nsanwnslduaaawesviaiadneiiolunisshviasulurnusiaduiliauassunues

(%
U aa s

NN eUgIDNADIURALNTNWNAWBSSULNDS

UWENIYINT GWITUAI

unAngauasuiiudoyaatuiinvaineinusaauntnisfing 2554 liusnisluadatdyaign (CUIR)
\uuitudoyavestidndwoivendnus Ndsnunadudningidy
The abstract and full text of theses from the academic year 2011 in Chulalongkormn University Intellectual Repository (CUIR)

are the thesis authors' files submitted through the University Graduate School.

14
ca & ! =

Weninusiiludunilavesns@nmmunangn Uiy inemansumUadia
A1UIVI0NYIANENS N1AIYIDIYTANANT
AEUNNEANENT IHIAINTUUNINETY

Unsfnwn 2560

fvAvSURIIaINIAlNMINeNEY



PULSED-DYE LASER AS AN ADJUVANT TREATMENT FOR PAPULOPUSTULAR ERUPTION
CAUSED BY EPIDERMAL GROWTH FACTOR RECEPTOR INHIBITORS (EGFRIS)

Miss Yada Suphankong

A Thesis Submitted in Partial Fulfillment of the Requirements
for the Degree of Master of Science Program in Medicine
Department of Medicine
Faculty of Medicine
Chulalongkorn University
Academic Year 2017

Copyright of Chulalongkorn University



WV I TNUS nsfnernslduanagesviniadaoiiaiiunis
fnwnadulufuriaduidauagdumuesainnislien
Tugdfneduoalnsnuramessiainod

Ing WNATIYIN FNTIUA

#1913 91YIANANS

91FINUININGTNUSHAN  FOIPNANTINGE UWNVEUQYS AN neillins

91IINUTNWINETNUSTIN T99ANERTI158 AT, WAngngs Sudss Jgauseiiu

AIZUNNEANERS PAIAINTAUMNINGIRE ouliRliiuinendnusatuildudiunis

YRIMIANIAINENGATUTRY Y1 Unuain

AMUAPELNNEAENS

(FNan319158 WIewnng grdwed Tysdus)

AMZNTTUNTADUINGITNUS
_____________________________________________________________________ U3851UNTIUNIT
(FNANT1A138 AT, WIBUNNE Yua FIUNTZHY)
_____________________________________________________________________ 91915e7US Ny Anedinusudn
(309ANENT19158 LINNENGN N30 gneiitiag)
_____________________________________________________________________ 9191567US N Inendinud s
(599A18M519158 AT, WWNGNEN SuAeT Uyauseiiv)
_____________________________________________________________________ NITUANT
(19138 A3, wNNENe vlian Tuzeny iR

NITUNIINYUBANNTINY G

(H98an 3158 UNngnala 23S Aanusni)



QM1 gwssaund : MsAnwnsliuasamesvinadaeiioidunisinviaiuluivsinduiio
wazsuruesnnsldensudsdfine susalnamunlamesiiguines (PULSED-DYE LASER AS AN
ADJUVANT TREATMENT FOR PAPULOPUSTULAR ERUPTIONCAUSED BY EPIDERMAL
GROWTH FACTOR RECEPTOR INHIBITORS (EGFRS) .fiUsnuwninendinusudn: sa. wey. amil

ONEtLng, 9. AUTN¥ NN TNUETIN: 5A. A3, Wey. 3655 Jgyausediu, 108 nin.

Ausduusauazdunues  unadhafssinuldveslugduasiildsuadnvzifeingadn
epidermal growth factor receptor inhibitors (EGFRIs) n1s¥nwniiusananiivainvaneudddlaiinng
Snwiiiuszansanvseldnasndufisamelurasiinadiafesles  iawesadaie  (pulsed-dye
laser, PDL) lﬁgﬂﬁwm%’ﬂm?‘iuﬁwﬁqﬁﬁﬂmnmié’ﬂLa‘u 52089 A2 Fenudeanssnwd wiedhslsAny

Falifnsuun SNy uaIneIfInan?

Tgusvasd: ieUszifiuse@niamuagauuaendeves POL unissneasuluiuain

EGFRIs -> @aldidunissnwnasudmsuiiuainen EGFRIs

FBrsdnw: fuaedlasuen EGFRIs iflituvulunii 14 518 l65unsduidendrswadunih Tne
azdlunthlfsunssnuilag POL wagdnaslunthldsunisinwmasn (sham) Wunguaiuay nssnw
Inenalwosan 4 asamn 2 dUnii mavssduudaduiineudnu wiimsinulasiawesinads was fn
il 4 dUnvinduaimosaianiing lneldamanung (erythema index, El ¥a91n colorimeter) $1uau
suinuagsiuviues (lesion count) n1sUseilulagunnd (physician global assessment, PGA) n13Useiiiu
Tne{tae (patients satisfaction) Waz 5eFUANLTULSIY (severity grading) Tanllheynsnedansa

lasunssnwanasgiud leiun nstlesiuuen wazefendlardy (doxycycline) slinsulszmu

v
[

nan1sAnw: nasduganisine Rudululunihdailasunisinuilae POL fie1 EI Nlanas

o

111N sham sgedtudIAgyNINana (P<0.001, Aranadads 7.20 (30.65%) lu PDL waz anad 2.98

(12.69 & 2 91lu sham) A1 lesion counts anasluvsaaingy lnangu POL fuwwiltulumanisiidudfgy

' a

v9adii wenaNil A1 PGA uag patient’s satisfaction §3avusgneliteddglungy POL (P <0.001 uag

°o v v a = < v < =] 1Y) 1 < < v
P < 0.009 mua1AU) NaYILASINUMNENLaNUBELALIUULNEITIATIY LU BINSAU hazud lWusu

asuna: wwestiaiadameailudnmadentunsihviasudmsuitieiubuunuassunues

9n81 EGFRIs wagnuinUselegilliiuiuainn1ssne 1ngianizn1sanninatag

N

MY gIAIERS aeiloveildn

AU engsAEnS awilade 8. MUSNwIAN

YnsAnwn 2560 aneilae . MUsnwsIU



# # 5974058930 : MAJOR MEDICINE

KEYWORDS: PAPULOPUSTULAR ERUPTION / EPIDERMAL GROWTH FACTOR RECEPTOR INHIBITORS /

PULSED-DYE LASER
YADA SUPHANKONG: PULSED-DYE LASER AS AN ADJUVANT TREATMENT FOR PAPULOPUSTULAR
ERUPTIONCAUSED BY EPIDERMAL GROWTH FACTOR RECEPTOR INHIBITORS (EGFRIS). ADVISOR:
ASSOC. PROF. PAWINEE RERKNIMITR, M.D., CO-ADVISOR: ASSOC. PROF. RATCHATHORN
PANCHAPRATEEP, Ph.D., 108 pp.

Backeround: Papulopustular eruption is an exceedingly common side effect from targeted
cancer therapy with epidermal growth factor receptor inhibitors (EGFRIs). Treatment options vary and
there are unmet needs for rapid and effective treatments with minimal side effects. Pulsed-dye laser
(PDL) has been reported to treat inflammatory dermatoses including acne vulgaris with promising results.

However, its utility as a treatment for papulopustular eruption from EGFRIs has never been explored.

Objectives: To evaluate the efficacy and safety of PDL, as an adjunctive treatment for

papulopustular eruption from EGFRIs in a double blinded, randomized, controlled fashion.

Materials and methods: Fourteen patients with facial papulopustular eruption from EGFRIs
were recruited. Half of the face was randomly selected to receive a treatment with PDL and the other
half served as a control with a sham treatment. The laser therapies were delivered for 4 consecutive
sessions at a 2-week interval. The patients were evaluated at baseline and every visit including a follow-
up visit, 4 weeks after the last laser session. Clinical outcomes were evaluated by erythema index (El)
measured by a colorimeter, lesion count, physician global assessment (PGA), patients’ satisfaction and
severity grading scores. The patients could continue their standard treatments namely photoprotection

and oral doxycycline.

Result: A statistically significant reduction in El was observed in the PDL-treated side,
compared to the sham (p<0.001; a mean reduction of 7.20 (30.65%) in the PDL and 2.98 (12.69%) in the
sham). The lesion counts decreased in both groups with a trend toward significance with the PDL
treatment. Moreover, PGA and patient’ s satisfaction scores demonstrated a significant improvement with
the PDL (p<0.001 and 0.009, respectively). Side effects were mild and transient including pain and

edema.

Conclusion: An adjunctive treatment with PDL may be one of the alternatives for facial

papulopustular eruption due to EGFRIs. Additional benefits were observed especially for reducing

erythema.
Department: Medicine Student's Signature ...
Field of Study: Medicine Advisor's Signature .

Academic Year: 2017 Co-Advisor's Signature



ARANISUUIZAA

LY o = 1

YavauNTEANNYIUATd N InI i Teddnsaaasauanugmuneg

a1U13YINIINGT MATVIDYIANENT ANELIVEAENT JRIAINTAIININgNEdY

faa L3

FOIFNANTINNTE WNVENYIN1IA gnEtiding 01391589USnw1Ieinusudn

1Y

wazaavineveveunmasauaLasiiouduidlanasnnafivhanided



UNAAGDNVINIVIE .o N
UNARYDATVE VDN oot g
AN TTUUTEN N oo 2
BTTUR oo %Y
IR 3121010 N OO Y
BVTUBIAII erveeeeesssme e sessssss s ek q
BT TUURNTR AL eeeeeeeeeeeeeeseseseeesse et et by
TR YL a ALY R TES o3 3
UTIT 1 UV oottt ee e e ee e 1
1.1 AN AETINUBINTTITE 1o 1
1.2 AN VHUBINTTIVY oot 3
1.3 TOQUIBAIAUDINTTITE v eeessiees s 4
Lo BBHRTIU coerrvveereeereeee et eess sS4t 6
1.5 NFOULUIATIUAATUAITIVY (oo 6
16 ORI DU e e 7
1.7 AU TR TFIUNITIFY oo 9
1.8 FUWUUNNTITE oooeeeeeeeeeeeeemssemsssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssseeees 10
1.9 FFANTUNITITULRGID ..o 10
110 DU I ITETTTU oo 15
111 DOV TTITE oo 16
1.12 USRI L T UIINNITITY e 16

1.13 UaTIANOIAANTUUALUIATANTRALY e 16



Tive
UNTH 2 NUTIITTUNTIUITIAGITID e 18
2.1 THUNRINYT oo 18
2.2 WYITAWEN (PALNOGENESIS) ... 19
2.3 dnwen19Aatinlarn153H3a8 (clinical manifestation and definition) .................. 23
2.0 MIUTHATUTEFUANAITULT VAU AU AIVUB oo 25
2.5 1153 NEMAZANTTOITURUDINEITINGTY oo 28
2.6 UNUINYBRaLT0SYIANAAAIETUNITIAMILTO oo 31
2.7 unumvesiawesuiaiadaelunsnwiususiauasaumues ... 37
2.8 At AEeTioN AT UM DS TANAGANY oo 38
UTTE 3 ST UN TSI oo e e 39
3.1 UTEUINT e o PRERIIEGE) |\ e s renasrans 39
3.2 NAHATDEN oo eeeeeeeessess et 40
3.3 FuRUlUNSANTUAITITOTAGALUBOR oo 44
B0 MTTVUTTHUOU e esess s 57
35 MITIATIZVIVOUR ovvvvrrrverrrressesesresesseesresesssss s 59
UTITE & BOIT I oo 60
4.1 AUANYAEYBIUTEYINITIUNITANY oo 60
0.2 WANTNTIVY oo 63
UM 5 8AUTIE ATUNANITITY WATTOIEUBIUE oo 76
B DAUT VUG .o 76
5.2 QAMDIYBINTTIVE ..o 80
5.3 FOTNNAIUATTIVY werereeeeeeeeeeeeeeeeeeeeeeeee s eesee e eeeeeeseseseseseseeeseeeeeseeeees e ees s eee e esesen 81

Bl ATUNG oo 81



5.5 FBUEUBIUY oo eeeeeeeeeee e e e eeeeees e e s e s eeeeee s eses e ees s eeeeeeees e ees s eeseeesese 82
TUHIATTONIDT 1o e e e e e e s e e s e e e s e s e ees e ees e ees s ess e ess e eee e eesseeeeeeeeees 83
DV UBIU I eeee e e e e e s e e e e e e e e e e s e e e e e e e ee e 86

SVUPBIUINY 1) oo e e e e s e e e e e e e s e s e s s e s e e s e es e e s ees e ee e 87

DVPBHUAN D oo eeee e s e e eeseee e s e e s e ee e ee s e s e e s s e e s s ee s oo ees e eee s eees s 88

DV Pl oo e ees e s e e e e s e e s s e e e e s e e s e s s ee s ee s e e s e s e 89

DVAHUIN e eeeeseessas et e ateeete e eees e ses s eses s ee e s esesseeeees s eses e 90

AVAIHUIN D oo sesseee et s e eesseess oot sasseeese e eees e esss e eeesseeseees e eeseseeesseseend 107

QU

UTETADIUINITINUT 1ot tsiieie e 108



2

GUEITRT MR

Wi
MINT 1 UERe MvuanslunsAnwwazsIuTideya (study schedule and data

COLLBTTION) e ettt ettt et 58

MI5797] 2 Aalanvl Yol 15N uYeyarinauni1TinIveY 14 9g

(DASEUNE CRGAIACTEIISTICS) <ottt ettt 62

§ITN9 3 AT NUANNITUAGULUAYDIAURAEAINLAY (erythema index, El) 5E3TN

NGUAYOTHATAVIUDZADTOTIAD .cvcccveteseressseressseenesssensssssenessssessesseeee 64

MI5N7 4 UanemIs NN iRzuILlngunne uazgidnIun15398 MR TUTEUIIA)

WUUFAIY (quartile rating scale) iaUm1%is e usasaun g UAUNauNIT

1399 5 UaaIAaaeYeInIsUsduNaN 19 ve sRugdns il g nm R amIa
3 ¥ (physician global assessment) s¥nINNgUsALTOTHAGN ILUAZIAITOT

waen AN usasaUniiiguRuneunsiny) uanutunzuudigas

#7379 6 Uansrlseg (median) ve3nIsUseidiunalngsiuvesiugudnguuealag

5191398 (patient’s satisfactory score) senINNGUIALTOTHAGN 1L UAZIAITOT

waon aUAT 10 u3e 4 FUnivainIsiawesnsigareisuiuneunIs

MIFNT 7 MITNUIAINITUFEUUUAIYIA NRBET NG UTAkAFUUD

(papulopustular lesion count) S¥MINNUBLTOTHATA 1EUAZATOTAEN........ TO



GUEITATR Y

ATy
A9 1 uansnalnnisdugdinesuealnsniiamessisUnesNusuRIULEaaRITY
. ®)
(KETAtINOCYEE) oot 21
A v U aa ¢ sy sl a a o
A9 2 uansnalnnisdugidinesuealnsninamessiwUimesNusuRIvLaa Ly
©

(SEDOCYLE) ..o 22

AWM 3 LAAIANNEIATUVBILENALRTHAdA e oY w1 SeAduLaIDs
21

BIERBA oottt 36
AN 4 UAAINITATUTURDUNTTINIULULAEATI (VISIE) e 57
A9 5 wansguaienanainsendiognsmed 1 Alasumsshulaswansawesyiniad

AeUSUASIlUNTNRILYT wastawesrasnusuassluntiuge Tnaidu

| | o . ® N ~a

sUnga1nNsanelagiATes Visia  WUUAINEDSS (N) Uag ANAMETLAAIYN

wAs (red spots) (9) WIBULMBUIZHINABUNITNEN (5.10 ey 5.19) LazRnnu

NdUAIN 10 (4 FUAMUAINITINGT) (5.20 UAE 5.20) AUEINU.ovvveeeoere 71

-'-NI 1 v} L3 1 ‘:l' Qll Y U [ a v 5
A9 6 wansgUaeanadinsendiegesen 2 Alasumsshulasuanawesyiniad
AEUSAUASILUNTNANLYN Laslalesrasnusiaasalurtneuge Taeidu
1 i a b1 ® a a aa
sUganMsaelagiAIes Visia  wUuAIWEISS (N) wag MNAMENLAAIYR
ua (red spots) (3) WIBULBUSEINNABUNITAEN (6.10 Ly 6.19) LazRnnu

AT 10 (@ FUAYUSINITTNEN) (6.20 LAY 6.2) NS U 72



bbNUS)

bbNUS)

bbNUS)

bbNUS)

bbNUS)

bS]

WA
U

LNUN]
Y

A15UYUHUNA
Wi

7 1 UANINTOUUUIANLANTUANTITY e 6

72 uamﬂﬂwswjaﬂuuﬂaquQﬂﬁLaaaﬂﬁﬂawmumﬂ(emﬁherna|ndex El) 951774

ﬂduwn%asﬁhawwauax&%%aiwaan ........................................................................... 63

73 LLﬁ(ﬂ\‘iNaﬂ’ﬁﬂiuLMUN@NU@NLN@@N%H@QI@EJLL‘W‘VIEJN’JWLN 3 71U (physician

global assessment) sgniNnNguLaaINadAIBuALIADITNADN waﬂmﬂwmwaq

1 [y ¢ [y 1 [ [ ! o v o

wingdUAgURUnauNSTiN® LAALUUATUUWLAREAIAUTU .ooeeeeee 65

17 4 nan1sUszilunalaTnvesiususindumuedandiiide (patient’s

satisfactory score) s¥Mi9nguIaLTasRadABUaTIaIeaen AdUaWT 10

w30 4 dUamivainsiawesasiaavnafisuiuieunisin wanadudiuan

%L%1°% FAALUUUMAREANTUT 68

il 5 uansnsiasuuUasuesaRdsdudusinuazduues (papulopustular

lesion count) S¥MINNFUAGDTNAAAISUALLAGDTARDN .ovvrercrvvvcerrrreernneen 69

7l 6 wanmatraReuarduannsiae fveduntisaesi . .. 73

7l 7 uananrfianelalnesanvestheiidunsivl 10 vi3e 4 FUavivdimsiaes

PITIRAVINY oo 74
71 8 uannURINE LA TINVBIPIITEUUBRTUAIUAN e 75



AsUNedyanYal hazAYD

EGFR
EGFRIs

PDL

CTCAE

NC

TGF-B1

ccL

CXCL
TNF-OL
PPAR-gamma
COX-2

ICAM
VCAM

Epidermal growth factor receptor
Epidermal growth factor receptor inhibitors
Pulsed-dye laser
Common Terminology Criteria for Adverse Events
National Cancer Institute
Transforming growth factor-betal
CC chemokine ligand
CXC chemokine ligand
Tumor necrosis factor-alpha
Peroxisome proliferator-activated receptor-gamma
Cyclooxygenase-2

Intercellular adhesion molecule

Vascular cell adhesion molecule

BN



uni 1

unn
1.1 ANUEIAYLATNNIVBINITINY

Jaguu erredunisinsgyiulnveawadunsaiiagad epidermal growth factor
receptor inhibitors (EGFRIs) LU erlotinib, cetuximab ﬁﬂ’liﬁ’mﬂs{ﬂumﬁﬂw’lﬂﬂw
TsauziSanndy egdlsfiny wudenguiinatademnsinu Bamds vy wasdu &9
65-90% TaefidoiSenanizin ‘PRIDE’ (Papulopustular and/or paronychia , Regulatory
abnormalities of hair, ltching, Dryness due to Epidermal growth factor receptor
inhibitors) syndrome

n94in papulopustular eruption Junathafesiinulduesds fovay 45 -100 lu
rﬁﬂwﬁlﬁ%’um EGFRIs(1) U39Uuldinaueiann National Cancer Institute  Common
Terminology Criteria for Adverse Events v4.03 (CTCAE) (NCI 4.03)(2) iag revised
grading system based on National Cancer Institute Common Toxicity Criteria version 3
(3) TuNITUUIAINTULIIVRINATINABIIINET InenInuusnu CTCAE score Agnuln So8as
73 ety naudnaninatinfesinegluseaulisunss (grade 1 uay 2) wag Sogay 10-

20 Anat1uAeTEAUTULs (grade 3 wag 4)(@) Tagiudnnundsantasuen 1-2 dan

'
o a

9INTINTURSIN 3-4 FUAM UaendsaIntiu 2 §Uant oINsdinazisuIuLTIanas witugiae

' o
) 2 1 =

vrssenu duasegliuiunaneiion(s-7) wuiinisiin dudsnanifinudidglums
Adinedeunn Madidesann ﬂ’]iLﬁ(ﬂﬁuLﬂuUﬁﬁ‘%ﬂ’]ﬁLﬁWﬁu fauduiusiuy dose-
dependent ffugn EGFRIs wae Aufiiiuanisnisnevaussiifveasaduzismosdiuusss
EGFRIs(5,  8) usiluvazifenfunuingiae viangy fUfATendananiiguusann viedl
HANTENUABAMAINTIN(G, 10) Fedenasion1slden EGFRIs Tnewuin Sovar 32 sududes
vganssnw uaz Jevar 76 SududesuSurnaeili(d, 6)

Uaqdu Ms§nwIRiu papulopustular eruption fAnanen EGFRIs T udamunan
qumwaaﬁu f14 Common Terminology Criteria for Adverse Events CTCAE version
4.03(2) wazwUIsnstlosiu uaznisSnwiiiumy Clinical practice suidelines for the

prevention and treatment of EGFR inhibitor-associated dermatologic toxicities(6) o8

N3Nt dvisnsldemianiz 19 topical corticosteroid %3 clindamycin waznsld



815uUTENIY WU doxycycline minocycline %38 low dose isotretinoin Wsig19lsiniy

Y a e

] av Yo ) A . a ' A
wudgUasuseflasun1ssneiu papulopustular  eruption  lngdgdananiniieglu

