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Preface

Implementation of Medicare Hospice Benefit
in 1983 forever changed the practice of end-
of-life care in the United States. The Benefit
helped us recognize opportunities to change
the focus of medical care for patients with
life limiting illness from curative or restorative
treatment to symptom management and
whole-person care. As a result more patients
with more types of disease are treated by
hospice practitioners. This opened up new
worlds of clinical practice and over the
intervening years, medical, nursing and
pharmaceutical care have evolved and grown
to meet the ever changing needs of patients
with life-limiting illness. With this increasing
patient population and new professional
opportunities come new practitioners to the
field.

Clinical science does not stand still. Need,
whether driven by disease, unmanaged
symptom burden, or search for knowledge,
does not stand still. These needs require us to
have a common understanding of the causes

of disease, associated symptom burden and

management of these symptoms. They require

us, collectively, to share our knowledge and

expertise.

Symptom management continues to rely
heavily upon knowledgeable prescribing.

As such, navigating the art and science of
appropriate medication use is essential.
Additionally, understanding other tenets such
as therapeutic substitution and deprescribing
are necessary to effect person-centered

pharmaceutical care.

Finally, in today’s regulatory environment, it
is equally important to understand the rules
and regulations that apply to medication use
and payment for medications for the hospice

patient.

This Guide is intended to be an easy-to-use
reference providing basic, evidence-based
information to enable practitioners to identify

symptoms commonly experienced by EOL
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patients, their relatedness to specific diseases,
clinical insight how to manage them, drug
therapy options and to understand how to
navigate numerous drug therapy issues not

specific to direct patient (pharmaceutical)

care.
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Vice President of Clinical Services
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How to Use This Guide

For the best experience, view this guide using the latest version of Adobe® Acrobat Reader®, which z
can be downloaded at:

https://acrobat.adobe.com/us/en/acrobat/pdf-reader.html On e PO i N t®

This how-to section covers features that are specific for navigating the Clinical Symptom Guide, and PATIENT CARE

does not cover the basic operations of Acrobat Reader®. For a beginner’s guide and full user guide

on using Acrobat Reader®, please visit this site: What one can do®
https://helpx.adobe.com/support/reader.html

While this document may be viewed with other PDF readers, the full functionality of bookmarks,
hyperlinks and cross-references may not be guaranteed. This how-to section references the features
specifically for Acrobat Reader DC® on Microsoft Windows®® desktop environments. If you have
guestions about viewing this document on your mobile device or other platforms, please contact

your OnePoint Patient Care representative for assistance.

GENERAL NAVIGATION — BOOKMARKS AND PAGE THUMBNAILS

Users can quickly jump to specific sections in this guide by using the bookmarks and page

thumbnail features.

When viewing the document for the first time, look to the left side of the Adobe Reader screen and

find the bookmark and page thumbnail icons:

Bookmark Page Thumbnail

The bookmarks are designed to allow readers to quickly jump to any specific section — simply

mouse click the section, monograph or appendix name to navigate to it.

Thumbnails allow for navigating based on page appearance, and are convenient for skipping ahead

and back within a group of pages.

If you do not see the icons, go to View> Show/Hide> Navigation Panes> Bookmarks OR Page

Thumbnails to reveal the section and the Navigation Pane.

A Adobe and Acrobat Reader are either registered trademarks or trademarks of Adobe Systems Incorporated in

the United States and/or other countries.

B This Clinical Symptom Guide is an independent publication and is neither affiliated with, nor authorized,

sponsored, or approved by, Microsoft Corporation.
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You may also look to see a vertical band on the left of the program window with a small arrow

pointing toward the center of the screen:
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Example of the Navigation Pane Arrow Example of the Navigation Pane Arrow
(Pane Closed) (Pane Open) What one can do®

Click this arrow to collapse and expand the section containing the bookmarks and page thumbnails.
The bookmark/page thumbnail column can also be expanded by hovering your mouse over the
edge until you see the cursor change into a COLUMN RESIZE cursor. This is helpful for adjusting

the layout to fit your specific screen.

!

Move cursor to the area next to the navigation
pane arrow... ...the cursor changes to a COLUMN RESIZE
cursor. Left click and hold when it appears to
adjust the column size.

EMBEDDED NAVIGATION — TABLE OF CONTENTS AND HYPERLINKS

Within the Clinical Symptom Guide is text that allows readers to jump directly to the referenced

subject.

The Table of Contents (TOC) functions exactly like the bookmarks section, but unlike the bookmark
section the TOC doesn’t remain viewable after a link is selected. Use it to quickly jump to a selected

section by clicking on the page number or its corresponding description.

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com



ANNOTATIONS AND ADDITIONS

There are several options for annotations in the guide, and all are considered “comments” which

are logged under the comments column in Acrobat Reader®. When the comment feature is active,

a toolbar showing assorted options for highlighting, underlining, notes, etc. is shown above the z

document. Whether the comment feature is active or not, you can always use the selection tool to

use commenting features — but the comment column must be active to review and reply to previous One Poi nt®

comments. The selection tool is selected from the primary toolbar.
PATIENT CARE

k * What one can do?

Selection Tool for Text and Images Selection Tool for Text and Images
(Not Active) (Active)

Most users will primarily use highlighting, commenting, and sticky notes while using the selection
tool. To highlight, first select the text and then right click, then choose “highlight text”. Selecting
the text also allows users to “add a note”. If no text is highlighted, a right click provides the option

to leave a sticky note where ever the cursor is located.

FDA approved for delirium but are
se based strategies exist for suc-
itment using medications off-label

FDA approved for delirium but are
;e based strategies exist for suc-
itment using medications off-label

strategies to manage delirium,
>an safely be administered in any

itients’ hw
1 delirium Highlight Text

strategies to manage delirium,
san safely be administered in any

itients’ hm
1 delirium Add Sticky Note

compromisi Strikethrough Text compromisi Insert Text At Cursor Ins
are controlle Add Note to Replace Text are controlle
UGHTIEE P Add Note to Text usnilyias o v Select Tool
n plasma co n plasma co
30 minutes 30 minutes |  Hand Tool
Look Up “homes” Marquee Zoom
initially requ initially requ
yrior to giving the next dose yrior to giving Teviee Vi
are controlled, the total previous 24 are controlle
Example of Right Click options after selecting Example of Right Click options when no text is
text. The upper options are logged in the selected. The upper options are logged in the

comments column. comments column.

The “look up” feature opens up a search
window for the word indicated.

Other readers may wish to add to their copy of the guide by using the “insert text” or “strikethrough
text” features of the PDF. These options may prove useful for users that need to communicate
specific information with peers and coworkers. Strikethrough leaves a red line through the selected
text. Insert text provides a blue arrow at the cursor location. Each option is recorded in the

comments.

To delete any comment, select it either in the document or within the comments column, then right

click to show the delete option.
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To edit typed comments, double click on the text within the instance inside the comments column.
If you do not see the comment column, go to View> Tools> Comment to reveal the section. You

may also look to see a vertical band on the right with a small arrow pointing toward the center of

the screen. z
I I 1 ®
< > OnePoint
PATIENT CARE
Example of the Tools Pane Arrow Example of the Tools Pane Arrow

(Pane Closed) (Pane Open) What one can do?®

Click this arrow to collapse and expand the section containing the tools column. From there, you
should see an option for “comment”.

Comments Icon

Once selected, the comments column can also be expanded by hovering your mouse over the edge

until you see the cursor change into a column resize cursor. This is helpful for adjusting the layout
to fit your specific screen.

. b
I> i I>

R

Move cursor to the area next to the tools pane ...the cursor changes to a COLUMN RESIZE
arrow... cursor. Left click and hold when it appears to
adjust the column size.

ACCESSIBILITY NOTE

This PDF document has been remediated to pass Adobe Acrobat’s Accessibility Check, however
individual user experience may vary based on the type of screen reader being used. For more

information about computer accessibility software, we recommend visiting the following site:

https://www.afb.org/blindness-and-low-vision/using-technology/using-computer/

part-ii-experienced-computer-user-new-0#reading

QUESTIONS/COMMENTS/ISSUE

If you have a question or concern related to the Clinical Symptom Guide's navigation (IE: broken

links, bookmarks, etc.) or accessibility features, please email info@oppc.com with the subject line:
CSG Feedback.

All fixes will be incorporated into future editions of the Clinical Symptom Guide; Thank you in

advance for your time to help make this guide a useful tool for all.
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Abbreviations

5-HT3 serotonin

ABG arterial blood gas

AC before meals

ACE angiotensin converting enzyme

ADE adverse drug event

AGS American Geriatric Society

AIDS Acquired Immune Deficiency
Syndrome

ALS Amyotrophic Lateral Sclerosis

APAP acetaminophen

ARB angiotensin receptor blocker

BID two times day

BMI Body Mass Index

BMP basic metabolic panel

BP blood pressure

BPH benign prostatic hypertrophy

BUD beyond use date

BUN blood urea nitrogen

CBC complete blood count

cGY centi-Gray units

CHF Congestive Heart Failure

CiC Chronic Idiopathic Constipation

CKD Chronic Kidney Disease

CNS Central Nervous System

COPD Chronic Obstructive Pulmonary
Disease

COX-1 cyclooxygenase-1

COX-2 cyclooxygenase-2

CR controlled release

CrCl creatinine clearance

C1z chemoreceptor trigger zone

D2 dopamine type 2 receptor

DM diabetes mellitus

ABBREVIATION
DR

EC
EES
EF
EPS
ER
ESLD
ESRD
eg
FDA

GERD

Gl
gtts
H1
H2
H2RA

HCI
HIV

HPA

HR
HS
IBS

DEFINITION
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delayed release
enteric coated

erythromycin ethylsuccinate

ejection fraction
extrapyramidal symptoms What one can do”
extended release

end-stage liver disease
end-stage renal disease

for example

Food and Drug Administration

gram

Gastroesophageal Reflux
Disease

gastrointestinal
drops

histamine-1 receptor
histamine-2 receptor

histamine-2 receptor
antagonist

hydrochloride

Human Immunodeficiency
Virus Infection

hypothalamic-pituitary-adrenal
axis

heart rate

hour of sleep

Irritable Bowel Syndrome

in other words; that is to say
intramuscular

injection

immediate release
intravenous

potassium

kilogram
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ABBREVIATION | DEFINITION
L

liter
LA long acting
LMWH low molecular weight heparin
LOC level of consciousness
M1 muscarinic-1 receptor
MAOI Monoamine Oxidase Inhibitor
mbq megabecquerels
mcg microgram
mCi millicurie
MDD maximum daily dose
mg milligram
min minute
ml milliliter
N/V nausea/vomiting
neb nebulizer, nebulized solution
NK1 neurokinin-1 receptor
NNT number needed to treat
NPO nothing by mouth
NSAID non-steroidal anti-inflammatory
drug
NTE not to exceed
02 oxygen
oDT orally disintegrating tablet
oIC opioid induced constipation
oTC over the counter
PC after meals
PE phenytoin equivalent
PFS preservative free solution
PO oral
PPI proton pump inhibitor
PR per rectum
PRN as needed
Q every
QAM every morning
Qb daily

ABBREVIATION
QHS

Qib
Q0D
Qw
SCr
SE
SL
SNRI

SQ
SSKI

SSRI

STAT
SVN

TCA
TIA
TID
USP
UTI
WHO
XL
XR

DEFINITION

bedtime

four times a day
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every other day
weekly (once a week)

serum creatinine

status epilepticus
sublingual What one can do?®

Serotonin Norepinephrine
Reuptake Inhibitor

subcutaneously

saturated solution of potassium
iodide

Selective Serotonin Reuptake
Inhibitor

immediately

small volume nebulized
(solution)

tricyclic antidepressants
transient ischemic attack
three times a day

United States Pharmacopeia
urinary tract infection

World Health Organization
extended release

extended release
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DEFINITION CLINICAL INSIGHTS

An unpleasant state of extreme arousal or extreme
emotional disturbance; perturbation. An agitated person
may feel stirred up, excited, tense, uncooperative, or
irritable.

e May be due to depletion of the neurotransmitter
acetylcholine, coupled with an increase in the
amount of dopamine in key areas of the brain that
control mood and behavior.

e Unmet physical needs; eg,: soiled diaper, hunger

¢ Uncontrolled physical symptoms; eg,: untreated
pain, insomnia

e Unmet psychological needs; eg,: social isolation
¢ Uncontrolled psychological symptoms or stressors

e Environmental changes; eg,: unfamiliar surroundings,
overstimulation

e Medical illness; eg,: seizure disorder, fecal impaction,
urinary retention, infection (esp. elderly), electrolyte
disturbances (eg,: hypercalcemia), respiratory
distress, brain metastases, dementia

e Medications; eg,: benzodiazepines (paradoxical
behavioral through disinhibition), anticholinergics,
levetiracetam, theophylline, amphetamines, steroids

e [ntoxication or withdrawal from drugs of abuse (such
as cocaine, marijuana, hallucinogens, PCP, or opiates)

e Alcohol intoxication/withdrawal

¢ Nicotine withdrawal

HOW TO RECOGNIZE SYMPTOM

e Agitation can be verbal or physical; aggressive or
non-aggressive

e Examples of verbal aggression include: screaming,
inappropriate language

e Examples of physical aggression include: hitting,
scratching, biting

e Examples of verbal non-aggression include: repeated
requests for attention, excessive complaining, or
interrupting despite adequate care

e Examples of physical non-aggression include: pacing,
restlessness and wandering

The first step in treatment is to attempt to identify
and correct underlying causes of agitation.

Non-pharmacological measures such as touch, verbal
reassurances and a familiar, subdued environment
may be helpful in mild to moderate agitation.
Consider pharmacotherapy if attempts to correct
underlying cause(s) and non-pharmacological
measures fail and symptoms represent a danger to
self or others.

Haloperidol is considered first line therapy unless
contraindicated (Avoid in patients with Parkinson
disease, dementia with Lewy bodies, or if prior
adverse reaction such as extrapyramidal symptoms
or tardive dyskinesia.)

For acute agitation, consider IM administration of
medication to manage condition

If benzodiazepines are used, monitor for paradoxical
reactions, especially in patients with dementia,

a history of prior head trauma or frontal lobe
degeneration or ALS

» Common paradoxical reactions include
behavioral disinhibition, excitement, or increased
talkativeness after medication administration

Valproic acid derivatives should be avoided in
agitated patients with dementia because pooled
evidence suggests they are harmful and ineffective.

Regardless of the medication being used, use the
lowest possible doses for the shortest possible
duration to minimize adverse reactions

Symptom differentiation

» Agitation and apathy often occur in the same
individual; sedatives used to treat agitation can
worsen apathy and stimulants used to treat apathy
often worsen agitation

» Agitation and delirium are discrete symptoms;
agitation may be a symptom of delirium, which is
an acute mental status change often accompanied
by psychosis
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

Alprazolam (Xanax) Initial: 0.25mg TID

scheduled or PRN
MDD: 8mg/day

Diazepam (Valium) Initial: 2mg BID

scheduled or PRN
MDD: 40mg/day

Lorazepam (Ativan) Initial: 0.5mg BID -TID

(scheduled or PRN)
MDD: not established

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

STRENGTHS AND
FORMULATIONS

BENZODIAZEPINES

Oral Disintegrating

Tablet (ODT): 0.25mg,

0.5mg, Tmg, 2mg

Oral solution: Tmg/ml

Tablet: 0.25mg, 0.5mg,

Tmg, 2mg

Oral solution: 5mg/ml

Solution for injection:
5mg/ml

Tablet: 2mg, 5mg,
10mg

Oral solution: 2mg/mi

Solution for injection:
2mg/ml, 4mg/ml

Tablet: 0.5mg, 1Tmg.
2mg

COMMENTS

CRUSH/
OPEN?

Short acting Y

* |Intermediate onset

May produce rebound anxiety
between doses as tolerance develops

Highest risk for withdrawal if
tolerant patient abruptly stops using
medication

Oral solution is more expensive

than tablets

Long acting, active metabolites may Y
accumulate and contribute to sedation

Most rapid onset of action with
single dose

PO:INJ is 1:1

Oral solution is more expensive
than tablets

Short acting Y
Intermediate onset

No active metabolites; benzodiazepine
of choice in hospice

PO:INJ is 1:1

Oral solution is more expensive
than tablets
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
ANTIDEPRESSANTS
Citalopram (Celexa) Initial: 10mg PO QD Oral solution: * Most studied SSRI in Y
MDD: 40mg/day 10mg/5ml demented patients
Tablet: 10mg, 20mg, o Max daily dose is 20mg per day
40mg in elderly patients and those with
significant liver disease due to risk for
QT-interval prolongation
e Showed similar benefit to risperidone
in clinical study of agitated
dementia patients
e Slow onset of 2-4 weeks; not
beneficial for acute symptoms
e Oral solution more expensive
than tablets
Trazodone (Desyrel) Initial: 25-100mg PO Tablet: 50mg, 100mg, e May also improve comorbid Y
bedtime 150g, 300mg depression if present
MDD: 600mg/day e Sedating
ANTIPSYCHOTICS
Chlorpromazine Initial (PO): 10-50mg Solution for injection: e Higher sedation index than haloperidol Y

(Thorazine)

Haloperidol
Decanoate
(Haldol Decanoate)

PO/PR/SLg4-6h

Initial (INJ): 10-25mg
IM/IV g4-6h PRN

MDD (PO):
2,000mg/day

MDD (INJ): 500mg/day

Initial: 50-100mg IM q
month

Initial dose is 10-20x
the daily oral dose;
maintenance dose is
10-15x the daily oral
dose.

For doses greater than
100mg, give 100mg,

then give the balance

of the dose 3-7 days
later

Maximum monthly
dose: 450mg

25mg/mi

Tablet: 10mg, 2bmg,
50mg, 100mg,
200mg

Solution for injection:
50mg/ml, 100mg/ml

e Can cause orthostasis
e Can be compounded as a suppository

e |V must be administered slowly,
NTE 1Tmg/min

e Expensive

* | ow sedation Index
e Should not be used for initial therapy

* Do not confuse with
haloperidol lactate

e Consider for non-compliant
patients whose agitation endangers
themselves or others

(Continued on next page)
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Agitation

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME)

AND RANGE

Haloperidol (Haldol)
hours scheduled or
PRN

MDD: 100mg/day

FORMULATIONS

Initial: 0.5mg-1mg Q4-6 Oral solution: 2mg/mi

Solution for injection:
5mg/mi

Tablet: 0.5mg, 1Tmg,
2mg, bmg, 10mg,
20mg

OPEN?

ANTIPSYCHOTICS (CONTINUED)

e Useful if patient is unable to tolerate Y
benzodiazepines

e May produce extrapyramidal
symptoms, Tardive dyskinesia

¢ Do not give haloperidol decanoate IV,
should only be administered IM

e May prolong QT interval
e PO:INJ (lactate) is 2:1

e |njection is expensive

Olanzapine (Zyprexa)  Initial: 2.5-bmg PO QD  Oral Disintegrating e Doses greater than 10mg per day not Y/N*
MDD: 20mg/day Tablet (ODT)* (Zydis typically more effective
formulation): bmg, . .
10mg, 156mg, 20mg e Cigarette srnokmg reduces blood
. L concentrations
Solution for injection:
(administer IM only) | ® More likely to cause weight gain than
10mg other atypical antipsychotics
Tablet: 2.5mg, 5mg, e Consider ODT formulation for
7.5mg, 10mg, 15mg, non-cooperative patients or those
20mg with dysphagia
e May affect glycemic control
e May cause orthostasis
e Expensive
Quetiapine (Seroquel) ' Initial: 12.5-25mg PO Tablet: 25mg, 50mg, e Lowest incidence of extrapyramidal Y/N*

BID-TID
MDD: 800mg/day

100mg, 200mg,
300mg, 400mg

Tablet (ER)* (brand

only): 50mg, 150mg,

200mg, 300mg,
400mg

symptoms among antipsychotics.

e Preferred if antipsychotic use is
warranted in patients with Parkinson
disease or dementia with Lewy bodies

¢ Highly sedating

* Do not crush ER tablets

e May affect glycemic control
e May cause orthostasis

e Expensive

(Continued on next page)
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GENERIC NAME

(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

Risperidone
(Risperdal)

Carbamazepine
(Tegretol)

Divalproex
(Depakote)

Gabapentin
(Neurontin)

Phenobarbital
(Luminal)

Initial: 0.25-0.5mg PO
BID

MDD: 16mg/day

Initial: 200mg PO BID
MDD: 1,600mg/day

Initial (DR): 125-250mg
PO BID

Initial (ER) 260mg PO
ab

MDD (All): 60mg/kg/
day

Initial: 100mg PO TID
Titrate q72h

MDD: 3,600mg/day

Initial: 60-120mg PO/
PR/IM/ IV g4h PRN
Titrate up 200mg q4h

MDD: 3,800mg/day

Orally Disintegrating
Tablet (ODT): 0.5mg,
Tmg, 2mg

Oral solution: Tmg/ml

Tablet: 0.25mg, 0.5mg,
1mg, 2mg, 3mg,
4dmg

ANTICONVULSANTS

Chewable tablet:
100mg

Oral suspension:
100mg/5ml

Tablet: 200mg

Tablet (ER)*: 100mg,
200mg, 300mg,
400mg

Sprinkle capsule (DR):
125mg

Tablet (DR)*: 125mg,
250mg, 500mg

Tablet (ER)*: 250mg,
500mg

Capsule: 100mg,
300mg, 400mg

Oral solution:
250mg/5ml

Tablet: 100mg, 300mg,
400mg, 600mg,
800mg

Oral solution:
20mg/5ml

Solution for injection:
60mg/ml, 65mg/ml,
130mg/ml

Tablet: 15mg, 30mg,
32.4mg, 60mg,
64.8mg, 100mg

ANTIPSYCHOTICS (CONTINUED)

e Do not split or chew orally Y
disintegrating tablet, will dissolve
under the tongue within seconds

e Highest risk of extrapyramidal
symptoms among atypical
antipsychotics; esp. if daily dose >6mg

e May affect glycemic control
e May cause orthostasis

e Orally disintegrating tablets are more
expensive than conventional tablets

e Expensive

e May be preferred if comorbid Y/N*

seizure disorder

e Commonly causes drug-drug
interaction as a potent enzyme inducer

¢ Not first line therapy

e ER tablets are approximately 8-20% Y/N*

less bioavailable than DR tablets
e Commonly causes tremor

e May be preferred if comorbid
seizure disorder

e More expensive than valproic acid

e Commonly causes dizziness; use Y
caution in ambulatory patients

e May also benefit comorbid
neuropathic pain

e Must be renally dose adjusted

e May be preferred if comorbid
seizure disorder

e Can be administered rectally or Y
parenterally for severe symptoms

e May be preferred if comorbid
seizure disorder

e Convenient daily dosing for seizure
prevention

(Continued on next page)
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND

(BRAND NAME) AND RANGE FORMULATIONS

COMMENTS CRUSH/

OPEN?

ANTICONVULSANTS (CONTINUED)

Valproic Acid Initial: 125-250mg PO Capsule: 250mg e Approximately "2 cost of divalproex N
(Depakene) BID Oral solution: e May cause more G.. related adverse
MDD: 60mg/kg/day 250mg/5ml effects than divalproex
e Do not crush capsules
e 1:1 conversion with divalproex DR
e Commonly causes tremor
e May be preferred if comorbid
seizure disorder
OTHER
Dextromethor- Initial: 20/10mg PO Capsule: 20mg e Off-label use Y
phanquinidine QD x 7 days, then dextromethorphan-
(Nuedexta) increase to BID 10mg quinidine * Generally well-tolerated
MDD: 40mg e Can be compounded as an oral
dextromethorphan- suspension

20mg quinidine/day
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DEFINITION CLINICAL INSIGHTS
Chest pain that is the result of the heart muscles not e Episodic chest pain may be due to a variety of non-
receiving enough oxygen-rich blood. cardiac sources, such as GERD or dyspepsia, which

should be treated separately

with typical angina symptoms
e Exertion, anxiety or stress in patients with

. . . ... e Symptoms may be alleviated by rest and/or
predisposing cardiac conditions

nitroglycerin to reduce myocardial oxygen demand

Coronary artery atherosclerosis is the most
common cause

e Nitroglycerin causes a marked lowering of blood
pressure; monitor carefully when used with other
antihypertensives

For frequent angina, in addition to symptomatic
treatment with nitroglycerin, consider adding a long-
acting nitrate to prevent symptoms.

Pulmonary hypertension e Nitrate-free periods of 8-12 hours per day are crucial
to avoid tolerance to nitrate-containing products and
ensure effective treatment

HOW TO RECOGNIZE SYMPTOM * Beta-blockers are drugs of choice for angina due to

stable ischemic heart disease

Other cardiac conditions that may cause angina

include MlI, hypertrophic cardiomyopathy, °
arrhythmias, aortic stenosis/insufficiency/dissection,
valvular disease, uncontrolled hypertension

Blood clots

e Discomfort or pain may be described as pressure,
squeezing, constriction, choking, burning, tightness,
or a knot in chest, jaw, shoulder, back or arms

Pain and discomfort are more often diffuse and
visceral, rather than localized

¢ Nitroglycerin should be considered as initial therapy
for episodic symptoms

e Consider calcium channel blockers if beta-blockers
are contraindicated

e Combination of nitrates plus beta-blocker or calcium
channel blocker may provide synergistic symptom
improvement

Typically gradual in onset and offset, lasting up to
30 minutes

Elicited by activities that increase myocardial
oxygen demand

Often accompanied by other symptoms such as
dyspnea, nausea or sweating

Pattern of pain often may be reproducible after a
specific amount of exertion
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

Morphine Sulfate

Nitroglycerin

(Nitrostat, Nitromist,

Nitro-Bid, Nitro-Dur,
Nitro-Time)

Isosorbide Dinitrate
(Isordil, Dilatrate)

USUAL STARTING DOSE

AND RANGE

Initial: 5-10mg PO/SL
Q1-4 hours PRN

Initial (SL tablet):
0.3-0.6mg gbmin for
max of 3 doses in 15
min

MDD (SL tablet): not
established

Initial (SL spray): 1-2
sprays SL Q3-bmin
for max of 3 doses in
15 min

Initial (transdermal
ointment): 0.5inch
ribbon topically upon
arising, repeated 6
hours later

MDD (transdermal
ointment): two 2-inch
applications

Initial (transdermal
patch): 0.2-0.4mg/hr
for 12-14h/day

MDD (transdermal
patch): 0.8mg/hr
patch for 12-14h/day

Initial (ER capsule):
2.5mg PO TID-QID

MDD (ER capsule):
104mg/day

Initial (IR tablet):
5-20mg PO BID-TID

MDD (IR tablet):
240mg/day

Initial (ER tablet): 40mg
PO QD-BID

MDD: 160mg/day

STRENGTHS AND
FORMULATIONS

OPIOIDS

Oral solution:
10mg/5mL,
20mg/5mL, 20mg/ml

Tablet: 15mg, 30mg

NITRATES

Capsule (ER): 2.5mg,
6.5mg, 9mg

Sublingual spray:
400mcg/spray

Tablet (SL): 0.3mg,
0.4mg, 0.5mg

Transdermal ointment:
2%

Transdermal patch:
0.1mg/hr, 0.2mg/hr,
0.4mg/hr, 0.6mg/hr

Tablet: 5mg, 10mg,
20mg, 30mg

Tablet (ER)*: 40mg

COMMENTS CRUSH/

OPEN?

e May be used in treatment of unstable Y
angina when symptoms not relieved
with nitroglycerin or despite adequate
anti-ischemic therapy

e Do not crush or chew N
sublingual tablets

e Be sitting or in resting position to
prevent falls from expected side
effects of acute hypotension

e Contraindicated with concomitant use
of PDE-5 inhibitors such as Viagra

e Must store tablets in their original
container away from heat,
moisture, light

e Rotate patch sites and allow nitrate-
free intervals

e Commonly causes headache

e May instruct patient to call hospice if
no relief after three SL doses

e Spray significantly more expensive
than sublingual tablets

e When prescribed BID, consider 8AM Y/N*
and afternoon administration to allow

nitrate-free interval overnight

e Allow nitrate free intervals of >
14hours for immediate release, > 18
hours for ER

e Do not crush ER tablet

(Continued on next page)
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GENERIC NAME

(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

Isosorbide
Mononitrate (Ismo,
Imdur)

Metoprolol
(Lopressor, Toprol XL)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

Initial (IR tablet):
5-20mg PO BID with
doses given 7h apart

MDD (IR tablet):
40mg/day

Initial (ER tablet): PO:
30-60mg PO QAM

MDD (ER tablet):
240mg/day

Initial (IR tablet): 50mg
PO BID

MDD (IR tablet):
400mg/day

Initial (ER tablet):
100mg PO QD

MDD (ER tablet):
400mg/day

NITRATES (CONTINUED)

Tablet: 10mg, 20mg

Tablet (ER)*: 30mg,
60mg, 120mg

BETA-BLOCKERS

Tablet: 25mg, 50mg,
100mg

Tablet (ER)*: 25mg,
50mg, 100mg,
200mg

COMMENTS

CRUSH/

OPEN?

