
plored the knowledge and attitudes of undocumented im-
migrants toward organ donation.

Baru et al. interviewed 59 undocumented immigrants
from Chicago in a qualitative study and concluded adequate
knowledge among 65% of participants (10). The study
participants showed a willingness to donate despite being
suspicious of the healthcare system and in the face of the
knowledge that they had few chances of receiving organs
themselves.

In a study of the illness experience of undocumented im-
migrants receiving dialysis, many participants wanted to un-
dergo transplantation and had family members interested in
donating a kidney; yet, they lacked access because of insur-
ance-related reasons. They were aware of the double standard
concerning organ donation and their ability to donate after
death despite their ineligibility to receive organs (11). Other
studies among Hispanic populations have also identified lack
of knowledge, financial barriers, and logistic barriers to organ
donation (12, 13).

Ethical analysis
Right to healthcare

Those who oppose undocumented immigrants’ right to
healthcare do so on the basis of the immigrants’ illegal status
in the country and have concerns regarding their financial
contributions to society (14, 15). Furthermore, others be-
lieve that by offering free healthcare to undocumented im-
migrants we may be extending an invitation for abuse of
limited healthcare resources, resulting in an unfair burden
on society (15).

Proponents argue that access to healthcare is a basic hu-
man right that should be granted to all. Several studies have
shown transplantation to be cheaper than emergent dialy-
sis, making it the more financially feasible option for society
(16). It is imperative to mention that undocumented im-
migrants do contribute financially in the form of nearly $12
billion in taxes, with $2.4 billion directed toward Medicare,
contributing substantially more than what they withdraw
in comparison with citizens. They also generate a surplus in
the magnitude of billions in Social Security programs, which
they are unlikely to claim (17).

Beyond the scope of this article, but prudent to mention
here, is that the right to healthcare in the United States even
for citizens is under debate because it would mean nearly
universal healthcare coverage. That is not the case, despite



the obligation many physicians feel to provide such care.

A healthcare system that readily accepts organs for donation from a subset of the
population without addressing their inability to receive organs seems grossly unjust.
No comprehensive data on the citizenship status of organ donors is available from
procurement organizations, although studies show that undocumented immigrants
are more likely to donate than they are to receive (18).

According to OPTN data, illegal immigrants contributed as much as 2.5% of
all donations between 1988 and 2007 but received only 0.63% of the organs. One
would expect that with this knowledge, fewer individuals would donate; however,
studies have shown high donation rates despite the awareness of this double standard
10).

Rationing of limited resources
Opponents argue that organs are a limited resource and should be rationed to legal
residents who are most likely to benefit from them and demonstrate the highest need.
Studies have reported that undocumented immigrants are more likely to have living
donors, the majority being healthy family members (6); hence, they are less likely to
affect the organ pool. Furthermore, they contribute as living and deceased donors;
however, their ability for living donation is limited.

Undocumented immigrants who receive transplants have transplantation out-
comes comparable with those of citizens and are more likely to be employed, consist-
ent with judicious use of organs, resulting in maximum benefit to recipients.

Conclusion

Making transplantation available to undocumented immigrants with kidney failure
is the ethical, humane, just, and economically feasible path to take. The United Net-
work for Organ Sharing needs to develop a transparent policy reflective of public
opinion when it comes to transplantation in undocumented immigrants. Efforts
should be made to highlight their economic contributions to society, their mini-
mal use of healthcare resources, and their continued contribution to the organ pool,
which exclusively benefits citizens. We must at least advocate for living donation in
this disadvantaged population, allowing them to continue to be productive members

of society without tapping the organ pool. |l

Areeba Jawed, MD, is assistant professor in the division of nephrology, department of medi-
cine, Detroit Medical Center and Wayne State University School of Medicine.
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Faster Resolution of
UACR After Bariatric
Surgery in Diabetic
Teens

Among patients with type 2 diabetes un-
dergoing bariatric surgery, adolescents have
earlier resolution of elevated urinary albu-
min to creatinine ratio (UACR), compared
to adults, reports a study in Kidney Interna-
tional.

