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wuaeiiun1siindedien Trastuzumab TulsausiFadus
(Protocol TTZ-EBC, TTZ-MBC)
(UFuugensadt 2 aumilsansudy@nane 7 na 0416.2/2 1342 asfuil 27 aanAu 2565)

1. szuvayliantandneAien

1.1 Wanuneruradaimtadeudesedounnd devinisfnyasemissaudinsudydnaraueuning
Wolihszuuld

1.2 veoulian1510nieA181 Trastuzumab 31n35zUU OCPA fiuvinsshw Tnelvaniuneiuia
amuzdouunnd §Uae wardidayaniinisuwndvasgdasiigndenduais aulusinneaiirvun
(Protocol TTZ-EBC w39 TTZ-MBC)

2. AENTRAYDIENUNE VTR

2.1 Wuaauneuaiifaumenlunsidadouassnwilsamasisdine

2.2 funndiawzvemnaiiszylilude 3 uaslunndianisneanududmienasimuguainuigm
unsndeufionmasiaanlsauwas/mionmsinm

3. guaNUATasUnnE N1

3.1 WuwnwdgFemgilssunidesyliviodvasnnumeanluamenysmanslsnuziseine
3o

3.2 wdgSnwiilasunisueumansngsiursnistsametvialunisiiuinisnssnudse
Trastuzumab MMV IIWEEUMUaN

4. \nasin1sitedelsaitardniieen Trastuzumab

fodinamInTIAMIIMeSInevamssaiul waviinanisden immunohistochemistry Tina HER-2
\Ju 3+ wie nsdl HER-2 (Ju 2+ Foaflwan1smsaadaedd in situ hybridization \4u FISH %38 DISH
Wunauan

5. anguideditieusznaunsidadelsn
5.1 mﬁumuqusvnaumﬂn'ansu'am #529519Me Simsseyevnvesiae wasuNSShwTaLa
5.2 msmmmmaaﬂgummswuﬁw 1y CBC, BUN/Cr uaz LFT
5.3 MINFIAVNN5@INRY Wy Plain film, Ultrasound, CT/MRI scan ¥8958815A w38y official report
5.4 $78URANTSHIAA (6131) WIBUNANIINTIININGIDINE

6. Rauluanendiinvasmadnitedien Trastuzumab TulsAuzdadu Afnansitalsamannuside 4
figameludl

6.1 Mlunssnuuaiu (adjuvant therapy) lunguitneusdaduuildiumssindafouisswenldivam
¢e curative breast surgery fiflenudsvasnisndufiuvestsa Tneiidouludoladonilieselui




6.1.2 il pathological stage T2-4, NO-3, MO

6.1.3 i clinical internal mammary node #fivuesnnnivdewintu 1 v, Tnglises biopsy

6.1.6 aunsalisaiugiaiivnauuy necadjuvant chemotherapy awitlusefidifeusunannnia
2 wu. fin1sUssiliu complete staging wavApalluNuUYBY curative breast surgery Yudinliagataiau
Tunwsaeuneunsisulvsnaiivada

vanewn eassinsUszdiugihoneudunsinu swelui

o a3y T34, pathological node positive Tludswinwszninuwndidwesiduazunnd
$adsnu WweRmsanauduiureinsididdnumdainisinga Ussneumsuesyi@nisidn
Aen

o nsdififimsnszngludesniivies Fesindngunmsusudiuszevvedlsailsifinsunsnszany
Witedezdu (M0) aghaieasadnuisdan Sanirenisdu wazaununszgn (drilens
yNIARLN)

6.2 Wswrvenaivwalaslfiusrvuiuusn (1% line therapy) TunsiSainunszesunsnszany
uniedinsiiduredlsa visanadiafissnng wisunddinwusudivitnisesieiviausslevd
ABFUNIN

6.3 Wwtuenaividalaslfifugrwuiui 2 vie 3 lufthousSadunssezunsnszaneiiliing
1613y Trastuzumab wnnou

6.4 nsilftheiinensuaustise 1 line Trastuzumab + chemotherapy uarléngnenluuds uasd
nsgnatuvealsanduaning

6.5 fthesasiiqunmiiudouse dutelui

6.5.1 an Uiy ECOG 0 - 2 warliuuzil Trastuzumab ‘luéﬂﬁaﬁﬂ significant comorbidities
Alianursaiuguaiivadald udensinuadssnaividaudliaansofiunuam@ia 1y nqugiae
bed ridden, severe dementia fftheitbiaunsndommiieuenamslsmieonsirafeiisanmsinw

