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Andannaae 1

wuINAAUNISInaNaAIET Trastuzumab TulsausiSaduy
(Protocol TTZ-EBC, TTZ-MBC) _
(UFuugenssil 2 amumiisdansutig@nans # na 0416.2/ 1342 as¥ufl 27 ganAu 2565)

1. ssuvaysinnisilndnednen
11 Mamu‘wmmaawuqaamea‘uauwan p§°qms%’nmsiaijmuﬁﬂ$u Tdnansuaunuie
L‘WFJL?J’]'SuU‘Ulﬂ 4

1.2 maauummimnmamm Trastuzumab 31058V OCPA nauhnssnen lagldaniuneiuia
ameilouunnd guae LLauawauamammwwmlawﬂ’aammmauﬁu%q auluslanoadisivun
(Protocol TTZ-EBC #58 TTZ-MBC)

2. gruanifvesanuneug 4

2.1 Lﬂuamuwtnma‘*?‘iﬁm'mw%’aﬂums"‘sﬁﬁ]ﬁaLLaz'%’ﬂmIiﬁmqmﬁﬁmm

2.2 uLL'wwEJLQW'wmmmwsvu"Li“luma 3 u,avuu.wmEJLawqmNaqmaumwsamvsmmuasnmﬂmm
ALLV]iﬂ‘Uau%a’]i‘lﬁ]uLﬂﬂﬂ’]ﬂhﬂLLau/MiEJmiims"]

3. AuauUAvaLWMginmsshun

3.1 WumdfTemngilisunidesyifviodiasnnunmeaniluaunegsmanilsaziseine

w38 | | |
3.2 Lmemﬂmm"Lmumwawmamﬂwmmam'ﬂsqwmuqa“lums’l.musmimssnmma&n

Trastuzumab AAYTIRBEMITEY

4. naginsitedelsaiadndeen Trastuzumab

FodinanisnsiavnamensivenvesusiSaduy wazdinanisden immunohistochemistry Tvina HER-2
\Ju 3+ wise nsdl HER-2 1Ju 2+ Fealinan1snsiameds in s:tu hybrldlzatlon \¥u FISH Wia DISH
Jumauan

5. vianﬁ'mmmuLwaﬂiunaumiquaaﬂiﬁﬂ
5.1 Lsseuiivsznousensdnussin ssesume fmsssylygmuesiag wasusmuns$nuittaeu
5.2 msma%maﬁmﬂﬁﬂ’am'iﬂﬁug'm w1 CBC, BUN/Cr wag LFT
5.3 NMIATAaNNSEITAE L1y Plain film, Ultrasound, CT/MRI scan vatsaslsn wiaw official report
5.4 gsumanisende (1) wieunansasramane dingr

6. Nau‘lwmaﬂaunmmmsmnmamm Trastuzumab TulsauzFaduy Auamsidelsamunaside 4
fiedeluil

6.1 Wlumssnwau (adjuvant therapy) ‘Lunammau“mLmuuw“lmumsmmﬂﬂauu"maafﬂ,ﬂwm
8 curative breast surgery mummLaawaamsnaummaﬂsﬂ Imsmmau"lma‘lmawmmma‘lﬂu




6.1.2 1l pathological stage T2-4, N0O-3, MO
6.1.3 {i clinical internal mammary node fifimnesnnnividewindu 1 wu. Tnelides biopsy
6.1.4 gnunsalisaiusnaiiundauuy necadjuvant chemotherapy tavnglusiefififeuuunmnnnia
2 a3, fimsUseifiu complete staging WarABIlUNUYDY curative breast surgery Uuiinliogeadniau
Tunsadeuteunsisulienaivhdn
e msinsussdiufiheneusunsine delul
o nsdifidu T3-4, pathological node positive HludsUSnurssninaunmdiiraslduasuwng
$eidisnu efasanausufiuvveinslisadnemdamsingn Ussneumsveeyiiinisidn
Aen
o nsdififinsnssneludesiuviies Fesdivingunsussdiussasvadsahilsifimundnszang
Tufiedenzdu (M0) egaferseidnuisduen ansrenadiu wasaununszgn (Frflenns
7N19ARN)

