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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX A.
CARE STEP PATHWAY FOR MANAGEMENT OF SKIN TOXICITIES

GRADING TOXICITY: MACULOPA|
A disorder characterized by the presence

pruritus
Grade 1 (mild) Grade
® Macules and papules u Ma

covering less than 10%
BSA, with or without
symptoms (e.g., pruritus,
burning, tightness)

GRADING TOXICITY: PRURITUS
Adisorder characterized by an intense it
Grade 1 (mild) Grade
® Mild or localized; topical B |nt
intervention indicated int
esf
ed
riatl
00!
insti

ADLs—activities of daily living; BSA—body surface area

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Champiat et al., 2016; Dadu et al., 2016; Fecher et al., 2013; Friedman et al., 2016; Kahler et al.,, 2016; Kumar et al.,
2017; Merck, 2017; Naidoo et al., 2015; National Cancer Institute, 2010; Spain et al., 2016; U.S. Food and Drug Administration, 2012.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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MANAGEMENT BY GRADE
Intervention (at-risk patients)
® Advise gentle skin care.

O Avoid soap. Instead, use
nonsoap cleansers that are
fragrance- and dye-free;
use mild soap on the axillae,
genitalia, and feet.

O Daily applications of nonste-
roidal moisturizers or emol-
lients containing humectants
(urea, glycerin)

O Apply moisturizers and
emollients in the direction
of hair growth to minimize
development of folliculitis.

B Advise sun-protective measures.

B Assess patient and family under-
standing of prevention strategies
and rationale.

O Identify barriers to adherence.

RED FLAGS

® Extensive rash (more than 50% BSA) or rapidly progressive
® Oralinvolvement

m Concern for suprainfection
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX B.
CARE STEP PATHWAY FOR MANAGEMENT OF GASTROINTESTINAL TOXICITY: DIARRHEA AND COLITIS

GRADING TOXICITY: DIARRH
Grade 1 (mild) Gra
® |ncrease of less than |
four stools per day over S
baseline b

® Mild increase in ostomy L]
output compared to
baseline

GRADING TOXICITY: COLITIS (1
Grade 1 (mild) Gra
B Asymptomatic; clinicalor =
diagnostic observation
only; intervention not
indicated
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MANAGEMENT BY GRADE
Grade 1 (mild)
B May continue immunotherapy
® Diet modifications (very importan
O Institute bland diet; decrease fi
uncooked foods and vegetable:
fats, dairy, oil, caffeine, alcohol

Continued on the next page
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX B. (CONTINUED)
CARE STEP PATHWAY FOR MANAGEMENT OF GASTROINTESTINAL TOXICITY: DIARRHEA AND COLITIS

RED FLAGS

® Change in gastrointestinal function; decreased appetite
Bloating; nausea

More frequent stools; consistency change from loose to liquid
Abdominal pain

Fever

ADLs—activities of daily living; PD-1—programmed cell death protein 1

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Champiat et al., 2016; Dadu et al., 2016; Fecher et al.,, 2013; Kahler et al.,, 2016; Kumar et al., 2017; Merck, 2017;
Naidoo et al., 2015; National Cancer Institute, 2010; Spain et al., 2016; U.S. Food and Drug Administration, 2012; Weber et al., 2016.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIX C.
CARE STEP PATHWAY FOR MANAGEMENT OF MUCOSITIS AND XEROSTOMIA

GRADING TOXICITY: ORAL MU
Adisorder characterized by inflamm
Grade 1 (mild) Gra
® Asymptomatic or mild L]
symptoms; intervention ¢
not indicated

GRADING TOXICITY: XEROST
Adisorder characterized by reduced
Grade 1 (mild) Gra
® Symptomatic (e.g., dry L]

or thick saliva); without

significant dietary alter-

ation; unstimulated saliva

flow of more than 0.2 ml

per minute

Continued on the next page
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX C. (CONTINUED)
CARE STEP PATHWAY FOR MANAGEMENT OF MUCOSITIS AND XEROSTOMIA

MANAGEMENT BY GRADE
Grade 1 (mild)
B Anticipate immunotherapy to conti
B Advise ongoing basic oral hygiene.
® Advise avoidance of hot, spicy, acid
| Anticipate possible alternative treat
O Zinc supplements or 0.2% zinc s
mouthwash
O Probiotics with Lactobacillus
O Benzydamine hydrochloride
B Assess patient and family understan
recommendations and rationale.
O Identify barriers to adherence.