Y

Ly

Uaqliu delinanissnundeldfiiieme Inelianngvaiedssnis faegraau nislineuauss
AoESNWIANY N1sNUlNatIBABeAnTuNeT W a1n1seauldnaslaangs doxycycline
wson1snuinssnwnegludagulidaiuisasher einisuasiiinanduionwnsles

(telangiectasia) lugtreurangula

I '
LYY Ya v = ¥ a

Faugideiedosnisfnuinisinuidiudug fegdrsaanadiafssduduves
papulopustular eruption Lﬁdﬁﬂﬂ?ﬂﬁ%ﬁﬂ’l EGFRIs Aifliufivsueniianismavauesdfinves
waduzieienn anunsafarldendenanlumsinuldseluluruefivanza finaan
%3mmaa;§ﬂwﬁgqmﬂﬁmﬁa ANLLASTIRRTURaE AT NRBeN1s 3w Fan1sinwnalnnis
Anfiy papulopustular eruption th wmfwLﬁmmﬂqwémamﬂumiﬁuéﬁq epidermal growth
factor receptor fiuinauwadimlsdng dwaliilasnszdunissniaugnuaesiiunniuG,
9,10) detunstiunsinwlnenmsanaisnsedu n1sdniau wavandudendesuiinmiuis
dandunnvesgnannlunis$nwiiy papulopustular eruption Iuﬂﬂaaﬁlﬁ%’um EGFRIs
fanam Feeghalsfinutiagiuddlifinsfnulunmsiiawes vdemssnwiaiy dug uild

wastaasviinWadnie w38 pulse-dyed laser (PDL) flunumlunissnwilsa v
Avfavaneviin lnsmiznisinwiseslspnndudentwinidn Wesndu laser fifinay
§19AAU 70 585 Waz 595 WILULLAT G?i'mnasﬂmmsuaa oxyhemoglobin  Tun1si8u
chromophore uaﬂmﬂﬁu{]wﬁ’u gaiin15n PDL wnlalunissnwn inflammatory  skin
diseases 1 acne vulgaris(11-16) %39 localized plaque psoriasis(14) lagwua1 PDL iy
NsuanIeenvad TGF-betal Fudu immunosuppressive cytokine @NafanN1TaANITONLAY
LLazéjﬂﬂizﬁu neocollagenesis 84 fibroblast 5214 collagen remodeling Tunsasiasy
wound healing(12, 13, 16, 17)

[

ag19lsAnu Tudaqiu eliifinsin pulsedyed  laser  w1ldlunis¥nen

Va

. Yo [ [ o a v & =
papulopustular eruption 1AN15k5UY EGFRIs Tudnwaizitunissnunasy dadugided
Aoen1snasfnuiunumueanisly pulse-dyed laser ieilunssnunasuluduienfiiu
Aanand Tuin1SANALLAIYDIN LAY AITUTULTY VBaRuA LB Teilienvzlatidayas

TdszneunsinwgUaesely



1.2 A1DIUYBINISIAY

ADIUNEN
AZLUUAILLAY (erythema index) UB9RUBLA papulopustular eruption 21A8M

Snwnuzise allagad EGFRIs dsannmssnuilaanisld pulse-dyed laser 1unissnw

o w

3w Swfumsinvinesgiu fussdnmsnmdninegadifuddyviol Wewsuiiisuiu
N13ASUNITINET UINIFIUBE IR

A10131584

1. $nuveiuyiin papulopustular eruption  (inflammatory lesion count) 2181501

uzi5sudinyat EGFRIs ndsainmssnulaensld pulse-dyed laser 1unssnwiasy

=

FwAuNIsine Wmsgu denuusndvegdideddgriold Weowsuieuiunislasy

o

N135NYIUINTFIU BEIAET

2. %LLuummquLL’N%aﬁu papulopustular eruption Ineldinauaiann revised grading
system based on National Cancer Institute Common Toxicity Criteria version 3 Lﬁa
THUssidiu amnugunssvesiuiildunisdnwlagld adjuvant pulse-dyed laser Wungy
fnwn waza3afilésu msdnwilag cyogen Wungueunn snafusgnadidoddyvidelsl

3. AZWULATLTUUTIYRRY papulopustular eruption Tagldinausiann The Modified NC
Common Terminology Criteria for Adverse Events v4.03 (mCTCAE) Fadunaaii
fnUasa1n NCl Common Terminology Criteria for Adverse Events v4.03 (CTCAE)
(NCI 4.03) fiailuiieldf Ussifiuamusuussvesiuiiudnaluniheieildsunssnulngld

adjuvant pulse-dyed laser {ungufne wazesanlazunsinwilag cryogen 1ungu

o w

AIUAN finafuegaditud Aty vivel
4. pzuuunsusefiunalaaunmd (physical global assessment scores; PGA scores) fions

Snwrunudnauiia papulopustular eruption a1nendnwusaviagadl EGFRIs

I

#a991nN35nw a5ty pulse-dyed laser Wun1ssnwiasy sauiun1ssnwIInsgu

o w d\/lel

MnMsUszliugUate danuuwansdnegifvddgvseli WewSsuiieuiunislasunis

o

$hw nsguegInfed lnglvinzwuunuunsUssuaAuUEdIU (quartile rating

scales) lnganunsaseyn1siasuwlasuesiunslusunfnvuuas e as

5. AzwuuNUTElluRalagglin3913dY (patient’s satisfaction) Mitanelasenanissnuiu

1w a

susniEy ¥ln papulopustular eruption 91nenshwnuziSwiagui EGFRIs ndsainnis

q



Snwlaenisld pulse-dyed laser unsdnwady saufun1ssnewiuinsgiy da
uandeesiifdfrieli WewSsuiisuiums Tunsinvinessuediade Tag
TAzuuunuImsUszanam wuuddiy (quartile rating scales) Inganansasyynis
Wasuudaswesiuisluduilituuasieas

6. fradhafssilenaiAntuainmsdnuie pulse-dyed laser wieliuasdinruunsaiy

a814ls

1.3 TngUsasAvan1sivy

I UszaIAnan

LﬁaﬁﬂmmsuﬁauuﬂawaqsaaLLmﬁwjué’maU (erythema index: E)  wilm
papulopustular eruption a1neFnwINsSwdagal EGFRIs  wdinissnunlaenislyd
pulse-dyed laser Jun1ssnweasy sawiunissneiuinsgiu lnensinaanuuaainnisia
vuitudendunizly uwasthumenads dadugniaiu ynadsiifineminnu fewndos
colorimeter
NOUITAIATDY
1) LﬁaﬁﬂmmiLU%HULLUaaﬁTwuaumaﬁusjué'ﬂLawﬁm papulopustular eruption 2181
$nwuwide vfiasjain EGFRIs 34l63U pulse-dyed laser iuns¥nwiaiu saufunis
Shwnnsgu Inedwiugudnausne8an visual inspection way palpation

2) LﬁaﬁﬂwmmmummguLmﬁumﬁu papulopustular eruption Iagldinauaiann revised
grading system based on National Cancer Institute Commmon Toxicity Criteria
version 3 tieldUsuiiiumnuuissesiiuiunalunieieildfunisinulagly
adjuvant pulse-dyed laser Lungu@nw uazaTaiiléfunisinuilag cryogen ungu
AIUAY

3) iloAnWIALILUANTULIIVBSHU papulopustular eruption Tagldinasiain The
Modified NCI Common Terminology Criteria for Adverse Events v4.03 (mCTCAE) R
Junawificaudasain NCI Common Terminology Criteria for Adverse Events v4.03
(CTCAE) (NCI 4.03) eilifieldussdiunuuusswesiiuiivinalumadeildunissne
lngld adjuvant pulse-dyed laser Wungu@ne waresaiildsun1ssnunlag cryogen

1d 1
WunguAIuAu



4) LﬁaﬁﬂmmwuumiﬂﬁzLﬁumaimml,wwé (Physical global assessment scores; PGA
scores) Giams%’ﬂmﬁwjmé’mawﬁm papulopustular eruption 9nasnuz5UTnYs
W1 EGFRIs a9a1nn1s3nwilaenishd pulse-dyed laser \unissnwiasu sauiunis
$nwsasgIu nmsUsziiugUane TaslinsuuumasnnsUssnuauuuadan Tng
a’lmimzqmim?ﬂ'ﬂuwaﬂ %aﬂﬁuﬁgﬂuﬁ’luﬁaﬁuuazLLEJ'EN (photograph assessment by

two blinded physicians on quartile rating scale) Waduganisfny lnsuvadusssiu

et
. ATWUY +4 = AT 76-100%
. AU +3 = FTu 51-75%
. ASIUL +2 = ATY 26-50%
. AU +1 = AT 1-25%
. avwuy 0 = lifimswdeuuilas
. AZIUL -1 = LUas 1-25%
. AZLUU -2 = LEUas 26-50%
. AZLUU -3 = Lgad 51-75%
. AZLUL -4 = LUad 76-100%

Y a v

5) LﬁaﬁﬂmmLLuum‘sUﬁzLﬁuma‘lﬂmgwn% (patient’s  satisfaction) Giam'i%’ﬂmﬁwjm
dniauwiln papulopustular eruption anesnwmzswdagal EGFRIs #8991nn1g
Snwlaensld pulse-dyed laser 1umssnwiady $auAUNsSnwIInsgIu 910n1s
Uszifiuglane laelvinzuuy AuLIAsUTEIN AU UAE Y JGHERHAEREATHEE

Waguuwlas vasundlusunfduuazugas (quartile rating scale) adugan13Anw

Toenuaduszeu sadl

¥

. ATLUY +4 = ATU 76-100%

. ATWUY +3 = AT 51-75%

. ASIUL +2 = ATY 26-50%

. AU +1 = AT 1-25%

. azwuy 0 = lifinswdsunuias
. AZIUL -1 = LUad 1-25%

. AZLUU -2 = YAl 26-50%

. AZLUU -3 = LUad 51-75%

. AYLUY -4 = WUAY 76-100%



6) Wiefinwinadnudes (side effect) TAnTu wazAuTULsLTuENls TaudansuuuAIY
WU nMssnunlaeiawes (visual analog scales) Waduann1sAny lugUagiug
dniauvilin papulopustular eruptions ane1snwuzisswiingat1 EGFRIs 183910073

Snwnlaenisld pulse-dyed laser Wunisshwnadu swfunissnviunsgiu

1.4 @uuRAgIY

AMUUAFNNAFIY (null hypothesis, HO) : AZLUWAILLAY (erythema index) Yosiiuyin
papulopustular eruption ﬁLﬁmf\]’m&JﬁﬂmmL%wﬁmgqLﬁw EGFRIs #8931n1155n91laenIs
14 pulsed-dye laser Wunssnwasnsinau mesnwiuinsgiu kifinnuunnansegied
tfuddy WewFeuiiisuiu nislifunisinuanesgiuegiafen

ﬁwuﬂamuagﬂuue’h (alternative hypothesis, Ha) : AzluuAIuLAg (erythema
index) vosiiuafia papulopustular eruption ‘ﬁLﬁmfmﬂm%'ﬂw’mzL%Wﬁmjﬁli]ﬁ EGFRIs
wasaInMIsnelaensld pulsed-dye laser WunssnwEsuTInaU MIsnwuInsgu i

[

AuuaNEveglitaddny WellSeumisudu n1slasunmssnwiunsgiueien

1.5 NSAULUIAINAA LUNIFIAY

bS] 1 LAAINTBULLIANAALUNNTITY

Type of EGFRIs [ DosageofEGFRIs [ Duration of EGFRIs ]

Duration of the rash

The EGFRIs :
Severity of the rash

Skin of Disease (the
papulopustular

Previous and current
L treatment of the rash
individual
eruption)

Skin care ’ Laser
‘ equipment
Staffvs. . .
Erythema index of papulopustular Skin type —
i d by EGFRIs in cancer
eruption caused by parameter
I T 3
Evaluation

Genetic factors

With
adjuvant

‘\\ Doxycycline
L VS topical
- i clindamycin
[ equipment ] parameter]




1.6 Y9ANadUD9AU

PIEENAINNINTUNSS N RURUYlln  papulopustular  eruption  A1nNSiASUYY
Epidermal growth factor receptors (EGFRIs) uumisilsgauseslsailaigunsinin Aoeg
iuizﬁummqmlﬁﬂﬁ 1 2a %39 2b 910 revised grading system based on National

Cancer Institute Common Toxicity Criteria version 3 LagINeANALATIRNY

D

[ L

papulopustular eruption ﬁgmmag‘iummqumﬁzﬁw 3 ﬁﬁmwmﬁ”nﬂu%éfamqmm
EGFRIs 2zgnineenainnsidemuinadidnesn (exclusion criteria) lagwdnnisvesnis
donlinaugiann revised grading system based on National Cancer Institute Common
Toxicity criteria @adunasinlésunmsiaudasainsmuifuives Perez Soler et al™ Tng
mmsﬁéﬁ’mdm‘iwLﬁummiﬁuaarﬁﬂaaLLazﬁﬂwmzmaﬂﬁuLﬁuwﬁﬂ dewnlumsiseiiduns
T%LmqLaL%%ﬁdﬁ@ﬁaﬁmmﬁumﬁ'ﬂmLa‘%maﬂﬁumaﬂﬂﬂ’wLawwu%nmiwﬁﬂwhﬁfu 13
Ussifiumannasionn NC # FeenmagAndinisliinasififnausuismuiuiiseme Wy
CTCAE uaﬂﬁ]’mﬁlﬂm%mﬂ revised grading system based on National Cancer Institute

'qusLyu v A Y]

Common Toxicity Criteria Me33glddaudundnuneiy uaze1ns Fad1iun15ideveulde

'
P

WNTgn

Revised grading system based on National Cancer Institute Common Toxicity Criteria

version 3 (ANANUIN N)

Table Al. Rash Grading and Treatment

Grade Toxicity Treatment

1 Mild macular or papular eruption or erythema with Treatment optional per grade 2.
no associated symptoms

2a Moderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day until
erythema with pruritus or other symptoms that resolution of rash by one grade
are tolerable

2b Moderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and
erythema with pruritus or other symptoms that oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
interfere with daily life resolution of rash by one severity grade. Scalp lesions treated with a topical solution

containing clindamycin 2% with triamcinolone acetonide 0.1%.

3 Severe, generalized erythroderma or macular, Stop erlotinib therapy for 1 week and restart at 100 mg once per day. Treatment of rash with

papular, or vesicular eruption topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and

oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
resolution of the rash to grade 1 or 2A. Scalp lesions were treated with a topical solution
containing clindamycin 2% with triamcinolone acetonide 0.1% until resolution. Erlotinib
dose re-escalation was optional based on the discretion of the investigator and on
whether rash improved by one grade.

NOTE. Rash was graded by using a revised grading system based on National Cancer Institute Common Toxicity Criteria version 3.'°




NCI Common Terminology Criteria for Adverse Events v4.03 (CTCAE) (27A#437 ¥)

Skin and subcutaneous tissue disorders

Grade
Adverse 1 2 3 a4 5
event
Rash Papules and/or Papules and/or Papules and/or Papules and/or Death
acneiform | pustules pustules pustules covering pustules covering

covering <10%
BSA, which may
or may not be
associated with
symptoms of
pruritus or

tenderness

covering 10-30%

>30% BSA, which may

BSA, which may
or may not be
associated with
symptoms of
pruritus or
tenderness;
associated with
psychological
impact; limiting
instrumental

ADL

or may not be
associated with
symptoms of pruritus
or tenderness;
associated with local
superinfection with
oral antibiotics

indicated

any % BSA, which
may or may not be
associated with
symptoms of
pruritus or
tenderness and are
associated with
extensive
superinfection with
IV antibiotics
indicated; life-
threatening

conseqguences

Definition: A disorder characterized by an eruption of papules and pustules, typically appearing in face, scalp,

upper chest and back




The modlified NCI Common Terminology Criteria for Adverse Events v4.03 (mCTCAE)

(77ALIN A)

Skin and subcutaneous tissue disorders

<10% half-face area,

face area, which may or

which may or may not
be associated with
symptoms of pruritus
or tenderness; with
topical antibiotics is
indicated (1%
Clindamycin twice

daily)

may not be associated
with symptoms of
pruritus or tenderness;
with topical antibiotics
is indicated (1%
Clindamycin twice

daily)

Grade
Adverse 1 2 3
event
Rash Papules and/or Papules and/or pustules | Papules and/or pustules
acneiform pustules covering covering 10-30% half- covering >30% half-face area,

which may or may not be
associated with symptoms of
pruritus or tenderness;
associated with local
superinfection with oral
antibiotics are indicated

(doxycycline 100 mg/day)

1.7 Aflenangeufuanisnidlunside

EGFRIs-induced papulopustular eruption Aig nNslHubIntaniianeuy papule Ao

Auyy N

Y [

WiAugna1adesndt 5 Tadwns vse pustule FRRuMILEY BINILAINA1UARA

mumnds nnslasuenduusswiagadingy EGFRIs Inglifitadeduy Wuawnuenain

nstasuen Inegthednlng g

'
=]

'
a o

aganadniiiunuTalunt useranuindigiguasei

% a

AUNUSUNTATYE YIodIUde) U89519N Y

waaLgesytnnadaiy (pulse-dyed laser) AviaLee

saa

TFNUATINUNYIINAUY

'
=

n3aiuYelunIs AAduLaIras oxyhemoglobin 4n1537eildiATee Vbeam perfecta® 310

585 U TLLIAT B
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U3 Syneron Medical Ltd. lagidunsiawesilunihassluniifledungunuivesnis
Thawosifunssnwuaiy @evdornainssuud block randomization)  waifIdeld
Lﬁaﬂg‘hmeﬁ'u‘tumiﬁﬂmLﬂumwm%nmiwﬁ’uﬁaqmﬂ@ﬂwﬁﬁﬁu papulopustular 210
&1 EGFRIs dhvlweyiniifuiiluntidundnunnnitudinadu

standard treatment Aen1sinwunnsgIuiiftiesenddsu Melungulszeinsfing
(adjunctive pulse-dyed laser) wag ﬂfjmﬂizmﬂim‘uau %ﬂﬁﬂ’;aﬁﬁmmqumwmﬁmﬁm

papulopustular eruption 1uizﬁ’ummqmmﬁ 1 2a %39 2b 210 revised grading system

based on National Cancer Institute Common Toxicity Criteria version 3 aglasunis

£
=

$nw" standard treatment 6193
Grade 1 ¢5umsdnwnlng msmen 1% Clindamycin nvislunth Juay 2 ass
Grade 2a #5unn33nwlae nsmen 1% Clindamycin mvislumei Juay 2 ads
Grade 2b l@SunsSnwilag As5uUsEYIUET Doxycycline 100 me muiuag 2 uin

Toonuady 1 Wandsemsidiway 1 Wande1msiiy

[

1.8 gUuuUN5INY

mﬁﬁa‘ﬁlﬂu double-blinded, split-face randomized, controlled trial

1.9 A5AliuN15IelngED

P2

1. unndideussiliugmasidnulasinidelagfiansanmunaeinisaaion

[WNSIUKALAITANDBN 91NN15AN®WN (inclusion and exclusion criteria)

[y

A Ide N wnaeiUszlivlumsAndenidislunis@ne aglasuns
PUANFITUTMANNT UaLANAUINTTITE TIQUIEasn Tunaun1sidy

a o

Uselewtn fidnsuideaslasu saufmatnafesionainiy
3. AhsaddeasteluluBusen Whsumsideenluaednualdns
6 VA o

4. uwnnghIdwinstnuseinnugiuvesiitniideensdwuiuuiuiindeya

(A1ANUIN Q)
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Wdparlasunisdudentisvediunt lneasduntlasumsinulag
DL wazdna3slunildsunissnuvaen (sham) Wunguaiuny

WI8aElAsUNTSNElasLaLaasvile Wadaelasu N1ssnelae

e

o

LIl 4 AT 2 dUav

Y

6.1 mMsufjuRmneuwawes

'
v v a Vs

- smthmeaydensedl il dunthmenseay
fATewsonlraunts lnedamihuuuiunnady
vaniasansglumiusaiuly

- muidumnlesiulvionanadas
6.2 MITNWIPILLAYDS
- awededdlumihildiumsduliunguinw fe
laasadnie (pulsed-dye laser) ATNENIARY
595 wluiing uazdneidlumhilasunmsgulniy

1%

M3snIvaen fe NIy (cryogen) laegi

maawesigdITeynaudulidevinusetunn
51 wazgiddelinsuilunihdndladungusnw
waglunthauladunissnwivaen
- wdmsaes fiideldsunuuaeuniufianuiy
a a v ! v .
nusnaluntumazdns (visual analog scale)
6.3 NM3UURAINALaS
- dIdeanunsaaeun Nl TeveaudiTeis
D - ana da X DR a
HadafgTeUiseniiavuuuluninnensaein
31NMTFTUNIITNET WU N1TUAS N1TUIN A
= - ! - = o °
\Honeanfiateguiu vise n1slluwaluyl unasaum
Wag N1390N 0ABN VIR

Aidpagldsunmanisussdiundatunneusnw ndsnmssnwilaeaigesyn

ATY Uay Annun 4 dlaminduaesaiianting
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7.1 nehe (enanadasdemiiflsmeunanounisUssdiuneds)
7.1.1 aeneendes Nikon D90 wialunmargluniingrsdng
WLBes 45 991 1 A uaznmaglunihinsnuasdeyuides 45 aam
f19ar 1 nm Tuestnenmitldsunmsdavinliifienisdieamilasiane il
delmdurtesiisluasll sunsnsdsinenmm wazaindenmdnuaeifiunn

