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§≥–Õπÿ°√√¡°“√ºŸâ®—¥∑”

1. π“¬·æ∑¬å«‘‡™’¬√ »√’¡ÿπ‘π∑√åπ‘¡‘μ

2. ·æ∑¬åÀ≠‘ß “«‘μ√’ ‡¡“Ãï°ÿ≈‰æ‚√®πå

3. ·æ∑¬åÀ≠‘ß∏‘μ‘¬“  ‘√‘ ‘ßÀå

4. ·æ∑¬åÀ≠‘ß®“√ÿ«√√≥ ‡Õ°«—≈≈¿

5. ·æ∑¬åÀ≠‘ß‡Õ◊ÈÕ¡·¢  ÿ¢ª√–‡ √‘∞

¡–‡√Áß«‘∑¬“ ¡“§¡·Ààßª√–‡∑»‰∑¬

·π«∑“ß°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·√°¥â«¬

Systemic therapy
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·π«∑“ß‡«™ªØ‘∫—μ‘„π°“√√—°…“‚√§¡–‡√Áß‡μâ“π¡
¡–‡√Áß‡μâ“π¡‡ªìπ¡–‡√Áß∑’Ëæ∫∫àÕ¬‡ªìπÕ—π¥—∫ Õß„πÀ≠‘ß‰∑¬·≈–‡ªìπ “‡Àμÿ°“√μ“¬®“°‚√§¡–‡√Áß∑’Ëæ∫∫àÕ¬‡ªìπ Õ—π¥—∫

 “¡√Õß®“°¡–‡√Áßμ—∫·≈–¡–‡√ÁßªÕ¥ ¥â«¬«‘∑¬“°“√·≈–§«“¡√Ÿâ„π ¡—¬ªí®®ÿ∫—π ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡„π√–¬–·√° “¡“√∂√—°…“

„ÀâÀ“¬¢“¥‰¥â„π®”π«π∑’Ë¡“°¢÷Èπ  à«πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡„π√–¬–·æ√à°√–®“¬ ·¡â®–‰¡à “¡“√∂√—°…“„ÀâÀ“¬¢“¥‰¥â ·μà°“√

√—°…“¥â«¬ŒÕ√å‚¡π·≈–¬“‡§¡’∫”∫—¥°Á„Àâº≈¥’¡“°  “¡“√∂∫√√‡∑“Õ“°“√®“°‚√§≈ß‰¥â „πºŸâªÉ«¬ à«π„À≠à ™à«¬„Àâ¡’ §ÿ≥¿“æ

™’«‘μ∑’Ë¥’ ·≈–¡’™’«‘μ√Õ¥Õ¬Ÿà‰¥âπ“π°«à“°≈ÿà¡∑’Ë√—°…“μ“¡Õ“°“√ ªí®®ÿ∫—π¡’¬“„À¡à‡¢â“¡“„Àâ‡≈◊Õ°„™âÀ≈“¬™π‘¥ ®”π«π¡“°¡’√“§“·æß

¡–‡√Áß«‘∑¬“ ¡“§¡œ ®÷ß‰¥â‡ πÕ·π«∑“ß°“√√—°…“ ‡æ◊ËÕ„Àâ‡°‘¥§«“¡§ÿâ¡§à“„π°“√√—°…“ Ÿß ÿ¥‡∑à“∑’Ëæ÷ß°√–∑”‰¥â‰«â„π·π«∑“ßπ’È

„π°“√„™âŒÕ√å‚¡π·≈–¬“‡§¡’∫”∫—¥·æ∑¬åºŸâ√—°…“§«√¡’§«“¡√Ÿâ‡°’Ë¬«°—∫º≈¢â“ß‡§’¬ß¢Õß¬“·μà≈–™π‘¥μ≈Õ¥®π°“√¥Ÿ·≈‡¡◊ËÕ¡’

º≈¢â“ß‡§’¬ß‡°‘¥¢÷Èπ °“√√—°…“¡–‡√Áß‡æ◊ËÕ„Àâ‡°‘¥ª√–‚¬™πå Ÿß ÿ¥·°àºŸâªÉ«¬ §«√‰¥â√—∫°“√¥Ÿ·≈®“°ºŸâ‡™’Ë¬«™“≠·μà≈–

 “¢“√à«¡°—π ‰¥â·°à  “¢“»—≈¬»“ μ√å  “¢“√—ß ’√—°…“  “¢“æ¬“∏‘«‘∑¬“  “¢“√—ß«‘π‘®©—¬·≈– “¢“Õ“¬ÿ√»“ μ√å¡–‡√Áß

«—μ∂ÿª√– ß§å

‡æ◊ËÕ„Àâ·æ∑¬å„™â‡ªìπ·π«∑“ß„π°“√√—°…“ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡‰¥âÕ¬à“ß‡À¡“– ¡ ¡’§ÿ≥¿“æ·≈–¡’ª√– ‘∑∏‘º≈  ≈¥

§«“¡ ‘Èπ‡ª≈◊Õß∑√—æ¬“°√  °“√ªØ‘∫—μ‘μ“¡·π«∑“ß°“√√—°…“π’È§«√‡ªìπ‰ª‚¥¬§«“¡ ¡—§√„®¢Õß·æ∑¬åºŸâ√—°…“ ·≈–‰¡à®”‡ªìπ

μâÕß¬÷¥·π«∑“ß‡«™ªØ‘∫—μ‘π’È‡ªìπ·π«∑“ß∑’Ëμ“¬μ—«·π«∑“ß‡¥’¬«  ·æ∑¬åºŸâ¥Ÿ·≈Õ“®æ‘®“√≥“‡≈◊Õ°«‘∏’ √—°…“Õ◊Ëπ Ê ‰¥âμ“¡§«“¡

‡À¡“– ¡„π§π‰¢â·μà≈–√“¬

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π (Quality or strength of evidence)

√–¥—∫ A À¡“¬∂÷ßÀ≈—°∞“π∑’Ë‰¥â®“° systematic review ¢Õß randomized controlled clinical trials ∑’Ë¥”‡π‘π°“√Õ¬à“ß

‡À¡“– ¡À√◊ÕÀ≈—°∞“π∑’Ë‰¥â®“° randomized controlled clinical trials

√–¥—∫ B À¡“¬∂÷ßÀ≈—°∞“π∑’Ë‰¥â®“° systematic review ¢Õß controlled clinical studies À√◊ÕÀ≈—°∞“π∑’Ë‰¥â®“°

controlled clinical studies ‡™àπ non-randomized controlled trials, cohort studies, case-control studies, cross sectional

studies ∑’Ë¥”‡π‘π°“√Õ¬à“ß‡À¡“– ¡ À√◊Õ®“° randomized controlled clinical trials ∑’Ë¥”‡π‘π°“√‰¡à‡À¡“– ¡

√–¥—∫ C  À¡“¬∂÷ßÀ≈—°∞“π∑’Ë‰¥â®“° systematic review ¢Õß descriptive studies

√–¥—∫ D À¡“¬∂÷ßÀ≈—°∞“π∑’Ë‰¥â®“°§«“¡‡ÀÁπÀ√◊Õ©—π∑“¡μ‘ (consensus) ¢ÕßºŸâ‡™’Ë¬«™“≠ ‡π◊ËÕß®“°‰¡à¡’À≈—°∞“π

®“°º≈ ß“π°“√«‘®—¬∑“ß§≈‘π‘°‡°’Ë¬«°—∫‡√◊ËÕßπ—ÈπÊ

√–¥—∫§”·π–π” (Grade of recommendation)
1A §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫ Ÿß §”·π–π”¥—ß°≈à“« “¡“√∂π”‰ª„™â‰¥â°—∫ºŸâªÉ«¬ à«π¡“°„π·∑∫∑ÿ°

 ∂“π°“√≥å

1B §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫ Ÿß §”·π–π”¥—ß°≈à“«§«√®–π”‰ª„™â°—∫ºŸâªÉ«¬ à«π¡“°‰¥â

1C §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫ª“π°≈“ß §”·π–π”¥—ß°≈à“«πà“®–π”‰ª„™â°—∫ºŸâªÉ«¬ à«π„À≠à‰¥â

1D §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫μË” À“°‰¡à®”‡ªìπ ‰¡à§«√π”§”·π–π”¥—ß°≈à“«‰ª„™â

0A §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫ª“π°≈“ß ºŸâª√–°Õ∫«‘™“™’æ‡«™°√√¡®–ªØ‘∫—μ‘μ“¡§”·π–π”¥—ß°≈à“«

À√◊Õ‰¡à ¢÷ÈπÕ¬Ÿà°—∫ªí®®—¬Õ◊ËπÊ

0B §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫ª“π°≈“ß À“°‰¡à®”‡ªìπ‰¡à§«√π”§”·π–π”¥—ß°≈à“«‰ª„™â
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μ“√“ß∑’Ë 1 °“√ª√–‡¡‘π§«“¡ “¡“√∂„π°“√μÕ∫ πÕßμàÕ°“√√—°…“∑“ßŒÕ√å‚¡π„πºŸâªÉ«¬·μà≈–√“¬ (assessment

of endocrine responsiveness)

°≈ÿà¡ºŸâªÉ«¬·∫àßμ“¡°“√ §”®”°—¥§«“¡ §”Õ∏‘∫“¬‡æ‘Ë¡‡μ‘¡

μÕ∫ πÕß∑“ßŒÕ√å‚¡π

Endocrine responsive ºŸâªÉ«¬∑’Ë¡’ ER ·≈– PgR positive ºŸâªÉ«¬°≈ÿà¡π’È‡ªìπºŸâªÉ«¬∑’Ë®–‰¥âª√–‚¬™πå Ÿß ÿ¥

®“°°“√√—°…“∑“ßŒÕ√å‚¡π ·≈– “¡“√∂∑’Ë ®–æ‘®“√≥“°“√√—°…“∑“ß

ŒÕ√å‚¡π‡æ’¬ßÕ¬à“ß‡¥’¬«‡ªìπ°“√√—°…“‡ √‘¡‰¥â

Endocrine response uncertain À¡“¬∂÷ßºŸâªÉ«¬∑’Ë¡’≈—°…≥–‡¢â“‰¥â°—∫

°≈ÿà¡„¥°≈ÿà¡Àπ÷ËßμàÕ‰ªπ’È

1.ER + ·μà PgR -

2. low level of hormone

receptor (<10% of cell positive)

3.ºŸâªÉ«¬∑’Ë¡’ HER2 positive

4.ºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬‰ª¬—ß

μàÕ¡πÈ”‡À≈◊Õß®”π«π¡“°

>/= 4 μàÕ¡

ºŸâªÉ«¬°≈ÿà¡π’È‰¥âª√–‚¬™πå®“°°“√√—°…“∑“ß

ŒÕ√å‚¡π®√‘ß·μàÕ“®‰¥â‰¡à‡μÁ¡∑’Ë ¥—ßπ—Èπ°“√√—°…“

‡ √‘¡À≈—ßºà“μ—¥¢ÕßºŸâªÉ«¬„π°≈ÿà¡π’ÈÕ“®®–

æ‘®“√≥“∑—Èß°“√√—°…“∑“ß‡§¡’∫”∫—¥·≈–°“√

√—°…“∑“ßŒÕ√å‚¡π

0C §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫μË” À“°‰¡à®”‡ªìπ‰¡à§«√π”§”·π–π”¥—ß°≈à“«‰ª„™â

0D §«“¡¡—Ëπ„®¢Õß§”·π–π”Õ¬Ÿà„π√–¥—∫μË” À“°‰¡à®”‡ªìπ‰¡à§«√π”§”·π–π”¥—ß°≈à“«‰ª„™â

·π«∑“ß°“√√—°…“‡ √‘¡¢Õß¡–‡√Áß‡μâ“π¡√–¬–·√°¥â«¬¬“ŒÕ√å‚¡π·≈– /

À√◊Õ¬“‡§¡’∫”∫—¥ (Adjuvant systemic therapy)

®ÿ¥ª√– ß§å¢Õß°“√√—°…“‡ √‘¡¢Õß¡–‡√Áß‡μâ“π¡√–¬–·√° §◊Õ°“√√—°…“‡æ◊ËÕ‡æ‘Ë¡Õ—μ√“°“√À“¬¢“¥ ‡æ‘Ë¡√–¬–‡«≈“

°“√ª≈Õ¥‚√§ ·≈–√–¬–‡«≈“¢Õß°“√¡’™’«‘μÕ¬Ÿà °“√√—°…“‡ √‘¡¢Õß¡–‡√Áß‡μâ“π¡√–¬–·√° §◊Õ°“√√—°…“„π°√≥’∑’ËºŸâªÉ«¬‰¥â

√—∫°“√ºà“μ—¥‡√’¬∫√âÕ¬·≈â« ·≈–‰¡à¡’°âÕπ¡–‡√Áß‡À≈◊Õμ°§â“ß °“√„™â¬“μà“ß Ê ‡æ◊ËÕ√—°…“‡ √‘¡®÷ß®”‡ªìπμâÕßæ‘®“√≥“∂÷ß ª√–‚¬™πå

∑’ËºŸâªÉ«¬®–‰¥â√—∫„πÕπ“§μ ‡ª√’¬∫‡∑’¬∫°—∫º≈¢â“ß‡§’¬ß¢Õß¬“∑’Ë®–‡°‘¥¢÷Èπ ªí®®ÿ∫—π·π«‚πâ¡¢Õß°“√√—°…“‡ √‘¡¢Õß¡–‡√Áß

‡μâ“π¡®–æ¬“¬“¡‡≈◊Õ°°“√√—°…“®”‡æ“–μ“¡≈—°…≥–¢Õß‡π◊ÈÕßÕ°·≈–°“√μÕ∫ πÕßμàÕ°“√√—°…“„πºŸâªÉ«¬·μà≈–§π¡“°¢÷Èπ

®ÿ¥ª√– ß§å‡æ◊ËÕÀ≈’°‡≈’Ë¬ßº≈¢â“ß‡§’¬ß∑—Èß„π√–¬– —Èπ·≈–√–¬–¬“« ∑’Ë ”§—≠¡“°„πªí®®ÿ∫—π§◊Õ°“√æ‘®“√≥“§«“¡ “¡“√∂„π

°“√μÕ∫ πÕßμàÕ°“√√—°…“∑“ßŒÕ√å‚¡π„πºŸâªÉ«¬·μà≈–§π (√à«¡°—∫¬“‡§¡’∫”∫—¥) ¥—ßμ“√“ß∑’Ë 1

Endocrine non-responsive ºŸâªÉ«¬∑’Ë¡’ ER ·≈– PgR negative ºŸâªÉ«¬°≈ÿà¡π’È‰¡à‰¥â√—∫ª√–‚¬™πå®“°°“√√—°…“

∑“ßŒÕ√å‚¡π §«√„™â‡§¡’∫”∫—¥‡æ’¬ßÕ¬à“ß‡¥’¬«

„π°“√√—°…“‡ √‘¡

*À¡“¬‡Àμÿ : ≈—°…≥–¢Õß¡–‡√Áß∑’Ë‡ªìπ Hormone receptor positive §◊ÕμâÕß¬âÕ¡μ‘¥≈—°…≥– nuclear staining ·≈–¡“°°«à“√âÕ¬≈–

10 ¢Õß‡´≈≈å¡–‡√Áß∑—ÈßÀ¡¥¢÷Èπ‰ª
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®“°π—Èπ·∫àßºŸâªÉ«¬‡ªìπ “¡°≈ÿà¡μ“¡§«“¡‡ ’Ë¬ß„π°“√°≈—∫‡ªìπ´È” ¥—ßμ“√“ß∑’Ë 2

μ“√“ß∑’Ë 2 §”®”°—¥§«“¡¢Õß§«“¡‡ ’Ë¬ß„π°“√°≈—∫‡ªìπ´È”

Risk category

Low risk ºŸâªÉ«¬∑’Ë‰¡à¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß ·≈–¡’§ÿ≥ ¡∫—μ‘§√∫∑ÿ°Õ¬à“ßμàÕ‰ªπ’È

1. pT </= 2 cm  ·≈–

2. Histology grade 1 tumor ·≈–

3. ‰¡à¡’ peritumoral vascular invasion ·≈–

4. HER 2 negative ·≈–

5. Õ“¬ÿ >/= 35 ªï

Intermediate risk 1. ºŸâªÉ«¬∑’Ë‰¡à¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß ·μà¡’≈—°…≥–Õ¬à“ß„¥Õ¬à“ßÀπ÷ËßμàÕ‰ªπ’È

1. pT > 2 cm À√◊Õ

2. Histology grade 2 -3 À√◊Õ

3. ¡’ peritumoral vascular invasion À√◊Õ

4. HER 2 positive À√◊Õ

5. Õ“¬ÿ < 35 ªï

2. ºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß 1 - 3 μàÕ¡ ·≈– HER 2 negative

High risk ºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß 1 - 3 μàÕ¡ ·μà¡’ HER 2 positive À√◊Õ

ºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß¡“°°«à“À√◊Õ‡∑à“°—∫ 4 μàÕ¡

À¡“¬‡Àμÿ : ºŸâªÉ«¬∑’Ë‡ªìπ§«“¡‡ ’Ë¬ßª“π°≈“ß (intermediate risk) ª√–°Õ∫‰ª¥â«¬∑—ÈßºŸâªÉ«¬∑’Ë¡’·≈–‰¡à¡’°“√°√–®“¬‰ª¬—ß

μàÕ¡πÈ”‡À≈◊Õß  ∂“π¿“æ°“√· ¥ßÕÕ°¢Õß¬’π HER2 μâÕß∑”„πÀâÕßªØ‘∫—μ‘°“√∑’Ëºà“π°“√√—∫√Õß§ÿ≥¿“æ ‚¥¬„™âπ‘¬“¡

¡“μ√∞“π¢Õß∑—Èß IHC ·≈– FISH test

®“°π—Èπ„Àâπ”∑—Èß§«“¡ “¡“√∂„π°“√μÕ∫ πÕßμàÕ°“√√—°…“∑“ßŒÕ√å‚¡π·≈–§«“¡‡ ’Ë¬ß¢ÕßºŸâªÉ«¬„π°“√°≈—∫‡ªìπ

´È”¡“æ‘®“√≥“«‘∏’°“√√—°…“‡ √‘¡À≈—ßºà“μ—¥ √“¬≈–‡Õ’¬¥¥—ßμ“√“ß∑’Ë 3

μ“√“ß∑’Ë 3 ∑“ß‡≈◊Õ°„π°“√æ‘®“√≥“°“√√—°…“‡ √‘¡À≈—ßºà“μ—¥

Risk category Endocrine responsive Endocrine response uncertain Endocrine non-responsive

Low risk ET ET Not applicable

Nila Nila

Intermediate risk ET alone or CT then ETb CTd

CT then ETb ET alonec

High risk CT then ETb CT then ETb CT

a‡ªìπ∑“ß‡≈◊Õ°Àπ÷Ëß„π°“√√—°…“„πºŸâªÉ«¬∑’Ë¡’¢âÕÀâ“¡„π°“√√—°…“∑“ßŒÕ√å‚¡πÕ¬à“ß„¥Õ¬à“ßÀπ÷Ëß ‡™àπ ¡’ª√–«—μ‘°“√

Õÿ¥μ—π¢ÕßÀ≈Õ¥‡≈◊Õ¥ ¡Õß À≈Õ¥‡≈◊Õ¥À—«„®‡ªìπμâπ
b¡’¢âÕ¡Ÿ≈·πà™—¥«à“°“√„Àâ°“√√—°…“∑“ßŒÕ√å‚¡π¥â«¬ tamoxifen §«√„ÀâÀ≈—ß®“°∑’Ë√—°…“∑“ß‡§¡’∫”∫—¥‡ √Á®·≈â«
c°“√„Àâ‡©æ“–°“√√—°…“∑“ßŒÕ√å‚¡πÕ“®æ‘®“√≥“„πºŸâªÉ«¬∑’Ë ¿“æ√à“ß°“¬‰¡à‡À¡“– ¡À√◊Õ‡ ’Ë¬ß ŸßμàÕ°“√‡°‘¥º≈

