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wuInmiumsiindieanen Trastuzumab Tulsauzdadiuy
(Protocol TTZ-EBC, TTZ-MBQC) _
(UFuujenTsil 2 sumiisdonsudyyBnans 7 na 0416.2/4 1342 asiudl 27 @a1Ax 2565)

1. ssuvaydianisidndnednen
T Wanunennadomisdoudssetounnd gl wnﬁsnmmawmamuwniuuzywnmwawma
Witohszuld

1.2 ve9sifin151UndeA1e Trastuzumab 91n52UU OCPA Asuhmsine TnelWanuneiuia
awmzdouunnd §iae wazdedoyanieanisunndveadiasiigndeaduass aulusianoadidamun
(Protocol TTZ-EBC 3@ TTZ-MBC)

2. ﬁmﬁMUWﬂEQﬁQWHWH'IU'Iﬁ ;

2.1 Lﬂuﬂﬂ’luwU’]U']aVINﬂ'J’IEJWiE)lJIUﬂ’]'S'JLﬁ]QEJLLa”iﬂUﬂ‘ﬂVl’NiJuL'S\i’J‘VlEJ’]

2.2 NLLWV]ULQW"]“VI']\W]’]MW? U‘l"’a‘luwa 3 LLaqﬂJLLW'ﬂEJLQ'W'IuVI’Nﬂ'I‘U’]E]U‘ZNWiEIlH]:,’i"JNQLLa%'ﬂE'lﬂiy)Vﬂ
_LLVﬁﬂ‘UEJuW’r]"m‘\]:ﬁLﬂﬂﬂ'mIiﬂLLﬁ%ﬂ/‘Miaﬂ'ﬁ%}ﬂH’]

3. ausutAvasUWEginnsinwn
3.1 L{'JuuwwEissl'ﬁmmcyﬁlﬁ%fwﬁd%awum W30yl
W30

a

J saa'mLwaaam'luawwa'lﬂsmamﬂsmu%smwm

3.2 u,wmmsnmwlmummawmamnumuqEJm'ﬂiqwmmalum'ﬂwusmimsinmmwm
Trastuzumab ANV TINBE I NNNZEL

3 mmmmswaaakﬂLwamné'mm Trastuzumab _

foatinan1sniamameSivenveaus ey LLauﬁmamsé’au immunohistochemistry 1iua HER-2
WUy 3+ wie nydl HER-2 18y 2+ AaeiiNan1InI199783% in SItu hybndlzatlon LAY FISH 'vsia DISH
Wusauan

5, "wang'ru*wmmﬁLﬁaﬂiznaunﬂﬁﬁaﬁ'ﬂiﬂ
5.1 nsaduiiszneusenssnusea aaeme fimsseytapuesian uasusumssnuiidaou
5.2 n3asaaneviesUfuRnnsiugiu 1wy CBC, BUN/Cr uae LFT '
5.3 NMsnameSadidade 1wy Plain film, Ultrasound, CT/MRI scan 98esaelsn wiey official report
5.4 598UNaNISHeR (H13) w%amamimswwwm%"‘mm'

6. Woulavmsrddinvasnindnireden Trastuzumab TulsauziSadauu vnmamsauﬂsﬂmummma il
fwoluil

6.1 1¥lunms¥nwaiu (adjuvant therapy) TunguithenzfasuiilasunseidinfounzSwonlmun
¥ a ‘4 lﬂ' ) A -l § & 2 d o 1 N‘I
f9Y curative breast surgery wﬁm'mLawuaaminamuwﬂm Imauﬁaulwa“lmwuqmmaiu




6.1.2 il pathological stage T2-4, NO-3, MO
6.1.3 il clinical internal mammary node fifinumnnnivdewinfu 1 o, Taglidos biopsy
6.1.4 aunsalFsaufueuadviiauuy neoadjuvant chemotherapy awzlusiefislfaurunannnin
2 9u. dn15Useiiiu complete staging Uazsoalunuye curative breast surgery Tufinliognadmau
TunvssibeuneunsBulieaivde
wnews rasiinsussdiuiiheneusunssne sielui
e nsdifiiiu T3-4, pathological node positive HludsSnwszninauwndiivaddduazuwng
$edSnwn WeRvsanamduiuresmslisdsnymdamssinge Ussneunsvesydinisidn
Aen
o nsdliifinsnssneludesniuvdes Aeaiivangunisusaiiusvesvadlsainlaifineunsnszans
Tuitedenzdu (M0) sdhalessheidnuisduen santensiu uagaununszen (§1881n13
N9palin) ,