A9 nuLduguuuulng JPEG danm@ass

| % a L. ® & ! v v 1%
7.1.2 amangmeased visia  wualunmaglunidnedieyy
a 1 v v £ = ¥
19 45 831 1 a1 wavnmanglunthdnsvnuasdeyudes 45 aamdng
az 1 7 Tusiesaren malasunisdnvitliifianisanennlaeranie N9l
P Y v Ao ) 1 B, I Y] a
el Jureaniiadln MuianmsuianenIn wagaInanen nanwaEIRNyN

AN

1nYLATeY visia 139 visia complexion analyisis Tdnalulad Canfield

® L% o I a o a s o o
RBX  Technology dmsinurelaeusem Wawma duwesingd 1994 §11in

& g 5 a [y a A (=] vy v
UAYU uLUULﬂiﬁJ\Wlﬁ']miﬂGli')f\]’mﬁﬂ']WN’WlLiWﬁﬂﬂJ’]imJENmuvLGWNW]EJG]’]

1% 1%
|

| ay ] vy = ' a o g
Wawagildamsaneaiulameniuan FadunsuivenanInkifalmaEy
Addruvulyauietudn lngaru1sansiala 8 Aude a (spot), sa8EU
(winkles), WURY (texture), YNV (pores), ALANILVBININGNTINIAILAIY

A a ® a 1 - A a
wasuanfinndindisarlugaduusas (UV spots), 3aimaiiinainnng
aranveadindiuaniiu (brown spots), UA9 (red  area) wagna sy
(porphyrins) MILARAINVBILFIAINATEUIUNTNALUDAANVOILUATILGY

TnedAdeiuduguuuulnd JPEG  denmdeselaeidunisaiunu

anmuanasy Yandanaulun ey 1w wes (lighting) wazAmIBnAIWENILARAS
dg < a a 174 =S } 7% =)

aUAs (red spots) FalunsgAURAUNAvRLAUADALAY LHUITDAKDY

wazdlulnadu Usalund 1wy 598d2 NMSENIEUTRIRI Wsenzldulden

An99 Wudy Flrmiudulasesnsdung
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7.2 msUszdiunadaniosdlofauasiianesd  (enanadnsdrantig
Isawmmaﬁaumiﬂmﬁunﬂﬂ%’ﬂ)
7.2.1A71ANULAY (erythema index; El 1m70 colorimeter)
GLSZIJLﬂ%“aﬂ colorimeter skin colorimeter 999 DSM Il ColoriMeter®

(Cortex technology) ansaindvesingeanundusialy Jeaz

[

TaUsuunisagesiasvesingieuivuinsgiud1e8eiiiuy

[

reference curve  IngAiddunnsinsiuesnuinaziinnnueiniy

fneiulaen

£%
a =

AUIRU TANUYNMAFUN 430-460 UNTULUAT

'
= A

#0872 1MNUBIAAUN 500-580 UNTULUAT
AAd TANNENIAFUN 620-780 UNTULUAT
7.3 Snusudiauazduvues (lesion count) ldannisquaznisaan

Taonuaduaastrslunti weazdraluntnlawusnunnisduidu

(%
Y

Viaviun 4 Nl Lawn vtnan win ayn wazad lagagtd

[ ' (%
Y

ayNuNITINAU wazazdunanum 3 Ase 19ANas (median) o9
U
7.4 msUszdiulaaunmngd (physician global assessment; PGA)
wualu quartile grading scale TnelviaguuumuuInsUsyanamn
a1 a 4 o v Aok
wuudau laganunsaseunsilasunUas vastiurislusuinayy
wazueas (photograph assessment by two blinded physicians

[

on quartile rating scale) Wiaduannisine Tnauvaduszau Al

ATLUY +4 = AU 76-100%
ATLUL +3 = ATUY 51-75%
ATLUL +2 = ATY 26-50%

ASWUUL +1 = ATY 1-25%
1

ATLUL 0 = hiTnsiasukklag
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AZLUY -1 = WUas 1-25%
AYLUY -2 = WUAY 26-50%
AYLUY -3 = WYAY 51-75%

AZLUY -4 = WYAY 76-100%

7.5 msUszdiulaggiag (patients satisfaction) tefnwiAzILUANS
Uszifiunalaggii13de (patient’s satisfaction) sens3nuitus
dnwauiln papulopustular eruption a1nesnwuzLSwagai
EGFRIs #&a91nmssnulaenisid pulse-dyed laser 1unns
Shwasy $IAUMsSNwINnsgIu NN susediugUine Tngl

AT AULATUTEIIUAMUUAAIU LAga1unT0seunis

' 1%
a2 1

Wasuulas sesiuislumuiintuazugas (quartile rating

scale) loFugnmisinm Tnsuvadusesy fail
ABWLY +4 = P17 76-100%
ABWLY +3 = AU 51-75%
ATIUY +2 = AT 26-50%
ASWUY +1 = P 1-25%
avuuy 0 = hifnsdsuuulad
ATILUL -1 = LEad 1-25%
ATILUL -2 = LEA3 26-50%
AYIUL -3 = LEaa 51-75%
AYIUL -4 = A3 76-100%
waglUrgussidiulumilagsindhiinm sty
Tatne laud Tunthlagsin N15anasueddy N15anadves
sopus Huialunihfideuanniu uasuusthdiisiy
anwauzlRstune i liasesusaly

7.6 izﬁumwmmmﬁu (severity grading)

7.6.1Revised grading system based on National Cancer

Institute Common Toxicity Criteria version 3 (AMANWIN N)
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7.6.2 The modified NCI Common Terminology Criteria for
Adverse Events v4.03 (mCTCAE) (n1ANuIn A)
8. lgthennsedaunsalasumssnuiuinsgiuiy louanisdesiuuan

warenfendlaadu(doxycycline) ¥llnsuuseniu

o

9. Uszliu compliance veInN1slde1veiinIdy

o

Widpazlasunsaeuauisenaiivtinguddnnesuealnsnmawesiiey

e

W83 (EGFRIs) agN1INITNIE1 Y3BVNUEUNETNYINUFLUALAZHU VLD

1.10 Jgynm19asesssy

Mé’ﬂﬂawuLﬂWiwiuqﬂﬂa (respect for person)

v '
(Y Yo o a

AeumainTin Jii1ddeazlasudmvuanieiuaidetdedazden

v [ Y av

a i v a a U5 Yo a =
Mdgeuteya uluuvey wazilalenialviidiideladnanudsineg Judunis

—2

Pl
Y

Anaulaeg19dasraiinldY

agalsinumngliAeIN139reonNMTINY dusaneusieanieln
4 v o vV v @ DA 1 a o &
Ala uazgineud zdalasumsauasnwinnuiinsgiunisauaditie tnglifionilag Nedu

pannsiuselewy lineliinsunsie (beneficence/mom-maleficence)

£

NTpliiinuginIsAn LAz Ananfseyling1edaa wasiinisnsianiu

v a LY

inugidInaneuiin1sinyInase 1A ITedilanauiinsuniuinaanvield o

q

pd)}

' v
va a ! LY

AandRATUINAILEIR Rl unsTIlueidesely wagn1s3duiidean

[y

nRUqe
u

=b.

Y av vV 1

& I Y ¢ o ao &
LU1IY E'NLUUﬂaﬂJV]u’]ﬂ%vLﬂﬂ331871‘1««!%'1ﬂﬂ'ﬁiﬂﬂ"&uﬂ"ﬁ'}ﬂau

93981 {Urediannsalasunsinuininsgiu (standard treatment)  \fiseg

1%
P

v A & [ a o g.// I = [ a . .
paenla Wesainawesilylunissnulun1sideaseiliduiiissnssnwnasy (adjuctive

treatment) WiNUy

Y Y [ [ [ Va v

lunsalviniinnadaAeaNTULS U IdITenaen1siny) §3380719mgnn1s

Y
[
v

Snw3duld vistann vannisnnsladvidunserUae usiog9lsAnu1atinaTIAsIURINg

SN WU SeEuAd S0BUIN ALdensaNaAIeITIATY SeERIAaT Wusy Matnininue

a ad

PameduliieUszasrvu §I3uaun Nglvnssnvrededlaglidealdinelag
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v wa Y Y aw 2z & v - o = = a a DY)
ToyaUsyiRvesiinide azgninuiliunnudu ssnnAdediednivesiinide uaz
v = s o < Iaa = N a v
Wa7ilae1nms Anwr agldiinsdiaveiluneyena uwarlifiddanaunsassydudisuide
e lalaemse (identification) Tuyntuneauveinside waznsilameiugnidesnisteys

WY wnng weruta dnmadanisunnddug gildiuianungrang vsednidedu agile

roalasusugInINgUinsaunulagYe U TIUANNYYIUnoY

NANAUATITY (justice)

au & Y ¥ ay dad 4 a [ ' & = ¢
Q']u’)'ﬂ]ﬁ]u5FJ'U§’Jl|%|LGU'T]"i]EW]@JNUV]Lﬂ@"\Hﬂﬂ']{L@TUEHﬂ@M EGFRIs v19%iu® IﬂEJlILﬂZL!‘V]

' '
Yaa 2 1 =

nsrniuazAneeniisyyliogataau Tnegifiiudananniguautfounaeiaglisuns

&

a

fonsudideegrriniieuiu Ingluaies e 1Wenf faun v3e isuganus

1.11 Y9310 lunN1538

nsAnEIlYINTSnYIoanAILLASAUSNLEUYHEA papulopustular eruption 91LAA
99181 EGFRIs Taen151d pulse-dyed laser Wunissnwniasa sauiun1ssnwninsgiu s
SuuTue 4 a3 wazfnaunaly Wuszoriian 1 weou Jeoravinlildanunsauseidu

UsgANSAN wazNalwAes lusseze1la

1.12 Yselewunaindnazlasuainnisive

MIANTIUDIUTEANT AN AUUADANY LAZHATILALINIDIAAATUIINANTT NN U
snwauwila papulopustular eruption 7iina1ne EGFRIs Tnan1sid pulse-dyed laser 1Ju

NIINYIETY FIUAUNMITTNYININTFIU

1.13 guassanianaindunazannsnisuily

FUVUIRUANSNLEUTIEIN1TINAIAIULAY erythema index 3 fiuniauaziinan

ANadY TUNITASIRAMIULARLATITINIGNUL 2-4 dUANY 213LARAILAAIALAABULA LY
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VA v =

A MUszidiuna §IdeTunlulagaesuimunisiaginsusediu uazfmuasmunusli

Faau Pl insInIdensume iemvuan1sUssunmuiafumnnass
n1sUsgiiudszdnininvenaeslunisinviiieandiuiu vesiusniausiin

papulopustular eruption Finanen EGFRIs Taenisld pulse-dyed laser Wunsshwn

1 Y o

WESU $3AUNITINYININTEIU Ade NMSTUTINIUNSNEUTlafuyuLagsuueey 813l

va o 14

anuRanatn Iilusziunis Adedaudlulagldnisuszidiudie35ug saue W Tne

Uszifiuainguine waznguvesunmeivisiiliiiendestunuidouasiiiae
ynRNad1afessEAeIAos 19U 8111507 wAs Winaisnudeawes seiiles

gmunuiiu 72 99l fiiianideasliTugim topical steroid Tasvlintufuaguus)

Taeladuanldgane)



uni 2

a A v
NUNIUIFIUNIIUNLNYIVDN

2.1 52UININYN

Yaguiu esesunsasyiulnveugadussaiiagai epidermal growth factor
receptor inhibitors (EGFRIs) lagniunldlunissnwueiSesiiacie winduwy erlotinib,
cetuximab, gefitinib, afatinib, lapatinib

Tneenlungu ersesumsasyivlavesyaduzisaidaguth epidermal growth

(%
= 1

factor receptor inhibitors (EGFRIs) # anunsauwusbeindu 2 ngudie lululpauea woufved
(monoclonal antibody) way endudalnlsdu lawua (tyrosine kinase inhibitor)
1. Tululmausa weoufued (monoclonal antibody) lewA cetuximab uag
panitumumab Hudu
2. endudelnls®u lawua (tyrosine kinase inhibitor) lauA erlotinib, gefitinib,
afatinib, dacomitinib (Wuduy
=~ wa a A ] Iy ! o &(3)
lpes1891UgURNITYRINTAANUANLAILAZHNTUBIIINET EGFRIS AINETY Al
Erlotinib wugURin1sainsiiniusiuunazduviues Sevay 33-79 wazilguiinisal
oA . . . @ 4 C e
NSARNUANLALAZANTUBITEAUAIILTURTITERY 3 U CTCAE score (HuNINNINNAY
$o8ag 30 VBINUIRI) wuiowas 3-10
Gefitinib wugURnIsainIsiinRusuLAILAZIUeY Souay 34-75 uavlaUfnisnl
a d‘ 1 U U U (2) dl U | U
NSARNUANLALAZANTUBITERUANUTURIITERY 3 M1 CTCAE score (HuNINNINNAY
$o8az 30 VBINUNIRI) wuiowas 0-13
Afatinib wugUAn1salmsiiniusuuaazsunues Sevay 69-94 warilgUinisains
a A 1 1 [y [y (2) = 1 I v Y
ANHUANLALALFUNUBITEAUAINTURTITEAU 3 M11 CTCAE score (RunNNIwinfiusey

Ay 30 YPINUNIRR) NuSaway 7-28
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Dacomitinib  wugtAnsaimaiAniuduuaiiazsiumues  fosay  68-100 uad
gUAMsninMaAniusLLALazANTUBITEFUANLTULIISERY 3 ML CTCAE score” (fiu
wnnniihiudesas 30 vesituiing) nusesas 0-15

msldesunsdsgivlaves  wadundedagathd  asnadiadesesesde
szuusumelaesi Wy svutlsaden uedidlsfinnn wulenguiiinatnafemeiny
Al wa v wanidu B9 Sesar 65-90 TnefidoiFunianizdn wies dulasu w3e ‘PRIDE’
(Papulopustular and/or paronychia , Regulatory abnormalities of hair, ltching, Dryness
due to Epidermal growth factor receptor inhibitors) syndrome

PRIDE syndrome usiazainisiifoyassunninen fsil
duianiesumues (papulopustular eruption) Wunathafesdinuldvosfs 45-100% lu
faeillésuen EGFRIS” Aunwuiiviinalun dasumiuasdundsdauou Sniin
Tutag 2-3 danilsnuasannlasuen

AMduIY vide veuLduSIaU (paronychia) wuld 12-16% vesthedlssulaiue
EGFRIs smnudiusnasinalildle

AMEFEUNIRAUNG (regulatory abnormalities of hair) dldinuiisgauisdayani
srumineniidaan” walinsiiusnunaiinunadiafowes EGFRIs Tundfinamizma
(SERIES Clinic) wuindiuszanas 509%

ATEAY (itching) duuSAunTIzis (dryness or xerosis) Fanmizuvs wuld 7-35%
Tugthefldsuen EGFRIs”

2.2 wensnila (pathogenesis)

msiiniuguidauazauues  (papulopustular eruption) 910 EMEEAIUNNT

Wiiulnveswaduzisesingut epidermal growth factor receptor inhibitors (EGFRIs)

o

(%
[

i Jawndfginan lagnudn ewihnulagniseangvaduds epidermal growth factor
receptor (EGFR) vuwaanzise lnsanizazidwesaioziduvesds (solid organ tumor)
Fawona1n EGFR asfleguunziiamiuvendudy §ainsnu EGFR uwwadun@dus 8n

WINUY WY waalBaUrn (epithelial cells) wadimts (keratinocytes) wadsinuy (hair
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(1,5) = ca o )
P9l YaARIMIINUI

follicles) wazlwaaMIuAUDIMIS (gastrointestinal tract cell)
EGFR Wuwnd keratinocyte WShmu stratum basale Fansefuds receptor MINATI UU
wad  keratinocytes  wostunmilsimd  dwavnliiin  nsmeveswaduuveyinlnda
(apoptosis), MIneANISLAsAULATauYad (arrests cell growth), mMsiiunspdeuiives

\waa (decreases cell migration), Wa¥N1SLLYBINIIAAVDILAALAZNITNISIUANULUAIBS

Y A

\waa Lﬁ@iﬂﬁ’mmwmm (increases cell adhesivity and cell differentiation) R
ﬂﬁzmuﬂﬁma'wﬁlﬂumimzﬁuiﬁ keratinocytes Udee inflammatory chemokines sniu
oA CCL2, CCL5, CXCL10Y/interferon - IP-10 wazn 138Uy EGFR §adusiusiunisannis
WanIDNTIBY CXCL8  dwwavinlmAnnsoniay LLaSLLamaaﬂuﬂugﬂmaamﬂﬁlﬁu A
xerosis (dryness) ﬁu@jmﬁmt,aijuaa (papulopustular acneiform rashey  %#390154A0

< & % o . . . (5,7)
ANMTRUVUNIDVD UL UBNLAU (periungual inflammation)



21

\/ Keratinocyte
=l — ‘g ﬁ“
e 1Cell
Apapiosks - differentiation
. . 4 Cell adhesivity
| J Cell growth ) ‘Cell migration |

A cCL2, CCLS5, CXCL10/1P-10

Inflammatory cell infiltration

2T 1 uanenalnnIseugaamnasyaalnInunnmas siaUinosUSIaRIVUTAAR IV

( keratinocyte)w

'
o = a

<4 a (9) 1 a a
1oNAINTTITNSANWWRLLAL  InenuI1 dwasuaalnsnawassiaulnos (EGFR)

Y
[ v 3 14

g.;’ v al I3 al cal o o a = % . .
Huuenanaznulanwadiredlulannnnaiuuasiluusinantunilsning (epidermis)

s o o

AINANUTIUNITANIDUS 190U NSANBIUTINUINTNTNULLAALAD TR LU LA AR ILUIAT

(%
o

Tumounlusiu (sebaceous gland) 8naie Iasinisnaasslagnisldefuddinesuealn
smwlawmeswlned (EGFRIs) Suduwadlomu (SEB-1-immortalized human sebocytes)
wuiinsuanseenvedlalnlat (cytokine) nanevdiafinanndu Tngianiz TNF-alpha Hiu
119 PPAR-gamma waz COX-2 wonaniidenuiniinisiiiuues NF-kappa-B 8nde” wazds
fin539e7Anwinaveden EGFRIs soa1suszneuly sebum TaanuinuSuiaves
lipids squalene, wax ester, triglyceride, free fatty acid wag cholesterol %ﬂLﬂu

Ly

a15Usenouves sebum lifinsidsundasegraiiieddgndaUaelasue EGFRIs widn
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9M3181UV09 lipid squaene wag wax ester UsIaNLIIRY papulopustular eruption Wu

(10)

Y

HesniAnuluusnuniiny egnsildedfey

H

EGFRIs

L

EGFR

ey

PPARy NF-xB

!

COX-2

TNFa |

2T 2 uanenalnniseueaominasuaalnsnunmmas siaUinasiusiIadluieas 19y

(sebocyte)@)

UDNAINUNANITATIANIIAIUNEIFINE (histological study) INAU

'
= 1

papulopustular acneiform eruption anudrildnuaurdifey 2 Usens Ae nils wuindl

D

EN

'
a

hyperkeratosis 8¢ ectasia Y943 MNAUNNAILUY (infundibulum) ﬁasﬂu%’jwﬁmﬁ Fadlwan
SNIAUADUTOUWARIINNNUSLIN infundibulum AINEMUILUL d09 WUIHLTARDNIAUTTEA
lnsilad souwadjyuvu (neutrophilic suppurative folliculitis) C gnanutiniuiead
é’m,auagjiawuaégsqmu (perifollicular inflammatory cell infiltrate) vaslaifls ' uay
ATONUAARNY (apoptotic keratinocyte) ﬂﬁzﬁ]’laaaﬂlﬂﬁﬂ%u%ﬂﬂﬁﬂw%uﬁau“] JYNVU

a

) 2 4 da ) .
UY uaﬂmﬂuwwmaéwaqmmﬂm (ruptured epithelial lining)” Taglinusieaunis
WasuLUasvoddufonluduniauy aouvieviln eccrine  winsauludu (sebaceous
gland) Ua¥N19933IN199aTYINEGT (microbiological study) en13eou (stain) kag LWLy

(culture) A7niU papulopustular acneiform eruption linun1sAnEe GeBuduan nsiia
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Ay nalnfivsiAannidie (sterile process) Fauwanansandafinuindne saninaes o
lagiuiila (sebaceous gland hyperplasia) n1siiia@n (comedone) wazn1sonLEUTAALUER

& 4 a, L & . , 5)
UUNVUNITNNIUIU (colonization) VewYe Propionibacterium acnes

2.3 AanwaLNI9AaNnLazn15INaRe (clinical manifestation and definition)

Ausuunsuazduuuos gninedlungy ns1ed Julasy n3e ‘PRIDE’
(Papulopustular and/or paronychia , Regulatory abnormalities of hair, Itching, Dryness

due to Epidermal growth factor receptor inhibitors) syndrome

A I ¥ a .

