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wuammiunsidndnedien Trastuzumab Tulsauziadus
(Protocol TTZ-EBC, TTZ-MBC)
(UFuugenseil 2 mumdsdansudyBnans i na 0416.2/2 1342 asiufl 27 aanAu 2565)

1. szuveyiiinsiininedien
11 Iﬁamuwmmaeiwﬂ’q?lam’fﬁwa%auwmsj‘sj Wns§hwseniiesufinsudydnarsweunng
iieltssuuld

1.2 veayliAn15.indneen Trastuzumab 25UV OCPA nauvin1ssnw lagluaniuneiuia
amzfouunmd §Uae uavdsdayanianisunndvesdiaefigndeadueis amuluslaneaiidivun
(Protocol TTZ-EBC w38 TTZ-MBC)

2. ANEUURYIENTUWE A

2.1 Wuaonumeruvadifieundenlunddfasouarinuwnlsemaziding

2.2 fuwndiamrzymanuiiszylilude 3 uasluwndianzmeaundudmosasimguatnuiiigm
uwnsndeuiioneziinanlsauas/Msenssnen

3. AusnURvawnndginn1sshen

3.1 W dfFnngilisumidesylaviodtnsmnunmeanilumuaigsamanslsausiSeine
739

3.2 LwaécE%’nmﬁlﬁ%’umsmawmamn@’éﬁmamﬂsawmma‘lums‘lﬁu’%n'\sms%’nmﬁastn
Trastuzumab ANV ITNOL UL S

4. nasinsidedelsnitaringneen Trastuzumab

ARAINANITATIIMNINED IR S Ui U wasiinanisden immunohistochemistry Tvika HER-2
Ju 3+ ude nydl HER-2 WHu 2+ Fesfinanisnsaadae3d in situ hybridization \iu FISH e DISH
WHuwauan

5. vné’nsquﬁﬁaaﬁLﬁaﬂiznaumﬁﬁaﬁa‘fsﬁ
5.1 nsulauiiussneusenistnuse¥a asaesne imyseylapveailiae ez TS e itaiau
5.2 msmwmwaqﬂgummswumu \u CBC, BUN/Cr wag LFT
5.3 AINSIINNTEITRY 18U Plain film, Ultrasound, CT/MRI scan 98450815 W31 official report
5.4 $189UNan15HIAn (6730 WiaNNaN1IATIIMNINEITINEN

6. Gaulwnadfinvasmsidngnedien Trastuzumab Tulsausdaduy Adnensitalsamunnaside 4
figerelui

6.1 Mlunsinwuaiu (adjuvant therapy) Tunguiithesusi3udnuuiildunisindafeunsseanlsvan
fnY curative breast surgery wummLaawaamsnamwaﬂsﬂ Imsmuaulwa’lmmawmmmalﬂu




6.1.2 31 pathological stage T2-4, NO-3, MO

6.1.3 #1 clinical internal mammary node #ifivuannnivdewity 1 oy, Inglides biopsy

6.1.4 anansolsmiuenesivrlauuy necadjuvant chemotherapy winglusefififaumnannnin
2 9. din19Uszdiu complete staging wagdoailunuves curative breast surgery Juvinlfogradniau
Tunvsedsuneunsdulieadivadn

e pastinsussdiufiasnoudunsine Kol

o nsdifidu T3-4, pathological node positive Hludesnwssnitunmdidvaslduazunng
$dsnen WweRasanmududuveansisidsnymdmstinga Ussnaunsvesysiinision
ANEN

o nidiiinsnszangludesinies Fesdivdngunisussfiussevveslsadtlifimsunsnszang
Uiledensdu (M0) ethafeesedneisduon Samirenadiu uasaununsegn (Grileanis
N9AENN)

6.2 Msamfusnafivitalagldidugreuuusn (17 line therapy) TuugiSaduuszezunsnszane
unaziimifmiGuredlsa viieiianatiufisaningt wisunndginuussdivinisiiewieliinusylewd
AOFUNN

6.3 Wsutuenaiivialagléifuerwuiui 2 vie 3 TufhousiSaduussezunsnszaneiiliae
165U Trastuzumab wnriou

6.4 nsdlfthuilnenauausiise 1 line Trastuzumab + chemotherapy azldvgnenluuds uawdl
nsgnantvedlsAnauNlug