IR tablet should be scheduled with Y/N*
doses 7 hours apart, starting in

the morning
Do not crush or chew ER tablet

Allow nitrate free intervals of >
T14hours for immediate release

Monitor for bradycardia Y/N*

ER tablets may be split in half, but
should not be crushed




Angina

H OnePoint

PATIENT CARE

GENERIC NAME

(BRAND NAME)

Verapamil (Calan,
Isoptin, Verelan)

Diltiazem (Cardizem,
Cartia, Taztia XT,
Dilacor XR, Tiazac)

Amlodipine (Norvasc)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE
AND RANGE

Initial (IR tablet):
40-80mg PO TID

Initial (24-hour ER):
180mg PO QHS

MDD (all forms):
480mg/day

Initial (IR tablet): 30mg
PO QID

MDD (IR tablet):
360mg/day

Initial (12-hour ER):
60mg PO BID

Initial (24-hour ER):
120mg PO QD

MDD (ER forms):
540mg/day

Initial: 2.5-5mg PO QD

MDD: 10mg/day

STRENGTHS AND
FORMULATIONS

Tablet: 40mg, 80mg,
120mg

Tablet (ER,12-hour)*:
120mg, 180mg,
240mg

Tablet (ER, 24-hour)*:
100mg, 120mg,
180mg, 200mg,
240mg, 300mg,
360mg

Capsule (ER, 12-hour)*:

60mg, 90mg, 120mg

Capsule (ER, 24-hour)*:

120mg, 180mg,
240mg, 300mg,
360mg, 420mg

Tablet: 30mg, 60mg,
90mg, 120mg

Tablet: 2.5mg, bmg,
10mg

COMMENTS

e |R: start with 40mg per dose if elderly

CRUSH/

OPEN?

CALCIUM CHANNEL BLOCKERS

Y/N*
or small in stature

Causes less edema than other calcium
channel blockers

May cause constipation, particularly in
elderly patients

Do not crush extended
release products

Consider dose reduction or lower
starting doses in patients with
liver disease

Long-acting formulations preferred Y/N*

Use with caution in patients with
conduction abnormalities, or severe
systolic dysfunction

Monitor for bradycardia

Do not crush or open extended-release
formulations

May cause peripheral or pulmonary
edema as adverse effects
Start with 2.5mg if hepatic impairment Y

Preferred dihydropyridine calcium
channel blocker in patients with
low EF (<40%)

May cause peripheral or pulmonary
edema as adverse effects




Angina OnePoint’

A PATIENT CARE

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
ANTIANGINALS
Ranolazine (Ranexa) Initial: 500mg PO BID Tablet (ER): 500mg, e Use contraindicated in patients with N
MDD: 2,000mg/day 1,000mg any level of hepatic impairment
e May cause QT-interval prolongation
e Use as adjunct therapy only if
symptoms persist despite optimal
dose titration of other agents
e Has many drug interactions. Discuss
potential changes to drug regimen
prior to initiation of therapy
e Expensive
References
e Hanks, G. et al. Oxford Textbook of Palliative Medicine, 4th ed. 2010, pp. 1262-3 e Regnard, C. et al. A Guide to Symptom Relief in Palliative Care, 6th ed. 2010. pp.
339.
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e Lexicomp Online®, Hudson, Ohio: Lexi-Comp, Inc.; June, 2015.
e Wells, B. et al. Pharmacotherapy Handbook, 8th ed. 2012, pp. 136-148.
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literature review current through Nov. 2015.
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DEFINITION

Anorexia is a lack or loss of appetite for food.

Cachexia is a complex, multi-dimensional condition
characterized by weakness and muscle wasting of the
body due to severe, chronic illness.

e Anorexia

» Primary causes at end of life:

o

Anxiety

Cancer

° CHF

° CKD

Dehydration
Dementia
Depression
Metabolic Disorders
Medication adverse effects
Pain

Parkinson disease

o

» Other causes:

<

Oral candidiasis

[ll-fitting dentures
Gastritis

Dry mouth

Gastroparesis (delayed gastric emptying)
Constipation

Bowel obstruction

° GERD

Nutritional deficiencies
Liver metastases
Psychosocial issues

° Stroke

Altered perception of food

e Cachexia:

» Primary causes at end of life:

o

Cancer

° CHF

° CKD

° Dementia

° HIV/AIDS

Metabolic disorders
Medication adverse effects
Motor neuron disease / ALS
Parkinson disease

Cystic fibrosis

o

o

~
<

Other causes:

° Other severe, chronic iliness
° Sepsis

Chemotherapy / radiation
Catabolic states
Gastrointestinal issues

o
o

o

e Drugs that may contribute to anorexia / cachexia

» Psychostimulants

» SSRI type antidepressants

» Topiramate

» Opioids

» Caffeine

» Nicotine

» lllegal stimulant drugs such as cocaine or
methamphetamine

HOW TO RECOGNIZE SYMPTOM

e Anorexia and/or cachexia:

» Weight loss

e Anorexia:
» Decreased appetite or intake
» Reduced physical functioning
e Cachexia

» Fatigue
» Physical wasting

° Involuntary weight loss > 5% in the past 6
months OR weight loss > 2% in patients with a
BMI <20kg/m? or skeletal muscle sarcopenia
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Anorexia & Cachexia

CLINICAL INSIGHTS

» Involve the patient in the planning for
their nutrition

e Anorexia:

» Anorexia is highly prevalent and commonly

experienced by terminally ill patients.

Eliminate dietary restrictions. Encourage patients

and families to think of food as a comfort measure

and advise offering favorite foods regardless of

nutritional value.

» Consider supplementation with high calorie / high
protein supplements.

» Supportive measures include: good mouth care
(including denture fit evaluation).

» Aggressive nutritional support is rarely beneficial,
offer oral support, rather than IV feedings

» Medications such as megestrol, oxandrolone and
thalidomide have limited effectiveness and adverse
effects often outweigh benefits

» Metoclopramide may be used to increase gastric
motility / reduce stomach emptying time.

» When present, management of underlying
depression may benefit appetite

» Consider a dietician referral if necessary

~
<

Cachexia:

» Cachexia is expected to be experienced by a
significant number of hospice patients. Cachexia
does not equal starvation

» Family education regarding the aspects of
cachexia is essential in order to set realistic goals
and minimize patient distress and frustration

» Utilize a physical assessment tool to rule out
reversible factors, such as pain, oral cavity sores/
infection, constipation and nausea/vomiting

-~
M

Emphasize the need for a balanced diet and

exercise as tolerated

High calorie / high protein supplementation may

help to stabilize weight

Utilize non-pharmacologic therapy, such as

offering small portions of food, avoiding foods

with a strong odor, and offering easy-to-

swallow foods

Megestrol can stimulate appetite in some patients

but resulting weight gain, if any, is not muscle

mass. No clear improvement in quality of life

or prolongation of survival was seen in patients

taking progestogens

» Weight gained due to drug therapy may not
translate to improved strength or vigor

» Consult with a dietician as necessary

~
<

~
<

~
<
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DRUG INFORMATION
GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
CORTICOSTEROIDS
Dexamethasone Initial: 2-4mg PO QD Oral solution: ° Most comprehensively studied Y
(Decadron) MDD: not established 0.5mg/5ml, Tmg/ml corticosteroid in palliative care
for this indication Tablet: 0.25mg, 0.bmg, e Give dose in the morning to
0.74mg, Tmg, 1.5mg, prevent insomnia
2mg e Beneficial where short term therapy
is indicated
e Start with low dose and monitor for
efficacy weekly, can increase dose
weekly upon reassessment
e Preferred in patients w/ history
of thromboembolism or at high
risk for clots
e Also useful for bone pain or
bronchospasm
Prednisone Initial: 10mg PO QD Oral solution: Tmg/ml, e Effective dose varies Y/N*
MDD: not established Smg/ml e Give dose in the morning to
for this indication Tablet: Tmg, 2.5mg, prevent insomnia
5mg, 10mg, 20mg, e Start with low dose and monitor for
50mg .
efficacy weekly
Tablet (DR)*: 1mg, .
2mg, 5mg e Titrate up by 2-bmg at weekly

intervals if needed

¢ Indicated when short term therapy
may be beneficial (less than 6 weeks)

e Also useful in treating bone pain,
asthenia, or bronchospasm

e Less expensive than dexamethasone
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
ANTIDEPRESSANTS
Mirtazapine Initial: 7.5mg PO QD Oral disintegrating e Give dose at bedtime due to sedation Y/N*
(Remeron) . tablet (ODT)*: 16mg, . .
MDD: 45mg/day 30mg, 45mg Most weight gain to be expected

during first 4 weeks of use

Tablet: 15mg, 30mg, e Consider in patients with insomnia

45mg or depression combined with loss of
appetite and weight loss
e Lower doses are more sedating
(7.5mg — 15mg) and more likely to
stimulate appetite while higher doses
are more often required for depression
PROGESTINS
Megestrol (Megace)  Initial: 160mg PO QD Oral suspension: ¢ |nitial dose variable based on Y
MDD: 800mg/day 4é)mgém|,l625mg/5ml underlying disease state
(brand only) ¢ Daily doses over 800mg have not been
Tablet: 20mg, 40mg shown to alter therapeutic response

* Not recommended if life expectancy is
less than 30 days

e Weight gained is primarily fat rather
than lean body mass

e Reassess at 2-4 weeks for efficacy

e Document weight every 2 weeks, if
no response, taper and discontinue
therapy after 4-8 weeks

e Benefit for more than 12 weeks has
not been established

e Contraindicated in patients with
history of thromboembolic disease

e Adverse effects include: peripheral
edema, hyperglycemia, hypertension
and adrenal gland effects.

e Suspension is preferred over tablets
due to tablet burden necessary for
optimal dose

e Avoid in patients with limited mobility

e A large retrospective study of more
than 17,000 nursing home patients
found reduced survival and no effect
on appetite
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Anorexia & Cachexia

GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

(BRAND NAME) OPEN?

CANNABINOIDS

Dronabinol (Marinol) ' Initial: 2.5mg PO BID

MDD: 20mg/day 10mg

Capsule: 2.5mg, bmg, e Schedule Il controlled substance; N

abuse potential exists (contains one of
the active ingredients in marijuana)

e Elderly patients may be more
susceptible to adverse effects

e A number of randomized studies
have not demonstrated efficacy for
weight gain

e May be useful if comorbid pain or
nausea/vomiting

e Expensive

ANABOLIC STEROIDS

Oxandrolone

(Oxandrin) MDD: 20mg/day;

10mg/day if elderly

Initial: 2.5-5mg PO BID  Tablet: 2.5mg, 10mg e Typically used as adjunct therapy Y

e Dose is titrated based on response

e Typical duration of therapy is 2-4
weeks and may be repeated if needed

e Schedule lll controlled substance with
some abuse potential

e Expensive

ANTIHISTAMINES

Cyproheptadine
(Periactin)

Initial: 2mg PO QID

MDD: 8mg/day Tablet: 4mg

References

Bodenner, D. et al. A retrospective study of the association between megestrol
acetate administration and mortality among nursing home residents with clinically
significant weight loss, The American Journal of Geriatric Pharmacology, 2007,
5(2):137-46

Bruera, E. et al. Palliative care: Assessment and management of anorexia and
cachexia, UpToDate, Literature review current through Nov. 2015.

Bruera, E. et al. Textbook of Palliative Medicine, 2006, pp. 538-541

Chai, E. et al. Geriatric Palliative Care — A Practical Guide for Clinicians, 2014, pp.
230-231.

Champion, A. Anorexia of aging, Annals of Long-Term Care: Clinical Care and
Aging, 2011, 19(10):18-24.

EPEC-O Education in Palliative and End-of-life Care for Oncology, Self-study mod-
ule 3b: Anorexia / Cachexia, accessed online Nov. 2015 at: http://www.cancer.gov/
resources-for/hp/education/epeco/self-study/module-3/module-3b.pdf

Fine, P. The Hospice Companion, 2nd ed. 2012, pp. 60-63.

Clinical Sy

Oral solution: 2mg/5ml e May cause/worsen constipation, dry Y

eyes, urinary retention
e Can be used off-label for diarrhea

¢ Not first line therapy; minimal benefit

Goodlin, S. End-of-Life Care in Heart Failure, Current Cardiology Reports, 2009,
11:184-91.

Goodnick, PJ, et al., Weight Change during Mirtazapine Therapy, Primary
Psychiatry, 1998: Vol. 3, pp. 103-108.

Hanks, G. et al. Oxford Textbook of Palliative Medicine, 4th ed. 2010, pp.
888-915,1475-6.

Lexicomp Online®, Hudson, Ohio: Lexi-Comp, Inc.; June, 2015.

Regnard, C. et al. A Guide to Symptom Relief in Palliative Care, 6th ed. 2010. pp
168-9.

Temel, J. et al. Anamorelin in patients with non-small-cell lung cancer and cachexia
(ROMANA 1 and ROMANA 2): results from two randomized, double-blind, phase
3 trials, The Lancet, 2016; 17:519.

uide - 3rd Edition ® www.onepointpatientcare.com



Anxiety OnePoint’

A PATIENT CARE

DEFINITION HOW TO RECOGNIZE SYMPTOM
A subjective state of worry, apprehension, uncertainty e Behaviors include: excessive worrying, physical
or emotional discomfort that may or may not be distress (tension, jitteriness, or restlessness), social
inappropriate in a given situation. withdrawal, avoidance, diminished coping, inability to

relax or concentrate

S - oo sions of ety includs: trse posture

fidgeting with fingers or clothing, frequent sighing,
dryness or thickening of the lips, tremor or trembling,
insomnia, changes in communication style

¢ |Interpersonal, spiritual, or existential causes
¢ Medical conditions, such as:

» Psychological disorders: post-traumatic stress
disorder, generalized anxiety disorders, phobia,
obsessive compulsive disorder

» Other psychiatric symptoms that may contribute

to anxiety: CLINICAL INSIGHTS

° Delirium, depression, psychosis, mania

e Other signs may include: increased pulse/ respiratory
rate, increased blood pressure, diaphoresis, flushing,
dry mouth, and diarrhea

e Management includes drug as well as non-

» Pulmonary disease drug therapies

» Cardiac disease
» ALS or other neuromuscular disease
» Hyperthyroidism

¢ |f possible, reduce or discontinue medications that
may be contributing to anxiety

e For some patients, prevention of anxiety by routine

» Infection
_ dosing of anxiolytics may be more effective than
* Untreated pain attempting to control it on a PRN basis
e Sleep deprivation e Benzodiazepines may increase the risk of falls,

sedation and memory impairment. Consider
lower doses in elderly patients if benefits of use
outweigh risks.

e Medications:

» steroids
» bronchodilators

» psychostimulants e Paradoxical reactions such as behavioral disinhibition

or delirium may result from benzodiazepine use.

» decongestants
» theophylline e Short-acting benzodiazepines are preferred in
» levetiracetam patients with renal impairment.

e When benzodiazepine use is ineffective or
inappropriate, antipsychotics or antihistamines are

» caffeine potential alternate therapies

» nicotine e SSRIs are often used for chronic anxiety disorders
such as PTSD or OCD, although the anxiolytic effects
of antidepressants may take weeks to appear.

e SSRIs or mirtazapine may also be considered
for other types of anxiety, especially if comorbid
depression is present.

e Other substances:

¢ Drug or substance withdrawal:

» opioids

» benzodiazepines
» antidepressants
illegal drugs

~

-~
M

¢ |llegal drugs:

» cocaine
» amphetamines
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

Alprazolam (Xanax)

Clonazepam
(Klonopin)

Diazepam (Valium)

Lorazepam (Ativan)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE

AND RANGE

Initial: 0.25mg TID
scheduled or PRN

MDD: 8mg/day

Initial:0.5mg BID
scheduled or PRN

MDD: 6mg/day

Initial: 2mg BID
scheduled or PRN

MDD: 40mg/day

Initial: 0.bmg BID -TID
scheduled or PRN

MDD: 10mg/day

STRENGTHS AND
FORMULATIONS

BENZODIAZEPINES

Oral disintegrating

tablet (ODT): 0.25mg,

0.5mg, Tmg, 2mg

Oral solution: Tmg/ml

Tablet: 0.25mg, 0.5mg,

Tmg, 2mg

Tablet (XR): 0.5mg,
1mg, 2mg, 3mg

Oral disintegrating
tablet (ODT):
0.125mg, 0.25mg,
0.5mg, Tmg, 2mg

Tablet: 0.5mg, 1Tmg,
2mg

Oral solution: 5mg/ml

Solution for injection:
5mg/mi

Tablet: 2mg, 5mg, and
10mg

Oral solution: 2mg/ml

Solution for injection:
2mg/ml, 4mg/ml

Tablet: 0.5mg, 1Tmg,
2mg

COMMENTS

CRUSH/
OPEN?

Short acting Y

May produce rebound anxiety
between doses as tolerance develops

Highest risk for withdrawal if
tolerant patient abruptly stops using
medication

Intermediate onset

Oral concentrate is more expensive

than tablets

Long acting Y

Active metabolites may accumulate
and contribute to sedation

Most potent benzodiazepine
Intermediate onset

Oral disintegrating tablet can be
considered as a therapeutic alternative
to lorazepam solution

Long acting, active metabolites may Y
accumulate and contribute to sedation

Most rapid onset of action with
single dose

Rapid onset

PO:INJ is 1:1

Oral solution is more expensive

than tablets

Short acting Y
No active metabolites

Usually considered benzodiazepine of
choice in hospice

Intermediate onset
PO:INJ is 1:1

Oral concentrate is more expensive
than tablets
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Anxiety ™

GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

(BRAND NAME)

Citalopram (Celexa)

Escitalopram
(Lexapro)

Fluoxetine (Prozac)

Mirtazapine
(Remeron)

Paroxetine (Paxil)

Sertraline (Zoloft)

Trazodone (Desyrel)
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Initial: 10mg PO QD
MDD: 40mg/day

Initial: 5-10mg PO QD
MDD: 20mg/day

Initial: 10-20mg PO QD
MDD: 80mg/day

Initial: 15mg PO QHS
MDD: 45mg/day

Initial: IR: 10-20mg PO
QD; ER: 12.5-25mg
Qb

MDD (IR): 50mg/day;
40mg/day if elderly

MDD (ER): 62.5mg/day;
50mg if elderly

Initial: 256-50mg PO QD

MDD: 200mg/day

Initial: 25mg PO Q hour
PRN

MDD: not established
for this indication

ANTIDEPRESSANTS

Oral solution:
10mg/5ml

Tablet: 10mg, 20mg,
40mg

Oral solution: 5mg/ml

Tablet: 5mg, 10mg,
20mg

Capsule: 10mg, 20mg,
40mg

Oral solution:
20mg/5ml

Oral disintegrating
tablet (ODT): 15mg,
30mg, 45mg

Tablet: 15mg, 30mg,
45mg

Oral suspension (brand
only): 10mg/5ml

Tablet: 10mg, 20mg,
30mg, 40mg

Tablet (ER): 12.5mg,
25mg, 37.5mg

Oral solution: 20mg/ml

Tablet: 25mg, 50mg,
100mg

Tablet: 50mg, 100mg,
150mg, 300mg

Most studied SSRI in
demented patients

Max daily dose is 20mg per day
in elderly patients and those with
significant liver disease

Oral solution more expensive
than tablets

Faster onset of action than other SSRI
Max 10mg/day in elderly patients
Use with caution if CrCl < 30ml/min

S-enantiomer of citalopram; 10mg
escitalopram = 20mg citalopram

Oral solution more expensive
than tablets

Longest half-life of all SSRIs; allows
for natural taper if discontinued
abruptly, thereby avoiding
withdrawal symptoms

One study demonstrated similar
efficacy to diazepam

Consider in patients with other
symptoms that may benefit from
use, including: depression, anorexia,
itching, insomnia, pain

Most sedating and
anticholinergic SSRI

Use with caution if CrCl < 30ml/min or
if severe liver disease

Suspension more expensive
than tablets

More G.I. related adverse effects than
other SSRIs

Most concentrated oral solution of all
SSRIs making it potentially useful if
dysphagia limits volume per dose

Sedating

Priapism is a rare, but serious ADE

Y

Y/N*
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Anxiety

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME)

AND RANGE

FORMULATIONS

OPEN?

Chlorpromazine
(Thorazine)

Haloperidol (Haldol)

Olanzapine (Zyprexa)

Quetiapine (Seroquel)

Risperidone
(Risperdal)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

Initial (PO): 10mg-50mg
Q 4h-8h scheduled
or PRN

MDD: 1,000mg/day

Initial (PO, lactate
injection): 0.5mg-
1Tmg Q 4-6 hours
scheduled or PRN

MDD: 100mg/day

Initial: 2.5-5mg PO QD
MDD: 20mg/day

Initial: 12.56-25mg PO
BID-TID

MDD: 800mg/day

Initial: 0.25-0.5mg PO
BID

MDD: 16mg/day

ANTIPSYCHOTICS

Solution for injection:
25mg/mi

Tablet: 10mg, 25mg,
50mg, 100mg,
200mg

Oral solution: 2mg/ml

Solution for injection
(lactate): 5mg/ml

Tablet: 0.5mg, 1Tmg,
2mg, bmg, 10mg,
20mg

Oral disintegrating
tablet (ODT) (Zydis
formulation)*: bmg,
10mg, 15mg, 20mg

Tablet: 2.5mg, 5mg,
10mg, 15mg, 20mg

Tablet: 25mg, 50mg,
100mg, 200mg,
300mg, 400mg

Tablet (ER)* (brand

only): 50mg, 150mg,

200mg, 300mg,
400mg

Oral disintegrating
tablet (ODT): 0.5mg,
Tmg, 2mg

Oral solution: Tmg/mi

Tablet: 0.25mg, 0.5mg,

1mg, 2mg, 3mg,
4dmg

Highly sedating; useful if more Y
sedation is needed

Oral concentrate and suppositories
can be compounded

Can cause orthostatic hypotension

PO:INJ is 4:1

Expensive

Useful if patient is unable to tolerate Y
benzodiazepines

May produce extrapyramidal
symptoms, tardive dyskinesia

Do not give haloperidol decanoate 1V,
should only be administered IM

PO:INJ (lactate) is 2:1

Injection is more expensive
than tablets

Doses greater than 10mg per day not Y/N*

typically more effective

Cigarette smoking reduces blood
concentrations

More likely to cause weight gain than
other atypical antipsychotics

Do not split or chew orally
disintegrating tablet, will dissolve
under the tongue within seconds

Expensive

Lowest incidence of extrapyramidal Y/N*

symptoms among antipsychotics.

Preferred if antipsychotic use is
warranted in patients with Parkinson
disease or dementia with Lewy bodies

Highly sedating

Do not crush ER tablets

Expensive

Do not split or chew orally Y

disintegrating tablet, will dissolve
under the tongue within seconds

Highest risk of extrapyramidal
symptoms among atypical
antipsychotics; esp. if daily dose >6mg

Orally disintegrating tablets are more
expensive than conventional tablets

Expensive
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Anxiety

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME)

AND RANGE

FORMULATIONS

OPEN?

Buspirone (Buspar)

Diphenhydramine
(Benadryl)

Gabapentin
(Neurontin)

Hydroxyzine (Atarax,

Vistaril)

Propranolol (Inderal)
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Initial: 5-7.5mg PO BID
MDD: 60mg/day

Initial: 12.5mg-50mg
PO Q 4-8 hours PRN

MDD: 300mg/day

Initial: 100mg PO Q
hour PRN

MDD: 3,600mg/day

Initial: 10mg — 25mg
PO Q 6 hours
scheduled or PRN

May increase up to
100mg per dose

MDD: 600mg/day

Initial (IR): 20-40mg PO
BID

MDD: 320mg/day

MISCELLANEOUS

Tablet: bmg, 7.5mg,
10mg, 15mg, 30mg

Capsule: 25mg, 50mg

Oral solution:
12.5mg/5ml

Solution for injection:
50mg/mi

Tablet: 25mg, 50mg

Capsule: 100mg,
300mg, 400mg

Oral solution:
250mg/5ml

Tablet: 100mg, 300mg,

400mg, 600mg,
800mg

Capsule (Vistaril)*:
25mg, 50mg

Oral solution: 2mg/ml

Solution for injection:
25g/ml, 50mg/ml

Tablet (Atarax): 10mg,
25mg, 50mg

Tablet: 10mg, 20mg,
40mg, 60mg, 80mg

Tablet (ER)*: 60mg,

80mg, 120mg,
160mg

Less sedation or cognitive/ Y
psychomotor impairment than
benzodiazepines.