AULALAANNUDY (papulopustular eruption) Tdnwuziluliufind1edisniay

Y o o a o 1 |

(acne vulgaris) unsivadunaiidl dnagnulavateszes Wy §15ta &3Ua Auues 9

9 9

a <

Yy  a ¢ @ v A ) I X =~ v Ao
MUY NOUTEARN LUUAY LLG]NUQNLL@QQNMH@QL‘Uu"\]zsﬂuiug“dLLU‘UL@EJ’JﬂU@Jaﬂ‘HZWVI Juian

[ [

daugnu (monomorphous eruption) Msedidnwazszaznstulndifssiu Jeldiiuiuindy

'
Y v (%

wanuateszezegmeiudududiunAndnaznudnvazidunndugiu (polymorphous

9

[T RS A v a ]

eruption) wagAuINYIRINaAElUNUTIRT (comedone) liinagiluiauda niewala dau

[
% a

Tngjsusinagaiugyuau (folliculocentric) Ingruiminduil dnifianuinalundl vinen
dauuu vdsduuu vivelna enmsneadin Uieenaiiennisdu Tuuissigenanuensuay
Y] = & v (1) ' Y v ve | a a = a I3
fou vse Wule  lagenisensazudadls dlasunismeingunsaianiuie vie isAusyn
(retinoid) kageIN13019RTUlANAlASUNITMEINGY WRsleAdY (tetracyclines) waz/138

a « . . (1) A o Y] Py Y ¢ ] a
g1AeALAALNTEEN (corticosteroids)  Nudnmwundsanlasuen 1-2 a1 ennisdinguused
3-4 §Uat wagnaanniy 2 dat omsdnaisusuusianas uilugUlgunesienudn Huy

Y v (5-7) aa | a A4 o & o o aa |
maglmmwmalﬁau Tunmepatinnuinnisiia Kudsnanddanudayluniepdinegns

o

[

1N Matlfieann msiieiuduujisennietu anuduiusiuy dose-dependent fiuen

8)

A v Py A ' v (5, [
EGFRIs Lay NuENU\‘ﬁ_laﬂﬂﬂﬂqﬁmaUaua\‘iWﬂsUaﬂL%aémgl’%ﬂmaﬂflmflumgﬁﬂ EGFRIs LLG]SLU

YU INUNUIEUIY Uenau JUSATeIReNa1IATULTINN Y3eiNanTENURDRMAINTIN
9,10) =

Fedawasionslden EGFRIs Tnanud 32% dndusaamannissnu waz 76% suluses

) o A4, 6)
YSuaunennty
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ANMZAUTU %38 TBULEUSNLEY (paronychia) 91n1sddginulesiian wazsuniu

aa o w Y a I~ < % A a qy = 1 [}
PinUszirTuvesdthegae 01n15dv dnnunusnaiildade  enanudiuiunTmuIves

& 2 a & a ] 3 2 a a 2 Ay = |
AU BURRSU aginduusnUeUTadiy viemsasyiulaveaduiitnas vsee1avsliny
DINNTINOUY 188 DINSUNARTUSIAFUANN 4 DadUa19i9 8 wdsaInnIsLasuen EGFRIs
1 wa =3 1 <@ [ 1 1 1 1 a d’f A Y
wagldifisgiinsuinidusieidudenaniunneu anmalinuitunanmsinige lnegudu
dy a <@ 1 dy 1 & 1 1 aa gy v 1
NNz nMaUlinuenelsa wie n1slineuausssios1ufTrusiidnidunisen
Wenguunsuunfinuliussusuiiniluaziay #ansaan1ene15inen (histological
finding) wundwaasniaulu naraunwad dulvled wardilnsias n1sShwnngiduay
= [ Y ] [ | al a . (1) « =] £
wisvautausniauillaninissuuszmuenguaendlyndu (doxycycline) — iasainendignd
Fudanisviauveadulesd wnsn wmilalusfiuiua (antimatrix metalloproteinase activity)
v o & 1Y ) Y] ' o § v ) (1)
msfudadulediinssiunsdnaudngns azvilinissniauanas

AMEEURNAAUNR (regulatory  abnormalities of hair) Sinuldun1igausae
2819530157 waldnunisiunallufaruaveniian1ikus190135 (diffuse  nonscarring
alopecia) TnatinnusinisAunilsdseesiumelausy dmsunnzifefuiduny wie vu 7
Wulaenanen EGFRIs 1u AMgtduuun1e1Ini1ung (trichomegaly) NSIANEIUIUYDIUVUN

Tunt Tuayn w30 Yum1 FINTITNNTILINVBIVUAITN 1deayi lTAnLNaNNTEINAT

(comeal abrasion) FanasoiduHLVIBLEUTURINANIININUIENsanulalunyngnyili

]
= [

LANNISNANYNUSLUUSUSIU09B ML ADSUDALNSMNALNDT I ULNDS LU TAgNUINNUNNYIN

Y U
lginesuealnsnawessiwunesiviinuny nsmelivesgyuvy (hair follicles) wag
| A v A a Y | aa v (1)
NUNMTEUTUNND NWaLLAIBUINNINUNRDN Y
ANEAY (itching) FUWUSAUNTIZWIAY (dryness or xerosis) #901ELiInIDAUTLIIN
WUNUTIUNIRUGLLASLaEAUUBY (papulopustular eruption) AM3gRIWT nuTIALeY
= ) v a = s . . o a I3
gIUUNATELABY NTSNWIAIATNYNTUTINBEIRRSLSweS (moisturizer) 138 Bluldaud
. 1 ¥ ! (1) 1 U U v
(emollient) F18U5se1INTABIUNEIL daun1izAueIanuiiaInIsAuguusela wind

U o v ;2 U z . - - (1>
91115 ULN 913 nTusedldedudidaniiiu (antihistamine)
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2.4 NM5UsBRUILAUANNTULIIVDIRUFILn LB HUILEY

nM3UsziusEiuALTuLTweludulauazduvussdagiuldinasiain

National Cancer Institute Common Terminology Criteria for Adverse Events v4.03
) . . . .

(CTCAE) (NCI 4.03)(2 ey revised grading system based on National Cancer Institute

.. . . . (3) ' Yy o
Common Toxicity Criteria version 3 1um3Lmem§uLstaawamLﬂmmﬂm

National Cancer Institute Common Terminoloey Criteria for Adverse Events v4.03

(CTCAE)

L9190 National Cancer Institute Common Terminology Criteria for

Adverse Events v4.03 (CTCAE) +Uunawingnlduinnin Ineidunawivsuanmanuguuss

Y

Y8491N15NNBE1NTTIEUINANINYUATUIUR %amitﬁmmaﬁwﬁawﬁwjuLﬁmLawjm

[ Y]

1 1 v = o I a o & A o .
'Viu@ﬂu’ﬂ]m@QIU‘W@J?@NaGU’NLﬂENGUaQEnLﬂNU’] WWQN’JMUQLLagLu@LﬁJa%UImNu (skin  and

subcutaneous disorders)



NCI Common Terminology Criteria for Adverse Events v4.03 (CTCAE) (A1AXU3N )
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Skin and subcutaneous tissue disorders

Grade
Adverse 1 2 3 4 5
event
Rash Papules and/or | Papules and/or Papules and/or | Papules and/or Death
acneiform | pustules pustules pustules pustules covering

covering <10%
BSA, which
may or may
not be
associated with
symptoms of
pruritus or

tenderness

covering 10-
30% BSA,
which may or
may not be
associated with
symptoms of
pruritus or
tenderness;
associated with
psychological
impact; limiting
instrumental

ADL

covering >30%
BSA, which
may or may not
be associated
with symptoms
of pruritus or
tenderness;
associated with
local
superinfection
with oral
antibiotics

indicated

any % BSA, which
may or may not be
associated with
symptoms of
pruritus or
tenderness and are
associated with
extensive
superinfection with
IV antibiotics
indicated; life-
threatening

consequences

Definition: A disorder characterized by an eruption of papules and pustules, typically appearing in

face, scalp, upper chest and back
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N1TWULTEAUAMUTULTINULNUA VRS CTCAE Wy wuanufegasyasiiui

Funenfidudawassuuesinan dadl

v A 9J1IJ a0 <

seufl 1 fhedduidiauasdumussiionniiiosar 10 vesiiufitrneriome
Ineftheenaasiiviolufionniswu enisrunseilduila

seiufl 2 fheddudanasdunussiosas 10 Asferay 30 vesiiuisranie
favun neftheeransdvieliflonnistu enmsduvidoduild Tasnuindnanssvumadu
Inle vise MslETinuseiniuvesthe

spiud 3 flhedduisiauasdumussnnniniosay 30 Yosfiuiisrneavan
Tnefiheonnazivioliflonnaidy s1nsfudandudld lnenuhdennmssugunisiaido
wuAiFeunsndoudug iervvzdndudedlisuaiTusvindulsenu

seufl 4 fheddudauasdunussiosasilaflfvasiiufisunmeiomn Tay
fwonvasivteliifiomaiiu onsfudeduild leewuhiennssurunisiaide
wuAiFeunsndoudug ieravgdududedldfuenufiuemaduion videiinnzunindeu
Fdusunsededindug

sl 5 flheideTin

MnuUsny CTCAE score 9gnudn 73% 0ty ngudananiinatnufedn

i Y ! al 14 al v (4)
aglusyaulaiguuss (grade 1 wag 2) Uag 10-20% HATIGAEITEAUTULTS (grade 3 wag 4)

revised erading system based on National Cancer Institute Common Toxicity Criteria

version 3

NSLULNasiann revised grading system based on National Cancer Institute
Common Toxicity Criteria version 3 tJuinasfilduusnauguusaluszAutuvesiiy
IngFuNIEUTIU By kazonsuas Ingldlafamusesavvasnunieanie wayldeinisves
AU NINUTENOU kardlAuusINNTINYIURIANLTULTISEAURNY M LAl

v A v ad oA A o IR X |
oAUl 1 JUIBIRUMRINTIU AUy 38010156409 seautios TnggUaeldl
A

9IN150U

7|
v A

v A Y P A = [y 1 13
FEAUN 2 IZ\IJ‘U’JEJNNUVIQNUT]U AUUU NIDDTINTTAN F¥AUUIUNANY UL UY
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[
Y

JEAUT 2a HUBRNUNSHETIV HUYY 50810154As seaul1unans uagl

91N13 LWUDINIAUVTERINTEUY WaikiisuniumsldiinUseanTuresiae

SEAUT 2b FUNEIIRUVISHUSIU AUYY ¥5901N156A9 SEauUIunans wavd

Y

91N13 LWUDINIAUNTERINITOUY warsUNIUNSIETInUTEinTuvesthe

' ' (%
o A Vo (Y

ziu 3 JUaeTRUVISHLTIU Auyy 195001N154A3 SEAUTULS Inearaiduii

Y

ANV ANy Y3RRai1Ta ¥5891N13UAY

Revised grading system based on National Cancer Institute Common Toxicity Criteria

version 3 (N1ANUIN N)

Table A1. Rash Grading and Treatment

Grade Toxicity Treatment

1 Mild macular or papular eruption or erythema with Treatment optional per grade 2.
no associated symptoms

2a Moderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day until
erythema with pruritus or other symptoms that resolution of rash by one grade.
are tolerable

2b Moderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and
erythema with pruritus or other symptoms that oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
interfere with daily life resolution of rash by one severity grade. Scalp lesions treated with a topical solution

containing clindamycin 2% with triamcinolone acetonide 0.1%.

3 Severe, generalized erythroderma or macular, Stop erlotinib therapy for 1 week and restart at 100 mg once per day. Treatment of rash with

papular, or vesicular eruption topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and

oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
resolution of the rash to grade 1 or 2A. Scalp lesions were treated with a topical solution
containing clindamycin 2% with triamcinolone acetonide 0.1% until resolution. Erlotinib
dose re-escalation was optional based on the discretion of the investigator and on
whether rash improved by one grade.

NOTE. Rash was graded by using a revised grading system based on National Cancer Institute Common Toxicity Criteria version 3.'%

2.5 N153NWIHATNI5UDINURUIINYININETD

Ui ns¥nwniiy papulopustular eruption Mkin9 ne EGFRIs tu wlsmuay
':;ul,l,ﬁasuaqﬁu 14 Common Terminology Criteria for Adverse Events CTCAE version
4.03” wazuueidnsiostu wazn1ssnwiiiumiy Clinical practice guidelines for the
prevention and treatment of EGFR inhibitor-associated dermatologic toxicities” s

[

nssnwndu nstesiu EUauN 1-8 ndu5u81 EGFRIS) hay N153nw aadl

n15Ue49u (prevention)

- guanie laun enlalasaedlauaiy (hydrocortisone 1%  cream)
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a Y (3

HARAuTIYLTY (emollient) HARsULARA (sunscreen) M1 Juae 2 AT

- gdutsenu Tewn eilulerdu vutua 100 Jaddsy vse enmendlandu
MUIUa 100 Jadnsy

ANS5NW (treatment)
avy 'Y} =
- guanzn ewn e19alrawnnileuasy (alclomethasone 0.05% cream)
= a & = . . = a a

w38 e mgdluluna3u (flucinonide 0.05% cream) viseeARuAT LT
11IUE 2 ASY

- gnsuusenu leun enfen@lundu uTuay 100 Jaansy vise eniilulerdu

UIUaY 100 Jaansu



Clinical practice guidelines for the prevention and treatment of

inhibitor-associated dermatologic toxicities (A1ANUIN 1)
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EGFR

uuzi Tainuzih FEAU seaumugIi Torausuue
MangI | (recommendation
(level of grades)
evidence)
mstleeny (prevention)
o gunmizh
- 1%hydrocortisone cream, | - 1% I C
emollients, sunscreen o1y pimecrolimus
?
g 2 A cream
- 0.05%
o Suilszmu tazarotene I A ETERETTN
- Minocycline 100 Ha@nsu cream doxycycline Tu
' v EAl
a97U - sunscreen  as Qﬂ?ﬂ renal
- Doxycycline 100 Haansu single agent impairment
o [ . LA
UL 2 AT -minocycline 3
.
- Tetracycline qns
500 mg bid photosensitizing
Y 1
UDYNIN
N155NH (treatment)
o guamegh
- 0.05% Alclometasone | - Vitamin K 1 | IV C
cream cream
- 0.05% Fluocinonide
o y
cream IUDY 2 AT
- 1% Clindamycin
o gsuiszmu IV C Photosensitizing
- Doxycycline 100 #a@nsy | - acitretin agents

Suaz 2 0%

- Minocycline 100 Haansu
AU

- Isotretinoin ﬁlJLlWI@%ﬁ (20-

30 HaanTuADIN)
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UDNIINNTINYININTFIUT AU GaTN15ANIBUS ANYIIUNITNITINYIBUY
(19, 20) ' Y a a . . a

Wy nstgemindualudu Weoawa (clindamycin - phosphate)  wag 1uulgda
wassenlyn (benzoyl peroxide) wazn1siunITNIASUYNTUNAUNELLRIIU (glycerine)
wae lawumalau (dimethicone) dsfinauaniRidudludeud (emollient) Fsnuinlinasglu

NAANNNTANT baglinunatI AT

2.6 unumvasalwasrianadaglun1sinwlsa

Uagtuawesladumadenmssnufidfyuaziduesedionunuimediannlunia
Ramila waeasgnianldvannranenis AswAn1sinRuae (vitiligo) uzisudnideny
Y9388 (cutaneous T-cell lymphoma) N13113AvU (hair removal) Wag N15NT8RY (skin

i = ¢ 0§ ¥ a Asa ] ¢ a S
resurfacing) Fualwasaziinlifnuiiseseninvawesunasyin uaviiolbioneg (laser
tissue interactions)

o3 3o LASER Wudhwsdaves light amplification by stimulated emission of
radiation 1Juffenufsauasiinfan Wunisvesuasiendnnisunssduuunsedu lng

Asveekad ztdun1siins I uIuedlinou nIemuNYaaslruInnI1UnG taevialy

szpouvisoluanafieglutundsnumaluanneiiinnuatesiuaziolutuung e E1

[
=

(resting state) dnasnouviolanatugnnazduliitiniganiuuasdendsnuivhliuduiy
oglutuiiindsnugsniniu vie E2 (excited state) Seanmuveseznouvidoluanaludy
E2 i a¢ldfinuiaiios onamaiildifissszosdunazdansnuindy wisandufiagaans
n¥snugenn Welimernounieluanaeanduddannuaiios vieludundsonu £1 3n
¥ nseanendsend wwiindanuiioznonuieluanafignudeseenunasiidnfunasig
FEMINNGNY E2 wagEl (E2-E1) nsmendsuiana1nfulumunszsuiunisniesssui
FaSunimsauauuuiintues (spontaneous emission)

oglsfinu nisudoendaaudl uenanas etunusTIITRRE Ssaninan
gnnszduliAnmsUdeswdsnumiedsuanilegnnsifi (Stimulated Emission) @sfioin

< [ °O w 4 d' = LY v v A 1A
Jundnnmsddyvesawes lneidlesvneuvssluanagnaulivuliegluseduiigeninfe E2

Tngn1sanguaadnly wasdanaiiluiasiliinnsaaendsnuiganfuenlineua
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[

M IAHTIIUVRIEARUNLNGIUES (excited elctron) 1MNNTIWU 138131 pumping kagyin
W uaafinangeenindvunnning fuduvwasiarod lddudud liiaziduiirnie vienis

P A < P v o & = 4 2 & =~ o ) Xz
wasunnaziluluuneiuydy sulvdanavesndunazilunuuiedtu vann1stiluns
venguaaiolilnnoudduiuinniu Inensldnsean 2 Fun@wuiudiueinlavaesinu

vositleaian Wnenszanihunldgnisendi Optical Cavity Intihagvisulilunewialuunly

¥
[y

WoYanmdudminatswesawasiudseunuiuinweanaziluldauy

q

[ 1

At lawesdullnaanURuanssanuasialufe

< a & . A 1 1 A A

1. mMsunaansl (monochromaticaity) ADaE130UADELEAIUIIAIIUENIARUN
o al v = =3 [ o v 4
Tunzizaswuuiela dadunannisdrfglunisnisldanunisnisunmg
-dl' o’al'd a a dy o 1 n’d‘ o 1
LID99NNLAWAD SN NYILEWALIUFUTAT NN AB LA LIUNADS NI NILH D E
o ' Py | S o A 2 a = ' |
fananle wiu W1 Flalnadu Windwa1dy 1ngAUEIPAULAAZIINEILITAY
= d‘a U Yo U 1 d' 1 v
ANNRIMTIlAR19TUY WRNAIUEIIAAULINNTN 1,300 PLULUATHA ez gNe
Tneun kaeyinlimNNa NS UNISAIANTIRINTIAALDEAY TUADS I UNIIRIVI

[y

flesTuvlae filunntedu Ameniadusasignuinunldundisd
®  Excimer (308 ulutuns) Taslunaosda DNA/RNA
® KTP (532 wiluung) lasluwassAe hemoglobin
® Pulsed-dye (585-595 wluns) laslunassAe hemoglobin

® Q-switched ruby (694 ulwuns) laslunassae Winsaudn

1
a o

(tattoo pigment) AUNRU Uae

® Long-pulsed ruby (694 unluwns) laslunassie wWndwan

14U (melanin)
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® Q-switched alexandrite (755 unluuns) laslunassia Lin

v
o a o a

508dn (tattoo pigment) AR A1 W

® Long-pulsed alexandrite (755 ulwuns) laslunaosfe 1in

Awaniu (melanin)064
® Diode (810 wlwuns) laslunassae Windwaniu (melanin)

® Q-switched Nd:YAG (1,064 w1 luwns) aslunasse Winsey

#n (tattoo pigment)

® |ong-pulsed Nd:YAG (1,064 unluiuns) lasluvaesae ind

Waiy (melanin)

® Long-pulsed Nd:YAG (1,320 wiluwins) Inslunaside 1

(water)
® Diode (1,450 wiluims) lasluvassde 1 (water)
® Erglass (1,540 wiluwng) laslunasae 1 (water)
® ErYAG (2,940 uiluiss) lasluwaesie 11 (water)

® Carbon dioxide (10,600 wnluwwss) lastunassie 1 (water)

ANUNTBUNTEN (coherence) BainANMTUaRENANUVTBIUAMALLDYNNTS
131 (Stimulated Emission) vililadalge SAa LA dltuaIngaesaues

170 (high power density) g0

ASANANITLUUBUTALIY (collimation) LLBI91NLELALDSTULANUIWIUNY
YB3 (collimated beam) FuAnNUATIgNALTBUTZNINNTEAINHDITU (2

optical cavities) inlviauasivunuiuwiiunzaunsagnuasseanuile waz
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deralivasawasaunsaiunslaszezndlnalagligadeainudy (intensity)

VDILLEI

[

4. WASIUNITUNSIE (radiometry) Tnaiinann1svued wawIU (energy) &4
(power) (fluence) waz (irradiance) 1ag enery wag power dNaABUTUIUVD

uasngnUaegoenanntaLes
v A U a 1 [ 6 4.
a. WaNU (energy) DA ANWIBLUU 984 (joules; J)

b. e (power) Aig dns1veIdIUTgNUNBanlUfeszvIamils Inile

Ju Tad w3e gadsiedundl (watt; joules/second)

C. ANUIUNSINU (Fluence) A AIUTUTUNUILUUYDINAIITUADWI
' X a a | & 6 1 a . 2
gt dmhedu gadrenisnaguiiuns (oules/cm2 #3e watt x

seconds/cm?2)

d. ANMuTUeUSE (iradiance) AowasausdnuseanaNIngrilniie

[
v v

A a = 1 [ (J & 1 a
PNUNT UPUYLTUNIRNINGADATIRIUAUAT (Watt/cm?2)

[

o o
UDNYINUYIU

| [J

ANTUIAVDIEILLEN (spot size) AD YUNANUNUDIRINITIN

Awanawasalusansyaeasntule

[ aaa ! s & A . . . .
nanN1IveIUNT81TEINaLITDILaziuaLEe (light-tissue interaction)
1. Photothermal reaction

PANNNITVDINIS LULALYDSN PR TNADNNTINILLANEIRB LA LU AR LLRIT lae Tl
o g" dl' gj g" o 12 o’al'd dl' 1 d‘ o
Maneiilodeseus) Mtlanansailalasnsldlasawesnidanueniadulugieinseiu
Frnsgadunaadlasiuvlasseneg Tuimids (@bsorption spectrum) Aauduves

NAa99U (fluence) ABIUINLNEINDTNALAINAINUAIINSDUTLNEIND WATYIIAINNYIVDY
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LIANUBINTAINGINUY (exposure time) fastipunitnafiinglonmgiiauiauanas

Y

Asanilavasmnuiougaanadlasunas (thermal relaxation time) WialinIuTa UK
lduliatetrufudivsunauitosiian