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Dadu et al,, 2016; Friedman et al., 2016; Lalla et al, 2014; Merck, 2017; National Cancer Institute, 2010; Van Sebille et al., 2015.
Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIX D.
CARE STEP PATHWAY FOR MANAGEMENT OF HEPATOTOXICITY: IMMUNOTHERAPY-INDUCED
INFLAMMATION OF LIVER TISSUE

GRADING TOXICITY: ULN
Grade 1 (mild) Gra
m AST/ALT: Greater than L]
ULN, less than or equal to
3times ULN
® Bilirubin: Greater than u
ULN, less than or equal to
1.5 times ULN

Continued on the next page
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_________________________________________________________________________________________
APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX D. (CONTINUED)
CARE STEP PATHWAY FOR MANAGEMENT OF HEPATOTOXICITY: IMMUNOTHERAPY-INDUCED
INFLAMMATION OF LIVER TISSUE

MANAGEMENT BY GRADE

Grade 1 (mild)

B |[mmunotherapy may be withheld
if LFTs are trending upward;
recheck LFTs within approximately
one week.
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RED FLAGS
® Severe abdominal pain; ascites; somnolence; jaundice; mental status changes

ALT—alanine aminotransferase; AST—aspartate aminotransferase; LFT—liver function test; SGOT—serum glutamic oxaloacetic transaminase; SGPT—serum glutamic pyruvic transaminase;
ULN—upper limit of normal

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Champiat et al., 2016; Dadu et al., 2016; Fecher et al., 2013; Friedman et al., 2016; Kahler et al., 2016; Kumar et al.,
2017; Merck, 2017; Naidoo et al., 2015; Spain et al., 2016; U.S. Food and Drug Administration, 2012; Weber et al., 2016.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX E.
CARE STEP PATHWAY FOR MANAGEMENT OF HYPOPHYSITIS: INFLAMMATION OF PITUITARY GLAND

GRADING TOXICITY: OVERALL

Grade 1 (mild) Gra
® Asymptomatic or mild L]
symptoms; clinical or
diagnostic observation

only (headache, fatigue)
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RED FLAGS
® Symptoms of adrenal insufficiency

ACTH—adrenocorticotropic hormone; ADLs—activities of daily living; DDX—differential diagnosis; FSH—follicule-stimulating hormone; GH—growth hormone; LH—luteinizing hormone;
MRI—magnetic resonance imaging; TSH—thyroid stimulating hormone

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Byun et al,, 2017; Champiat et al.,, 2016; Dadu et al., 2016; Fecher et al., 2013; Friedman et al.,, 2016; Kahler et al,,
2016; Kumar et al., 2017; Merck, 2017; Naidoo et al., 2015; National Cancer Institute, 2010; U.S. Food and Drug Administration, 2012; Weber et al., 2016.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIXF.
CARE STEP PATHWAY FOR MANAGEMENT OF THYROIDITIS: INFLAMMATION OF THYROID GLAND

TYPE OF THYROID ABNORMALI
TSH low (less than 0.01 mIU/L) with
normal or high free T3 or T4

B Acute thyroiditis

® Rarely Graves'-like disease
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MANAGEMENT BY GRADE
TSH low (less than 0.01 mIU/L)
normal or high free T3 or T4