Delayed onset of efficacy of ~2-3
weeks, therefore not useful for acute
anxiety symptoms

More expensive than benzodiazepines

Useful if sedation is necessary Y

Avoid in elderly or demented patients
due to anticholinergic adverse effects

Antihistamine with mild anxiolytic and
sedative properties

Useful for certain types of itching

Wide effective dose range Y

Titrate to TID dosing for maximum
efficacy unless contraindicated

Commonly causes sedation and
dizziness; use caution in ambulatory
patients. Start at low doses and titrate
as tolerated.

Avoid using for this indication
in patients with significant renal
impairment

Adequate trial can require 2
months or more

No clinically significant drug
interactions

Antihistamine with mildly anxiolytic, Y/N*

analgesic, and sedative properties
Useful for itching

Avoid in elderly or demented patients
due to anticholinergic adverse effects

Potentially useful for chronic or Y/N*

situational anxiety
Avoid in patients with lung disease

Monitor for bradycardia
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DEFINITION

The abnormal accumulation of excess fluid within the
peritoneal cavity from the congested portal system as a
result of total body sodium and water excess.

Liver cirrhosis is the most common cause

Malignancy — most commonly ovarian cancer, but
also with breast, colon, endometrial, pancreatic,
prostate, and stomach cancers as well as with non-
Hodgkin's lymphoma and multiple myeloma

Congestive heart failure

Tuberculosis

Pulmonary hypertension

Hepatitis B or C

Dialysis
HOW TO RECOGNIZE SYMPTOM

Abdominal distension

May present along with other symptoms such as
dyspnea, GERD, dyspepsia, feelings of fullness,
constipation, or nausea and vomiting

CLINICAL INSIGHTS

First-line treatment of ascites is a combination of
furosemide and spironolactone at a 40mg:100mg
ratio. The doses can be titrated every 3-5 days,
maintaining the furosemide:spironolactone ratio to
achieve a target weight loss of 0.5-1kg/day (weight
loss of <0.5kg/day may be a more appropriate target
in the absence of peripheral edema)

Potassium sparing diuretics, such as spironolactone,
may not be appropriate or the dose may need to be
reduced if the patient has renal impairment due to
the risk of hyperkalemia

Malignant ascites is less likely to respond to diuretics

Abstinence from alcohol and maintaining a
low-sodium diet (<800mg sodium, 2grams
sodium chloride) may reduce symptom burden
through diuresis

Consider using non-selective beta-blockers to treat
ascites that arises from portal hypertension caused
by liver cirrhosis

Ascites increases the risk for infection (spontaneous
bacterial infection). Patients that experience a rapid
accumulation of ascitic fluid and are febrile may have
infected ascitic fluid and may benefit from a course
of antibiotics

Ethacrynic acid (Edecrin) is the only loop diuretic that
does not have a sulfa cross-reactivity. It is currently
available as brand-only and is substantially more
expensive than other loop diuretics

Although abdominal girth measurements are
frequently used as an indicator for fluid loss, they
tend to be unreliable

Approximate loop diuretic equivalency:
Furosemide 40mg = Bumetanide 1mg =
Torsemide 10-20mg = Ethacrynic Acid 50mg
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

Bumetanide (Bumex)  Initial: 0.5-2mg PO/IV

Qb
MDD: 10mg/day

Eplerenone (Inspra) Initial: 25-50mg PO QD

MDD: 100mg/day

Ethacrynic Acid
(Edecrin)

Initial: 50mg PO QD
MDD: 400mg/day

Furosemide (Lasix) Initial: 10-160mg PO/

PR QD-BID
MDD: 600mg/day

Spironolactone
(Aldactone)

Initial: 50mg PO daily
Titrate up to 200mg
daily

MDD: 400mg/day
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STRENGTHS AND
FORMULATIONS

Solution for injection:
0.25mg/ml

Tablet: 0.5mg, 1Tmg,
2mg

Tablet: 25mg, 50mg

Tablet: 25mg

Oral solution: 10mg/ml,

40mg/5ml

Solution for injection:
40mg/4ml

Tablet: 20mg, 40mg,
80mg

Tablet: 25mg,
50mg,100mg

COMMENTS

CRUSH/
OPEN?
Useful if resistant to furosemide Y
Administer last dose prior to 4pm

Consider monitoring for hypokalemia

Loop diuretic

Contraindicated in severe renal Y
impairment

Potassium sparing diuretic

Potentially useful alternative
if gynecomastia occurs with
spironolactone use

More expensive than other potassium
sparing diuretics

Drug of choice for patients with Y
sulfa allergy

Consider monitoring for hypokalemia

Loop diuretic

First line Y

Give in combination with
spironolactone as 40mg:100mg
(furosemide:spironolactone)

Drug of choice for edema

Nebulized furosemide has been used
to treat ascites

2:1 oral to IV potency
Consider monitoring for hypokalemia

Loop diuretic

First line Y

Give in combination with
furosemide as 40mg:100mg
(furosemide:spironolactone)

Doses can be divided BID

Potassium sparing diuretic
Especially useful with ascites of CHF
Prevents third spacing

Contraindicated in severe renal
impairment
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Ascites

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

160mg
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(BRAND NAME)

Torsemide (Demadex)

Triamterene
(Dyrenium)

Carvedilol (Coreg)

Nadolol (Corgard)

Propranolol (Inderal)

module 3d: Ascites, accessed online Nov. 2015 at: http://www.cancer.gov/resourc-

AND RANGE FORMULATIONS

Initial: 10-20mg PO/IV
daily

MDD: 200mg/day

Solution for injection:
10mg/ml

Tablet: 5mg, 10mg,
20mg, 100mg
Initial: 100mg PO BID

MDD: 300mg/day

Tablet: 50mg, 100mg

BETA-BLOCKERS

Initial: 3.125mg-6.25mg
PO BID

MDD: 50mg/day

Capsule (ER)*: 10mg,
20mg, 40mg, 80mg

Tablet: 3.125mg,
6.25mg, 12.5mg,
25mg

Initial: 20-40mg PO QD  Tablet: 20mg, 40mg,

MDD: 320mg/day ?ggnngéWOmg,

Initial: 10-20mg PO BID Tablet: 10mg, 20mg,
MDD: 320mg/day 40mg, 60mg, 80mg

Tablet (ER)*: 60mg,
80mg, 120mg,
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OPEN?

Useful if resistant to furosemide Y
Loop diuretic

Consider monitoring for hypokalemia

Contraindicated in severe renal Y
impairment

Potassium sparing diuretic

Consider if patient has liver cirrhosis to = Y/N*

reduce portal hypertension

Titrate to resting HR of 55-60 beats/
min or as tolerated

Avoid if patient has comorbid
lung disease

More likely to cause hypotension than
other non-selective beta-blockers

Less studied than other non-selective
beta-blockers for reduction of portal
hypertension

Consider if patient has liver cirrhosis to Y
reduce portal hypertension

Titrate to resting HR of 55-60 beats/
min or as tolerated

Reduce dose in renal insufficiency
Avoid if patient has comorbid
lung disease

Consider if patient has liver cirrhosis to = Y/N*

reduce portal hypertension

Titrate to resting HR of 55-60 beats/
min or as tolerated

Avoid if patient has comorbid
lung disease
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current through Nov. 2015.

Runyon, B. et al. Malignancy-related ascites, UpToDate, literature review current
through Nov. 2015.

e Such, J. et al. Ascites in adults with cirrhosis: Initial therapy, UpToDate, literature

review current through Nov. 2015

Wells, B. et al. Pharmacotherapy Handbook, 8th ed. 2012, pp. 256-257.




Asthenia / Fatigue OnePoint

A PATIENT CARE

DEFINITION

Abnormal physical weakness or lack of energy.

Disease states such as cancer, heart failure, lung
disease, stroke and neuromuscular disease

Concurrent conditions such as insomnia, depression,
anemia, cachexia and anorexia

Medications such as hypnotics, benzodiazepines,
tricyclic antidepressants, antihistamines, or
chemotherapy agents

Deconditioning

Poor diet/malnutrition

HOW TO RECOGNIZE SYMPTOM

Complaints of fatigue, exhaustion, malaise
or dizziness

Easy tiring and reduced ability to maintain
activity level

Patient has difficulty in starting or performing
an activity

Decreased physical ability

Lack of energy not relieved by rest

CLINICAL INSIGHTS

Affects most people with chronic illnesses

Treat underlying conditions (depression, malnutrition,
anemia, infection, insomnia, pain)

Decrease/discontinue, when possible, medications
that may be contributing/ causing asthenia or fatigue

Encourage methods to conserve energy, such as
sitting down when possible to perform certain tasks
such as cleaning, bathing or dressing.

Fatigue due to opioid use is usually self-limiting and
resolves within a few days

Corticosteroid effects on fatigue appear to be short
term, usually last 2-4 weeks. The risk benefit ratio
of long term corticosteroid treatment should be
weighed due the potential for adverse effects.

Psychostimulants may reduce fatigue, promote
a sense of well-being and improve symptoms of
depression
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Asthenia / Fatigue OnePoint

A PATIENT CARE

DRUG INFORMATION

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?

CORITOSTEROIDS

Dexamethasone Initial: 2-4mg PO QD Oral solution: ° Most comprehensively studied Y
(Decadron) MDD: not established 0.5mg/5ml, Tmg/ml corticosteroid in palliative care
for this indication Tablet: 0.25mg, 0.5mg, ¢ Give dose in the morning to
0.74mg, Tmg, 1.5mg,  revent insomnia
2mg
e Beneficial where short term therapy
is indicated
e Start with low dose and monitor for
efficacy weekly, can increase dose
weekly upon reassessment
e Also useful for bone pain, anorexia, or
bronchospasm
Prednisone Initial: 10mg PO QD Oral solution: Tmg/ml, e Effective doses vary Y/N*
MDD: not established Smg/ml e Give dose in the morning to
for this indication Tablet: Tmg, 2.bmg, prevent insomnia
5mg, 10mg, 20mg, ) )
50mg e Start with low dose and monitor for

Tablet (DR)*: 1mg, efficacy weekly

2mg, bmg

Titrate up by 2-bmg at weekly
intervals if needed

Indicated when short term therapy
may be beneficial (less than 6 weeks )

e Also useful in treating bone pain,
anorexia, or bronchospasm

e |ess expensive than dexamethasone

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com



Asthenia / Fatigue

OnePoint’

A PATIENT CARE

GENERIC NAME

(BRAND NAME)

Armodafinil (Nuvigil)

Dextroamphetamine
(Dexedrine)

Methylphenidate
(Ritalin, Concerta,
Metadate, Daytrana)

Modafinil (Provigil)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE
AND RANGE

Initial: 50-160mg PO
QAM

MDD: 250mg/day

Initial: 2.5mg QAM
MDD: 20mg/day

Dose varies based on
formulation

MDD: 60mg/day

Initial: 100mg QAM
MDD: 400mg/day

STRENGTHS AND
FORMULATIONS

PSYCHOSTIMULANTS

Tablet: 50mg, 150mg,
200mg, 250mg

Capsule (ER)*:
5mg,10mg,15mg

Tablet: 5mg, 10mg

Capsule (CR)*: 10mg,
20mg, 30mg, 40mg,
50mg, 60mg

Oral solution: Tmg/ml,
2mg/ml

Tablet: 5mg, 10mg,
20mg

Tablet (CR)*: 10mg,
18mg, 20mg, 27mg,
36mg, b4mg

Transdermal patch:
10mg/9hr, 15mg/9hr,
20mg/9hr, 30mg/9hr

Tablet: 100mg, 200mg

COMMENTS

CRUSH/

OPEN?

Promotes wakefulness Y

Not approved for children 16 years
and younger

Expensive

Fast onset Y/N*

Benefit for patients with limited life
expectancy

Side effects include: insomnia,
anorexia, anxiety, confusion,
tachycardia

Drug of choice for patients with Y/N*
prognosis < 2-4 weeks; onset is

typically around 1 day

Do not crush extended release
formulations

Contents of capsule may be opened
and sprinkled into food

Take in morning (avoid doses
after 12:00)

Side effects include: insomnia,
anorexia, anxiety, confusion,
tachycardia

Controlled release, patch, and liquid
formulations are expensive
Promotes wakefulness Y

Studies are being done on fatigue
related to chronic illnesses including
cancer, ALS, MS, and HIV/AIDS

Less side effects than
psychostimulants

Side effect is appetite suppression ,
headache, and irritability

Not approved for children 16 years
and younger

Expensive




Asthenia / Fatigue

OnePoint’

A PATIENT CARE

GENERIC NAME

USUAL STARTING DOSE

(BRAND NAME) AND RANGE

Initial: 250-330mg PO
TID

MDD: 2,970mg/day
oral, 50mg/kg IV

L-Carnitine (Carnitor)

References

e Bruera, E. et al. Textbook of Palliative Medicine, 2006, pp. 637-44. .

e Bruera E, Yennurajalingam S, Arnold RM, Savarese DMF. Palliative Care: Overview .
of fatigue, weakness, and asthenia. UpToDate, 2015. Accessed online August

STRENGTHS AND COMMENTS CRUSH/
FORMULATIONS OPEN?
NUTRIENTS
Capsule: 250mg, e Consider if malnutrition is cause N
300mg, 400mg of fatigue

Oral solution:
100mg/ml

Solution for injection:
200mg/mi

Tablet: 330mg, 500mg

e Theory that deficiency in carnitine may
reduce energy production

Lexicomp Online®, Hudson, Ohio: Lexi-Comp, Inc.; June, 2015.

Mucke M, Mochamat, Cuhls H, et al. Pharmacological treatments for fatigue
associated with palliative care. Cochrane Database of Systematic Reviews 2015,
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Bleeding

OnePoint’

A PATIENT CARE

DEFINITION

Blood loss from any cause, including low volume loss
from the conjunctiva, epistaxis, and minor trauma.

Trauma / breaks in the skin

Medications such as anticoagulants, antiplatelets
and NSAIDs

Advanced cancers such as head and neck, lung,
acute leukemia

Liver or kidney disease
Thrombocytopenia

Dehydration
HOW TO RECOGNIZE SYMPTOM

Bleeding may be visible (ex: urine, sputum, nose or
surface of skin) or unseen (occult bleeding)

Signs and symptoms of occult bleeding include
fatigue, weakness, paleness, hypotension,
tachycardia, or altered mental status

Blood in the feces may appear black and tarry

Blood in vomitus may have a coffee ground-like
appearance

CLINICAL INSIGHTS

The risks and benefits of medications that increase
bleeding risk (ex: anticoagulants, antiplatelets and
NSAIDs) should frequently be reviewed

Drug therapy to control bleeding can be local

or systemic

A small bleed may precede a more severe bleed

Identify patients at risk for a catastrophic bleed and
develop a preparatory care plan

Catastrophic bleeding events include carotid blowout
syndrome, Gl or variceal bleed, intractable hematuria
and massive terminal hemoptysis.

» When bleeding cannot be controlled, supportive
measures to mask the bleed and administration
of medications such as anxiolytics and/or opioid
analgesics to minimize distress may be warranted.

Oral thrombolytic inhibitors, such as tranexamic acid
or aminocaproic acid, are expensive, but may be

used for bleeding at a number of different sites in a
number of different preparations.

5a-reductase inhibitors should be continued if urinary
bleeding due to prostate cancer

Prednisone 40mg PO QD is an option for upper G.I.
bleed due to radiation induced gastritis
Dexamethasone 2-4mg PO/IV/SQ QD is an option for
hemoptysis

Topical compounds such as Moh's paste are
potentially useful for controlling surface bleeding
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Bleeding

OnePoint’

A PATIENT CARE

DRUG INFORMATION

USUAL STARTING DOSE
AND RANGE

GENERIC NAME
(BRAND NAME)

Initial (epistaxis): soak
ribbon gauze with
solution, then pack
nasal cavity

Epinephrine
(Adrenalin)

Initial (surface
bleeding): soak
gauze and apply with
pressure x 10min

Initial (oropharynx
bleeding): 5ml mixed
with bml normal
saline nebulized QID
PRN

Initial (hemoptysis):
Tml mixed with
4ml normal saline
nebulized QID PRN

Naphazoline (Clear
Eyes)

Ophthalmic: 1-2 drops
into each eye

Initial (epistaxis): 2-3
sprays each nostril
BID PRN

Initial (surface
bleeding): soak
gauze and apply with
pressure x 10min

Oxymetazoline (Afrin)

Initial (epistaxis): 2-3
sprays or drops in
each nostril Q4 hours
PRN

Initial (surface
bleeding): soak
gauze and apply with
pressure x 10min

Phenylephrine
(Neo-synephrine)

Initial (hemoptysis): 5
units in 2ml normal
saline nebulized
BID-TID

Vasopressin
(Pitressin)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

STRENGTHS AND
FORMULATIONS

VASOCONSTRICTORS

Solution for injection:
Tmg/ml

Ophthalmic solution:
0.012%, 0.025%,
0.1%

Nasal spray: 0.05%

Nasal spray: 0.25%,
0.5%, 1%

Solution for injection:
20units/ml

COMMENTS

CRUSH/
OPEN?

May be used for bleeding due to -
vasoconstrictive properties

Rebound bleeding is a potential
adverse effect

For conjunctival bleeding -

May be used for bleeding due to -
vasoconstrictive properties

Intranasal use for more than 3
consecutive days may result in
dependence or rebound congestion
with discontinuation

Rebound bleeding is a potential
adverse effect

May be used for bleeding due to -
vasoconstrictive properties

Intranasal use for more than 3
consecutive days may result in
dependence or rebound congestion
with discontinuation

Rebound bleeding is a potential
adverse effect

Inexpensive -




OnePoint’

A PATIENT CARE

Bleeding

GENERIC NAME USUAL STARTING DOSE CRUSH/

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

(BRAND NAME) OPEN?

ORAL THROMBOLYTIC INHIBITORS

Initial (systemic, acute):
bgrams PO/IV STAT,
then 1-1.5 grams Q
hour until stopped

Aminocaproic Acid
(Amicar)

Initial (systemic,
chronic) 1-4 grams
PO Q4-8 hours

Initial (bladder
irrigation): 200mg
in 1L normal saline
infused continually
until 24 hours after
bleeding stopped

Tranexamic
Acid (Lysteda,
Cyklokapron)

Initial (systemic): 1-1.5
grams PO BID-QID

Initial (oropharynx):
rinse mouth BID with
mouthwash prepared
by 5 grams of
solution for injection
plus 50ml warm
water

Initial (rectal): give
enema prepared with
5 grams of solution
for injection plus
50ml warm water
BID

Initial (vaginal): 1 tablet
crushed and mixed
with KY jelly applied
vaginally OR soak
gauze with bml of
solution for injection
and apply vaginally

Initial (nebulized): 5ml
(500mg) via SVN

TID-QID; alternatively

10ml (1,000mg) via
continuous SVN over
30-45 minutes as
single treatment

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

Solution for injection:

250mg/ml
Syrup: 250mg/ml

Tablet: 500mg,
1,000mg

Solution for injection:

100mg/ml
Tablet: 650mg

Potential option for controlling
bleeding at a number of different sites

Caution should be used if considering
for urinary bleeding as existing clot
degradation will be slowed, potentially
leading to obstruction

Therapy is typically continued for 7-10
days after bleeding stops

Reduce dose in patients w/ renal
impairment
Less potent than tranexamic acid

Expensive

Potential option for controlling
bleeding at a number of different sites

Caution should be used if considering
for urinary bleeding as existing clot
degradation will be slowed, potentially
leading to obstruction

Therapy is typically continued for 7-10
days after bleeding stops

Reduce dose in patients w/ renal
impairment

10 times more potent than
aminocaproic acid

For rectal bleeding, may reduce
enema frequency to 3 times weekly
once controlled

Expensive




Bleeding H OnePoint’

PATIENT CARE

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?

ANTIDOTES TO ANTICOAGULANTS

Protamine Sulfate Initial (heparin reversal): Solution for injection: e For reversal of continuous IV -
1mg per unit of 10mg/ml infusion of heparin, consider only the
heparin; max 50mg heparin administered in the previous
per dose 2-2.5 hours

Initial (LMWH reversal,
off label): 0.5-1mg
per mg enoxaparin or
1mg per 100 anti-Xa
units of dalteparin or

e Anti-Xa (factor ten) activity is not
completely reversed

tinzaparin
Vitamin K (Mephyton) ' Initial: 2.5-10mg Solution for injection: e SQ less effective than other routes Y
ES(;:LSD’ repeated if 10mg/ml ¢ |V route may be preferred for
Tablet: 5mg severe bleeds
e Oral absorption significantly reduced
in patients with liver disease
e Expensive
BARRIER FORMING
Sucralfate (Carafate)  Initial (surface Oral suspension (brand e Forms physical barrier to Y

bleeding): 1-2 tablets only): 1,000mg/10ml slow bleeding

crushed into water . . .
soluble gel applied Tablet: 1,000mg  Suspension more expensive

QD-BID than tablets

Initial (oropharynx
bleeding): 2,000mg
of suspension PO BID

Initial (upper G.I.
bleeding): 1,000mg
PO QID or 2,000mg
PO BID

Initial (rectal bleeding):
2,000mg of
suspension by enema
BID

Initial (anal bleeding):
1-2 tablets crushed
into water soluble gel
applied BID

CAUTERIZING AGENTS

Silver Nitrate (Arzol) Initial: 1 stick applicator = Stick: 25%, 75% e For chemical cauterization on mucous -
membranes and other moist skin
surfaces only on area to be treated
that are bleeding

e Can moisten applicator with water
immediately before use on dry skin

e Discomfort with administration
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Bleeding

OnePoint’

A PATIENT CARE

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
OTHER
Octreotide Initial: 50mcg SQ BID Solution for injection: e Lack of consensus dose for this -
(Sandostatin) or 100-250mcg IV 50mcg/ml, 100mcg/ml, indication
bolus followed by 200mcg/ml,500mcg/ml

25mcg/hr infusion

e Expensive

SEDATIVE HYPNOTICS FOR USE DURING CATASTROPHIC BLEEDING

Diazepam (Valium) Initial: 10mg IV/PR Solution for injection: e |V route preferred due to near -

5m/ml

immediate onset

Suppository: 10mg

(compound)
Lorazepam (Ativan) Initial: 4mg IV/SQ/SL Oral solution: 2mg/mi e |V route preferred due to rapid onset -
Solution for injection: e Onset of action is ~bmin with SL route
2mg/ml
Midazolam (Versed) Initial: 5-10mg IV/SQ/ Solution for injection: e Drug of choice for anxiolysis during -
buccal 5mg/ml catastrophic bleed
e Amnesic effect beneficial if bleed
is non-fatal
¢ |V route preferred due to rapid onset
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Bronchospasm OnePoint’

A PATIENT CARE

DEFINITION

Sudden contraction of the bronchi in the lungs in
response to an irritant or due to exacerbation of lung
disease resulting in narrowing of the airway.

Lung diseases, such as COPD (Emphysema / Chronic
bronchitis), asthma or pneumonia

Airborne irritants, such as smoke, pollen or dust

Medications, such as non-cardioselective beta-
blockers (nadolol, propranolol and carvedilol), high
dose cardioselective beta-blockers (selectivity is
overcome), acetylcholinesterase inhibitors or NSAIDs

Inhalation of medications not intended for pulmonary
administration (ex: inhaled morphine solution for
injection)

Particulates in dry powder inhalers (DPls)

Anaphylaxis / allergic reaction

Overcooling / drying of airways

Hyperventilation

HOW TO RECOGNIZE SYMPTOM

¢ Coughing and/or wheezing

e Dyspnea
CLINICAL INSIGHTS

If possible, avoid or discontinue medications that
may cause drug-induced bronchospasm

The nebulized route of administration is preferred
over metered dose inhalers (MDIs) or dry powder
inhalers (DPIs) for patients with severe lung disease
or impaired cognition/coordination to ensure optimal
drug delivery and symptom control.

If an MDI must be used, a spacer can improve drug
delivery and symptom control; however, spacers
cannot be used with DPIs.

