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CLL/SLL NCCN Guidelines 2022 ೧2 ݕ ֋ყ2022 ׋ ೧1 ݕ ֋ܿ࢑ᄧ֡ଭ˖

ภટ
• 	࢑ᄧமထਃ፧னߴ՝ૣدၭპȃ

CSLL-D 1/6
CLL/SLL ᇜღ፧ன ܿק቏ del(17p)/TP53 ဆ֎؜	 •
�	೧ே Ƚ65 ཹܿ५ጚডጚ೧ே <65 ཹঽ֎ಖმठ؃ጻܿ५ጚቪ೧ே <65 ཹঽ؜֎ႇಖმठ؃ጻܿ५ጚ
	◊ ࿓ೞȑᏮၓ 2A ୥༈ᅤထਃȃ؝Ȑዐڣؚ

CSLL-D 2/6
ღღঽॄᅝ፧னߗ CLL/SLL ܿק቏ del(17p)/TP53 ဆ֎؜	 •
�	೧ே Ƚ65 ཹܿ५ጚডጚ೧ே <65 ཹঽ֎ಖმठ؃ጻܿ५ጚቪ೧ே <65 ཹঽ؜֎ႇಖმठ؃ጻܿ५ጚ
	◊ ਖዐ؝࿓ೞ۰ඝྊထਃߴ՝࡙ၓ༈ᅤߴ՝ˈ؃ຑڼமᅃ໿ۧȐޭඝྊ BTKi ؜ೊ།ড቏੦৖ጽܿ५ጚȑȃ

CSLL-D 3/6
• 	֎቏ del(17p)/TP53 ဆܿק CLL/SLL ᇜღञߗღঽॄᅝ፧ன

	◊ ਖዐ؝࿓ೞ۰ඝྊထਃߴ՝࡙ၓ༈ᅤߴ՝ˈ؃ຑڼமᅃ໿ۧȐޭඝྊ BTKi ؜ೊ།ড቏੦৖ጽܿ५ጚȑȃ
CSLL-F 1/3

• 	໪ቂᄆࠍᏊᇷ፟ৎܿ࿅׳᎙ሃ໳ჵ
	◊  ட໳਋ (AESI)˖ Zanubrutinib monotherapy for patients with treatment؜ܿ᎙࣋׳ட໳਋ (AE)˄ྈ቏݃ৃ˅ञ࿅؜࿓ೞᏥ٢ਈܿ؝દᇵ჉ၭპ࢑ᄧமዐࢎ

naive chronic lymphocytic leukemia and 17p deletion. Haematologica 2020;106:2354-2363.

CLL/SLL NCCN Guidelines 2022 ೧3 ݕ ֋ყ2022 ׋ ೧2 ݕ ֋ܿ࢑ᄧ֡ଭ˖
MS-1

• ޭ࿃జዽ੅੣ᄵம࢑ᄧˈᇵ߫ሲིߴߟಅ࡙ܿקȃ
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ภટ
• 	ޭ ጶࢋፑೌ፩ܿထਃ፧னߴ՝ञඝྊૣدၭპ੣ᄵம࢑ᄧȃ

ాᄹிղႿ֠ռᅭ؂/ᄆிղႿ֠ிղ௙
CSLL-1

• 	ጪިˈনׁჵ಼
�	ᅃނமࢋ 1 ݕ࿢಼˖ޭိ፵ᅭည൥ञྈ቏෧൥੣ᄵᅭᇛ؂୲ᅪ৹ي...

CSLL-2

• 	৹يˈনׁჵ಼ˈᅃނம1 ݕ ࿢˖Ȑ؂໨ञ࿒ࢆ৹֡يଭك஢ࡣኽञ൛ኽܐᄆቪ
૰ۂঽܿிղੌȑ 

CSLL-3

• 	፧னፑጲ൹ࢳˈಖმܿি؂ყ࣋ጻᎫˈᅃނம๜჉೗๒˖
�	ிဃᄹܼऊ
˅ኟȽ10%ࢋ Ꮛን࿒፱ਂ෸˄኷ࣰบ 6߾	�

CSLL-4

CLL/SLL ܿקdel(17p)/TP53 ဆ ֎؜	 •

�	ਖ᎙ਰȐ๩५ጚ৕၄ᇡ௴࿓ೞ؜ೊ།෩৓ढ़໪ቂՇ૏࿓ೞডዐ؝࿓ೞˈᅍૣఈ 

BTK ဆࠍק႟ˈሓၓ BTK ဆק५ጚ؜྘૰೙ޭՇ૏࿓ೞডዐ؝࿓ೞ቏߫ሥȑ
ᅃނၓȐ৹ك BTK ञ PLCG2 ဆק૰೙ޭ BTK ᇷ፟ৎ፧னඓৱڵოি؂੣ዴ
ডႇ߫ሥܿ५ጚ቏ቂȑBTK ञ PLCG2 ဆקᎫྙׁເ؜໸࡙ק፧னܿፑጲȃ
˄CSLL-5 ᇓᏮ࿷ᆼ࡙ވ˅