6.5 fithespsiqunmiiudause faolui

6.5.1 angUae ECOG 0 - 2 uarliiuugilv Trastuzumab Iuéﬂ?aﬁﬁ significant comorbidities
Alianunsosusuaiivatnld udensinudesieiithdaudiliannsofiuannmdin wu nquiithe
bed ridden, severe dementia fjthetiaunndemsiieusnanslsavieomstraufssiifasnmssnm

6.5.2 finansaaamsvnauvewilalag echocardiogram eenetioy 2-D FulU e MUGA Iéna LVEF

UINNTUASDWNNAU 50%

7. gasenaiivatnfiuuziin Yureen Trastuzumab waz3sn1sivien
7.1 MITnwasy

7.1.1 nsdifilsifinsnsyanglusiemnimdes gassaivrialunisdnwiauuugi fo AC x 4 cycles
%39 TC (Docetaxel/cyclophosphamide) every 3 weeks x 4 cycles

7.1.2 nsdiffinsnsvangludentivdes gosenaivndnlumssnuiaia fesd Taxane 39us98
qmﬁw:‘,ﬁ'\ A9 AC x & cycles - Paclitaxel weekly x 12 cycles %38 AC x 4 cycles — Paclitaxel every
3 weeks x 4 cycles Vuusfitoviuld Paclitaxel (191 UNBTUUUTULSS grade 3 Fulu w3edl peripheral
neuropathy 1INNIMAIBLINAU grade 2) mmsn'l‘?j’mqmsﬁulﬁ

7.1.3 Asel T1-2, NO T¥en Trastuzumab 8 mg/kg ﬂ%ﬂuin way 6 mg/kg N 3
(6 Wiow)




7.1.4 nsilen Trastuzumab $3U Paclitaxel v 3 dUani TaeiEu 8 mg/kg afausn wae 6 merke
v 3 e 3 17 - 18 A neluszesiiauszana 1 U udliiiu 14 Wou
7.1.5 n3ailen Trastuzumab 39uAY Paclitaxel vn 1 dUansk 183y ¢ me/ke was 2 me/ke
vn 1 &Uai auAsu 12 #awi ndsandulien Trastuzumab afay 6 me/kg nn 3 dUavi daus
FUnviil 13 quesy 1 T muliiiiu 13 A wieliiiiu 14 Weu
7.1.6 LtuzﬁﬂﬁﬁuﬁﬂmsmaauﬁanwsLﬁnﬂ"]m Trastuzumab SaudiBanausunisly adjuvant therapy
welWaunsalsiiu Trastuzumab U Taxane 16
7.2 M3snwssezunsnsyane i Trastuzumab saudvenafivids uazli Trastuzumab maintenance
Wuendeaseiiies aundesiimsiiuvedse wierathafesmine visuwndgsnuussiivinnslsese
Lifinuselevisoguan
7.3 llaydfinsléen Trastuzumab Teglifinsifeiedividaiauielutiusn
7.4 &1 Trastuzumab MNAUSTY 440 un. deldliivim ansaifivdwiivieieavaldlundiia 4 Ul
(eedammenansinfiuen)

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 dituted 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 stabte 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. nsUszliugiesenitamsin

8.1 nM3dnUIEiR uasaai e yaasaneumsiigiaiiuatn wsemsiv Trastuzumab

8.2 avaInsvinnuvsmialalag echocardiogram agintiey 2-D YulU wia MUGA %N 6 \hau laea LVEF

) Y = O 1 "y

UINAMUTBNINUY 45% T\N‘\]zﬂﬁﬂ’]ﬁlﬂ’ma‘lﬂ

8.3 nsdin1ssnwrszazunsnsEIY Msiinsyseliuseslse Mun1InsI1939N18IAUNITNTIINNTE
ety yn 3 Heu WildnansunsdwasdesyiiBnisidneen

. nusinsvigaen Wingaen Trastuzumab ermawudsladenieieluil
9.1 nMveINSSNwIaEsY T1-2, NO leuenasu 9 s (6 o)
9.2 nsdiveamsinuedy Isusnasumusmun (17 - 18 A melunanlsiiiu 14 iew
9.3 fftheilineuaussiemssnw iy progressive disease sewITH#3U Trastuzumab + chemotherapy