[

Thermal relaxation time (TRT) A9 LA TNYRUMNNAINTOUANAIATINTIAVDS
avmSougegavaslasuuas mielulund (second) Ine thermal relaxation time iy

Judndruivruavesingidesnisliamesdninig

TRT (second) = (diameter in millimeter)2

WU VU UDUAULEADAAD 0.1 mm  astiuazla TRT Ao (0.1)2 Juni tendu 0.01

WM 139 10 Tadiund
awwesildndnnisves photothermal reaction anansawuskiiiy
- Photocoagulation 19U talesiduden (vascular laser) U pulsed-dye laser
- Photovaporization 19U lalweasnsaia (ablative laser)

2. Photomechnical reaction

PANNNSABNNITYIN AL ARANNTDUTUN LN URULALLAANITHEANNTUIUA NWUE NS

WITle1n kUU acoustic kag shock waves @9vinlmann15vinauLiiowde
'Y ' ' f B .
- PIBYINTU LaLYRSLUAE (pigmented laser)
3. Photochemical reaction

nANNITABNITINIYLAA uiuSAEIY89 oxygen (singlet oxygen) way ayusdasy

(free radical)

- §MeEg1wu N3V photodynamic therapy laglit photosensitizer
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wasiaesyinnadnne #3e pulsed-dye laser (PDL) funumlunissnelse
mafmivanesila nsamznnssnwseslsaanndudenvuindn ieswnidu laser il
ANLENAAY AD 585 Way 595 unlumng Jemneglutaaues oxyhemoglobin unsidu
chromophore st PDL iindadumsshwmdnlulsaiioruamuiindnfivedudond
Hantaunelsa 1 U1uuas (hemangioma Wag port wine stain) l@ULADANDEUTLIURINIS

(telangiectasia) tJumu

Oxyhemoglobin
VBeam — 595 nm

Melanin

NOILdd0S8Y

400 500 600 700 800
WAVELENGTH (nm)
= 595 nm - strongly absorbed by oxyhemoglobin

o = 6§ e & 41' 1 1 % N (21)
NN 3 LL?WNF]’J71/87?@2?’1#?]@\7!427\742?1,%’6SWﬂﬁﬁ)7874EJE;/JZU?J’TN?’)75@@?fﬂééﬂ\77/8\7417®é88ﬁ)

https://syneron-candela.com/hk/product/vbeam

nanauTRvadLauaweiiadaslun iasduienfna1ute vinla
NIUIMAINNEURANTIA1EUAY AziinTasiuaznsInmveududenlatindslvi i

Ann1sadreaanaulvdsig viliawesiadae gniuildlunisshw &1 sevwnsain

2
a o

a = b a a v ! o A a a (11)
&1 Falaussansnind nelusunisdiean FMUIUANEY AIULUANTVDNET AINUTULIIUDIED

1%
v a

N@0NLEU (inflammatory  active  acne) wag@alidniaudniau (non-inflammatory

(12)
acne)
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2.7 unumvaaawasylianadaelunisSnuiuduillianazsunues

[
v s ISy

wastaasvianadataiusnainazidunissnwiseslsaanniduldonnusiin

[

Rntls taznmzdoniauasnanliiuaitiu annsanedinuin greannisonaululsndu g

[

ANe TRelNSANYITIUIUNL IR 9T

NSANEINADY pulse-dyed laser #io photorejuvenation wag inflammatory acne

(%

Y av ﬂ Y

. ) | ¢ . . (13) v ' oA Yo
vulgaris sgaulus1aneuywd (in vivo) ~ lagwuslinideiluniaan 3 ndu naun 1 a3y

pulse-dyed laser NUSIMAUTE Y waglain1sdatulile (punch biopsy) 9InUIIAAU

v [y

19 euazdv (nuAIuAY) Yerdlde Tussssnaukasnaauawes nudndnisuantosn

Y av oA

Y99 TNF-betal ifindulutenlasuiawes ludiuvesidnidengui 2 wazngun 3 a3y
A a o I~ 1Y . . .

pulse-dyed laser NUILIUNUT UAZHUNITNTIVTLAUVDY Propionibacterium acnes sebum
excretion rate (SER) suaau Tussuznoulaznadalwes 39nuin pulsed-dye laser laifina
#e Propionibacterium acnes wag SER fAaliudsaguladn pulsed-dye laser anunsatieisos
photorejuvenetion  léiflosanialgesiiunisuanioanyes TGF-betal — FInszeu
neocollagenesis TUTUNTIWI ey 9281399 inflammatory acne vulgaris bafiosann TGF-
betal figndidu immunosuppressive cytokine avinlianniseniaula(13)

waogalsAnu dnnsAnwrfinudn nsld pulse-dyed laser (PDL) %78@an1s
)

v

(17 55 d' Y s a . =i
NN UDs TGF-betal LLG]GZJEJQJUaGLULﬂEJ’JﬂUNa“Ua\‘iLﬁL“UEJ%WﬁﬁﬂWEJIUﬂ’]ﬁLW@JCytoklne N

ﬂi%éju fibroblast neocollagenesis wag collagen remodelling FagaelunsauIuvewNa
siiteyaiinssiunnnsdinm

seunlgiinsAnunisausiumsisenansat (systematic review) " W 52 adu
wuinfin1sth pulse-dyed laser uildlunisdneniiufmdmanelse fidnalnainnisdniau
Tnensianldlulsaazinaku (psoriasis) wag @18nLaU (acne vulgaris) wuniluseansand
wazilun1ssnwfivaense (recommendation  B)  wazdewufinisyunldly lupus

erythematodes, granuloma faciale, sarcoidosis, eczematous lesions, papulopustular

rosacea, lichen sclerosis, granuloma annulare, Jessner lymphocytic infiltration of the
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skin wag reticular erythematous mucinosis  Fauan153nwe1aazdndudodlasu nsAnw

. o v . , (14)
solulusuns (SzAutlaenin recommendation C)

2.8 Nat1wAgaNoIainIuIINNISIdaasylanadaie

Tngradnafsediny Tiileadntios WU A15HAY NSV AINLAY (erythema) Uad
(edema) N5l (burning) IALAanean (petechiae) HuaNiY FO8A/TREUVINANUNEINT
1Y . g . 17 a aY vo ¢ =
ankdu (post inflammatory hypo/hyperpigmentation) vsnailasunauames dadu

= o ! ! Sa o w Y (11)
Weatingd warlinsenusie Tinusydriuvestae



unN 3

A5andunisIY
3.1 Uszuns

wialalun1sgusiagne (sample techniques)

T¥nsdusegnalagiiuangthennmeiaula vieldsunsdwioninuiFesiuyie
papulopustular eruption MAamuvEINMTIATU eruuSedngat EGFRIs 7
szé’ummqwmﬁ 1 2a %38 2b 970 revised grading system based on National
Cancer Institute Common Toxicity Criteria version 3 ﬁLLNUﬂéﬂaauaﬂIiﬂﬂiwﬁﬂ
fn aUs du 2 wasuwungtaslu Tsameunagwiasnsal aninimalne w999
Szpznafifviun (consecutive cases)

UszansAnen (study population)

Q’ﬂwﬁﬁﬁu papulopustular eruption fAAAUNERN nslesueiunzL S ng
Wnnau EGFRIs ﬁﬁizﬁumm‘gmmﬁ 1 2a %30 2b 210 revised grading system based
on National Cancer Institute Common Toxicity Criteria version 3 ﬁLLNuﬂE:Jﬂ’JEJuaﬂ
Tsafnils fin aUs 4u 2 warwwundiaelu Tssmerunagmasnsal anin1alne
G]zmwilﬁaw;mﬁm WA 2559 Damamu W.A. 2560

Uszynsidmang (target population)

Q’ﬂwﬁﬁﬁu papulopustular eruption 1‘7iLﬁmmwé’amﬂmﬂﬁ%’umé’mmﬁwﬁmgq
wUnau EGFRIs Pinnundainnslasu gdunzSesdngutingy EGFRIs Tudszine
Tne Aflszu mmj‘uuiﬂ‘ﬁ' 1 2a %38 2b 970 revised grading system based on

National Cancer Institute Common Toxicity Criteria version 3



40

Uszy1nsnguaunu (control population)

USnaasmtdneiililasunsinunlag pulse-dyed laser ungsldsu standard
treatment AUUNALNEIDE19LAY? %a@jﬂaaﬁﬁmmqumwaﬂﬁu%ﬁm papulopustular
eruption ﬁﬁizﬁum’]m‘mwﬁ 1 2a %39 2b 210 revised grading system based on
National Cancer Institute Common Toxicity Criteria version 3 2wlAsUNITSNYN
standard treatment fistf

Grade 1 ¢5ums¥nwlag mMsmen 1% Clindamycin nvslunth Juay 2 ass

Grade 2a §%unsinunlae nsmen 1% Clindamycin mslunii Yua 2 e

Grade 2b la5unsSnwilag n155uUsENINen Doxycycline 100 mg Muuay 2 Lin

Toonuady 1 Wandesdinay 1 Wandie1msiiu

3.2 NGUA29E1S

FBnsinfeenanddias (approach to patient)

1. fUasiindunisinunilsmeiuiagimnasnsal wazdiuiluniiinaine
EGFRIs Ingaglumiuguaveaunvdununinvisvioununuzisainel lnegUieay
sunmsvssdudowuindthsamsadunusinisdadi (nclusion  criteria)
lnggavadlasinside uazdwiogUiounuidy

o ugthouen (outpatient department) flogluauguaT UM ILALN
Rvilsiinfumssnuivieansaagiaouen ununfavids nUs f 2
lsangnuagiansal anngaineg

o nnslafunnusiuilennuwmdununuzi3ainer Heafulasenside
Tnsunmdununussiinenasdsaduiheludesdu Tnouvaiu

" gU3guen (outpatient department) ﬁa&ﬂummguamaauwmé
LHUANEIS AN TIINFuNSSnuiviesnsIagtaEuen WNUNLLSs
e nUs $u 3 laamerutagiiasnsal annialve uasds

ADUNNULNNI RIS
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" fUaelu (inpatient department) H5udiidugthelu (awede
= Y, o W ' ° = v o~
vatiitelasugnaiivriangs EGFRIs suimviun Beiosilanin

Y

Funekaziniaunenislienaividauasiawesle Nl
sudiamssudnduitelumedeusddu) wazunndlmidlasu
nsUsnyIsesuninanelugUiedanga

2. §3dgvimsyssiiugienunuein1sAnd (inclusion  criteria)  Uaginauaifn

80N (exclusion criteria) lngaziden uaglvidveyadirsluguamednualdnue uay

¥ '
A k4

n13e3ute LWalenaasuniy Nitielvid1idelalidaselun1sdndulad

lasen1s wngIdenudtldidinueivesiasenis gi3uazdiasinuigiieniy

v v
Y

a U A d‘ P ! = 1 a a
MIPIURULAzIRRnnITRusBLleY Tnelilondlag Viedu

YUIAAIDEIIUAZNITAIUI (sample size determination)

= LoV = °

H899InNASNUMINITIAUNSTN WU Seliiimedinisin pulse-dyed laser unldlu
M3sny Hurdasudauazsuues (papulopustular eruption) Mfin AendInTslasuen
EGFRIs 31fieu  fedunisAulnauinimiegedsndudesanfanisinidethsesneu (pilot
study)

v o 1 (Y

MRINMTINITBTes (pilot study) FTIFY 5 18 FIRBANINTAAILIMIUIN

f0813 lansil

WeownnmsanwiiBunsdnwviln randomized controlled trial wag primary
outcome ABAIAINULAY (erythema index) Fauwansmallu continuous outcome Lazua
1Y 1 1d a = (=1 1 1 = 14 1d a 1 [y
aanarndunisiseusulungudnwinaznguaivauluwaazassduntdndudasesoiu
(2 independent groups) Liasandunisiuseufisusesasiiufsuulasserinenausnu

uag fanuranaesne ludisanlanaimile luudazasdlumih Judenldansnisiuiu

o o v (22) . 23)
YUINAIBYN AUFATNTITATUIUBNDIN Bernard R." " a¥ Ngamjarus C.
® SD. in a treatment group = 2.82

® SD. in a control group = 2.30
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=

® Minimal clinical difference (MCD) = efluwndiamdafiuin mssnway
Uszavisnm wagiiiusa mandtndlovliienanuuasanasusuiisuiunguaiugu
Ao 3

® Ratio (control/treatment) = 1.00

® Alpha () = 0.05, Z(0.975) = 1.959964

® Beta (B) = 0.20, 2(0.800) = 0.841621

o2
(zl—% +zl—;3 )2 |:Gt2rt+ cgn ]
ntrt - A2

T
r= et A= ey~ Mon

PnsAalaaziEg 99l Sample size: Treatments = 12, Controls = 12

Fadlesuanan drop out rate 20% = 2.4 ~ 2

[
S o

v & = & Y oA = o = v v v
MUY IUﬂqiﬁﬂﬁfﬂu QWLUUWQQNﬂQNﬁﬂUT‘UqUUU 14 ﬁiﬂI‘Uﬁuq (Viu']GUEJQEJJL

v [

MRS
lasu M3snwlag adjunctive pulse-dyed laser) uagngualuay 14 asslunt (nthvesy
WITeRSelasunsSnvansIuesused) Tl idenvan 14 918
Inauin1sARLanaaalAsdn3ulATINISAV  (inclusion criteria)
1. eranadinsinayevisengsiiongunnimisewiiu 18 U
LY ad A g aa a 1 < |
2. oanadpsiiunlueinmeedinviladuidauagzsuvued (papulopustular
. a Y a a Y Y A 4 LY
eruption) Ushialunihiiin nievdanislasuen EGFRIs lngiiuvgdogninluaiy
iquLLNiz@fU 1 2a %30 2b 310 revised grading system based on National Cancer
Institute Common Toxicity Criteria version 3 (A1AKNWIN A)
3. pananasdilasuen EGFRIs paealugieniside Tudismsinmueusnlasunissne

1ng adjunctive pulse-dyed laser ¥19%39 4 ASY LAZNIINTIIRAAINFONSIAINU

an 2 A9

'
= va o

4. oanadnsBuRnasUUAmmuAiwuztvemnngnaninw  lawan1suaniaes

AR
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5. panasiasiesunisiudludusaulunisnsiunsideegraduanadnunidnys
wx %o a v & % !19;u Y] EA ud.
AUrediduaaasinsyniesunsaldsun1ssneunsgiu Nemianizi

wazen3uusznu lddailiasnaaanmsidisaulunside Taglisnludomenendangana*

INaIN1SARLEENDEELATEINAINTIATINIGINE (exclusion criteria)

1. ennadaseglurasindadensss wienaunuasiinssd

2. anadinsegluremasliuuyns

3. granatpsiildsunsinulaenisldnisaenialaewd awesafindug wie lofiwea
(IPL) U3tans sunisiidieanisazdnwn Tumih) Tugasssee)3 Wounsuniudisilu
1ATIN19I98

v o a

4. 91@@NAsHUSEIRVRINMLINIRMLY LU TSANIRINLINANSINIEU NIDNISAMTE

1 VA o 4

MR Tusumiangideuasunmdiiuitensssiinanssnusenissnwiwaznig

Uszifiunaiildannnissnen

5. oenadasiiUsyiRvedsauzidmmaivililuiumisesianefifideseanisinns
Snwn

6. oaainsivseIRvesnnsiilinouduan

7. oanadasiinnuiaundlunisudeinveaion

8. saaiasivsyiRmsmevesunadidininninsensiiwadufinaundlumumnus
Yoe3MeTionsazinansznuensinunaznsUssfiunaiilaainnnssne

9. mmaﬂmﬁm’;zﬁm%zﬁma(ﬁiamsiwmm%’aga nsUszillunateya PABAIUNTILT
g19auifin arudsseussresonanasing ﬁgﬂﬁlé’mﬂﬂﬁiﬂizLﬁuImﬂﬁ‘i%’aLLazLLW‘V}E?
AFervey

10. ovanasiasianantAnllasunannusivislidesmsufiRnudeimuslunis
swsmoaatasiedilunisive

[ '

11. orenadasiatnsiunsidelunissnvmieadiindus launer wie wn3esdlefinased

Y

Tusenine ms@nwuazdalalasuniseud
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ANSENAKAZN15IN (observation and Measurement)

AkUs8ase (independent factors) fie treatment with adjunctive pulse-dyed

laser

FUsnu (dependent factors) @ papulopustular lesion count, erythema

index, subjects’ satisfactory score, adverse events

éﬁLL‘UiMU@&J (confounding factors) @® age, gender, genetic factors, skin care,
type of EGFRIs, dosage of EGFIs, duration of EGFRIs, duration of the rash,
severity of the rash, type of standard treatment (topical or systemic
medications for both preventive and treatment purposes), skin type, laser
technique and equipment, measuring instrument, face preparation before

evaluation, the room environment i.e. light

3.3 YunaUluNISAHEUNISIWALAZLDYN

1. PTeusziugnazidnulasindelagiiansanmuinaeinisaaieniinsiuuaznis

Amaen a1nn1sAnw (inclusion and exclusion  criteria)

[y

W58 NHUNNUSEUluNSARERNNSINTUNSANEY A2lASUNISTLRIRIN

N
e

N

[y

WLAMENMT  wazmaNaveINITIde  Ingussasd  Tuseumide  Uselewidn

e

a o

W1903892 93U SUDINATILARD1 AR

e

a o

Wrsddvastoluludussy Wiswn1Ideesrnduatsdnunidnys

[SN
e

N

[y

WyrhnsdnuseiRnuguveslidnnideesBamunuutuiindeya (naNwIn)

b
e

5. {198vN199 11959 ITeandmnuiuuiuiindeya

6. TUNDUNTIFLAYALLDUARUIPIULAAY Visit P91l

® 7599 1 (screening visit )

afl

1) f@drsuidelasuniseduisuasuasnngideiwvanns  uasnnareen1TIdY

Qe

moUsvasd  Tumaun1sIvy Usvlevuiididnsuddeaslesu sanfanadnafied

1NNV
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3)
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[y Y 1

deglinTiAdedumiinTiunTenaninlasunstuawailvigidisinideey

foyalulu Buseaninimumside fiirsuideilonalunisdnanudeyasiieg 7
agluludugauls ndan mndiinsinddelavianudilatadeyaseatniu
ué Feagligiinsmmiduasde Tulu Bugen WhimnAduesaduae
anwaldnes
vdangiinmnAdeldadeluluduseuud §ideussiiugfiazidisu
1A5INT398lAE AHIITUIRIUNUTNIAAEDNITITINLAZNITANDDA 21N
msfiny astoyalunuutudin (manuan) feideselud
a) UseTRuasdeyaidesiurasidninunsife
b) sﬁagalﬁmﬁ’uﬁu papulopustular eruption éuA sveznafitiuinty
m33nw Tilssued Tutlagtu sy
0 MINTITNMERFIATeIEasasunaeinsITevsely
L MIR9IRsenemimiUTEnoUMEALLLUAT NI UL B SHY
papulo-pustular eruption Ineldinausiandnuasiunazeinis
INRUAY revised grading system based on National Cancer
Institute Common Toxicity Criteria version 3 Lay FOEREARY
NufiRas1smenn modified CTCAE score
I msaseiememsianiiuiinalunih Tneussdulunds
Tunth uazutadudndne uagdnaun Tud Sruiuily
papulopustular eruption (papulopustular lesion count)

JuuRuenEu (inflammatory lesion count) AMAILLAY

(erythema index) 1umy

a va o

4)  Juinrsumsidvaslasuimuugifinsujiidmseninsunmssnw lauwn s

VAULGEIUAAR Lazn1sAsuiuwnafndalilndidnsiuniside nnanendsnis
losumsBeawesitienuit 2dgm lag amnsawds wagaeunuunndiidela

Tuseninedensifegidnsnddvananse Wsunsinw wesgruiulasely e

g anzikazefuusenu glieaslasunis davung wemwuwnmg lunns
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a6

Hhawasinidanes Wusnwsmrieiu 2 et Wunaiaun 4 Asday
AAMIUNNEIANNATUNITIAYION 2 AST (2 wae 4 dUA 9aan1SSnwIAsy 4

A39) Ingluusazasady gUigenanmuunmdneuvsendsimuatals 2 Tu uas

[

mMnungRsnyUszdiunsneuaues ware1ns vesikinniduudidinnuin

'
o

M3ndu foudsunIssnelrtinintIvue anunse la 7-14 Su

Ainsuideniinuandinsumuinaeidisiuazlasunsiavineasateluiiesu
nmssnwlae 14 pulse-dyed laser Wunissnwnsau

2
v

A3 2 (treatment 1; day 0)

UL ULAENUNIUNUNNSAALE BN IULEEFRDBN (inclusion and exclusion

criteria)

[

A3 ndedinuaudiasuniuinaginisAaienidisinuagnisdnesn 9y

q

Iosumssilu nquidisaunsideuaslisunsinysiely

a o

19UV HAITD I NULNNE S

e

Wn$3de 1asu mnnaqung nszaTwdantiuasAsuiuLae

e

1 a o

Whddelasunisiiegulae ndea Nikon D90 uar msaneamauilflag

e

A399 Visia legnisanenimisdasvds  wuady  amonsluntiess 1w

awengluntninedeyudes 45 a3 1 a1 waznnaeluniindnarnyudes

[
Y

45 991 1 AN TUR9a18AINALASUNISIAYINLIBNNSaNeA NIReRNIE el

'
=

el duriosifiuasln funuinIsileenIn LazaINIEAIMENYALANYNNATI

1 a o

A3 lATUNTUSEUAIANLLAY (erythema index) MFUUAINIUNA 3 Fjal

Ly [

@nsasunidililuenansuazduiinteyan1sifevesiUaeius) lnen1sly skin

colorimeter 984 DSM Il ColoriMeter® (Cortex technology)

1 a o

AL iNTAdelAsUN1sUsENTII papulopustular lesions Wag inflammatory

Yo o A

lesions NUNNgRITeNN (primary investigator) wag nsUsEiuwuUUNTA

(blinded evaluation panel) MMNUNNIRIMNTIBNABIVINUKIUNIFUAN
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a o

8) HinTuAdelasumsdumihtiaiaglesunisinuileg  pulse-dyed laser v3e

cryogen (sham control group) 1n835 ‘Blocked randomization’

[y

9) M15AElAsUNITSNElAg

e

a. pulse-dyed laser fiauenndy 585 wiluums Vbeam perfecta®

1NUTEN Syneron Medical Ltd.