CSLL-5

• 	֎ del(17p)/TP53 ဆܿק CLL/SLL

�	ᇜღ፧னˈᅃނம1 ݕ ࿢ܿ۫࿢˖؜ထਃफ़னˈሓၓ del(17p)/TP53 ဆקቪ݈३
੍ఋ቏࣋ȃ˄ᇓ໻ቂ቙ CSLL-D 3/6˅

• 	ຑڼਰ᎙˖৹࣮ੌكၓ del17p ᆷᄹႿ֠վ׋ࠍ਺݈ܿ५ጚሥࡘ኶۫৹كˈ
ሓၓ቏૰೙໸০ᆷᄹੌ࣮ȃ

• 	ຑڼਰ᎙˖ޭ቙ BTK ᇷ፟ৎ፧னࣰڋ፩ড፧னॄঠܾ३੍ܿ֎ࡉኰजᄲܿ५ጚ
˄Ƚ3 ࢋል٢˅ˈૣఈ੣ᄵልনሓ HCT ࿃జˈܦო቏༮દ؜؃೙װಖጝ፯፧ன٢߾
቏ᄌ (Jaglowski SM, et al.Br J Haematol 2012;159:82-87)ȃ

CSLL-A

•  CLL/SLL ኁॄᄪႩ
�	ᅃނமCpG-།঱፩ඓजᄲ˖˄٫ࣰᇜࢋႿ֠኷जᄲຢ቏ Ƚ3 ࢋႇ࣋૲௢ำ๾
࿒ል٢˅ȃ

CSLL-C 3/5

ܠ ம࿢಼˖ௐᇜ፯ૠ CD20ނጻˈ࿳ࣰዓৠ჉༧೗๒ᅃߙ૲௢ૠ࿒፧னܿंਈ؃ܠ	 •
૲௢ૠ࿒૰ቂ቙؜ೊ།५ጚ˄֡ଭڵოᆒ፱٫ಓ߫ሥᅍᇋ࿮ቂྈᅤૠ CD20 ܠ૲௢
ૠ࿒ܿ५ጚ˅ȃ

CSLL-C 4/5

• 	߫ ռ(SCIG)ܫ࿢۰Ȑ૑໭౞ኟ൝჉᎙ືಁሀฉ۫ 1 ݕ ,࿢ 2 ݕˈำࡥؠࠅᴿঽ׊ࡉ

ডIVIG 0.3-0.5 g/kg (SCIG) ড IVIG 0.3–0.5 g/kgȑᅃނ ၓȐ૑໭౞ኟ੻ష᎙ືಁ
ሀฉܫռ (IVIG) 0.3-0.5 g/kg ড࿓ܗ൝჉᎙ືಁሀฉܫռ (SCIG) ٛ൰ˈ౞፵ࢍቧ
໻ݲܬጶܿܬ஢ৎ஢ȃȑ

CSLL-C 5/5

• 	ሀಆਾ፯ˈᄧዓம5 ݕ ࿢ COVID-19 ሀಆਾ፯ܿਓሊȃ

CLL/SLL NCCN Guidelines 2022 ೧1 ݕ ֋ყ2021 ׋ ೧4 ݕ ֋ܿ࢑ᄧ֡ଭ˖
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CSLL-D 1/6
˖CLL/SLL ᇜღ፧ன ܿק቏ del(17p)/TP53 ဆ֎؜	 •
�	ਖᅃ໿ۧ۰Ȑ֎ಖმठ؃ጻܿ࿒๪५ጚ˄؜೙ೊ།᜖ᚱ୥ཕ႘˅ডጚ೧ே Ƚ65 
ཹܿ५ጚঽ֎ಖმठ؃ጻܿ਺೧෸५ጚ˄মẘ෼ڼఋ [CrCl] <70 mL/min˅ȑᅃ
 ఋڼၓȐ೧ே Ƚ65 ཹܿ५ጚডጚ೧ே <65 ཹঽ֎ಖმठ؃ጻܿ५ጚ˄মẘ෼ނ
[CrCl] <70 mL/min˅ȃȑᇓ໻ቂ቙ߗღञॄᅝ፧னȃ