6.2 lismfusnaiivhdalaeldiduenvuiunsn (1* line therapy) lunziduduaszesuninsyany
unTRzinmMItduvedsa visinuatiufesnne, Wisunndgsnesedivinmsiviendeliifauselevd
AOgUAIN

6.3 l¥swdvenaiviisalaeldidusnvuud 2 vie 3 TugUaeus LS\‘lLGl’]uuiuEJ“‘LLWiﬂi“ﬁ]']EJVI‘luLﬂEI
195U Trastuzumab wney

6.4 nsmwﬂaawmamaummﬂma 1* line Trastuzumab + chemotherapy LLaJLWEJmJﬂULLm uazd
nmsananuadlsanduaning

6.5 wmamamawmwmmmm Fastoluil

6.5.1 @aniae ECOG 0 - 2 waglsiwusdily Trastuzumab Iuwﬂwmi significant comorbidities
vu"Lummsmummumumlm mamﬁﬂmmammmmumLLaﬂummmemmmwmm wiu ngugUae
bed ridden, severe dementia wﬂaaﬁhmmmaamsmauanmmﬂsﬂwsa'nmwwmEmammmnm'ﬁnm

6.5.2 finamsnsmsvinuvewilalag echocardiogram sghaties 2-D Tulu wie MUGA ke LVEF
UINNTMIBLYINAY 50%

7. gnseuafivinfiuuziin yuneen Trastuzumab waz33nisTien
7.1 mainw eIy
7.1.1 nsdiitliifinsnsznelusesimnies gosenalivrtalunisinwiiaiuuusti fis AC x 4 cycles
%38 TC (DocetaxeL/cyclophosphamide) every 3 weeks x 4 cycles
7.1.2 nsdiifinsnssneluseudhuvies gaseuaiitndnlunsshwiady desdl Taxane sude

amimmuu’\ A9 AC x 4 cycles - Paclitaxel weekly x 12 cycles #38 AC x 4 cycles - Paclitaxel every

3 weeks x 4 cycles Liuuaiitavinuly Paclitaxel (19 LmeLmuqmm grade 3 Tl vdedl peripheral
neuropathy 11nNIMM38WAU erade 2) mmm’[ﬁ'fmgmé‘ulﬁ |

7.1.3 n3gi T1-2, NO 19hen Trastuzumab 8 mg/kg ﬂ%y'\ni.ih waz 6 mg/kg vn 3
(6 \Wiau)




7.1.4 asdilvien Trastuzumab 32UAY Paclitaxel nn3 Fuonti TneiSu 8 mg/kg ﬂ'NLLiﬂ Wag 6 mg/kg
N 3 dUai 59u 17 - 18 Asa meluszesiiaseana 1 U ualidiy 14 Weu
7.1.5 nsalliien Trastuzumab 323U Paclitaxel nn 1 ol Tneidy 4 me/kg Wag 2 mg/kg
N0 1 dand suasy 12 §av wdsainiulien Trastuzumab aSeas 6 me/kg n 3 FUAY Aaus
dlavin 13 auasu 1 U by 13 a5 vdeliifu 14 Weu
7.1.6 wustliGinnmsvesylmsinaten Trastuzumab RaudiSunausnunisiy adjuvant therapy
o 2 vas ' as = 2 or
Wolausoldsu Trastuzumab $2ufU Taxane oy
7.2 MI3NWTTERUNINTZAE T Trastuzumab JuAveeividn wasly Trastuzumab maintenance
Wuyndewiaiies sunazlinsfiiuredlse vierathafsrnen viisuwmddinsssduinslinde
”Lummﬂiu‘laﬂnumammw
7.3 "Lmauumms"lmm Trastuzumab Tag/ldfinsiienaiivrdasiuselutiusn
7.4 1 Trastuzumab YW aUssy 440 un. dleldlinun aunsafivdwiviedeazaldluadda « Wlg
(8rsdamanenansrinduen)
‘Stablility 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. msUssiliuglaessninenisin
8.1 M35y IR uasnTIvINMe nasaneunsreualivn wiensli Trastuzumab
8.2 ayremsviinuvesiilalng echocardiogram agneios 2-D Julu vide MUGA N 6 \hau lnewa LVEF
WnAIMSaAY 45% Seesdineendeld
8.3 nsfinmsshwszezunsnszne msiinsusediuseslsa fensnsIs19NIesIAUNTATIINISE
Alady vn 3 wou Wilamarounsdevesesyl@nisidndien