The researchers analyzed 161 adoles-
cents with severe obesity who underwent
Roux-en-Y gastric bypass surgery. For
comparison, they looked at a group of 396
adults undergoing gastric bypass—all with
a reported history of obesity at age 18 or
younger. Before gastric bypass, type 2 dia-
betes was present in 14% of the adolescents
and 31% of the adults. For patients with
preoperative type 2 diabetes, the adolescents
and adults were similar in terms of preop-
erative weight, body mass index (BMI), and
glycated hemoglobin. Among those with-
out preoperative diabetes, the adolescents
had higher weight, BMI, and insulin levels.

Renal outcomes 5 years after bariatric
surgery were compared between age groups,
focusing on spot UACR measurement and
estimated glomerular filtration rate meas-
ured by serum creatinine and cystatin C.
Analyses were stratified by the presence of
preoperative type 2 diabetes.

Before surgery, the prevalence of elevated
UACR was 22.5% in adolescents with type
2 diabetes, compared to 9.0% in diabetic
adults. Follow-up data showed earlier im-
provement in elevated UACR in teens with
preoperative diabetes compared to adults.
In adolescents, adjusted prevalence of el-
evated UACR decreased from baseline to 1
year, remaining stable thereafter. In adults,
adjusted prevalence of elevated UACR was
stable from baseline to year 4, with a signifi-
cant decline in year 5.

In contrast, there was no difference in
UACR in response to gastric bypass be-
tween adolescents or adults without pre-
operative diabetes. Teens with preoperative
type 2 diabetes had a higher prevalence
of hyperfiltration (prevalence ratio 2.36),
which persisted across the 5-year study pe-
riod.

The study is the first to compare kid-
ney outcomes after bariatric surgery in
adolescents versus adults. “Adolescents with
pre-operative type 2 diabetes experienced
a more precipitous resolution of elevated
UACR following gastric bypass compared
to their adult counterparts,” the researchers
write.

The age-related difference in UACR re-
sponse after bariatric surgery adds to previ-
ous evidence that adolescents have “greater
plasticity for comorbidity reversal.” Further
studies with extended follow-up are needed
to dlarify the risks and benefits of bariatric
surgery for severely obese adolescents, with
and without type 2 diabetes [Bjornstad B, et
al. Five year kidney outcomes of bariatric
surgery differ in severely obese adolescents
and adults with and without type 2 dia-
betes. Kidney Inr 2020; DOI: hetps://doi.
org/10.1016/j.kint.2020.01.016]. |

For Older Adults with Kidney Failure, Dialysis Linked

to More Hospital Days

In older adults with kidney failure, the de-
cision to undergo maintenance dialysis is
associated with increased hospital and ICU
days and decreased use of inpatient pallia-
tive care, reports a study in JAMA Network
Open.

Using Alberta health data, the research-
ers identified 968 older adults (65 or older)
with kidney failure: 489 men and 479
women, median age 78.5 years. All had at
least two consecutive outpatient estimated
glomerular filtration rate (eGFR) meas-

urements of less than 10 ml/min/1.73
m? over at least 90 days—a level at which
patients and physicians discuss and decide
whether to pursue maintenance dialysis.
Time-varying exposure to maintenance
dialysis was analyzed for association with
cumulative hospital days, with adjustment
for covariates. A wide range of secondary
outcomes were analyzed as well.
Maintenance dialysis was performed in
57.5% of patients. Those not receiving di-
alysis were more likely to be female, older

(median age 83.6 years), to have higher
comorbidity, and to reside in a long-term
care facility.

Patients receiving maintenance dialysis
spent more days in the hospital, incidence
rate ratio (IRR) 2.47: the typical patient
treated with dialysis had an additional 22
hospital days per year. There was no in-
crease in the rate of hospital admissions,
but patients in the maintenance dialysis
group had a higher rate of ICU admissions:
98.37 versus 54.51 per 1000 hospitaliza-
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tions, IRR 1.80.

Maintenance dialysis was also associ-
ated with a lower rate of inpatient palliative
care: 3.92 versus 8.60 per 1000 hospital
days, IRR 0.45. Of 627 patients who died
during follow-up, those treated with dialy-
sis were more likely to die in the hospital:
66.0% versus 48.4%, relative risk 2.93.

For older adults with kidney failure,
time spent in the hospital is an important
patient-oriented outcome that may affect
the decision to initiate dialysis. There are
few data on comparative outcomes for pa-
tients choosing dialysis or nondialysis care
in this situation.

