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Disclaimer: This algorithm has been developed for MD Anderson using a multidisciplinary approach considering circumstances particular to MD Anderson’s specific patient population, services and structure,
Making Cancer History” and clinical information. This is not intended to replace the independent medical or professional judgment of physicians or other health care providers in the context of individual clinical circumstances to
determine a patient's care. This algorithm should not be used to treat pregnant women.
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GENERAL RASH MANAGEMENT
PRESENTATION/ASSESSMENT TREATMENT

Patient presents with new rash
after initiation of ICI' up to

12 months after last dose of ICI s N
v Severe rash:
o Full body skin exam » Hold ICI
« Oral/genital evaluation o Urgent consult/referral to Dermatology

e Refer to Pages 4-5 for dermatitis
management and Pages 7-8 for bullous
dermatoses management )

f A

Are blisters,

ainful skin lesions, -
> ?E)O% body surface area Yes ('« Continue current management o Refer to Dermatology
involvement, or CTCAE® of topical steroids for potential o See Page 6 for pruritus
’ flares after each ICI dose until i
Grade 3 No flare resolves (maximunm of Yes Without rash management
rash involvement 5 ks if i Is there
present? v N z weeks i continuous use) residual
(Grade 1 or 2 (mild/moderate rash) R ° ?3:12:;1 ;E?E?;ﬁ;z%e?em pruritus? No
e Continue ICI :Zaﬂed i )1 L
. Topl.cal sFermds for 2 week tr1a.1: Is rash Yes - Taper antihistamines as See Box A on this page
o Triamcinolone 0.1% cream/ointment for body responsive to

\ tolerated )

o Hydrocortisone 2.5% cream/ointment for face

or genital area
If pruritic:
¢ Add oral antihistamines for 2 weeks:

o Over-the-counter second generation
antihistamines (fexofenadine and cetirizine)
and

o Hydroxyzine 25 mg PO every 8 hours as

ICI = immune checkpoint inhibitor \ needed for pruritus )

topical
steroids?

e Hold ICI

o Continue topical steroid management

e Refer to Dermatology

e See Page 3 for further assessment/management

'PD-1 inhibitors (pembrolizumab, nivolumab, cemiplimab, dostarlimab), PD-L1 inhibitors (atezolizumab, avelumab, durvalumab), CTLA-4 inhibitor (ipilimumab, tremelimumab)
*Refer to Appendix A for Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0 Department of Clinical Effectiveness V1
Copyright 2024 The University of Texas MD Anderson Cancer Center Approved by the Executive Committee of the Medical Staff on 09/17/2024
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GENERAL RASH MANAGEMENT - continued
PRESENTATION/ASSESSMENT TREATMENT

See Pages 4-5 for

Persistent ICI rash despite ..
dermatitis management

topical steroid management A
Yes

Continue to hold ICI

'

Specific
dermatitis

Consider additional workup for diagnosis
specific rash diagnosis, as identified? ~ ~
clinically indicated: e Resume ICI
« Skin biopsy o No dose reduction, delay, or
« Oral/genital evaluation No discontinuation is necessary
o CBC with differential, CMP, v —» ¢ Complete resolution of rash is
AST/ALT e Escalate topical steroid not eXp! ected as symptoms will
« Rule out alternative causes: therapy' and/or flare with repeated infusions. —
o Viral or bacterial cultures « Wet wraps and/or Yes \_ Treat to patient comfort. ) o Regume ICI, if clinically
o Potassium hydroxide (KOH) | | « Narrowband ultraviolet-B Reassess rash Rash has 1ndlcgted .
scraping for tinea/candida/ (NB-UVB) light therapy® . decreased to » Continue prednisone
i in 4-8 weeks 3 taper®’, if applicable
scabies ¥ Grade 1°? I ; N\ per -, 1L app
o Allereic contact skin patch /) o If focal rash, consider adding x
testing P Reassess rash Conti : No | triamcinolone 5-10 mg/mL IL
& ) in 2 weeks ontinue curren every 4-6 weeks until rash
o Photosensitivity evaluation/ therapy
C . resolves
distribution i . . Reassess
Yes NE If diffuse rash, consider adding | rash
CMP = comprehensive metabolic panel Is rash prednisone 1 mg/kg PO daily I;S 1111(
ICI = immuqe checkpoint inhibitor improving? for 7 days4’5 WEEeKs
IL = intralesional .
! Medi oy for bodv and | ney No o Taper by increments of 20 mg
(§ 1um'p0 €ncy 1or body and low PO €ncy 1or . . Weekly to 10 mg dally v
face/genital areas. Refer to Appendix B for classes of topical steroids. > ; 45 See P 45 f
*NB-UVB takes 6-8 weeks for full efficacy \_  Mmaintenance dose Y, ee Pages 4-5 for
3 Refer to Appendix A for Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0 dermatitis management
*Initiate Pneumocystis jiroveci pneumonia (PJP) prophylaxis for prednisone doses equivalent to > 20 mg for 3 weeks or more. Continue prophylaxis for one month after completion of taper.
> Consider Endocrine consult for diabetes management and/or adrenal insufficiency workup Department of Clinical Effectiveness V1
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DERMATITIS MANAGEMENT'