O

. wnausintugaen Tivigaen Trastuzumab eamamudeladenildeluil

9.1 n3diveInsinenasy T1-2, No Iésueimsu 9 att (6 ifaw)

9.2 nsdivesmsinwadu Iiuenasumuivun (17 - 18 A% melunanliifiu 14 ew)

9.3 flwiilsineuauasiemssnu iy progressive disease sewinaitléiu Trastuzumab + chemotherapy
combination therapy %38 monotherapy

9.4 §191NSUANIVBINNIY congestive heart failure U3BANANTITNTID LVEF

uazaznduanldluilidle LVEF 2a5% melunan 8 duai
9.5 \AnnathaABINeiTuuTesEdu 3 - 4
9.6 iMngaguuLiu 8 duami
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WAINNANUNIIONTeAe7 Pertuzumab Tunisshenlsaussadiuy
(Protocol PTZ-EBC, PTZ-MBC)
(UFuusensail 1 aamiedansudylinans 7l na 0416.2/2 1342 asuil 27 AATAN 2565)

1. szuvaydiinsindedien

1.1 'lwamuwmmaawuaaaLmﬁwwauwméﬂ' ¥msShunsenthsauiingy Teydnananaunung
ieldnszuule , o

1.2 9poydAnisiindreeen Pertuzumab 91n33UU OCPA fouviin13neI Ima‘tﬁamuwmma

amezilyuunng NU’JEJ bhae ﬂﬁ‘iJE)ﬁJa‘Vl'Nﬂ’]‘SLLWWEJ‘UE)QNU'JEJV\QﬂG\E]QLﬁUQSQ mmiﬂﬂmﬂaawm‘muﬂ .
(Protocol PTZ-EBC w58 PTZ-MBC)

2. aruauRYasEnURETUTA

2.1 Lﬂuanwuwmmaﬁﬁmmw%’au’lumﬁﬁaﬁuua ginwlaamansnidiven

2.2 funndiawiemenuiissylilude 3 uasfiuwndane m‘ammﬁu%ﬁw%’amzs’mQLLa%'nm{]cgm
unsndeuiiensazifinanlsauas/viomsinm ' ' |

3. gusuURvRIMIWMEEIIMSShen
3.1 Wuunmdidnmgildiunidenyiivieidvasnnumeanilumuoigsaanslsauzissing,
<
wie

o)

3.2 Wnndgs nmwlmummawmamnwmuwms‘h‘qwmma'Lumi’Lvm'imsmiinmmam

u

Pertuzumab WWN'J'UW‘UWEJEJ’NLWZJ’]"?HJ

4, mm'mms'mamﬂsmwamnmum Pertuzumab

Aoinan1IATIINIweSivienveziSuduy wazlinan1sdon immunohistochemistry. 1ia HER-2
Wu 3+ w3e n3dl HER-2 \Tu 2+ mmmamwammms in situ hybl'ldlzatlon LU FISH n38 DISH
“Wuwauan

5. nénguidesliiausznaunisitadelsn 7
5.1 tszeuiivszneusemsinusy iR asiesine ﬂms'iuuﬂmm‘uaq@ﬂqa wasuNUMSS R TdRLY
5.2 ﬂwsmswmwadﬂgummswumu Wiy CBC, BUN/Cr uaz LFT |
5.3 MINTIINT@Ilady 1w Plain fitm, Ultrasound, CT. /MRI scan ¥0938El3A Y3 oﬁ‘oal sgort
5.4 T1ENUNAMIHIAR (13) NIDUHANITNTIINNNETINEN