¢â“ß‡§’¬ß‡π◊ËÕß®“°¬“‡§¡’∫”∫—¥ À√◊Õ„πºŸâªÉ«¬∑’Ë¡’≈—°…≥–· ¥ß™—¥‡®π«à“‰¥âª√–‚¬™πå‡μÁ¡∑’Ë®“°°“√√—°…“¥â«¬ŒÕ√å‚¡π ‡™àπ

ºŸâªÉ«¬∑’Ë¡’ strong ER positive À√◊Õ„πºŸâªÉ«¬∑’Ë ER negative ·μà PgR positive
d§«√æ‘®“√≥“‡¡◊ËÕ¢π“¥¢Õß°âÕπ¡–‡√Áß > 1 ´¡.
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Abbreviations : CT = chemotherapy, ET = endocrine therapy, Nil = no further treatment

À¡“¬‡Àμÿ : °“√√—°…“„πÕ—π¥—∫·√°‡ªìπ°“√√—°…“∑’Ë·π–π”„Àâæ‘®“√≥“°àÕπ  à«π°“√√—°…“„πÕ—π¥—∫∑’Ë Õß‡ªìπ∑“ß‡≈◊Õ°„π
°√≥’∑’Ë‰¡à “¡“√∂„Àâ°“√√—°…“∑’Ë·π–π”‡ªìπÕ—π¥—∫·√°‰¥â

√“¬≈–‡Õ’¬¥„π°“√„Àâ°“√√—°…“‡ √‘¡À≈—ßºà“μ—¥∑—Èß‡§¡’·≈–ŒÕ√å‚¡πμ“¡§«“¡‡ ’Ë¬ß §«“¡ “¡“√∂„π°“√μÕ∫ πÕß
∑“ßŒÕ√å‚¡π ·≈– ∂“π–¿“æ¢Õßª√–®”‡¥◊Õπ ¥—ßμ“√“ß∑’Ë 4, 5 ·≈– 6

μ“√“ß∑’Ë 4 √“¬≈–‡Õ’¬¥°“√√—°…“‡ √‘¡„πºŸâªÉ«¬ endocrine responsive

Risk group Endocrine responsive

Pre-menopausal Postmenopausal

Low risk Tam or Nila Tam or Nila

AIb

Intermediate risk CT then Tamc or Tam or AI or
Tam +/- OFS or CT then Tamc or CT then AIc

OFSd

High risk CT then Tam CT then Tam or CT then AI

a,b‡ªìπ∑“ß‡≈◊Õ°Àπ÷Ëß„π°“√√—°…“„πºŸâªÉ«¬∑’Ë¡’¢âÕÀâ“¡„π°“√√—°…“∑“ßŒÕ√å‚¡π¥â«¬ tamoxifen
c°“√„™â‡§¡’∫”∫—¥‡ √‘¡„πºŸâªÉ«¬°≈ÿà¡π’ÈÕ“®æ‘®“√≥“μ“¡§«“¡ “¡“√∂„π°“√μÕ∫ πÕßμàÕ°“√√—°…“∑“ßŒÕ√å‚¡π
„πºŸâªÉ«¬∑’Ë§«“¡‡ ’Ë¬ß‰¡à¡“°·≈–μÕ∫ πÕß¥’¡“°μàÕ°“√√—°…“∑“ßŒÕ√å‚¡π ‡™àπ ¡’ high level of expression of
hormonal receptor Õ“®æ‘®“√≥“‡©æ“–°“√√—°…“∑“ßŒÕ√å‚¡π‡æ’¬ßÕ¬à“ß‡¥’¬«‰¥â

d°“√„™â OFS ¥â«¬ GnRH analog ¡’ª√– ‘∑∏‘¿“æ‡∑’¬∫‡∑à“°—∫¬“‡§¡’∫”∫—¥·≈–Õ“®æ‘®“√≥“„πºŸâªÉ«¬∑’Ë‰¡à “¡“√∂
„Àâ°“√√—°…“∑“ßŒÕ√å‚¡π¥â«¬ tamoxifen ‰¥âÀ√◊ÕºŸâªÉ«¬‰¡àμâÕß°“√ „πª√–‡∑»‰∑¬«‘∏’∑’Ë·π–π”„π°“√∑” OFS §◊Õ
°“√∑”°“√ºà“μ—¥√—ß‰¢àÕÕ°∑—Èß Õß¢â“ßÀ√◊Õ„™â√—ß ’√—°…“
Abbreviation : Tam = tamoxifen, OFS = ovarian function suppression, CT = chemotherapy, AI = aromatase
inhibitor

À¡“¬‡Àμÿ : °“√√—°…“„πÕ—π¥—∫·√°‡ªìπ°“√√—°…“∑’Ë·π–π”„Àâæ‘®“√≥“°àÕπ  à«π°“√√—°…“„πÕ—π¥—∫∑’Ë Õß‡ªìπ∑“ß‡≈◊Õ°„π
°√≥’∑’Ë‰¡à “¡“√∂„Àâ°“√√—°…“∑’Ë·π–π”‡ªìπÕ—π¥—∫·√°‰¥â

μ“√“ß∑’Ë 5 √“¬≈–‡Õ’¬¥°“√√—°…“‡ √‘¡„πºŸâªÉ«¬ endocrine response uncertain

Risk group Endocrine response uncertain

Pre-menopausal Postmenopausal

Low risk Tam or Nila Tam or AI or Nilb

Intermediate risk CTc then Tamd CT then AI or CT then Tam
Tam +/- OFS TAM or AI alone

High risk CTc then Tamd CT then AI or CT then Tam
(¥Ÿμ“√“ß∑’Ë 4)

a,b‡ªìπ∑“ß‡≈◊Õ°Àπ÷Ëß„π°“√√—°…“„πºŸâªÉ«¬∑’Ë¡’¢âÕÀâ“¡„π°“√√—°…“∑“ßŒÕ√å‚¡π¥â«¬ tamoxifen À√◊Õ¬“°≈ÿà¡ AI
c°“√„™â‡§¡’∫”∫—¥‡ √‘¡„πºŸâªÉ«¬°≈ÿà¡π’ÈÕ“®æ‘®“√≥“μ“¡§«“¡ “¡“√∂„π°“√μÕ∫ πÕßμàÕ°“√√—°…“∑“ßŒÕ√å‚¡π
„π°≈ÿà¡ºŸâªÉ«¬∑’Ë‰¡à·πà„®„π°“√μÕ∫ πÕß∑“ßŒÕ√å‚¡π °“√„™â‡§¡’∫”∫—¥∂◊Õ«à“‡ªìπ°“√√—°…“∑’Ë‡À¡“– ¡
dtamoxifen §«√„ÀâÀ≈—ß®“°√—°…“‡ √‘¡¥â«¬‡§¡’∫”∫—¥®∫ ‘Èπ·≈â«
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μ“√“ß∑’Ë 6 √“¬≈–‡Õ’¬¥°“√√—°…“‡ √‘¡„πºŸâªÉ«¬ endocrine non-responsive

Risk group Endocrine non-responsive

both pre-menopausal and post-menopausal

Low risk Not applicable

Intermediate risk CTa

High risk CT
a §«√æ‘®“√≥“‡¡◊ËÕ¢π“¥¢Õß°âÕπ¡–‡√Áß > 1 ´¡.

1. °“√√—°…“‡ √‘¡¥â«¬«‘∏’°“√∑“ßŒÕ√å‚¡π (adjuvant hormonal therapy)

°“√‡≈◊Õ°„™âŒÕ√å‚¡π„π°“√√—°…“‡ √‘¡ ”À√—∫¡–‡√Áß‡μâ“π¡π—Èπ ºŸâªÉ«¬μâÕß¡’°“√· ¥ßÕÕ°¢Õßμ—«√—∫∑“ßŒÕ√å‚¡π∫π

º‘«‡´≈≈å‰¥â·°à estrogen receptor (ER) ·≈– / À√◊Õ progesterone receptor (PgR) ‡ªìπº≈∫«°   ”À√—∫ºŸâªÉ«¬∑’Ë‰¡à∑√“∫º≈

ER ·≈– PgR Õ“®æ‘®“√≥“„ÀâŒÕ√å‚¡π‡¡◊ËÕºŸâªÉ«¬¡’Õ“¬ÿ¡“°°«à“ 50 ªï À√◊ÕÕ¬Ÿà„π«—¬À¡¥ª√–®”‡¥◊Õπ °√≥’∑’Ë®–„™â  Aromatase

inhibitor (AI)  §«√μâÕß¡’ hormone receptors ‡ªìπº≈∫«°‡∑à“π—Èπ

°“√√—°…“‡ √‘¡¥â«¬ŒÕ√å‚¡π  tamoxifen ‡ªìπ¬“∑’Ë„™â¡“¬“«π“π·≈–¡’¢âÕ¡Ÿ≈¡“°   à«π Ovarian function suppression

‚¥¬°“√©“¬√—ß ’√—°…“À√◊Õ°“√ºà“μ—¥√—ß‰¢àÀ√◊Õ„™â¬“„π°≈ÿà¡ GnRH À√◊Õ LHRH agonist („πª√–‡∑»‰∑¬·π–π”„Àâ„™â°“√

ºà“μ—¥√—ß‰¢àÀ√◊Õ°“√©“¬√—ß ’∑’Ë√—ß‰¢à∑—Èß Õß¢â“ß) ‡ªìπ«‘∏’°“√√—°…“¥â«¬ŒÕ√å‚¡π∑’Ëπ”¡“„™â„πºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ

ªí®®ÿ∫—π¡’¢âÕ¡Ÿ≈¡“°¢÷Èπ ‡°’Ë¬«°—∫ Aromatase inhibitors (AI) „π°“√√—°…“‡ √‘¡¥â«¬ŒÕ√å‚¡π„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·√°

„π«—¬À¡¥ª√–®”‡¥◊Õπ

1.1 Tamoxifen

1.1.1 ºŸâªÉ«¬∑’Ë¡’ hormone receptor ‡ªìπº≈∫«°À√◊Õ‰¡à∑√“∫º≈ hormone receptor æ∫«à“°“√„Àâ

tamoxifen ‡ªìπ°“√√—°…“‡ √‘¡π“π 5 ªï  “¡“√∂≈¥ Õ—μ√“°“√°≈—∫‡ªìπ´È”¢Õß‚√§·≈–Õ—μ√“μ“¬‰¥â 41% ·≈– 34%

μ“¡≈”¥—∫(2) ®“° overview analysis ≈à“ ÿ¥æ∫«à“ tamoxifen  “¡“√∂≈¥Õ—μ√“‡ ’Ë¬ß¢Õß°“√°≈—∫¡“¢Õß‚√§∑’Ë 15 ªï ‚¥¬¡’

absolute reduction 11.8% ·≈–≈¥Õ—μ√“‡ ’Ë¬ß¢Õß°“√μ“¬¢Õß‚√§∑’Ë 15 ªï ‚¥¬¡’ absolute reduction 9.2%(44) ª√–‚¬™πå

∑’Ë‰¥â√—∫®“°°“√„™â tamoxifen ‰¡à¢÷ÈπÕ¬Ÿà°—∫Õ“¬ÿÀ√◊Õ ∂“π¿“æ°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß ®÷ß·π–π”„Àâ„™â‡ªìπ°“√

√—°…“‡ √‘¡ „πºŸâªÉ«¬∑’Ë¡’ hormone receptor ‡ªìπº≈∫«° ‚¥¬ “¡“√∂„™â‰¥â∑—ÈßºŸâªÉ«¬°àÕπ·≈–À≈—ßÀ¡¥ª√–®”‡¥◊Õπ

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

1.1.2 ºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ·≈– hormone receptor ‡ªìπº≈≈∫ æ∫«à“°“√„Àâ tamoxifen

‰¡à¡’ª√–‚¬™πå ®“°°“√ »÷°…“·∫∫ randomized controlled trials „πºŸâªÉ«¬ high risk ·≈– node negative ÷́Ëß√—°…“¥â«¬

chemotherapy + tamoxifen æ∫«à“°≈ÿà¡∑’Ë‰¥â tamoxifen ¡’ 5-year disease-free survival μË”°«à“°≈ÿà¡∑’Ë‰¡à‰¥â tamoxifen

(83% vs 86%)(3) ®÷ß‰¡à·π–π”„Àâ„™â„πºŸâªÉ«¬°≈ÿà¡π’È

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

1.1.3 ºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ·≈– hormone receptor ‡ªìπº≈∫«° æ∫«à“°“√„Àâ tamoxifen

π“π 5 ªï„πºŸâªÉ«¬∑—Èß node negative À√◊Õ node positive  “¡“√∂‡æ‘Ë¡Õ—μ√“°“√Õ¬Ÿà√Õ¥∑’Ë 10 ªï ‡∑à“°—∫ 5.6% ·≈– 10.9%

μ“¡≈”¥—∫(2) ®÷ß·π–π”„Àâ„™â tamoxifen ‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬°≈ÿà¡π’È

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A
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1.1.4 ¢π“¥¬“ tamoxifen ·≈–√–¬–‡«≈“∑’Ë„™â

¢π“¥¢Õß¬“ tamoxifen ∑’Ë·π–π”„Àâ„™â§◊Õ¢π“¥ 20 mg μàÕ«—π(4)    ®“°º≈°“√»÷°…“ ¢Õß Early Breast Cancer Trialistsû

Collaborative Group (EBCTCG) ‚¥¬«‘∏’ meta-analysis ·≈– National Surgical Adjuvant Breast and Bowel Project

(NSABP) B-14 æ∫«à“√–¬–‡«≈“∑’Ë‡À¡“– ¡„π°“√√—°…“¥â«¬ tamoxifen §◊Õ 5 ªï(5,6)

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫  A

1.1.5 °“√„ÀâŒÕ√å‚¡π√à«¡°—∫‡§¡’∫”∫—¥

ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë¡’ hormone receptors ‡ªìπ∫«°  À≈—ß®“°∑’Ë‰¥â√—∫ adjuvant chemotherapy ·≈â«

§«√„Àâ tamoxifen √—°…“‡ √‘¡¥â«¬(7,8)

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫  A

1.2. Ovarian ablation

Ovarian ablation ‡ªìπ°“√√—°…“¥â«¬ŒÕ√å‚¡πÕ’°«‘∏’Àπ’Ëß‚¥¬°“√À¬ÿ¥°“√∑”ß“π¢Õß√—ß‰¢à ‡æ◊ËÕ≈¥√–¥—∫

estrogen „π√à“ß°“¬¥â«¬°“√ºà“μ—¥√—ß‰¢àÕÕ°À√◊Õ©“¬√—ß ’∑’Ë√—ß‰¢à À√◊Õ‚¥¬°“√√—°…“¥â«¬¬“ gonadrotropin-releasing

hormone (GnRH) À√◊Õ luteinizing hormone releasing hormone (LHRH) «‘∏’À≈—ßπ’È ‡√’¬°«à“ medical ovarian ablation

Ovarian ablation ‰¥â∂Ÿ°π”¡“„™â‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ À√◊Õ

ºŸâªÉ«¬∑’Ë¡’ Õ“¬ÿπâÕ¬°«à“ 50 ªï ‡π◊ËÕß®“°°“√»÷°…“ randomized controlled trials „πºŸâªÉ«¬À≠‘ßÕ“¬ÿ > 50 ªï æ∫«à“°“√∑”

ovarian ablation ‰¡à¡’º≈∑”„Àâ recurrence free survival ·≈– overall survival ‡æ‘Ë¡¢÷Èπ(9) ¢≥–∑’Ë°“√∑” ovarian ablation

„πºŸâªÉ«¬ «—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ  “¡“√∂≈¥Õ—μ√“°“√μ“¬‰¥â 6.3% À≈—ß®“°μ‘¥μ“¡ºŸâªÉ«¬π“π 15 ªï(9) ºŸâªÉ«¬«—¬°àÕπ

À¡¥ª√–®” ‡¥◊Õπ∑’Ë‰¥â√—∫¬“‡§¡’∫”∫—¥√à«¡¥â«¬Õ“®¡’º≈∑“ßÕâÕ¡‰ª¬—∫¬—Èß°“√∑”ß“π¢Õß√—ß‰¢à   ·π«∑“ß°“√„™â ovarian

ablation „π ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡¡’¥—ßπ’È

1.2.1. ºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ∑’Ë hormone receptors ‡ªìπº≈∫«°·≈–‰¡à‰¥â√—∫¬“‡§¡’∫”∫—¥

√à«¡¥â«¬  °“√∑” ovarian ablation  “¡“√∂≈¥Õ—μ√“°“√°≈—∫¡“¢Õß‚√§ 12.2% ∑’Ë 10 ªï ·≈– 13.3% ∑’Ë 15 ªï ·≈–Õ—μ√“

μ“¬≈¥≈ß 8.3% ∑’Ë 10 ªï ·≈– 10.4 % ∑’Ë 15 ªï(10) ®“° overview analysis ªï§.». 2000 æ∫«à“¡’ absolute reduction ¢Õß

Õ—μ√“‡ ’Ë¬ß¢Õß°“√°≈—∫¡“¢Õß‚√§·≈–°“√μ“¬∑’Ë 15 ªï ‡ªìπ 4.3% ·≈– 3.2% μ“¡≈”¥—∫(44) πÕ°®“°π—Èπ¬—ß¡’°“√»÷°…“

‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“‡ √‘¡√–À«à“ß°“√„Àâ¬“‡§¡’∫”∫—¥¥â«¬ cyclophosphamide / methotrexate / 5-FU (CMF)

°—∫ ovarian ablation „πºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ∑’Ë¡’ hormone receptors ‡ªìπº≈∫«° æ∫«à“ºŸâªÉ«¬∑—Èß Õß°≈ÿà¡¡’

Õ—μ√“°“√Õ¬Ÿà√Õ¥‰¡à·μ°μà“ß°—π(11) °“√»÷°…“„πºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ ·≈–°”≈—ß®–À¡¥ª√–®”‡¥◊Õπ

(perimenopausal) ‚¥¬°“√„Àâ°“√√—°…“‡ √‘¡¥â«¬¬“‡§¡’∫”∫—¥ (CMF regimen) ‡ª√’¬∫‡∑’¬∫°—∫ ovarian ablation √à«¡°—∫

°“√„Àâ¬“ tamoxifen °Áæ∫«à“ Õ—μ√“°“√Õ¬Ÿà√Õ¥∑—Èß disease-free ·≈– overall survival ¢ÕßºŸâªÉ«¬∑—Èß Õß°≈ÿà¡‰¡à·μ°μà“ß°—π

‡™àπ°—π(12)

¥—ßπ—Èπ ®÷ß·π–π”„Àâ„™â ovarian ablation Õ¬à“ß‡¥’¬« À√◊Õ√à«¡°—∫¬“ tamoxifen „πºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ∑’Ë¡’

hormone receptors ‡ªìπº≈∫«° ·≈–ºŸâªÉ«¬ªØ‘‡ ∏°“√√—°…“‡ √‘¡¥â«¬¬“‡§¡’∫”∫—¥

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫ A
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1.2.2. ºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ·≈–‰¥â√—∫¬“‡§¡’∫”∫—¥√à«¡¥â«¬ ®“°°“√»÷°…“‡ª√’¬∫‡∑’¬∫

ºŸâªÉ«¬ Õß°≈ÿà¡∑’Ë‰¥â√—∫‡§¡’∫”∫—¥ CMFP + surgical oophorectomy æ∫«à“°≈ÿà¡∑’Ë‰¥â oophorectomy √à«¡¥â«¬ ‰¡à‰¥â¡’

Õ—μ√“°“√Õ¬Ÿà√Õ¥‡æ‘Ë¡¢÷Èπ(13) ®÷ß‰¡à·π–π”„Àâ„™â ovarian ablation „πºŸâªÉ«¬°≈ÿà¡π’È