Consider measuring antithyroi
antibodies and/or TSH-recept
autoantibodies to establish
autoimmune etiology.
If patient has not received IV
iodinated contrast within two
months, can consider a diagn
tic thyroid uptake and scan
Acute thyroiditis usually resol
or progresses to hypothyroidi
consequently, can repeat TFTs
fourto six weeks
If TSH-receptor antibodies hig
obtain a thyroid uptake scan a
refer to endocrinology.
Short period of 1 mg/kg predn
sone or equivalent per day ma
be helpfulin acute thyroiditis.
Consider use of beta blockers
and immunotherapy hold for
symptomatic patients (e.g., beta
blockers for tachycardia or mur
and immunotherapy holds for
patients who have acute thyroid
threatening an airway). Therapy
often restarted when symptom
mild or tolerable.

RED FLAGS
® Swelling of thyroid gland causing compromised airway

DDX—differential diagnosis; PD-1—programmed cell death protein 1; TFT—thyroid function test; TSH—thyroid stimulating hormone

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Champiat et al., 2016; Dadu et al., 2016; Fecher et al., 2013; Friedman et al., 2016; Kahler et al., 2016; Kumar et al.,
2017; Merck, 2017; Naidoo et al., 2015; National Cancer Institute, 2010; U.S. Food and Drug Administration, 2012; Weber et al., 2016.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX G.
CARE STEP PATHWAY FOR MANAGEMENT OF TYPE 1 DIABETES MELLITUS: IMMUNE DESTRUCTION
OF BETA CELLS IN PANCREAS

GRADING TOXICITY (BASE
Grade 1 (mild)
B Fasting glucose value
greater than ULN, less
than or equal to 160
mg/dl

ULN—upper limit of normal
Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Merck, 2017; National Cancer Institute, 2010; U.S. Food and Drug Administration, 2012.
Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIX H.
CARE STEP PATHWAY FOR MANAGEMENT OF PNEUMONITIS: INFLAMMATION OF LUNG ALVEOLI

GRADING TOXICITY: PNEUMO

Adisorder characterized by inflamm

Grade 1 (mild) Gral

B Asymptomatic; clinicalor —®
diagnostic observations
only; intervention not
indicated

GRADING TOXICITY: HYPOXIA
Adisorder characterized by a decrea

Grade 1 (mild) Gra
n

Continued on the next page
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_________________________________________________________________________________________
APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX H. (CONTINUED)
CARE STEP PATHWAY FOR MANAGEMENT OF PNEUMONITIS: INFLAMMATION OF LUNG ALVEOLI

MANAGEMENT BY GRADE

Grade 1 (mild)

B Anticipate immunotherapy to col

® Continue to monitor via radiolog
(every two to four weeks, as nee

® Review symptoms to watch forw
and family, and remember to ass
subsequent visit.

RED FLAGS

B Risk of acute onset

m Risk of mortality if pneumonitis treatment is delayed

® The risk of pneumonitis is greater in patients receiving combination immunotherapy regimens.

ADLs—activities of daily living

Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Dadu et al., 2016; Fecher et al., 2013; Friedman et al., 2016; Kahler et al., 2016; Kumar et al., 2017; Merck, 2017;
Naidoo et al., 2015; National Cancer Institute, 2010; Spain et al., 2016; U.S. Food and Drug Administration, 2012; Weber et al., 2016.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIX I.
CARE STEP PATHWAY FOR MANAGEMENT OF ARTHRALGIAS AND ARTHRITIS

GRADING TOXICITY: ARTHRAL
Adisorder characterized by a sensatio!
Grade 1 (mild)
® Mild pain

GRADING TOXICITY: ARTHRITI

Adisorder characterized by inflamm

Grade 1 (mild) Gra

® Mild pain with inflamma- u
tion, erythema, or joint
swelling

Continued on the next page
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX I. (CONTINUED)
CARE STEP PATHWAY FOR MANAGEMENT OF ARTHRALGIAS AND ARTHRITIS

MANAGEMENT BY GRADE
Grade 1 (mild) Grade 2
B Anticipate immunothera- ~ ® |pilim

py to continue.