O

combination therapy #38 monotherapy
9.4 flp1NSUEANITBINTIE congestive heart failure ®393NANITANTIV LV,
wazaznduuleludléide LVEF 245% meluian 8 dUnv
9.5 IAnnat1ALINETIgULsISERU 3 - 4
9.6 fimsvigaenunuiu 8 duav
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wuINMNUNSndeAI81 Pertuzumab Tumsinenlsauzidaduy
(Protocol PTZ-EBC, PTZ-MBC)
(USuugensadl 1 anavilsdensulig@nans 7l na 0416.2/2 1342 aeiuil 27 aanau 2565)

1. szuveydifiniadndnesien

1.1 Wanunernadmwmdidoudsedeunndfinnsinudemiamiinsudyinataueuvang
werdhszuuld

1.2 99ayilAn151UNIWAYY Pertuzumab 91n58UU OCPA nauviin1ssne Tagldaaiuneiuia
amzdouunnd §Uan wazdedeyanenisunndveadiedigndesiusie muluslaneadidivun
(Protocol PTZ-EBC %%@ PTZ-MBC)

2. auauURYBIFAUNEIUNE

2.1 Huaaumeuiaiifianundenlumsitedouasinulsaniasideineg

2.2 11LLWVIULQW%VINW]JJ‘VliuUl’ﬂu?JB 3 LLaumewaLa‘wwmqmmaumwsamssfmﬂLLaSﬂmﬂmm
Lmsn%auwmwmnmmn‘[sﬂu,a.,/mamssnm

3. AuANURATaIUWNERINM I

3.1 Huunnd@nngilddumideeyiiviodinnnumeanlummeigsmanslsauziieine,
w3

3.2 wwndgEnwAldsunsueunaingangerursnislsananuialunislivinisnisineadaeen

4

Pertuzumab #u3nTnag1uruzay

4. nein1siiadelsaiadnidnesn Pertuzumab

foslnan1snsianane divevesziiauiu wasiinanisdeu immunohistochemistry Tvika HER-2
1y 3+ w50 n3edl HER-2 \Ju 2+ Aeelinan15m329M2833 in situ hybridization 1% FISH %38 DISH
Juwauan

5. wéinguildiasiiiiausznaunisitiedelsa
5.1 hysudeuiivszneusemsinusyiR asaesme msssylavvesie weswumsihvidaou
5.2 msmmmaﬁaw.ﬁﬂ’amﬁ'v”uﬁﬂu U CBC, BUN/Cr way LFT
5.3 NMInse3@itads 1w Plain film, Ultrasound, CT/MRI scan 983388l3 ¥
5.4 TearunansEIde (§1) wiouran1sasIIManensine




6. Raulwmepdfinvesnsidninednen Pertuzumab Tulsauzidadnuy Atinansitalsreunuside 4
Faselui
6.1 Mifiu Neoadjuvant therapy Tunsdisfsioluil
6.1.1 5882 T2, N1-3, MO wariinanisasiamanendingnrindinisnssarvveslseludmemimies
TndiAs wSe szuz T3-4, any N, MO Taefuduruinvesteufidiuudionanisnsiamiadedidady
(mammogram %38 CT scan)
v adaa o A

6.1.2 sasdinnsasisrunese@itaduieuseifiunisnseaevelsa

24

6.1.3 finsUSnwEUNdieR TN TS NEIESIES N a1 sHNGR
6.2 Mdusnuuuusnlulsauzidadnassosuninszaes Tunsdsmelud
6.2.1 sl visceral metastasis
6.2.2 siealsiinglasuen Pertuzumab wneuluynnsd
6.2.3 engweendin 75 1
6.2.4 n3dIfil#3U adjuvant Trastuzumab wnneu Fesdiszesinadasnlsauinniviewiiu 1 T
wRaNlesuen Trastuzumab dose @nving