® parameter: spot size of 10 mm, pulse width of 6 ms, fluence of
7.5 J/cm2 (Fitzpatrick skin type IIl) #38 7 J/cm2 (Fitzpatrick skin
type V)

® overlapping: 20-30%

® wunu pass: 1 pass lunthessiilgdsunissnunasulag pulse-dyed
laser

® afifein1sudInisds fie nsuaadntios (mild erythema)

® n3lY pulse-dyed laser (subject group) ushaluntnAsntnfag
lasunssnen lag  pulse-dyed laser uazlunindnaiauniilay

cryogen (sham control group)

VA o

10) WigidelvinzuunaaUnnasinn1sshw (visual analog pain scale)

P

11) waenmsiasunissne  {3devses

] [

WY avaguisenluntmainis

$hwn U Asued M1sUaL nstad gaidenesn Wusiu
12) giiidwanunsaaeuaugideviseaudideiamatiufsaiveufisenniinuuuu
Tunthnonauinanmslasunissne 1wy nswas MU IaLdeneeniingeg

YU 1158 NSHwNalNY WNATREAT WAy N15adN AN VBIRAINLA UINdellonns

v
= ) a va o 1

n¥rnduaanansialuadall viielitoasdelag lunsUfoRm uazdidniuise
wldsunsuwanlunadafesiionasiotu  eliidrinAtelédunnoinislé
ogsgndes Taeludunmennisfananazifonaziuesing Anvevestidelunsdl
ABANTABUAINDINTUILALIAINGT?

13) ¥daasanaluiineyinn1ssnunAsan 2
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'
a

® 3 3 (treatment 2 ;: day 14 + 2 days)

1)

10)

UL ULAENUNIUN U NI SAMEBNLYNTILLAENSHRBN (inclusion and

exclusion criteria)

o

A denddlnuaudinsuanuinunnsdadenidnTiuuaznisineen

9

losunissanlundudiinsiunmsideuaslasunissnyseld

[ 4'

A3 ITEAR TN UL DT
Aidn3a03de 195U muanequan nsgawdaviiuazasuiuuen
Uszliulunimaaannlasunissnenlunas 1 ase Naludunlasunissnenlag

pulse-dyed laser W@y cryogen (sham control group)

a v

ALin3delasunisanesUlag ndes Nikon D90 way nsanen wauililag
d' .. 1 & a [ ! 2/
1304 Visia lagnsangnmiisaedyiin wiadu awanglumings 1 am

weneluntntegeyudes 45 891 1 2 kasnnesluntingnayuBes

(%
o

45 99A1 1 AN TUB9a18AINALASUNITIAYIN BN ENEANIALRNE 19T

el duriosifiuasln funin1silenenIn LazaINiEAIMENYALANYNNATI

1 a o

L1933 delaTun1sUsIIUAIAULAL (erythema index) TIsaLAIIVINA 3 6y
(eweunidaaulaviiuialiluenansuazduiindeyansidevesdietug)
laen1sly skin colorimeter 984 483 DSM Il ColoriMeter® (Cortex

technology)

1 a o

AL TAElATUN15UsENT I papulopustular lesions Wag inflammatory

6 VA v

lesions AMNENNEH? BYINT (primary investigator) kag NsUssliukuuUnln

(blinded evaluation panel) MMNUNNERINTIDNABIVINUKIUNIFUA N

1 a o

A Tidelasun1sShwlag pulse-dyed laser #3@ cryogen (sham control

(%
Y av o

group) MlunihiafuvesElinIfetus UnUasegiin?

[y

&)

] a o

Ansadelasunisshulag
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® pulse-dyed laser firuenady 585 wiluums Vbeam perfecta®

1AUTEN Syneron Medical Ltd. Huadedl vesn1sinm 2
® parameter: spot size of 10 mm, pulse width of 6 ms, fluence of 7.5
J/cm2 (Fitzpatrick skin type IIl) 38 7 J/cm2 (Fitzpatrick skin type V)
® Parameter ﬁiﬂumi%’ﬂwawﬁmsﬂ%’uﬁuﬁummqumq uay N9
pevaLesetiu 9InMIsnwndusn
® Overlapping: 20-30%
® diuau pass: 1 pass lunmthadeiildsunssnwnasulae pulse-dyed
laser
o rafifeansudinisds fe nsuaudntos (mild erythema)
® nslY pulse-dyed laser (subject group) Uinadlunthesindaslasu
mssnwilee  pulse-dyed laser waglumindna3ewmtilae  cryogen
(sham control group)
11) WigidelviaziuuauUandeinnissnw (visual analog pain scale)
12) vdaanmslesumsine §iTevsedeieise nraguisedluvivdinisinu
1AW A15UA9 M3 N1sbud gadensen [Wusuy
13) fiAfoansoaounuiiteniequiiseimatnafewioufiteAntuu
Tunthitenaasifinanmsldfunissnu wu nsuas nsuan gaideneeniinse

YU 1130 N5Huealul WNATREAT Way N15aRN AN VBIRINLY ndallenns

[ 77
A A

ndnduaanansralunaiall videlidoacdelag Tunsufoim uasidniauide
wldsunsanlunadafesiionaniotu  iflelifidninadelddunneinsld
ogsgndes Taeludunmennisfananazifonaziuesing Anvevestidelunsdl
ABINTABUNILDINTUUALIFAINGT?

14) ¥daasealuiiiarinn1ssneaAsan 3
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a

A3 4 (treatment 3; day 28 + 2 days)

1)

10)

UL ULAENUNIUN SN SARLEBNLYNTIULAENSHRBBN (inclusion and
exclusion criteria)
A3 fenddinuaudinsuauinusinisaadonidnsiuuasnsinesn Iy

losunissanlundudiinsiunmsideuaslasunissnysield

[ dl'

AL NI I UG
Aidn3903de 195U muanequan nsgawmdaniiuazasuiuuen
Uszluluntmannlasumsinwluua 1 ase visludunlasunissnuwlae

pulse-dyed laser Wag cryogen (sham control group)

a v

Ain3delasunisaresulag ndes Nikon D90 way nsanen wanuililag
M .. 1 & a [ 1 2/
1304 Visia lagnisiigmmiisaedviia wiadu awanglumings 1 am

ameglunthdedeyuides 45 o 1 am waznmangluntidiunyudes

[
Y

45 931 1 A1 Turesanenmilasunisiaviniiienisansninlaeaniy il

el duriosifiualn MuninIsiienenIn wazaINienIMENYMsANYNNATY

1 a o

L1939 lATuN1IUsEIIUAIAULAS (erythema index) TIsaLAIIVINA 3 6y
(weunidaaunlaviiuialiluenaswazduiindeyansideveietug)

Imnsle skin colorimeter w9 DSM |l ColoriMeter® (Cortex technology)

1 a o

AL TAElAsUN15UsEENT I papulopustular lesions ag inflammatory

VA o

lesions NuNNELITeANTs (primary investigator) war NMsUsEiuwuLUnTA

(blinded evaluation panel) NLNNERINTBNADIVINUHIUNIAFUAN

1 a o

A TAdelasun1sshwlag pulse-dyed laser %38 cryogen (sham control

o
LYY [y

group) Mlunihiafuveiinideuus Unlnsegiinidy)

1 a o

Ainsudelasunsshulaeg

® pulse-dyed laser fiaue1indy 585 wiluwng Vbeam perfecta®

INUSEN Syneron Medical Ltd. {unsedi 3 v3n155n9
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® parameter: spot size of 10 mm, pulse width of 6 ms, fluence of 7.5
J/cm?2 (Fitzpatrick skin type lll) ¥38 7 J/cm2 (Fitzpatrick skin type V)
dl U = U &{ o
® parameter 7llUNTINBIRRIMIUTVTUAUANUTULSY Uz M9
MOUAUDITOINY 2INNTINYIADIATINHILLN
® overlapping: 20-30%
o b4 d! dl Y U a
® AU pass: 1 pass luntAlAsuNsInwEsulay  pulse-dyed
laser
® [aTiRaINTVaINISEe Ae Msuaudniiey (mild erythema)
® n5ld pulse-dyed laser (subject group) Ushadluntinassmtinaglasu
U Y a -q! t%4
nMssnwlay  pulse-dyed laser uwaglunthdnasswinlag  cryogen
(sham control group)
11) Wigidelviazuuuanudianaawiinissnw (visual analog pain scale)
12) nasnmslasunissnw §33en3esvieid avaguiiseiluntmdnisinm
1AW A15UAS NSV N3t gadensen [Wusuy
13) fiiiduanunsageunugidevisegudiFeimadnufswisoUisenMiinuuuy
lunihfenaaziinanmslasunissneg Wu nsuad 15U Iidenseniinieg

YU 150 NsHuealug wNaseuRl way N15asn asn VBIRINLe undallenns

[
I = va v [y

n¥rnduaansnsralundell sieltoasdelag lunsUfoRm uasfidniauise
wldsunsuwanlunadafesiionasiotu  eliidrinAtelédunnoinislé
ogsgnes Taeludunmeinisdananazifouaziueslng Anvevessidelunsdl
ABINTTABUNINDINTTUALIFINGT

19) vitinedsisluifietinnsafianiundsnisinw

4 i
v

A3 5 (treatment 4; day 42 + 2 days)

1) Uzl ULaENUNILLNMIINISARLEDNITINLAE N1SANBBN (inclusion and

exclusion criteria)
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'
LY v LY

2) {uinsuidenddlnaandiasumunaeinisAnifendisiuiazn1sanesn 1y
losunissanlundudiinsiunmsideuaslasunissnyseld

3) fiirsuAfeasieimuuimdaie

4) {idu3de 195U muanequan nssawdantiuazasuiuLee

5) dsmduluntdmdannldsunsinunluud 1 eds ddludndldsunssnuilae
pulse-dyed laser Wag cryogen (sham control group)

6) Jiinsdelasunisaegulae nded Nikon D90 wag MsanenImauialag
\A304 Visia lnamsaneniwiitaassie uadu amdieluntinss 1 o
weneluntinageyades 45 ada1 1 A waznwasluninteunguLdes
a5 a3 1 aw lukesdenmdldsunsinmliifenisdenmlaeianig sl
el duresfiTuasl duvtenisdeiienn uazaindien mdnuaigifs
ynas

7) fitrsuideldsunisussfiudinuuns (erythema index) ruunsvianun 3

A (muswdafunlaitsunidhiluenaisuasduiindeyanisidevesiUis

1u9) lasngly skin - colorimeter w3 DSM Il ColoriMeter®  (Cortex
technology)
8) {13398 lasun15UsEIiud1wIu papulopustular  lesions uag

'
Ya v A

inflammatory lesions mﬂLLWWEjEﬁ b7 (primary investigator) Way 13
Usztiiuwuuunla (blinded evaluation panel) aMnunndfantadnassinuN
negunm

9) giinTiidelasunsinulag pulse-dyed laser 38 cryogen (Sham control

1%
LYY [y

group) Mlunthinaiuvesiiidetug UnUadediinide)
10) fdrsuidelasunisshulag
® pulse-dyed aser NAU1IAAY 585 WlULAT Vbeam perfecta® 910

USTW Syneron Medical Ltd. [Jua3s 3 983n135n®1
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parameter: spot size of 10 mm, pulse width of 6 ms, fluence of 7.5
J/cm?2 (Fitzpatrick skin type lll) ¥38 7 J/cm2 (Fitzpatrick skin type V)
parameter  fildlumsinwmenniimsuuiufuanuguuss uar 03
ABUALBIYETAY 2INNNTSNUNEDIR TR

overlapping: 20-30%

§nu pass: 1 pass luwtheseiildsunissnuiaSulag pulse-dyed
laser

NaTifaan1sMaInIsis e msunudniies (mild erythema)

N3l pulse-dyed laser (subject group) Uinadlunthesmindaslasu
mMssnwilee  pulse-dyed laser waglumindnaswmtilae  cryogen

(sham control group)

11) Wiadelvinguuuanuuinngwinissne (visual analog pain scale)

12) waannstesumsiny  didevsedviedde  asaguiserilunidmdinis

13)

aeINAUgAN1INTIluATI viseliveasdelag Tunsu iR wasdidninide

$hw WU N1suas N15Uan Mstnl gadenssn Wudu
A IBaUsaaR NN VS eAudITeAmat L AswTeU SRR TuUY
lunihfenaaziinanmslasunssne wu msuas Msvin aidienseniiney

YU %99 NsTunalvll LNATREMN WAy N15aN DA VBIRIVLY wndadiannis

£

=] l a va o [y

arlasunisuwanluratnafesionnasinty e ligidTinideladunneinisia
aggnaes tngludaunneinisina1iavivenasiuesing fnsevewidelunsdl

ABINSADUNNNDINTITUILALIAINEATD

14) yndnasaseluiiadnnsIaRARILraINIsSNY

aded 6 (2-week after last treatment; day 56 + 7 days)

ey
e

ey

a o

157133UA9YDINUINUBNNG DS 9

9033 1AsU mnnAquNg NszATudantLasAIAuLAN
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3) Usmdiulundwdannldsunsinnliudimun 4 eds (deondnuadudes
il nsdifuvesihemenuandamssnuisiasdilifa a ade) Heludwildsy
n3snwlag pulse-dyed laser wag cryogen (Sham control group)

4 fiinTidelasumsaiegleg ndes Nikon D90 uaz n1sargn wauiiilag
303 Visia Taemssieniwiiaesia woady nmdnelunthese 1 nm
ameglunthdedreyandes 45 asm 1 o waznnagluniidieuinyudes
a5 o3 1 aw lufesdennildfunisdnrlifenisdrenmilaeiams s
dielviduviosiifinaslul swmbsnsdernenn wagandienmdnuasiiumnass

5) fiininAfeldsunsussdiurauund (erythema index) Miruunsiiavin 3 s
(masundaduitldhiumisliluenasuasduiindeyansifovesithetug)
1mnsle skin colorimeter w9 DSM Il ColorMeter® (Cortex technology)

6) fnsATelasunisUssliudauiu papulopustular lesions wa inflammatory
lesions IMNUNNELT Sufinila (primary investigator) way n1sUsuliuwuuunla
(blinded evaluation panel) 31nWNNgRINTBNADIVINUHIUNIFUAN

7) MunAsIwelUinURnsIaRAMIUNaINISSNEIATIN 2

® 3391 7 (G-week after last treatment; day 70 + 7 days)

[ A

13T AT LN ULNNIDT §

—_
—
ey

e

b

939 105U mnnaquay nszawdnntiuazesuiuuwan

N
-
ey

3) Usmdiulundwdannldsunsinnluudimun 4 ads (Fearasiuiunds
fooninl nadifuvesiinemevmevdinisnuudaediaiis 4 afy iy
druiildsunsshulae pulse-dyed laser waz cryogen (sham control
group)

4 finTiidelesumsaiegulag ndes Nikon D90 uay Msaen wauiiilag

1AS9 Visia lagnisaneninisaesvds wiadu amaeluntinse 1 nw

amenglumindnagnesandes 45 aen 1 a1 waznwaelunttnsuyy
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Wea 45 991 1 AN MURaaenInALASUNISIAYINBNNSaNEAN

Y
Y [ 1%

Tgnie el lmdusioaninadin  furidanIsuaanemIn  wazann

DUANANYULLANYNATY

a v

Wn$elasunsUsTEuAIALLAY (erythema index) MFUUAINIMIA

(S,)
N2
e

3 o (ashundaduildvidumisluenansuaztuiindeyansideves
ﬁﬂwﬁf’u"‘]) 1nenslY skin colorimeter 983 DSM Il ColoriMeter® (Cortex
technology)

6) TfidrinAfeussifiuaiianela (patient’s satisfaction) Vausiaaidumiin
Fafilddu mssnhwilae  adjuvant pulse-dyed laser $aufunssnwn
1nsg1u wazuTaadlumidned fumsnuunssu Wesediaden Tne
TaguuumunsUssana Luuddu tns annsossynisiasunlas ves
Auvlusuiindusazudas (photograph assessment by two blinded
physicians on quartile rating scale) Lﬁa'guqmmsﬁﬂm Tneuvaduseiu

Yaid

® AzuuL +4 = FTU 76-100%

® ATLUY +3 = AU 51-75%

® ATLU +2 = AT 26-50%

® ATUUY +1 = ATU 1-25%

® pzuuy 0 = lLifinsiasuulas
® AzluUY -1 = WLgas 1-25%

®  AZLUY -2 = LLEAY 26-50%

® ATLUY -3 = Lead 51-75%

® ATLUY -4 = LEad 76-100%

2) finTiAdelasunmsuseiiulaewnng (Physical global assessment scores; PGA

scores) Msushadluntndsiilasunissnwilag adjuvant pulse-dyed laser sauAU
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mMesnwunnsgu wazuinalunihdsildfunsinwesguiissegiafio 91
M3UszifiugUane Taglvinsuun aasnesUsssnuAuuuddn Tnsanunsaseyns
Wasuulas vestiunsluguiintusazudas (photograph assessment by two
blinded physicians on quartile rating scale) Lﬁaguqmﬂﬂiﬁﬂm Tnouuaduszeu
il

® Azuu +4 = AT 76-100%

® ATLUY +3 = AIU 51-75%

® ASLUL 42 = AT 26-50%

® Azuuy +1 = Ay 1-25%

o Azuuu 0 = lLifnsidsuuwda
® AYLUY -1 = WEAY 1-25%

®  AZLUY -2 = LAY 26-50%

® ALY -3 = LAl 51-75%

® ATLUY -4 = LEad 76-100%
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2wk | 2wk |
Y

Day 56 Da!/ 70

Eligibility Base line After1 After2 After3 After 4 sessions After 4 sessions
screening session sessions sessions (2 weeks after Rx) (4 weeks after Rx)

{ photograph

photograph photograph photograph
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)

-Consent form

Primary [ o
outcome

)
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{ 1
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( J
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[ )
{ 1

El
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v ]
( J
=
( )
( )
{ 1

DM 4 uagaInIsasUTunaunIsILluugasAsa (visit
3.4 M3s5uTINdaya

o

TunuNIiaes: windrinaweidouluunmgRantinuazyinuiuwnmey

Usziliunansanuving waznsvinawesiluswmdvinuieaiunness TunsiawesTiiuddn

Y

[y

WYNAY

Fupounsussdiuna: windiussidunaiomeaaviniduwwmdiongs Tnens
Uszidluvaziansanueniuusasviiu litufufusasiy SuSenldin denuhdede 2 du
PEUAD

Interobserver reliability: #niinslinzuuuauAaviuanasuseiiulansaiuls
T9dn “Cohen kappa”

Intraobserver reliability: LWngviaanuii foaduduviudy ”ummwmms

q

Y Y au

Usziliu wazluwnndyamnnlunisussluligidnidennse



MTNN 1 WA MVNANISIUNSANwIMAEIIUTINTBYE (study schedule and data

collection)
Vil Vil Viad Vi Vizs Vi Vi?
Tweek after drweek after
Purpase Seresningvidt | 1 trestment | I trestment | I trestment | 4 trestment
treatment (FT) | treatment (F7)

Dayld (| Day18 Day 42 Day 36 Day M
Timeline Sereening Day 0

May) {4 Mays) {4 Mays) {4 Mdays) (¥ 7days)
Time me Ik 051 b 051 b 051 bz 051 b 05k 5k
Ihomerchdon erferi X X X X X
Medical bizery X
Informed conoem X
Treament e azecmment X X X X X X
Phon maging 'y Nikom D90 X X X X X X X
Fhowo imaging by Vida X X X X X X X
Envthema mdex - colorimeser X X X X X X
Papdopnzinlyr Jedon com X X X X X X




59

Ervdema index - Vida X X X X X X
POL procedmrs X X X X
Vil amlog pain xcale X X X X
Immeadive effectafier Tx X X X X
Adverze effectazecomens X X X X X X
Phowgraph azesomem by mo
binded phyzicim: on quardle X
grading scals
Patenz' mdzfaciary acare

X
{qoestiommaire)

3.5 M3AAszvidaya

aad

ASAASITRTOUALAZANAN 1UATIZH (data analysis and statistics)

Y

YoyalgInnNIN

Y

[y

Toyaanuazuy (nominal scale) laun dnwuglaeiluvesitie 1wy e, o1,
UsziRlsauszdnda, oiild tarfiiiniiy Usedfnissnuilueie wazdaqdu 1Judy,
Y o 1Y) & a a4 v
Ha19AE9INNTNYT Teuradumuivseseyas

[y

Toyadusu (ordinal scale) laun n1sUsziunan1ssnw 1y grading severity uag
msUsziliurnuftsnelavesmssnunlaedidrianddeqduansigaineg seaunadudiise
511 (median) TgAwadfLuy Wilcoxon rank sum test

Joyatdeusura (continuous data) el

AauLasresiudniay S1auduliauagdunues aezuuuUszifiuainumeg
Rnida fwsazduani senunaifuands (predicted mean) ns@wanild generalized
estimating equations (GEE)

nsNAdRUANNAZIU (hypothesis testing)

NAFOUANALANANYBIHARNESENIe 2 gy (nguiildFunsinulasuasaiees

[y

Wadane waznguilasunanaweasvasn) 14 ceneralized estimating equations (GEE)
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4.1 audnuuzvaUszynslunsAne