The new study shows increased inten-

sity of care, including a substantial increase
in hospital days, for older adults with kid-
ney failure who receive maintenance dialy-
sis. Dialysis is also associated with a lower
rate of inpatient palliative care and an in-
creased likelihood of dying in the hospital.
The authors note that the findings in their
Canadian cohort—including the 40% rate
of treatment without dialysis—may not
be generalizable to the United States and
elsewhere [Tam-Tham H, et al. Association
of initiation of dialysis with hospital length
of stay and intensity of care in older adults
with kidney failure. JAMA Network Open
2020; 3:¢200222]. W
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PHARMACEUTICALS

In Advanced CKD,
Prehydration Before
Contrast Doesn’t
Reduce AKI

For patients with CKD stage 3, the stand-
ard practice of prehydration before con-
trast administration does not reduce the
risk of AKI, reports a randomized trial in
JAMA Internal Medicine.

The “Kompas” trial included 523
patients with stage 3 CKD undergoing
nonemergency contrast-enhanced com-
puted tomography (CECT) at six hospi-
tals in the Netherlands. The patients were
336 men and 187 women, median age
74 years. They were assigned to undergo
prehydration or no prehydration before
administration.  Prehydration
consisted of 1-hour infusion of 250 mL of
1.4% sodium bicarbonate.

The two groups were compared for

contrast

their mean relative increase in serum cre-
atinine 2 to 5 days after CECT, compared
to baseline; the noninferiority margin was
less than a 10% increase. Secondary out-
comes included AKI developing 2 to 5
days after contrast administration, mean
relative increase in creatinine at 7 to 14
days, incidence of acute heart failure or
renal failure requiring dialysis, and health-
care costs.

Mean relative increase in serum creati-
nine at 2 to 5 days was 3.5% with prehy-
dration and 3.0% with no prehydration:
a nonsignificant difference. Postcontrast
AKI developed in 1.5% of patients in the
prehydration group (4 cases) and 2.7% in
the no-prehydration group (7 cases): rela-
tive risk 1.7. No patient developed acute
heart failure or kidney failure requiring
dialysis.

There was no difference in the effects
of prehydration versus no prehydration in
specified patient subgroups. The cost of
prehydration (mean €119) was avoided
in the comparison group; other costs were
not significantly different.

For more than a decade, prehydration
protocols have been widely used with the
goal of preventing postcontrast AKI in pa-
tients with CKD stage 3. This is despite
the lack of evidence on the effectiveness of
this intervention, as well as the potential
for adverse effects such as volume over-
load.

The Kompas randomized trial finds no
difference in the relative increase in serum
creatinine for stage 3 CKD patients receiv-
ing prehydration versus no prehydration
before CECT. Other outcomes are also
similar between groups, including health-
care costs. “[O]ur study provides sufficient
evidence that preventive hydration can be
withheld in this population,” the research-
ers conclude [Timal RT, et al. Effect of
no prehydration vs sodium bicarbonate
prehydration prior to contrast-enhanced
computed tomography in the preven-
tion of postcontrast acute kidney injury
in adults with chronic kidney disease: the
Kompas randomized clinical trial. JAMA
Intern Med 2020; DOI: 10.1001/jamain-
ternmed.2019]. W
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Fellows Corner

Dialysis Care of Undocumented
Immigrants: Can We Do Better”

By Dorreen Danesh, Sarah Stern, and Eddy J. De Jesus

Dorreen Danesh Sarah Stern

hat does it take for a man to refuse life-
saving dialysis? Despite thorough coun-
seling, our team stood still as our pa-
tient continued to refuse hemodialysis
for his kidney failure. Admitted because of his severely
elevated potassium levels, he understood his imminent
risk for sudden cardiac arrest. Yet, as the buildup of tox-
ins in his bloodstream worsened his lethargic and nause-
ated state, he remained adamant that his family lacked
the means to continue with the emergency dialysis he
needed to survive.
For our patients of undocumented status, the tragic
lack of access to scheduled dialysis is all too common.
An estimated 6500 undocumented immigrants with
kidney failure live in the United States (1). Whereas all
American citizens who either qualify for Social Security
or are dependents of persons who qualify are guaran-
teed coverage for dialysis by the End-Stage Renal Dis-
ease Amendment to the Social Security Act (2, 3), this
coverage does not extend to patients of undocumented
status. Thus, these patients’ care varies vastly between
states. Twelve states provide Medicaid or emergency care
coverage for scheduled dialysis (4). Yet, in the majority
of states in this country, patients qualify for intermittent
emergency dialysis only in the presence of life-threat-
ening laboratory abnormalities or symptoms under the
1986 Emergency Medicaid Treatment and Active Labor
Act (EMTALA) (5). After treatment, patients are in-
structed to return to the emergency department when
their symptoms inevitably worsen.

