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Learning Objectives

= Prophylaxis and treatment of dermatological toxicities associated with EGFR
inhibitors

= Counselling of patients on the anticipated dermatologic toxicities associated
with EGFR inhibitors
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How to prevent or freat these
dermatological toxicities?




MASCC Guideline in Prevention and
Treatment

Levels of Evidence

= Level | evidence is reserved for meta-analyses of randomized controlled trials or randomized trials with
high power

= Level Il evidence includes randomized trials with lower power

= Level lll evidence includes nonrandomized trials, such as cohort or case-controlled series
= Level IV evidence includes descriptive and case studies

= Level V evidence includes case reports and clinical examples

Recommendation Grades

= Grade A is reserved for level | evidence or consistent findings from multiples studies of level II, I, or IV
evidence
= Grade B is for level Il, 1ll, or IV evidence with generally consistent findings

= Grade C is similar to grade B but with inconsistencies
= Grade D implies little or no evidence




1. Papulopustular (Acneiform) Rash

= Most common (43-85%)

= Occur during the first weeks to months of EGFR inhibitor (EGFRI) therapy
= Present 7-10 days after drug initiation
= More common with monoclonal antibodies than tyrosine kinase inhibitors

= Affects mainly the head, neck and upper trunk

= Different from traditional acne
= Lack of comedones
= Often display crusting and confluence
= Pruritis more common

= Associated with treatment efficacy: TOS

= Effects are dose dependent

= Improvement can be seen within 1-2 weeks of therapy discontinuation




STEPP Study

Open-label phase II study

Preemptive vs reactive skin toxicity treatment for patients receiving panitumumab in

met CRC
2 - Pmph_!'"am'; skin freatment Prophylactic skin treatment
B Reactive skin treatment .
20 starting on day 1 to week 6
= Skin moisturizer
:‘E 15 Sunscreen (PABA free, SPF > 15,
E UVA/UVB protection)
= 10 Topical steroid (1%
L) .
= hydrocortisone cream)
G 5 Doxycycline 100 mg BID
0 Reactive treatment administered
anytime during the 6 weeks

Dermatitis Acneiform Pruritus Pustular Rash Paronychia
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Prophylaxis

Recommend Mot recommended Level of Recommendation Comments
evidence grades
Preventive (weeks 1-6 and 8 of EGFRI imtiation)
Topical Hydrocortisone 1% cream Pimecrolimus I C
with moisturzer and % cream
sunscreen twice daily Tazarotene
0.05% cream
Sunscreen as
single agent
Svstemic Minccychne Tetracycline I A Doxycychine 15 preferred
100 mg daily 500 mg ad in patients with renal

Doxveychine 100 mg ad

impairment. Minocycline
15 less photosensitizing.

= Postinflammatory skin alterations (erythema and hyperpigmentation) can last

for months or years

= Continue prophylaxis to minimize these late effects.




Treatment

Recommend Mot recommended Level of Recommendation Comments
evidence grades
Treatment
Topical Alclometasone Vitamin K1 cream v C

0.05% cream
Fluocmonide
0.05% cream ad
Clindamycin 1%
Systemic Doxveycline 100 mg bid Acitretin v C Photosensitizing agents
Minocychne 100 mg daily
[sotretinom at low doses
(20-30 mg/dav)

“EGFRI study

= Focus more on reducing inflammation
= Medium- to high-potency topical corticosteroids
= If severe, can consider short course of systemic corticosteroids
= EGFRI dose reduction/interrruption




Management of Pruritus

Recommend Mot Level of Recommendation  Comuments
recommended  evidence  grades
Preventive
Topical Gentle skin care instructions v ® D Consensus of experts
Systemic Steroids v b D Consensus of experts
Treatment
Topical Menthol 0.5%—pramoxine 1%—doxepin " B Treat underlying condition
Medium- to high-potency steroids first (rash, xerosis)
{triamcinolone acetonide 0.025%; desonide
0.05%; fluticasone proprionate 0.05%;
alclometasone 0.05%)
Topical Antihistamines 11" C These agents can become
Lidocaine allergens, and can be
absorbed systemically
Systemnic  Antihistamines” Iy A Nonsedating first; some may
need adjustment for renal
impairment
Swstemic Aprepitant” W D
Systemic  Gabapentin/pregabalin® A D Recommended as second-line
treatment only if
antihistamines fail
Systemnic  Doxepin \'n D

"EGFERI study
* Non-EGFRI noncancer treatment study

" Mon-EGFRI cancer treatment study
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2. Xerosis

= Aka dry skin

= Late onset (~1-2 months after initiation of therapy)
= Often accompanies or succeeds papulopustular rash

= Can turn into xerotic dermatitis (inflammation resulting from dry skin)

= If significant, can form skin fissures and deep cracks in the skin
= Usually in the fingertips, in the palms/knuckes or soles
= Painful
= Risk of infection
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Recommend

Mot Level of

recommended  evidence

Comments

' Preventive
. Topical

Orther

Treatment
Topical
{mald/

moderate)