7. gaseuaiiitin M3UIMIsET Pertuzumab way Trastuzumab waAzSUABUNIINY
7.1 1918y Neoadjuvant therapy Tunmsinwilsausidadnuussesdudu
L g@i]h AC x 4 cycles >>> (Pertuzumab + Trastuzumab + Taxane) x 4 cycles >>> Surgery
>>> Trastuzumab x 13 cycles W38
b gmfiz (Pertuzumab + Trastuzumab + Docetaxel) x 4 cycles >>> Surgery >>> (5FU +
Epirubicin + Cyclophosphamide + Trastuzumab) x 3 cycles >>> Trastuzumab x 10 cycles
e ynmeTiuuzth
" Pertuzumab 840 mg IV infusion over 60 min 1‘Uﬂi5\ul§ﬂ uazsese 420 mg IV infusion
30 - 60 min Tuadastely U3msen wn 3 §Uank sauovun $1uu 4 ads
" Trastuzumnab U3vN3e7 M0 3 AUaw St 4 A eumssinda uaz 13 afs udanseinge
" Paclitaxel 175 mg/m” U3W381 WA 3 FUA s santvun S 4 ade
" Docetaxel 75 mg/m’ USu3EN Yin 3 S Taviavin S 4 ady
B gupdivin gms AC Usznausiae Doxorubicin 60 mg/m2 + Cyclophosphamide 600 mg/m2
= guadiuntn ges FEC Useneuday S5FU 500 mg/m’ + Epirubicin 75 me/m’ + Cyclophosphamide
500 mg/m”
o emslasuiidsnu anelu 6 woundinisindn
7.2 as@lldiduenvunuusnlu Metastatic breast cancer Tﬂ%’qmm Pertuzumab + Trastuzumab + Taxane
® Pertuzumab 840 mg IV infusion over 60 min TUﬂizﬂLL'in LazABRIY 420 mg
30 - 60 min Tuasasiely USynsensaufy Trastuzumab vn 3 Fuaw

® Docetaxel 75 mg/m’ w38 Paclitaxel 175 mg/m’ U3W138N VN 3 duam




8. NM3vRYNANSIUNI1eA87
8.1 ﬂifﬁmﬂaaqﬁalﬁdﬁtﬂu Neoadjuvant therapy (Protocol PTZ-EBC)

Welsisunseuifinfiusn asfissvinavesnseyfinsidndieen 3 e Wiy 4 cycles of
treatment) waziileléfFuen Pertuzumab Asuwdn Tameideuvasnidnnisldienlu Protocol PTZ-EBC
iieamzfeuvelindredien Trastuzumab wdmstivdiasielulu Protocol TTZ-EBC (Protocol PTZ-EBC
Lifimssieangnisiininennen)

o 19wl481ans AC x 4 cycles >>> (Pertuzumab + Trastuzumab + Taxane) x 4 cycles
aliSudedfoyariuszuy OCPA Protocol PTZ-EBC ndslé¥uen AC Ui 3 - 4 cycles
8.2 nsdimsveaysiAiiel4ifiu Metastatic therapy (Protocol PTZ-MBC)

fUaeiiléisueasy 12 ey (17 ada vie 18 waon) wardweuausmieliusslominnnisli
sieilles anuweunadinsesdsdoyaieroagnslden edundngnlumsiusdennuisngdasming
wmdthearhiseuauswien vieunwdiEnuussdivindnadrafsmnmssnvanniwsslenineelésu
wasldfeyaitavesnidnnsldelussuy OCPA s

9. INRUIN1TUYAYT
9.1 limeuauswion1sinw 1nedl Progressive disease by RECIST criteria
9.2 Serious adverse events WU LVEF <45%, serious hypersensitivity reaction
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uuMfuMsinidneAen Imatinib TulsauziSeanldvilia Gastrointestinal Stromal Tumor (GIST)
uazlsauziSaiavlawiin Dermatofibrosarcoma protuberans (DFSP)
(Protocol IMT-GIST/DFSP)
(mamisdonsudeyBnans #l na 0416.2/2 1342 asiuil 27 aanau 2565)

1. szuvaysiansiindneAen

1.1 Wanunewnadaniedeudesiedounnddvinnsinudenitsauiinsutydnasmauning
iawdnszuuls

1.2 990udAn15.Un318A181 Imatinib 91n52UU OCPA nauvinn1ssnwl laelvantuneiuia
amzilyuunwnd giae LLavawauaWNmiuwwmmwmawanmauﬁu%a anulusiapeafiniviun
(Protocol IMT-GIST/DFSP)

2. AusNUAYawEUNEUNE

2.1 WusaunerunaifimnumderlunisiftedouazinulsavnasiSeinen

2.2 fuwndianemenuiszylilude 3 uasiiuwndiansniseundudmiouassmguainuiiigm
uwnsndeufianassiinanlsauas/Miemsinw