�	೧ே Ƚ65 ཹܿ५ጚডጚ೧ே <65 ཹঽ֎ಖმठ؃ጻܿ५ጚ
	◊ ඝྊထਃߴ՝
	– ܗૠܿ࿓ܠৎ஢৤নූܿམ௝ (HDMP) ፩ˈᏮၓ஀ဢႝࡴ࿚ৠܸ־ద࿓ೞߋ
؃ঠܾ 2B ୥ထਃȃˈ՝ߴ
	– է׋ဢᎂܠૠቈ 2B ୥ထਃ࡙ၓ 2A ୥ထਃȃ

�	೧ே <65 ཹ෩ႇಖმठ؃ጻܿ५ጚ
	◊ ඝྊထਃߴ՝ 
	– ਖ HDMP + ஀ဢႝܠૠ۰ 2A ୥࢑࡙ၓ 3 ୥
	– ؃ঠܾ 3 ୥ထਃˈ՝ߴܗૠܿ࿓ܠ࿚ৠܸ HDMP ፩ˈᏮၓ஀ဢႝ־ద࿓ೞߋ
 – FR ˄܌࠱ଲ׸ + ஀ဢႝܠૠ˅۰ 2B ୥ထਃ࢑࡙ၓ 3 ୥ထਃ
	– ຑڼம PCR˄ൂཌྷྊݺȂ०஺ẞ՜Ȃ஀ဢႝܠૠ˅

• 	ຑࡴ˖ڼ၌५ጚ˄ᅭ MRD Ƚ10-2ড Ƚ10-4෩ <10-2֎߾ဆק IGHV˅ ᇜღफ़ᅪಁሀன
፧னڕ՜ၕޡఈହೄૣॄߟ

CSLL-D 2/6
 ღღঽॄᅝ፧னߗ CLL/SLL ܿק቏ del(17p)/TP53 ဆ֎؜	 •
�	೧ே Ƚ65 ཹܿ५ጚডጚ೧ே <65 ཹঽ֎ಖმठ؃ጻܿ५ጚ

 ◊ Duvelisib ۰༈ᅤߴ՝࡙ၓඝྊထਃߴ՝
 ◊ Idelalisib + ஀ဢႝܠૠ۰༈ᅤߴ՝࡙ၓඝྊထਃߴ՝
	◊ ඝྊထਃߴ՝

 – HDMP + ஀ဢႝܠૠ۰ 2A ୥ထਃ࢑࡙ၓ 2B ୥
 – Obinutuzumab ־࿚ৠܸ৤নූܿམ௝ (HDMP) ፩ˈᏮၓ஀ဢႝܠૠܿ࿓ܗ
؃ঠܾ 2B ୥ထਃˈ՝ߴ
	– ৎ஢౻়ܿ஀ဢႝܠૠ۰ 2B ୥ထਃ࢑࡙ၓ 3 ୥ထਃ
	– ຑڼமՇఙܠૠ ± ஀ဢႝܠૠ
	– ຑڼமৎ஢ਂ݈ܿ FCR 
	– ຑڼமৎ஢ਂ݈ܿ PCR
	– ᇧڼம܌׀ಧཌྷ࿬ + ஀ဢႝܠૠ + ᇡ௴࿓ೞ
	– ຑڼம܌׀ಧཌྷ࿬,஀ဢႝܠૠ + idelalisib

CLL/SLL NCCN Guidelines 2022 ೧1 ݕ ֋ყ2021 ׋ ೧4 ݕ ֋ܿ࢑ᄧ֡ଭ˖

CSLL-D 3/6
• 	֎቏ del(17p)/TP53 ဆܿק CLL/SLL ߗღঽॄᅝ፧ன˖
� Duvelisib ۰༈ᅤߴ՝࡙ၓඝྊထਃߴ՝
� Idelalisib + ஀ဢႝܠૠ۰༈ᅤߴ՝࡙ၓඝྊထਃߴ՝