6.2 Mufuenaiivrdalagléidusivuiuusn (1° line therapy) TunziSaduussezunsnssans
uninasiiniizuvedse vidalianatdnaufisainet viieunndgSnuusaiiuinslveseliinusslord
ARAVAN

6.3 [¥swfvgnivitalaglfifugauiud 2 vie 3 Tufthsuzifudunssesunsnszaneiling
195U Trastuzumab wrieu '

6.4 ﬂimwﬂwwmamauaummma 1* line Trastuzumab + chemotherapy LLaJI,waﬂm"LULLm ezl
mianmmm‘[iﬂnauuﬂm

6.5 wmamawammwmwum Fastelui

6.5.1 @nngae ECOG 0 - 2 uazgliinuginly Trastuzumab 1umJ:1&maJ significant comorbidities
Vi"l,ajmmsmummuuwﬂlm mamisnmmamm:um'usale‘lummimwu@mmwmm WU ngugUay
bed ridden, severe dementia fftlefiliannsadeasiiiousnenslsmieamsiudediAnmnamssne

6.5.2 Siwamsaiansvinuveaialalag echocardiogram atstfes 2-D Auly vie MUGA T¢ia LVEF
UINNIMIVAU 50%

7. gasenaiidaafiuuziin vunmen Trastuzumab uaz3snasien
7.1 mMsdnwasy

7.1.1 nsdifthifnsnssangluseuivdes gaseualiindnlunsinuaaluuuey Ae AC x 4 cycles
%38 TC (Docetaxel/cyclophosphamide) every 3 weeks x 4 cycles

7.1.2 n3fififnasnszangludouiundes gesgaduindnlunissneniesy sl Taxane suee
qmﬁuusﬁ’l D AC x 4 cycles - Paclitaxel weekly x 12 cycles %38 AC x 4 cycles — Paclitaxel every
3 weeks x 4 cycles Viuuafivamaly Paclitaxel (19W wWBILUUTULS grade 3 Fulu w3edl peripheral
neuropathy UINAIMUIBLYINAY grade 2) mmsn’lﬂi’j’mgmﬁ'u%’ |

7.1.3 03l T1-2, NO Wien Trastuzumab 8 mg/kg ASIUSA uas 6 mg/ke N 3
(6 woiau)




7.1.4 nsellvien Trastuzumab $2uAU Paclitaxel W0 3 Ui Tani3y 8 moke ASUSN Wag 6 me/kg
vn 3 dUnvi 3w 17 - 18 A meluszesimuszana 1 9 udlifiu 14 ey
7.1.5 nsdllsken Trastuzumab 32ufiy Paclitaxel ¥jn 1 dUas TneiSu 4 me/ke wae 2 meke
vn 1 dandt auAsu 12 dUanv wdantulien Trastuzumab adeas 6 me/ke Wn 3 dUa s
Faiit 13 quesu 1 9 saaliiin 13 ad viieliiu 14 Weu
7.1.6 wushliFuvinmsveayiinadneien Trastuzumab dausti3uanausmumsty adjuvant therapy
WilelWanansal#su Trastuzumab S2uffu Taxarie 1oy
7.2 Ma¥nwszesunInssae 19 Trastuzumab Saufugiaiivain wagli Trastuzumab maintenance
Wuefesiaiiies suninesiinsiiZuredse visnathafsmne viewmdiEawussdivimsliede
Litfinuszlevideguam
7.3 lieysfAnnsldon Trastuzumab Tnelsifinslienafivhdnsausaelutiusn
7.4 11 Trastuzumab 2uAUssy 440 ain. Weldlivan ansafvdnivdeieasalilundia 4 U4
(@8wnanenansinduen)

“Stability and Storage Vials of HERCEPTIN are stable at 2-8°C (36-46°F) prior to reconstitution. Do not use beyond the expiration
date stamped on the vial. A vial of HERCEPTIN reconstituted with BWFI, as supplied, is stable for 28 days after reconstitution
when stored refrigerated at 2-8°C (36-46°F), and the solution is preserved for multiple use. Discard any remaining multi-dose
reconstituted solution after 28 days. If unpreserved SWFI (not supplied) is used, the reconstituted HERCEPTIN solution should be
used immediately and any unused portion must be discarded. DO NOT FREEZE HERCEPTIN THAT HAS BEEN RECONSTITUTED.
The solution of HERCEPTIN for infusion diluted in polyvinylchloride or polyethylene bags containing 0.9% Sodium Chloride Injection,
USP, may be stored at 2-8°C (36-46°F) for up to 24 hours prior to use. Diluted HERCEPTIN has been shown to be stable for up to
24 hours at room temperature (2-25°C). However, since diluted HERCEPTIN contains no effective preservative, the reconstituted
and diluted solution should be stored refrigerated (2-8°C).
8. nsuszliugagszudsamsinen