Duplicate therapy within the same therapeutic class
is not recommended and is associated with increased
adverse effects and unnecessary drug spend.
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Bronchospasm

OnePoint’

A PATIENT CARE

DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

Albuterol (Ventolin,
Proventil, ProAir)

Albuterol/lpratropium
(Duoneb, Combivent)

Beclomethasone
Dipropionate (QVAR)

Budesonide-
Formoterol
(Symbicort)

USUAL STARTING DOSE

AND RANGE

Initial (MDI): 1-2 puffs
(90-180) mcg every 4
hours PRN

Initial (nebulized): 1
SVN Q4 hours PRN

MDD (MDI):
12 puffs/day

MDD (nebulized):
6 nebs/day

Initial (Respimat MDI):
1 puff QID

Initial (nebulized): 1
SVN QID

MDD (Respimat MDI):
4 puffs/day

MDD (nebulized):
6 nebs/day

Initial: 40-80mcg BID
MDD: 320mcg/day

Initial: 2 inhalations of
80/4.5mcg strength
BID

MDD: 640/18mcg/day

STRENGTHS AND
FORMULATIONS

Concentrated solution
for nebulization:
5mg/mi

Metered dose
inhaler (MDI):
90mcg/actuation

Oral solution: 2mg/5ml

Solution for
nebulization:
0.63mg/3ml,
1.25mg/3ml,
2.5mg/3ml

Tablet: 2mg, 4mg
Tablet (ER)*: 4mg, 8mg

Metered dose inhaler
(Respimat): 20mcg
ipratropium/100mcg
albuterol/actuation

Solution for
nebulization:
0.5mg ipratropium/
2.5mg albuterol/ 3ml

Metered dose
inhaler (MDI):
40mcg/actuation,
80mcg/actuation

Metered dose inhaler
(MDI): 80/4.5mcg,
160/4.5mcg/
actuation

COMMENTS CRUSH/

OPEN?

e Agent of choice for treatment of acute Y/N*

bronchospasm

e Dose-related tachycardia, CNS
stimulation/excitation

¢ Anecdotally, the maximum daily
dose is occasionally exceeded in the
hospice setting

e Used for acute management -
with greater efficacy than either
agent alone

e Combination product can be used for
both treatment and prevention

e Combivent Respimat replaced
Combivent Aerosol (Removed from US
market in Dec. 2013)

e Helpful in COPD-related
bronchospasm

e Dose-related tachycardia, CNS
stimulation/excitation

e Can have additive adverse
anticholinergic adverse effects when
used with other anticholinergics
¢ Not indicated for acute exacerbations -

e Can cause edema, exacerbating CHF
or hypertension

e Can contribute to oral candidiasis,
rinse mouth with water to avoid
e Not indicated for acute exacerbations -

e Do not use or initiate in patients with
acutely deteriorating asthma/COPD

e Can contribute to oral candidiasis,
rinse mouth with water to avoid

e Dose-related tachycardia, CNS
stimulation/excitation

e Patient must have sufficient inspiratory
force to effectively use dosage form
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Bronchospasm

OnePoint’

2

PATIENT CARE

GENERIC NAME

(BRAND NAME)

Cromolyn Sodium
(Gastrocrom)

Fluticasone
Propionate HFA
(Flovent)

Fluticasone-
Salmeterol (Advair)

Ipratropium Bromide
(Atrovent)

Levalbuterol
(Xopenex)
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USUAL STARTING DOSE
AND RANGE

Initial: 20mg SVN QID
MDD: 80mg/day

Initial (MDI): 88-
220mcg BID

Initial (DPI): 100mcg
BID

MDD (MDI):
880mcg/day

MDD (DPI):
1,000mcg/day

Initial (DPI): one
inhalation BID of
250-50mcg strength

Initial (MDI): 2
inhalations of
115-21mcg strength

MDD (DPI):

2 inhalations/day

MDD (MDI):

4 inhalations/day

Initial (MDI): 2 puffs
Qib

Initial (nebulized):1 SVN

QiD
MDD (MDI):
12 puffs/day

MDD (nebs): 6 nebs/
day

Initial (MDI): 90mcg
Q 4-6hr routinely or
PRN

Initial (nebulized):
0.63mg SVN TID
routinely or PRN

MDD (MDI):

12 inhalations/day

MDD (nebulized):
3 nebs/day

STRENGTHS AND
FORMULATIONS

Solution for
nebulization:
20mg/2mi

Dry powder
inhaler (DPI):
100mcg/actuation,
250mcg/actuation

Metered dose
inhaler (MDI):
44mcg/actuation,
110mcg/actuation,
220mcg/actuation

Dry powder inhaler
(DPI1): 100-50mcg,
250-50mcg,
500-50mcg

Metered dose inahler
(MDI): 45-21mcg,
115-21mcg,
230-21mcg

Metered dose
inhaler (MDI):
17mcg/actuation

Solution for
nebulization:
0.5mg/2.5ml (0.02%)

Metered dose
inhaler (MDI):
45mcg/actuation

Solution for
nebulization:
0.63mg/3ml,
1.25mg/3ml

COMMENTS

Not indicated for acute exacerbations
Has an unpleasant taste and can
contribute to stomatitis

Not indicated for acute exacerbations

Can cause edema, exacerbating CHF
or hypertension

Can contribute to oral candidiasis,
rinse mouth with water to avoid

Not indicated for acute exacerbations

Do not use or initiate in patients with
acutely deteriorating asthma/COPD

Can contribute to oral candidiasis,
rinse mouth with water to avoid

Dose-related tachycardia, CNS
stimulation/excitation

Patient must have sufficient
inspiratory force to effectively use dry
powder inhaler

Not indicated for acute exacerbations

Can have additive adverse
anticholinergic adverse effects when
used with other anticholinergics

Indicated for treatment of acute
bronchospasm and prophylaxis

Dose-related tachycardia, CNS
stimulation/excitation

Expensive

CRUSH/

OPEN?
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Bronchospasm

GENERIC NAME USUAL STARTING DOSE COMMENTS CRUSH/

AND RANGE

STRENGTHS AND
FORMULATIONS

(BRAND NAME) OPEN?

Prednisone
(Sterapred)

Salmeterol Xinafoate
(Serevent)

Theophylline (Theo-
24, Uniphyl)

Tiotropium Bromide
Monohydrate
(Spiriva)
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Initial (acute): 40-60mg
as a single dose or
2 divided doses for
3-10 days

MDD: 60mg/day

Initial: 50mcg Q12 hr
MDD: 100mcg/day

Initial (Oral solution):
300mg / day in 3-4
divided doses

Initial (12-hour ER):
300-400mg/day
divided BID

Initial (24-hour ER):
300-400mg QD

MDD (all forms):
600mg/day
(400mg/day if > 60
years old)

Initial: 18mcg Q24 hr
(the contents of one
capsule should be
inhaled with two
separate inhalations)

MDD: 18mcg/day

Oral solution: Tmg/ml,
5mg/ml

Tablet: Tmg, 2.5mg,
bmg, 10mg, 20mg,
50mg

Dry powder inhaler
(DPI): 50mcg/dose

Capsule (ER, 24hr):
100mg, 200mg,
300mg, 400mg

Oral solution:
80mg/15ml

Tablet (ER, 24hr):
400mg, 600mg

Tablet (ER, 12hr):
100mg, 200mg,
300mg, 450mg

Dry powder inhaler
(DPI): 18mcg/capsule

Administer with food to minimize Gl
irritation

Administer in morning to coincide
with normal cortisol secretion and
minimize insomnia

Use caution in hepatic impairment as
it is hepatically metabolized

Can cause edema, exacerbating CHF
or hypertension

Not indicated for acute exacerbations

Dose-related tachycardia, CNS
stimulation/excitation

Patient must have sufficient inspiratory
force to effectively use dosage form

Indicated for maintenance therapy of
asthma or COPD and bronchospasm
prophylaxis

Titrate to serum concentration
5-15mcg/ml; higher doses may be
used if serum levels indicate need

Should be taken with a full
glass of water

Capsules may be opened and contents
mixed with soft foods; do not chew or
crush medication beads

Theophylline toxicity may present as
persistent nausea/vomiting, seizure,
arrhythmia

Not indicated for acute exacerbations

e Capsule is used in the Handihaler

inhaler, not swallowed

Patient must have sufficient
inspiratory force to effectively use dry
powder inhaler

Dry powder inhalers cannot be used
with spacers or other devices

Y
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DEFINITION

Constipation is a highly prevalent and distressing
symptom in patients with advanced, progressive,
chronic illness where stool frequency occurs less often
than patients’ normal patterns (commonly defined as
less than 3 bowel movements per week) with hard
stools that are dry and difficult to pass.

e Gastrointestinal disorders or blockage:

» Tumors

» Stricture

» Rectal prolapse

» Hemorrhoids

» Irritable bowel syndrome

~

-~

~

e Neurological disorders:

» Parkinson disease

» ALS

» Multiple sclerosis

» Cerebrovascular disease

» Spinal cord lesions

» Diabetic autonomic neuropathy

e Medications:

» Opioids

» Anticholinergics

» Tricyclic antidepressants

» Anti-Parkinson agents

» Antihistamines

» Urinary antispasmodics

» Anticonvulsants

» Antipsychotics

» Diuretics

» NSAIDs

» Calcium containing antacids / supplements

» lron

» Calcium channel blockers

» Clonidine

» Excessive use of antidiarrheal medications

» Cholestyramine

» Serotonin (5-HT3) antagonists such as
ondansetron

¢ |nadequate fluid intake
e Excessive fiber intake without adequate hydration

e |ack of privacy

Decreased mobility / physical activity

Hard stools / fear of pain exacerbation due to
straining during bowel movement

Radiation fibrosis
Dietary changes
Hypothyroidism
Uremia

Electrolyte disturbances such as hypercalcemia and
hypokalemia

Anorexia

HOW TO RECOGNIZE SYMPTOM

Reduced stool frequency
Increased straining to pass a bowel movement
Passage of small, hard stools

Feeling that bowels have not emptied completely
after a bowel movement

Abdominal pain / distension

CLINICAL INSIGHTS

If possible, attempt to remove precipitating causes
such as medications that may worsen constipation

Onset of laxative action varies by choice of laxative
and presence of concurrent opioid use and can take
up to 48 hours to produce a bowel movement
Bowel care should be initiated at the same time as
opioids to prevent opioid-induced constipation

Senna is the drug of choice for treatment / prevention
of opioid-induced constipation

As a rule of thumb, 1 tablet of senna for every 15mg
of oral morphine or equivalent can be used, although
opioid induced constipation does not always worsen
as the opioid is titrated

Docusate is not a laxative and will not prevent
constipation, with the possible exception of doses
more than 400mg per day, which may act as a
stimulant laxative

Use caution with osmotic laxatives in dehydrated
patients because they draw water into the bowel and
can worsen dehydration

Magnesium containing laxatives are contraindicated
in patients with kidney disease due to the potential
for adverse effects due to magnesium accumulation

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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e Rectal pain / hemorrhoids that commonly occurs
due to straining with bowel movements can typically
be successfully treated with medications such as
Preparation H or topical hydrocortisone.

e Duplicate therapy within the same therapeutic class
should typically be avoided

e Senna and bisacodyl are prodrugs that require
conversion to their active forms in the G.I. tract.
This conversion depends on the presence of certain
bacterial flora and may be absent due to inter-
individual differences in bacterial flora, resulting in
ineffective laxation.

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

Bisacodyl (Dulcolax)

Senna (Ex-Lax)

Senna/Docusate
Sodium (Senna-S)

Magnesium Citrate
(Citroma)

Magnesium
Hydroxide (Milk of
Magnesia)

USUAL STARTING DOSE

AND RANGE

Initial (tablets): 1-8
tablets PO QD PRN

Initial (suppository):
1 suppository PR QD
PRN

MDD (tablets):
40mg/day

MDD (suppository):
20mg/day

Initial: 1-8 tablets PO
divided QD-BID PRN

MDD: 8 tablets or
40ml/day

Initial: 1-2 tablets PO
daily to BID

MDD: 8 tablets/day

Initial: 2 to 1 bottle
(150-300ml) PO PRN

MDD: 1 bottle/day

Initial (suspension):
30-60ml QD

Initial (tablet): 1-8
tablets once daily or
in divided doses

MDD (suspension):
60ml/day

MDD (tablet):
8 tablets/day

STRENGTHS AND COMMENTS CRUSH/
FORMULATIONS OPEN?
STIMULANT LAXATIVES
Suppository: 10mg e Suppository onset of action 15 Y/N*
Tablet*: g minutes to 2 hours.
¢ Tablet onset of action 6 to 10 hours
e Stimulant laxative
e Can be used daily or PRN
Oral solution: ¢ Onset of action 6-12 hours Y
8.8mg/5ml e Drug of choice for opioid induced
Tablet: constipation
8.6mg sennosides e The typical maximum daily dose
is occasionally exceeded in the
hospice setting
Tablet: Docusate 50mg/ e See individual drugs for Y
Senna 8.6mg onset of action
e Stimulant laxative + stool
softener combo
e May crush, although tablets have a
poor taste when crushed
OSMOTIC LAXATIVES
Oral solution: e Onset of action 30 minutes to 6 hours -
1.745g/30ml e Contraindicated w/ renal impairment
e Avoid in patients with heart failure due
to high salt content and potential to
worsen fluid overload
e May be given as single or divided dose
e Reported to taste better when cold
e Keep chilled in refrigerator
after opening
Chewable tablet: e Onset of action in 30 minutes Y
311mg to 3 hours
Oral suspension e Contraindicated w/ renal impairment
400mg/5ml, . . -
800mg/5ml e Consider milk of magnesia if senna

in combination with docusate is
ineffective

(Continued on next page)
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Constipation

GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

(BRAND NAME) OPEN?

OSMOTIC LAXATIVES (CONTINUED)

Glycerin Initial: 1 suppository PR = Suppository: 1.2gm, e Onset of action 15 min. to 1 hr -

Suppositories (Fleet
glycerin, Pedia-Lax)

Lactulose (Enulose)

Magnesium Oxide
(Uro-mag, Maox)

Polyethylene Glycol
(Miralax)

Sodium Phosphates
(Fleet Enema)

Sorbitol

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

daily to BID PRN
MDD: 2 suppositories

Initial: 15-30ml (10-20g)

PO QD
MDD: 240ml/day

Initial: 1-8 tablets PO
QHS or in divided
doses

MDD: 8 tablets/day

Initial: 17g (one capful)

in 8oz of fluid daily
MDD: 34g/day

Initial: 1 enema PR x
1 dose

MDD: 2 enemas /day

Initial: 15-60ml PO
divided QD-QID

MDD: 240ml/day

2gm, 2.1gm

Syrup: 10g/15ml

Tablet: 400mg

Powder

Enema: 5.6gm/dose

Oral solution: 70%

To be used as needed for
hard, dry stool

May cause “fatty” appearing stool

Onset of action up to 24-48 hours

Laxative of choice if liver failure
is present

Titrate to produce 3 to 4 soft stools
per day, avoiding diarrhea for hepatic
encephalopathy

Does not increase blood glucose

Associated with more cramping /
bloating than other osmotic laxatives

Contraindicated w/ renal impairment

Onset of action 24-96 hours
Patient must be adequately hydrated

May not be suitable for patients with
volume intolerance

Preferred osmotic laxative in patients
with renal impairment

Best tolerated osmotic laxative

Onset of action 2 to 15 min.

Use with caution in patients w/ renal
impairment

Avoid in patients with heart failure due
to high salt content and potential to
worsen fluid overload

Excessively sweet taste

Does not increase blood glucose
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Constipation

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
LUBRICANT LAXATIVES
Mineral Oil (Fleet Oil) ' Initial (oral): 15-45 ml Enema * Onset of action 6-8 hours (oral) or -
PO QHS or in divided Oral oil 2-15min. (rectal)

Azithromycin
(Zithromax)

Erythromycin (EES,
Eryped)

Metoclopramide
(Reglan)
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doses

Initial (enema): 1
enema PR as directed

MDD (oral): 4bml/day

MDD (enema):
1 enema/day

Initial: 250mg daily
MDD: 500mg/day

Initial: 2560mg PO TID
MDD: 1,500mg/day

Initial: 5mg PO TID AC
MDD: 40mg/day

PROKINETIC AGENTS

Suspension:
100mg/5ml,
200mg/5ml

Tablet: 250mg, 500mg

Oral suspension:
200mg/5ml

Tablet: 250mg, 500mg

Oral solution: Tmg/ml

Solution for injection:
5mg/ml

Tablet: 5mg, 10mg

Lubricant laxative

Avoid oral administration if
aspiration risk

Taste may be improved if refrigerated
or by mixed with flavored juice

Less studied than erythromycin, but
demonstrates comparable efficacy

Advantages over erythromycin
include: less expensive, fewer drug
interactions, once daily dosing, fewer
Gl side effects, lower risk of QTc-
interval prolongation

Consider for N/V caused by delayed
gastric emptying

Effective in about V2 of patients
Can be used for constipation

Use oral base preparations (not
enteric coated)

Monitor for adverse effects including
cramping / colicky pain

Expensive

May also benefit partial bowel
obstruction or GERD symptoms

Give doses before meals and
at bedtime

Monitor for extrapyramidal symptoms
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GENERIC NAME

(BRAND NAME)

Methylnaltrexone
(Relistor)

Naloxegol (Movantik)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE
AND RANGE

Initial (OIC in patients
with chronic non-
cancer pain): 12mg
SQ Qb

Initial (OIC in patients
with advanced
illness):

- <38kg: 0.15mg/kg

SQ Q0D

- 38-62kg: 8mg SQ

QOoD
- 62-114kg: 12mg
SQ Q0D

- >114kg: 0.15mg/

kg SQ QOD
MDD: same as initial
dose QD

Initial: 25mg PO QD;
12.5mg PO QD if
CrCl < 60

MDD: 25mg/day

STRENGTHS AND
FORMULATIONS

OPIOID ANTAGONISTS

Solution for injection:
8mg/0.4ml,
12mg/0.6ml

Tablet: 12.5mg, 26mg

COMMENTS

Onset of action 30-60min in
responding patients

Not first line therapy; reserve use
for when other laxatives, including
stimulant types, have failed

For opioid induced constipation
(OIC) only

Round weight based doses to nearest
0.1ml of volume

Expensive

Not first line therapy; reserve use
for when other laxatives, including
stimulant types, have failed

For opioid induced constipation
(OIC) only

Recommended to discontinue all
maintenance laxatives before initiating
therapy; may re-introduce after 3

days if needed

Alteration of the existing opioid
regimen is not required

Avoid if patient has severe
liver disease

Expensive

CRUSH/

OPEN?
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GENERIC NAME

(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

Docusate Calcium
(Surfak)

Docusate Sodium
(Colace)

Linaclotide (Linzess)

Lubiprostone
(Amitiza)

References

e Bruera, E. et al. Textbook of Palliative Medicine, 2006, pp. 544-60.

Initial: 240mg PO QD

MDD: 720mg/day div.
BID

STOOL SOFTENERS

Capsule: 240mg

e Onset of action 12-72 hours N

e Typically does not provide laxative
effect, but may act as a stimulant
laxative at doses > 400mg per day

e Requires adequate fluid intake for
efficacy May be given as single or
divided dose

e Possibly preferred if sodium restriction

Initial: 100mg PO BID Capsule*: 50mg, e Onset of action 12-72 hours Y/N*
MDD: 800mg/day 100mg, 250mg e Typically does not provide laxative
Oral solution: effect, but may act as a stimulant
50mg/oml laxative at doses > 400mg per day
Tablet: 100mg ¢ Requires adequate fluid intake
for efficacy
e Oral liquid has poor taste and may
cause nhausea
OTHER AGENTS COMMONLY USED FOR CHRONIC IDIOPATHIC CONSTIPATION (CIC)
OR CONSTIPATION PREDOMINANT IRRITABLE BOWEL SYNDROME (IBS-C)
Initial: 145mcg PO QD  Capsule: 145mcg, e Give 30min prior to 1st meal of the N
for CIC; 290mcg PO 290mcg day on empty stomach
QD for IBS-C e Not commonly used in the
MDD: 290mcg/day hospice setting
e Expensive
Initial: 24mcg PO BID Capsule: 8mcg, 24mcg ¢ Also indicated for opioid-induced N

for CIC or opioid

induced constipation;

8mcg PO BID for
females with IBS-C

e Chai, E. et al. Geriatric Palliative Care — A Practical Guide for Clinicians, 2014, pp.

239-243.

e EPEC-O Education in Palliative and End-of-life Care for Oncology, Self-study o
module 3f: constipation, accessed online Nov. 2015 at: http://www.ipcrc.net/
epco/EPEC-0%20M03a-q%20Symptoms/EPEC-0%20M03f%20Constipation/
EPEC-0%20M03f%20Constipation%20PH.pdf

e  Fine, P. The Hospice Companion, 2nd ed. 2012, pp. 77.

constipation
e Take with food and water

e Not commonly used in the
hospice setting

e Syncope and hypotension have
been reported in post-marketing
surveillance

¢ |neffective in patients maintained
on methadone

e Expensive

Hanks, G. et al. Oxford Textbook of Palliative Medicine, 4th ed. 2010, pp. 231, 236,
833-843, 1271.

Lexicomp Online®, Hudson, Ohio: Lexi-Comp, Inc.; June, 2015.

Rao, S. et al. Constipation in the older adult, UpToDate, literature review current
through Nov. 2015.

Regnard, C. et al. A Guide to Symptom Relief in Palliative Care, 6th ed. 2010. pp
107.

Wald, A. et al. Management of chronic constipation in adults, UpToDate, literature
review current through Nov. 2015
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DEFINITION

A rapid expulsion of air from the lungs meant to
remove fluid, mucus, or other materials from the lungs
or airways.

e Malignant illness:

» Lung cancer / metastases

» Radiation or chemotherapy induced fibrosis
¢ Non-malignant chronic illness:

» COPD
» Congestive heart failure
» GERD

e Environmental / physical irritants

-~

» Post-nasal drip due to allergies or infection

» Respiratory irritants such as dust, pollen or dander
» Stomach acid entering oropharynx due to GERD

» Excessive secretions

» Aspiration

» Cold weather

~

¢ Inflammation
» Laryngitis
» Sinusitis
¢ Infection
» Viral

° Common cold
° Pneumonia
° Influenza

e Bacterial infections
° Pneumonia
° Pertussis (whooping cough)
e Acute pulmonary complications
» Pleural effusion
» Pulmonary embolism
¢ Medications

» ACE-inhibitors (less commonly ARBs)
» IV fentanyl

HOW TO RECOGNIZE SYMPTOM

e Direct observation

¢ Productive cough will have sputum in expectorate

CLINICAL INSIGHTS

e |f possible, address reversible causes including
discontinuation of medications that may cause cough

Scheduled, rather than as-needed treatments are
recommended for chronic, frequent cough

Cough can be broadly divided into two categories:
productive / wet cough and dry cough

Because coughing is how mucus is cleared in

a patient with a productive/wet cough, it is not
recommended to treat this type of cough with
antitussives unless symptoms are unbearable to
the patient.

Drug therapy should be targeted towards improving
specific symptoms / characteristics of cough:

» Mucolytics can improve the clearing of thick
pulmonary secretions
» Cough suppressants / antitussives suppress cough
» Antihistamines can be used to dry wet cough and
reduce post nasal drip
» Multidrug combination products should only
be used if all components are directed at
specific symptoms

¢ Non-antitussive / expectorant adjuvants may be
beneficial situationally, depending on the cause of
cough, such as:

» Nebulized bronchodilators for dyspnea / cough
due to exacerbation of pulmonary disease

» Acid suppressive therapy with PPls or H2RAs for
cough due to GERD

» Antibiotics for cough due to respiratory infection if
consistent with goals of care / prognosis

» Diuretics for cough due to edema (ex: CHF)

» Corticosteroids if suspected inflammatory
component to cough

e All opioids are antitussive; rather than adding an
additional antitussive, consider titration of an existing
opioid regimen if present

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

Benzonatate
(Tessalon Perles)

Dextromethorphan
(Robitussin Cough
Gels, Elixsure, Little
Colds Cough Formula,
Scot-Tussin Cf,
Triaminic La, Hold,
Trocal, Delsym)

Hydrocodone/

Homatropine
(Hycodan, Hydromet,
Tussigon)

Short-Acting Opioid
Agonists

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

CRUSH/
OPEN?

ANTITUSSIVES / COUGH SUPPRESSANTS

Initial: 100mg PO TID
MDD: 600mg/day

Initial (IR dosage
forms): 10-20mg Q4
hours PRN or 30mg
Q6-8 hours PRN

Initial (ER suspension):
30-60mg BID

MDD (all forms):
120mg/day

Initial: 1 tablet or bml
PO Q4-6 hours PRN

MDD: 6tabs or 30ml/
day

Initial: varies depending
on opioid

MDD: no ceiling dose
for opioids

Capsule: 100mg,
200mg

Capsule: 15mg
Lozenge: bmg, 7.5mg

Oral disintegrating
strip: 7.5mg

Oral solution:

5mg/5ml, 7.5mg/ml,

7.5mg/5ml, 10mg/5
ml,15mg/5ml,
20mg/15ml

Oral suspension (ER):
30mg/5ml

Syrup:
5mg hydrocodone/
1.5mg homatropine
/ 5ml

Tablet:
bmg hydrocodone
bitartrate/
1.5mg homatropine

Varies depending on
opioid

Anesthetic cough suppressant for non- N
productive cough

Must be swallowed whole

First line therapy for dry cough Y

Cll controlled substance -

Homatropine is an anticholinergic
agent present in subtherapeutic
amount to deter abuse

All opioids possess antitussive Y
properties
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GENERIC NAME

(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

CRUSH/
OPEN?

Acetylcysteine
(Mucomyst)

Guaifenesin

(Robitussin, Mucinex,

Mucinex Max)

Saline Nebs

Guaifenesin/Codeine
(Robitussin AC)

Guaifenesin/
Dextromethorphan
(Robitussin DM, Mucinex
DM, Mucinex DM Max)
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Initial (nebulized): 3-bml
of 20% or 6-10ml
of 10% nebulized
TID-QID

Initial (oral): 200mg
BID-TID, 300mg BID
or 600mg QD

MDD (nebulized):
120ml of 20% or
240ml of 10% per
day

MDD (oral):
1,200mg/day

Initial (solution, IR
tablet)200-400mg PO
q4h PRN

Initial (ER tablet) 1
tablet PO q12h

MDD (all forms):
2,400mg/day

Initial: 3ml inhalation
q4h

EXPECTORANTS
Solution for injection:

10% (100mg/ml),
20% (200mg/ml)

Syrup: 100mg/5ml

Tablet: 200mg, 400mg

Tablet (ER)*:
600mg,1,200mg

Saline bullets: 3ml
0.9% vial

Not first line therapy -

e QOral route is off-label

When giving via nebulizer, give
with or after a bronchodilator to
optimize effect

When giving via oral route, may
reduce frequency to 3x per week for
maintenance

Complex administration requires
drawing up dose in syringe and may
not be possible for some patients

Expensive

First line therapy for productive Y/N*

/ wet cough

Tablet is most concentrated
dosage form

Adequate fluid intake is required
for efficacy

Systemic absorption may lead to -
water retention

ANTITUSSIVE / COUGH SUPPRESSANT PLUS EXPECTORANT COMBINATIONS

Initial: 5-10ml PO g4h
PRN

MDD: 60ml/day

Initial (solution): 5-10
ml PO q4h PRN

Initial (ER tablet): 1-2
PO BID of 30/600mg

or 1 PO BID of
60/1,200mg tablets

MDD (solution): 60 ml

MDD (ER tablet):
120mg DM /
2,400mg guaifenesin

Syrup: 10mg codeine/
100mg guaifenesin
in bml

Syrup: 10mg
dextromethorphan./
100mg guaifenesin
in bml

Tablet (ER): 30mg
dextromethorphan /
600mg guaifenesin,
60mg
dextromethorphan/

1,200mg guaifenesin

Adequate fluid intake is required -
for efficacy

Consider if unbearable symptoms
due to productive cough; cough
suppressant component may limit
clearing of thick pulmonary mucus

Adequate fluid intake is required N
for efficacy

Consider if unbearable symptoms
due to productive cough; cough
suppressant component may limit
clearing of thick pulmonary mucus

OnePoint’

PATIENT CARE
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Cough

GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

(BRAND NAME)

ANTITUSSIVE / COUGH SUPPRESSANT PLUS ANTIHISTAMINE COMBINATIONS

Hydrocodone/ Initial (ER suspension): = Capsule (ER): bmg ¢ Cll controlled substance N
Chlorpheniramine 5ml PO BID hydrocodone/4mg « Initial d al
(Tussionex, Tussicaps, B L chlorpheniramine, nlfua oses are eqw.va ent to max
Vituz) Initial (solution): 10m daily doses; do not titrate
5ml Q4-6 hours PRN; g _
NTE 4 doseS/day hydrocodone/Smg ° Expens|ve

Promethazine/
Codeine (Phenergan

Initial (ER capsule):
1 capsule PO Q12
hours

MDD (ER suspension):
10ml/day

MDD (solution):
20ml/day

MDD (ER capsule):
2 capsules/day

Initial: 5ml PO g4-6h
PRN

chlorpheniramine

Solution: bmg
hydrocodone/4mg
chlorpheniramine /
5ml

Suspension (ER):
hydrocodone
bitartrate 10mg and
chlorpheniramine
maleate 8mg per bml

Syrup: codeine 10mg
and promethazine

Avoid in patients with Parkinson -
disease due to potential for

e Abuse potential increasing in U.S.

