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Goals of My Presentation

Depression:
Anxiety:

Liberally borrow from work done with hemodialysis patients to make my points
to overcome limitations of data specifically in those undergoing PD



Depression is Common in PD Patients
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In dialysis patients, depression often sub-clinical
Depression Indicator

United Total “Downhearte “So down in

Europe

States d and blue” the dumps”
Physician-diagnosed, by 16.2 19.0 17.7 0.17 0.16
medical record
Self-Reported
“‘Downhearted and Blue” 24.8 18.5 21.5 0.60
“So down in the dumps” 22.6 16.6 19.5

Patients:
Hesitation to bring up their emotional experiences at a doctors’ visit for “physical” problems
Perception that this is a “phase” they will pull through
“Stigma” or perception they are not strong enough
Physicians:
Lack of skill or expertise to suspect and diagnose depression
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Kidney Failure Puts a Lot of Demands on Patients

 PD has many advantages but it still needs to be done every day
 Many therapy innovations require patients to do more and not less

* Numerous restrictions on diet of a PD patient:
* Low salt and phosphorus, high protein

* Very high pill burden (median, 19 per day)

* Numerous care transitions — from hospital to home or others
 Depression makes it harder for patients to do everything right all the time

& \5ivision of Y KIDNEY
\,( Nephrology RESEARCH
IS Wanmaso

INSTITUTE



Depression and Cognitive Function

e 458 PD patients from five units in China:
* Depression assessed using Zung self-rating depression scale
* Cognitive function using modified Mini-Mental Scale

* Patients with mild or moderate/severe depression had a higher
prevalence of:
* Overall cognitive impairment
* Executive dysfunction
* |Impaired immediate or delayed memory
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Patients with Depression have Lower Adherence
to Various Aspects of Treatment

Study Studies Median r Mean weighted r Odds Ratio
Population

ESRD -0.22 3.44
(-0.33, -0.11) (1.26, 8.10)
Non-ESRD 6 -0.24 -0.21 2.77
(-0.30, -0.11) (1.43, 5.44)
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Depressive Symptoms and HD Adherence

Predicted Trajectory
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Group 2 (35%)
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Weisbord et al, Clin J Am Soc Nephrol 2014; 9: 1594-1602

Pradicted Trajectory
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For every 5-point higher PHQ-9 score,
adjusted incident rate ratio for:

1.21 (1.10, 1.33)

Abbreviated HD: 1.08 (1.03, 1.14)
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Depression and Peritonitis

_ Risk Ratio 95% confidence interval

BDI = 11 2.7 1.23-6.03
Age 265y 0.8 0.29-1.48
Diabetes Mellitus 1.0 0.46-2.17
Coronary Artery Disease 0.6 0.39-1.79
Race 0.9 0.39-2.35

162 patients assessed using Beck Depression Inventory
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Healthcare Utilization
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For every 5-point higher PHQ-9 score, the adjusted incidence
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Recap

* Onein three PD patients have significant depressive symptoms
 The symptoms are sub-clinical and not easily diagnosed in routine care

e But these sub-clinical symptoms are enough to amplify the health
problems of PD patients:
* Decreased adherence
* Higher ED visits and hospitalizations
* Higher risk for peritonitis
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Diagnosis of Depression

* Major depressive disorder is a psychiatric diagnosis that requires a structured
clinical interview:

* Requires patients to meet 5 of the 9 criteria for a correct diagnosis

* Qverview of diagnostic issues
* Depressed mood or loss of interest or pleasure in daily activities for more than two weeks
* Mood represents a change from a person’s baseline
* |Impaired function: social, occupational, educational

* We nephrologists are not trained to do these interviews
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Diagnosis of Depression

* Administer a screening instrument:
* Patient Health Questionnaire-2 (PHQ-2)
* Patient Health Questionnaire-9 (PHQ-9)
* Beck Depression Inventory-Il (BDI) _ _
* Center for Epidemiologic Studies Depression Scale (CESD) Igf]tdrut?:ymsgolilg?rp:ﬁ:ligz Z{;ﬂtgsr?:
* Hamilton Depression Rating Scale (HDRS) of major depressive disorder

Remember — these are screening

* Hospital Anxiety and Depression Scale (HADS)

* Major Depression Inventory (MDI)

®* Quick Inventory of Depressive Symptoms (QIDS)
* Zung Self-Rating Depression Scale (SDS)

® Geriatric Depression Scale (GDS)

Y
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And Cut-Off Scores for Some Screening
Instruments Are Different in CKD/ESRD

Significant overlap between symptoms of depression with those experienced by patients with kidney
diseases — either from uremia or side-effects of medications

Scale No. of Score, Usual Cut- Cut-Off in CKD Cut-Off in ESRD
ltems range Off (Sens, Spec) (Sens, Spec)