6.5.2 finamsasiemsvihnuvesialalag echocardiogram agiation 2-0 Tul wie MUGA l#ika LVEF
WNNIMINIAU 50%

7. gasenaiivinfiuuzia Yureen Trastuzumab waz35nnstien
7.1 Mydnwuasy

7.1.1 ns@filsifinsnssaelusenimies grssnefivrdalunsinyuaiuuui Ao AC x 4 cycles
%39 TC (Docetaxel/cyclophosphamide) every 3 weeks x 4 cycles

7.1.2 nadifiinnsnszanelusemniuvies grsenaiivatalunisinviaiy Foul Taxane faudae
qmﬁuuxﬁ’\ 9 AC x & cycles - Paclitaxel weekly x 12 cycles w38 AC x & cycles — Paclitaxel every
3 weeks x 4 cycles uusiivavinuly Paclitaxel (14U UNBIMUUTULSS grade 3 $uly videdl peripheral
neuropathy 1INNIMIBWINAU grade 2) mmsa’l*ifa'lqmﬁulﬁ

7.1.3 n56 T1-2, NO 1941 Trastuzumab 8 mg/kg adausn uas 6 me/ke N3
(6 \Pow)




7.1.4 n3ilvien Trastuzumab $7ufU Paclitaxel vjn 3 dUav 83y 8 me/ke adausn waz 6 meskg
vin 3 dUnvi T 17 - 18 A% meluszezaUsznm 1 9 wilihu 14 dou
7.1.5 nsdilien Trastuzumab $2uAY Paclitaxel yjn 1 dUa v 1813 4 me/kg uaw 2 maskg
nn 1 &avt auasu 12 e wdeniulen Trastuzumab ASaas 6 me/ke nn 3 dUavi Faud
it 13 quasu 1 U sy 13 adh viohiiu 14 deu
7.1.6 uuzﬁ'ﬂﬁﬁ"uv'hmwaaq:ﬁmﬂﬁnﬂ"\m Trastuzumab #ausisnausumshi adjuvant therapy
WalWannsaldsu Trastuzumab $2ufU Taxane v
7.2 M33nwsEozunInIzane W Trastuzumab sauiugadviin wasly Trastuzumab maintenance
Wurnidesaiies sundesimaiiGuredsa visrathafsinne veswmdiinvssdiuimsiiede
Liinuseleviisoguaw
7.3 liowsiHinslien Trastuzumab Teshifimslvenaiivatasaussludausn
7.4 11 Trastuzumab twAUSSy 440 ain. deltlivum annmsafvdniivdeearalilunduie q WK
(81983 uenasiiuen)

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. MavssdiugUassznitamsine
o Q. 1 5 U v a0 LY - v
8.1 MIYNUTLIR LasAsIATNNNY vlnﬂianaun'ﬁ'lwmmum\m W38Ny Trastuzumab
° @ 2 [l v é’

8.2 avaamaviuvesiilalay echocardiogram agntiaw 2-D YUl wia MUGA v)n 6 \aiou laeka LVEF
INNNIMIBWINAY 45% Jeazdadneesela

8.3 nsdinsihwiszezuninszane msiinsusediuseslsa Men1sATINTNAETINAUMINTIINITE

FWads vn 3 wou Wildnaneunmsdevereeyidnsidnee

9. inausinmgae Wingae Trastuzumab Weamawudelatondsiuieluid

9.1 nsdvpansinnasu T1-2, No Wi¥unasu 9 ads (6 iow)

9.2 nsdiweamsdnunaiy isusasumusmun (17 - 18 asa melunatliiu 14 deu)

9.3 Qﬂqaﬁlﬁmauauawiamﬁ w1 Ty progressive disease SxmiNTIlFTU Trastuzumab + chemotherapy
combination therapy %38 monotherapy

9.4 fl97N1TUANIVBINIE congestive heart failure ®39INANIIATIV LY,
wazaznduanldlmiléiile LVEF 245% anglunan 8 danii