CATEGORY
OF
DERMATITIS

Eczema

Lichenoid —

Psoriasis

o (Grade 3)

ICI = immune checkpoint inhibitor

IgE = immunoglobulin E
IL = interleukin

NB-UVB = narrowband ultraviolet-B
TNF = tumor necrosis factor

(o Continue therapy until dermatitis is clear’ )
o If ICI was previously held, resume when dermatitis

resumes to Grade 17

e For NB-UVB light therapy: when dermatitis is

—»| clear, consider decreasing NB-UVB light therapy
to twice weekly for 1 month, weekly for 1 month,
and then discontinue

e For systemic therapies: when dermatitis is clear for

3 months, consider trial off thera
\_ by J

GRADE TREATMENT
Moderate No need for dose reduction, hold,
(Grade 2) or discontinuation of ICI ) 23
e Anti-IL-4"" (preferred) and/or
o NB-UVB three times weekly*” and/or
Severe o Anti-IgE°
(Grade 3) —)‘ Hold ICI }
___ Moderate No need for dose reduction, hold, (o NB-UVB three times Weekly4’5 and/or
(Grade 2) or discontinuation of ICI e Acitretin 10-25 mg PO daily (preferred) or
o Anti-IL-17*’ or
o Anti-TNF**'" or
Severe Hold ICI o Methotrexate® 10-25 mg PO weekly
Grade 3) ; ; ‘o aci :
( L combined with folic acid 1 mg PO daily
( . 3,89 )
Moderate No need for dose reduction, hold, * Anti-IL-237"" (p referred) o .
T (Grade 2) or discontinuation of ICI o [f pustular or combined with arthritis,
anti-IL-12/23>%’ or
o Anti-IL-17>*’ or
Severe e Acitretin 10-50 mg PO daily or

Hold ICI o Anti-TNF>*! or

i

L * NB-UVB three times weekly>*

' Management is discussed with Primary Oncologist

*FDA dosing for atopic dermatitis

? Non-formulary at MD Anderson

*NB-UVB takes 6-8 weeks for full efficacy

> NB-UVB may be used as monotherapy or in combination with any of the systemic therapies listed
SFDA dosing for idiopathic urticaria

" Patient may have mild flare-up with ICI infusions but should completely clear between infusions

Copyright 2024 The University of Texas MD Anderson Cancer Center

¥FDA dosing for psoriasis

? Screening tests include HIV, T-spot tuberculosis, and hepatitis B and C. Consider
screening for fungal infections, if indicated. Consultation to Infectious Diseases
may be beneficial to help with screening.