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫ A

1.3 Aromatase inhibitors

„πªí®®ÿ∫—π¡’¢âÕ¡Ÿ≈·∫∫ ÿà¡„π°“√„™â AI ‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡«—¬À¡¥ª√–®”‡¥◊Õπ∑’Ë¡’º≈

hormone receptor ‡ªìπ∫«°Õ¬Ÿà 5 °“√»÷°…“ §◊Õ ATAC (14,15,36), IES (37,38), ABCSG/ARNO (39), ITA (40), MA17 (41,42)

·≈– BIG-1-98 (43) ‚¥¬ “¡“√∂·∫àß°“√»÷°…“¥—ß°≈à“«ÕÕ°μ“¡√Ÿª·∫∫¢Õß°“√„™â AI ‰¥â “¡√Ÿª·∫∫¥—ßμàÕ‰ªπ’È

1. Upfront AI §◊Õ°“√„™â AI ‡ªìπ°“√√—°…“‡ √‘¡μ—Èß·μàμâπ∑¥·∑π tamoxifen  ¡’ Õß°“√»÷°…“ ”§—≠§◊Õ

ATAC trial ·≈– BIG-1-98 trial ATAC trial ‡ªìπ°“√»÷°…“·√°·≈–¡’°“√μ‘¥μ“¡º≈‡ªìπ√–¬–‡«≈“¬“«π“π∑’Ë ÿ¥ ‡ªìπ°“√

»÷°…“‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„™â anastrozole ‡ªìπ‡«≈“ 5 ªï °—∫ Tamoxifen 5 ªï ‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡

«—¬À¡¥ª√–®”‡¥◊Õπ∑’Ë¡’º≈ hormone receptor ‡ªìπ∫«° ®“°°“√μ‘¥μ“¡‚¥¬‡©≈’Ë¬π“π 68 ‡¥◊Õπ æ∫«à“ °≈ÿà¡∑’Ë‰¥â anastrozole

¡’ disease- free survival (DFS) ·≈– time to recurrence ¥’°«à“°≈ÿà¡∑’Ë‰¥â tamoxifen  μ≈Õ¥®πÕÿ∫—μ‘°“√≥å¢Õß°“√‡°‘¥

¡–‡√Áß‡μâ“π¡¢â“ßμ√ß¢â“¡≈¥≈ßÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ ·μàÕ—μ√“°“√√Õ¥™’«‘μ‰¡à·μ°μà“ß°—π  à«π BIG 1-98 ‡ªìπ

°“√»÷°…“·∫∫ ÿà¡‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„™â tamoxifen ‡ªìπ‡«≈“ 5 ªï°—∫°“√„™â letrozole 5 ªï À√◊Õ tamoxifen 2 ªï ·≈â«

μ“¡¥â«¬ letrozole 3 ªï À√◊Õ letrozole 2 ªï ·≈â«μ“¡¥â«¬ tamoxifen 3 ªï ¡’°“√√“¬ß“πº≈°“√√—°…“‚¥¬‡©≈’Ë¬ 25.8

‡¥◊Õπ‡ª√’¬∫‡∑’¬∫√–À«à“ß°≈ÿà¡∑’Ë‰¥â letrozole μ—Èß·μà‡√‘Ë¡μâπ°—∫°≈ÿà¡∑’Ë‰¥â tamoxifen μ—Èß·μà‡√‘Ë¡μâπ (primary core analysis)

æ∫«à“°≈ÿà¡∑’Ë‰¥â letrozole μ—Èß·μàμâπ ¡’ DFS ¥’°«à“°≈ÿà¡∑’Ë‰¥â tamoxifen Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘·μà„π‡ßà¢Õß°“√√Õ¥™’«‘μ

‰¡à·μ°μà“ß°—π (43) (36)

2. Switching AI §◊Õ„™â AI À≈—ß®“°∑’ËºŸâªÉ«¬‰¥â√—∫°“√√—°…“‡ √‘¡¥â«¬ tamoxfen ·≈â«‡ªìπ‡«≈“ 2-3 ªï

„π°≈ÿà¡π’È¡’°“√»÷°…“∑’Ë ”§—≠ 4 °“√»÷°…“ IES trial ‡ªìπ°“√»÷°…“∑’Ë¡’ºŸâªÉ«¬„π°“√»÷°…“¡“°∑’Ë ÿ¥·≈–μ‘¥μ“¡º≈¬“«π“π∑’Ë ÿ¥

„™â exemestane ‡ªìπ switching AI  à«π ABCSG/ARNO ·≈– ITA ‡ªìπ°“√»÷°…“∑’Ë¡’ºŸâªÉ«¬„π°“√»÷°…“πâÕ¬°«à“·≈–„™â

anastrozole ‡ªìπ switching AI ‚¥¬¡’°“√μ‘¥μ“¡‚¥¬‡©≈’Ë¬ 37.4 ‡¥◊Õπ„π IES trial  28 ‡¥◊Õπ „π ABCSG/ARNO trial ·≈–

36 ‡¥◊Õπ„π ITA trial æ∫«à“ °“√„™â sequential À√◊Õ switching AI ¡’ DFS ¥’°«à“ Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘„π∑ÿ°°“√»÷°…“

„π·ßà¢Õß°“√√Õ¥™’«‘μπ—Èπ„π°“√»÷°…“ IES trial ∑’Ë√“¬ß“π≈à“ ÿ¥æ∫«à“„π°≈ÿà¡ºŸâªÉ«¬∑’Ë ER positive ·≈– unknown °“√‡ª≈’Ë¬π¡“„™â

exemestane ¡’Õ—μ√“√Õ¥™’«‘μ∑’Ë·μ°μà“ß°—πÕ¬à“ß¡’π—¬ ”§—≠  à«π°“√»÷°…“·∫∫ switching ∑’Ë„™â anastrozole À≈—ß®“°„™â

tamoxifen 2-3 ªï ¡’°“√»÷°…“·∫∫ meta-analysis √«¡°“√»÷°…“ ABCSG/ARNO ·≈– ITA trial ∑”„Àâ®”π«πºŸâªÉ«¬

‡æ‘Ë¡¢÷Èπ‡ªìπ 4000 §π æ∫«à“°“√„™â switching AI ≈¥Õ—μ√“μ“¬‰¥âÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘‡™àπ‡¥’¬«°—π (44)

3. Extended adjuvant therapy §◊Õ„™â tamoxifen „π√–¬–‡«≈“¡“μ√∞“π§◊Õ 5 ªï®π§√∫°àÕπ À≈—ß®“°

π—Èπ„Àâ°“√√—°…“μàÕ¥â«¬ AI Õ’°‡ªìπ‡«≈“ 5 ªï „π°≈ÿà¡π’È¡’°“√»÷°…“ ”§—≠§◊Õ MA-17 trial ´÷Ëß‡ªìπ°“√»÷°…“·∫∫ ÿà¡‡ª√’¬∫

‡∑’¬∫√–À«à“ß°“√„™â tamoxifen ‡ªìπ‡«≈“ 5 ªï°—∫°“√„™â tamoxifen 5 ªï ·≈â«μ“¡¥â«¬ letrozole 5 ªï ®“°°“√μ‘¥μ“¡

º≈°“√√—°…“‚¥¬‡©≈’Ë¬ 2.5 ªï æ∫«à“°≈ÿà¡∑’Ë‰¥â tamoxifen 5 ªï·≈â«μ“¡¥â«¬ letrozole 5 ªï ¡’ DFS ¥’°«à“°≈ÿà¡∑’Ë‰¥â tamoxifen

5 ªïÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘·μà„π‡ßà¢Õß°“√√Õ¥™’«‘μ‰¡à·μ°μà“ß°—π  ·μà®“° subgroup analysis æ∫«à“°≈ÿà¡∑’Ë‚√§

°√–®“¬‰ªμàÕ¡πÈ”‡À≈◊Õß¡’°“√√Õ¥™’«‘μ‡æ‘Ë¡¡“°¢÷ÈπÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ (41,42)

 ¡“§¡¡–‡√Áß·Ààß À√—∞Õ‡¡√‘°“ (ASCO) ‰¥âÕÕ°¢âÕ·π–π”‡°’Ë¬«°—∫°“√„™â AI ‡ªìπ°“√√—°…“‡ √‘¡„π

ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡«—¬À¡¥ª√–®”‡¥◊Õπ∑’Ë¡’º≈ hormone receptor ‡ªìπ∫«°´÷Ëß‰¥â√“¬ß“π„πª≈“¬ªï 2004 ¢âÕ·π–π”§◊Õ

°“√√—°…“‡ √‘¡∑’Ë¥’∑’Ë ÿ¥„πªí®®ÿ∫—π„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡«—¬À¡¥ª√–®”‡¥◊Õπ∑’Ë¡’º≈ hormone receptor ‡ªìπ∫«°§«√¡’°“√„™â

AI √à«¡¥â«¬‡π◊ËÕß®“°™à«¬≈¥°“√°≈—∫¡“¢Õß‚√§·≈–‡√‘Ë¡¡’¢âÕ¡Ÿ≈ π—∫ πÿπ‡√◊ËÕß°“√‡æ‘Ë¡Õ—μ√“√Õ¥™’«‘μ‡æ‘Ë¡¢÷Èπ  “¡“√∂„™â AI
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‡ªìπμ—«‡√‘Ë¡μâπ·∑π∑’Ë tamoxifen ‰¥â„π°√≥’∑’Ë¡’¢âÕÀâ“¡„π°“√„™â tamoxifen À√◊Õ∑πμàÕ tamoxifen ‰¡à‰¥â  À√◊ÕÕ“®„™â AI

„π≈—°…≥– switching À√◊Õ extended adjuvant therapy(16)

§”®”°—¥§«“¡¢ÕßºŸâªÉ«¬¡–‡√Áß‡μâ“π¡«—¬À¡¥ª√–®”‡¥◊Õπ§◊Õ 1. Õ“¬ÿ > 60 ªï  2. Õ“¬ÿ < 60 ªï·≈–√–¥Ÿ

À¡¥‰ª‡Õßμ“¡∏√√¡™“μ‘ 1 ªï¢÷Èπ‰ª‚¥¬ºŸâªÉ«¬μâÕß‰¡à‰¥â√—∫‡§¡’∫”∫—¥, tamoxifen À√◊Õ GnRH analogue ·≈–√–¥—∫¢Õß FSH,

estradiol Õ¬Ÿà„π‡°≥±å«—¬À¡¥ª√–®”‡¥◊Õπ  3. ¡’ª√–«—μ‘ºà“μ—¥√—ß‰¢à∑—Èß Õß¢â“ß

1.3.1 ·π–π”„Àâ„™â AI ‡©æ“–„π«—¬À¡¥ª√–®”‡¥◊Õπ ∑’Ë¡’º≈ hormone receptor ‡ªìπ∫«°‡∑à“π—Èπ

‚¥¬Õ“®æ‘®“√≥“„™â 1. ·∑π tamoxifen μ—Èß·μà‡√‘Ë¡·√°‡ªìπ‡«≈“ 5 ªï ‚¥¬‡©æ“–„π√“¬∑’Ë¡’¢âÕÀâ“¡À√◊Õ∑πμàÕ tamoxifen

‰¡à‰¥â À√◊Õ 2.Õ“®„™â tamoxifen °àÕπ 2-3 ªï ·≈â«μ“¡¥â«¬ AI 2-3 ªï®π§√∫ 5 ªï À√◊Õ 3. „™â tamoxifen ‡ªìπ‡«≈“

5 ªï·≈â«μ“¡¥â«¬ AI μàÕÕ’° 5 ªï ‚¥¬‡©æ“–„π°≈ÿà¡‡ ’Ë¬ß Ÿß∑’Ë‚√§®–°≈—∫¡“‰¥â·°à°≈ÿà¡∑’Ë¡’°“√·æ√à°√–®“¬‰ª

μàÕ¡πÈ”‡À≈◊Õß

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫ A

2. Adjuvant chemotherapy

°“√„™â¬“‡§¡’∫”∫—¥„π°“√√—°…“‡ √‘¡À≈—ß°“√ºà“μ—¥ (adjuvant chemotherapy) „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡ √–¬–·√°

æ∫«à“¡’ª√–‚¬™πå„π°“√‡æ‘Ë¡Õ—μ√“°“√√Õ¥™’«‘μ ·≈–≈¥Õ—μ√“°“√μ“¬®“°¡–‡√Áß‡μâ“π¡  ‚¥¬‰¡à¢÷Èπ°—∫ √–¬–¢Õß‚√§«à“ ®–‡ªìπ√–¬–

node negative À√◊Õ node positive  «—¬¢ÕßºŸâªÉ«¬«à“®–‡ªìπ«—¬°àÕπÀ√◊ÕÀ≈—ßÀ¡¥ª√–®”‡¥◊Õπ  ·≈– ∂“π¿“æ ¢Õß hormone

receptors „π°âÕπ¡–‡√Áß«à“‡ªìπº≈∫«°À√◊Õº≈≈∫  ¢âÕ¡Ÿ≈¥—ß°≈à“«‰¥â¡“®“° meta-analysis ‚¥¬ Early Breast Cancer Trialistsû

Collaborative Group (EBCTCG) „πªï §.». 2000(17) ´÷Ëß «‘‡§√“–Àå¢âÕ¡Ÿ≈ ∑’Ë√«∫√«¡®“°°“√»÷°…“∑—ÈßÀ¡¥ 47

°“√»÷°…“∑’Ë‡ª√’¬∫‡∑’¬∫·∫∫ ÿà¡μ—«Õ¬à“ß√–À«à“ß°“√„Àâ combination chemotherapy ·≈–°“√‰¡à„Àâ chemotherapy  æ∫«à“

adjuvant chemotherapy  “¡“√∂≈¥§«“¡‡ ’Ë¬ß¢Õß°“√‡°‘¥‡ªìπ´È”¢Õß¡–‡√Áß (reduction in annual odds of recurrence)

= 23.5% ·≈–≈¥§«“¡‡ ’Ë¬ß¢Õß°“√μ“¬®“°¡–‡√Áß (reduction in annual odds of death) = 15%   ºŸâÀ≠‘ßÕ“¬ÿπâÕ¬°«à“

50 ªï ®–‰¥âª√–‚¬™πå¡“°°«à“ºŸâÀ≠‘ßÕ“¬ÿ 50-69 ªï ‚¥¬¡’ absolute improvement ∑’Ë 15 ªï ¢Õß relapse-free survival 12%

„πºŸâÀ≠‘ß∑’ËÕ“¬ÿπâÕ¬°«à“ 50 ªï ·≈– 4% „πºŸâÀ≠‘ß∑’ËÕ“¬ÿ 50-69 ªï ·≈–¡’ absolute improvement ∑’Ë 15 ªï ¢Õß overall

survival ‡ªìπ 10% ·≈– 3% „π°≈ÿà¡¥—ß°≈à“« μ“¡≈”¥—∫(44) πÕ°®“° meta-analysis ¢â“ßμâπ ¬—ß¡’¢âÕ¡Ÿ≈®“° randomized

controlled trials Õ’° 4 °“√»÷°…“ (18,19,20,21) ´÷Ëß π—∫ πÿπ«à“°“√„Àâ adjuvant chemotherapy ‡æ‘Ë¡Õ—μ√“°“√¡’™’«‘μ√Õ¥

∑—Èß disease-free survival ·≈– overall survival „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·√°

2.1. ·π–π”°“√„Àâ adjuvant chemotherapy „π à«π„À≠à¢ÕßºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·√°¿“¬À≈—ß°“√

ºà“μ—¥ ‚¥¬‡©æ“–„πºŸâªÉ«¬∑’Ë‡ªìπ endocrine non-responsive ∑’Ë¡’¢π“¥ > 1 cm ‰¡à«à“®–‡ªìπ intermediate À√◊Õ high

risk ·≈–„πºŸâªÉ«¬ endocrine response uncertain ∑’Ë‡ªìπ high risk  à«π„π endocrine response uncertain ∑’Ë‡ªìπ‡æ’¬ß

intermediate risk °“√„™â adjuvant chemotherapy §«√æ‘®“√≥“μ“¡§«“¡‡À¡“– ¡‚¥¬§”π÷ß∂÷ßª√–‚¬™πå·≈–º≈

¢â“ß‡§’¬ß∑’ËÕ“®‡°‘¥¢÷Èπ  à«πºŸâªÉ«¬∑’Ë‡ªìπ endocrine responsive disease §«√„™â‡§¡’∫”∫—¥„πºŸâªÉ«¬ high risk  à«πºŸâ

ªÉ«¬ intermediate risk Õ“®æ‘®“√≥“‡≈◊Õ°„™â‡ªìπ√“¬Ê‰ª

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

 ”À√—∫ºŸâªÉ«¬∑’Ë¡’Õ“¬ÿ¡“°°«à“ 70 ªï  ¢âÕ¡Ÿ≈¢Õß°“√√—°…“¥â«¬ adjuvant chemotherapy ¡’®”°—¥∑’Ë®– √ÿª

‰¥â«à“ °“√√—°…“¥—ß°≈à“«¡’ª√–‚¬™πå„π°“√‡æ‘Ë¡Õ—μ√“°“√¡’™’«‘μ√Õ¥ (overall survival)(17) ºŸâªÉ«¬°≈ÿà¡π’Èπà“®–‰¥â√—∫ª√–‚¬™πå®“°

°“√‰¥â√—∫ adjuvant chemotherapy §≈â“¬§≈÷ß°—∫„πºŸâªÉ«¬∑’Ë¡’Õ“¬ÿπâÕ¬°«à“ 70 ªï  Õ¬à“ß‰√°Áμ“¡ μâÕß§”π÷ß∂÷ßº≈¢â“ß‡§’¬ß
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®“°°“√√—°…“¥â«¬¬“‡§¡’∫”∫—¥∑’Ë„Àâ„π¢π“¥¡“μ√∞“π∑’Ë·π–π”(20)  √«¡∑—Èß¿“«–À√◊Õ‚√§Õ◊Ëπ Ê πÕ°®“°¡–‡√Áß∑’ËÕ“®‡ªìπ  “‡Àμÿ

¢Õß°“√‡ ’¬™’«‘μ„πºŸâªÉ«¬„π«—¬π’È√à«¡¥â«¬„π°“√æ‘®“√≥“°“√·π–π”°“√√—°…“¥â«¬ adjuvant chemotherapy

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ C

™π‘¥ √–¬–‡«≈“ ·≈–¢π“¥¢Õß¬“‡§¡’∫”∫—¥  (regimen, duration and dosage of adjuvant chemotherapy)

¢âÕ¡Ÿ≈®“° meta-analysis ‚¥¬ EBCTCG(17) æ∫«à“°“√„Àâ¬“‡§¡’∫”∫—¥‚¥¬„™â¬“μ—Èß·μà 2 ™π‘¥¢÷Èπ‰ª

‡ªìπ®”π«π  4-6 §√—Èß À√◊Õ‡ªìπ√–¬–‡«≈“ 3-6 ‡¥◊Õπ‡æ’¬ßæÕ„π·ßà°“√‡æ‘Ë¡Õ—μ√“°“√¡’™’«‘μ√Õ¥¢ÕßºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·√°

°“√‡≈◊Õ° „™â¬“‡§¡’∫”∫—¥∑’Ëª√–°Õ∫¥â«¬¬“°≈ÿà¡ anthracyclines ‰¥â·°à doxorubicin, epirubicin  “¡“√∂‡æ‘Ë¡Õ—μ√“°“√¡’™’«‘μ√Õ¥

Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫°“√„™â¬“‡§¡’∫”∫—¥∑’Ë‰¡à¡’¬“°≈ÿà¡ anthracyclines Õ¬Ÿà¥â«¬  ‚¥¬ anthracycline-

containing regimens  “¡“√∂≈¥§«“¡‡ ’Ë¬ß¢Õß°“√‡°‘¥‡ªìπ´È” ¢Õß¡–‡√Áß (reduction in annual odds of recurrence) =