Promethazine/ Initial: 5Bml PO g4-6h Syrup: * Avoid in patients with Parkinson -
Dextromethorphan PRN dextromethorphan disease due to potential for
(Phenergan DM) MDD: 30ml/day 15mg and. causing EPS

promethazine

6.25mg in 5ml

LOCAL ANESTHETICS

Bupivacaine Initial: 5ml of 0.25% Solution for injection: e For refractory cough -
(Marcaine) solution nebulized 0.25%, 0.5%, 0.75%

TID-QID PRN

MDD: not established
for this indication

* No oral intake for 1-2 hours after

admin to minimize aspiration risk

Duration of action varies widely from
as little as 10 minutes up to prolonged
relief for as long several weeks

Lidocaine (Xylocaine) ' Initial: 5ml of 2% Solution for e For refractory cough -
solution nebulized injection: 1% o N lintake for 1-2 h £
TID-QID PRN (10mg/mi),2%(20mg/m), O oral intake for ours atter
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?
GABAPENTINOIDS

Gabapentin Initial: 300mg PO QHS  Capsule: 100mg, Gabapentinoids Y

~ (Neurontin) Titrate dose gradually 300mg, 400mg * May be effective for refractory

in 300mg increments = Oral solution: idiopathic cough

MDD: 1,800mg/day 250mg/5ml

e Require renal dose adjustments
Tablet: 600mg, 800mg

e May cause dizziness, drowsiness, dry
mouth, headache, sedation

Pregabalin (Lyrica) Initial: 75mg PO QD Capsule: 2bmg, 50mg, Y
Titrate gradually 75mg, 100mg, e May cause peripheral edema; use
over first week 150mg, 200mg, caution in patients with heart failure

in increments of 225mg, 300mg
75mg/day Oral Solution: 20mg/m| = Gabapentin

MDD: 300mg/day e Case reports of rapid symptom relief
in patients with cancer

References

Bruera, E. et al. Textbook of Palliative Medicine, 2006, pp. 663-7. e Regnard, C. et al. A Guide to Symptom Relief in Palliative Care, 6th ed. 2010. pp.
196-197.

Chai, E. et al. Geriatric Palliative Care — A Practical Guide for Clinicians, 2014, pp. ) ) ) )
218-223. e Silvestri, R. et al. Evaluation of subacute and chronic cough in adults, UpToDate,

literature review current through Nov. 2015.

Fine, P. The Hospice Companion, 2nd ed. 2012, pp. 80. ) . )
e von Gunten, C. et al. Palliative care: Overview of cough, stridor, and hemoptysis,

Hanks, G. et al. Oxford Textbook of Palliative Medicine, 4th ed. 2010, pp. UpToDate, literature review current through Nov. 2018.

229,1117,1131-1133,1237-1239

Lexicomp Online®, Hudson, Ohio: Lexi-Comp, Inc.; June, 2015.

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com



Delirium

OnePoint’

A PATIENT CARE

DEFINITION HOW TO RECOGNIZE SYMPTOM

Delirium is an acute change in mental status associated
with medical illness that may fluctuate and can

manifest clinically with a wide range of neuropsychiatric

abnormalities.

e Any terminal illness
¢ Physiological

» Constipation

» Urinary retention

Electrolyte imbalance (sodium and calcium in
particular)

» Low albumin

Hyperparathyroidism

Glucose changes (hyper or hypoglycemia)

)

<

)

<

)

M

» Vitamin deficiencies (vitamins B1, B12, niacin, folic

acid in particular)
» Acid-base disorders
Heavy metal toxicities
Dehydration
Hypoxia
Hypotension
Hypertensive encephalopathy
» Shock
Head trauma
Hemorrhage
» Seizure

)

M

)

<

)

M

)

M

)

<

)

M

)

<

e [nfection

» Urinary tract
» Pneumonia
» Sepsis

» Encephalitis
» Meningitis
» HIV

» Syphilis

-~

e Medication use (especially opioids, corticosteroids,
benzodiazepines, anticholinergics)

e Medication/substance withdrawal/discontinuation
(alcohol, barbiturates and sedative hypnotics in
particular)

e Other risk factors

» Depression
» Previous delirium
» Fractures

Delirium is associated with the acute onset of
symptoms over hours to days (onset may have
occurred in the past). Signs and symptoms, which
may be persistent or fluctuate include:

» Altered level of consciousness such

as hypervigilance, alertness, lethargy,

cloudiness, stupor

Agitation that may be verbal/physical, aggressive/
non-aggressive

Behavioral disinhibition

Disorganized thoughts

Disorientation to person, place, time or situation

-~
M

>
<

-~
M

~
M

° It has been suggested that the most useful
screening question for assessing altered mental
states may be “what time of day is it?”

» Inattention / impaired concentration

Irritability

Psychosis, including hallucinations or delusions
Rapidly changing affect or mood

Restlessness

Sleep disturbance; insomnia and day-night
reversal are common

~
<

-~
M

~
<

~
<

-~
M

Hypoactive delirium typically progresses from:
normal » sleepy » lethargic » obtunded » semicomatose
» comatose » death

Hyperactive delirium typically progresses

from: normal» restless » confused » tremulous »
hallucinations » mumbling » myoclonus » seizures »
semicomatose » death

CLINICAL INSIGHTS

Nearly all patients will experience delirium at some
point during the dying process — usually they will
experience a hypoactive type delirium.

The presence of delirium may fluctuate

Assessing each patient’s unique clinical situation is
essential in guiding treatment — medical conditions,
functional status, prognosis and goals of care must
considered when determining the appropriate
treatment approach.

Goals of care change frequently as terminal ilinesses
evolve and decision makers will often reassess goals
of care after a delirium diagnosis.

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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¢ Non-pharmacological interventions, including e There is a lack of consensus regarding delirium
family/ caregiver support should be included in every management across different specialties of medicine
delirium management plan. * No medications are FDA approved for delirium
¢ Pain does not cause delirium, although uncontrolled but are used to, but evidence based strategies
pain can worsen delirium symptoms exist for successful delirium treatment using

medications off-label

TABLE 1 — NON-PHARMACOLOGICAL INTERVENTIONS

e All pharmacological strategies to manage delirium,
regardless of type, can safely be administered in any
setting, including patients’ homes

FOR DELIRIUM

TYPE OF INTERVENTION COMMENTS R i o
e Medications used in delirium management can be
Minimize medications Review medication profile with rapidly titrated without compromising patient safety
intent to discontinue unnecessary
medications » Until symptoms are controlled, medications
Environmental Provide familiar surroundings that ShOUId_ be. dosed as frequently as possible, ba_sed
avoids overstimulation as well as on their time to maximum plasma concentrations
sensory deprivation (typically 60 minutes for oral, 30 minutes for SQ/
Allow uninterrupted sleep and IM, 15minutes for IV)
|'sl -wak L. . . .
E;cc’gme anormat sieep-wake » If the dose used initially requires titration, assess
for adverse effects prior to giving the next dose
Behavioral Look patient in the eye when

» Once symptoms are controlled, the total previous

communicatin
9 24 hour amount of drug should be scheduled

Provide clear and simple

instructions routinely, divided based on elimination half-life
ﬁ‘;’lci’é‘:s‘;o”fromaﬁon {of delusional ¢ Dependent upon the patient’s condition and plan of
care, diagnostics that attempt to identify a potentially
Sensory Use eyeglasses or hearing aids as reversible cause and would lead to a specific
possible treatment approach may be considered
Restraints Avoid Yvheneyer possible » CBC
(including urinary catheters,
oxygen tubing, IV lines) » BUN
» ABG
» Electrolytes
» Urinalysis
¢ Delirium can be divided into six subtypes by whether » Blood sugar
the delirium is potentially reversible or irreversible °

Delirium may be considered irreversible if:

and whether it presents as hypoactive, hyperactive or
a mix of both. Drug treatment strategies differ based
on subtype (Table 2).

» The underlying causes are irreversible or attempts
to determine causes have failed
» Diagnostics and/or attempts to reverse the

TABLE 2 _ DELIRIUM SUBTYPES AND SUGGESTED delirium are not consistent with goals of care
TREATMENT STRATEGIES » Attempts to reverse the delirium have failed

e Acute agitation crisis: during the management
- HYPERACTIVE MIXED HYPOACTIVE of delirium a patient may become so agitated

Potentially Treatment Use clinical  Treatment that they represent an immediate danger to
TEErETE strategy #1  judgement strategy #3 themselves or others
Treatment Use clinical  Treatment » Some advocate a SQ/IM cocktail of haloperidol

Irreversible  girategy #2  judgement strategy #3 (2-bmg), diphenhydramine (50-100mg) with or
without lorazepam (1-2mg) to be injected every 30
minutes as needed until resolved
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° To administer as a single injection these
medications may be drawn up very slowly
into the same syringe in the following order:
lorazepam, haloperidol, diphenhydramine

If a paradoxical reaction, such as behavioral
disinhibition occurs with use, titration to higher
doses will usually overcome the reaction and
provide symptom control

M

TREATMENT STRATEGY #1 — POTENTIALLY REVERSIBLE » Antipsychotics represent alternate therapy
HYPERACTIVE DELIRIUM and should be considered, especially if
psychosis present

Phenobarbital and/or propofol represent 2nd line
therapies that should be considered if symptoms

cannot be controlled with benzodiazepines and
° Ex: laxatives for constipation; IV antipsychotics

bisphosphonates for hypercalcemia due y

» First, attempt to remedy cause of reversible
delirium when identifiable and consistent with
goals of care

~
M

<

Benzodiazepines, antipsychotics, phenobarbital
to bone mets and propofol may be used in combination if

Benzodiazepines should not be used if the goal of needed to control symptoms
therapy is to reverse delirium

~
<

TABLE 3 — DISEASE SPECIFIC SIGNS OF THE DYING
PROCESS

° Exceptions: alcohol withdrawal, acute
agitation crisis

First line therapy is with typical / 1st generation TERMINAL CONDITION SIGNS OF THE DYING PROCESS
antipsychotics (ex: haloperidol)

~
M

Cardiac disease Tachycardia, decreased output/
° To reduce agitation and other symptoms volume, peripheral cooling, cyanosis,

. mottling, venous poolin
Typical doses needed to manage symptoms are g P 9
usually well below the drug’s MDD

o

° Atypical / 2nd generation antipsychotics may Renal failure Progression to anuria
be considered, although there are fewer studies Pulmonary disease Tachypnea, abnormal breathing
supporting their use, they have fewer routes patterns
of administration available, and are usually Neurological Loss of eyelash/gag reflexes,
more expensive swallowing ability, sphincter control,
o seizures

The black box warning issued by the FDA
regarding the increased risk of death with
antipsychotic use in elderly demented patients
did not consider data addressing short-term
use to manage delirium and should not be TREATMENT STRATEGY #3 — HYPOACTIVE DELIRIUM
extrapolated to delirium management of
hospice patients

» Little evidence exists to guide treatment and there
is no clear consensus approach; some advocate to

TREATMENT STRATEGY #2 — IRREVERSIBLE HYPERACTIVE avoid pharmacological intervention

DELIRIUM » When psychosis is present, targeted use of
antipsychotics can be considered and would be
» Treatment of this type of delirium is not equivalent dosed similarly to treatment strategies 1 & 2
to palliative sedation, although sedation » No evidence exists to guide the use of
may occur. benzodiazepines

» This approach does not hasten death and may
actually increase both quality and duration of life.

» Benzodiazepines are first line therapy, especially
when signs and symptoms of the dying process
are present (Table 3)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com



Delirium H OnePoint’

PATIENT CARE

DRUG INFORMATION

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?

MEDICATIONS USED IN TREATMENT STRATEGY #1 — POTENTIALLY REVERSIBLE HYPERACTIVE DELIRIUM

Chlorpromazine Initial (PO/PR): 25- Solution for injection: e Once acute symptoms are controlled, Y
(Thorazine) 50mg Q hour PRN 25mg/ml schedule previous 24 hour amount
Initial (IM): 25-50mg Tablet: 10mg, 25mg, used divided QD-BID and continue to
Q30min. PRN 50mg, 100mg, use the last previous effective PRN
Initial (IV): 25-50mg 200mg e Useful if sedation is desired
Q15min. PRN . .
e Potential to cause orthostatic
MDD: 2,000mg/day hypotension
e PO:INJ is 4:1
e MDD rarely exceeded in this setting
e Injection is expensive
Haloperidol (Haldol) Initial (PO/PR): 1-2mg Q  Oral solution: 2mg/ml e Once acute symptoms are controlled, Y
hour PRN Solution for injection schedqle_ previous 24 hour amount
Initial (SQ/IM): 1-2mg (lactate): 5mg/ml used divided QD-BID and continue to
Q30min. PRN Tablet: 0.5mg, 1mag, use the last previous effective PRN
Initial (IV): 1-2mg 2mg, bmg, 10mg, e Most commonly used/studied
Q15min. PRN 20mg medication for delirium
MDD: 100mg/day ¢ Although not indicated, haloperidol

lactate injection is commonly
administered by SQ route in the
hospice setting

e Tablet and oral solution have
demonstrated PR/ SL uses

e PO:INJ is 2:1
e MDD rarely exceeded in this setting

e |njection is expensive
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?

MEDICATIONS USED FOR TREATMENT STRATEGY #2 — IRREVERSIBLE HYPERACTIVE DELIRIUM

Chlorpromazine Same as treatment strategy #1
(Thorazine)

Haloperidol (Haldol)

Lorazepam (Ativan) Initial (PO/PR): 1-2mg Oral solution: 2mg/mi e Once acute symptoms are controlled, Y
Qhour PRN Solution for injection: schedule previous 24 hour amount
Initial (SQ/IM): 1-2mg 2mg/ml used divided BID and continue to use
Q30min. PRN Tablet: 0.5mg, 1mg, the last previous effective PRN
Initial (IV): 1-2mg 2mg e Avoid rectal route due to unreliable
Q15min. PRN and delayed absorption
MDD: 40mg/day
Midazolam (Versed) Initial (SQ/IM): Solution for injection: ¢ Once acute symptoms are controlled, -
0.1-0.2mg/kg Tmg/ml, 5mg/ml give 25% of the total dose needed
Q30min. PRN to control symptoms per hour as a
Initial (IV): 0.1-0.2mg/ continuous infusion and give 0.1Tmg/
kg Q15min. PRN kg doses PRN (Q30min. if SQ/IMV;
MDD: 240mg/day Q15min. if IV)

e Patients respond to a wide range of
doses. Doses must be individualized

Phenobarbital Initial (PO/PR) Elixir: 20mg/5ml e Reserve infusion for severely agitated Y
(Luminal) 30-120mg/day Oral solution: patients with doses needed that
divided BID-TID PRN 20mg/5ml exceed max volume per SQ/IM bolus
Initial (SQ/IV):

Solution for injection:

10-30mg/kg loading 65mg/ml, 130mg/mi

dose, then20-100mg/hr
continuous infusion | Tablet: 7.5mg, 15mg,

) 16.2mg, 30mg,
MDD: 2,400mg/day 32.4mg, 60mg,
64.8mg, 97.2mg,
100mg
Propofol (Diprivan) Initial: Tmg/kg/ Emulsion for injection: e Titrate by 0.bmg/kg every 30min. until -
hr continuous IV 10mg/ml symptom control

infusion . .
e Usual effective dose is < 6mg/kg/hr

e Last line therapy

e Requires specialized tubes and
training for safe administration
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND

(BRAND NAME) AND RANGE FORMULATIONS

COMMENTS CRUSH/

OPEN?

MEDICATIONS USED FOR TREATMENT STRATEGY #3 — HYPOACTIVE DELIRIUM

Chlorpromazine Same as treatment strategy #1
(Thorazine)

Haloperidol (Haldol)
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DEFINITION ¢ Because many of the symptoms of depression

overlap with symptoms commonly experienced

by hospice patients, it has been suggested that

diagnosis should focus on a patient-specific

assessments of feelings of helplessness,
worthlessness and inappropriate guilt.

_ e The gold standard for diagnosis is a specialized

diagnostic interview, however, since this is unlikely to

be completed in the hospice setting other methods to
diagnose should be considered

A serious medical condition in which a person feels very
sad, hopeless, unimportant and is often unable to live in
a normal way.

e Thought to be due to the chronic activation of the
HPA, which regulates substances in the body that
can increase depressive or other sickness-related

symptoms. Imbalance of hormones in the brain may CLINICAL INSIGHTS
further precipitate this dysfunction.

e Organic events such as the direct effects of a e The prevalence of depression at the end of life has
medical illness been estimated at about 25%

¢ Vitamin deficiencies, electrolyte disturbances and e Although depression is common, it is easily
neurological conditions such as seizures, dementia overlooked and is likely undertreated in the
or delirium hospice setting

e Medication side effects e The one-item depression screening question “Are

you depressed?” has been shown to reliably predict
a diagnosis of depression with high specificity and
sensitivity

» baclofen, benzodiazepines, beta-blockers,
corticosteroids, diuretics, opioids

* Premature or abrupt discontinuation of

. e Depression is strongly and consistently associated
antidepressants

with a poor quality of life

Depressive disorders (major depressive disorder,

. ¢ |nadequate dose titration is a common reason for
dysthymia)

treatment failure of depression in elderly patients;
plan to titrate to usual effective doses if tolerated

Any terminal illness

e Social or spiritual issues ¢ Do not assume that depression is a normal part of
e Unrelieved pain the dying process; it is different than preparatory
grief (Table 1)

HOW TO RECOGNIZE SYMPTOM

e Patient exhibits five (or more) of the following
symptoms for at least 2 weeks (one symptom is
either depressed mood or loss of interest/pleasure):

» Depressed mood most of the day, or
nearly every day

Loss if interest or pleasure in activities
Significant weight loss or weight gain or increase
or decrease in appetite

» Insomnia or hypersomnia

» Psychomotor agitation or retardation

» Fatigue

» Feelings of worthlessness or guilt

» Difficulty concentrating

» Recurrent thoughts of death or suicide

)

M

)

<
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TABLE 1 — DIFFERENTIATING PREPARATORY GRIEF * Choice of antidepressant should be dictated by the

VS. DEPRESSION following:
» Previous success or treatment failure to a
CHARACTERISTIC PREZ’;TQ:ORY DEPRESSION particular antidepressant by the patient or a 1st
degree relative
Temporal variation  Experienced in Persistent » Pharmacokinetic profile (half-life, drug-drug
waves

interactions, side-effect profile) (Table 2)

Progress with time = Improves over time Does not improve

over time

Self-image Normal for Sense of
individual worthlessness

Pleasure Ability still present = Absent or

diminished
Hope Maintains Pervasive loss
Response to Social interaction No pleasure from
support helps social interaction
Active desire for Possible, but Persistent and
early death diminishes with active desire

time

e All antidepressants are approximately equal in
their ability to improve symptoms of depression
(exceptions include trazodone and bupropion)

¢ |t may take several drug trials to find an effective
treatment for depression

TABLE 2 — COMPARISON OF COMMONLY USED SSRIS

SSRI
Celexa Lexapro Zoloft . .
(citalopram) (escitalopram) (sertraline) Flen (e Faedl
D fewest fewest strong CYP2D6 strong CYP2D6
rug e e
Interactions inhibitor inhibitor
QT-interval most G.I. related = most short-term weight most sedating and
prolongation (esp. diarrhea) of loss and activation anticholinergic SSRI;
Adverse Effects SSRIs most nausea; most
weight gain
. longest; allows for shortest; more likely
Half-life natural taper discontinuation rxn

. more than other
Price generic SSRIs
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» Prognosis cannot be avoided, monitor for signs and symptoms
of serotonin syndrome (diaphoresis, tachycardia,
hyperthermia, hypertension, hyperreflexia, clonus/
myoclonus)

o

Many of the traditional medications for
depression, such as SSRI's may take 4 to 6
weeks to reach full effect

Psychostimulants and possibly ketamine offer
an immediate onsets of action and therefore
may be preferred for the treatment of depression
in patients with a prognosis measured in POTENCY
weeks or less

TABLE 3 — NON-ANTIDEPRESSANT MEDICATIONS
WITH CLINICALLY RELEVANT SEROTONERGIC

MEDICATION CLASS
» Comorbidities
o o ) Psychostimulants Dextroamphetamine, but not
° Examples: bupropion is contraindicated if methylphenidate
patient has a seizure disorder; duloxetine is — - —
traindicated if patient h i di H1 Antihistamines Only chlorpheniramine,
contraindicated if patient has severe liver disease brompheniramine
7 Othe'r symptoms - ar?tldepressants Wl_th Opioids / Opioid Like Only dextromethorphan,
multisymptom benefit should be considered propoxyphene, fentanyl,
preferentially; this reduces pill burden, chance of methadone, pentazocine,
drug interactions, adverse effects, and hospice meperidine, tramadol; but not
other opioids
drug spend

. . . Miscellaneous Agents with = Furazolidone, linezolid,
Characteristics and side effects can potentially Mao Activity methylene blue, procarbazine

be used to therapeutic advantage to manage selegiline (antiparkinsonian)
multi-symptom clusters, for example:
Anorexia — Mirtazapine

Insomnia — trazodone, TCAs, low dose

o

¢ Single doses of oral ketamine (dosed at 0.5mg/kg one

Mirtazapine
° Neuropathic pain — TCAs, SNRIs time) has been successfully attempted in multiple
° Anxiety — SSRIs, SNRIs, TCAs, Mirtazapine case studies for immediate and lasting reversal of

depression
e Monoamine oxidase inhibitors (MAOIs) are not

) ) ¢ |nitial response time to antidepressants may
recommended in hospice care

be augmented by a temporary overlap with
psychostimulants or benzodiazepines.

Abruptly stopping an antidepressant after more than
8 weeks of therapy will commonly cause withdrawal
symptoms that vary depending on the type of
antidepressant stopped.

» SSRIs and SNRIs — “FINISH"” flu-like symptoms,
insomnia, nausea, imbalance, sensory
disturbances, hyperarousal (restlessness, anxiety,
agitation)

» TCAs - flu-like symptoms, insomnia, Gl disorders,
mood disorders, movement disorders (rare)

» Trazodone - flu-like symptoms, Gl disorders,
restlessness, tremor, headache

» Mirtazapine — nausea, dizziness,
hyperarousal, headache

e St. John's wort is an over the counter supplement
that patients may take for depression; its use °
cannot be recommended due to uncertainty about
appropriate doses, variation among preparations and
unknown potential for serious drug-drug interactions.

e TCAs, especially amitriptyline, commonly cause
anticholinergic adverse effects, including: confusion,
psychosis, delirium, tachycardia and constipation;
avoid in elderly patients, demented patients and
patients with severe cardiac or renal disease.

e TCAs should be avoided in patients with suicidal
ideation due to increased potential for fatality due to
intentional overdose

e The likelihood of a patient receiving multiple different
antidepressants and other serotonergic agents
(Table 3) is increased in the hospice setting due to
off-label use (ex: trazodone for insomnia). If use of
multiple antidepressants and/or serotonergic agents

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com



Depression Y OnePoint

) ) PATIENT CARE
(Major Depression)

e Antidepressants may have negative effects on a
number of other medical conditions or physiological
processes, including:

» Reduced seizure threshold (dose dependent) —all
types (bupropion contraindicated)

° Risk is lowest with SSRIs, higher with TCAs and
highest with bupropion

° May be due to reduced seizure threshold, drug
interactions or drug-induced hyponatremia

° Except for bupropion, which is contraindicated,
the clinical significance of this is not universally
agreed upon; benefits may outweigh risk

» Extrapyramidal symptoms (EPS) — SSRls

° Due to serotonergic mediated inhibition of
dopamine release

» The risk appears small and SSRIs may even
be used preferentially in this setting, as other
options, such as TCAs, can worsen autonomic
dysfunction (ex: orthostasis) and cognition.

» Syndrome of inappropriate antidiuretic hormone
hypersecretion — SSRIs, TCAs and SNRIs

° Relatively rare, but probably underdiagnosed

° Acute onset of confusion or mental status
changes upon initiation of therapy should
prompt investigation, potentially including BMP
to check sodium level

» Discontinue treatment in patients with
symptomatic hyponatremia

» Bleeding (particularly Gl)- SSRIs, TCAs and SNRIs

° Due to depletion of intraplatelet serotonin stores,
which are needed for platelet aggregation
° Risk increased with concomitant NSAID use
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

SELECTIVE SEROTONIN REUPTAKE INHIBITORS (SSRIS)

Citalopram (Celexa) Initial: 10-20mg PO

daily

MDD: 40/day (20mg if
> 60yo or significant
liver or cardiac
disease)

Escitalopram
(Lexapro)

Initial: 5-10mg PO daily
MDD: 20mg/day

Fluoxetine (Prozac,
Prozac Weekly)

Initial: 10-20mg PO
daily

MDD: 80mg/day

Paroxetine (Paxil,
Paxil CR)

Initial: 10mg PO daily
(CR: 25mg PO daily)

MDD: 50mg/day
(CR: 62.5mg/day)

Sertraline (Zoloft) Initial: 25-50mg PO
daily

MDD: 200mg/day

Oral solution:
10mg/5ml

Tablet: 10mg, 20mg,
40mg

Oral solution: 5mg/5ml

Tablet: 5mg, 10mg,
20mg

Capsule: 10mg, 20mg,
40mg

Capsule (DR, weekly)*:

90mg
Oral solution:
20mg/5ml
Oral suspension:
10mg/5ml

Tablet: 10mg, 20mg,
30mg, 40mg

Tablet (CR)*: 12.5mg,
25mg, 37.5mg

Oral solution: 20mg/ml

Tablet: 25mg, 50mg,
100mg

e Less drug interactions than Y
other SSRIs

e More cost effective than escitalopram

e Less drug interactions than Y
other SSRls

e Active enantiomer of citalopram
e Use caution if CrCl < 30ml/min

* More expensive than other
generic SSRls

e More drug interactions than Y/N*

other SSRIs

¢ Long half-life allows for natural taper
if abruptly discontinued, avoiding
withdrawal symptoms

e More drug interactions than Y/N*

other SSRIs

* Most sedating and
anticholinergic SSRI

e Use caution if CrCl < 30ml/min or
significant liver disease

e Less drug interactions than Y
other SSRls

* More Gl-related adverse effects than
other SSRIs

e Use caution / reduced doses if
significant liver disease

e Most concentrated oral solution;
potentially useful if patient has
severe dysphagia
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GENERIC NAME

(BRAND NAME)

Amitriptyline (Elavil)

Desipramine
(Norpramin)

Doxepin (Sinequan)

Nortriptyline
(Pamelor)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

TRICYCLIC ANTIDEPRESSANTS (TCAS)

Initial: 25-50mg PO
QHS

MDD: 300mg/day
Initial: 25-50mg PO
QHS

MDD: 300mg/day
(150mg/day if elderly)

Initial: 25-50mg PO
QHS
MDD: 300mg/day

Initial: 25-50mg PO
QHS

MDD: 150mg/day

Tablet: 10mg, 25mg,
50mg, 75mg, 100mg,
150mg

Tablet: 10mg, 25mg,
50mg, 75mg, 100mg,
150mg

Capsule: 10mg, 25mg,
50mg, 75mg, 100mg,
150mg

Oral solution: 10mg/ml

Tablet: 3mg, 6mg

Capsule: 10mg, 25mg,
50mg, 75mg

Oral solution:
10mg/5ml

e Consider if comorbid insomnia or
neuropathic pain

e Most anticholinergic TCA

e Consider if comorbid insomnia or
neuropathic pain

e |east anticholinergic TCA (equal to
nortriptyline)

e Consider if comorbid insomnia,
neuropathic pain or pruritus

e Consider if patient is experiencing
depression as a result of alcohol
withdrawal

¢ |f using oral solution dilute dose in at
least 4 ounces of a non-carbonated
beverage just prior to administration

e Consider if comorbid insomnia or
neuropathic pain

e |east anticholinergic TCA (equal to

desipramine)
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GENERIC NAME

(BRAND NAME)

Duloxetine
(Cymbalta)

Venlafaxine (Effexor
XR)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

CRUSH/

OPEN?