Y Y A 1 &

ToyariluvesUszrinsiiunsdaienidrlun1sfinwfedUieniinuyinguidauas
s
5

Y 9

1 A a 4 v Yo aa s ca
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AusugNINTUALTULISEAU 1 28 %58 2b 970 revised grading system based on

Y 9
National Cancer Institute Common Toxicity Criteria version 3 (A1AXWIN N) lAg@IN1TH
Y v 1 = 1% :’I 1 = a Yo =
mmwQLﬂniwmiﬂﬂwﬂmmwm 14 AU 38INNTANYINRUIEY 1 AU Y9DDNIINNITANY
& v P | a oA Y ao " = & v
ﬂiﬂi‘jﬂ‘l/l’]?;l Lu@ﬂﬁ]’]ﬂillﬂ'?ll’]iﬂll']ﬁ@@\’]ll@@L‘L!E]Qi@ Qua%maqmqlﬂaLLazmumaauaau’m

¥ 1

ﬁL?ﬂi’JNﬂﬁﬁﬂH’]ﬁg\mM@ 14 au wusduwene 8 au (Gewag 57.14) nevdls 6 au (Govay
12.86) p1esfsegiuAe 50 U o1gsanafe 32 T o1ggeanie 62 U sxduiiseiu 3 Ao 1 Ay
(Fovay 7.14) seaufnssu 4 e 13 au Govaz 92.86) lspusddniidudeustlunslden
EGFRIs léun uzidalen 8 au (Fovay 57.18) uvdeldlng 3 au Gosay 21.43) uzeiiay
1 au (Gozay 7.14) uziSadiui 1 au Gosay 7.14) usiSwldvedrudanevioanldnss 1
au (Gevay 7.14) sndfimesuealnsniamesSiwuines (EGFRIs) MilrAnAuluge Téun
geelaftly (erlotinib) 6 au (Sewar 42.86) suanTuuy (cetuximab) 5 A (Feway 35.71)
g1a1U1A 1Y (lapatinib) 1 Au (Gosaz 7.14) enaf@dy (gefitinib) 1 Ay (Fosay 7.14)

g1oxy@ny (afatinib) 1 AU (Sevay 7.14)

[

AL U19IUNTANYIATULUUAIINTULTIVBIH UL UMY The modified NCI Common

Terminology Criteria for Adverse Events v4.03 (mCTCAE) (n1ANWIN A) AT seeufl 18 2

[y [y

au (Sovaz 14.29) szeufl 2 1 3 au (Geway 21.43) szaufi 339 au (Gevar 64.29)
ﬂzLLuummquLLiwaqE"Jmm'amm Revised grading system based on National Cancer

[ [y

Institute Common Toxicity Criteria version 3 (n1ANwWIN n) A9l 52AUN 1 8 2 AU (Fovaz
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MI5799] 2 Aadanvyl Yo7 IvenNgInuTeyanineunIsig15IuIveY 14 $1¢ (baseline

characteristics)
Characteristics Participants Percentage
Age, mean (SD), year 50
Sex
Male 8 57.14
Female 6 42.86
Cancer
Breast 1 7.14
Colon 3 21.43
Tongue d 7.14
Lung 8 57.14
Rectum 1 7.14
EGFRIs
Lapatinib 1 7.14
Cetuximab 5 35.71
Gefitinib 1 7.14
Afatinib 1 7.14
Erlotinib 6 42.86
MCTCAE grading
I 2 14.29
| 3 21.43
If 9 64.29
NCI
1 2 14.29
2a 5 35.71
2b 7 50
Duration of rash, mean (SD), day 52.36
Onset of rash after EGFRIs initiation,
mean (SD), day 26.93
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4.2 HaN1598

INUNUNEN 2 4agn15199 3 NSWAIULUAIYBIAIAILLAY (erythema index; EI)

PUIAIAINULAANAINIADITINVDIL UM e bt 1vasluntnRlasunissnulaetawasyin

[y

1 1 ! J P s a
Wadn1e (pulsed-dye laser) wulnanasuInnIINguAIUANNLUULALDINaBN (sham laser) %

Y

Junmswwdulaelivasendanu egrsfidodrdynieeada P<0.001 TnanuitAadsvesniu
Qll | Al Yo Y] RN 2 i Ql' a & %
wasianaslunguitlasunissnuilasiawesiadaisfe Aanasade 7.20 Anduanasseas
30.65 way AlLadsvesnLLAsanadtunguillasunssnulaeawesvaenfe 12.98 An
Judevar 12,69 wazmnATewndunwa 2, 4, 6, 8 ,10 Wisuiuduasidl 0 (Reunis
[ 1 | a d' 1 1 av Yo [ & a
$hw) nudAedsvesnsilisunlawesdinnuwaslunguilasunisinulagiaigesyiin

[

Wadae (pulsed-dye laser) anasunnitnguaruauiiluiaigesviasn (sham laser) My

(%
o w a Y

nmsnudulnglidvdesndsany egraildudrAynieansd danduavia ¢ Duduly (o. value

o

— 0.001, <0.001, <0.001, <0.001 Tu&Ua94 4, 6, 8 ,10 aud )

UNUPIT 2 uaAINTIUASULYAIYBIANRALAIAIINLAY (erythema index, EI) 5¥%1779084

LALYDSTWAAR IIUALAITDSYADN

Adjusted predictions of treatment groups with 95% ClI

30

25

%%\}\{

20

15

Erythema Index

10

o

4 6
Treatment week

—— Sham ' PDL
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MI5799] 3 MITNUFANNISIUAEUUUAIYBIANRAEAIINLAT (erythema index, El) 511379ngal

AR SHAGN 1AL A YOS AN

¥anamsia uguaresviaen  uaatasesWadme p.value*
Predicted mean Predicted mean

(95%CI) (95%CI)

FUaaifl 0 (Fhdeuduns  23.49 (22.23- 23.50 (22.24- -

Snwn) 24.75) 24.76)

ﬁﬂfﬂ’]ﬁﬁl 2 21.87 (20.61- 20.52 (19.26- 0.13
23.13) 21.78)

ﬁﬂfﬂ’]ﬁﬁl 4 22.13 (20.87- 19.05 (17.79- 0.001
23.40) 20.31)

ﬁﬂfﬂ’]ﬁﬁl 6 22.02 (20.76- 18.41 (17.15- <0.001*
23.28) 19.67)

ﬁﬂfﬂ’]ﬁﬁl 8 21.47 (20.21- 17.44 (16.17- <0.001*
22.73) 18.7)

dUnid 10 20.51 (19.22-  16.3(15.01- <0.001*

21.8) 17.59)

*p. value dmsunisiasuutasainaineawiun1ssn (baseline) dwsungquuadaises

WAdAAE LAZLALALYDINaDN

ad' d' a d' d{' 1 =3 1
INUHUAEN 3 Waga131e9 5 wamsuszdiunisdsuidadaeriuvesnusuidas
vuedlaaunngian 3 ¥y (physician global assessmentllagfiansanaingy Wugunii
M39 way NEIUTN 45 aamIMsEgnazd JUseliwinsussidiulagliduiunanis
Usviliuvasiunaziu laegussilivlinsiuingunusedivdudslalasunssnulasuas
& o 4 =1 [ < = a 1 v v | a o Yo (v
mesiadnenseLanawesraen laedunsiuseuiisusunoudiinsnidelasunisinm

a o | a s & a a o Y] ¢ o ¢ o
WlEJ‘UﬂcUE‘USU’N@mWWlILaLGUE)TV‘]ﬂﬁiﬂ LAZAARMINBN 2 ASIN 2 Lag 4 dUAIVNaaleasnsa
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[
I a ] 1

gaving d1AU WAL nisugas iWSsuiiguiunausny m131ensiiasuuunILLIng

UseanauALuVAdIU (quartile rating scale) Asasunalangazidunlun1s1eil 4 Wuil WUl

=

Tumihdsnlasunssnelneiaesvliniaday (pulsed-dye laser) lASUAZUUUAITNAILY

v o

YasRunATuINNNIINguAUANiluawesnaen (sham laser) sgndlidadAgyvneata aed

p. value <0.001 KazMINAMTUNABUAZLULTDINTHAIUIYBINUALAazdUMTBURUNDU

Al

n35n wumunluniteilasunisinulesawesyiniadniy  (pulsed-dye laser)

I@supzuuumsimurestuiftuinningualvauiluawesuaen (sham laser) ag1ad
paANNEDR ALEdUAYN 4, 6, 8 waz 10 (p. value 0.019, 0.037, 0.009 way <0.001

ANUAIAU)

m75799] 4 UgnInIsNnIslinzuulagunng uaggit5un15398 MIuNINTUTEIIAAMUUT

31 (quartile rating scale) IaUn YNNG UsazaUNIIEUAUNUNTTIAY)

+4 Fusnfian (+3ouaz 76 fa +308a100)
+3 ATuunn (+3evay 51 89 +Zovaz 75)

+2 ATuUIuNans (+3euay 26 A9 +3evaz 50)
+1 Aruthadntios (+Yevas 1 A +3eway 25)
0 Tiwasunas

-1 wgaatnadntes (Sevay 1 o9 -Seuay 25)
-2 weasUunans (-5eay 26 to -Seuay 50)
-3 wgasnn (-Sesag 50 to -3eeay 75)

-4 waanilan (-¥ouag 76 to -Yewaz 100)

urgii 3 uanssansuszidunadugudagumiedlaeunneddamls 3 v (physician
global assessment) s¥nINNGuIALTIHAGN ILUALIAIYOTIADN TAUAHING UsazdUnI

WHUAUADUNITSNY) UARUTUAZULULAAZA I UTY



Physician global assessment score

3
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2
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1
1
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Adjusted predictions of treatment groups with 95% CI

* * * *

4 6
Treatment week

———1 Sham +— PDL
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1N 5 UaasARaeYeInIsUsduNaN ML ve sRugudnguiedlnguwmgRamia 3
Y71 (physician global assessment) s¥nINNGUiaBOTHAGN IGUAZIAIT TN TTTUAIY

A9 UeazaUnAguRUnRUnITIIY) Uanatunsinugaza 19 UTY

4249128111599 udalalwesaan  uaLagaswad p.value*
Predicted mean ANy
(95%Cl) Predicted mean
(95%Cl)

FUaaifl 0 (ArreuBuNsSnY) 0 0 -
FUn Wil 2 0.71(0.37-1.06)  0.93 (0.58-1.28) 0.435
ﬁﬂ@’]ﬁﬁ 4 0.71 (0.37-1.06) 1.36 (1.01-1.70) 0.019*
FUainl 6 1(0.65-1.35)  1.57 (1.22-1.92) 0.037*
FUawinl 8 1.07 (0.72-1.42) 179 (1.44-2.13) 0.009*
5U®’]ﬁﬁ 10 1.17 (0.82-1.53) 2.32 (1.96-2.68) <0.001*

*p. value dmsumsilagunasainaAinauisunssne (baseline) dmsunguuadaLLes

Ly

Waday uazuauawesvaen

NNUHUNTT 4 wazss1edl 6 wansUssiliumsasundasinesiuvesiusuin
Aunuedlagdii3de (patient’s satisfactory score) Inpfinnsanangy iWuguntngs uax
yiiduing 45 asmisinenaya Tnefussiiulinsuhgfivssduiudndaldsunsdnw
Insuaawwesiadaneviaiatawesuaon lnaunisilSeuiisugunoudidnsinidelasu

n13¥nw Wgudugulunisnsiafianiuasigavinefedunnin 10 iemen 4 dUavinds

(% (%
U t % 1

ALRIATIEAYINY TIRTU WAL viTeugas LUTsuisuiunausny) msensiaziuuniy
1asUsEINUAWUUAIY (quartile rating scale) AveSunelavaziBunlumsnedl 4 wuindl
Ui 10 lundhinafilgunmssnulneiawesaiiafadne  (pulsed-dye lasen) 195U
AifsegureInzLLUN ITAIveuTit NI nguauANTLduawesvaen (sham laser)

Y

pgnslitvdAyn1sana Laedl p. value 0.009
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urundi 4 wanisuseidunalagsiuvesduguiingunuedlaegid135y (patient’s

satisfactory score) s¥nINNGUIATOTHATA 1EUAIaTOTADN TAUMIYT 10 w30 4 FUAIY

Y a v

waInNIaIreIATIgAeeuiunaun TNy kanaduduiugitrIsenlinsuuunazaiu

9y

Patient's satisfactory score

10 9
9
8
7
T 6
o
g 5 4 4
> 4
3 2 2 2
2 I 1 1 1
1 0 o 0
0 H N
+4 (+76to  +3 (+51to+ +2(+26to +1(+1to 0 (no change) -1
+100%) 75%) +50%) +25%)

Patient's satisfactory score
B PDL FISham
#7519 6 uanemlsegId (median) vesnIsusadusalpesiuvesdiugudngumiaalnegid

398 (patient’s satisfactory score) s¥WINNGUALTRINATMISUZIALTOTNADN NAUAIT

10 w39 4 §Un1INaINITIaaTATIGATISTIEUNUNDYN TN

929198111599 udaawesasn  uduaweswad  p.value*
Median, IQR A8
Median, IQR

Faain 0 (ArouENNTINY) - - -
dUpaint 2 - - _
dUpsiit 4 - - ]
dUniitl 6 - - -
dUniitl 8 - - -
&anii 10 2(2-3) 4 (3-0) 0.009*
*0. value dmsumaasuulasminAnouwunsinm (baseline) dmiungunasaives

Ly

AAAY WATLANLALYDSTIAD
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NUNUATT 5 waza1s9N 7 N15UAsulUasresd uiugulauasuiues
(papulopustular lesion count) WuIdwIUAdALaZNUBsaRIdIatluni uay
anasunnludnsesluninflasunissnulasiaesviiniadniy  (pulsed-dye laser)

Wiguiuiswedlunihilasunissnunlaenguenuauiiduaesvasn (sham laser) WAy

ee

LiftTodndyn1eada (o. value idUa%id 2, 4, 6, 8 waz 10 Ao 0.42, 0.35, 0.23, 0.48 ua

o w a

0.44 pug1au) wiegbsnauiuwalduiagnutvddgynisadimniduaugidddenun

o

YU (a trend toward significance)

urUIT 5 uanen nUAeuLUAsaNA NaAE T I IsInUAg LY (papulopustular

lesion count) s¥nINNGUIAITOITHAGN ILUAIALTRI AN

Adjusted predictions of treatment groups with 95% CI

Lesion count
10 20 30 40 50 60 70 80 90

0
1

4 6
Treatment week

1 Sham ' PDL
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MITNT 7 MITNUIAINITUFSUUUAIYIR NRAET NI IunUTRkALEUEY (papulopustular

lesion count) S¥VINNGUIALTOTHAGN ILUALIALTO VAN

P29987N1590

wadLaLYasaan
Predicted mean

(95%Cl)

udsawasnagn1e  p.value
Predicted mean *

(95%ClI)

&UnWTl 0 (ARewSums
$nwn)

SUaiT 2

&Uaidl 4

a1t 6

FUaid 8

Ui 10

57.78 (46.47-69.08)
38.28 (26.97-49.58)
35.78 (24.47-47.08)
24.78 (18.47-41.08)
24.35 (13.04-35.65)

22.26 (10.69-33.83)

58.07 (46.76-69.37) -
31.71 (20.4-43.01) 0.42
28.21 (16.9-39.51) 0.35
19.92 (8.62-31.23) 0.23
18.71 (7.4-30.01) 0.48

15.9 (4.33-27.47) 0.44

*p. value dmsunisidsuutasainainewiun1ssn (baseline) dwsungquuadaises

WAdAAE LAZLALALYDINaN
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2 5 uansguaigeraradnsendieeesien 1 Alasumssnwilnguanaisesyiniadnie

UShaunsalumha ) uasiaiwesvaenusiaamsalumha e laeiduguaigainnisere

o .. ® = s P o
Inginsod Visia  WUUNIMED39 (n) Uy NINNINETLIAIIALAY (red spots) (1) lUTeULTIEY

YUINNBUNITNYT (5.17 Bag 5.1%) uasdnnunaun i 10 (4 dunrviviaanissn®l) (5.20

uag 5.2%9) 91ua1y
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W0 w10
(baseline) (4 wks after last Rx)

Adjunctive

PDL

Sham

6.2 9
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WAL 9INITLANUEINITVNALYDT T991N1SHEULAZEAIRINaD Wuieantes wasmelaio

v [y vYa v

lusgezianliu giildeynneldsenuransenudensld@inuseiniu wasdidelainy
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a
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wnedaduannign lasagldsulsadiundsnitawesnnais Sauiamue 4 A5 91ntugIve

Y Y av A [

TAANNENIVDIALNUIT @Lmn%mmau%

[

WnUs NNEegavadduy W Jalaend 4.7
wuflns Andurzuuuamdv 47 an 10 Wudu wod Tumhdnsild$unsinulag
uasalwesiadene Idnzuuunnuiuiidisogiu 3.78 uay lumihdeildunssnuleeg
waduaen Tdazuuunuduiiadsesiu 091 wariuiltuvesnnudu anas Wediuau
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ATLNUL) 7 ﬂ??@JWQW@Iﬁ]I@EJi'JﬂHJENN‘U'JEW] 4 aﬂm‘wmmnaLszjaimaamma

vV
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Q
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NN1sANwIATIAATIY Lesnldansaudnnusdeiels gilduregvnalnauasiu

Widataeunn d@wdn 1 vy Felulavinnsussfiundaunisane
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v v @

wenNUETIATedwmeudnmd  wugiwieliwusiilvigninudnuaziiiediu

¥

In81 EGFRIs 1nvihnisiaiges Faidnidennsenaudt uugthliinawes

9

uaundn 7 uanenuianelolnesiuvesgagidun i 10 n3e 4 dUn1mainIsiawesAsI
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unN 5

anUs18 d3UNaNTTIY uazUalauaiue

5.1 anausiena

[V I
Y

NHANTITUBINABDIUUNBULALNAINITS N Iaelngusiieg1aiady 14 Ay N

= A

WAYEkaTINANG 91etesiiande 32 U uavengniuiniigame 62 UlnegUleynineds

q

awnsalasunissnensgiuiu launnstesiuuen wazefiondlendu(doxycycline)
yinsulseniu iindelasunisduidendraedunt Taeasdlundildsunisinulay
POL uazdnasslunthlasunissnyivaen (sham) Wunguaiuau nssnwlaeiawwessny 4

ATINN 2 dUn9 n1sUsziliusiadunineusne nain1sinulasiawasnnasy uag

Annudl 4 FUnvivdsameinsianiine Tnefimsniesudendes Nikon D0 way visia®
wuudessuardgansosasas MsUssliunalaeuinginengg loun A1Aunag (erythema
index; El ¥97n colorimeter) fiudtinsuunsdaniunnads sutuguidauasduvuas
(papulopustular  lesion count) 31NATALALNITAEN n1sUsziulasunng (physician
global assessment; PGA) 91nn1sUsziulneunngRms 3 viau Tnelduinsinddau
(quartile grading scale) miﬂimﬁuimﬂéﬂw (patient’s satisfactory score) lnglafunns
Soddu (quartile grading scale) Way izﬁumm'gumﬂﬁlu (severity grading) lmg
Revised grading system based on National Cancer Institute Common Toxicity
Criteria version 3 wag The Modified NCI Common Terminology Criteria for Adverse
Events v4.03 (mCTCAE)
ansUsziunABuLUAIIA LAY (erythema index; EN) Wag dnuausanda
LAEsUMUB (papulopustular lesion count) Lﬂu%;ﬂat,wwimﬁm continuous Wtausly
sUARA (predicted mean with 95% CI) WaznTMARBUALLAF AT ALIULAIIANLAY

(erythema index) w@siuvila papulopustular eruption MAnainensnwuzisswingai

EGFRIs 18421nn155ne1laensld pulse-dyed laser 1unssnwaiusiuiu nssne

a o (Y IS

1IN WenagauIndianuuanaegitediAy WeoSsuisuiu n1slasunissne

>



7

wnsgiuedrnfevsell Wudeya continuous data Munsiisuiusezninengu 2 nquildl

q

o

HasaiuAsluntnuusasdbuntlugtisnuiniu uasdliiganainisinusagduniia

WuNetes F9kdnsiaTevineatfidu generalized estimating equations (GEE) Wanns

[

Uszdiulunis@nwdauau As n1sUsziliulaeunng (physician global assessment; PGA)

Falduns¥ndann (quartile grading scale Tiusznaulude % vesiuiintulazudas) ez
uIUANYULAZANNUBY (papulopustular lesion count) ﬁa;mnm@hm Unauatugy
Aade (predicted mean with 95% CI) wagIATIZ¥NINanaLY generalized estimating
equations (GEE) uaﬂmaﬁmiﬂimﬁﬂm@ﬂw (patient’s satisfaction) #sldunsindaiu
(quartile grading scale) ﬂﬂmaiu‘gﬂmﬂﬁagm (median with interquartile range) n13
Anszmeadfiesnussdiuiiedaninedissndadion 19 wilcoxon rank sum test

NANITITENUIT NSV ULUBIUDIAIAINLAY (erythema index; EI) WUIIAIAIIY

a % 6

waslutnsvesluninflasunissnuilaalamessinnadnie (pulsed-dye laser) anasuinna
ﬂaumwmmﬂmawawaaﬂ (sham laser) egslitivd@Agneana (p. value <0.001; A1

anadlaay 7.20 (30.65%) Tu PDL way anad 2.98 (12.69%) Tu sham) kagmInIAsIEyinng

o w

duavinuauuanAsedetadAyneain  daaduanin 4 Wuduld (p. value = 0.001,

o

<0.001, <0.001, <0.001 luduUn1%f 4, 6, 8 ,10 awdy)  Arduiuddauazsduues

o w

(papulopustular lesion) anasisaasdeuaslunu TnglinutudiAgniseda waduualiuai

o

= [

9199y AN eaBAMINTIUIUIITORNNINTY A1 physician global assessment

LY [

(PGA) Tungu PDL Té¥uazuuumsiamestiufiftuinnniing sham laser agedifodndiny

Y
o w a (%

aa IS £ J 1 a o aa ! o 4
N9an@ Lawdl p. value <0.001 LazfInuAmILLANANEE NTTUEANINEDRAT AILAdUAN

o

7 4, 6, 8 waz 10 (p. value 0.019, 0.037, 0.009 uay <0.001 AUEIFTU) UBNINILED A

patient’s satisfactory score MdUavigavineATuee1eiitedAgylunay POL Wguiyu sham

CY [y

laser ag19dldEdAYNINETA (p. value = 0.009)