6. Roulannendiinvasnsindedien Pertuzumab Tulsauzdadaun Viﬁmamﬁﬁﬂwmmmmﬁﬁa 4
Fareluil
6.1 4l Neoadjuvant therapy Tunseisastoluil
6.1.1 388y T2, N1-3, MO Uaziinansnsavanensineriniinisnssaeveslseludmentimies
Indlfes u3a szee T3-4, any N, MO Tnsduduruinvestauiiiuudenanisasraniesaditese
(mammogram 38 CT scan)

& alaa

6.1.2 fpaiinsnsrndumes@idaduiioussdiunsnsyanevedlsa
6.1.3 imsusnunfedunmdifiefansannssnundednymsmsege
6.2 MhduervumnsnlulsauziSasunszosunsnszanes lunsdifedelud
6.2.1 9 visceral metastasis
6.2.2 fesliipeldiuen Pertuzumab wreuluynnsdl
6.2.3 pWieenI1 75 U
6.2.4 nimmﬂsu adjuvant Trastuzumab 11nBU AadissesIaasnlsauInNIvSawiy 1 O

nasNlaTuen Trastuzumab dose gavne

.

7. ﬂmﬂ’lmumu@] N15UIW581 Pertuzumab wag Trastuzumab uaz wmaumssnm
7.1 Tadu Neoadjuvant therapy lumsshwilseusiSaduussezisui

® dn3 m 1 AC x 8 cycles >>> (Pertuzumab + Trastuzumab + Taxane) x4 cycles >>> Surgery
>>> Trastuzumab x 13 cycles %38

® leu (Pertuzumab + Trastuzumab + Docetaxel) x 4 cycles >>> Surgery >>> (5FU +
Epirubicin + Cyclophosphamide + Trastuzumab) x 3 cycles >>> Trastuzumab x 10 cycles
® unmendiuugih
® Pertuzumab 840 mg IV infusion over 60 min luﬂimiﬂ wazAaneY 420 mg IV infusion
30 - 60 min luasasioly USmsen NN 3 dam ﬂumwm duu 4 ads
™ Trastuzumab USnsen vin 3 denvi $1unu 4 ada deumarindn uas 13 A¥h vdamsenge
" Paclitaxel 175 me/m” U3M381 N 3 dami sauvivun S 4 ade
® Docetaxel 75 mg/m’ U3msen v 3 FUavt Tamivue Shuau 4 ad
" gupilunun gn3 AC Usenausiae Doxorubicin 60 mg/m2 + Cyclophosphamide 600 mg/m2
R guaiiunin ﬁm FEC Usznausie 5FU 500 mg/m + Epirubicin 75 mg/m + Cyclophosphamide
500 mg/m ;
o {humslsdusdinm melu 6 Weundimstia .
7.2 nsgildiduenuunuusnlu Metastatic breast cancer Iﬂ%’qmm Pertuzurmab + Trastuzumab + Taxane

® Pertuzumab 840 mg IV infusion over 60 min TuASIwsn wazAame 420 m

30 - 60 min luAwialy USMsenTIuiU Trastuzumab v 3 v

o 2 a ) ¢
® Docetaxel 75 mg/m” u3® Paclitaxel 175 mg/m” UMIsen yn 3 dlam
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wwmninunsindaede Imatinib lulsauzSednldviia Gastrointestinal Stromal Turor (GIST)
uazlsnusiSalavlsniin Dermatofibrosarcoma protuberans (DFSP)
(Protocol IMT-GIST/DFSP)
(aaumisdansaiy@nane 7l na 0416.2/2 1342 asiufl 27 AAAN 2565)

1. 5zuuauﬁ'ﬁnm,ﬁnﬁi'1wi'w'1

1.1 IwamuwmmaawmaaLms'lmjaLva'memssnmmwuwmwniu QINa WO UNIUNY
iiadszuuld

1.2 vooyliin1siinT1eAIe7 Imatinib 99A58UU OCPA flauvhnassnun Taelwaaruneuia
amzilouuwnd §Uan LLau?N’UaiJaVlNﬂ’liLLW‘V}EJ“U’aQNiJ?EJV]ﬂﬂGm\'ILﬁuﬂN muiﬂﬂmﬂaammwuﬂ
(Protocol IMT-GIST/DFSP)