0-63 =10 =11 = 14-16
(89%, 88%) (62-91%, 81-86%)
QIDS-SR 16 0-27 > 10 > 10
(91%, 88%)
CESD 20 0-60 =16 =18
(69%, 83%)
PHQ 9 0-27 =210 =10
(92%, 92%)
-
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Treatment Options for Depression

Pharmacologic Therapy

* Selective Serotonin Receptor Uptake Inhibitors (SSRIs)
* Serotonin Norepinephrine Reuptake Inhibitors

Psychotherapy

* Acceptance and Commitment Therapy; Cognitive Therapy; Cognitive Behavioral Therapy;
Interpersonal Therapy; Psychodynamic Therapy

Complementary and Alternative Medicine
* Acupuncture; meditation; w-3 fatty acids; S-adenosyl-L-methionine; St. John’s wort; yoga

Exercise

Q°
OKIDNEY
RESEARCH

INSTITUTE



First-Line Treatments

* ACP Clinical Practice Guidelines, 2016:

* ACP recommends that clinicians choose between either cognitive behavioral therapy or
second-generation anti-depressants to treat patients with major depressive disorder after
discussing treatment effects, adverse effect profiles, cost, accessibility, and preferences
with patients (Grade: strong recommendation, moderate-quality evidence)

* Summary Evidence:

* Moderate quality evidence from five trials showed no difference when comparing second
generation anti-depressants with cognitive behavioral therapy in patients with major
depressive disorder after 8-52 weeks of treatment.

* Low quality evidence from three trials showed no difference in remission rates and
functional capacity for second generation anti-depressants compared with cognitive
behavioral therapy
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Limited Data on Treatment in ESRD
Group CBT

90 HD patients at two dialysis facilities randomized to group CBT or usual care
Re-evaluation at 3 months, 85; at 9 months, 74
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Improved perception of burden of kidney disease, quality of social interaction, sleep,
and mental component summary of health-related quality of life

Duarte et al, Kidney Int 2009; 76: 414-21
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Limited Data on Efficacy of Treatment
Individual CBT

65 HD patients at two dialysis units randomized to immediate individual CBT in dialysis
facility and wait-list for treatment; 55 completed the intervention
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Limited Data on Efficacy of Treatment
Drug Therapy

* Blumenfield:
* 14 patients randomized to placebo or fluoxetine
* |Improved depressive symptoms; difference not statistically significant

e Non-randomized studies:

* 9 uncontrolled studies with 7-44 patients, including one in PD patients
* Most show improvement in depressive symptoms

0 . QO
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Sertraline: Any Better than Placebo?
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ASCEND

 Multi-center randomized controlled trial to compare the efficacy of
12-week treatment with sertraline and cognitive behavioral therapy
in patients undergoing hemodialysis

 Met enrollment target (n=120) and all study-related procedures
completed

* Data analysis underway and results will be available soon
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Recap

Depression is sub-clinical and not readily diagnosed in routine care

Best to use any one of the screening instruments:
* |In US, PHQ-2 is being used and administered once yearly

Discuss with patients the next steps within scope of what is feasible:
* Refer to psychiatrist

e Offer atrial of anti-depressant drug

e Offer atrial of cognitive behavioral therapy

At this time, we do not know if a strategy of routine screening for
depression results in better health outcomes for patients:

 But seems reasonable as long as there are well-thought plans in place for

management of patients CKIDNEY
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Anxiety in ESRD:

More Common than Depression?

Kutner, ‘85 Self-Rating Anxiety Scale Symptomatic: 33%
Anxiety: 12%
Taskapan, ‘05 40 Hospital Anxiety and Anxiety Disorder, 30%
Depression Scale
Cukor, '08 70 Hospital Anxiety and DSM IV Anxiety
Depression Scale Disorder, 46%
Feroze, '12 175 Beck Anxiety Inventory 53% (28% moderate-
severe)

In patients undergoing PD, associated with higher technique failure (Griva et al, 2016)
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Many Traumatic Experiences
Many Related to or From Need for Dialysis

O All patients
H Men
O Women
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danger of life helplessness fear or horror _ PTSD
Dialysis-related
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Aftermath of Hurricane Katrina

19%_

49%
® No PTSD or depression

®m PTSD +/Depression -
= PTSD - /Depression +
PTSD +/Depression +

391 HD patients at 9 facilities in New
Orleans; phone interview 9-15 months later

5%
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Summary and Conclusions

* Depression:
* |scommon
* Has broad effects on patients’ health and well-being
* |schallenging to diagnose
* Butis treatable

* Anxiety:
* |Iscommon but
* Much less well studied and
 Treatment approaches uncertain
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