'“Non-formulary at MD Anderson except for infliximab or etanercept
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DERMATITIS MANAGEMENT' - continued

CATEGORY GRADE TREATMENT
OF
DERMATITIS
Moderate No need for dose reduction, hold, s : : : ~N
 (Grade 2) or discontinuation of ICI e Doxycycline 100 mg PO twice daily and/or
e Hydroxychloroquine 200 mg PO twice daily
Granulomatous —{ —» and/or

o Anti-TNF>** and/or

Severe o Low-dose prednisone 10-20 mg PO daily™®
L Y
(Grade 3) Hold IC1T \- J/ (o Continue therapy until dermatitis )

is clear
o If ICI was previously held, resume

when dermatitis resumes to Grade 1’
If (1110t girefé‘lcﬁ’ dqne, ~ o When dermatitis is clear for
order the following: o Combination of cetirizine, fexofenadine and 3 months, consider trial off thera
o CBC with differential Moderate No neéd for dose hydroxyzine (preferred) or - 2
o IgE [ (Grade 2) reduction, hold, or o Anti-IgE® or
G6PD discontinuation of ICI - )
o . e Dapsone 50-100 mg PO daily or

Urticaria—»{ ¢« BP Ab — —» o Monitor reticulocyte count, hemoglobin,
. TSH ' bilirubin
Consider ?rdermg the | Severe Hold ICT e Prednisone 1 mg/kg PO daily™®
following: (Grade 3) 0 o Taper by increments of 20 mg weekly to
e C3/C4 10 mg daily maintenance dose™®
e Immunology consult | | o o , - o

Management is discussed with Primary Oncologist

*FDA approved dosing for psoriasis
? Screening tests include HIV, T-spot tuberculosis, and hepatitis B and C. Consider screening for fungal infections, if indicated. Consultation to Infectious Diseases may
be beneficial to help with screening.
* Non-formulary at MD Anderson except for infliximab or etanercept
> Initiate Pneumocystis jiroveci pneumonia (PJP) prophylaxis for prednisone doses equivalent to > 20 mg for 3 weeks or more. Continue prophylaxis for one month after
completion of taper.
% Consider Endocrine consult for diabetes management and/or adrenal insufficiency workup
" Patient may have mild flare-up between ICI infusions but should completely clear between infusions
SFDA dosing for chronic urticaria Department of Clinical Effectiveness V1
Copyright 2024 The University of Texas MD Anderson Cancer Center Approved by the Executive Committee of the Medical Staff on 09/17/2024

BP Ab = bullous pemphigoid antibody
C3/C4 = Complement 3/4

G6PD = glucose-6-phosphate dehydrogenase
ICI = immune checkpoint inhibitor

IgE = Immunoglobulin E

TNF = tumor necrosis factor

TSH = thyroid stimulating hormones
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Making Cancer History®

PRURITUS WITHOUT RASH MANAGEMENT

PRESENTATION ASSESSMENT TREATMENT
Refer to Pages 4-5 for dermatitis
Patient presents with pruritus —» management and Pages 7-8 for
without visible rash after bullous dermatoses management
initiation of ICI' up to Consider:
12 months after last dose of ICI e Labs: Is Yes
without other identifiable causes - BP Ab this identified - — ' - ~
| Referral to Dermatology || ° IgE dermatitis e Optimize OTC toplcals.. Sarna ,
e Procedures: or bullous bland emollients, capsaicin and/or
o Skin biopsy disorder? e Optimize oral antihistamines
Systemic workup for pruritus o Check for dermatographism No (combination of non-drowsy
causes: /re all Yes o Scabies prep antihistamines: cetirizine 10 mg and
¢ CBC with differential cal fexofenadine 180 mg PO daily in the
labs within ) o :
e CMP 1 | morning and drowsy antihistamines:
o« TSH ill(r)nrirtl;? Yes —»| hydroxyzine 25-50 mg daily at
e Stool ova and parasite (O&P), ) N bedtime)
if clinically indicated If treatable abnormality, e Consider adding:
address identifiable Is: o Gabapentin 100 mg twice daily
|, | cause, reassess for p rutrlltlus and increase as tolerated to 600 mg
b S 1 .
improvement in two resent? 3 times a (zlay

initiated

\_ atopic dermatitis dosing )