8.1 NM3tnUs¥IR uaymTI9TaMe Ynasaneunsiieualivtdn wien sl Trastuzumab

8.2 syrmsvinuvesilalag echocardiogram atites 2-D YulU w3a MUGA ¥n 6 (ieu laewa LVEF
INAIMIAVINAU 45% Taasdedneensiola

8.3 n3finssnwsvazunsnszany AslimIUsaliuseslsa AIEN1IRTIATINIETINAUMIRTIIN1TE
Fade yn 3 weu Mildkaneunisdwasiesyii®nisidnaien

. inausinavene Tivgaen Trastuzumab ensranutieladentdeialuil
9.1 nsdlueansinuniesy T1-2, No éduenasu 9 ada (6 ieu)
9.2 nsdivesmsdnuiesy Teuenasumuimun (17 - 18 ada meluvanliliiu 14 weou)
9.3 Qﬂ%ﬂﬁlﬁmamuawﬁamﬁ'ﬂm s progressive disease 5¥3aTilFiFU Trastuzumab + chemotherapy

O

combination therapy %38 monotherapy
9.4 fl91N5UEAIYBIN1IT congestive heart failure ©38iNaN1591923 LY
wazaznduinldlvdldidle LVEF 245% meluaan 8 duansi
9.5 AnratraReingiguusesedu 3 - 4
9.6 fimaveaeuuiu 8 dUav

45% ingaen
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WUINNANNUAISIONINeAE7 Pertuzumab Tun1sfnunlsausiSadu
(Protocol PTZ-EBC, PTZ-MBC)
(USuuseasait 1 aamdeansutay@nane 7l nm 0416.2/2 1342 aaduil 27 aanAu 2565)

1. sTuvaydAn1sUndneAen

1.1 'LwamuwmmamwmaaLmﬁwauwmip:{ ¥ms¥nundentisuiing Tydnananeunung
Wedhszuuld , o

1.2 veaudl@nisiinineAnen Pertuzumab 31n58UY OCPA Aauviin1sinwl Ima‘twamuwmma
awmzidauunnd e u,a.uawa:uamqmsLmewawmwnnmmLﬂmsa mmiﬂﬂmaawmmum :

(Protocol PTZ-EBC %30 PTZ-MBC)

2. gruauTRYaIEUNETUTA

2.1 Wuanumeuaidanundenlunsitaduuas %’nm‘iiﬂmwvﬁﬁmm _

2.2 fiwwvdiowgmenaiissylilude 3 wasilunndiowsmeanmndudmienss smqua%’nm{]zgm
unsndfeuiionneiinainlsauas/viansnw |

3. AnusuURvauIMEHiimIShen

3.1 mJuLwaawwmmmm"lﬂswmaaau AvFaydivnsnaunmeaniluanvietgsmanslsaussaing,
w30

3.2 unnégEnuriilaunisueununaingiurenisismervialunisifuinsnisdneadeen

a

Pertuzumab QWNQ%W%WQHW\TLWN’I A K

4. mzu%ms%ﬁaé’a‘lsmwaLunmam Pertuzumab

Faadlnanmisamamanedinervesusisuiun uasilnani1sden immunohistochemistry T9ina HER-2
By 3+ vi¥e n3dl HER-2 1T 2+ Feaafinan1sns983T in situ hybridization Ly FISH w38 DISH
“Wuwauan ' '

5. wanmumamLwaﬂs'"naumsquaaaisﬂ
5.1 yssdeudivsy navmamisunu'ﬁ IR 559959 umsivuﬁmmmaawﬂaa WaBLRLMSS e itaLaY
5.2 mim'ﬁlmwawgw\mswumu LU CBC, BUN/Cr uas LFT L
5.3 AsasAanssed@iiady Wy Plain fitm, Ultrasound, CT, /MRI scan vee508lsA pEB ocnal ort
5.4 5781URan15HAR (6131) WIBNNANISATIIMN WD ING