11% ·≈–≈¥§«“¡‡ ’Ë¬ß¢Õß°“√μ“¬®“°¡–‡√Áß (reduction in annual odds of death) = 16% ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫

nonanthracycline-containing regimens(17) ·≈–‰¥âª√–‚¬™πå∑—ÈßºŸâªÉ«¬∑’ËÕ“¬ÿπâÕ¬·≈–Õ“¬ÿ¡“°°«à“ 50 ªï

°“√‡æ‘Ë¡¢π“¥¢Õß¬“‡§¡’∫”∫—¥„π¢π“¥∑’Ë Ÿß°«à“¢π“¥¡“μ√∞“π∑—Èß cyclophosphamide („π¢π“¥∑’Ë¡“°°«à“

600 mg/m2/cycle)(26,27) À√◊Õ doxorubicin („π¢π“¥∑’Ë¡“°°«à“ 60 mg/m2/cycle)(28) √à«¡°—∫°“√„™â  granulocyte-colony

sitmulating factor  (G-CSF) æ∫«à“‰¡à™à«¬‡æ‘Ë¡∑—Èß disease-free survival ·≈– overall survival

2.2 ‰¡à·π–π”„Àâ„™â¬“‡§¡’∫”∫—¥„π¢π“¥∑’Ë Ÿß°«à“¢π“¥¡“μ√∞“π„π°“√„Àâ adjuvant chemotherapy

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

°“√„Àâ¬“‡§¡’∫”∫—¥„π¢π“¥ Ÿß√à«¡°—∫°“√„™â  bone marrow transplantation À√◊Õ stem cell support

„π adjuvant setting „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·√°∑’Ë¡’§«“¡‡ ’Ë¬ß Ÿß„π°“√‡°‘¥‡ªìπ´È”¢Õß¡–‡√Áß ‰¥â·°à  ºŸâªÉ«¬∑’Ë¡’°“√

°√–®“¬¢Õß¡–‡√Áß‰ª∑’Ë axillary nodes μ—Èß·μà 10 nodes ¢÷Èπ‰ª ®“°°“√»÷°…“¢Õß randomized controlled trials 3

°“√»÷°…“(29,30,31) æ∫«à“‰¡à™à«¬‡æ‘Ë¡∑—Èß disease-free survival ·≈– overall survival ¡’‡æ’¬ßÀπ÷Ëß°“√»÷°…“( 32)

´÷Ëß‡ªìπ randomized controlled trial ∑’Ë»÷°…“„πºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬¢Õß¡–‡√Áß‰ª∑’Ë axillary nodes μ—Èß·μà 4 nodes ¢÷Èπ‰ª

æ∫«à“ ‰¡à¡’§«“¡·μ°μà“ß¢Õß∑—Èß relapse-free survival ·≈– overall survival „πºŸâªÉ«¬∑’Ë‰¥â√—∫¬“‡§¡’∫”∫—¥„π¢π“¥¡“μ√∞“π

·≈–„π¢π“¥ Ÿß√à«¡°—∫°“√„™â  stem cell rescue  ·μà„π planned subgroup analyses „π°“√»÷°…“π’È æ∫«à“ °“√„™â

high-dose chemotherapy with stem cell rescue ¡’·π«‚πâ¡∑’Ë®–™à«¬‡æ‘Ë¡ relapse-free survival „πºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬

¢Õß¡–‡√Áß‰ª∑’Ë axillary nodes μ—Èß·μà 10 nodes ¢÷Èπ‰ª (p = 0.05)

2.3 ‰¡à·π–π”„Àâ„™â¬“‡§¡’∫”∫—¥„π¢π“¥ Ÿß√à«¡°—∫°“√„™â  bone marrow transplantation À√◊Õ stem

cell support „π°“√„Àâ adjuvant chemotherapy

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

°“√„™â¬“‡§¡’∫”∫—¥„π°≈ÿà¡ taxanes ‰¥â·°à paclitaxel, docetaxel ´÷Ëß‡ªìπ¬“‡§¡’∫”∫—¥∑’Ë‰¥âº≈¥’„π°“√

√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬   ”À√—∫„π adjuvant setting  „πªí®®ÿ∫—π¡’¢âÕ¡Ÿ≈®“°°“√»÷°…“¢Õß randomized

controlled trials 8 °“√»÷°…“∑’Ë»÷°…“∂÷ß°“√„Àâ adjuvant taxanes ‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë¡’°“√°√–®“¬

‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß  ¥—ßπ’È
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1. °“√»÷°…“¢Õß°≈ÿà¡ Cancer And Leukemia Group B (CALGB 9344)(28) ∑’Ë√“¬ß“π¢âÕ¡Ÿ≈À≈—ß ÿ¥«à“ °“√„Àâ

adjuvant paclitaxel x 4 cycles À≈—ß®“°∑’Ë„Àâ AC regimen x 4 cycles ‡¡◊ËÕ‡∑’¬∫°—∫°“√„Àâ adjuvant AC regimen x 4 cycles

¡’º≈™à«¬‡æ‘Ë¡ absolute benefit ¢Õß disease-free survival ·≈– overall survival ∑’Ë 5 ªï ‡∑à“°—∫ 5% ·≈– 3% μ“¡≈”¥—∫

‚¥¬¡’ 5-year disease-free survival ‡ªìπ 70% vs. 65% ·≈– 5-year overall survival ‡ªìπ 80% vs. 77% ·≈–

ª√–‚¬™πå∑’Ë‰¥â√—∫®“°°“√„Àâ paclitaxel ¡’Õ¬Ÿà‡©æ“–„π°≈ÿà¡ºŸâªÉ«¬∑’Ë¡’ hormone receptors ‡ªìπº≈≈∫ ·≈–‰¡à‰¥â√—∫¬“  tamoxifen

√à«¡¥â«¬

2. °“√»÷°…“¢Õß°≈ÿà¡ National Surgical Adjuvant Breast and Bowel Project (NSABP B-28) ∑’Ë√“¬ß“π ¢âÕ¡Ÿ≈

≈à“ ÿ¥(33) À≈—ß®“°∑’Ë¡’√–¬–‡©≈’Ë¬∑’Ëμ‘¥μ“¡ºŸâªÉ«¬ (median follow-up) ∂÷ß 67 ‡¥◊Õπ æ∫«à“ºŸâªÉ«¬°≈ÿà¡∑’Ë‰¥â√—∫ adjuvant paclitaxel

x 4 cycles ¿“¬À≈—ß®“°∑’Ë‰¥â√—∫  AC regimen x 4 cycles ‡¡◊ËÕ‡∑’¬∫°—∫°“√„Àâ adjuvant AC regimen x 4 cycles ¡’ 5-year

disease-free survival ∑’Ë¥’°«à“ (76% vs. 72%) ·μà¬—ß‰¡à¡’§«“¡·μ°μà“ßÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘„π·ßà¢Õß overall

survival (85% vs. 85%) ª√–‚¬™πå∑’Ë‰¥â‡°‘¥∑—Èß„π°≈ÿà¡∑’Ë¡’ ER ‡ªìπº≈∫«° ·≈– ‡ªìπº≈≈∫

3. °“√»÷°…“¢Õß°≈ÿà¡ Breast Cancer International Research Group (BCIRG 001)(34) ∑’Ë‡ª√’¬∫‡∑’¬∫ √–À«à“ß

°“√„Àâ docetaxel / doxorubicin / cyclophosphomide (TAC) x 6 cycles °—∫ 5-FU / doxorubicin / cyclophosphamide

(FAC) x 6 cycles À≈—ß®“°∑’Ë¡’√–¬–‡©≈’Ë¬∑’Ëμ‘¥μ“¡ºŸâªÉ«¬ (median follow-up) 55 ‡¥◊Õπ æ∫«à“°≈ÿà¡∑’Ë‰¥â√—∫ TAC ¡’ 5-year

disease-free survival (75% vs. 68%)  ·≈– overall survival (87% vs. 81%)  ∑’Ë¥’°«à“Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ º≈

™à«¬‡æ‘Ë¡ absolute benefit ¢Õß disease-free survival ·≈– overall survival ∑’Ë 5 ªï ‡∑à“°—∫ 7% ·≈– 6% μ“¡≈”¥—∫ ·≈–

ª√–‚¬™πå∑’Ë‰¥â‡°‘¥∑—Èß„π°≈ÿà¡∑’Ë¡’ ER ‡ªìπº≈∫«° ·≈– ‡ªìπº≈≈∫ ‚¥¬‡©æ“–„πºŸâªÉ«¬∑’Ë¡’ node positive 1-3 nodes æ∫«à“¡’

disease-free ·≈– overall survival ∑’Ë¥’°«à“ ·μà‰¡à¡’§«“¡·μ°μà“ß°—πÕ¬à“ß™—¥‡®π„πºŸâªÉ«¬∑’Ë¡’ node positive > 4 nodes

πÕ°®“°π’È  TAC regimen ¬—ß¡’º≈¢â“ß‡§’¬ß¡“°°«à“ FAC „π¥â“π febrile neutropenia ´÷Ëß Ÿß∂÷ß 24.7% ·¡â«à“®–¡’°“√„™â

prophylactic antibiotic „π°≈ÿà¡∑’Ë‰¥â TAC regimen

4. °“√»÷°…“¢Õß PACS01(47) ∑’Ë‡ª√’¬∫‡∑’¬∫ √–À«à“ß°“√„Àâ 5-FU / Epirubicin 100 mg/m2 / cyclo-phosphmide

(FEC100) x 6 cycles °—∫  FEC100 x 3 cycles ·≈â«μ“¡¥â«¬ docetaxel x 3 cycles À≈—ß®“°∑’Ë¡’√–¬–‡©≈’Ë¬∑’Ëμ‘¥μ“¡ºŸâªÉ«¬

(median follow-up) 59.7 ‡¥◊Õπ æ∫«à“°≈ÿà¡∑’Ë‰¥â√—∫ FEC100 x 3 cycles ·≈â«μ“¡¥â«¬ docetaxel x 3 cycles ¡’ 5-year

disease-free survival (78.3% vs. 73.2%)  ·≈– overall survival (90.7% vs. 86.7%)  ∑’Ë¥’°«à“Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘

º≈™à«¬‡æ‘Ë¡ absolute benefit ¢Õß disease-free survival ·≈– overall survival ∑’Ë 5 ªï ‡∑à“°—∫ 5% ·≈– 4% μ“¡≈”¥—∫

·≈–ª√–‚¬™πå∑’Ë‰¥â‡°‘¥‡©æ“–„πºŸâÀ≠‘ßÕ“¬ÿμ—Èß·μà 50 ªï¢÷Èπ‰ª ·≈–„πºŸâªÉ«¬∑’Ë¡’ node positive 1-3 nodes ‚¥¬æ∫«à“¡’

disease-free survival ∑’Ë¥’°«à“  ·μà‰¡à¡’§«“¡·μ°μà“ß°—πÕ¬à“ß™—¥‡®π„πºŸâÀ≠‘ßÕ“¬ÿπâÕ¬°«à“ 50 ªï·≈– „πºŸâªÉ«¬∑’Ë¡’ node

positive > 4 nodes

5. °“√»÷°…“¢Õß°≈ÿà¡ Cancer And Leukemia Group B (CALGB 9741)(35) ‡ªìπ°“√»÷°…“ ∂÷ß°“√„Àâ¬“‡§¡’

∫”∫—¥„π≈—°…≥–∑’Ë‡æ‘Ë¡ dose density  ‚¥¬„Àâ¬“„π√–¬–Àà“ß∑’Ë —Èπ°«à“ §◊Õ ∑ÿ° 2  —ª¥“Àå √à«¡°—∫°“√„™â  granulocyte-colony

stimulating factor (G-CSF) „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë¡’°“√°√–®“¬‰ª¬—ß μàÕ¡πÈ”‡À≈◊Õß ‡ª√’¬∫‡∑’¬∫°—∫°“√„Àâ¬“„π√–¬–

Àà“ß¡“μ√∞“π §◊Õ ∑ÿ° 3  —ª¥“Àå  ®“°°“√»÷°…“¥—ß°≈à“«æ∫«à“ ∑’Ë√–¬– ‡©≈’Ë¬¢Õß°“√μ‘¥μ“¡ºŸâªÉ«¬ (median follow-up) ∑’Ë 3

ªï ºŸâªÉ«¬„π°≈ÿà¡∑’Ë‰¥â√—∫¬“‡§¡’∫”∫—¥∑ÿ° 2  —ª¥“Àå ¡’ 4-year disease-free survival (82% vs. 75%) ·≈– overall survival

(92% vs. 90%) ∑’Ë¥’°«à“ºŸâªÉ«¬„π°≈ÿà¡∑’Ë‰¥â√—∫¬“‡§¡’∫”∫—¥∑ÿ° 3  —ª¥“Àå (risk ratio = 0.74 ·≈– 0.69 μ“¡≈”¥—∫)  √“¬ß“π

≈à“ ÿ¥®“°°“√μ‘¥μ“¡º≈ 6.5 ªï æ∫«à“ dose-dense treatment ¡’ DFS ‡æ‘Ë¡¢÷Èπ (HR = 0.75; p=0.012) ·≈–¡’ OS ‡æ‘Ë¡¢÷Èπ

·μà§«“¡·μ°μà“ßπâÕ¬≈ß¡“°‡¡◊ËÕ‡∑’¬∫°—∫√“¬ß“π§√—Èß·√° (HR=0.85; p=0.049) (56) ·≈–°“√„™â¬“ Ÿμ√π’ÈμâÕß §”π÷ß∂÷ß

§à“„™â®à“¬∑’Ë‡æ‘Ë¡¢÷ÈπÕ¬à“ß¡“°®“°°“√„™â G-CSF √à«¡¥â«¬„π°“√∑’Ë®–·π–π”°“√√—°…“„πºŸâªÉ«¬·μà≈–√“¬
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6. °“√»÷°…“¢Õß°≈ÿà¡ US Oncology (48)  ∑’Ë‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„Àâ docetaxel / cyclophosphomide (TC) x 4

cycles °—∫ doxorubicin / cyclophosphamide (AC) x 4 cycles „πºŸâªÉ«¬ 1016 √“¬ À≈—ß®“°∑’Ë¡’√–¬–‡©≈’Ë¬∑’Ëμ‘¥μ“¡ºŸâªÉ«¬

(median follow-up) 66 ‡¥◊Õπ æ∫«à“°≈ÿà¡∑’Ë‰¥â√—∫ TC ¡’ 5-year disease-free survival ¥’°«à“ AC (86% vs. 80%;

HR= 0.67; p=0.015)  ·μà overall survival ‰¡à·μ°μà“ß°—π  (90% vs. 87%; HR= 0.76; p=0.13)

7. °“√»÷°…“ E2197(49) ∑’Ë‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„Àâ doxorubicin/docetaxel (AT) x 4 cycles °—∫ doxorubicin /

cyclophosphamide (AC) x 4 cycles À≈—ß®“°∑’Ë¡’√–¬–‡©≈’Ë¬∑’Ëμ‘¥μ“¡ºŸâªÉ«¬ (median follow-up) 53 ‡¥◊Õπ æ∫«à“°≈ÿà¡∑’Ë

‰¥â√—∫ AT À√◊Õ AC ¡’ 4-year disease-free survival (87% vs. 87%)  ·≈– overall survival ‰¡à·μ°μà“ß°—π

8. °“√»÷°…“ BIG 2-98(50) ∑”°“√»÷°…“„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß ‡ª√’¬∫‡∑’¬∫

°“√√—°…“ 4 °≈ÿà¡ ‚¥¬ “¡“√∂·∫àßÕÕ°‰¥â‡ªìπ Õß°≈ÿà¡„À≠à§◊Õ°≈ÿà¡∑’Ë¡’·≈–‰¡à¡’ docetaxel ·≈–¬—ß “¡“√∂·∫àß°≈ÿà¡¬àÕ¬¢Õß

°“√„Àâ docetaxel ‡ªìπ·∫∫„Àâæ√âÕ¡°—∫ anthracyclines ·≈–·∫∫ sequential À≈—ß®“°μ‘¥μ“¡ºŸâªÉ«¬ 62 ‡¥◊Õπ æ∫«à“

‚¥¬√«¡°≈ÿà¡∑’Ë‰¥â¬“ docetaxel ¡’Õ—μ√“√Õ¥™’«‘μ‚¥¬ª√“»®“°‚√§∑’Ë¥’°«à“·μà‰¡à∂÷ß√–¥—∫¡’π—¬ ”§—≠∑“ß ∂‘μ‘ ·μà‡¡◊ËÕ

‡ª√’¬∫‡∑’¬∫‡©æ“–°“√„Àâ docetaxel ·∫∫ sequential (A x 3 then T x 3  then CMF x 3) ®–¡’ DFS ¥’°«à“°≈ÿà¡∑’Ë‰¥â‡©æ“–

anthracyclines (A x 4 then CMF x 4) Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ HR = 0.79 ·≈–°“√„Àâ docetaxel ·∫∫ sequential

¥’°«à“°“√„Àâ·∫∫ combination Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘‡™àπ‡¥’¬«°—π ·μàÕ¬à“ß‰√°Áμ“¡°“√„™â docetaxel ‡ √‘¡‰¡à°àÕ„Àâ‡°‘¥

§«“¡·μ°μà“ß∑“ß¥â“π overall survival ‰¡à«à“®–‡ª√’¬∫‡∑’¬∫·∫∫„¥°Áμ“¡

°“√»÷°…“‚¥¬°≈ÿà¡ CALGB ·≈– US intergroup(51) ∑’Ë∑”°“√√«∫√«¡°“√»÷°…“ 3 °“√»÷°…“„À≠à∑’Ë∑”„π™à«ß‡«≈“

20 ªï∑’Ëºà“π¡“¢Õß°“√√—°…“¥â«¬‡§¡’‡ √‘¡À≈—ßºà“μ—¥ °“√»÷°…“ CALGB 8541 ‡ª√’¬∫‡∑’¬∫°“√„™â dose doxorubicin

„π√–¥—∫ low, intermediate, high °“√»÷°…“ CALGB 9344 ‡ª√’¬∫‡∑’¬∫√–À«à“ß°≈ÿà¡∑’Ë„™â·≈–‰¡à‰¥â„™â¬“ taxanes °“√»÷°…“

CALGB 9741 ‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„™â¬“ taxanes ·∫∫∏√√¡¥“∑ÿ° “¡ —ª¥“Àå°—∫·∫∫ dose dense ∑ÿ° Õß —ª¥“Àå

‡¡◊ËÕæ‘®“√≥“ subgroup μ“¡°“√· ¥ßÕÕ°À√◊Õ‰¡à· ¥ßÕÕ°¢Õß ER æ∫«à“°“√„™â doxorubicin ∑’Ë Ÿß°«à“¢π“¥¡“μ√∞“π

À√◊Õ°“√‡æ‘Ë¡°“√„™â taxanes ‡¢â“‰ª„π·ßà°“√√—°…“‡ √‘¡ À√◊Õ°“√„™â·∫∫ dose dense ®–„Àâª√–‚¬™πå∑’Ë‡æ‘Ë¡¢÷Èπ„π·ßà DFS

Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘‡©æ“–„πºŸâªÉ«¬∑’Ë¡’ ER negative ‡∑à“π—Èπ ·μà„πºŸâªÉ«¬∑’Ë¡’°“√· ¥ßÕÕ°¢Õß ER ‰¡àæ∫«à“®–‰¥â

ª√–‚¬™πå‡æ‘Ë¡¢÷Èπ

„π·ßà°“√‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß¬“ Õßμ—«„π°≈ÿà¡ taxanes §◊Õ paclitaxel ·≈– docetaxel ¡’°“√»÷°…“

E1199(52) ∑”°“√»÷°…“„πºŸâªÉ«¬∑’Ë¡’°“√°√–®“¬¢Õß‚√§‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß À≈—ß®“°∑’Ë‰¥â√—∫ AC x 4 cycles ºŸâªÉ«¬®–∂Ÿ°