SEROTONIN NOREPINEPHRINE REUPTAKE INHIBITORS (SNRIS)

Initial: 40-60mg PO
daily

MDD: 120mg (doses
more than 60mg
per day not typically
more effective, but
associated with
increased adverse
effects)

Initial (IR): 37.5-75mg
PO daily in 2-3
divided doses

Initial (XR): 37.5-75mg
PO QD

MDD (IR): 375mg/day
MDD (XR): 225mg/day

Capsule: 20mg, 30mg,
60mg

Capsule (XR)*: 37.5mg,

75mg, 150mg

Tablet: 25mg, 37.5mg,
50mg, 75mg, 100mg

Tablet (XR)*: 37.5mg,
75mg, 150mg,
225mg

e Consider if patient has comorbid Y*

neuropathic pain
Avoid if CrCl < 30ml/min
Contraindicated if liver impairment

Associated with increases in blood
pressure, especially initially

Capsules may be opened and
sprinkled onto apple sauce
or into apple juice, but not
chocolate pudding*

Expensive

Associated with dose-dependent Y/N*

increases in blood pressure

Administer extended release forms as
a single daily dose at approximately
the same time every day

Do not crush or chew

XR capsules can be sprinkled on apple
sauce and swallowed, immediately
followed by a glass of water to

ensure ingestion

Consider if comorbid neuropathic pain

Dose adjustment required if renal
impairment
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GENERIC NAME

(BRAND NAME)

Mirtazapine
(Remeron, Remeron
SolTab)

Trazodone (Desyrel)

Bupropion HCI
(Wellbutrin,

Wellbutrin SR,
Wellbutrin XL)
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USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

CRUSH/

OPEN?

MISCELLANEQUS SEROTONIN / ALPHA RECEPTOR ANTAGONISTS

Initial: 7.5-15mg PO Oral Disintegrating
daily Tablet (ODT): 15mg,

MDD: 45mg/day 30mg, 45mg
Tablet: 7.5mg, 15mg,
30mg, 45mg

Initial: 50mg PO
bedtime

MDD: 600mg/day

Tablet: 50mg, 100mg,
150mg, 300mg

Tablet (ER): 150mg,
300mg

Potential multisymptom benefit, Y
including: anorexia, insomnia, anxiety,
certain types of itching

More sedating at lower doses
(7.5-15mg/day)

More rapid onset than other
antidepressants (potentially as soon as
1 week vs. multiple weeks for others)

Sedating Y

Less effective than other types of
antidepressants

Consider as adjunct therapy for
antidepressant induced insomnia

NOREPINEPHRINE AND DOPAMINE REUPTAKE INHIBITOR (NDRI)

Initial: IR 100mg BID;
increase after 3 days
SR 150mg QAM;
increase after 3 days
XL 150mg QAM;
increase after 4 days

MDD (IR): 450mg/day
MDD (SR): 400mg/day
MDD (XL): 300mg/day

Tablet: 75mg, 100mg

Tablet (SR, 12 hour)*:
100mg, 150mg,
200mg

Tablet (XL, 24 hour)*:
150mg, 300mg

e Contraindicated in patients with Y/N*

seizure disorder

e ER forms should be swallowed whole

and not crushed or chewed

e Less effective than other types of

antidepressants
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?
PSYCHOSTIMULANTS

Dextroamphetamine  Initial: 2.5-bmg PO Tablet: 5mg, 10mg e Off label use Y

(Dexedrine) QAM * Rapid onset as quickly as within
MDD: 20mg/day one day is of great advantage in the
hospice setting

e Use only immediate release dosage
forms for depression

e Give in the morning and at noon or not
later than 2pm to prevent insomnia

e Can be used alone or in combination
with SSRI or TCA to augment
antidepressant onset

e Use with caution in patients with
cardiac disease or uncontrolled
hypertension

* More expensive than methylphenidate
Methylphenidate Initial: 2.5-5mg PO BID = Chewable tablet: e Off label use Y

(Methylin, Ritalin) MDD: 20-40mg/day 2.5mg, -5mg, 10mg e Rapid onset as quickly as within
Oral solution: 5mg/5ml, ' one day is of great advantage in the

10mg/5ml hospice setting
Tablet: 5mg, 10mg, ¢ Use only immediate release dosage
20mg

forms for depression

e Give in the morning and at noon or not
later than 2pm to prevent insomnia

e Can be used alone or in combination
with SSRI or TCA to augment
antidepressant onset

e Use with caution in patients with
cardiac disease or uncontrolled
hypertension

e Lacks serotonergic activity; does not
increase risk of serotonin syndrome
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GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

(BRAND NAME)

DISSOCIATIVES

Ketamine (Ketalar) Initial: 0.5mg/kg x
1 dose rounded
to nearest bmg
increment. May
repeat dose as
needed if effects
wear off. May titrate
to once daily dosing
if needed.

MDD: not established
for this indication,
although highest
dose studied is
0.5mg/kg TID.

Solution for injection:

100mg/ml
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10mg/ml, 50mg/ml,

COMMENTS

Disassociative anesthetic used
off-label at subanesthetic doses for
antidepressant effect

The injectable form may be taken
orally, or an oral solution may be
compounded to improve taste and
tolerability

Very effective (approximately 70%
response), even in patients with
treatment-resistant depression.

Consider in patients with suicidal
ideation

Can be used for both Major
Depressive Disorder (MDD) and
bipolar depression

Improves depressive symptoms
much more rapidly than conventional
antidepressants (patients often
respond within hours)

Beneficial effects are typically
transient and persist for about 1 week
on average

May cause both psychiatric (eg,
euphoria, psychosis, delirium)

and somatic (eg, hypertension,
tachycardia, hypersalivation, raised
intracranial pressure, Gl distress,

and cystitis) side effects, although
subanesthetic doses used for
depression are typically well-tolerated

In some cases, adverse effects can be
mitigated with other medications (ex:
haloperidol for delirium, labetalol for
HTN/tachycardia)

Avoid in patients with schizophrenia
(and similar disorders), those with
raised intracranial pressure and those
with conditions where increased BP/
HR would be hazardous

Antidepressant mechanisms of action
may be distinct from NMDA receptor
antagonism. Hepatic metabolism to
active metabolites is thought to be
required, therefore its effect may be
reduced or absent in cirrhotic patients
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DEFINITION » VIPoma
» Zollinger-Ellison syndrome

Passage of frequent loose stools with urgency, often
objectively defined as three or more unformed stools

per 24 hours. » Radiation
» Bone marrow transplant

S - o cicons that mpai the passage offormed stoos

e (Cancer-related treatments

e Gastrointestinal disorders (most common causes of » Partial bowel obstruction / fecal impaction
chronic diarrhea) » Narcotized bowel
» ldiopathic e Stress / anxiety / worry
° Irritable bowel syndrome (IBS) e QGraft-versus-host disease
» Inflammatory e HIV/AIDs associated
¢ Ulcerative colitis
o e HOW TO RECOGNIZE SYMPTOM
Crohn’s disease
° Mucositis * Acute diarrhea — new onset of frequent, loose, watery

o na- . .
Microscopic colitis stools with urgency

» Malabsorption syndromes e Chronic diarrhea — presentations based on type (types
° Short bowel syndrome are not mutually exclusive / may overlap)
° Celiac disease » Inflammatory diarrhea

o

Lactose intolerance

Cholecystectomy
° Chronic pancreatitis » Typically presents with diarrhea, abdominal

pain, weight loss and fever

° Crohn’s disease

o

e |nfection (most common cause of acute diarrhea)

» C. difficile
» Other viruses, bacterium or parasites
» Contaminated food / water

° Ulcerative colitis

» Variable presentation depending on severity;
rectal bleeding, blood stools, passage of
mucus, cramping pain, anemia, fever and/or

® Poor diet weight loss

e Medications and other substances

» Antibiotics

» Laxatives

» Magnesium containing antacids

» Chemotherapy

» Metformin

» Anti-retrovirals

» NSAIDs

» Colchicine

» Digoxin (chronic toxicity)

» Other substances such as alcohol, artificial
sweeteners

e Malignancy

» Pancreatic cancer
» Colon cancer
» Carcinoid syndrome
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» Watery
° Functional types

» Irritable bowel syndrome (IBS) - typically
presents with cramping lower quadrant pain
with diarrhea or constipation or alternating
between the two; symptoms improve at night
and with fasting

° Secretory types (ex: microscopic colitis,
carcinoid syndrome, Zollinger-Ellison
syndrome, VIPoma)

» Large volume (up to 2 liters per day), frequent
watery diarrhea without bleeding; often
persists despite fasting; more likely to occur at
night than other types; varying frequency from
a few to more than 30 per day

° Osmotic types (ex: occurs with celiac disease,
pancreatits or obstruction of bile duct)

» Malabsorption syndromes

° Pale, greasy, voluminous, foul-smelling stools
and weight loss despite adequate food intake

CLINICAL INSIGHTS

Attempt to identify a potentially reversible cause prior
to initiating treatment with pharmacotherapy

Verify orders for routine laxatives are being held
during periods of diarrhea

Decision whether or not to treat and choice of
medication should depend on type of diarrhea

» Types of diarrhea based on duration:

° Acute < 14 days in duration
° Persistent 14-29 days in duration
° Chronic 30+ days in duration

Acute diarrhea

» Most cases are due to viral (more common)
or bacterial (more severe) infections and are
self-limiting
» Dietary adjustments are first line therapy
° "BRAT" diet is bananas, rice,
apple sauce and toast
° Avoid spicy foods and drinks and foods that are
high in fat
° Avoid fruit and fruitjuice

° Oral rehydration products that are high in
glucose and electrolytes to improve sodium and
water absorption

>~
M

Empiric antibiotic therapy should only be
considered for severe, inflammatory diarrhea
(hypovolemia, bloody stools, fever, =6 loose stools
per day, duration > 1 week, severe abdominal
pain, age = 65 or immunocompromised)

It is reasonable to start metronidazole prior to
confirming C. difficile associated diarrhea if
characteristic foul smelling diarrhea is present,
especially in the presence of known risk factors,
such as recent antibiotic use, hospitalization or
proximity to known C. difficile infection
Symptomatic therapy with motility slowing agents
may be used in patients in whom fever is absent
or low grade and without bloody stools

~
<

~
<

° Use of antidiarrheal medications may delay
symptom and infection resolution with C.
difficile infection

Chronic diarrhea
» Treatment based on diagnosis

° Chronic Gl disorders — not discussed in
this chapter

° Secretory — octreotide is the drug of choice;
cholestyramine may be beneficial

» Symptomatic therapy with motility slowing agents
is indicated when a definitive diagnosis is made,
but treatment is unavailable, when a diagnosis
cannot be determined and as temporary therapy
prior to examination

Careful perianal cleansing after episodes is essential
to prevent complications such as infection and

skin breakdown

Although not indicated, all opioids may be beneficial
due to their slowing of GI motility

Watery diarrhea may be a sign of fecal impaction

Foul smelling diarrhea may be a sign of infection
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DRUG INFORMATION

GENERIC NAME

Diphenoxylate/
Atropine (Lomotil)

Loperamide
(Imodium A-D)

Opium Tincture

Paregoric

USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
MOTILITY SLOWING AGENTS
Initial: 5mg QID then Oral solution: ¢ 2nd line anti-motility agent Y
redl:jcedthe dose as 2.5mg-0.025mg/5ml | | Controlled substance: a
neede Tablet: 2.5mg/0.025mg subtherapeutic amount of atropine is
MDD: 20mg/day included to discourage abuse
Initial: 4mg PO once, Capsule: 2mg ¢ First line anti-motility agent Y
then 2mg PO after Oral solution: Tmg/5ml, e Available as OTC preparation
each loose stool
1mg/7.5ml - . .
e Contraindicated with colitis
MDD: 16mg/day Tablet: 2mg . .
’ e Occasionally, exceeding the
maximum daily dose may be
warranted to control symptoms in the
hospice setting
Initial: 6mg PO QID Tincture: 10mg/ml ¢ For refractory diarrhea -
MDD: 24mg/day e Opium tincture contains 25x more
morphine than paregoric
e Product contains 45% alcohol
e Expensive
Initial: 5-10mI PO daily ' Tincture: 2mg/5ml e Product contains 47% alcohol -
to QID e Expensive

Metronidazole
(Flagyl)

Vancomycin
(Vancocin)

MDD: 40ml/day

ANTIBIOTICS FOR TREATMENT OF C. DIFFICILE ASSOCIATED DIARRHEA

Initial: 250-500mg PO/  Capsule: 375mg e Do not consume alcohol or any Y
IV TID to QID for 10- Solution for injection: alcohol containing products during_
14 days 500mg therapy through 3 days after stopping
MDD: 4,000mg/da to prevent severe symptoms due to
graay Tablet: 250mg, 500mg disulfiram reaction
e Gl upset is the most common
adverse effect
Initial: 125mg PO QID Capsule: 125mg, e Taken orally for this indication; Y
for 10 days 250mg medication is not absorbed and acts
MDD: 2,000mg/day Solution for injection: locally in the Gl tract
500mg, 750mg, ¢ Due cost, consider trial of
1,000mg, 5,000mg metronidazole 1st; reserve use for

severe symptoms or failure with
metronidazole

e Some experts recommend slowly
tapering the dose and dosing
frequency over the course of several
weeks to ensure C. difficile spore
eradication

e Expensive; reconstituted powder for
injection (not premixed solution) can
be compounded into an oral solution
to reduce cost
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Diarrhea

GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

(BRAND NAME)

ANTISECRETORY AGENTS

Bismuth Initial: 524mg PO every  Oral suspension: e Salicylate component is antisecretory Y
Subsalicylate (Pepto- 30-60min. 262mg/15ml, and anti-inflammatory; bismuth
bismol, Kaopectate) MDD: 4,200mg/day 525mg/15ml, component has antimicrobial activity
527mg/30ml .
e May cause black/tarry appearing stool
Tablet: 262mg
Clonidine (Catapres,  Initial (PO): 0.1mg QD Tablet: 0.17mg, 0.2mg, ¢ Not first line; consider when other Y/N*
Kapvay) to TID 0.3mg options have failed
Initial (transdermal): Tablet (ER)*: 0.1mg * Has demonstrated efficacy in treating
Oh1 mg/%l4 hour pat(I:(Fll Transdermal patch: diarrhea of varying causes, _such as
changed once weekly 0.1mg/24 hours, IBS, |nfe.ct|on, substance withdrawal,
MDD: 0.9mg/day 0.2mg/24 hours, and malignancy
0.3mg/24 hours ¢ Exact mechanism of action not
known, but thought to improve fluid
and electrolyte absorption and inhibit
secretions, leading to reduced stool
volume and frequency and increased
stool transit time. May also improve
colonic and rectal tone, reducing
stool urgency.
e Average daily dose studied is
0.3mg/24 hours
e Can cause hypotension
Octreotide Initial: 50-100mcg IV/ Solution for injection: e Particularly useful for diarrhea due -
(Sandostatin) SQ BID-TID 50mcg/ml, 100mcg/ml, to carcinoid tumors, Zollinger-Ellison
MDD: 500mcg q 8 200mcg/ml,500mcg/ml, syndrome, illeostomy and short-
hou.rs 1,000mcg/ml bowel syndrome
e Expensive
BULK FORMING AGENTS
Methylcellulose Initial: 1 tbsp (19 gm) Powder: Bulk or e Must ensure adequate fluid intake Y
(Citrucel, others) or packet (10.7 gm) 10.7gm packet for efficacy and to prevent bowel
in 8oz cold water obstruction
Tablet: 500
1-3 times daily OR2 o> or 2PoMd
tablets 6 X daily
MDD: 1 tbsp TID OR 12
tablets/day
Polycarbophil Initial: 2 tablets(1 gm) Tablet: 625mg e Must ensure adequate fluid intake Y
calcium (Fibercon, PO daily to QID for efficacy and to prevent bowel
others) MDD: 8 tablets/day obstruction
Psyllium (Metamucil, Initial: 2.5g PO daily to = Capsule: 500mg e Must ensure adequate fluid intake Y

others)
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BID
MDD: 30g/day

Powder: 3.3gm/dose,
3.4gm/dose,6mg/dose

Tablet: 4 tablets/dose
Wafer: 1.7gm

for efficacy and to prevent bowel
obstruction
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?
MISCELLANEQUS AGENTS

Cholestyramine Initial: Use 1 packet Powder: 4gm packets e Particularly useful to treat diarrhea due -

(Questran, Questran (4gm) PO daily for reconstitution to bile acid malabsorption

Light) MDD: 24gm/day (4g resin/5.7g e May be used as adjuvant therapy

powder, 49 resin/bg
powder, 49 resin/9g
powder)

for C. difficile associated diarrhea
— thought to work by binding and
neutralizing toxin

e May be beneficial with
secretory diarrhea

e Poorly tolerated due to frequent G.1.
related adverse effects, including
abdominal pain, bloating, fullness,
nausea and flatulence

e Reduces intestinal absorption of many
different medications. Separating
administration by 2 hours may reduce,
but does not eliminate this risk.

Cyproheptadine Initial: 4mg PO TID Tablet: 4mg e First line treatment for Y
(Periactin) MDD: 48mg/day carcinoid syndrome

e Antihistamine that is also used
in the hospice setting to promote
weight gain

(Continued on next page)
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GENERIC NAME

(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS

CRUSH/

OPEN?

MISCELLANEOUS AGENTS (CONTINUED)

Pancrelipase Initial: 500 units Capsule (DR, enteric e Typically 2 the prescribed amount per Y/N*

(Creon, Pancreaze,
Pancrelipase, Pertzye,
Ultresa, Viokace,

lipase/kg per meal

MDD: 10,000 units
lipase/kg/day

coated pellets as
units lipase)*:
Creon: 3,000units,

meal is given with each snack

Viokace must be administered with a
proton pump inhibitor since it is not

Zenpep) 6,000units,

12,000units,
24,000units, e Use caution in patients with renal
36,000units impairment

Pancreaze:_ e *Capsules containing enteric coated
4200“”"‘_3: pellets may be opened and sprinkled
10,500units, onto acid food, but contents should be

16,800units, swallowed whole and not crushed
21,000units

Pertzye: 8,000units,
16,000units
Ultresa: 13,800units,
20,700units,
23,000units
Zenpep: 3,000units,
5,000units,
10,000units,
15,000units,
20,000units,
25,000units,
40,000units
Tablet (Viokace):
10,440units,
20,880units

enteric coated

e Expensive
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Dizziness & Vertigo
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A PATIENT CARE

DEFINITION .

Dizziness is a sensation of lightheadedness or feeling of
faintness but without perception that the person or their
surroundings are moving. Dizziness could be provoked
by alterations of blood pressure or decreased cerebral
blood flow.

Vertigo is a subtype of dizziness in which a person
perceives a false sense of motion or spinning of their
surroundings or themselves. Vertigo can arise in the
brain, spinal cord, or due to problems in the inner ear.

e Disease States:

» Brain cancer/metastases, Multiple Sclerosis,
stroke, heart disease, diabetes

e Other Conditions:
» Orthostasis, change in blood pressure,
bradycardia, hypoglycemia, infections, migraine,
dehydration, anxiety

Medications:

» Antiepileptics, antidepressants, antihypertensives,
anxiolytics, aminoglycosides, alcohol, diuretics,
quinine, muscle relaxants, opioid analgesics

Inner Ear Problems:

» Trauma, Meniere's Disease, vestibular neuritis,
labryinthitis, nystagmus, tinnitus

HOW TO RECOGNIZE SYMPTOM

e Dizziness is more likely to be associated with
maneuvers that alter blood pressure or decrease
cerebral blood flow but tends not to worsen with
head movement

» It can be associated with changes in blood
pressure and heart rate, diaphoresis, hazy vision

e Vertigo is usually associated with the false sense of
movement aggravated by movement of the head

» Room is spinning, sensation of falling, inability
to walk or stand, need to hold on to things to
move around

Symptoms common to dizziness and vertigo

» Feeling of faintness, lightheadedness, weakness,
falling, unsteady gait
» Can be associated with nausea/vomiting

CLINICAL INSIGHTS

Feelings may last from seconds to days and may wax
and wane depending on triggers

Frequently assess antihypertensive use and
determine if reduction is necessary

To approach therapy:

» Attempt to differentiate between vertigo
vs. dizziness
» Etiology guides proper treatment
» Ildentify triggers and accompanying symptoms

Non-Pharmacologic Therapy:

» Reduce or remove offending agents, if possible
(eg, any recent addition or dose increase of
medication)

» Dizziness: Rest, lie down, hydrate

» Vertigo: Do not lie on your back, sit down to help
relieve the spinning sensation; move slowly to
avoid falling

» Educate patient to avoid sudden movements when
getting sitting or standing up or down to avoid
abrupt change of blood flow

Pharmacologic Therapies:

» Treatment for dizziness is less specific

» Vertigo/dizziness, accompanying symptoms,
underlying problem

» Vestibular Suppressants: anticholinergics,
antihistamines, and benzodiazepines

» Other classes of medications that may provide
benefit include: anti-inflammatories, anti-migraine
(triptans), anticonvulsants, antidepressants,
antiemetics
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DRUG INFORMATION

USUAL STARTING DOSE
AND RANGE

GENERIC NAME
(BRAND NAME)

Scopolamine
(Transderm-Scop)

Initial: 1.5mg patch
applied Q 72 hours

MDD: 1.5mg patch
applied Q 72 hr

Initial: 50-100mg Q4-6h
MDD: 400mg/day

Dimenhydrinate
(Dramamine)

Initial: 26mg — 50mg
PO QID

MDD: 300mg/day

Diphenhydramine
(Benadryl)

Initial: 26mg QID
MDD: 400mg/day

Hydroxyzine (Vistaril)

Meclizine (Antivert) Initial: 25-100mg/day in

divided doses
MDD: 100mg/day

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

STRENGTHS AND
FORMULATIONS

ANTICHOLINERGIC

Transdermal patch:
1.5mg

ANTIHISTAMINE

Chewable tablet: 50mg

Solution for injection:
50mg/mi

Tablet: 50mg

Capsule: 25mg, 50mg

Oral solution:
12.5mg/5ml

Solution for injection:
50mg/ml

Tablet: 25mg, 50mg

Capsule (pamoate):
25mg, 50mg, 100mg

Oral solution: 25mg/ml,

50mg/mi

Tablet (HCI): 10mg,
25mg, 50mg

Chewable tablet: 25mg

Tablet: 12.5mg, 25mg,
32mg, 50mg

COMMENTS

CRUSH/
OPEN?

Used for vestibular-related symptoms NA

May contribute to undesirable
anticholinergic effects in elderly such
as dry mouth, agitation/delirium, and
urinary retention

Does not work immediately; 6-8 hours
until onset of action

Apply on clean, dry, hairless skin
behind ear

Used for vertigo, nausea, and vomiting Y
associated with motion sickness.

Side effects: tachycardia, excitation,
restlessness

Used for vertigo, nausea, and vomiting Y
associated with motion sickness.

Useful if sedation is necessary

Avoid in elderly or demented patients
due to anticholinergic adverse effects

Antihistamine with mildly anxiolytic,
analgesic, and sedative properties

Also useful for itching

Used for vertigo, nausea, and vomiting Y
associated with motion sickness.

Sedating

Antihistamine with anxiolytic
properties

Used for vertigo associated Y
to problems relating to the
vestibular system

May contribute to undesirable
anticholinergic effects in elderly such
as dry mouth, agitation/delirium, and
urinary retention

Chewable tablets may be admin with
or without water, or swallowed whole
with water

Onset of action is 1 hour and effects
may last from 8-24 hours
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Dizziness & Vertigo

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/
(BRAND NAME) AND RANGE FORMULATIONS OPEN?
BENZODIAZEPINES
Diazepam (Valium) Initial 2-10mg PO Oral solution: 5Bmg/ml Used for vertigo associated to Y
Q6-8H Solution for injection: problems relating to vestibular system
MDD: not established 5mg/mi May increase dose based on response
for this indication Tablet: 2mg, 5mg, for severe vertigo
10mg Can be given IV; PO:INJ is 1:1
Long acting, active metabolites may
accumulate and contribute to sedation
Most rapid onset of action with
single dose
Rapid onset
Oral solution is more expensive
than tablets
Lorazepam (Ativan) Initial 0.5-2mg Q4-8 Oral solution: 2mg/mi Used for vertigo associated to Y
hours Solution for injection: problems relating to vestibular system
MDD: not established 2mg/ml, 4mg/ml Can be given IV/IM; PO:INJ is 1:1
for this indication Tablet: 0.5mg, 1Tmg. Short acting; Intermediate onset
2mg No active metabolites
Oral Concentrate is more expensive
than tablets
ANTIEMETIC
Prochlorperazine Initial (PO): 5mg TID Suppository: 2bmg Used for vertigo in Y
(Compazine) MDD(PO): 30mg/day Tablet: 5mg, 10mg labyrinthine disorders
Initial (PR): 26mg TID S.Ide Effects: Antlcholln.e.rg-lc
side effects, photosensitivity,
MDD (PR): 75mg/day extrapyramidal reactions, drowsiness
Gradually reduce to 5mg QD-BID,
if possible
Useful if patient also has
nausea symptoms
Promethazine Initial: 12.5-25mg PO/ Suppository: 2bmg Used for vertigo, nausea, and vomiting Y

(Phenergan) PR g4-12 hours

MDD: Not established
for this indication
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Tablet: 25mg

associated with motion sickness
May lower seizure threshold
May prolong QT interval
Sedating
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Dizziness & Vertigo

GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?
CORTICOSTEROID

Dexamethasone Initial: 4-8mg QAM Oral solution: e Used for elevated intracranial Y

(Decadron) MDD: Variable 0.5mg/5ml, Tmg/mi pressure (ICP)

Fludrocortisone
(Florinef)

Midodrine (Amatine)

Clinical Sy

Tablet: 0.5mg, 0.75mg, e Dexamethasone should not be d/c

Tmg, 1.5mg, 2mg,
4mg, 6mg

abruptly and instead tapered over 1-4
weeks depending on dose

e May cause psychiatric disturbances,
mood swings, and seizures

e May cause fluid retention,
hypertension, arrhythmias, insomnia,
Gl perforation risk

ORTHOSTASIS

MDD: Tmg/day

Initial: 10mg TID with
doses given every 3-4 10mg
hours and final dose
not later than 6PM

MDD: 40mg/day
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DEFINITION

Dyspepsia is a chronic feeling of heartburn, burping,
bloating, and stomach pain usually after eating.