6. JaulamendiinuasmsilinineAnen Pertuzumab TulspuziFaduy Atnansitalsamunaside 4
Fadalud
6.1 148w Neocadjuvant therapy Tunsdismelul
6.1.1 S8 T2, N1-3, MO uariinamsasiavamendinerindinsnsyanevedlsalufwouiindes
Tn&iAea w39 328z T3-4, any N, MO Tagduduvuinvasfauiitduudisnanisnsianieiadifads
(mammogram %38 CT scan)

Q) aley e

6.1.2 fadimensesumeddidedueuszfiunsnsyanevedlsa
6.1.3 fnsUSnuiedunméiieRnrsannissnuidesedsnwmasnissingn
6.2 Wifugnvumusnlulsnuzidadunssesunsnsyang Tunsdedelud
6.2.1 7893 visceral metastasis
6.2.2 wipaliimeldiuen Pertuzumab unaulunnnsdl
6.2.3 1gtaenIn 75 Y
6.2.4 NIEASU adjuvant Trastuzumab 1nfeu Fesdlszezaasslsaunnninviawiiu 1 3

waRnlasuen Trastuzumab dose gaving

7. gnsenafivada AsuSWIsEN Pertuzumab wag Trastuzumab uazdunauMaINW
7.1 Wi Neoadjuvant therapy lun1ssnyilsausiasunssezsus
L gﬂﬁl_ AC x 4 cycles >>> (Pertuzumab + Trastuzumab + Taxane) x 4 cycles >>> Surgery
>>> Trastuzumab x 13 cycles %38
® gmj?l'_Z (Pertuzumab + Trastuzumab + Docetaxel) x 4 cycles >>> Surgery >>> (5FU +
Epirubicin + Cyclophosphamide + Trastuzumab) x 3 cycles >>> Trastuzumab x 10 cycles
o unpenfiutgii
" Pertuzumab 840 mg IV infusion over 60 min Tunfausn uazsedae 420 mg IV infusion
30 - 60 min TunSaely Usmsen nn 3 dUani saukoun $1uau 4 ads
" Trastuzumab USwnsen vn 3 duami sy 4 af deumsendin uas 13 ade wdsnistide
" paclitaxel 175 mg/m’ U338 90 3 dUaik Tavanaa $11u 4 ade
" Docetaxel 75 mg/m” USunsEn yn 3 S sataviug 1 4 ade
" gipdlunin gng AC UsEnausae Doxorubicin 60 mg/m2 + Cyclophosphamide 600 mg/m2
® et ges FEC Usgnaumie 5FU 500 mg/m’ + Epirubicin 75 mg/m- + Cyclophosphamide
500 mg/m2
o hamslasuidinw melu 6 Wouvdansiin
7.2 nsallddiuenvuuusnlu Metastatic breast cancer ’Lﬁlﬂiamm Pertuzumab + Trastuzumab + Taxane
® Pertuzumab 840 mg IV infusion over 60 min Tunfeusn uassode 420 m
30 - 60 min luadawiely Usensauiu Trastuzumab v 3 §ami

® Docetaxel 75 mg/m” i Paclitaxel 175 mg/m’ U3msen jn 3 dak
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wuesaTuNsEnsneA1en Imatinib Tulsauzdedldulin Gastrointestinal Stromal Tumor (GIST)
wazlsauziSaianleniin Dermatofibrosarcoma protuberans (DFSP)
(Protocol IMT-GIST/DFSP)
(mavifsdansutignana #l na 0416.2/2 1342 as¥uil 27 fanaw 2565)

1. szuvaydanadndnednen

1.1 Tﬁamuwmmaeimﬁ’qﬁau,fifma%'aLmeé@'ﬁﬂms%’nwwiwﬁwmuﬁmm Tydinanaounune
Weonszuula

1.2 vaaudAn1sidndneAne Imatinib 91n58UU OCPA fiauyin1sinen Talnaaiuneiuia
amzidguunnd e uagdidayantanisunndvesfuaeiigndeaiuaia aluslaneaiidmun
(Protocol IMT-GIST/DFSP) '