 ÿà¡„Àâ‰¥â√—∫Àπ÷Ëß„π 4 Õ¬à“ßμàÕ‰ªπ’È§◊Õ paclitaxel 175 mg/m2 q 3 week ®”π«π 4 cycles À√◊Õ paclitaxel 80 mg/m2

weekly x 12 weeks À√◊Õ docetaxel 100 mg/m2 q 3 week ®”π«π 4 cycles À√◊Õ docetaxel 30 mg/m2 weekly x 12

weeks À≈—ß®“°μ‘¥μ“¡°“√√—°…“‡ªìπ‡«≈“ 4 ªï ‰¡àæ∫«à“¡’§«“¡·μ°μà“ß°—π∑—Èß„π·ßà DFS ·≈– OS „π∑ÿ°°≈ÿà¡°“√√—°…“

2.4.1 ‰¡à “¡“√∂·π–π”„Àâ„™â taxane ‡ªìπ¡“μ√∞“π„π°“√„Àâ adjuvant chemotherapy „πºŸâ

ªÉ«¬¡–‡√Áß‡μâ“π¡ ∑’Ë¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß∑ÿ°√“¬ ·μàÕ“®æ‘®“√≥“„πºŸâªÉ«¬∑’Ë‡ªìπ endocrine non-responsive

high risk ·≈– endocrine response uncertain ‚¥¬‡©æ“–Õ¬à“ß¬‘ËßºŸâªÉ«¬∑’Ë¬âÕ¡μ‘¥ HER 2

√–¥—∫§”·π–π”: √–¥—∫ 0

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

2.4.2 ‰¡à·π–π”„Àâ„™â  taxane ‡ªìπ adjuvant chemotherapy „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë‰¡à¡’°“√

°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß  ‡π◊ËÕß®“°¬—ß‰¡à¡’¢âÕ¡Ÿ≈ π—∫ πÿπ

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A
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2.4.3 ‰¡à “¡“√∂·π–π”°“√„Àâ adjuvant chemotherapy „π≈—°…≥–∑’Ë‡æ‘Ë¡ dose density ‡ªìπ

¡“μ√∞“π„π°“√ √—°…“ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë¡’°“√°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß

√–¥—∫§”·π–π”: √–¥—∫ 0

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫ A

2.5 ¬“‡§¡’∫”∫—¥∑’Ë∂◊Õ‡ªìπ¡“μ√∞“π¢Õß adjuvant chemotherapy „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬– ·√°

2.5.1 cyclophosphamide/methotrexate/5-fluorouracil x 6 cycles (CMF, preferably oralregimen)(22)

cyclophophamide 100 mg/m2/day PO day 1-14  q 28 days

methotrexate 40   mg/m2 IV day 1 and day 8 q 28 days

5-fluorouracil 600 mg/m2 IV day 1 and day 8 q 28 days

2.5.2 doxorubicin / cyclophophamide x 4 cycles (AC)(23)

doxorubicin 60   mg/m2 IV day 1 q 21 days

cyclophosphamide 600 mg/m2 IV day 1 q 21 days

2.5.3 cyclophosphamide / doxorubicin / 5-fluorouracil x 6 cycles (CAF)(24)

cyclophosphamide 500 mg/m2 IV day 1 q 21 days

doxorubicin 50   mg/m2 IV day 1 q 21 days

5-fluorouracil 500 mg/m2 IV day 1 q 21 days

2.5.4 cyclophosphamide / epirubicin / 5-fluorouracil x 6 cycles (CEF)(25)

cyclophosphamide 75   mg/m2/day PO day 1-14  q 28 days

epirubicin 60   mg/m2 IV day 1 and day 8 q 28 days

5-fluorouracil 500 mg/m2 IV day 1 and day 8 q 28 days

2.5.5 5-fluorouracil / epirubicin / cyclophosphamide / x 6 cycles (FEC100)(45)

5-fluorouracil 500   mg/m2  IV day 1 q 21 days

epirubicin 100   mg/m2  IV day 1 q 21 days

cyclophosphamide 500   mg/m2  IV day 1 q 21 days

2.5.6 doxorubicin / cyclophophamide x 4 cycles (AC) followed by paclitaxel x 4 cycles(28)

doxorubicin 60   mg/m2 IV day 1 q 21 days

cyclophosphamide 600 mg/m2 IV day 1 q 21 days

Then paclitaxel 175 mg/m2 IV day 1 q 21 days

2.5.7 doxorubicin / cyclophophamide x 4 cycles (AC) followed by paclitaxel weekly x 12 weeks

doxorubicin 60   mg/m2 IV day 1 q 21 days

cyclophosphamide 600 mg/m2 IV day 1 q 21 days

Then paclitaxel 80   mg/m2 IV day 1 weekly q 12 weeks

2.5.8 doxorubicin / cyclophophamide x 4 cycles (AC) followed by docetaxel x 4 cycles(28)

doxorubicin 60   mg/m2 IV day 1 q 21 days

cyclophosphamide 600 mg/m2 IV day 1 q 21 days

Then docetaxel 100 mg/m2 IV day 1 q 21 days
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2.5.9 doxorubicin / cyclophophamide x 4 cycles (AC) followed by docetaxel weekly x 12 weeks(28)

doxorubicin 60   mg/m2 IV day 1 q 21 days

cyclophosphamide 600 mg/m2 IV day 1 q 21 days

Then docetaxel 30   mg/m2 IV day 1 weekly x 12 weeks

2.5.10 docetaxel / doxorubicin / cyclophosphamide / x 6 cycles (TAC)(34)

docetaxel 75   mg/m2  IV day 1 q 21 days

doxorubicin 50   mg/m2  IV day 1 q 21 days

cyclophosphamide 500 mg/m2  IV day 1 q 21 days

i. 5-fluorouracil / epirubicin / cyclophosphamide x 3 cycles (FEC100) followed by docetaxel

x 3 cycles (46)

5-fluorouracil 500 mg/m2 IV day 1 q 21 days

epirubicin 100 mg/m2 IV day 1 q 21 days

cyclophosphamide 500 mg/m2 IV day 1 q 21 days

Then Docetaxel 100 mg/m2 IV day 1 q 21 days

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

3. Adjuvant Trastuzumab

„πªí®®ÿ∫—π¡’°“√»÷°…“„À≠à 4 °“√»÷°…“‡ª√’¬∫‡∑’¬∫°“√„™â trastuzumab ‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß

√–¬–‡√‘Ë¡μâπ∑’Ë¡’ HER2 ‡ªìπº≈∫«° ·≈–∑ÿ°°“√»÷°…“¡’√“¬ß“π‡∫◊ÈÕßμâπ·≈â««à“°“√„™â trastuzumab π—Èπ¡’ª√–‚¬™πå®√‘ß

„π¥â“π≈¥°“√‡ªìπ È́”  à«π°“√≈¥Õ—μ√“°“√‡ ’¬™’«‘μ¡’ 3 °“√»÷°…“∑’Ë√“¬ß“πº≈«à“°“√„™â trastuzumab ¡’ª√–‚¬™πå

™à«¬≈¥Õ—μ√“‡ ’¬™’«‘μ‰¥âÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘  à«πÕ’°Àπ÷Ëß°“√»÷°…“¬—ß‰¡à¡’√“¬ß“π √“¬≈–‡Õ’¬¥¡’¥—ßμàÕ‰ªπ’È

1. °“√√«¡¢âÕ¡Ÿ≈¢Õß 2 °“√»÷°…“‡¢â“¥â«¬°—π ‰¥â·°à NSABP B-31 ·≈– NCCTG N9831(53) ®“°°“√μ‘¥μ“¡

º≈°“√√—°…“‚¥¬‡©≈’Ë¬ 2 ªï æ∫«à“°≈ÿà¡∑’Ë‰¥â‡§¡’∫”∫—¥·≈– trastuzumab ‡ªìπ‡«≈“ 1 ªï ¡’ 4-year disease-free survival

¥’°«à“°≈ÿà¡∑’Ë‰¥â‡§¡’∫”∫—¥Õ¬à“ß‡¥’¬«Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ (85% °—∫ 67% μ“¡≈”¥—∫) ·≈–‰¥âª√–‚¬™πå„π·ßà≈¥Õ—μ√“

°“√‡ ’¬™’«‘μÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘‡™àπ‡¥’¬«°—π (91% °—∫ 87%) ·≈–ª√–‚¬™πå∑’Ë‰¥â‰¡à¢÷Èπ°—∫Õ“¬ÿ°“√· ¥ßÕÕ°¢Õß

hormonal receptor ·≈–°“√°√–®“¬À√◊Õ‰¡à°√–®“¬‰ª¬—ßμàÕ¡πÈ”‡À≈◊Õß

2. °“√»÷°…“¢Õß HERA(54, 57) √“¬ß“π≈à“ ÿ¥®“°°“√μ‘¥μ“¡º≈°“√√—°…“‚¥¬‡©≈’Ë¬ 2 ªï æ∫«à“°≈ÿà¡∑’Ë‰¥â‡§¡’

∫”∫—¥·≈â«μ“¡¥â«¬ trastuzumab ‡ªìπ‡«≈“ 1 ªï ¡’ 3-year disease-free survival ¥’°«à“°≈ÿà¡∑’Ë‰¥â‡§¡’∫”∫—¥

‡æ’¬ßÕ¬à“ß‡¥’¬« Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ (80.6% °—∫ 74.3% μ“¡≈”¥—∫) ·≈–¡’ 3-year overall survival ¥’°«à“

°≈ÿà¡∑’Ë‰¥â√—∫‡§¡’∫”∫—¥‡æ’¬ßÕ¬à“ß‡¥’¬«Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ (92.4% °—∫ 89.7% μ“¡≈”¥—∫)

3. °“√»÷°…“ BCIRG 006(55) æ∫«à“°≈ÿà¡∑’Ë‰¥â trastuzumab ‡ªìπ°“√√—°…“‡ √‘¡ ‰¡à«à“®–„™â√à«¡°—∫ Ÿμ√¬“∑’Ë¡’À√◊Õ‰¡à¡’

anthracyclines ‡ªìπ à«πª√–°Õ∫ √“¬ß“πÀ≈—ßμ‘¥μ“¡º≈°“√√—°…“ 23 ‡¥◊Õπ æ∫«à“°≈ÿà¡∑’Ë‰¥â trastuzumab

¡’ DFS ∑’Ë¥’°«à“°≈ÿà¡∑’Ë‰¡à‰¥â√—∫¬“Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ ·μà¬—ß‰¡à¡’√“¬ß“πº≈„π¥â“π overall survival

‚¥¬ √ÿª°“√„™â trastuzumab ‡ªìπ°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·√°∑’Ë¡’ HER2 positive æ∫«à“

¬—ß§ß„ÀâÕ—μ√“√Õ¥™’«‘μ‚¥¬ª√“»®“°‚√§∑’Ë¥’°«à“°≈ÿà¡∑’Ë‰¡à‰¥â√—∫¬“Õ¬à“ß¡’π—¬ ”§—≠ ·≈–¡’¢âÕ¡Ÿ≈™—¥‡®π¢÷Èπ„π·ßà°“√≈¥
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Õ—μ√“°“√‡ ’¬™’«‘μ«à“¥’¢÷ÈπÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘Õ¬à“ßπâÕ¬ Õß°“√»÷°…“ ·μàÕ¬à“ß‰√°Áμ“¡¬—ß¡’∫“ß®ÿ¥∑’Ë¬—ß‰¡à¡’§”μÕ∫

∑’Ë™—¥‡®π‡™àπ√–¬–‡«≈“∑’Ë‡À¡“– ¡„π°“√„Àâ trastuzumab √–À«à“ß 1 À√◊Õ 2 ªï °“√„Àâ¬“ trastuzumab √à«¡°—∫¬“°≈ÿà¡ taxanes

À√◊Õ„™âÀ≈—ß®“°√—°…“¥â«¬‡§¡’∫”∫—¥®∫ ‘Èπ·≈â« ·≈–°“√√—°…“¥â«¬ trastuzumab ¡’º≈¢â“ß‡§’¬ßμàÕÀ—«„®‡æ‘Ë¡¡“°¢÷Èπ ®÷ßμâÕß¡’

§«“¡æ√âÕ¡

3.1 ‰¡à “¡“√∂·π–π”„Àâ„™â trastuzumab „π°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–‡√‘Ë¡μâπ∑’Ë¡’ HER

2 ‡ªìπº≈∫«° ‡π◊ËÕß®“°√–¬–‡«≈“„π°“√μ‘¥μ“¡°“√√—°…“¬—ß‰¡àπ“πæÕ

√–¥—∫§”·π–π”: √–¥—∫ 0

§ÿ≥¿“æÀ≈—°∞“π: √–¥—∫ A
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Neoadjuvant chemotherapy
Noeadjuvant chemotherapy À√◊Õ preoperative chemotherapy ‡ªìπ«‘∏’°“√√—°…“‚¥¬°“√„Àâ¬“‡§¡’∫”∫—¥°àÕπ°“√

„Àâ°“√√—°…“‡©æ“–∑’Ë¥â«¬°“√ºà“μ—¥À√◊Õ°“√„™â√—ß ’√—°…“ „π√–¬–‡√‘Ë¡·√°‰¥â¡’°“√„™â neoadjuvant chemotherapy „π°“√

√—°…“¡–‡√Áß‡μâ“π¡∑’Ë≈ÿ°≈“¡‡©æ“–∑’Ë (locally advanced breast cancer) ÷́Ëß‰¡à “¡“√∂ºà“μ—¥‡Õ“°âÕπ¡–‡√ÁßÕÕ°‰¥â (1)

‡æ◊ËÕ∑”„Àâ°âÕπ¡–‡√Áß¡’¢π“¥‡≈Á°≈ß®π “¡“√∂ºà“μ—¥‡Õ“°âÕπ¡–‡√ÁßÕÕ°‰¥â ®“°°“√∑’Ëæ∫«à“¡–‡√Áß‡μâ“π¡¡’°“√μÕ∫ πÕß¥’

μàÕ¬“‡§¡’∫”∫—¥ ‰¥âπ”‰ª Ÿà°“√√—°…“¥â«¬ neoadjuvant chemotherapy „π°âÕπ¡–‡√Áß∑’Ë “¡“√∂√—°…“‰¥â¥â«¬°“√ºà“μ—¥

(operable breast cancer) ‡æ◊ËÕ™à«¬„π°“√√—°…“¥â«¬°“√ºà“μ—¥·∫∫ breast conservation ‰¥â(2) °“√„Àâ neoadjuvant

chemotherapy ¬—ß¡’¢âÕ¥’Õ◊Ëπ Ê ¥—ßπ’È

-  “¡“√∂ª√–‡¡‘π°“√μÕ∫ πÕß¢Õß‚√§μàÕ°“√√—°…“‰¥â„π√–¬–‡«≈“∑’Ë —Èπ°«à“°“√„Àâ adjuvant chemotherapy

-  “¡“√∂ª√–‡¡‘πÀ“ molecular markers ∑’Ë®–™à«¬„π°“√æ¬“°√≥å°“√μÕ∫ πÕßÀ√◊Õ°“√¥◊ÈÕ¬“¢Õß‚√§¡–‡√Áß

- ∫Õ°°“√æ¬“°√≥å¢Õß‚√§„π√–¬–¬“« ‚¥¬¥Ÿ®“°°“√μÕ∫ πÕßμàÕ neoadjuvant chemotherapy æ∫«à“°“√

μ√«®∑“ßæ¬“∏‘«‘∑¬“∑’Ë‰¡àæ∫‡´≈≈å¡–‡√Áß„πμàÕ¡πÈ”‡À≈◊Õß∑’Ëμ—¥ÕÕ°¡“  ®– —¡æ—π∏å°—∫°“√æ¬“°√≥å‚√§∑’Ë¥’°«à“„π°√≥’∑’Ëæ∫

‡´≈≈å¡–‡√Áß„πμàÕ¡πÈ”‡À≈◊Õß(3)

1.1. ·π–π”°“√„Àâ neoadjuvant chemotherapy  ”À√—∫ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–≈ÿ°≈“¡‡©æ“–∑’Ë (locally

advanced breast cancer) ‰¥â·°à ¡–‡√Áß∑’ËÕ¬Ÿà„π√–¬– T4 À√◊Õ N2, N3 À√◊Õ T3 ∫“ß√“¬∑’ËμâÕß°“√√—°…“¥â«¬°“√

ºà“μ—¥·∫∫ breast conservation À√◊Õ¬—ßºà“μ—¥‰¡à‰¥â

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ B

‰¥â¡’°“√»÷°…“·∫∫ randomized controlled trials À≈“¬°“√»÷°…“„πºŸâªÉ«¬∑’Ë‡ªìπ operable breast cancer

‚¥¬‡ª√’¬∫‡∑’¬∫°“√√—°…“‚¥¬°“√„Àâ neoadjuvant chemotherapy μ“¡¥â«¬°“√ºà“μ—¥ °—∫°“√√—°…“¥â«¬°“√ºà“μ—¥°àÕπ„Àâ

¬“‡§¡’∫”∫—¥‡ √‘¡ (adjuvant chemotherapy)(2,4-7) ‰¥âº≈∑’Ë‡À¡◊Õπ°—π«à“ ‰¡à¡’§«“¡·μ°μà“ß°—π„π¥â“π disease-free

survival ·≈– overall survival  μ—«Õ¬à“ßÀπ÷Ëß‰¥â·°à °“√»÷°…“¢Õß°≈ÿà¡ National Surgical Adjuvant Breast Project (NSABP)

trial B18 »÷°…“ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–∑’Ë 1-3 ®”π«π 1,523 √“¬ ‚¥¬°“√„Àâ cyclophosphamide √à«¡°—∫ doxorubicin

x 4 cycles ‚¥¬„Àâ‡ªìπ·∫∫ neoadjuvant  ·≈–·∫∫ adjuvant(2) æ∫«à“ ‰¡à¡’§«“¡·μ°μà“ß„π¥â“π disease-free survival ·≈–

overall survival ‡¡◊ËÕ¡’√–¬–°“√μ‘¥μ“¡ºŸâªÉ«¬‡©≈’Ë¬∑’Ë 5 ªï

1.2 ·π–π”°“√„Àâ neoadjuvant chemotherapy „πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë “¡“√∂ºà“μ—¥‰¥â (operable breast

cancer) ·≈–μâÕß°“√√—°…“¥â«¬°“√ºà“μ—¥·∫∫ breast conservation   ºŸâªÉ«¬°≈ÿà¡π’ÈμâÕß¡’¢âÕ∫àß™’È«à“§«√‰¥â√—∫°“√

√—°…“‡ √‘¡¥â«¬¬“‡§¡’∫”∫—¥À≈—ß°“√ºà“μ—¥ (adjuvant chemotherapy)(8)

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

™π‘¥ √–¬–‡«≈“ ·≈–¢π“¥¢Õß¬“‡§¡’∫”∫—¥  (regimen, duration and dosage of neoadjuvant chemotherapy)

‰¥â¡’°“√»÷°…“∂÷ß™π‘¥¢Õß¬“∑’Ë„™â„π°“√√—°…“·∫∫ neoadjuvant chemotherapy   à«π„À≠à‡ªìπ anthracycline-based

regimen °“√»÷°…“„π°“√„Àâ¬“‡§¡’∫”∫—¥‡ √‘¡À≈—ß°“√ºà“μ—¥¡–‡√Áß‡μâ“π¡ æ∫«à“ ¬“°≈ÿà¡ anthracycline containing

regimen ¡’ª√– ‘∑∏‘¿“æ·≈–‰¥âº≈¥’°«à“¬“°≈ÿà¡∑’Ë‰¡à¡’ anthracycline(9) æ∫«à“Õ—μ√“°“√μÕ∫ πÕß¢Õß¡–‡√Áß‡μâ“π¡μàÕ

neoadjuvant chemotherapy ∑’Ë‡ªìπ¬“°≈ÿà¡ anthracycline-based regimen Õ¬Ÿà„π™à«ß√–À«à“ß 60-70% ·≈–¡’°“√