CSLL-D 4/6

• 	ᅃނமਰ᎙ h˖ૠ CD20 ܠ૲௢ૠ࿒֡ଭ˖஀ဢႝܠૠȂէߟ಻ܠૠডէ
૰ถܾቂ቙஼ܦˈ኶༁༌ቂ቙ CLL ፧ன؜ૠܠ಻ߟૠȃཱིะէܠဢᎂ׋
ቂဉȃۏ

• 	ᄧዓਰ᎙ q˖ཱིะէߟ಻ܠૠ؜኶༁༌ቂ቙ CLL ፧னˈܦ૰ถܾቂ቙஼
ቂဉȃۏ

CSLL-F

• 	໪ቂᄆࠍᏊᇷ፟ৎܿ࿅༓᎙ሃ໳ჵዽ੅੣ᄵம߭ܐၐᅃނȃ

�	೧ே <65 ཹ෩቏ಖმठ؃ጻܿ५ጚ
 ◊ Duvelisib ۰༈ᅤߴ՝࡙ၓඝྊထਃߴ՝
 ◊ Idelalisib + ஀ဢႝܠૠ۰༈ᅤߴ՝࡙ၓඝྊထਃߴ՝
	◊ ඝྊထਃߴ՝

 – HDMP + ஀ဢႝܠૠ۰ 2A ୥ထਃ࢑࡙ၓ 2B ୥
 – Obinutuzumab ־࿚ৠܸ HDMP ፩ˈᏮၓ஀ဢႝܠૠܿ࿓ߴܗ՝ˈ	
؃ঠܾ 2B ୥ထਃ
	– Շఙܠૠ ± ஀ဢႝܠૠ˅۰ 2A ୥ထਃ࢑࡙ၓ 3 ୥ထਃ
	– ᇡ௴࿓ೞ۰ 2B ୥ထਃ࢑࡙ၓ 3 ୥ထਃ + ׸ଲ܌ಧཌྷ࿬Ȃ஀܌׀
 – FC + էߟ಻ႝܠૠ۰ 2A ୥ထਃ࢑࡙ၓ 3 ୥ထਃ
	– ᇧڼம PCR

	– ຑڼம܌׀ಧཌྷ࿬,஀ဢႝܠૠ + idelalisib

• 	ຑߗ˖ڼღफ़ᅪಁሀ፧னॄܿၕڕ፧ன ˄ߗღ፧னॄဵภডࠍؠ३੍˅ˈ  

ହೄޡ՜ञէߟ಻ܠૠ˄2B ୥˅ȃ
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CSLL-1

a ׁ ፑೌູ؜ঽጪިၓ B Ⴟ֠ቖிղႿ֠ռᅭ؂ (B-PLL) ܿ؂ஂȃ
b ݟᄲܿಁሀװᄲ˖CD5+ȂCD23+ȂCD43+/-ȂCD10-ȂCD19+ȂCD20 
๪ᆷᄹȂsIg ๪ᆷᄹ+ ञႿ֠፵ඓܫռ D1-ȃ᎙˖ರᄎ؂ஂ૰೙໸ sIg ූ
ᆷᄹড CD23- ড๪ᆷᄹˈߑರᄎ MCL ૰೙ၓ CD23+˗ྈ቏ޕ؂ஂሥૣ
ఈႿ֠፵ඓܫռ D1 ܿಁሀᏠफ़৹كড t(11;14) ܿ FISH ৹كˈ࿅׳໸ಁ
ሀװᄲݟ؜ᄲ˄ু CD23 ๪ᆷᄹডሖᄹȂCD20 ූᆷᄹȂsIg ූᆷᄹ˅ܿ
؂ஂȃ

ጪިa

নׁჵ಼˖
• 	๜࣮ᇡદிղੌডጚཷࢺঝ৹੣ᄵጪިˈሥޭိ፵ᅭည൥ञྈ቏෧൥੣ᄵᅭᇛ؂୲ᅪ৹ي˄ፚຬ 1 ࢋၓࣽ
፰௙Ꮰፈܿ໠଴ଐ˅ȃ 

• 	ᅭႿ֠௚໮Ⴟ֠༦Ꮪᇵฬጪ CLL/SLL˄ᇜֈכ؜ᄵঝ৹˅
�CLL ܿጪިᇋชိ፵ᅭ፩ܠ૲௢ᄹ B ிղႿ֠ Ƚ5 x 109/L
�ሥ໪ቂ௚໮Ⴟ֠༦ฬไ B Ⴟ֠ܿ૲௢ᄹ
�໪ቂႿ֠װಅ׭ፗ႘ˈ࿳ࣰ௚໮Ⴟ֠༦੣ᄵಁࠍڣሀࠍᄲᇵಖฬጪި˖bȂc Ѐ/ЁȂCD19ȂCD20Ȃ	