CMP = comprehensive metabolic panel No
BP Ab = bullous pemphigoid antibody ¢

ICI = immune checkpoint inhibitor
IgE = Immunoglobulin E

OTC = over the counter

TSH = thyroid stimulating hormones

Monitor patient as needed
duration of ICI therapy

'"PD-1 inhibitors (pembrolizumab, nivolumab, cemiplimab, dostarlimab), PD-L1 inhibitors (atezolizumab, avelumab, durvalumab), CTLA-4 inhibitor (ipilimumab, tremelimumab)

?Non-formulary at MD Anderson

Monitor patient at 3 month
intervals for duration of ICI
therapy
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BULLOUS DERMATOSES MANAGEMENT'

PRESENTATION ASSESSMENT TREATMENT
Patient presents with (. Discontinue ICI and do not resume or rechallenge )
bullae after initiation of e Hospital admission, likely ICU
ICI” up to 12 months after o If SCORTEN is > 3, consider urgent transfer to burn unit
last dose of ICI « Supportive skin care (e.g., cleaning of open wounds, non-adherent
Calculate sterile dressing, etc) o Reassess daily
Severity-of- e Ophthalmology and Urology consults « Once skin is
Diagnostic work up, consider Iliness Score for | | Consider depending on severity and rate of progression: | stabilized,
clinically appropriate tests from |—> Toxic Epidermal o High dose systemic steroid*’: care can be
4 the list below: Yes | Necrolysis X o Prednisone 1 mg/kg IV daily (maximum dose 100 mg/day) or downgrade?d,
« Hold ICI o Labs: (SCORTEN) o IVIG 1 gram/kg/day IV daily for 3 days (total dose of 3 grams/kg as appropriate
« Consult L, © BP Ab over three consecutive days) or
Dermatolo o IgE o Anti-TNF: Etanercept 50 mg SQ for one dose or
gy : . .. . . . .
o Tzanck smear/viral PCR e Cyclosporine 3-5 mg/kg/day PO divided in twice daily dose with
e Procedures: No \_anaverage duration of 7-15 days )
o Skin biopsy
o Direct immunofluorescence
—» See Page 8 for other bullous dermatoses management
BP Ab = bullous pemphigoid antibody ' Management is discussed with Primary Oncologist
ICI = immune checkpoint inhibitor ?PD-1 inhibitors (pembrolizumab, nivolumab, cemiplimab, dostarlimab), PD-L1 inhibitors (atezolizumab, avelumab, durvalumab), CTLA-4 inhibitor (ipilimumab, tremelimumab)
IgE = Immunoglobulin E 3 Refer to Appendix C for SCORTEN scale
IVIG = intravenous immunoglobulin *Initiate Pneumocystis jiroveci pneumonia (PJP) prophylaxis for prednisone doses equivalent to > 20 mg for 3 weeks or more. Continue prophylaxis for one month after completion
SJS = Stevens-Johnson syndrome of taper.
TEN = toxic epidermal necrolysis > Consider Endocrine consult for diabetes management and/or adrenal insufficiency workup
TNF = tumor necrosis factor %Screening tests include HIV, T-spot tuberculosis, and hepatitis B and C. Consider screening for fungal infections, if indicated. Consultation to Infectious Diseases may be beneficial

to help with screening.

Department of Clinical Effectiveness V1
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BULLOUS DERMATOSES MANAGEMENT' - continued
ASSESSMENT A TREATMENT

e Continue current management until rash improves
e Resume ICI, if clinically indicated
e Complete resolution of rash is not expected as symptoms will flare with