Topical
(severe)

Bathing techniques using bath oils
or mild mosturizing soaps and
bathing in tepid water

Regular moisturizing creams

Avoid extreme temperatures
and direct sunhght

Emollient creams that are packaged
in a jarftub that lack fragrances or
potential irritants

Occlusive emollients containing urea,
colloidal ocatmeal, and petroleum-based
CIeamsS

For scaly areas, use exfoliants: ammonium
lactate 12% or lactic acid cream 12%%

Urea creams (10—40%)

Salicvlic acid 6%

Zinc oxide (13-40%)

Medium- to high-potency steroid creams
(triamcinolone acetomde 0.025%:; deso-

mide 0.05%; fluticasone proprionate
0.05%; alclometasone 0.05%)

m

mr*

Alecohol- I
containing
lotions

Retinoids or
benzoyl
peroxide

m

More greasy creams for use
on the limbs, but caution
use of greasy creams on the
face and chest

Exfoliants may sting or burn
when applied to eroded or
erythematous skin—apply
only on intact skin

" EGFRI study



Mdanagement

= If skin fissures occur

Recommend Mot Level of Recommendatton Comments
recommended  evidence  grades
Preventive
Topical  Wear protective footwear and avoid friction with [l B
fingertips, toes, and heals
Treatment
Topical  Thick mosturizers or zinc oxide (13—40%) creams [* B Cream application often

Liquid glues or cyanoacrylate to seal cracks

Steroids or steroid tape, hydrocolloid

dressings, topical antibiotics
Bleach soaks to prevent infection

Zmec oxide

impractical

YEGFRI study

® Non-EGFRI cancer treatment study
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3. Paronychia

= Seen in up to 17% of patients
= Occur > 2 months after therapy initiation

= Present with painful inflammation and suppuration of the nail folds
= Can bleed easily

= Usually lesions are sterile
= Secondary infection can occur

= Increased local trauma believed to be an aggravating factor
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Recommend Mot recommended Level of Recommendaton Comments
evidence  grades
Preventive
Topical Dhluted bleach soaks I A Recommend final concentration
Avord imitants of approximately 0.005%
(approcimately 1/4-1/8 cup
of 6% bleach for 3-5 gal water)
Treatment
Topical Corticosteroids Antifungals I A Recommend usage of ultrapotent
Calcmeurn inhibitors Antibiotics topical steroids as first-line therapy
grven cost and availability of these
agents
Systemic  Tetracyclines Empiric antibiotics— Al | D/A
employed without culturing
lesional skin
Antimicrobials: reserved  Antifungals
for culture proven
mfection
Svstermic  Biotin for bnttle nails I B
Orther Silver nitrate chemical ' D Reserved for pyogenic granulomata;

cauterization weekly
Electrodessication

MNail avulsion

cnsensus of experts

“Non-EGFRI noncancer treatment study

" EGFRI study



Management

= Minimize trauma
= Wear comfortable shoes

= Avoid excessive manicuring
= Wear gloves while doing household chores

= Decrease inflammation
= Topical corticosteroid
= Systemic tetracycline

= Prevent superinfection
= Antimicrobial soaks (diluted bleach or vinegar)

= Eliminate excessive granulation tissue
= Silver nitrate

= Nail avulsion

** Obtain a culture, treat with
antimicrobials as necessary **

e



4. Hair Changes

= Presentation:
= First 1-2 months of therapy:
= Trichomegaly (elongation and curling of eyelashes)
= Hypertrichosis eg facial hirsutism
= 2-3 months after initiation of therapy:
= Scalp hair changes
= Fine, brittle hair with frontal balding
= Generally resolves after discontinuation of therapy, although hair regrowth may be of
varying quality
= With time, scarring alopecia can occur and lead to permanent hair loss



Recommend MNot recommended Level of Recommendation  Comments
evidence  grades
Preventive hair loss
Topical For scamng alopecia, follow Preventive mterventions for W D
rash recommendations nonscarmng alopecia
Systemic For scamng alopecia, follow Preventive mterventions for v D
rash recommendations nonscarmng alopecia
Treatment hair loss
Topical Nonscarmng [IRIIN BT Consensus
Minoxadil 2%, 5% bid e of experts
Scamming
Class 1 steroad lotion,
shampoo, or foam
Antbiotic lotion
Preventive increased hair
Patient education and suppaort IV B Consensus
of experts
Treatment mereased har
Facial Eflornithine Waning, chemical depilatories e, I B Consensus of
hypertrichosis Lasers experts
Eyelash Evyelash tnmmings regularly IV B
tnchomegaly

“Non-EGFRI noncancer treatment study
" EGFRI study



Patient Education

= Patients should be educated about these potential dermatological events
before receiving EGFRIs

= Counsel patients on what to look for
= Encourage patients to use preventive measures
= Over-the-counter management
= Emphasize on correct administration method
= Eg Erlotinib to take on empty stomach. Food increases drug bioavailability