3. aruaudRvaswnmdgiinisinm

3.1 HuwwndFnmngilssumidesyiiviodinannuweaniluaueigsmanslsnuzieinen
W39

3.2 unmdinwaildTunsueumnenngrnenslsmenualunstiuinmsnisinedee iImatinib
A TNBE ML

4. wasinsitiedulsaiasingieen Imatinib

4.1 GIST fpdlNamsnIIIMINESINEN wiauiunsdos immunohistochemistry (IHC) ¢e KIT (CD117)
%38 DOG-1 positive ¥io N3EIA IHC KIT uay DOG-1 1fuau fesll c-KIT w3a PDGFR-OL mutation

4.2 DFSP fasfinamsnsiamane isivendu Dematofibrosarcoma protuberans

5. néngwidesiiiaysznauntsitadelsa
5.1 pysaleuiussneusemsdnusedd aseseme Imsseytgrmeiie ueswumsinuidaay
5.2 mmswmaﬁaaﬂﬁﬂ'ﬁmsﬁ'ug'm w9y CBC, BUN/Cr uag LFT ,
5.3 MINTIIN95EINY 1Wu Plain film, Ultrasound, CT/MRI scan 989588150 W3au official report
5.4 seaunamsende (i) wieunanisnsianianesingn

6. Foulunnediinvasmandngieaten Imatinib lulsauddnlduiin Gastrointestinal Stromal Tumor
(GIST) wazlsauzi3aRamisviin Dermatofibrosarcoma protuberans (DFSP)

6.1 T dusnvuruusn Tulsa Gastrointestinal Stromal Tumor (GIST) szu,
Msnsznevedlsa




6.2 Tunsdiiidulin GIST szavgnanuuieuninzane wasmeuausosusasensuun aunsn
W15l Imatinib sialaliiiu 3 U
6.3 Tunsdlveimsinwialumdsmstidiainuinilonavasnsndudnlseléiga (high risk, Modified NIH
risk stratification for GIST with rupture included) @u1saRa5u % Imatinib 1alihAiu 3 T ars1auuu
A
6.6 Wi duegnuruusn Tulsa Dermatofibrosarcoma protuberans szasqnanuiilsiatunsasingnle
Viesveruninszng

7. yunmeniiuugiin

7.1 GIST; Imatinib mesilate 400 fladn3usio¥u uazuSuanenldiflofanadrafes lieyalsiinisly
&1 Imatinib mesilate Aundnvuafitugi (400 fadnfuretu) ufinslreldldnanielsrgnanudy
ynuloienil 400 fadniusoty

7.2 DFSP; Imatinib mesilate 400 fiadnusiedu uazUfuasenldiflaifanadrades uaziandiu 800 fiadnsu
sefulidelineuausa ‘

vanewe; Uiinaunisidnen aseay 1 Weu Tu 3 Weuusn warliiiuedeas 2 deuluwieuse q T

8. MIUTLTIUNATENINMITN

8.1 fins¥nusedR m329319me nantsmsrmnaiesufianisisudu yn 1 e lu 3 iieuusn
wdsndugn 2 - 3 \fiou

8.2 Iiusediusanis¥numn 3 - 4 ey femsdnusedd msnsresime massenesd@idedeianunse
fovunveuiesenld Wy computerized tomography (CT) #38 magnetic resonance imaging (MRI)

8.3 ATTITYNANITRDUAUBIAIY SWOG (south west oncology group) %38 RECIST (response
evaluation criteria in solid tumor) criteria

8.4 lunsdifinansamamesadinemuindsesTsruualngBuisshundadion Qv 25%) v
funduidnas iensdl unvddinwannsafinnsamgae wieliiiresn 2 ey uasihnisasied
iopnudaauindy stable disease wa progressive disease

9. LNUFINITHY AL
9.1 il progressive disease 9819TALIU
9.2 nsaimMsshwiesu Tien 1 - 3 Ysnunsitadevesunnd




Modified NIH risk stratification criteria for GIST with rupture included

Risk category Tumor size (cm) Mitotic Ingex Primary tumor site
(per 50 HPFs)
Very low risk <2.0 <5 Any
Low risk 21t05.0 <5 Any
Intermediate risk 2.11t05.0 >5 Gastric
<5.0 6 to 10 Any
5.1to 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
5.1t0 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 Grade
Stage |1A 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

AU
SO

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 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
or as an adjuvant or neoadjuvant therapy to surgery were included. Extract; a were

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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