® Encourage physical

activity.

O 30 minutes of low- to
moderate-intensity
physical activity five
days per week can
improve physical
conditioningandsleep ™
and decrease pain
perception.

O For physically inactive
patients, advise su- L]
pervised exercise and
resistance training.

0O Other options: yoga,
tai chi, Qigong, Pilates, m
aquatic exercise, fo-
cused dance program ~ ®

B Anticipate use of anal-

gesia.

O Low-dose NSAIDs,
topical (diclofenac gel
or patch; for localized,
limited, superficial
jointinflammation or
patients who cannot L]
tolerate oral NSAIDs)
and oral (ibuprofen,
naproxen, celecoxib);
provide guidance on
proper administration. ~ ®

B Assess patient and family
understanding of recom-
mendations and rationale.

O Identify barriers to
adherence.

If symptoms do not improve
in four to six weeks,

escalate to the next level of
therapy.
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RED FLAGS
m Risk of fall because of mobility issue

ADLs—activities of daily living; DMARD—disease-modifying antirheumatic drug; NSAID—nonsteroidal anti-inflammatory drug
Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Cappelli, Naidoo, et al.,, 2017; Cappelli, Shah, et al., 2017; Durham et al., 2015; Merck, 2017; National Cancer Institute, 2010.

Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIXES A-K: CARE STEP PATHWAYS

APPENDIX J.
CARE STEP PATHWAY FOR MANAGEMENT OF NEUROPATHY: MOTOR OR SENSORY NERVE IMPAIRMENT
OR DAMAGE

GRADING TOXICITY: NEUROPA

Grade 1 (mild) Gra
m Peripheral motor: u
asymptomatic; clinical or
diagnostic observations
only; no intervention u
indicated

® Peripheral sensory:
asymptomatic; loss of
deep tendon reflexes or
paresthesia
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RED FLAGS
® Guillain-Barré syndrome
B Myasthenia gravis

ADLs—activities of daily living
Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Kumar et al., 2017; Merck, 2017; National Cancer Institute, 2010; Spain et al., 2016.
Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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APPENDIX K.
CARE STEP PATHWAY FOR MANAGEMENT OF NEPHRITIS: INFLAMMATION OF THE KIDNEYS

GRADING TOXICITY: ACUTE KIDN
Adisorder characterized by the acute los
Grade 1 (mild) Grade
m Creatinine level greater ® Crea
than 0.3 mg/dl; creat- 2 ti
inine greater than 1.5 equ
times ULN but less than
orequal to 2 times ULN

ADLs—activities of daily living; NSAID—nonsteroidal anti-inflammatory drug; PD-1—programmed cell death protein 1; ULN—upper limit of normal
Note. Based on information from Bristol-Myers Squibb, 2017a, 2017b; Kahler et al., 2016; Kumar et al., 2017; Merck, 2017; National Cancer Institute, 2010; Rassy et al., 2016; Spain et al., 2016.
Note. Copyright 2017 by Melanoma Nursing Initiative. Used with permission.
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MANAGEMENT BY GRADE
Mild elevation in creatinine (grade

Anticipate immunotherapy to con
Perform detailed review of conco
tions (prescribed and over-the-cou
ing herbals and vitamins, anticipati
discontinuation of nephrotoxic agel
Avoid or minimize addition of nep!
agents, such as contrast media for
tests.
Anticipate close monitoring of cre
(weekly).
Educate patient and family on imp:
adequate daily hydration, and seti
hydration goals.
Review symptoms to watch for wi
family, and remember to assess at
visits.

RED FLAGS

Risk of acute onset
Risk of mortality if unrecognized or treatment is delayed
The risk of immune-mediated nephritis is greater in patients receiving combination immunotherapy regimens and PD-1 inhibitors.

In addition to acute interstitial nephritis seen from PD-1 inhibitors, there are case reports of lupus-like nephritis and granulomatous acute interstitial nephritis.
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