μÕ∫ πÕßÕ¬à“ß ¡∫Ÿ√≥å‡¡◊ËÕμ√«®∑“ßæ¬“∏‘«‘∑¬“ (pathologic complete response) ª√–¡“≥ 10-15%(10-12)
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1.3 ·π–π”„Àâ„™â anthracycline containing regimen (doxorubicin or epirubicin) ‡ªìπ Ÿμ√¬“¡“μ√∞“π„π

°“√„Àâ·∫∫ neoadjuvant chemotherapy ‚¥¬∑—Ë«‰ª “¡“√∂‡≈◊Õ°„™â Ÿμ√¬“∑’Ë‡ªìπ¡“μ√∞“π¢Õß adjuvant chemotherapy

„πºŸâªÉ«¬¡–‡√Áß√–¬–·√° ‚¥¬°“√„Àâ neoadjuvant chemotherapy ®–„Àâª√–¡“≥ 3-6 §√—Èß À√◊Õ®π¡’°“√μÕ∫ πÕß

∑’Ë¡“°∑’Ë ÿ¥∑’Ë “¡“√∂®–∑”°“√ºà“μ—¥‰¥â

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

¡’°“√»÷°…“·∫∫ randomized controlled trials 2 °“√»÷°…“∑’Ë‡ª√’¬∫‡∑’¬∫°“√„Àâ neoadjuvant chemotherapy

¥â«¬ epirubicin-based regimen „π≈—°…≥–∑’Ë‡æ‘Ë¡ dose density  ‚¥¬„Àâ¬“„π√–¬–Àà“ß∑’Ë —Èπ°«à“ §◊Õ ∑ÿ° 2  —ª¥“Àå √à«¡°—∫

°“√„™â granulocyte-colony stimulating factor (G-CSF) À√◊Õ granulocyte macrophage-colony stimulating factor

(GM-CSF) °—∫°“√„Àâ¬“„π√–¬–Àà“ß¡“μ√∞“π §◊Õ ∑ÿ° 3-4  —ª¥“Àå

„πºŸâªÉ«¬ locally advanced breast cancer(13,14) æ∫«à“ °“√‡æ‘Ë¡ dose density ¢Õß¬“‡§¡’∫”∫—¥„π

ºŸâªÉ«¬°≈ÿà¡π’È ‰¡à‰¥â™à«¬‡æ‘Ë¡Õ—μ√“°“√μÕ∫ πÕß¢Õß‚√§  ·≈–‰¡àæ∫§«“¡·μ°μà“ß°—π„π¥â“π disease-free survival ·≈– overall

survival ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫°“√„Àâ¬“„π¢π“¥·≈–√–¬–¡“μ√∞“π

1.4 ‰¡à “¡“√∂·π–π”°“√„Àâ neoadjuvant chemotherapy „π≈—°…≥–∑’Ë‡æ‘Ë¡ dose density ‡ªìπ¡“μ√∞“π

„π°“√√—°…“ºŸâªÉ«¬∑’Ë‡ªìπ locally advanced breast cancer

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

°“√„™â¬“‡§¡’∫”∫—¥„π°≈ÿà¡ taxanes ‰¥â·°à paclitaxel, docetaxel ÷́Ëß‡ªìπ¬“‡§¡’∫”∫—¥∑’Ë‰¥âº≈¥’„π°“√√—°…“

¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬ ·≈–¡’¢âÕ¡Ÿ≈¡“°¢÷Èπ„π°“√„™â„π°“√√—°…“‡ √‘¡„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑’Ë°“√°√–®“¬‰ª¬—ß

μàÕ¡πÈ”‡À≈◊Õß  ‰¥â¡’°“√»÷°…“·∫∫ phase III randomized controlled trials ‚¥¬°“√„™â  taxanes „π°“√√—°…“·∫∫ neoadjuvant

chemotherapy ∑—Èß„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡ ‚¥¬‡ª√’¬∫‡∑’¬∫°—∫°“√„™â¬“¡“μ√∞“π∑’Ë‰¡à¡’ taxanes °“√»÷°…“ à«π„À≠à

®–√«¡∑—ÈßºŸâªÉ«¬„π°≈ÿà¡∑’Ë‡ªìπ¡–‡√Áß∑’Ë‰¡à “¡“√∂ºà“μ—¥‰¥âμ—Èß·μà·√° (locally advanced breast cancer) ·≈–°≈ÿà¡∑’Ë‡ªìπ

¡–‡√Áß∑’Ë “¡“√∂ºà“μ—¥‰¥â (operable breast cancer) °“√»÷°…“μà“ß Ê ¡’¥—ßπ’È

1. °“√»÷°…“¢Õß°≈ÿà¡ National Surgical Adjuvant Breast and Bowel Project (NSABP B-27)(15)  ‡ªìπ°“√

»÷°…“‡ª√’¬∫‡∑’¬∫ neoadjuvant anthracycline regimen °—∫ anthracycline-taxane regimen ∑’Ë¡’®”π«πºŸâªÉ«¬¡“°∑’Ë ÿ¥ ‚¥¬

¡’ºŸâªÉ«¬∑—Èß ‘Èπ 2411 §π∑’Ë¡’¡–‡√Áß‡μâ“π¡√–¬– T1c-T3N0 À√◊Õ T1-T3N1 ‰¥â√—∫°“√ ÿà¡°“√√—°…“‡ªìπ 3 °≈ÿà¡ ‰¥â·°à °≈ÿà¡∑’Ë

1 ‰¥â√—∫ neoadjuvant AC regimen x 4 cycles μ“¡¥â«¬°“√ºà“μ—¥, °≈ÿà¡∑’Ë 2 ‰¥â√—∫ neoadjuvant AC x 4 cycles μàÕ¥â«¬

docetaxel  x 4 cycles μ“¡¥â«¬°“√ºà“μ—¥ ·≈–°≈ÿà¡∑’Ë 3 ‰¥â√—∫ neoadjuvant AC x 4 cycles μ“¡¥â«¬°“√ºà“μ—¥·≈– adjuvant

docetaxel x 4 cycles  æ∫«à“ºŸâªÉ«¬„π°≈ÿà¡∑’Ë 2 ∑’Ë‰¥â√—∫ neoadjuvant docetaxel ¡’Õ—μ√“°“√μÕ∫ πÕß∑’Ë¡“°°«à“°≈ÿà¡∑’Ë‰¡à

‰¥â√—∫ (°≈ÿà¡∑’Ë 1 √«¡°—∫°≈ÿà¡∑’Ë 3) ∑—Èß„π¥â“π clinical response rate (cRR, 91% vs 85%), clinical complete response

rate (cCR, 64% vs 40%) ·≈– pathological complete response in breast rate (pCR, 26% vs 14%) Õ¬à“ß¡’π—¬

 ”§—≠∑“ß ∂‘μ‘ (p < 0.001) ‰¡àæ∫«à“¡’§«“¡·μ°μà“ß°—π„π°“√ºà“μ—¥·∫∫ breast conservation √–À«à“ß°≈ÿà¡∑’Ë‰¥â neoadjuvant

docetaxel ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â neoadjuvant AC (63% vs 62%)  ·≈–‰¡à¡’§«“¡·μ°μà“ß„π¥â“π disease-free

survival ·≈– overall survival √–À«à“ß°≈ÿà¡∑’Ë‰¥â neoadjuvant docetaxel °—∫°≈ÿà¡∑’Ë‰¥â√—∫ neoadjuvant AC  Õ¬à“ß‰√°Áμ“¡

„π°≈ÿà¡ºŸâªÉ«¬∑’Ë‰¥â√—∫ neoadjuvant AC ·≈–¡’ partial response (cPR) °“√‰¥â√—∫ neoadjuvant docetaxel À≈—ß®“°‰¥â√—∫ AC

¡’º≈™à«¬‡æ‘Ë¡ disease-free survival Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â√—∫ neoadjuvant AC

·μà‡æ’¬ßÕ¬à“ß‡¥’¬« (HR = 0.71, p = 0.007)
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2. °“√»÷°…“¢Õß Aberdeen trial(16) ¡’ºŸâªÉ«¬ 162 §π∑—Èß∑’Ë¡’¡–‡√Áß‡μâ“π¡¢π“¥ T > 3 cm ·≈– T3-T4N2

‰¥â√—∫°“√√—°…“¥â«¬ neoadjuvant CVAP (cyclophosphamide, vincristine, doxorubicin, prednisone) x 4 cycles

ºŸâªÉ«¬∑’Ë¡’°“√μÕ∫ πÕßμàÕ CVAP ‰¥â√—∫°“√ ÿà¡·∫àß‡ªìπ 2 °≈ÿà¡ ‚¥¬°≈ÿà¡∑’Ë 1 ‰¥â√—∫¬“ CVAP μàÕÕ’° 4 cycles  à«π°≈ÿà¡∑’Ë 2

‰¥â√—∫¬“ docetaxel x 4 cycles  ºŸâªÉ«¬∑’Ë‰¡à¡’°“√μÕ∫ πÕßμàÕ CVAP ‰¥â√—∫°“√‡ª≈’Ë¬π¬“‡ªìπ docetaxel x 4 cycles  æ∫«à“

Õ—μ√“°“√μÕ∫ πÕß‚¥¬√«¡À≈—ß®“°‰¥â√—∫ CVAP x 4 cycles = 66% (CR 14%, PR 52%)  ºŸâªÉ«¬∑’Ë¡’°“√μÕ∫ πÕß

μàÕ CVAP ·≈–‰¥â¬“ docetaxel  æ∫«à“ ¡’Õ—μ√“°“√μÕ∫ πÕß∑’Ë Ÿß°«à“ (85% vs 64%, p = 0.03), pathological complete

response rate (pCR) ∑’Ë Ÿß°«à“ (31% vs 15%, p = 0.06), 5-year disease-free survival ·≈– 5-year overall survival

∑’Ë Ÿß°«à“ (90% vs 72%, p = 0.04 ·≈– 97% vs 78%, p = 0.04 μ“¡≈”¥—∫) ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â√—∫ CVAP

μàÕÕ’° 4 cycles  πÕ°®“°π’È ºŸâªÉ«¬°≈ÿà¡∑’Ë‰¡àμÕ∫ πÕßμàÕ CVAP ¬—ß¡’°“√μÕ∫ πÕß∑’Ë¥’μàÕ docetaxel (overall response

rate = 47%, CR11%, PR 36%)

3. °“√»÷°…“¢Õß°≈ÿà¡ Anglo-Celtic Cooperative Oncology Group (ACCOG)(17)  »÷°…“„πºŸâªÉ«¬ 363 §π

∑’Ë¡’¡–‡√Áß‡μâ“π¡¢π“¥ T > 3 cm ·≈– locally advanced cancer / inflammatory cancer ‚¥¬ ‡ª√’¬∫‡∑’¬∫°“√„Àâ neoadjuvant

AC x 6 cycles °—∫ AD (doxorubicin, docetaxel) x 6 cycles æ∫«à“∑’Ë√–¬–°“√μ‘¥μ“¡ºŸâªÉ«¬∑’Ë 32 ‡¥◊Õπ ‰¡à¡’§«“¡

·μ°μà“ß„π¥â“π overall response rate (61% vs 70%, p = 0.06) clinical complete response rate (cCR, 17% vs 20%,

p = 0.42) pathological complete response rate in breast (pCR, 24% vs 21%, p = 0.61) Õ—μ√“°“√ºà“μ—¥·∫∫ breast

conservation (20% vs 20%) ·≈–Õ—μ√“°“√°≈—∫‡ªìπ´È” (relapse rate, 31% vs 25%) „π°≈ÿà¡∑’Ë‰¥â√—∫ AC °—∫°≈ÿà¡∑’Ë‰¥â√—∫

AD μ“¡≈”¥—∫

4. °“√»÷°…“¢Õß MD Anderson Cancer Center)(18) ∑’Ë»÷°…“„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡„π√–¬–∑’Ë II-IIIA (38%

node positive) 174 §π ‚¥¬‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„Àâ neoadjuvant FAC x 4 cycles °—∫ neoadjuvant paclitaxel „π¢π“¥

250 mg/m2  x 4 cycles μ“¡¥â«¬°“√ºà“μ—¥·≈– adjuvant FAC x 4 cyclesæ∫«à“ ºŸâªÉ«¬∑—Èß Õß°≈ÿà¡∑’Õ—μ√“°“√μÕ∫ πÕß

∑’Ë„°≈â‡§’¬ß°—π ‚¥¬°≈ÿà¡∑’Ë‰¥â FAC ¡’ overall response rate 79% (CR 24%) ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â paclitaxel ¡’ overall

response rate 80% (CR 26%) °≈ÿà¡∑’Ë‰¥â FAC ¡’ pathological complete response rate ∑’Ë Ÿß°«à“°≈ÿà¡∑’Ë‰¥â paclitaxel

(16% vs 8%) 2-year disease-free survival §≈â“¬§≈÷ß°—π„π∑—Èß Õß°≈ÿà¡ (FAC 89%, paclitaxel 94%)

1.5 ∫∑∫“∑¢Õß Taxane „π neoadjuvant chemotherapy

1.5.1 ‰¡à·π–π”„Àâ„™â  taxane ‡ªìπ¡“μ√∞“π„π°“√„Àâ neoadjuvant chemotherapy „πºŸâªÉ«¬

¡–‡√Áß‡μâ“π¡∑ÿ°√“¬ ·μàÕ“®æ‘®“√≥“„πºŸâªÉ«¬∑’Ë¡’ locally advanced breast cancer ·≈–‰¡àμÕ∫ πÕßÀ√◊ÕμÕ∫

 πÕß‰¡à¥’μàÕ neoadjuvant anthracycline-based regimen ‚¥¬·π–π”„Àâ„™â taxane À≈—ß®“°∑’ËºŸâªÉ«¬‰¥â√—∫ anthracycline

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

1.5.2 ‰¡à·π–π”„Àâ„™â taxane „π≈—°…≥–¢Õß concomitant °—∫ anthracycline „π°√≥’∑’Ëæ‘®“√≥“

„™â taxane ‡ªìπ  neoadjuvant chemotherapy „πºŸâªÉ«¬∑’Ë‡ªìπ locally advanced breast cancer

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A

„πªí®®ÿ∫—π¡’°“√„™â trastuzumab „π°“√√—°…“ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡„π√–¬–·æ√à°√–®“¬∑’Ë¡’ HER-2/neu

‡ªìπº≈∫«° ‰¥â¡’°“√»÷°…“‚¥¬°“√„Àâ neoadjuvant chemotherapy √à«¡°—∫ trastuzumab „π≈—°…≥–¢Õß phase II ÷́Ëßæ∫
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«à“¡’ pathologic complete response (pCR) Õ¬Ÿà„π√–À«à“ß 12%-45%(19,20) ¡’°“√»÷°…“∑’Ë‡ªìπ phase III ‚¥¬°≈ÿà¡ MD

Anderson Cancer Center(21) ‡ª√’¬∫‡∑’¬∫°“√„Àâ neoadjuvant chemotherapy Õ¬à“ß‡¥’¬«´÷Ëßª√–°Õ∫¥â«¬ paclitaxel x 4

cycles μ“¡¥â«¬ FEC x 4 cycles °—∫°“√„Àâ  neoadjuvant trastuzumab ∑ÿ° Ìª¥“Àå‡ªìπ‡«≈“ 24  —ª¥“Àå √à«¡°—∫

chemotherapy  Ÿμ√¥—ß°≈à“«„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–∑’Ë II ·≈– IIIA ∑’Ë¡’ HER-2/neu ‡ªìπº≈∫«° æ∫«à“ μâÕßªî¥

°“√»÷°…“°àÕπ§√∫°”Àπ¥À≈—ß®“°∑’Ë¡’ºŸâªÉ«¬„π°“√«‘®—¬ 42 §π®“°∑’Ë«“ß·ºπ‡¥‘¡ 164 §π ‡π◊ËÕß®“°°≈ÿà¡∑’Ë‰¥â trastuzumab

√à«¡¥â«¬‰¥âº≈¥’°«à“Õ¬à“ß™—¥‡®π„π¥â“π¢Õß pCR ∂÷ß 65% ‡¡◊ËÕ‡∑’¬∫°—∫ 26% „π°≈ÿà¡∑’Ë‰¥â√—∫ chemotherapy Õ¬à“ß‡¥’¬«

(p = 0.016)  ∑—Èßπ’È‰¡àæ∫§«“¡·μ°μà“ß°—π„π¥â“π breast conserving surgery ·≈–º≈¢â“ß‡§’¬ß¥â“π°≈â“¡‡π◊ÈÕÀ—«„®

„π¢≥–∑’Ë¡’ºŸâªÉ«¬®”π«ππâÕ¬°«à“∑’Ë°”Àπ¥  Õ¬à“ß‰√°Áμ“¡ ¬—ß‰¡à¡’¢âÕ¡Ÿ≈«à“°“√„Àâ neoadjuvant trastuzumab ®–¡’º≈

™à«¬‡æ‘Ë¡Õ—μ√“°“√¡’™’«‘μ√Õ¥

1.6 ‰¡à·π–π”„Àâ„™â neoadjuvant trastuzumab „π°“√√—°…“ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡∑—Èß∑’Ëºà“μ—¥‰¥â À√◊Õ locally

advanced breast cancer

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ B

°“√√—°…“¡–‡√Áß‡μâ“π¡¥â«¬ŒÕ√å‚¡π¡’ª√–‚¬™πå„πºŸâªÉ«¬∑’Ëμ√«®æ∫ hormone receptors ‰¥â·°à estrogen

receptor (ER) ·≈– / À√◊Õ progesterone receptor (PgR) ‡ªìπº≈∫«°„π‡´≈≈å¡–‡√Áß ®“°°“√»÷°…“¢Õß neoadjuvant

chemotherapy À≈“¬°“√»÷°…“„π°“√√—°…“¡–‡√Áß‡μâ“π¡ æ∫«à“ ºŸâªÉ«¬∑’Ë¡’ ER ‡ªìπº≈∫«°¡’°“√μÕ∫ πÕß‚¥¬‡©æ“– pathologic

complete response (pCR) ∑’ËμË”°«à“°≈ÿà¡∑’Ë¡’ ER ‡ªìπº≈≈∫(15,22) °“√»÷°…“¥â«¬°“√„™â¬“ŒÕ√å‚¡π„π°“√√—°…“·∫∫

neoadjuvant „πºŸâªÉ«¬∑’Ë¡’ ER ‡ªìπº≈∫«° æ∫«à“Õ—μ√“°“√μÕ∫ πÕß·∫∫ pCR §àÕπ¢â“ßμË” ‚¥¬Õ¬Ÿà„π™à«ß√–À«à“ß 0-2%

 ”À√—∫ tamoxifen(23-25) ·≈– 2-5%  ”À√—∫¬“„π°≈ÿà¡ aromatase inhibitors(24-26) °“√»÷°…“·∫∫ randomized phase III

‡ª√’¬∫‡∑’¬∫°“√„™â  neoadjuvant endocrine therapy ¥â«¬ tamoxifen versus aromatase inhibitors ( anastrozole, letrozole,

exemestane) „πºŸâªÉ«¬«—¬À¡¥ª√–®”‡¥◊Õπ∑’Ë¡’ ER ‡ªìπº≈∫«° æ∫«à“ ¬“„π°≈ÿà¡ aromatase inhibitors „Àâº≈°“√μÕ∫

 πÕß∑’Ë¥’°«à“ ·≈– “¡“√∂√—°…“¥â«¬°“√ºà“μ—¥·∫∫ breast conservation ‰¥â¡“°°«à“ tamoxifen(25,27-28)

1.7 ‰¡à·π–π”„Àâ„™â¬“ŒÕ√å‚¡π‡ªìπ neoadjuvant therapy  ”À√—∫ºŸâªÉ«¬¡–‡√Áß‡μâ“π¡‚¥¬∑—Ë«‰ª ·μàÕ“®