CD5ȂCD23ȂCD10˗๜࣮تቂ௚໮Ⴟ֠༦ಖฬጪިˈ२ሥ֡ଭႿ֠፵ඓܫռ D1 Ⴟ֠୰ᄩည൥ডሪࣕ
ኊၤኰਦ৉༦ (FISH) ৹ك t(11;14)˗t(11q;v)ȃCD200 ᆷᄹ૰ቂ቙ฏࠍ CLL ञ࿄Ⴟ֠ிղ௙ (MCL)ˈ
ॄጚ࿳٢ၓ CD200-ȃ
�SLL ܿጪިᇋช܃኷ிղੌק؂ञ/ড൛፰ܐˈ෩ိ፵ᅭ፩ܠ૲௢ B ிղႿ֠ ȼ5 x 109/L
�ሥ໪ቂிղੌঝ৹ܿᏠፈ؂୲ᅪ৹يฬไ SLL ܿጪި

• 	๜࣮௚໮Ⴟ֠༦؜೙ጪިˈዏ኷ਾ჉ହ੣ᄵிղੌঝ৹ȃ๜࣮ঐጪإல؜೙ฬไˈዏᄵۆཷࢺ۩ৠঝ৹ȃ
ிղੌ೎ᇵܬˈ໸኷ರᄎ฀ଝ჉ܦ໭ጪިܿᇡદȃڴᇬᏮၓிղ௙؜ডૼᄣጦঝ৹ (FNA) ۩ۆႿጦޙܠ
෧ڼড෧ถঝ৹໢ˈ஍ठૼᄣጦञ FNA ঝ৹؃ੌठ໻࠽ܬ᎓ਅ׳ጪިߟߴ˄ুಁሀᏠफ़ [IHC]Ȃ௚໮Ⴟ֠
༦˅ᇓ૰೙Ꮪࢮฬጪȃ
�࿳ࣰ IHC ੣ᄵಁܿࠍڣሀࠍᄲᇵฬጪ˖b CD3ȂCD5ȂCD10ȂCD20ȂCD23ȂႿ֠፵ඓܫռ D1ȃLEF1 
CLL ञ࿄Ⴟ֠ிղ௙ (MCL)ˈॄጚ࿳٢ၓ LEF1-ȃ ࠍ૰ቂ቙ฏ܌װ

૲௢ B ிղႿ֠৓༮ુޭፎcܠ	 •

቏᎓቙ฬށኁॄञ/ড፧னિܿـ৹ي˖d

•  FISH ৹يˈᇵ৹12+˖ك˗del(11q)˗del(13q)˗del(17p)
•  TP53 كᅗ
•  CpG །঱፩ඓࡉኰजᄲ
ᎫྙeקIGHV ဆ˖ك႟ˈᇵ৹ࠍᏊᅪࠍ	 •

CLL/SLL

޹૲௢ B ிղႿ֠ዓܠ
ጻ (MBL)
૲௢ B ிղႿ֠৓ܠ •
༮ુޭፎ <5 x 109/L

• ྈ቏ிղੌૂ  
<1.5 cm 

• ႇ൯ᅭ
• ႇᅭᄆ֊ਂຬ
• ႇኽධ፰ܐ
• ႇภເጻᎫ

ٍ࣎

ขدਈ৹ي 
(CSLL-2)

c ኷ႇிղੌ፰ܐডฦߝிղႿ֠ዓፌᄹি؂ܿ஼ۏጽદܿ฀ଝ჉ˈܠ૲௢ B ிղႿ֠ુޭ
ፎ <5000/mm3 ෩ڕᅝ 3 ࢋኟᇵຢˈሥጪިၓܠ૲௢ᄹ B ிղႿ֠ዓ޹ጻ (MBL)ȃ߫ሥᄹ
ிղੌ፩૰೙ਈܸყ࿷װᄲܿႿ֠˗ሓۨˈፔ቏ਈܸிղੌੌࢬᄂ໘໢ئ೙Ꮽڵ SLL  
ܿጪިȃ