9.5 \innatraAIneiguusesEiu 3 - 4

9.6 fimsugagunuiiu 8 davt
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wuannuMaing1eaten Pertuzumab lunisshenlsausiFaduy
(Protocol PTZ-EBC, PTZ-MBC)
(USuuensail 1 aamdefionsudy@nans 7l na 0416.2/2 1342 afuil 27 aanau 2565)

1. szuvayliamsiindneanen

11 Waanunenadaiideudssedeunndfinnsinudemirsauiinsudyinatasumng
Wiaiihszuuly

1.2 yooudi@nsiininuA1gn Pertuzumab 91n33UU OCPA nauviin1sinw laglaaruneiuia
amzilouunnd §Uae uazddfayanianisunndvasfiaeiigndoadusie amuluslaneaidvun
(Protocol PTZ-EBC w38 PTZ-MBC)

2. AUAUURYBIENUNEIUTA

2.1 WuaeunenunaiifiammisnlunmsitadouasinwlsanimeiSeine

2.2 fuwndlawrznenaiiszylilute 3 wasfunmdiawisnmamdudaieusrsmguasnyiym
Ltwiﬂ%auﬁawm%s;ﬁﬂa']n‘iiﬂLtaz/w“iams%'nm '
3. auauUivasuwndginnsine

3.1 Wuwmd g iildunidosyiivisddnsnnummeanilumogsmanilsausiseing
w30 ' ‘

3.2 unndgFnwitldunisueumineanngdiuasnislsametvialunisiiuinsnisinwideen
Pertuzumab anaiwniwegranungan

4. \nausin1sidadelsaiaidindsen Pertuzumab

fRdiNaN1IATIIMIINES INe1veNsISuAUN Lagiinan1sdon immunohistochemistry Tvina HER-2
(Ju 3+ v30 n3dl HER-2 \Ju 2+ fesilnan15m323M2873 in situ hybridization t¥u FISH w38 DISH
Wuwauan

5. wingwiidesiiiaysznaunisitadelsa
5.1 ysudouivszneufemsdnussia avieime fimsssylgynusstas waswunsinviidaau
5.2 3w eResU fURNNSAUEIY 1Wu CBC, BUN/Cr uag LFT
5.3 Mansaavedd@idads wu Plain film, Ultrasound, CT/MRI scan v8430¢l
5.4 waunanIsHIdn (§13) nieuranisasamanesine




6. Gaulumnerdiinvesnsidndredien Pertuzumab TulsAuzsdaduy Ainansidelsamunuside ¢
Faneluil
6.1 1413 Neoadjuvant therapy lunseifsioluil
6.1.1 53t T2, N1-3, MO wazinamsasiamanendineniiinsnsraevedsaludaminios
1ndiAse u3e szur T3-4, any N, MO Tnsfudururnvesfeudiiuuienanisniiamieiadideds
(mammogram %38 CT scan)

” daa o a4

6.1.2 fipsdin1smsrvAuneiadidadeinoyseiliunisnszaevedlsa
6.1.3 fimsUnunadunmdiiennnsanmssheshesdsnundanisensa
6.2 Widusrvuusalulsausidaudunssosuninszane Tunsdisieluil
6.2.1 ma3dl visceral metastasis
6.2.2 sipaliiiaglaTuen Pertuzumab anneuluynnsdl
6.2.3 91goendn 75 U
6.2.0 N3RS adjuvant Trastuzumab wReu sesistaviialaealsauinnimiawindu 1 3

nRNasue Trastuzumab dose gaving

7. gaseuaiiiada NsU3MISE Pertuzumab way Trastuzumab uazduABUNITEN
7.1 1u Neoadjuvant therapy lun1ssnunlsausisasinusssessudu
® Qﬁli‘ll AC x & cycles >>> (Pertuzumab + Trastuzumab + Taxane) x 4 cycles >>> Surgery
>>> Trastuzumab x 13 cycles w38
® qmjﬁ_z (Pertuzumab + Trastuzumab + Docetaxel) x 4 cycles >>> Surgery >>> (5FU +
Epirubicin + Cyclophosphamide + Trastuzumab) x 3 cycles >>> Trastuzumab x 10 cycles
® yuRgTikuzii
® Pertuzumab 840 mg IV infusion over 60 min 'luﬂ%mﬂ wazfoMay 420 mg IV infusion
30 - 60 min Tuadadialy USmsen nn 3 FUani sauvivun S 4 A
" Trastuzumab U381 V0 3 dUai 1w 4 ade deumsinge was 13 a%s wdanseingn
" paclitaxel 175 mg/m” u3M381 VN 3 dUai sanavn $117u 4 Afe
® Docetaxel 75 mg/nn2 UInsen vn 3 et saivun S 4 ady
" gupdivatn gas AC Usenausiae Doxorubicin 60 mg/m’ + Cyclophosphamide 600 mg/m”
" guafivn gas FEC Usvnausas 5FU 500 mg/m” + Epirubicin 75 mg/m’ + Cyclophosphamnide
500 mg/m”
o hamslaiuisdinm aelu 6 WeundansHrdn
7.2 nsllgifugmuunuusnlu Metastatic breast cancer Wiltigmsen Pertuzumab + Trastuzumab + Taxane
® Pertuzumab 840 mg IV infusion over 60 min luaausn uazede 420 me ‘
30 - 60 min upfasiely Uimsedami Trastuzumab vin 3 dUami