æ‘®“√≥“„Àâ„™â‰¥â„πºŸâªÉ«¬ ŸßÕ“¬ÿ ( > 70 ªï) ∑’Ë¡’ ¿“æ√à“ß°“¬‰¡à·¢Áß·√ß À√◊Õ¡’‚√§Õ◊Ëπ√à«¡¥â«¬∑’Ë∑”„Àâ‰¡à‡À¡“–

 ¡μàÕ°“√√—°…“¥â«¬ neoadjuvant chemotherapy ·≈–ºŸâªÉ«¬μâÕß¡’º≈ ER ·≈–/À√◊Õ PgR ‡ªìπº≈∫«°

√–¥—∫§”·π–π”: √–¥—∫ 1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ B
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·π«∑“ß°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬
°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬  ‰¡à “¡“√∂√—°…“„ÀâÀ“¬¢“¥‰¥â„πªí®®ÿ∫—π  ®ÿ¥ª√– ß§å¢Õß°“√√—°…“ ‡æ◊ËÕ

√—°…“ Õ“°“√∑’Ë‡°‘¥®“°¡–‡√Áß  ∑”„Àâ§ÿ≥¿“æ™’«‘μ¢ÕßºŸâªÉ«¬¥’¢÷Èπ·≈–¡’™’«‘μ¬◊π¬“«¢÷Èπ ¥—ßπ—Èπ„π°“√√—°…“®÷ßμâÕßæ‘®“√≥“ √–À«à“ß

ª√–‚¬™πå∑’Ë‰¥â√—∫°—∫º≈¢â“ß‡§’¬ßμ≈Õ¥®π§à“„™â®à“¬¢Õß°“√√—°…“

·π«∑“ß°“√√—°…“¡’ 3 «‘∏’§◊Õ °“√„ÀâŒÕ√å‚¡π °“√„Àâ¬“‡§¡’∫”∫—¥ ·≈– °“√„Àâ trastuzumab ‰¡à¡’°“√»÷°…“·∫∫

 ÿà¡μ—«Õ¬à“ß∑’Ë‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„ÀâŒÕ√å‚¡πÀ√◊Õ‡§¡’∫”∫—¥ °—∫°≈ÿà¡∑’Ë√—°…“‡æ’¬ßμ“¡Õ“°“√ ·μà¡’¢âÕ¡Ÿ≈«à“ºŸâªÉ«¬∑’Ë¡’°“√

μÕ∫ πÕß μàÕ°“√√—°…“¥â«¬¬“‡§¡’∫”∫—¥ ®–¡’™’«‘μ¬◊π¬“«°«à“ºŸâªÉ«¬∑’Ë‰¡àμÕ∫ πÕßμàÕ°“√√—°…“ (1)

I. °“√√—°…“¥â«¬ŒÕ√å‚¡π
1. §«√„™âŒÕ√å‚¡π„π°“√√—°…“„π°√≥’∑’Ë

1.1 ¡’º≈  Estrogen  receptor  (ER) ·≈– / À√◊Õ Progesterone receptor (PR) ‡ªìπº≈∫«° ·≈–¡–‡√Áß¬—ß

‰¡à·æ√à°√–®“¬‰ªÕ«—¬«–¿“¬„π ´÷ËßÕ“®∑”„ÀâºŸâªÉ«¬∂÷ß·°à™’«‘μ„π‡«≈“Õ—π√«¥‡√Á«

‡™àπ extensive liver metastasis À√◊Õ pulmonary lymphangitic spread À√◊Õ brain metastasis ‡ªìπμâπ

1.2 °√≥’∑’Ë‰¡à∑√“∫º≈  ER  ·≈– PR ®–æ‘®“√≥“„ÀâŒÕ√å‚¡π‡¡◊ËÕ

1.2.1 √–¬–ª≈Õ¥‚√§ ( disease-free interval ) π“π‡°‘π 2 ªï

1.2.2 μ”·Àπàß¢Õß°“√·æ√à°√–®“¬‰¡à∑”„ÀâºŸâªÉ«¬‡ ’¬™’«‘μ‚¥¬√«¥‡√Á« ‡™àπ μàÕ¡πÈ”‡À≈◊Õß

‡π◊ÈÕ‡¬◊ËÕ º‘«Àπ—ß °√–¥Ÿ° ‡¬◊ËÕÀÿâ¡ªÕ¥ ‡ªìπμâπ

1.2.3 Õ“¬ÿ¡“°°«à“ 50 ªï À√◊Õ «—¬À¡¥ª√–®”‡¥◊Õπ

1.2.4 ‡§¬μÕ∫ πÕßμàÕ°“√√—°…“¥â«¬ŒÕ√å‚¡π¡“°àÕπ

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

°“√μÕ∫ πÕßμàÕŒÕ√å‚¡π®–¢÷ÈπÕ¬Ÿà°—∫º≈¢Õß ER ·≈–/À√◊ÕPgR(2) ‚¥¬ºŸâªÉ«¬∑’Ë¡’∑—Èß ER ·≈– PR ‡ªìπº≈∫«°

¡’‚Õ°“ μÕ∫ πÕßμàÕŒÕ√å‚¡πª√–¡“≥ 50%-70%„π°√≥’∑’Ë ER À√◊Õ PR ‡ªìπº≈∫«°¡’°“√μÕ∫ πÕß 33% (·μà„π°√≥’∑’Ë

ER  ·≈– PR ‡ªìπº≈≈∫ ¡’°“√μÕ∫ πÕß‡æ’¬ß 5%-10%

°“√μÕ∫ πÕßμàÕŒÕ√å‚¡π∑—Èß„π«—¬‡®√‘≠æ—π∏ÿå·≈–«—¬À¡¥ª√–®”‡¥◊ÕπÕ¬Ÿà„π‡°≥±å„°≈â‡§’¬ß°—π

2. °“√„™âŒÕ√å‚¡π√—°…“ §«√„Àâ§√—Èß≈–™π‘¥μàÕ°—π ‰¡à§«√„ÀâÀ≈“¬™π‘¥æ√âÕ¡°—π

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

¡’¢âÕ¡Ÿ≈∫àß™’È«à“°“√„ÀâŒÕ√å‚¡πÀ≈“¬μ—«æ√âÕ¡°—π‰¡à‰¥â∑”„Àâ¡’™’«‘μ¬◊π¬“«¢÷Èπ‡¡◊ËÕ‡∑’¬∫°—∫°“√„ÀâŒÕ√å‚¡πμ—«‡¥’¬«(3-14)

ºŸâªÉ«¬∑’ËμÕ∫ πÕßμàÕŒÕ√å‚¡πμ—«Àπ÷Ëß ·≈â«μàÕ¡“¡’°“√¥◊ÈÕ¬“‡°‘¥¢÷ÈπÕ“®μÕ∫ πÕßμàÕŒÕ√å‚¡πμ—«Õ◊Ëπ(15)

3. ‰¡à·π–π”„Àâ„™âŒÕ√å‚¡πæ√âÕ¡°—∫‡§¡’∫”∫—¥„π°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

®“°¢âÕ¡Ÿ≈°“√»÷°…“·∫∫ Randomized trials ·≈– overview analysis æ∫«à“°“√„™âŒÕ√å‚¡πæ√âÕ¡°—∫‡§¡’∫”∫—¥ Õ“®

¡’°“√μÕ∫ πÕß∑’Ë‡æ‘Ë¡¢÷Èπ ·μà‰¡à∑”„ÀâºŸâªÉ«¬¡’™’«‘μ¬◊π¬“«¢÷Èπ‡¡◊ËÕ‡∑’¬∫°—∫°“√„™âŒÕ√å‚¡π‡æ’¬ßÕ¬à“ß‡¥’¬«(3,4,16-21)
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4. „π°“√„™âŒÕ√å‚¡π·μà≈–™π‘¥®–‡ª≈’Ë¬π·ª≈ß™π‘¥„À¡àμàÕ‡¡◊ËÕ‚√§≈ÿ°≈“¡¢÷Èπ‡∑à“π—Èπ „π°√≥’∑’Ë‚√§¬—ß§ß

¢π“¥‡¥‘¡ (stable disease)  “¡“√∂„™âŒÕ√å‚¡πμ—«‡¥‘¡μàÕ‰ª‰¥â

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

¡’°“√»÷°…“æ∫«à“™à«ß™’«‘μ¢ÕßºŸâªÉ«¬∑’Ë√—°…“¥â«¬ŒÕ√å‚¡π·μà‚√§¬—ß§ß‡¥‘¡®–‡∑à“°—∫¢ÕßºŸâªÉ«¬∑’Ë¡’°“√μÕ∫ πÕß

∫“ß à«π À√◊Õ ¡∫Ÿ√≥å  ( partial À√◊Õ complete response )(22,23)

5. ™π‘¥¢ÕßŒÕ√å‚¡π∑’Ë„™â : ¢÷ÈπÕ¬Ÿà°—∫«à“ºŸâªÉ«¬‡ªìπ«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ À√◊Õ «—¬À≈—ßÀ¡¥ª√–®”‡¥◊Õπ

5.1 ºŸâªÉ«¬«—¬°àÕπÀ¡¥ª√–®”‡¥◊Õπ : ‰¥â·°àºŸâªÉ«¬∑’Ë¬—ß¡’ª√–®”‡¥◊ÕπÕ¬ŸàÀ√◊Õª√–®”‡¥◊ÕπÀ¡¥‰ªμ“¡

∏√√¡™“μ‘‰¡à‡°‘π 1  ªï

5.1.1 ŒÕ√å‚¡πμ—«·√°∑’Ë§«√„™â  ;  Tamoxifen À√◊Õ ovarian ablation

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

„π ¡—¬°àÕπ·π–π”„Àâ∑” ovarian ablation (bilateral oophorectomy) ‡ªìπ°“√√—°…“À≈—° æ∫«à“¡’°“√μÕ∫ πÕß

Õ¬Ÿà„π™à«ß 15%-56%·≈–¡’°“√μÕ∫ πÕß‚¥¬‡©≈’Ë¬ 9-15 ‡¥◊Õπ (24) °“√∑” bilateral oophorectomy Õ“®„™â«‘∏’ºà“μ—¥

©“¬· ß À√◊Õ„Àâ¬“°≈ÿà¡ LHRH agonist ‡™àπ leuprolide À√◊Õ goserelin (25) „π√–¬–À≈—ßπ‘¬¡„Àâ Tamoxifen

‡ªìπ°“√√—°…“À≈—°¡“°¢÷Èπ ‡π◊ËÕß®“°¡’√“¬ß“π«à“¡’ª√– ‘∑∏‘¿“æ‡∑à“°—∫°“√∑” bilateral oophorectomy (26,27)

®–æ‘®“√≥“„™â Tamoxifen „π°√≥’∑’ËºŸâªÉ«¬‰¡à‡§¬‰¥â Tamoxifen ¡“°àÕπÀ√◊Õ‡§¬‰¥â Tamoxifen ‡ªìπ°“√√—°…“

‡ √‘¡¿“¬À≈—ßºà“μ—¥·≈â«À¬ÿ¥‰ª·≈â«π“π‡°‘π 1 ªï¢÷Èπ‰ª

5.1.2 ŒÕ√å‚¡πμ—«∑’Ë Õß∑’Ë§«√„™â °√≥’∑’Ë‚√§≈ÿ°≈“¡¡“°¢÷ÈπÀ≈—ß®“°∑’Ë¡’°“√μÕ∫ πÕßμàÕ

ŒÕ√å‚¡πμ—«·√°√–¬–Àπ÷Ëß §◊Õ  Ovarian ablation À√◊Õ Tamoxifen

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  B

°√≥’∑’ËºŸâªÉ«¬‡§¬„™â Tamoxifen ‡ªìπμ—«·√° Õ“®æ‘®“√≥“„™â ovarian ablation À√◊Õ∂â“ºŸâªÉ«¬‡§¬„™â Ovarian

ablation ‡ªìπμ—«·√°°Áæ‘®“√≥“ „Àâ Tamoxifen ‡ªìπμ—«∑’Ë Õß (28,29)

5.1.3 ŒÕ√å‚¡πμ—«∑’Ë “¡∑’Ë§«√„™â°√≥’∑’Ë‚√§≈ÿ°≈“¡¡“°¢÷ÈπÀ≈—ß®“°∑’Ë¡’°“√μÕ∫ πÕßμàÕ

ŒÕ√å‚¡πμ—«∑’Ë Õß√–¬–Àπ÷Ëß§◊Õ progestin ( megestrol acetate À√◊Õ medroxyprogesterone acetate ) À√◊Õ  selective

aromatase inhibitors (AI)

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  B

„π°√≥’∑’Ë¥◊ÈÕμàÕŒÕ√å‚¡πμ—«∑’Ë ÕßÀ≈—ß®“°μÕ∫ πÕß√–¬–Àπ÷Ëß  Õ“®æ‘®“√≥“„Àâ Progestin À√◊Õ Õ“®æ‘®“√≥“ „Àâ  AI

‰¥â„π√“¬∑’Ë∑” Oophorectomy ·≈â«(30)

5.2 ºŸâªÉ«¬«—¬À≈—ßÀ¡¥ª√–®”‡¥◊Õπ :  ‰¥â·°à 1. ºŸâªÉ«¬Õ“¬ÿ > 60ªï À√◊Õ 2. ºŸâªÉ«¬Õ“¬ÿ < 60ªï ·≈–ª√–®”

‡¥◊ÕπÀ¡¥‰ªμ“¡∏√√¡™“μ‘¡“°°«à“ 1 ªï ‚¥¬ºŸâªÉ«¬μâÕß‰¡à‰¥â√—∫‡§¡’∫”∫—¥ GnRH analogue À√◊Õ tamoxifen ·≈–√–¥—∫¢Õß

FSH ·≈– estradiol Õ¬Ÿà„π‡°≥±å«—¬À¡¥ª√–®”‡¥◊Õπ À√◊Õ 3. ‡§¬ºà“μ—¥√—ß‰¢àÕÕ°∑—Èß Õß¢â“ß

5.2.1 ŒÕ√å‚¡πμ—«·√°∑’Ë§«√„™â§◊Õ Tamoxifen À√◊Õ selective aromatase Inhibitor

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A
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Tamoxifen ‰¥â√—∫°“√¬Õ¡√—∫«à“ §«√„™â‡ªìπŒÕ√å‚¡πμ—«·√°„πºŸâªÉ«¬¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬ „πºŸâªÉ«¬

«—¬À¡¥ª√–®”‡¥◊Õπ (31-33)  ÷́Ëß¡’°“√μÕ∫ πÕß 50% ·≈–¡’√–¬–‡«≈“¢Õß°“√μÕ∫ πÕß 12-15 ‡¥◊Õπ

¡’√“¬ß“π¢Õß Toremifene «à“¡’ª√– ‘∑∏‘¿“æ·≈–º≈¢â“ß‡§’¬ß‡∑à“°—∫ Tamoxifen (34)

¡’√“¬ß“π°“√»÷°…“¢Õß selective AI ( ‡™àπ anastrozole, letrozole À√◊Õ exemestane ) ‡ª√’¬∫‡∑’¬∫°—∫  Tamoxifen

‚¥¬„™â‡ªìπŒÕ√å‚¡πμ—«·√°„π°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬ æ∫«à“  selective AI ¡’ª√– ‘∑∏‘¿“æ ‡∑à“°—∫À√◊Õ¥’°«à“

Tamoxifen ‡™àπ„π·ßà response rate, time to progression ·μà‰¡à¡’§«“¡·μ°μà“ß°—π„π·ßà¢Õß overall survival (35-37)

Õ¬à“ß‰√°Áμ“¡·π–π”„Àâ„™â Tamoxifen ‡ªìπŒÕ√å‚¡πμ—«·√° ·≈–Õ“®æ‘®“√≥“„™â selective AI „π°√≥’∑’ËºŸâªÉ«¬

¡’¢âÕÀâ“¡„π°“√„™â Tamoxifen ‡™àπ ¡’ªí≠À“ thromboembolism (deep vein thrombosis)

5.2.2 ŒÕ√å‚¡πμ—«∑’Ë Õß∑’Ë§«√„™â °√≥’∑’Ë‚√§≈ÿ°≈“¡¡“°¢÷ÈπÀ≈—ß®“°∑’Ë¡’°“√μÕ∫ πÕßμàÕ

ŒÕ√å‚¡πμ—«·√° (tamoxifen) √–¬–Àπ÷Ëß  §◊Õ  selective aromatase Inhibitor (‡™àπ anastrozole, letrozole À√◊Õ exemestane)

À√◊Õ progestin (megestrol acetate À√◊Õ medroxyprogesterone acetate)

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

„πÕ¥’μ·π–π”„Àâ„™â Progestin „π°√≥’∑’Ë¥◊ÈÕμàÕ tamoxifen ·≈â« ·μà¡’°“√»÷°…“‡ª√’¬∫‡∑’¬∫√–À«à“ß selective

aromatase Inhibitor (‡™àπ anastrozole, letrozole À√◊Õ exemestane) °—∫ Progestin „πºŸâªÉ«¬∑’Ë‚√§≈ÿ°≈“¡À≈—ß„Àâ tamoxifen

æ∫«à“ selective AI ¡’ª√– ‘∑∏‘¿“æ„π·ßà°“√μÕ∫ πÕßÀ√◊Õº≈μàÕ™à«ß™’«‘μ¥’°«à“À√◊Õ‡∑à“°—∫ Progestin ·μà¡’º≈¢â“ß‡§’¬ß

πâÕ¬°«à“‚¥¬‡©æ“–‡√◊ËÕßπÈ”Àπ—°μ—«∑’Ë‡æ‘Ë¡¢÷Èπ (38-40)

„πªí®®ÿ∫—π·π–π”„Àâ„™â selective Al ‡ªìπŒÕ√å‚¡πμ—«∑’Ë ÕßÀ≈—ß®“°∑’Ë‚√§≈ÿ°≈“¡À≈—ß‰¥â tamoxifen ·μàÕ“®æ‘®“√≥“

„™â progestin ‰¥â„π°√≥’∑’ËºŸâªÉ«¬ºÕ¡À√◊Õ¡’Õ“°“√‡∫◊ËÕÕ“À“√√à«¡¥â«¬‡æ√“– progestin ∑”„ÀâºŸâªÉ«¬Õ¬“°Õ“À“√·≈–πÈ”Àπ—°

‡æ‘Ë¡¢÷Èπ

„π°√≥’∑’Ë„™â selective AI ‡ªìπŒÕ√å‚¡πμ—«·√° Õ“®æ‘®“√≥“„™â tamoxifen ‡ªìπŒÕ√å‚¡πμ—«∑’Ë Õß

5.2.3 ŒÕ√å‚¡πμ—«∑’Ë “¡∑’Ë§«√„™â°√≥’∑’Ë‚√§≈ÿ°≈“¡¡“°¢÷ÈπÀ≈—ß®“°∑’Ë¡’°“√μÕ∫ πÕßμàÕ

ŒÕ√å‚¡πμ—«∑’Ë Õß√–¬–Àπ÷Ëß§◊Õ progestin ( megestrol acetate À√◊Õ medroxyprogesterone acetate)  À√◊Õ selective

aromatase Inhibitor ( ‡™àπ anastrozole, letrozole À√◊Õ exemestane )

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  B

¡’√“¬ß“π°“√„™â AI „πºŸâªÉ«¬∑’Ë‚√§≈ÿ°≈“¡À≈—ß„Àâ tamoxifen ·≈– progestin ·≈â«æ∫«à“¡’°“√μÕ∫ πÕß (41)

„π°√≥’∑’Ë‡§¬‰¥â AI ‡ªìπŒÕ√å‚¡πμ—«∑’Ë Õß·≈â«‚√§≈ÿ°≈“¡ ·π–π”„Àâ„™â progestin ‡ªìπμ—«μàÕ‰ª