Y
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nnsillelalail (cytokine) i TNF-alpha #se Alulail (chemokine) wu CCL2, CCLS,

i 0 § ¥ a v ) X (59) PR a
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nmssnwraniuseslsaainuasalden Wi Uuwas WWusu 1lesainnisiiauegninaudl 585
w3e 595  wiluiuns Fensaduraenisgadunasaiuvendadensanddlulnadu
(oxyhemoglobin) dswalianunsariaieasnionag9dnnizianzadld Jsauisoanvasn

Healanusiui (telangiectasia) 16 B980AARDITUNISANYIANANTNUNIUITIUATTUNUIN
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(%
LYY
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TURNDUNITANNITINEUNIUN N TIINAENaRALEBAMINATY danabriiinn1sanasadluiana

YULEULADATN L UNTNZYBUTARDNLEUUS IR UIUD AU (endothelial cell adhesion

(24) =

molecule) 19U ICAM uag VCAM ~ Fsdawalviwadsniaueanainiduidonunguenvaen

Boalazidnunusnuiilaldtasal §391nn15AneIwUINdwaatiaaenvsiadulnles
(14,25) U = A o ¢ AV v
(CD4+ and CD8+ lymphocytes) anad LLawaummﬂwmauuauuwamsﬂﬂmwlm Ty

' [%
cal v N

wuanslalalauiinszdunissniavivsinaianas wazlelalaundugnisdniauiiiinun

X (13,1426) = « = A o R o A a )
VU Q\'illﬂ']iﬁﬂﬁ&!'ﬁ/]uqLL?NLﬁL‘UaiwaﬁﬂqHNWIﬂUﬂqﬁﬁﬂwqiiﬂ‘mLﬂﬂﬂqﬂﬂ"lﬁaﬂLﬂ‘U‘Viﬁ']EJ

= . a o . \(12-14.26) A & a oL\ g oA ad a
N13ANYI LU @d9ntdu (acne vulgaris) NudzLnAWY (psoriasis)  LAURAUNATILAA
& a . N G ) = RPN 5 (24) =
NALLAAEY (nail psoriasis) WUl (cutaneous lupus erythematosus)” " @9
lanafa1nn13sne tazlsanenunsonaudus Nonvaztuiliunnalunisiduasiaasyin
Wadnglun1ssne Wy granuloma facialae, granuloma annulare, sarcoidosis, lichen
sclerosus, reticular erythematous mucinosis, Jessner lymphocytic infiltration of the
. 1< 2 (14) 1 1 a =~ a o & a v 6 Yo A [
skin wae rosacea +udy  widslipednsfniuwasawesyiniadaeunldsnuiiusy
< | a a a a [y r.;} 1
\inuagsunueitinaInel EGFRIs Minannalnvesnissnauiiunneu
uanNNalagnsInevaonlaonLadsdwmalminn1sann1ToniaufInaaludnedu
A = X o a Y] Y v sa o PN a
nsaniusdlunsfinwifiorafnanndsnuanuseuanmsidaweiniimenvasniion
~ ' P a v & A a o v a (11) | v a v
anunsaunauseuanvasadensenlufulloofvietnufes  dwaliiinnisaing
maaaLaulvial (collagen remodeling uaz neocollagenesis) danalvikinN1INTEAUNTAUIY

Yo9uNa (promote wound healing) Fanuiin1sAnwduIunaIsnIsSANWMILALALYDS
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Authors, year Indication Treatment No. Parameter Sessions Duration Result
Yoon et Acne erythema | 595-nm PD/L 20 7 mm, 10 ms and 2 (4-wk 2 mo Improvement in
al., 2008 fluence 9.5-11 interval) Leeds scores,
1/em2 erythema index, and
skin elasticity
Harto et Acne vulgaris 585-nm PDL 36 - 3 3mo 27% improvement
al. , 2007 (inflammatory for non-
and non- inflammatory acne,
inflammatory) 57% improvement
for inflammatory
active acne
Seaton et | Photorejuve- | PDLVsnon-laser 15 subpurpuric fluence |1 mRNA at | Transforming growth
al,, 2006 nation, 2.0 J/cm2 Baseline, | factor (TGF)-b1
inflammatory 3,24 hr mRNA increased
acne vulgaris after fivefold after 24 h
ward and 15-fold in two
subjects
Choi etal., | Acne vulgaris 585-nm PDL VS 17 PDL: 10 mm, 40 ms, 4 Count: PDL produced better
2010 IPL 8-10J/cm2 (2-wk baseline, | results and had a
(splitted face) IPL: photoreju- interval) 4 wks, 4 more sustained
venation (PR) filter x:: :?tirg effect, particularly
530-750 nm, 7.5— 4t session | ©N inflammatory
8.3J/cm2,2.5ms H&E: lesions, which might
pulse duration, baseline be attributed to TGF-
triple light pulse and 8 wks | b expression.
with a 9.0-ms after 4t
interval session
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Authors, year Indication Tremtment No. Parameter Sessions Duration Result
Cohen et Acne scars 585-nm PDLVS. 18 PDL:7 mm,40ms, 10- | 4 2mo 18.3% improvement in
al.,, 2009 1064-nm Nd:YAG 11J/cm2 PDL, 18.7%
Nd:YAG: 7mm, 5— improvement in
100ms, 50-70J/cm2 Nd:YAG
Min etal.,, | Acne scars Combined 585-nm 12 PDL: 7mm, 10 ms, 9-11 | 3 2mo Favourable resultin he
2009 PDL + 1064 Nd:YAG J/em2 combination (32%
VS. 1064-nm Nd:YAG Nd:YAG: 7mm, 5— improvement in
100ms, 50-70J/cm?2 combination, 26.7% in
Nd:YAG alone)
Park et al., | Acne scars 595-nm PDLVS. 1550 | 12 PDL: 7 mm, 10 ms, and | 3 2mo No significant
2014 fractional erbium 9-11J/ em2 difference between
erbium: density 100 lasers.
MTZ/cm2, fluenceld
ml/cm2
Patel et Acne scars 585-nm PDL 10 5 mm spot size, pulse 1 3mo Mean improvement
al., 2002 duration of 350 ms, was 2.6/4. Patient
energy density of 2.33 satisfaction was 2.9/4
J/em2
Yoon et Acne scars 595-nm PDL 20 7mm mm, 10 ms, 2 1mo Reduced number of
al.,2007 fluence 9.5-11 J/cm2. erythematous lesions
(29.4% after 1st Rx,
57.6% after 2nd Rx).
Reduced overall
erythema (11.6% after
1stRx, 13.1% after 2nd
Rx)

5.2 AUTIYBINITIVY
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Uil warlindanuenufeulunauindudenlugidedeiniliuirafiodma
Tunisasismeaaniau lngAINENIU Ao spot size Ae 10 millimeters, pulse width fe 6
milliseconds, fluence Ao 7-7.5 J/cm2 TagUnfinaNae1IAALTB LA MTUATEULUANS
ﬁwmmﬁaL?JamﬂﬁwzL’;awaﬂmimaﬁmaa (pulse  width) LAZAIUAVDINISTIES
(frequnecy) Fansman pulse width Havdildunin thermal relaxation time; TR Tngmn
vaendentideinisvhanefivualugifeddtianainisussswanaes (pulse duration) 7
617 nnmvaeadenvwindn Inslunsanuildamdnunisaeesi pulse width Ae
6 milliseconds way fluence #e 7-7.5 J/cm2 Aoy subpupuric dose lagliiAn
coagulation column luiduden Fsanmadrades wu liiingaviesnden anornsidu
wazlemainsessmiosesrindmisiawe? lnslumsinuinuiiiswsnnuuaadndes

wazaINIsHuLdntes Tngainisuakaziduduiiewdntios wazrietedlunatdudu

5.3 9231NA N5

nsanwiinnsfineranizluaulne  enafidedndalunsihluldiuaudon@nie
adeluanuiidy  (generalizability) envdndudesfianaativayuiinfuuszneu  uay
N3ANEILYININIsSNBIIRARANULAIIUDNLEUTHA papulopustular eruption YLARAINEN

EGFRIs Tnen1sld pulse-dyed laser {un1ssnwiedy sadumssnenuinggiu saud1uau
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Y
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Revised grading system based on National Cancer Institute Common Toxicity Criteria

version 3

Table A1. Rash Grading and Treatment

Grade Toxicity Treatment

1 Mild macular or papular eruption or erythema with Treatment optional per grade 2.
no associated symptoms

2a Meoderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day until
erythema with pruritus or other symptoms that resolution of rash by one grade.
are tolerable

2b Moderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and
erythema with pruritus or other symptoms that oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
interfere with daily life resolution of rash by one severity grade. Scalp lesions treated with a topical solution

containing clindamycin 2% with triamcinolone acetonide 0.1%.

3 Severe, generalized erythroderma or macular, Stop erlotinib therapy for 1 week and restart at 100 mg once per day. Treatment of rash with

papular, or vesicular eruption topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and

oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
resolution of the rash to grade 1 or 2A. Scalp lesions were treated with a topical solution
containing clindamycin 2% with triamcinolone acetonide 0.1% until resolution. Erlotinib
dose re-escalation was optional based on the discretion of the investigator and on
whether rash improved by one grade.

NOTE. Rash was graded by using a revised grading system based on National Cancer Institute Common Toxicity Criteria version 3.'°




NCI Common Terminology Criteria for Adverse Events v4.03 (CTCAE)

AANUIN U
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Skin and subsutansons tissue disordars

Grade
Adverze 1 2 3 4 3
event
Bazh Papules and'or Papules and'or Papules and'or pustules Papules and'or pustules Death
acneiform pustules covering pusinles covering 10- covering =309 BEA

=10% BSA, which

0% BSA which may

may or may not be
associated with
symptoms of
pruritus or

tenderness

or may notbe
associated with
symptonrs of prusitis
or tenderness;
associated with
psvehological impact;
limiting instrmental

ADL

which may or may not be
associated with
svmptoms of pruritns or
tendernass; associated
with local superinfection
with oral antibiotics

indicated

covering any %a BEA which
may or may not be associated
with symptoms of prusitns or
tendernes: and are associated
with extensive superinfection
with IV antibiotics indicated;

life-threatening consequences

Defmition: A disorder characterized by an eruption of papules and pustules, typically appearing in face, scalp, upper chest and back
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The Modified NCI Common Terminology Criteria for Adverse Events v4.03 (mCTCAE)

Skin and subcutaneous tissue disorders

Grade
Adverse 1 2 3
event
Rash Papules and/or pustules Papules and/or pustules Papules and/or pustules
acneiform covering <10% half-face covering 10-30% half-face covering >30% half-face
area, which may or may not | area, which may or may not area, which may or may not
be associated with be associated with symptoms | be associated with
symptoms of pruritus or of pruritus or tenderness; with | symptoms of pruritus or
tenderness; with topical topical antibiotics is indicated | tenderness; associated with
antibiotics is indicated (1% (1% Clindamycin twice daily) | local superinfection with
Clindamycin twice daily) oral antibiotics are
indicated (doxycycline 100
mg/day)
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wuutuiindaya (case record form)

VISIT 1 (SCREENING) INCLUSION CRITERIA

Date of Assessment: /

(DD / MM /YYYY)

The following criteria MUST be answered YES for participant to be included in the

Name of person taking informed consent:

trial
Males or females whose ages are more than 18 years |:| Yes |:| No
Clinical diagnosis of papulopustular eruption of grage 1 or 2 by using a
revised grading system based on National Cancer Institute Common [ Yes [ No
Toxicity Criteria version 3
Receiving an ongoing therapy of EGFRIs throughtout the study period,
[]ves []No
both during the PDL session and on the post-PDL follow up session
Willing to follow the post-treatment care including avoiding prolong sun
[]ves []No
exposure
Informed consent agreement signed by the subject; date signed:
I A
(DD/MM/YYYY) I:l YeS I:l NO

* If any of the above criteria is answered NO, the participant is NOT eligible for the trial
and must not be included in the study. Please list reason(s) for ineligibility for screen

failure on Participant Eligibility Review page.

***All subjects are able to continue their standard treatment, including topical and oral medication,

throughout the study™*
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Males or females whose ages are less than 18 years []ves []No
VISIT 1 (SCREENING) PARTICIPANT ELIGIBILITY REVIEW

Having received chemical peeling, every types of laser, or IPL within 3

[]Yes [ 1No
months of enrollment in the area of intended treatment
Having any dermatological conditions such as active skin disease and

[]Yes [ 1No
skin infection in the area of intended treatment
Having a history of skin cancer in the area of intended treatment |:| Yes |:| No
Having a known history of photosensitivity []Yes 1 No
Having bleeding disorders []vYes []No
Having a history of poor wound healing or abnormal scarring in the
location of the treatment sites that may interfere with the treatment or []vYes []No
evaluation
Having a history or currently has any dermatological condition that in the
opinion of the PI, would interfere with the study treatments or study []vYes []No
assessments
Having a condition which does not fulfilled the inclusion criteria or an

[]ves []No
unablility to abide by the study requirement
Subject is currently enrolled in a clinical study of any other unapproved

[]ves []No
investigational drug or device

*If any of the above criteriais answered YES, the participant is NOT eligible for the trial

and must not be included in the study. Please list reason(s) for ineligibility for screen

failure on Participant Eligibility Review page.

End of Screening Visit Checklist:

1. | Does the participant satisfy the inclusion and exclusion

criteria to date? [lves | LINo
2. | Have all Screening Visit procedures been completed? [Ives | [INo
3. | Have the Medical History and Concomitant Medication

pages been completed? Clves | CINo
4. | Is the participant still willing to proceed in the trial? Clyes | [JNo
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Participant’s eligibility Investigator Sign-Off:

Is the participant eligible to take part in the Clinical Trial?

Investigator’s Signature: Date:_

Investigator’s Name:

I /

(DD / MMM / YYYY)

[ ] Yes

] No, Please give
reason for screen
failure below

Reason(s) for screen failure:

1.
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VISIT 1 (SCREENING) DERMOGRAPHIC DATA

Date of Assessment:

/

(DD / MM /YYYY)

Age: years

Gender: O Male O Female

Skin type | Il 11 IV V VI

Ethinicity

History of drug allergy O ves O No
Smoking L ves (Heavy, Occasionally) O No
Drinking O Yes (Heavy, Occasionally) O No



VISIT 1 (SCREENING) MEDICAL HISTORY

8. Recent medical history

94

Has the patient had any relevant

medical history? ] No ] Yes, Complete below
N _ _ Or tick if
Condition /illness /surgical Start date Stop date ongoing at
procedure (DD/MMM/YYYY) | (DD/MMM/YYYY) SC\r/?Seir:;ng
Y S S
/ / _
S S S
/ / _ [
Y S
/ / _ [
I S S
/ / _ [
Y S
/ / _ [

9. Cancer in which EGFRIs has been used for.

10. Name and doses of EGFRIs drug

EGFRIs

Administration/doses

Start date
(DD/MMM/YYYY)

When did the rash develop?

11. How long has the patient been using EGFRIs when the rash develop?

weeks/months/ years

12. How long has the patient been having the rash

weeks/months/ years
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13. Severity grading (A revised grading system based on National Cancer Institute Common Toxicity Criteria version 3):

1 2a 2b
Table A1. Rash Grading and Treatment
Grade Toxicity Treatment
1 Mild macular or papular eruption or erythema with Treatment optional per grade 2.
no associated symptoms
2a Moderate macular or papulopustular eruption or Topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day until

erythema with pruritus or other symptoms that
are tolerable

2b Moderate macular or papulopustular eruption or
erythema with pruritus or other symptoms that
interfere with daily life

3 Severe, generalized erythroderma or macular,
papular, or vesicular eruption

resolution of rash by one grade.

Topical clindarmycin 2% with hydrocortisone 1% in lotion base applied twice per day and
oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
resolution of rash by one severity grade. Scalp lesions treated with a topical solution
containing clindamycin 2% with triamcinolone acetonide 0.1%.

Stop erlotinib therapy for 1 week and restart at 100 mg once per day. Treatment of rash with
topical clindamycin 2% with hydrocortisone 1% in lotion base applied twice per day and
oral minocycline 100 mg twice per day for a minimum of 4 weeks and continued until
resolution of the rash to grade 1 or 2A. Scalp lesions were treated with a topical solution
containing clindamycin 2% with triamcinolone acetonide 0.1% until resolution. Erlotinib
dose re-escalation was optional based on the discretion of the investigator and on
whether rash improved by one grade

NOTE. Rash was graded by using a revised grading system based on National Cancer Institute Common Toxicity Criteria version 3. o

14. Severity grading of (The Modified Common Terminology Criteria for Adverse Events [mCTCAE] score system):

Skin and subcutaneous tissue disorders

Adverse event
Grade 1
Rash acneiform

Grade 2 Grade 3

Papules and/or pustules
covering <10% half-face area,
which may or may not be
associated with symptoms of
pruritus or tenderness; with
topical antibiotics is indicated

(1% Clindamycin twice daily)

Papules and/or pustules | Papules and/or pustules covering
covering 10-30% half-face area, | >30% half-face area, which may or
which may or may not be | may not be associated with
associated with symptoms of | symptoms of pruritus or
pruritus or tenderness; with | tenderness; associated with local
topical antibiotics is indicated | superinfection with oral antibiotics
(1% Clindamycin twice daily) are indicated (doxycycline 100

mg/day)

15. History of papulopustular eruption treatment O Yes (go to the question 16) O No (go

the end)

=

(0]



16. Past Medical Treatments of papulopustular eruption

a.

Topical antibiotics
Topical benzoyl peroxide
Topical isotretinoin

Topical corticosteroid

Oral antibiotics
Oral isotretinoin
Cleansings
Moisturizer
Sunscreen

Others

(please specify
(please specify
(please specify
(please specify
(please specify
(please specify
(please specify
(please specify
(please specify

(please specify

17. Current Medical Treatments of papulopustular eruption

-

Topical antibiotics
Topical benzoyl peroxide
Topical isotretinoin

Topical corticosteroid

Oral antibiotics
Oral isotretinoin
Cleansings
Moisturizer
Sunscreen

Others

(please specify
(please specify
(please specify
(please specify
(please specify
(please specify
(please specify
(please specify
(please specify

(please specify

18. Past procedural treatments of papulopustular eruption

Comedone extraction

Chemical peeling
Medical injection

Others

(please specify
(please specify
(please specify

(please specify

96



19. Past laser treatments of papulopustular eruption

[ Non-ablative laser
O Pigmented lasers (1) Pulsed dye laser
(3) QS-Nd: YAG laser

[] semi-ablative lasers (1) Fractional Erbium laser

971

(2) KTP laser
(4) Intense Pulse Light (IPL)

(2) Fractional CO2 lasers
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2 PAPULOPUSTULAR LESION COUNT

Day 14: After 1% treatment

re treatment (baselineg)
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6. PATIENT’S SATISFACTION

COMPARE HOW YOU LOOK IN THE MIRROR WITH YOUR PRE-TREATMENT PHOTOS (**HAVE PATIENT
COMPLETE THIS ASSESSMENT WHILE REFERRING TO BASELINE PHOTOS**)

105

Day 70 (+/- 7 days) [4-week after laser treatment]

Quartile rating scales

YN

AYLUU +4 = AT 76-100%

AYLIU +3 = AU 51-75%

ATLU +2 = AU 26-50%

17

ATLIU +1 = AU 1-25%

ATLLL 0 = Ensasuulag

AZLUU -1 = Lelad 1-25%

AZLUU -2 = Lelad 26-50%

AZLUU -3 = Lelad 51-75%

AZLUU -4 = Lelad 76-100%

Overall satisfaction score: Considering the facial area treated, how would you characterize your

satisfaction with the treatment?

O Very satisfied [ satisfied [ Dissatisfied [ Very dissatidfied

Considering the facial area treated, have you noticed any improvement in how your
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AANUIN

Clinical practice guidelines for the prevention and treatment of EGFR inhibitor-

associated dermatologic toxicities

B Taiungai TEAU sEAUAMULIN dorauoiuy
wan 91 | (recommendation
(level of grades)
evidence)
mytloaru (prevention)
L] fJ']lﬂW']ﬁ“ﬁ
- 1%hydrocortisone cream, 1% I C
emollients, sunscreen U pimecrolimus
0y 2 ﬂ% N cream
0.05%
e msudszmu tazarotene I A W58
- Minocycline 100 Ha@nsu cream doxycycline Tu
AU sunscreen ~ as vj’ﬂaa renal
- Doxycycline 100 Ha@nsu single agent impairment
Fuay 2 a%q -minocycline 3
Tetracycline 'E]‘Vl%i
500 mg bid photosensitizing
Yoonm
TNV (treatment)
o fl"lLﬂWTgTd'll
- 0.05% Alclometasone Vitamin K 1 | IV C
cream cream
- 0.05% Fluocinonide
cream §uaz 2 ASa
1% Clindamycin
e msudsgmu v C Photosensitizing
- Doxycycline 100 Aaan3u acitretin agents
Suaz 2 %
- Minocycline 100 Hadnsu
AU
- Isotretinoin "U‘Lﬂﬂ@%? (20-
30 Haansuae i)
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