It involves delayed gastric emptying, impaired

gastric accommodation to a meal, and abnormal
intestinal motility. A burning sensation may radiate to
neck or arms.

GERD (Gastroesophageal Reflux Disease) is a condition
that causes bothersome symptoms such as heartburn or
regurgitation due to reflux of stomach contents into the
esophagus.

Etiology of GERD is the abnormal reflux of gastric
contents from the stomach into the esophagus.

Dyspepsia and GERD:

e Diet

» Caffeine, alcohol, chocolate, coffee/cola/
tea, fatty meals, spicy foods, acidic foods,
carbonated beverages

e FEating quickly or too much
e Smoking
¢ Medications

» Bisphosphonates, codeine, iron, metformin,
NSAIDs, potassium, corticosteroids, theophylline,
vitamin D, aspirin, digoxin, antibiotics, quinidine

¢ Medical Conditions:

» Gastroparesis, peptic ulcer disease, biliary tract
disease, gastric or esophageal cancer/obstruction,
ascites, Helicobater Pylori (H. Pylori)

Dyspepsia:

e Additional medications: quinidine

e Stress
GERD:

e Additional medications: anticholinergics, tricyclic
antidepressants, calcium channel blockers, nitrates,
opioids, sedatives

e Defective lower esophageal sphincter

e Conditions that reduce gastrointestinal motility

HOW TO RECOGNIZE SYMPTOM

Dyspepsia and GERD:

e Common Symptoms: heartburn, belching, bloating,
nausea, vomiting, hypersalivation, regurgitation,
acidic or sour taste in mouth, upper abdominal
discomfort/pain, dysphagia, bleeding, chest pain

Dyspepsia:

Early satiety

e |ntolerance to certain foods or drinks
GERD:

e Esophageal related symptoms: cough, laryngitis,
asthma, dental erosions, abdominal pain, burning
in through

e Other: sinusitis, pulmonary fibrosis, pharyngitis,
otitis media

CLINICAL INSIGHTS

¢ Lifestyle Modifications:

» Sleep with head elevated 30-45 degree
» Avoid eating 2-3 hours before bedtime
» Remain upright after meals

e Antacids:

» The fastest acting medications and used

for intermittent symptoms (less than 2

times per week)
» Antacids can be used as needed in conjunction
with Proton Pump Inhibitors (PPIs) or Histamine-2
receptor Antagonists (H2RA)
Caution with drug interactions (could decrease
absorption of certain medications such as
floroquinolone antibiotics)
Doses of aluminum/magnesium containing
antacids of more than 100-200ml per day are
more likely to cause diarrhea as the laxative effect
of magnesium exceeds the constipating effect
of aluminum

-~
M

-~
M

® Proton Pump Inhibitors:

» Complications of chronic PPI’s include
pneumonia, risk of fractures, Clostridium
difficle, hypomagnesemia, altered absorption of
concomitantly administered drugs
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» Headache is a common side effect of all PPIs » At starting doses all PPI's are similar in efficacy;
» Medication choice should be based on onset of omeprazole shows an increased benefit as the
action, adverse effect, and cost dose is increased
PPI EQUIVALENCY
ESOMEPRAZOLE LANSOPRAZOLE OMEPRAZOLE PANTOPRAZOLE RABEPRAZOLE DEXLANSOPRAZOLE
20-40mg 30mg 20mg 40mg 20mg 60mg
Dyspepsia:

e Symptoms may present with similar symptoms
include GERD, biliary tract disease, pancreatitis, or
irritable bowel syndrome

GERD:

e Typical treatment for GERD is 4-8 weeks. Monitor
treatment and discontinue when appropriate;
consider periodic attempts at discontinuation

e Chronic acid-suppression therapy with a PPl should
only be considered with continuous symptoms

e Treatment:
» Intermittent/mild heartburn:
° Lifestyle modifications + Antacids

» Moderate-Severe Symptoms/Symptomatic GERD
Relief/Erosive Esophagitis:

° Lifestyle modifications + PPl or H2-receptor
antagonist

-~
M

PPI's are the most effective agents for healing the

gastric mucosa compared to other therapies

Promotility therapy is generally not recommended

as monotherapy

» PPIl's are not meant to be used on an “as-needed”
basis; they must be used continuously for relief

» H2-receptor antagonists and antacids are better

choices for fast symptomatic relief

~
<

e Although not commonly performed in the hospice
setting, may consider testing for H. Pylori infection

» If confirmed, treatment is based on American
College of Gastroenterology Guidelines
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

Initial: 30mg QD
MDD: 60mg/day

Dexlansoprazole
(Dexilant)

Esomeprazole
(Nexium)

Initial: 20mg - 40mg
PO/IV QD

MDD: 40mg/day

Initial: 15mg PO/SL QD
MDD: 30mg/day

Lansoprazole
(Prevacid)

Initial: 20mg PO QD
MDD: 40mg/day

Omeprazole (Prilosec)

STRENGTHS AND
FORMULATIONS

COMMENTS

PROTON PUMP INHIBITORS

Capsule (DR): 30mg,
60mg

Capsule (DR): 20mg,
40mg

Packet: 40mg

Solution for injection:
20mg, 40mg

Capsule (DR): 15mg,
30mg

Oral disintegrating

tablet (ODT)*: 15mg,

30mg

Oral suspension:
15mg/packet,
30mg/packet

Solution for injection:
30mg

Capsule (DR): 10mg,
20mg, 40mg

Oral suspension:
2mg/mi

Packet: 2.5mg, 10mg
Tablet (DR)*: 20mg

¢ |f needed, can open capsule and mix
with apple sauce

e Doses greater than 30mg does
not provide benefit during
maintenance therapy

e Duration GERD treatment: 4 weeks

e Expensive

e Max dose for patients with severe liver
disease is 20mg

¢ |f needed, can open capsule and mix
with apple sauce/ juice

e Duration GERD treatment: 4 weeks

e Expensive

e Capsules may be opened and intact
contents added to soft food for
immediate administration.

e Oral disintegrating tablets should be
placed intact on tongue until particles
can be swallowed. Alternatively, they
can be placed in an oral syringe with
4ml or 10ml water (4ml for 15mg
tablet, 10ml for 30mg tablet) and
administered within 15min of tablet
dissolution. Additional water can be
used to administer any remaining in
the syringe.

e Duration of GERD treatment: 8 weeks

e Expensive

e OTC tablet available

¢ |f needed, can open capsule and mix
with apple sauce/juice

e Duration GERD treatment: 4 weeks

(Continued on next page)
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?

PROTON PUMP INHIBITORS (CONTINUED)

Pantoprazole Initial: 40mg PO/IV QD  Packet: 40mg e Duration GERD treatment: 4 weeks N
(Protonix) MDD: 40mg/day Solution for injection:

40mg

Tablet (DR): 20mg,

40mg
Rabeprazole Initial: 20mg QD Sprinkle capsule (DR): e |f needed, sprinkle capsules may be Y/N*
(Aciphex) MDD: 20mg/day 5mg, 10mg opened and contents added to soft

' Tablet (EC)*: 20mg food for administration within 15min

¢ Take after morning meal

e Duration GERD treatment: 4-8 weeks,
maintenance therapy recommended

e Expensive

H2 — ANTAGONIST

Cimetidine (Tagamet)  Initial: 400mg PO Oral solution: e Many drug interactions; Avoid USE Y
g(l)g or 8P08n£|gDBg?I_’C 300mg/5ml * Prolonged use is associated with rare
mg ( ) Tablet: 200mg, 300mg, development of gynecomastia
MDD: 2,400mg/day 400mg, 800mg Lo .
e Liquid is expensive
Famotidine (Pepcid) Initial: 20mg BID for up = Oral suspension: e Take at bedtime Y
to 6 weeks 40mg/5ml

¢ May take with antacids, if needed
MDD: 80mg/day Tablet: 10mg, 20mg, (combination products available)

40mg « CrCl < 50ml/min, 2 the dose
e Liquid is expensive
Nizatidine (Axid) Initial: 150-300mg QD  Capsule: 150mg, e Liquid is expensive Y
MDD: 300mg/day 300mg
Oral solution:
15mg/5ml
Tablet: 75mg
Ranitidine (Zantac) Initial: 75-150mg PO Capsule: 150mg, 30mg ¢ Well tolerated Y
QD-BID Syrup: 15mg/ml e CrCl < 50ml/min: Max dose
MDD: 300mg/day Tablet: 76mg, 150mg, is 150mg QD

300mg CrCl < 10ml/min: Max dose is

75-150mg QD

e Liquid is expensive
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GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

(BRAND NAME)

Aluminum &
Magnesium
Hydroxide (Maalox/
Mylanta)

Aluminum &
Magnesium
Hydroxide &
Simethicone (Maalox
Plus)

Calcium Carbonate
(Tums)

Sodium Bicarbonate
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Initial: 10-20ml QID

MDD: 80ml/day
(200mg/5ml),
45ml/day
(500mg/5ml)

Initial (tabs): 1-4 tabs
PO QID

Initial (liquid): 10-20ml
between meals and
at bedtime

MDD: 12-16 tabs/day,
80-120ml/day
(200mg/200mg/20mg
liquid), 40-60ml/day
(400mg/400mg/40mg
liquid)

Initial: 1-4 tabs as
symptoms occur

MDD: 8,000mg/day

Initial: <60 y.o.:
325mg to 1,300mg
1-4 times/day,

MDD: 7,800mg/day

Initial: >60 y.o.:
325-650mg every 4
hours,

MDD: 900mg/day

ANTACIDS

Oral suspension:
Aluminum 200mg
and Magnesium
200mg/5ml

Oral suspension:
200/200/25mg/ 5ml

Tablet: 225mg
Aluminum
Hydroxide/200mg
Magnesium
Hydroxide/25mg
Simethicone

Capsule: 364mg,
1,250mg

Chewable tablet:
420mg, 500mg,
750mg, 1,000mg

Powder:
1,000mg/packet

Tablet: 500mg, 600mg,
1,250mg

Tablet: 325mg, 648mg,
650mg

Avoid in patients with renal
insufficiency due to potential for
adverse effects due to magnesium
and/or aluminum accumulation due to
reduced clearance

Side Effects: constipation (aluminum),
diarrhea (magnesium); with doses
greater than 100-200mI/24h or more
the laxative effect of magnesium

may override the constipating effect
of aluminum

Avoid in patients with renal
insufficiency due to potential for
adverse effects due to magnesium
and/or aluminum accumulation due to
reduced clearance

Side Effects: constipation (aluminum),
diarrhea (magnesium); with doses
greater than 100-200ml/24h or more
the laxative effect of magnesium

may override the constipating effect
of aluminum

May cause constipation

Do not use maximum dosage for
longer than 2 weeks

Use cautiously in patients with renal
insufficiency

May cause metabolic alkalosis
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?
ANTI-GAS

Simethicone (Gas-X,  Initial: 40-125mg PO Chewable tablet: 80mg, e Useful treatment for gas related Y

GasAid, Mytab Gas, QID after meals and 125mg discomfort

Gas Relief, Phazyme) at bedtime Oral disintegrating

MDD: 500mg/day strip: 40mg, 62.5mg
Oral suspension:
40mg/0.6ml,
20mg/0.3ml
Softgel:125mg, 166mg,
180mg
PRO-MOTILITY
Bethanechol Initial: 26mg QID Tablet: 5mg, 10mg e Cholinergic agonist Y
(Urecholine) MDD: Not established e Side Effects: diarrhea, abdominal
for this indication cramping, and blurred vision
e Take 1 hour before or 2 hours
after meals
Metoclopramide Initial: 10-15mg PO QID = Solution for injection: e Give 30 minutes before a meal Y
(Reglan, Metozolv 30 minutes before 5mg/mi
oDT) meals and at bedtime ¢ Do not use for longer than 3 months

MDD: 60ma/da Syrup: Smg/5m| e Avoid use in Parkinson patients
' I Tablet: 5mg, 10mg e Watch for extrapyramidal

symptoms, agitation

e Max dose renal patients 20mg/day

OTHER
Misoprostol Initial: 100-200mcg TID  Tablet: 100mcg, e Take with food to avoid Gl side effects Y
and QHS 200mcg e Significant Gl side effects, including
MDD: 800mg/day diarrhea, nausea, vomiting, and
abdominal cramps
e Avoid antacids with magnesium while
taking this medication
Sucralfate Initial: 1g BID Oral suspension: e GERD is an off labeled use Y
MDD: Not established 19/10ml e Take on an empty stomach
for this indication Tablet: 1g

e May cause constipation

e Do not take antacids within 30
minutes of taking this drug
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DEFINITION HOW TO RECOGNIZE SYMPTOM

A subjective feeling of breathing discomfort that results e Complaint of breathing difficulties (smothering, chest

when there is an imbalance between the perceived need tightness)
to breathe and the ability to do so. * Inability to speak in complete sentences due to
running out of breath
_ ¢ Panic, fear, and anxiety are common
e Caused by complex interactions of physical, e Cyanosis
psychological, social, and environmental factors °

Increased use of accessory muscles
¢ Nearly any terminal disease can potentially cause

. . ¢ May consider use of the Visual Analog Scale (VAS) or
dyspnea, particularly in the end-stages

the Modified Borg Scale to assess for dyspnea

R . e '
Lung diseases / conditions: e For non-verbal patients, changes from baseline

» Chronic Obstructive Pulmonary Disease (COPD) characteristics / behaviors may be observed,
» Bronchial obstruction due to lung cancer or cancer including tachypnea, gasping, anxiety, restlessness,
with lung metastases and agitation

-~

» Interstitial lung disease / pulmonary fibrosis
» Bronchospasm

» Pleural or pericardial effusion
» Infection (pneumonia)

» Pulmonary embolism

» Thick pulmonary secretions
» Pulmonary edema or ascites

~

~

e When possible, identify and direct treatment at
underlying causes (Table 1)

-~

~

e Tachypnea (respiratory rate > 20/min) is not the same
as dyspnea; patients may be dyspnic with a normal
respiratory rate and patients with tachypnea may not

report the subjective feeling of dyspnea
e Other organ failure (heart, liver and kidney)

e Other non-lung cancers

e Neuromuscular diseases, particularly Amyotrophic
Lateral Schlerosis (ALS)

e Human Immunodeficiency Virus (HIV)/ Acquired
Immunodeficiency Syndrome (AIDS)

* Mechanical causes

e Uncontrolled symptoms (Anxiety, Pain, Cough)
e Obesity

* Anemia

e Cachexia

e Exertion

e |mproper positioning (eg, orthopnea)

e Environmental causes such as dust, pollen,
dander, etc.

e Cigarette smoking
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TABLE 1 — UNDERLYING CAUSES OF DYSPNEA AND

POTENTIAL TREATMENT APPROACHES

UNDERLYING
CAUSE

COPD

Cardiac disease,

esp. CHF

Poorly
controlled
symptoms (ex:
pain, cough)

Dyspnea
with anxiety
component

Thick mucus /
secretions

Edema

Infection

Chronic
pulmonary
emboli

TREATMENT APPROACHES

Oxygen
Optimize bronchodilator regimen*
+/- Low dose opioid and/or benzodiazepine

+/- Oral steroid

Oxygen
Add or titrate diuretics if edema present

The oral route of diuretics becomes
ineffective during exacerbations of heart
failure

+/- Low dose opioid and/or benzodiazepine

Standard heart failure therapies such as
ACE-inhibitors also provide symptomatic
benefit

Note: bronchodilators are not effective
in the absence of acute or chronic lung
disease.

See respective chapters on pain and cough
management

Benzodiazepines

Mucolytics — See chapter on secretion
management

Diuretics

Reduce or discontinue artificial feedings / IV
hydration

Consider antibiotics if goal of use is
symptom reduction

Opioids, benzodiazepines, and
bronchodilators can be used for symptom
relief

Anticoagulation is reasonable if the goal of
use is symptom reduction

Opioids and benzodiazepines can be used
for symptom relief

* The OPPC recommended bronchodilator regimen for optimal

control of end-stage COPD symptoms is albuterol/ipratropium nebs

four times daily plus albuterol nebs every 4 hours as needed.

Opioids

» Although morphine is most commonly used for
dyspnea, no opioid has been shown to be superior

° Methadone is not recommended for the
treatment of dyspnea

-~
M

Most extensively studied drug class for treatment

of dyspnea in advanced illness

Generally, lower doses of opioids are needed to

manage dyspnea versus pain

» When using for dyspnea, establish an effective
dose using the immediate-release formulations,
and then consider an extended-release formulation
if warranted

» When titrated against the symptom burden of the

patient, opioids will rarely, if ever, result in fatal

respiratory depression, even in patients at risk for

respiratory depression such as those with ALS

There is only conflicting evidence to support the

use of inhaled opioids for dyspnea

~
<

)

M

o

They should be reserved for patients who do not
respond to other routes of administration.
Bronchospasm is a possible adverse effect with
inhaled opioids; this risk is reduced by using
preservative-free solutions for injection

Oral opioid solutions should not be used for
inhalation

Benzodiazepines

» Use when there is an anxiety component
to dyspnea

» Lorazepam is the drug of choice in the
hospice setting

» Often, both opioids and benzodiazepines are
needed for optimal symptom management

» For frequent or persistent symptoms, consider a
long-acting benzodiazepine, such as clonazepam

Bronchodilators

» Drugs of choice for dyspnea due to lung disease

» Not typically effective in patients without lung
disease or acute pulmonary conditions

» The nebulized route is preferred over dry-powder
inhalers (DPIs) or metered dose inhalers (MDIs) in
patients with end-stage lung disease or patients
with limited coordination / cognition to ensure
optimal drug delivery and symptom control
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° If unsure about patients’ abilities to effectively e Corticosteroids
use, recommend directly observed therapy and
technique evaluation

° If an MDI must be used, a spacer can greatly
improve drug delivery and symptom control

» Consider if inflammatory component to dyspnea
» Oral steroids are typically preferred over inhaled
steroids at the end of life

° May also increase mood, sense of well-being,
and appetite

° Symptomatic benefits of oral therapy typically
outweigh long-term risks (ie, increased risk of
infection, osteoporosis) during end of life care
symptom management

» Duplicate therapy within the same therapeutic
class of bronchodilator (eg, routine use of multiple
beta-2 agonists) is not more effective, but is
associated with increased adverse effects

» Side effects, including anxiety, tremor, and
agitation may actually worsen symptoms,
particularly if the recommended dose is exceeded * Non-pharmacological interventions should be
or with duplicate therapy considered for all patients

» Ask the patient yes or no questions to limit their
need to expend energy responding to questions
» Seated position with adequate support of head,
neck, and arms with pillows is preferred
» Avoid foods and beverages that contribute
to abdominal distension (gas-forming foods /
carbonated beverages)
¢ Use should not be considered first line therapy » Provide increased air-movement and moistened air
° Theorized mechanisms of action include with use of fans and/or humidifiers
suppressing pulmonary C-fibers and stimulating
pulmonary stretch receptors; beneficial effect, if
any, is not due to diuresis.

e Diuretics

» Drugs of choice for edema due to fluid overload

» Consider monitoring electrolytes if consistent with
plan of care

» There is only conflicting evidence to support the
use of inhaled furosemide

e Oxygen

» Most beneficial to improve exertional dyspnea;
less likely to be beneficial in the terminal phase
Although patients with 02 saturations of < 90%
are frequently dyspnic, O2 saturations should not
be solely relied on for assessing dyspnea, as some
patients may not be dyspnic at rest, despite low
saturation

» In many cases, routine monitoring of 02
saturations is not beneficial; goals of O2 therapy
should be defined so that benefits can be weighed
against burdens of use

Confused or distressed patients may feel restricted
with O2 administration and may not tolerate; a
nasal cannula may be preferred over a mask to
enable communication and feeding

~
<

~
<
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DRUG INFORMATION

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

GENERIC NAME USUAL STARTING DOSE

AND RANGE

(BRAND NAME)

Fentanyl (Sublimaze)

Hydromorphone
(Dilaudid)

Morphine Sulfate
(MSIR, Roxanol,
MSContin)

OPIOIDS

Solution for injection:
50mcg/ml

Initial: 25-50mcg
IV/SQ/nebulized*
Q2-4 hours PRN

MDD: None

Initial (PO/SL/PR): 1Tmg
Q4 hours PRN

Initial (SQ/IV): 0.25mg
Q4 hours PRN

Initial (nebulized)*: 4mg
/ SVN Q4 hours PRN

MDD: None

Oral solution: Tmg/ml

Solution for injection:
2mg/ml

Tablets: 2mg, 4mg,
8mg

Initial (PO/SL/PR): Oral solution:
2.5-bmg Q4 hours 10mg/5ml,
PRN 20mg/5ml, 20mg/ml

Initial (SQ/IV): 1-2mg Soluble tablets: 10mg
Q4 hours PRN

Initial (nebulized)*:
2-bmg / SVN QID

Solution for injection:
10mg/ml, 15mg/mi

Tablets (MSIR): 15mg,

Protect vials from light to prevent loss
of potency

*NQOTE: there is only conflicting
evidence to support the use of inhaled
opioids for dyspnea; reserve use for
when other routes have failed.

Do not exceed 100mcg/nebulized dose

Preferred over morphine for patients
with renal impairment

*NQOTE: there is only conflicting
evidence to support the use of inhaled
opioids for dyspnea; reserve use for
when other routes have failed.

Although commonly ordered by the
sublingual route in the hospice setting,
there is no evidence that substantial
sublingual absorption occurs; in

fact retaining in the mouth may

delay onset

Most comprehensively studied opioid
for treatment of dyspnea

Avoid chronic dosing in patients with
renal impairment

*NOTE: there is only conflicting
evidence to support the use of inhaled
opioids for dyspnea; reserve use for

PRN 30mg when other routes have failed.

MDD: None Although commonly ordered by the
sublingual route in the hospice setting,
there is no evidence that substantial
sublingual absorption occurs; in
fact retaining in the mouth may
delay onset

Oxycodone (OxyIR, Initial: 2.5-5mg Oral solution: 20mg/ml Preferred over morphine for patients
Oxycontin) PO/SL/PR Q4 hours Tablets: 5mg, 10mg with renal impairment
PRN 15mg, 20mg, 30mg Although commonly ordered by the
MDD: None sublingual route in the hospice setting,

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME)

Alprazolam (Xanax,
Niravam)

Clonazepam
(Klonopin)

Diazepam (Valium)

Lorazepam (Ativan)
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AND RANGE

Initial: 0.25-0.5mg
PO/SL/PR QID PRN

MDD: Not established
for this indication

Initial: 0.26mg PO BID
PRN

MDD: Not established
for this indication

Initial: 2-10mg
PO/SL/PR/IV BID-QID

MDD: Not established
for this indication

Initial: 0.25-0.5mg PO/
SL/SQ/IV QID PRN

MDD: Not established
for this indication

FORMULATIONS

BENZODIAZEPINES

Oral solution: Tmg/mi

Tablets (IR): 0.25mg,
0.5mg, Tmg, 2mg

Tablets (ODT): 0.25mg,
0.5mg, Tmg, 2mg

Tablets (XR)*: 0.bmg,
Tmg, 2mg, 3mg

Tablets (IR): 0.5bmg,
Tmg, 2mg

Tablets (ODT):
0.125mg, 0.25mg,
0.5mg, Tmg, 2mg

Oral solution: Tmg/ml,
5mg/mi

Solution for injection:
5mg/mi

Tablets: 2mg, bmg,
10mg

Oral solution: 2mg/mi

Solution for injection:
2mg/ml, 4mg/ml

Tablets: 0.5mg, 1mg,
2mg

OPEN?

Short duration of action can Y/N*
lead to abrupt wearing off and
potentially worsening dyspnea in a

cyclical fashion

Avoid or reduce dose in patients with
liver disease

Most likely benzodiazepine to cause
psychological dependence

May produce paradoxical agitation
or worsen existing agitation in
dementia patients

Long-acting effect on dyspnea Y

Use with caution in elderly or patients
with renal impairment due to active
metabolite

Contraindicated with significant
hepatic impairment

May produce paradoxical agitation
or worsen existing agitation in
dementia patients

Long-acting effect on dyspnea Y

Use with caution in elderly or patients
with renal or hepatic impairment due
to active metabolite and extended
duration of action

May produce paradoxical agitation
or worsen existing agitation in
dementia patients

Intermediate acting benzodiazepine Y
Rapidly absorbed sublingually

Poorly absorbed rectally; not
recommended by this route

Avoid or reduce dose in patients with
liver disease

May produce paradoxical agitation
or worsen existing agitation in
dementia patients
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GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

(BRAND NAME) OPEN?

Albuterol (ProAir,
Ventolin)

Albuterol/lpratropium
(Combivent, DuoNeb)

Ipratropium Bromide
(Atrovent)

Levalbuterol
(Xopenex)
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Initial (MDI): 2 puffs
Q4-6H PRN

MDD (MDI):
12 inhalations/day

Initial (nebulizer):
2.5mg 3 to 4 times
daily as needed;
Quick relief: 1.25
to bmg every 4 to 8
hours as needed

MDD (nebulizer): Not
established

Initial (MDI):
1 inhalations QID
Initial (nebulizer):
3ml Q6H
MDD (MDI):
12 inhalations/day

MDD (nebulizer): 3ml
Q4H

Initial (MDI):

2 inhalations QID
MDD (MDI):

12 inhalations/day

Initial (nebulizer):
500mcg Q6-8H

MDD (nebulizer):
12 puffs or 6 nebs/
day

Initial (MDI): 1-2 puffs
Q4-6 hours PRN

MDD (MDI):
12 inhalations/day

Initial (nebulizer):
0.63mg / SVN TID

MDD (nebulizer):
3.75mg/day

BRONCHODILATORS

Metered dose
inhaler (MDI):
90mcg/actuation

Solution for
nebulization: 0.083%
(3ml), 0.63mg/3ml
(3ml), 0.5% (20ml)

Metered dose
inhaler (MDI):
0.09mg/0.018mg

Solution for
nebulization:
3mg/3ml

Metered dose
inhaler (MDI):
17mcg/actuation
(12.9 g)

Solution for
nebulization: 0.02%
(500mcg/2.5ml)

Metered dose
inhaler (MDI):
45mcg/actuation

Solution for
nebulization:
0.31mg/3ml,
0.63mg/3ml,
1.25mg/3ml

¢ Drug of choice for acute dyspnea due

to pulmonary disease
Nebulized route preferred

May cause anxiety, agitation, and
tremor as adverse effects

Drug of choice for maintenance
symptoms of dyspnea due to COPD

Nebulized route preferred

This nebulizer mixed with albuterol
nebulizer is stable for 1 hour

Mixing ipratropium and albuterol
separately is more expensive than the
commercially available combination

Consider if documented intolerance
to albuterol

Nebulized route preferred

May cause anxiety, agitation, and
tremor as adverse effects

Nebulizer solutions are expensive
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GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

OPEN?