6 ¢π“¥¢ÕßŒÕ√å‚¡π·μà≈–™π‘¥∑’Ë·π–π”„Àâ„™â:

Antiestrogen:

Tamoxifen 20 mg/day per oral

Toremifene 60 mg/day per oral

LHRH agonist:

Leuprolide 3.75 mg subcutaneous q 4 weeks

Goserelin 3.6 mg subcutaneous at anterior abdominal wall q 4 wks
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Selective aromatase inhibitors:

Anastrozole 1 mg/day per oral

Letrozole 2.5 mg/day per oral

Exemestane 25 mg/day per oral

Progestin:

Megestrol acetate 160 mg/day per oral

Medroxyprogesterone acetate 1000 mg/day per oral

II. °“√„™â¬“‡§¡’∫”∫—¥„π¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬
1. ¢âÕ∫àß™’È : 1.1 ºŸâªÉ«¬∑’Ë¡’º≈ ER ·≈– PR ‡ªìπº≈≈∫

1.2 ºŸâªÉ«¬∑’Ë‚√§≈ÿ°≈“¡À√◊Õ¥◊ÈÕμàÕŒÕ√å‚¡π

1.3 ºŸâªÉ«¬∑’Ë‚√§·æ√à°√–®“¬Õ¬à“ß√«¥‡√Á«·≈–Õ“®¡’Õ—πμ√“¬∂÷ß™’«‘μ ‡™àπ °√–®“¬‰ªμ—∫,ªÕ¥

(lymphangitic spread) À√◊Õ ¡Õß‡ªìπμâπ

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

¬—ß‰¡à¡’°“√»÷°…“·∫∫ ÿà¡‡ª√’¬∫‡∑’¬∫ °≈ÿà¡∑’Ë„Àâ‡§¡’∫”∫—¥°—∫°≈ÿà¡∑’Ë√—°…“μ“¡Õ“°“√ ·μà¡’°“√»÷°…“·∫∫

meta-analysis ·≈– population-based cohort ∑’Ë∫àß«à“‡§¡’∫”∫—¥™à«¬„Àâ™à«ß™’«‘μ‡æ‘Ë¡¢÷Èπª√–¡“≥ 6-9 ‡¥◊Õπ (42,43)

2. ‰¡à·π–π”„Àâ„™â¬“‡§¡’∫”∫—¥√à«¡°—∫ŒÕ√å‚¡πæ√âÕ¡°—π ·μà„Àâ„™âμàÕ®“°°—π

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

°“√„™â‡§¡’∫”∫—¥æ√âÕ¡°—∫ŒÕ√å‚¡π‰¡à‰¥â∑”„Àâ™à«ß™’«‘μ‡æ‘Ë¡¢÷Èπ‡¡◊ËÕ‡∑’¬∫°—∫‡§¡’∫”∫—¥‡æ’¬ßÕ¬à“ß‡¥’¬« (3,4,44-53)

3. ™π‘¥¢Õß‡§¡’∫”∫—¥:

3.1 °√≥’¢Õß¬“ Ÿμ√·√°: ·π–π”„Àâ„™â classical CMF À√◊Õ Anthracycline-containing regimen

‡™àπ FAC, AC, EC, À√◊Õ FEC ‡ªìπμâπ   ¥—ßπ’È:

3.1.1 °√≥’∑’ËºŸâªÉ«¬‰¡à‡§¬‰¥â√—∫°“√√—°…“‡ √‘¡À≈—ßºà“μ—¥¥â«¬¬“‡§¡’∫”∫—¥¡“°àÕπ: ·π–π”„Àâ„™â

classical CMF À√◊Õ Anthracycline-containing regimen ‡™àπ FAC, AC, EC, À√◊Õ FEC ‡ªìπμâπ

3.1.2 °√≥’∑’ËºŸâªÉ«¬‡§¬‰¥â√—∫°“√√—°…“‡ √‘¡À≈—ßºà“μ—¥¥â«¬¬“‡§¡’∫”∫—¥¡“°àÕππ“π‡°‘π 2 ªï

·π–π”„Àâ„™â¬“‡§¡’∫”∫—¥™ÿ¥‡¥‘¡‰¥â‚¥¬‡©æ“– classical CMF  „π°√≥’¢Õß Anthracycline-containing regimen ·π–π”

„Àâ„™â¬“‡§¡’∫”∫—¥™ÿ¥„À¡à·∑π

3.1.3 °√≥’∑’ËºŸâªÉ«¬‡§¬‰¥â√—∫°“√√—°…“‡ √‘¡À≈—ßºà“μ—¥¥â«¬¬“‡§¡’∫”∫—¥¡“°àÕππ“ππâÕ¬°«à“

2 ªï  ·π–π”„Àâ„™â¬“‡§¡’∫”∫—¥™ÿ¥„À¡à·∑π

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

¡’°“√»÷°…“·∫∫ meta-analysis æ∫«à“°“√„™â¬“‡§¡’∫”∫—¥À≈“¬μ—«æ√âÕ¡°—π®–‰¥âª√– ‘∑∏‘¿“æ¥’°«à“°“√„™â¬“

‡§¡’∫”∫—¥‡æ’¬ßμ—«‡¥’¬«‚¥¬¡’ relative hazard ratio (HR) ¢Õß™à«ß™’«‘μ‡ªìπ 0.70 (95% confidence intervals (CIs) 0.59-

0.84)(4)  „π°√≥’¢Õß CMF°“√„™â classical CMF („™â  cyclophosphamide ·∫∫°‘π)  ‡¡◊ËÕ‡∑’¬∫°—∫°“√„™â  modified CMF

(intravenous 3-week CMF) æ∫«à“°“√„™â classical CMF ¡’°“√μÕ∫ πÕß∑’Ë¥’°«à“ (48% °—∫ 29%; p 0.003) ·≈–¡’
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™à«ß™’«‘μ∑’Ë¥’°«à“ (17 °—∫ 12 ‡¥◊Õπ; p 0.016) °“√„™â  modified CMF(55)

Anthracycline-containing regimen ¡’°“√μÕ∫ πÕß∑’Ë¥’°«à“·≈–¡’™à«ß™’«‘μ∑’Ë¥’°«à“ CMF ‡≈Á°πâÕ¬‚¥¬¡’

relative HR 0.89 (95% CIs 0.82-0.97)(4) ·μà¡’º≈¢â“ß‡§’¬ß¡“°°«à“ CMF ¥â«¬ Õ¬à“ß‰√°Áμ“¡¢âÕ¡Ÿ≈¢Õß°“√»÷°…“‰¥â

√«¡∑—Èß classical CMF ·≈– modified CMF

„πªí®®ÿ∫—π¡’¢âÕ¡Ÿ≈æ∫«à“°“√„™â  Taxanes (docetaxel À√◊Õ paclitaxel) √à«¡°—∫ Anthracycline (doxorubicin

À√◊Õ epirubicin) ¡’°“√μÕ∫ πÕß∑’Ë¥’°«à“°“√„™â Anthracycline √à«¡°—∫ cyclophosphamide ·μà¬—ß‰¡à¡’¢âÕ¡Ÿ≈™—¥‡®π«à“ ∑”„Àâ

™à«ß™’«‘μ¬◊π¬“«¢÷Èπ (56-62) ®÷ß¬—ß‰¡à·π–π”„Àâ„™â‡ªìπ¬“™ÿ¥·√°„π¢≥–π’È

3.2 °√≥’¢Õß¬“ Ÿμ√∑’Ë Õß‡¡◊ËÕ‚√§≈ÿ°≈“¡À≈—ß„Àâ¬“™ÿ¥·√°:

3.2.1 °√≥’∑’Ë‡§¬‰¥â Anthracycline-containing regimen ‡ªìπ¬“ Ÿμ√·√° ·π–π”„Àâ„™â  Taxanes

(docetaxel À√◊Õ paclitaxel) (√–¥—∫§”·π–π”: √–¥—∫ 1, §ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ A) À√◊Õ ¬“μ—«Õ◊Ëπ ‡™àπ Vinorelbine,

capecitabine, gemcitabine À√◊Õ CMF ‡ªìπμâπ (√–¥—∫§”·π–π”: √–¥—∫ 1, §ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫ B) ‡ªìπ¬“ Ÿμ√∑’Ë Õß

3.2.2 °√≥’∑’Ë„™â CMF ‡ªìπ¬“ Ÿμ√·√° ·π–π”„Àâ„™â Anthracycline-containing regimen

‡ªìπ¬“ Ÿμ√∑’Ë Õß ·≈â«§àÕ¬æ‘®“√≥“„™â ¬“μ—«Õ◊Ëπ ¥—ß∑’Ë°≈à“«‰«â„π 3.2.1 μàÕ‰ª

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  B

‰¡à¡’¢âÕ¡Ÿ≈‡ª√’¬∫‡∑’¬∫√–À«à“ß°≈ÿà¡∑’Ë„Àâ¬“‡§¡’∫”∫—¥°—∫°≈ÿà¡∑’Ë√—°…“μ“¡Õ“°“√ ·μà¡’¢âÕ¡Ÿ≈‡ª√’¬∫‡∑’¬∫√–À«à“ß

¬“„À¡à„π°≈ÿà¡ Taxane ·≈– Vinorelbine ‡∑’¬∫°—∫¬“‡°à“∑’Ë‡§¬„™â„πÕ¥’μæ∫«à“ “¡“√∂∑”„Àâ¡’™’«‘μ¬◊π¬“«¢÷Èπ (50,63-66)

¡’√“¬ß“π‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„™â docetaxel √à«¡°—∫ capecitabine °—∫ docetaxel ‡æ’¬ßμ—«‡¥’¬« „πºŸâªÉ«¬∑’Ë‡§¬‰¥â√—∫

anthracycline ¡“°àÕπ  æ∫«à“°“√„™â docetaxel √à«¡°—∫ capecitabine ∑”„Àâ¡’™à«ß™’«‘μ‡æ‘Ë¡¡“°¢÷Èπ (14.5 ‡¥◊Õπ °—∫ 11.5

‡¥◊Õπ; p=0.0126) ‡¡◊ËÕ‡∑’¬∫°—∫ docetaxel ‡æ’¬ßμ—«‡¥’¬«(54) ¡’√“¬ß“π‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„™â paclitaxel √à«¡°—∫

gemcitabine °—∫ pacllitaxel ‡æ’¬ßμ—«‡¥’¬« „πºŸâªÉ«¬∑’Ë‡§¬‰¥â√—∫ anthracycline ¡“°àÕπ æ∫«à“°“√„™â paclitaxel √à«¡°—∫

gemcitabine ∑”„Àâ¡’ progression-free survival ·≈– overall survival ‡æ‘Ë¡¡“°¢÷Èπ ‡¡◊ËÕ‡∑’¬∫°—∫ paclitaxel ‡æ’¬ßμ—«‡¥’¬«(79,82)

¡’√“¬ß“π°“√„™â capecitabine, gemcitabine ·≈– Vinorelbine „πºŸâªÉ«¬∑’Ë‡§¬‰¥â anthracycline ¡“°àÕπ ·≈â«æ∫«à“¡’°“√

μÕ∫ πÕß(80)

3.3 °√≥’¢Õß¬“ Ÿμ√∑’Ë “¡‡¡◊ËÕ‚√§≈ÿ°≈“¡À≈—ß„Àâ¬“ Ÿμ√∑’Ë Õß : ·π–π”„Àâ„™â Capecitabine

À√◊Õ Vinorelbine À√◊Õ Gemcitabine „π°√≥’∑’Ë‡§¬‰¥â Taxane ‡ªìπ¬“ Ÿμ√∑’Ë Õß À√◊Õæ‘®“√≥“‡¢â“‚§√ß°“√»÷°…“

(clinical trial) À√◊Õ√—°…“μ“¡Õ“°“√·≈â«·μà°√≥’

√–¥—∫§”·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  B

¡’°“√»÷°…“·∫∫ Phase II ¢Õß Capecitabine „πºŸâªÉ«¬∑’Ë¥◊ÈÕμàÕ Anthracycline ·≈– Taxane æ∫«à“¡’°“√μÕ∫

 πÕß 20%(67)  πÕ°®“°π’È¡’°“√»÷°…“·∫∫ Phase II ¢Õß Vinorelbine ·≈– Gemcitabine „πºŸâªÉ«¬∑’Ë¥◊ÈÕμàÕ Taxane

·≈â«æ∫«à“¡’°“√μÕ∫ πÕß‡™àπ°—π(68,69)
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4 √–¬–‡«≈“¢Õß°“√„Àâ¬“‡§¡’∫”∫—¥: „π°√≥’∑’Ë¡’°“√μÕ∫ πÕßμàÕ¬“‡§¡’∫”∫—¥ Õ“®æ‘®“√≥“„Àâ¬“‡§¡’

∫”∫—¥‰ª√–¬–Àπ÷Ëß ( 6-8 ™ÿ¥ ) ·≈â«À¬ÿ¥ À√◊Õ„Àâ‰ª‡√◊ËÕ¬Ê ®π°«à“‚√§®–≈ÿ°≈“¡μàÕ‰ª

¢âÕ·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

¡’°“√»÷°…“‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„Àâ‡§¡’∫”∫—¥·∫∫ intermittent °—∫ continuous æ∫«à“º≈°“√»÷°…“

¬—ß‰¡à “¡“√∂¬◊π¬—π‰¥â™—¥‡®π«à“«‘∏’‰Àπ¥’°«à“°—π‡æ√“–¡’∑—Èß¢âÕ¡Ÿ≈∑’Ë«à“ °“√„Àâ·∫∫ continuous ‰¡à‰¥â∑”„Àâ ™à«ß™’«‘μ¬◊π¬“«

¢÷Èπ ‡¡◊ËÕ‡∑’¬∫°—∫ intermittent(70-74) ·μàÕ“®¡’ progression-free survival ‡æ‘Ë¡¡“°¢÷Èπ(70,72,73) ∫“ß√“¬ß“πæ∫«à“°“√„Àâ·∫∫

continuous ¡’∑—Èß progression-free survival ·≈– overall survival ‡æ‘Ë¡¢÷Èπ ‡¡◊ËÕ‡∑’¬∫°—∫·∫∫ intermittent(75,76) Õ¬à“ß‰√

°Áμ“¡°“√„Àâ·∫∫ continuous ¡’º≈¢â“ß‡§’¬ß¡“°«à“·∫∫intermittent

5. ∫∑∫“∑¢Õß high-dose chemotherapy ·≈– bone marrow transplantation À√◊Õ stem cell support :

‰¡à·π–π”„Àâ„™â«‘∏’°“√√—°…“¥—ß°≈à“«„π¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬„π¢≥–π’È

¢âÕ·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

¡’¢âÕ¡Ÿ≈„πªí®®ÿ∫—πæ∫«à“°“√„™â high-dose chemotherapy ‰¡à∑”„Àâ™’«‘μ¬◊π¬“«¢÷Èπ ·μà¡’º≈¢â“ß‡§’¬ß‡æ‘Ë¡¢÷Èπ(77,78)

6. ¢π“¥·≈– Ÿμ√¢Õß‡§¡’∫”∫—¥∑’Ë·π–π”„Àâ„™â:

. CMF regimen: cyclophosphamide 100 mg/m2/day po d1-14

(q 4 weeks) Methotrexate 40 mg/m2 IV  d1,8

5-FU 600 mg/m2 IV  d1,8

. FAC regimen: 5-FU 500 mg/m2 IV

(q 3 weeks) Doxorubicin 50 mg/m2  IV

. AC regimen: Doxorubicin 60 mg/m2  IV

(q 3 weeks) Cyclophosphamdie 600 mg/m2  IV

. FEC regimen: 5-FU 500 mg/m2 IV

(q 3 weeks) Epirubicin 50-90 mg/m2  IV

Cyclophosphamdie 500 mg/m2  IV

. EC regimen: Epirubicin 60-90 mg/m2  IV

(q 3 weeks) Cyclophosphamdie 600 mg/m2  IV

Paclitaxel 175 mg/m2  IV over 3 hours q 3 weeks

Docetaxel 70-100 mg/m2  IV over 1 hour q 3 weeks

Gemcitabine 800-1250 mg/m2 IV over 30 minutes d1,8,15 q 4 weeks

Vinorelbine 25-30  mg/m2 IV over 6-10 minutes d1,8 q 3 weeks

Capecitabine 1250 mg/m2  PO bid pc  d1-14 q 3 weeks
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III. °“√„™â Trastuzumab „π¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬: ·π–π”„Àâ„™â „π°√≥’∑’Ë °“√¬âÕ¡

HER-2 ‚¥¬«‘∏’ immunohistochemical stain (IHC) ‡ªìπ 3+ À√◊Õ 2+√à«¡°—∫ Fluorescence in situ hybridization (FISH)

‡ªìπº≈∫«° ‡∑à“π—Èπ ·≈–Õ“®æ‘®“√≥“„™â√à«¡°—∫ Taxane ‡ªìπ¬“ Ÿμ√·√°„π°√≥’∑’Ë‡§¬‰¥â anthracycline ¡“°àÕπ

¢âÕ·π–π”: √–¥—∫  1

§ÿ≥¿“æ¢ÕßÀ≈—°∞“π: √–¥—∫  A

°“√„™â Trastuzumab §«√Õ¬Ÿà„π¥ÿ≈¬æ‘π‘®¢Õß·æ∑¬åºŸâ‡™’Ë¬«™“≠∑“ß‡§¡’∫”∫—¥‡ªìπÀ≈—° ·≈–æ‘®“√≥“„™â

„πºŸâªÉ«¬‡ªìπ√“¬Ê‰ª

¡’√“¬ß“π°“√„™â Trastuzumab „π°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬ „πºŸâªÉ«¬∑’Ë¡’ HER-2 ‡ªìπº≈∫«°

∑—Èß„πºŸâªÉ«¬∑’Ë‰¡à‡§¬‰¥â·≈–‡§¬‰¥â‡§¡’∫”∫—¥¡“°àÕπ æ∫«à“¡’°“√μÕ∫ πÕß 26% ·≈– 15% μ“¡≈”¥—∫ ¡’√“¬ß“π°“√„™â

Trastuzumab √à«¡°—∫‡§¡’∫”∫—¥ ‡ª√’¬∫‡∑’¬∫°—∫°“√„™â‡§¡’∫”∫—¥‡æ’¬ßÕ¬à“ß‡¥’¬« æ∫«à“°“√„™â Trastuzumab √à«¡°—∫‡§¡’

∫”∫—¥¡’°“√Õ¬Ÿà√Õ¥‚¥¬‡©≈’Ë¬∑’Ë¥’°«à“°“√„™â‡§¡’∫”∫—¥‡æ’¬ßÕ¬à“ß‡¥’¬«Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘μ‘ Trastuzumab ®–‰¥âº≈¥’

‡©æ“–„πºŸâªÉ«¬∑’Ë¡’ HER-2 ‚¥¬°“√¬âÕ¡«‘∏’ IHC ‡ªìπ 3+ À√◊Õ  2+√à«¡°—∫ FISH ‡ªìπº≈∫«°‡∑à“π—Èπ(81) ¡’√“¬ß“π°“√„™â

Trastuzumab √à«¡°—∫ taxane (paclitaxel or docetaxel) ‡ª√’¬∫‡∑’¬∫°—∫°“√„™â  taxane ‡æ’¬ßÕ¬à“ß‡¥’¬« æ∫«à“ Trastuzumab

√à«¡°—∫ taxane ¡’ª√– ‘∑∏‘¿“æ¥’°«à“°“√„™â taxane ‡æ’¬ßÕ¬à“ß‡¥’¬«∑—Èß„π·ßà response rate, progression-free survival ·≈–

overall survival(83,84)
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IV. ·π«∑“ß°“√√—°…“¡–‡√Áß‡μâ“π¡√–¬–·æ√à°√–®“¬ ( ¥Ÿ·ºπ¿Ÿ¡‘∑’Ë 1-3)
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