= Critical to ensure anticipatory coping



(EGFRis). Thess types of drugs
wark in a number of cancers.
They wark by blocking cell
processes that cancer cells
need to survive. They hit a very
specific set of cells in yaur
biody which is why EGFRIs are
called “Targeted Therapies™.
Marmes of the most commanky
used EGFRis are:

= Erlotinib {Tarceva®)

» Cetuximab [Erbitux®)

» Panitumumab [Vectibix®)
* Lapatinib (Tykerb®)

Unfortunately, like ather
cancer drugs, EGFRIS have side
effects. The mast comman
body part affected by these
druggs is the skin. These
inchude: an acre-like rash, dry
skin, itching. nail changes and
hair changes. Although side
effects are often mild or
maderate, an ooasion, they
can be severe. When side
effiects are sewere, your doctor
may need to stop treatment
either for a short ime ar
permanenthy. 5o, it is impor-
tanit ta know abaut preventing
and treating the skin side

Caring for Your Skin, Hair and Nails when on
“Targeted Therapies”

What to LOOK for:

Acne-Like Rash:

A acn o-Bke rash often Deging 1-2 weaks aftar
Slarthig (R d fiog. 1L iy COREN L ToF ety weaks
ared Thos & losdy Fmprove. it may ook Bo aone
Bl i i At aelrt aindd i1l Sl FSEeE wih
afi-acn fivid icites. The fmash occurs mesl oftes
o whe Tac, nascl, chesa and back. The rash may
Caira discomion of iiching. Far moa poogle, tha
rash b mild 10 modran sl will ot alscr daly
ik, For ST playks, This el b Mk sésng and
iy maks the person sel-oonscious abow the
iy Theiy oazbl

Dry Skin:

AREr a coupke of month, Y My HOToE that
yoour shin looks diy and scaly. Thi may happan o
o sk, bags o Dty The dhryn e iy D 5o
Sever that the skin on the Sngermips and hesk
crack.

Itching:

Mching mary sLan in T Tirst Tew months of taking
e U T My OLCUT O D Scalp, By aefic aad
s, i1 adsn migy inch whsne yoe hawe a rash or the
ki i A

Naiil z

O ol Whie Lt £l alTets of thiss Srugs can be
painTul swwidling s rodee: sroend this ingernais
of tesinaibe Somatimes thie nall aea can beccess
mlectad and regue aTHbacs.

Hair Changes:

AR i i O DR g Bor aretil [usuailly e
four moai), your Bai Moy change. Somotmad you
i I ganchis of Baid oF Nava Baie thisn isg. On D
otk hand, you may abo sotics hair geowing in
araas saech as the Tace. Epelashes and ayabeows may
Ao viry long. Loeg cuing ayelics sy Bothes
i and et your vikion.

What You Should Do to Prevent or Manage Side Effects:

General:

o Tidl ot dOCTor OF Merte 35 2000 at you Bares any
shin, hair of nail problans

o Al D i thie Sun amd o 3 SUnoesan with
am SPF of 30 or more.

1 kit Do s BT SRR, 0L MDY B ST

£ Gt o ) OCTO, i & IO HL.

Rash:

DU SeCler may prasoribe an antilatic 10 iy o
pravent of teeal thi rash. D net stop taking
your drugs wliss pour SOC10f OF Nurse 1S pos
[FT-1°8
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o Dl i, 1 Mo it
D o e a7 e 8 1P Pl

Dry Skin:

# For dry Shin, Uk reir-1he-oaiar mosiu s
Dean icraam®, Eucanin®, Aquaphor®) s gararal,
Lish CHATIN LG O Crddems sl in Dol and aeid
oTis.

» For vary drp shin that i scaly and Sy, use
w1 -Counlar Am-Lacrin® craam.

& Foof crachs in thie TirgerTifs, s Oeanms of
(LA 125 COT I i 1 e (| Desitin® ragalar
Of e ifeam sEimngiii®)

* Craches b mary B traatsd with Super Gha® Do
prerveel pain and allow heaking.

Wouwr doctor mary prasonibe spacial oreans b el
on dry panches that hot or hch.

Hair Changes:

o L @hiaTiri PRS0 PRI OWE ' W OF
inceRaked R growth. Swead wsing a stesght
FaReH, waning of chamicals.

Itching:

w For inchy Shiny e cvsr-Tha-oounter ofea ms dhat
conian manthol. (Sama Uitra craam ™)

& Onvar-Lha-counter anti-hisiamines pilk aleo may
el uck itching [Senadnd™, Claricn®, e
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ani-in Cabions Caurs SRTAWRIness, S0 pi May
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gina TGal™ o yieat Soched May order i2ecial
Ao Of ARaEn.

Nail Changes:

 For swalling and redisss ancurd Tieger or banaik,
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Mouth changes:

o I il Pianst iaduith Soees dan woft, nof-sgiry fonods.
o A iy peRECriEe pain madcing Especially
i Ui pain aflicts gating.
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