® Docetaxel 75 mg/m” %30 Paclitaxel 175 mg/m’ U33En vin 3 duavi




8. NMsveayANTsSIUNIwAIEN
8.1 nsrﬁmwaaqﬂﬁtﬁa’lﬁﬂu Neoadjuvant therapy (Protocol PTZ-EBC)
delisunsewfafusn svfisvozinaveaniseyfEnsiiindreden 3 Weu Wiy 4 cycles of
treatment) Lavulel#i3uen Pertuzumab Asuwd Wamzidouveunidnnisldenlu Protocol PTZ-EBC
wionamziouvalindwane) Trastuzumab ndamskindasalulu Protocol TTZ-EBC (Protocol PTZ-EBC
Lifinssieagmsiininesingn)

o (19s1d81gns AC x 4 cycles >>> (Pertuzumab + Trastuzumab + Taxane) x 4 cycles
wolviiudsdioyasiszuu OCPA Protocol PTZ-EBC waaléSusn AC uda 3 - 4 cycles
8.2 nsdinsveayiAielHidu Metastatic therapy (Protocol PTZ-MBC)
fhelésuenasy 12 Weu (17 At vie 18 vaon) uasdmpuausieliuszlenionnslden
sauiios anmumenuadinsiasdsdeyaiteseaignislisn tedundngnilumsiusronnuddndndming
wuningthesrhineuauawion visuwmddFnuusudivininatnafssmnmsinynaninsslonifielddy
wazliddayaitavennidnnsldnluszuy OCPA she

9. INEU9INTTUY AL
9.1 liinouaussrenssnw 1nedl Progressive disease by RECIST criteria
9.2 Serious adverse events \%u LVEF <45%, serious hypersensitivity reaction
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wuWIMNUNSONIAML7 Imatinib TulsauziFednldviin Gastrointestinal Stromal Tumor (GIST)
wazlsauziSeaiavilsviin Dermatofibrosarcoma protuberans (DFSP)
(Protocol IMT-GIST/DFSP)
(mumiisdansutigBnana 7 na 0416.2/2 1342 aviudl 27 aanay 2565)

1. szuvayliansiinieden

1.1 Wanumegruradansdeudassdounnde
Wehszuuls

1.2 veauilAn15iinI18AI81 Imatinib 31ns¥UU OCPA naunsinwl Taglvanuneivia
amuiduunnd §uae uazdedeyanianisunndvasfiaeiigndonduais aulusinneaiidiivua
(Protocol IMT-GIST/DFSP)

°

1n1sshenendlsuiinsulydnaaueunang

2. AusuURYBIEMUNETUNA

2.1 Huaounernaiiianundenlunisitedouasinulsaniauzseinen

2.2 fiunndianeenuiiszylilude 3 wasfiuwndiawiznianvidudamionszsauguainutigm
wisndeuiienmaniinninlsauas/miomsine

3. ruauURvaIUWNgEIIM e
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Modified NIH risk stratification criteria for GIST with rupture included

Mitotic index

Rekaategoy | Tumerdas @) | (TS | eyt st
Very low risk <2.0 <5 Any
Low risk 2.1t0 5.0 £5 Any
Intermediate risk 2.1t0 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
2.11t0 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 ST L T Grade
Stage IA Low grade, intracompartmental
Stage IB Low grade, extracompartmental
Stage lIA High grade, intracompartmental
Stage IIB High grade, extracompartmental
Stage Il 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% (14 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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