If focal disease: Yes repeated infusions. Treat to patient comfort.
high potency topical] Response B
steroids” with oral seen? N ; ; : 3 ™
antihistamines If d1ffgse disease or failed localized tr.eatme'nt cqn51der :
x No e Adding dOX};C}’Cllne 100 mg PO twice daily with or without
n1ag1nam15(16e 500 mg PO twice daily or See Box A
o Anti IL'4 T or . . - l_> on this page
Yes e Prednisone 1 mg/kg PO daily (maximum dose 100 mg/day)” Yes
o Anti-IgE’ or .
it bullous |« Single cycle of two infusions of rituximab® 500 mg IV atan |— Reassess m Response
pemphigoid? interval of 2 weeks or 2-4 weeks seen?
No ¢ IVIG: 2 grams/kg total dose IV distributed over 2-5 days No
every 4 weeks or |_> See Box B
o Methotrexate® 10-25 mg PO weekly in combination with on this page
folic acid 1 mg PO daily or
\_* Mycophenolate mofetil 1,000 mg PO twice daily )
o[ Iheres s Valeyclov | gt e s dy o7 655) 1 e st e
. : IgE = Immunoglobulin E
disease? o If no identifiable disease: Consider edema bullae IL = interleukin
IVIG = intravenous immunoglobulin
" Management is discussed with Primary Oncologist " Initiate Pneumocystis jiroveci pneumonia (PJP) prophylaxis for prednisone doses equivalent
*High potency for body and low potency for face/genital areas. Refer to Appendix B for classes of topical steroids. to > 20 mg for 3 weeks or more. Continue prophylaxis for one month after completion of taper.
? Evaluate the patient’s disease status and the potential need for ICI rechallenge in cancer management ® Consider Endocrine consult for diabetes management and/or adrenal insufficiency workup

*Non-formulary at MD Anderson FDA dosing for chronic urticaria
’FDA dosing for atopic dermatitis
%Screening tests include HIV, T-spot tuberculosis, and hepatitis B and C. Consider screening for fungal infections, if indicated.

Consultation to Infectious Diseases may be beneficial to help with screening. Department of Clinical Effectiveness V1
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APPENDIX A: Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0

Skin and Subcutaneous Tissue Disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Macules/papules covering
10-30% BSA with or without .
Macules/papules covering

symptoms (e.g., pruritus, 0 .
burning, tightness); limiting > 30% BSA with moderate or N/A N/A

; severe symptoms; limiting self
instrumental ADL; rash Vere Symp ; limiting

covering > 30% BSA with or care ADL
without mild symptoms

Macules/papules covering
< 10% BSA with or without
symptoms (e.g., pruritus,
burning, tightness)

Rash maculo-papular

ADL = activities of daily living
BSA = body surface arca

Department of Clinical Effectiveness V1
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Making Cancer History®

determine a patient's care. This algorithm should not be used to treat pregnant women.
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Disclaimer: This algorithm has been developed for MD Anderson using a multidisciplinary approach considering circumstances particular to MD Anderson’s specific patient population, services and structure,
and clinical information. This is not intended to replace the independent medical or professional judgment of physicians or other health care providers in the context of individual clinical circumstances to

APPENDIX B: Class (Potency) of Topical Corticosteroids

High potency topical corticosteroids

Moderate potency topical
corticosteroids

Low potency topical corticosteroids

e Clobetasol propionate (0.05%)
e Betamethasone dipropionate (0.05%)
¢ Halcinonide (0.1%)

e Desoximetasone (0.05%)
e Triamcinolone acetonide (0.1%)
e Fluocinonide acetonide (0.025%)

e Desonide (0.05%)
¢ Hydrocortisone acetate (2.5%)

Copyright 2024 The University of Texas MD Anderson Cancer Center
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determine a patient's care. This algorithm should not be used to treat pregnant women.

APPENDIX C: Severity-of-Illness Score for Toxic Epidermal Necrolysis (SCORTEN) Scale

Risk Factor Point

Age > 40 years old 1 Point
Malignancy 1 Point
Heart rate > 120 beats per minute 1 Point
Initial epidermal detachment 1 Point

BSA > 10%

Serum urea > 10 mmol/L 1 Point
Serum glucose > 14 mmol/L 1 Point
Bicarbonate < 20 mmol/L 1 Point

Score Range: 0-7

SCORTEN Score Interpretation

Number of Risk Factors | Mortality Rate
Oorl 3.2%
2 12.1%
3 35.3%
4 58.3%
5 or more > 90%

Copyright 2024 The University of Texas MD Anderson Cancer Center
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