2. AEUURYRIENUNETUNS

2.1 uaaruweunaifanumdeslunisitadouasinulsamansiSeinen

2.2 funmdiamznnaiissylilute 3 uasiumdanzmesundudandeuassmguasnundam
uwnsndeuitonvasifinannlsnuas/miensinm

3. rudulfAvasuwndiinnissnw

3.1 WuuwmdgdmmgiliumideoyiivierdinsnnunnesanilumvengsmanslsansiSaine
RIEE) o

3.2 wwdiEnwildiunsueumneangsruenisTsmenutalumsiiuinnsnisinsine imatinib
MV ANDI UM TN | |

4. wasins3fdadelsaiadingreen Imatinib

4.1 GIST AesilnamsnTIamanesine wseuiunsdiou immunohistochemistry (IHC) A28 KIT (CD117)
¥39 DOG-1 positive w38 N3 IHC KIT wag DOG-1 iuau desll c-KIT 3o PDGFR-OL mutation

4.2 DFSP fasfinamsnsiananendivendu Dermatofibrosarcoma protuberans

5. wingwildasiliiausznaunnsitedelsn
5.1 nessdouiivsznoushemstnusy iR smesme Snsssydavesiiag waswsumssnesidaiay
5.2 AMInsIInsesUfiRinsiugty 1w CBC, BUN/Cr wag LFT _
5.3 MASIANTEINN U Plain film, Ultrasound, CT/MRI scan ¥8s58815a wie official report
5.4 SeuNansEidin (178) nieunanisnsianiemensinen

6. Roulavnsndiinuasmsiindanien Imatinib Tulsaunednldviia Gastrointestinal Stromal Tumor
(GIST) uaglsaugiSeRiamileniin Dermatofibrosarcoma protuberans (DFSP)

6.1 T duenvurunsn Tulsa Gastrointestinal Stromal Tumor (GIST) 938
AMsNSELvLlsA




6.2 Tunsdlfifulse GIST ssavqnanuviounsnszany wasnavausisevuiifnoenlivun d1ansn
W9138419 Imatinib salalifiu 3 T |

6.3 “I,unsaﬁwaaﬂ'ﬁ%’ﬂmz,a‘%wé'amssjﬁr’mﬁwudqﬁiamaﬂaqmsnz‘-‘a’uﬁu‘lm‘lﬁqa (high risk, Modified’ NIH

risk stratification for GIST with rupture included) anusaRasanlst Imatinib TalitAu 3 U arsreuuu

14 1
. ATUAN

6.4 T8 Junvuruusn lulsm Dermatofibrosarcoma protuberans sygzanatuiildauisarsinla
NIOITUSUNIATZAY

7. aumeiiuuzin , ‘

7.1 GIST; Imatinib mesilate 400 ﬁaﬁn%’miai’u wazUSuanelgiiaianatnafie TaloydRlvsinngly
81 Imatinib mesilate [Auni1vunafinugiin (400 fadnsusetu) u,m*lmﬂmm‘lu’lmwawsa‘hﬂanmmu
wauzliendl 400 fiadnTusetu

7.2 DFSP; Imatinib mesilate 400 aansuseou LLﬁuﬂi‘UﬁﬂEl'ﬂﬂLNEJLﬂﬂNa‘U’]\‘iLﬂEN wazindu 800 fiadnsy
sotuldiilelainouaues |

yheme: Usunansidnen rdrar 1 e lu 3 Wouusn uwagliifundias 2 wevludouse q 1

8. NMIUsTRIUNATENINNTINYN

8.1 finsdnusedR m39319me dnantsasrmneaiesufianisisndu yn 1 e Tu 3 WWeuusn
i 2 - 3 fou

8.2 Whssfiunan1s¥numn 3 - 4 Wiau fhensdnusedR mansesme maamemesdidedeianusa
Sovunaveniosenld 1wy computerized tomography (CT) #38 magnetic resonance imaging (MRI)

83 msssqman’usmauaumé"sa SWOG (south west oncology group) ‘I/ﬁa RECIST (response
evaluation criteria in solid tumor) criteria ‘