2. AuaIRAYaIENUNETUA

2.1 uanunemnaiifimnumdenlunisitadouarinuilsavmausiieine

2.2 fluwndiangmenaiiszylilude 3 wazilunndiansmanududmienssiauguasnvtiam
unsndeuiiennazifnnnlsauas/viensinm

3. ﬂmamﬁﬁwamwméﬁvﬁmﬁnm

3.1 L’f]‘uLmeawwmmmﬂmwuqaaauum'w
N30

3.2 LLW'VIamnmwlmwmsuaumnEmnwmmamﬂsqwEmmaiumﬂwusmsmﬁnmmﬂm Imatinib
AN TWD I UL AL

<y

0URIIINUNEAN U g sAERIlsANEIS A Inen

4. nasimsatagelsaangeen Imatinib

4.1 GIST sigadinanisasamanendiven wieufunisday immunohistochemistry (IHC) e KIT (CD117)
¥38 DOG-1 positive %3 N3l IHC KIT uaz DOG-1 1Huay #el cKIT W30 PDGFR-OL mutation

4.2 DFSP siaaiinamsmsaamawensiventiu Dermatofibrosarcorma protuberans

5. v;é’nﬁ'mﬁé’aqﬁLﬁaﬂiznaumﬁﬁaﬁﬂhﬂ
5.1 nssLlsuiivsznousenisdnuse s amaseme finsszyUavesiihe waswrumsnuniidaiay
5.2 msm‘saﬁ]mwawgummswumu Wy CBC, BUN/Cr wag LFT ,
5.3 MIn31M935TITasde 1y Plain film, Ultrasound, CT/MRI scan 8ssaelsn wéax official report
5.4 wUNaNTHIAR (18) WSDUNANITHTIINNEITING

6. Raulunerdiinuesmsiindresen Imatinib Tulsausddlduin Gastrointestinal Stromal Tumor
GIST) uazlspuziSeRaniianiia Dermatofibrosarcoma protuberans (DFSP)

6.1 T duervuruusn Tulse Gastrointestinal StromaL Tumor (GIST) szuy
NNz vedlsA




6.2 lunsdlidulsn GIST szezgnanuvideunsnszany uasmevausrisauiiineanldvun awnse
#a1sanlit Imatinib deldlaifiu 3 ¥ ‘
6.3 lunizﬁwaami%’nw'u,a%wé'amiciwﬁﬂﬁ'wud'lman1awaamm5uﬁuim‘lﬁqa (high risk, Modified NIH
risk stratification for GIST with rupture included) a@u1saRansa v Imatinib lokitAu 3 U arsruuu
- ATUENa ‘ | _
6.4 11 0ugrvunuusn lulsa Dermatofibrosarcoma protuberans szezgnanuitliaiunsasindnle
WiosTETUNINIYNY

7. vunmeniluuzin o ‘

7.1 GIST; Imatinib mesilate 400 fiafinFuretu uazusvaneldideiaratraudss leyiRliinigld
g1 Imatinib mesilate tRuniwuaiiuusiii (400 fadndudet) wiHinslienlildnanielsaqgnandu
veurlvienit 400 Dadndusieu

7.2 DFSP; Imatinib mesilate 400 fagnsumaiu LLauﬂsuamm“lﬂmammwammﬂm uasiitanfiy 800 uaansu
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Modified NIH risk stratification criteria for GIST with rupture included
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Musculoskeletal Tumor Society (MSTS) staging system for sarcomas

Stage ,. = g N,Grade M e e Wi
Stage IA Low grade, inv"c;‘scomﬁartmentat B

| Stage IB Low grade, extrécdmpértmental
Stage A High grade, intracompartméntal

| Stage B High g?ade, eﬁracompar‘c?nen%al

| Stage lll Systemicwor regional metastases . .

Medline ® Abstract for Reference 87 of 'Dermatofibrosarcoma protuberans: Treatment'
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Imatinib Treatment for Locally Advanced or Metastatic Dermatofibrosarcoma Protuberans:
A Systematic Review.

Navarrete-Dechent C, Mori S, Barker CA, Dickson MA, Nehal KS
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 Jold 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 monotheraby
or as an adjuvant or neoadjuvant therapy to surgery were included. Extract

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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