Studies have consistently demonstrated the conse-
quences of emergency-only dialysis, including life-threat-
ening physical symptoms and psychosocial stressors for
patients, in addition to harms experienced by clinicians
and the public at large. Undocumented patients receiv-
ing emergency dialysis have a 14-fold higher odds ratio
of death (6) and a lower quality of life in comparison
with undocumented patients receiving scheduled dialysis
(7). In some cases, symptoms from uremic toxins have
been so distressing that patients have reported intention-
ally consuming high levels of potassium with the goal of
satisfying the criteria for emergency dialysis (8).

Despite the injustice placed on patients and their
families when we resort to emergency-only dialysis, stud-
ies have also highlighted the significant toll placed on our
healthcare system, especially safety-net hospitals. Com-
pared with their counterparts receiving scheduled care,
patients of undocumented status receiving emergency-

Eddy J. De Jesus

only dialysis were found, on average, to require more
days of inpatient care (162 days vs. 10 days), more emer-
gency department visits (26.3 vs. 1.4), more blood trans-
fusions (24.9 vs. 2.2) and greater yearly costs ($284,655
vs. $76,900) (9, 10).

A study in Texas noted cost savings of $4316 per
patient per month after the transition from emergency-
only dialysis to scheduled dialysis (11). The cost sav-
ings from reductions in healthcare expenditures were
noted to exceed the cost increases from vascular access
and scheduled dialysis (11, 12). In addition to increased
patient morbidity and poor quality of life, there is the
well-documented burden of emergency dialysis on the
use of healthcare. This is particularly of concern for hos-
pitals such as Grady Memorial Hospital, Atlanta’s major
safety-net hospital, which reported that its 88 dialysis
patients accounted for one-tenth of Grady’s total losses
despite representing only a small fraction of the greater
than 800,000 patient visits it completed that year (13).

In addition to advocating for the universal implemen-
tation of scheduled dialysis, a crucial part of the solution
lies in improving access to screening and preventive care.
This can be approached on the continuum of disease pre-
vention, from primary prevention in addressing common
risk factors such as diabetes and high blood pressure, to
slowing the progression of chronic kidney disease.

Kidney disease often has no symptoms, but simple
urine or blood tests can detect early disease and alert cli-
nicians to manage risk factors aggressively. Notably, risk
factors such as diabetes and high blood pressure can be
managed in impressively cost-effective ways. Affordable
generic medications can be made available at $4 and $10
at major retail corporations, such as Walmart and Target,
and thus be made accessible to low-income populations
(14, 15). Given that many undocumented immigrants
have difficulty navigating the healthcare system in the
United States and often rely on federally qualified health
centers, population-specific implementation of public
health initiatives and outreach can be beneficial for both
patients and communities.

Scheduled dialysis is the standard of care for all pa-
tients with kidney failure and should be accessible to all
people with kidney failure. It has been shown to reduce
mortality, healthcare use, and costs when compared with
emergency-only dialysis (1, 2, 4-7, 9—11). The univer-
sal practice of scheduled dialysis, in place of emergency-
only dialysis, avoids the psychosocial distress that plagues
both patients and the clinicians who care for them.

As professionals who all take an oath to uphold the
highest standard of care and humanism, we cannot let
the citizenship status of our patients define the lifesaving
care we provide. As individual physicians, we face the
front line and witness the impact of harmful policy on
our patients’ lives. Our profession has the power to have
an impact on policies and, most important, advocate on
behalf of the patients and communities we serve. To-
gether we can do better, and we must. ll

Dorreen Danesh and Sarab Stern are members of the Uni-
versity of Florida College of Medicine class of 2020. Eddy
J. De Jesus, MD, is chief nephrology fellow (PGY-5) in the
division of nephrology, hypertension, and renal transplan-
tation, department of medicine, University of Florida.
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