8. 4iunifﬁﬁwamimsfaﬁmm‘l'%’qﬁ%wmwudﬂﬁiaEﬂsmmm‘lmﬁmﬁaw‘mmﬁuﬁm (ladiAiu 25%) ‘lumzu::ﬁ
fumisdudnas vienadl wwnddEnwansafansunngaen velesedn 2 wiou Lagnsasath
LWBﬂ’J’]JJ‘UﬂLR]U’J’IL‘LJu stable disease 139 progresswe dlsease ’

9. INEYINTSUYAEN
9.1 3l progressive disease 9819TALAY -
9.2 Asain1sSnwLasy Tien 1 - 3 YanunnsiNaneveunwng




Modified NIH risk stratification criteria for GIST with rupture included

tRiskﬂc‘atég(bfyf ,“Ifqr}jor'size‘(cm)'}

| (pers0

HPFs)

- Mitotic index

?IJ‘—?rimar')_:( tumnor site’

Very low risk <2.0 <5
Low risk 211050 <5 Any
Intermediate risk 21to 5.0 >5 Gastric
<5.0 6 to 10 Any
5.1 to 10.0 <5 Gastric
High risk Any Any Tumor rupture
>10 cm Any Any
Any >10 Any
>5.0 >5 Any
2.1t0 5.0 >5 Nongastric
5.1 to 10.0 <5 Nongastric

NIH: National Institutes of Health; GIST: gastrointestinal stromal tumor; HPF: high power fields.




Musculoskeletal Tumor Society (MSTS) staging system for sarcomas

- Stage I1A | Low g;;e, imr(;;cm;;cx:;)mp;rtmental
Stage 1B Low grade, extracompartmental
Stage A 7 High gfade, intracompartmental
Stage IIB High grade, extracompartmental
Stage I Systemic or regional metastases

Medline ® Abstract for Reference 87 of 'Dermatofibrosarcoma protuberans: Treatment'
87PubMed

Tl Imatinib Treatment for Locally Advanced or Metastatic Dermatofibrosarcoma Protuberans:
A Systematic Review.

AU Navarrete-Dechent C, Mori S, Barker CA, Dickson MA, Nehal KS
SO JAMA Dermatol. 2019;155(3):361.

Importance Dermatofibrosarcoma protuberans (DFSP) has the potential for local destruction
and recurrence, although it carries a low risk of metastasis. Complete surgical resection
with negative margins is considered the gold standard for treatment; however, there are
.cases that are unresectable owing to tumor extension or size or owing to risk of cosmetic
and/or functional impairment. Imatinib treatment has been used for locally advanced or
metastatic DFSP.

Objective To evaluate the usefulness of imatinib for treating DFSP.

Evidence Review We conducted a systematic review on the PubMed and Embase databases
for articles published from September 2002 through October 2017 using the key words
"dermatofibrosarcoma” or "dermatofibrosarcoma protuberans” AND “therapy” AND “imatinib.”
References within retrieved articles were also reviewed to identify additional studies.
Studies of adults with histologically proven DFSP treated with imatinib as monotherapy

October through December 2017.




Findings Nine studies met inclusion criteria; 152 patients were included. The calculated
mean patient age was 49.3 years (range, 20-73 years). Calculated mean tumor diameter
was 9.9 cm (range, 1.2-49.0 cm). When COL1A1-PDGF protein translocation (collagen, type 1,
alpha 1-platelet-derived growth factor) was reported, it was present in 90.9% of patients
(111 of 122). Complete response was seen in 5.2% of patients (8 of 152), partial response
in 55.2% (84 of 152), stable disease in 27.6% (42 of 152), and progression in 9.2% (1{1 of 152).
Four of the 152 patients (2.6%) were excluded from the analysis owing to unknown or
unevaluable response. There were no differences in response rate using 400-mg or 800-mg
daily doses (67.5% or 27 of 40 patients for 400-mg dose vs 67.1% or 49 of 73 patients.for
800-mg dose complete or partial response; P>0.99). Adverse events were present in
at least 73.5% of cases (78 of 106); severe adverse events were present in 15.1% of cases
(20 of 132).

Conclusions and Relevance Imatinib is a useful directed therapy in patients with DFSP
who are not surgical candidates owing to disease extension or significant cosmetic or functional
impairment. There seems to be no difference between 400- or 800-mg daily doses.
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