(BRAND NAME)

Dexamethasone
(Decadron)

Prednisone (Orasone)

Furosemide (Lasix)
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Initial: 2-16mg PO/
SQ/IV BID

MDD: 40mg/day
PO/SQ/IV

Initial: 5-80mg PO/
SQ/IV daily

MDD: 80mg/day

Initial (PO/SQ/IV/IM):
20-40mg QD

Initial (nebulizer)*:
20mg QID (using
solution for injection)

MDD (PO/SQ/IV/IM):
Not established for
this condition

MDD (nebulizer)*:
200mg/day

Initial (oral solution,
tablets): Not
established

CORTICOSTEROIDS

Oral solution:
0.5mg/5ml, Tmg/mi

Solution for injection:
4mg/ml, 10mg/ml

Tablet: 0.25mg, 0.5mg,
0.75mg, Tmg, 1.5mg,
2mg, 4mg, 6mg

Oral solution: Tmg/ml,
5mg/ml

Tablet: Tmg, 2.5mg,
5bmg, 10mg, 20mg,
50mg

DIURETICS
Oral solution:
40mg/5ml, 10mg/mil

Solution for injection:
40mg/4ml

Tablet: 20mg, 40mg,
80mg

Causes less sodium/water retention
than prednisone

Use with caution in diabetics; may
increase blood glucose levels

Gl upset is a potential adverse effect

e Give last dose by 2pm to avoid steroid

induced insomnia

Use with caution in diabetics; may
increase blood glucose levels

Gl upset is a potential adverse effect

Give last dose by 2pm to avoid steroid
induced insomnia

Drug of choice for dyspnea due to
fluid retention

Monitor for electrolyte loss if
consistent with plan of care

Other loop diuretics may be
considered: 40mg furosemide =

1mg bumetanide = 20mg torsemide =
50mg ethacrynic acid

Dilute solution for injection limits
dosing by SQ routes; use multiple sites
if necessary; limit volume per dose

to < 2.5ml

*NOQOTE: There is only conflicting
evidence to support the use of inhaled
furosemide for dyspnea; reserve use
for when other routes / therapies

have failed.

Parenteral route usually required
for dyspnea due to exacerbation of
heart failure
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DEFINITION

It is an excessive buildup of fluid in the distal extremities
(face, ankles, and feet) which may lead to swelling and
discomfort.

e This is often a nonspecific finding that is common to
many diseases.

It is caused by increase in interstitial fluid volume,
increased capillary permeability, and hypervolemia
due to sodium and water retention

Medical Conditions:

» Cardiac:

° Heart failure
° Pericarditis
° Venous Thromboembolism (DVT/PE)
° Cardiomyopathy
° Tricuspid valve disease
» Renal
° Renal failure (acute and renal)
» Liver

° Liver failure
° Cirrhosis

» Cancer

» Decreased Protein

<

° Hypoalbuminemia

° Malnutrition

° Malabsorption

° Nephrotic syndrome

» Hyponatremia

» Infections

» Allergic reactions
» Myxedema

» Lymphedema

e Medications

» NSAIDs
» Corticosteroids
» Non-dihydropyridine calcium channel blockers

° Diltiazem

» Cyclosporine
» Pramiprexole
» Gabapentin

» Pioglitazone
» Vasodilators (hydralazine, minoxidil)
» Beta-blockers

e Radiation therapy effects
* Immobility

¢ |diopathic

HOW TO RECOGNIZE SYMPTOM

Weight gain (by the time edema is clinically evident,
a patient has typically gained 10 pounds)

Swelling in distal extremities with presence of
persistent indentation on skin following pressure
(pitting edema)

Fluid accumulation in dependent body parts

Shortness of breath

Jugular venous distension

CLINICAL INSIGHTS

Peripheral edema can be localized or generalized
based on cause

Treatment is based on cause of edema:

¢ Discontinue medications that could be worsening
edema (such as calcium channel blockers), if possible

Mineralocorticoids increase sodium and water
retention, hydrocortisone and prednisone have higher
mineralocorticoid activity, consider alternate steroids
in patients with edema (dexamethasone)

Increasing doses of diuretics above the
recommended max doses will not result in greater
diuresis, rather it may cause more electrolyte
disturbance
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NON-PHARMACOLOGICAL THERAPY

¢ FElevate feet above the heart while lying down unless
contraindicated

e Evaluate current fluid intake; consider benefits /
burden of potential reduction

¢ lLymphedema: lymphatic massages, wraps, or
compression stockings

PHARMACOLOGICAL THERAPY

e Loop Diuretic Approximate Oral Equivalency:
Furosemide 40mg = Bumetanide 1mg =
Torsemide 10-20mg = Ethacrynic Acid 50mg

e | oop diuretics may require potassium replacement to
prevent hypokalemia.

» Typical replacement ratio is T0meq K+: 20mg
furosemide

» Some patients may require less, especially if
receiving medications that increase potassium
levels, such as ACE-inhibitors, angiotensin
receptor blockers, or potassium sparing diuretics,
or if they have a diagnosis of kidney disease.

¢ |f dosing loop diuretics twice daily, the second dose
should be given no later than early afternoon to
prevent nocturia

e “Lasix Resistance” is lack of efficacy of furosemide
despite adequate dosing and titration

» Potentially due to inter-individual genetic
differences in furosemide absorption (bioavailablity
can vary greatly)

» If dose seems ineffective, consider rotation
to another loop diuretic. Use caution with
equivalency table, may consider starting at initial
dose of alternate diuretic and re-titrating

* Frequently evaluate diuretic regimen and cardiac
medications for adjustment

e A target of weight loss of 1-2 pounds per day is
recommended

e Patients with sulfa allergies will not necessarily have
cross-reactivity with diuretics

e FEthacrynic acid (Edecrin) is the only commercially
available loop diuretic that does not have sulfa
cross-reactivity

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

Bumetanide (Bumex)

Ethacrynic Acid
(Edecrin)

Furosemide (Lasix)

Torsemide (Demadex)

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com

USUAL STARTING DOSE
AND RANGE

Initial (all forms):
0.5mg-1mg PO QD

MDD (all forms):
10mg/day

Initial (PO): 50mg PO
ab

Initial (1V):
0.5-1mg/kg/dose

MDD (PO): 400mg/day

MDD (IV): Initial dose
may be repeated Q8-
12 hours

Initial (oral): 20-40mg
QD

Initial (IM,SQ, IV):
20-40mg QD

MDD: Varies based on
underlying disease

Heart Failure: 4g/day
Refractory HF: 8g/day

Acute Renal Failure:
1-3g/day

Initial (all forms): 10-
20mg QD

MDD (all forms):
200mg/day

STRENGTHS AND
FORMULATIONS

LOOP DIURETICS
Solution for injection:
0.25mg/ml

Tablet: 0.5mg, 1Tmg,
2mg

Solution for injection:
50mg

Tablet: 25mg

Oral solution: 10mg/ml

Solution for injection:
40mg/4ml

Tablet: 20mg, 40mg,
80mg

Solution for injection:
10mg/ml

Tablet: 5mg , 10mg,
20mg, 100mg

COMMENTS

CRUSH/
OPEN?

Taking with food decreases absorption Y

Injection route required during
exacerbation of heart failure

May increase uric acid and worsen
gout symptoms

May increase blood glucose

Drug of choice for patients with Y
sulfa allergy

Avoid if CrCl < 10ml/min

IV form must be diluted with D5W or
NS to Tmg/ml and infused over several
minutes; should NOT be given SQ/IM

Expensive

Onset: 30-60 min PO, 2-5bmin IV, Y
and 30 min SQ

Injection route may be required during
exacerbation of heart failure

Taking with food decreases absorption

Sublingual use of tablets may offer
small improvements in absorption

May increase uric acid and worsen
gout symptoms

May increase blood glucose

Useful if resistant to furosemide (Lasix) Y
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GENERIC NAME USUAL STARTING DOSE | STRENGTHS AND COMMENTS CRUSH/

(BRAND NAME) AND RANGE FORMULATIONS OPEN?

THIAZIDE TYPE DIURETICS

Chlorothiazide (Diuril) ' Initial: 250-1000mg Oral suspension: ¢ |neffective if CrCl < 30ml/min; Avoid Y
QD-BID 250mg/5ml use if CrCl < 10ml/min
MDD: 2,000mg/day Solution for injection: e Use caution in inpatients with
500mg hypercalcemia in that it can decrease
Tablet: 250mg, 500mg renal calcium excretion

e Can be given IV (NOT IM or SQ)

Chlorthalidone Initial: 50-100mg QD Tablet: 25mg, 50mg, e Avoid use if CrCl < 10ml/min Y

(Thalitone) MDD: 200mg/day 100mg e Use caution in patients with
hypercalcemia in that it can decrease

renal calcium excretion

Hydrochlorothiazide Initial: 25-100mg PO Capsule: 12.5mg e |neffective if CrCl < 30ml/min; Avoid Y
(Microzide) divided QD-BID Tablet: 12.6mg, 25mg use if CrCl < 10ml/min
MDD: 200mg/day 50mg e May increase uric acid and worsen

gout symptoms

e May increase blood glucose

Indapamide (Lozide)  Initial: 2.5mg QD Tablet: 1.25mg, 2.5mg e There is limited therapeutic Y
MDD: 5mg/day benefit with QOses >§mg and
can be associated with increased
electrolyte imbalance

e Take with food/milk to decrease Gl

irritation
Metolazone Initial: 2.5-bmg PO QD  Tablet: 2.5mg, bmg, e Preferred thiazide diuretic for patients Y
(Zaroxolyn) MDD: 20mg/day 10mg with renal impairment

e \When using in conjunction with a loop
diuretic for edema secondary to heart
failure, initial dose should be 2.5mg

e Often given 30min prior to loop
diuretic for improved diuresis
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GENERIC NAME USUAL STARTING DOSE

AND RANGE

STRENGTHS AND
FORMULATIONS

COMMENTS CRUSH/

(BRAND NAME) OPEN?

POTASSIUM SPARING DIURETIC

Initial: 10mg BID Tablet: 5bmg e Avoid if CrCl < 10ml/min Y
MDD 60mg/day e Off label use for ascites

¢ Take with food/meals to decrease Gl
irritation

Amiloride (Midamor)

Eplerenone (Inspra) Initial: 2bmg QD

MDD: Not established
for this indication. e Avoid if CrCl < 30ml/min

Tablet: 25mg, 50mg e Consider use if gynecomastia occurs Y
with spironolactone

e Doses greater than 50mg
typically not seen

Spironolactone
(Aldactone)

Initial: 25mg PO QD
MDD: 200mg/day

Tablet: 25mg, 50mg, ® Preferred potassium sparing diuretic Y

100mg e Side effects: gynecomastia, impotence

e Avoid use if CrCl < 10ml/min

e Take with food to decrease Gl irritation
and increase absorption

e For treatment of ascites: Use ratio
of 100mg spironolactone/ 40mg
furosemide to avoid electrolyte
abnormality

Triamterene
(Dyrenium)

Initial: 100-300mg QD
in divided doses

MDD: 300mg/day

Tablet: 50mg, 100mg e Avoid if CrCl < 50ml/min Y

e May increase uric acid and worsen
gout symptoms

e May increase blood glucose

CARBONIC ANHYDRASE (CA) INHIBITORS
Acetazolamide Initial: 2560mg - 375mg  Capsule (ER)*: 500mg
(Diamox) (0]D)

MDD: Not established
for this indication

e Uses include: adjunct diuretic therapy Y/N*
for CHF, drug induced edema

e Avoid use if CrCl < 10ml/min

e Side effects: metabolic acidosis,
alteration of blood glucose

Solution for injection:
500mg

Tablet: 125mg, 250mg
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DEFINITION HOW TO RECOGNIZE SYMPTOM
An increase in body temperature above the normal ¢ FElevated body temperature
range, generally considered to be between 97.7 and e Fever due to infection:

99.9 degrees (oral) Fahrenheit. ) ) ] ] )
» Chills, night sweats, muscle pain, weight loss with

. e Fever due to inflammator u :
¢ [nfection (> 50% of cases) eve eto a atory causes

e Cancer (most commonly Hodgkin’s disease, kidney » Joint pain, muscle pain, fatigue

cancer, leukemia, lymphoma, colon cancer, sarcoma °
and adrenal carcinoma)
e Medications: allopurinol, captopril, cimetidine,

heparin, isoniazid, meperidine, nifedipine, phenytoin,
diuretics, barbiturates, antihistamines, ephedra * Rigors
containing supplements, volatile anesthetic
gases, antipsychotics, medications that increase
serotonergic activity, anticholinergic medications

e Specific types of drug induced fever exist: CLINICAL INSIGHTS

» Malignant hyperthermia — exposure to volatile

Fever due to neoplasm:

» Fatigue, night sweats, weight loss with loss
of appetite

e Headache

e Mental status change

anesthetic (ex: halothane, isoflurane) e Fever is a frequent end-of-life symptom arising from
» Neuroleptic malignant syndrome — exposure to myriad causes

antipsychotics e Rectal temperatures tend to be higher than oral or
» Serotonin syndrome — exposure to serotonergic axial temperatures

medications  If treatment of fever is required, determine cause of
» Anticholinergic toxicity — exposure to fever whenever possible.

anticholinergics * Non-pharmacological may be considered for fever of

e Blood transfusion any type or origin:

» Provide fluid replacement with clear liquids

» Encourage nutritional intake, as indicated

» Consider bathing patient with lukewarm water (do
* Hormonal dysfunction not use cold water or alcohol)

¢ |nflammatory conditions, such as rheumatoid arthritis

e (Certain immunizations

e Immunocompromised

If the fever is due to infection, a decision to treat with
e Environmental temperature / heat stroke antibiotics should be based on numerous factors
e Radiation-induced such as severity of symptoms, risk-benefit ratio, goals

e Thromboembolic processes such as DVT or PE of care, and expected symptomatic benefit

e Concomitant administration of antipyretics (including
steroids) can mask antibiotic treatment failure (fever
will be reduced with no effect on the infection)

e Temporal arteritis e While any NSAID can be effective for decreasing

fever, ibuprofen and naproxen are the most

commonly used in the hospice setting and are
cost-effective

e Cerebrovascular Accident (CVA)

e Cirrhosis

e Collagen vascular diseases such as systemic lupus
erythematosus (SLE)

e For an unremitting fever, alternating acetaminophen
and an NSAID can be useful

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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¢ Neutropenic patients are more prone to bleeding;

avoid rectal administration of medications to prevent

rectal bleeding

e For unexplained fever, review the patients medication

profile and symptoms to assess the potential for

TABLE 1 — COMPARISON OF DRUG-INDUCED FEVER SYNDROMES

Induced By

Time To Onset Needed
Typical Fever Severity
Pupils

Mucosa

Skin

Neuromuscular Tone

Mental Status

Pharmacological Treatment
After Discontinuing
Offending Agent(S)

SEROTONIN SYNDROME

Serotonergic drugs

< 12 hours

>41.1C

Mydriasis

Sialorrhea

Diaphoresis

Increased; esp. in legs

Agitation, coma

Short-acting parenteral
beta-blockers for autonomic
instability

Cyproheptadine to reverse
serotonin

Benzodiazepines for sedation
NO role for APAP

medication induced syndromes, including serotonin
syndrome, neuroleptic malignant syndrome, or
anticholinergic syndrome (Table 1)

ANTICHOLINERGIC TOXICITY

Anticholinergic drugs

< 12 hours

< 38.8C

Mydriasis

Dry

Red; hot and dry to touch
Normal

Agitated delirium
Benzodiazepines for agitation /
delirium

+/- activated charcoal
NO role for APAP

NEUROLEPTIC MALIGNANT
SYNDROME (NMS)

Dopamine blocking drugs (esp.
antipsychotics)

1-3 days

>41.1C

Normal

Sialorrhea

Pallor with diaphoresis

Full body “lead pipe” rigidity
Stupor, alert mutism, coma
Benzodiazepines if agitation
present

Dantrolene for fever

Bromocriptine or amantadine
to overcome dopamine block

Possible role of APAP

Clinical Symptom Guide - 3rd Edition ® www.onepointpatientcare.com
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DRUG INFORMATION

GENERIC NAME
(BRAND NAME)

USUAL STARTING DOSE
AND RANGE

Acetaminophen
(Tylenol)

Initial: 325-650mg
PO/PR Q 4-6 hours
PRN

MDD:
3,000-4,000mg/day

Aspirin (Bayer,
Ecotrin, others)

Initial (PO): 325-650mg
Q 4-6 hours PRN

Initial (PR): 300-600mg
Q 4-6 hours

MDD: 4,000mg/day

Ibuprofen (Advil,
Motrin)

Initial: 400-800mg Q
6-8 hours PRN

MDD: 3,200mg/day

Naproxen (Aleve,
Naprosyn)

Initial: 220mg PO Q
8-12 hours PRN

MDD: 1,000mg/day
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STRENGTHS AND
FORMULATIONS

Oral solution: 160/5ml

Other formulations
exist

Suppository: 650mg
Tablet: 325mg, 500mg
Tablet (ER)*: 650mg

Chewable tablet: 81mg

Suppository: 300mg,
600mg

Tablet: 81mg, 325mg,
500mg

Tablet (EC)*: 81mg,
325mg, 500mg,
650mg

Tablet: 100mg, 200mg,
400mg, 600mg,
800mg

Capsule*: 200mg

Oral suspension:
100mg/5ml

Other formulations
exist

Tablet (naproxen
sodium): 220mg
(OTC), 275mg,
550mg

Tablet: 250mg, 375mg,
500mg

Tablet (EC)*: 375mg,
500mg

Tablet (ER)*: 375mg,
500mg, 750mg

UpToDate.com — o

COMMENTS

CRUSH/
OPEN?

Monitor for additional sources of Y/N*
acetaminophen that may contribute to

overdose / exceeding max daily dose

Consider risks versus benefits in
patients with hepatic insufficiency
although patients with cirrhosis
typically will tolerate therapeutic doses
Use with caution in patients with Y/N*
decreased platelet activity

Only NSAID commercially available in
suppository dosage form

Compared to other NSAIDs, moderate
Gl risk; low cardiovascular risk

Typically avoided in patients with Y/N*
cardiac or renal disease; risks versus
benefits should be assessed on an

individual basis

Can be compounded into a
suppository dosage form

Compared to other NSAIDs,
low Gl risk; moderate to high
cardiovascular risk

Naproxen sodium 220mg = Y/N*

200mg naproxen

Compared to other NSAIDs, moderate
to high Gl risk; low cardiovascular risk

Lexi-comp charts and special topics: serotonin syndrome

e Lexicomp Online®, Hudson, Ohio: Lexi-Comp, Inc.; June, 2015.

e Porat, R. et al. Pathophysiology and treatment of fever in adults, UpToDate.com —

current through Oct. 2015.Verma, A. et al. Diuretic effects of subcutaneous furose-

mide in human volunteers: a randomized pilot study, Annals of Pharmacotherapy,
2004, Vol. 38, pp. 544-9
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DEFINITION ¢ Migraine aura is a reversible set of neurologic
symptoms and sensory or physical occurrences that
can precede or accompany a migraine.®?°

A headache is neurologic event that causes pain in one
or both sides of the head, including scalp, face, and

interior of the head. » Aura typically evolves over b minutes and lasts

less than 60 minutes.®

Headache usually occurs within 60 minutes of the
end of aura.®

Visual changes are the most common form of aura
and may include seeing spots, zigzags, flashes of

~
M

Primary headaches lack an identifiable cause. >

M

Secondary headaches have several potential

underlying causes (Table 1), including drug side light, and full or partial loss of sight.
effects (Table 2). » Scintillating scotoma, also called a visual migraine,

is a common visual aura preceding migraine

M

that starts as a blind spot of flickering light
near the center of the visual field that gradually
e \When able to do so, patients will generally self- expands outward.
report headaches. Clinicians should inquire about » Sensory changes may involve tingling or
characteristics, including response to previous numbness on one side of the face, body,
treatment attempts, to aid in classification and or tongue.
treatment. )

<

Patients may have difficulty speaking or finding
In non-verbal patients, vomiting, grimacing, tense/ the right words to express an idea.

distressed appearance, behavioral changes may
indicate headache.

e As a group, trigeminal autonomic cephalalgias (TACs)
are rare; the most common TAC is cluster headache.

CLINICAL INSIGHTS » A unique characteristic of some TACs is their
responsiveness to indomethacin treatment.

Headache incidence generally decreases with age,
although older adults are at higher risk for secondary ~ ® Drug treatment should consider the following:

headaches.?* » Suspected type of headache (Table 3)
¢ Non-pharmacologic treatment options (Table 3) » Comorbidities
should be optimized to prevent polypharmacy and » Potential consequences of polypharmacy (eg, drug
overuse of medications.? > ¢ interactions, therapeutic competition, pill burden)
* Description, location, severity, onset, triggers, » Possibility of medication overuse
associated features, and duration are used to classify » Altered pharmacokinetics

primary headaches (Table 4).

Tension-type headache (TTH), also called “stress
headache”, is the most common new-onset
headache type in geriatric patients’

The “POUND"” mnemonic is used to aid migraine

° Renal or hepatic impairment can affect drug
clearance / metabolism

° Oral absorption can be delayed during
migraine attacks®

diagnosis, especially if patient presents with 4 or » Adverse effects
more of the following: e NSAIDs are first-line therapy for mild to moderate
» Pulsatile quality migraine and tension-type headaches.® 6 1°
» One-day duration (4-72 hours) » Use is cautioned in elderly patients due
» Unilateral location to increased risk of cardiovascular and
» Nausea / vomiting gastrointestinal adverse effects.
» Disabling intensity » Addition of caffeine tablets has been shown to be

more efficacious than single agents®
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Headache

TABLE 2 — MEDICATIONS THAT CAN CAUSE

e Both NSAIDs and triptans cause vasoconstriction and
can exacerbate hypertension, a potential cause of

HEADACHE AS AN ADVERSE EFFECT’

headaches.® 1" 12
e Ergotamines are rarely used due to the availability of
more effective and better-tolerated drugs.

e Secondary headaches have characteristic
descriptions and features and treatment is

individualized based on underlying cause(s) (Table 1).

e Medication overuse headache can occur with
excessive drug treatment for acute episodes, but
can be prevented by limiting treatments to not

more than: "

» 9 days per month for triptans, erogtamines or
combination analgesics

» 14 days per month for NSAIDs

» 3 days per month for butalbital-containing

treatments

TABLE 1 — CAUSES OF SECONDARY HEADACHES -3

9.1

CAUSE

Substance related

Ocular/Orbital
Traumatic

Vascular

Brain mass/ lesion

Disorder of
homeostasis

Infection

Bone and
structural

EXAMPLES

Medication side effects
Medication overuse headache

Medication or substance withdrawal (eg., caffeine)

Acute angle closure glaucoma
Acute or chronic subdural hematoma

Giant cell arteritis (more prevalent in geriatric
patients)

Stroke
Cortical vein and venous sinus thrombosis

Cardiac cephalalgia (associated with myocardial
ischemia)

Cervical artery dissection

Idiopathic intracranial hypertension

Primary and metastatic brain tumors

Obstructive sleep apnea
Hypothyroidism

Acute severe hypertension

Post-herpetic neuralgia
Meningitis

Brain abscess

Skull metastases

Acute or subacute neck pain with Horner syndrome
and/or neurologic deficit

MEDICATION TYPE

Circulatory drugs

Antidepressants

Antibiotics
Methylxanthines
Anti-Parkinson

drugs

Other

EXAMPLES
Calcium channel blockers
Dipyridamole
Hydralazine
Nitrates

Phosphodiesterase inhibitors

Sympathomimetic agents

Monoamine Oxidase Inhibitors (MAOIs)

Serotonin Norepinephrine Reuptake Inhibitors
(SNRIs)

Selective Serotonin Reuptake Inhibitors (SSRls)

Tetracyclines

Trimethoprim

Theophylline

Caffeine

Amantadine

Levodopa

Phenothiazines

Proton Pump Inhibitors (PPIs)

Corticosteroids

Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)
Estrogen

Tamoxifen

Antihistamines

TABLE 3 — TREATMENT OF PRIMARY HEADACHES % *

6-8,10-15

TENSION-TYPE
HEADACHE

CLUSTER

MIGRAINE HEADACHE

Non-pharmacologic therapy

Relaxation, massage,

ice, heat, trigger point

injections, physical
therapy

Rest, relaxation, None

massage, heat, ice

Pharmacologic therapy

NSAIDs, APAP,
butalbital-containing
medications

ASA, NSAIDs, APAP,
APAP/ASA/caffeine,
triptans, antiemetics,
ergotamines

Oxygen, triptans

Clinical Sym
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TABLE 4 — PRIMARY HEADACHE CHARACTERISTICS % #6-8.10-15

TYPE

Descriptors

Location

Severity

Onset

Duration

Triggers

Associated
features

TENSION-TYPE HEADACHE

Non-throbbing

Dull

Pressure

“like a tight cap”

“heavy weight on head or
shoulders”

Bilateral, affecting head and neck

Mild to moderate

Within 30 minutes
30 minutes to 7 days

e Anxiety
® |[nsomnia
e Medication overuse

e Stress

Infrequent or chronic

May be precipitated or aggravated
by migraine

Muscle tenderness in head, neck,
or shoulders

Pain not affected by routine
physical activity

MIGRAINE

Throbbing
Pounding
Pulsating

Usually unilateral, occurring in
frontotemporal regional (but may
occur anywhere in face or head)

Moderate to severe; interferes
with normal functioning

30 minutes to 1 hour
4-72 hours

e Hunger

e Medication overuse

¢ Food and food additives
e Alcohol

e Odor

e Sleep disturbances

e Stress

e Visual stimuli

e Hormone fluctuations

May occur with our without aura

Usually accompanied by Gl
symptoms (ie, nausea/vomiting)

Aggravated by routine physical
activity

Premonitory/prodromal symptoms
may begin hours or days before
headache

Postdromal symptoms may follow
HA and persist for up to 48
hours

CLUSTER HEADACHE

Excruciating pain

Always unilateral; temporal,
centered around one eye

Severe

< 1 minute
15-180 minutes

e Alcohol
e Histamine

¢ Nitroglycerin

Cluster of attacks during several
weeks separated by remission
periods lasting anywhere from
14 days to severa