d ขدਈ CLL/SLL (CSLL-A) ኁॄᄪႩȃ
e IGHV ဆקᎫྙቄ቙௚໮Ⴟ֠༦ȃ๜࣮؜૰ቂˈዏ૰࿳ࣰ௚໮Ⴟ֠༦Ȃ৤নफ़ডಁሀᏠफ़ฬ
ፗ႘ܿ׭ፗ႘ȃޭጝᄎ׭ܗᎫྙܿ࿓קᏮၓ IGHV ဆˈ܌װ CD38ȂCD49d ञ ZAP-70 ށ
൹ࢳ૰೙׋਺ବ೎ˈڼ஼ۏ༅ᆬ฀ଝိ؜ਓሊ੣ᄵȃ 
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CSLL-2

f ኷஼ۏ༅ᆬፇိˈCT ๻ಇ؜໸ጪިȂٍ࣎Ȃ፧ன߫ሥ٢ࣙ৭كড੣ዴྈכᅍܿჵ಼ȃ൹ࢳધଐק؂ጻᎫড኷૑໭ venetoclax ፧ன෇൹ࢳ TLS ࠞნ໢ˈᅍᄵ CT ๻ಇȃ
g ૰೙ޭಁሀ੔ܷᄹডি؂ყ࣋ᅭႿ֠ਂຬጻܿጪި቏ૣد২ፎȃ
h ᇋช੣ᄵᇳᄲࡣᆚޗ؂৹كˈሓၓ፧ன፩˄ஂ๜ಁሀனߟȂफ़ᅪಁሀனߟȂफ़னȂյჹன܃˅ߟ኷ޗ؂኶঱ঝܿࠞნȃขدਈ፧னञޗ؂኶঱ঝ (CSLL-C 1/4)ȃ 
ႇࠞნሓཧܿ५ጚށكᇳᄲࡣᆚװޗ؂ಅૠኊ (HBsAg) ঽजᄩૠ࿒ȃ቏ࠞნሓཧড৕၄቏ᇳᄲࡣᆚ؂໨ܿ५ጚሥৠك e ૠኊȃ๜࣮ډᆷᄹˈዏޗ؂ށكኵ஢؃Ꮐᅲᄂफ़
૭ᇞ໗ȃ

৹ي

নׁჵ಼˖
• 	؂໨ञ࿒ࢆ৹֡يଭك஢ࡣኽञ൛ኽܐᄆቪ૰ۂঽܿிղੌ
• 	࿒೙Ꭻྙ
•  B ጻᎫ
•  CBC ࠍ୥
• 	ᅭໍफ़ภჵ

ರᄎ฀ଝ჉቏᎓቙ጪިܿ৹ي˖
• 	ಁ ሀฉܫռށ஢
• 	၃ፈऽႿ֠৓༮Ȃੌठᎂܫռށكᇵঽፊਾૠฉܫռ (Coombs) ৹ك
• 	ᄽൃࢺ/ؠࡎ/ؠ CT ጪި፣஢ዓූˈ๜࣮቏஼ۏፑጲf 
• 	ϸ2-။ฉܫռ
• 	๞཰လ෹౗ (LDH)
• 	೯཰
ঝ৹g + ۩ۆཷࢺفܠ	 •

• 	๜࣮೟ቧ፧னˈᄵᇳᄲhञ׾ᄲࡣᆚ৹ك
• 	๜࣮ᅍᇋࣽᘗ०୥ᇊ႘ܿߴ՝ˈዏᄵ޹౤়ت (MUGA) ๻ಇ/٫໌ᄩވဇ
• 	๜೟ᄵภເᄹ፧னড߼ன (RT)ˈዏቼேඓࡓഉ੣ᄵๆໂ༅ᆬ
• 	࿃జໍቼၳ࿏ञੴᏊ܃ڿ
• 	๜࣮ॢᇪᏠፈᅪᎡफ़ˈዏᄵ PET/CT ๻ಇᇵፑܷிղੌঝ৹ȃขدਈ HT-1ȃ

SLL/ટქᄹ
˄௭ৠഐ I ඓ˅
˄ขدਈ CSLL-3˅

CLL˄Rai 0-IV ඓ˅ 
ডጚ 
SLL˄௭ৠഐ II–IV ඓ˅
˄ขدਈ CSLL-3˅
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಼௽
࿃జ

CSLL-3

i ขدਈ CLL/SLL ५ጚܿፀڕ፧ன (CSLL-C)ȃ
j ขدਈ Rai ञ Binet ࠍඓႼ࿾ (CSLL-B 1/2) ञ՗Շ؏ࠍඓႼ࿾ܿ௭ৠഐᅃނ֋ 

(CSLL-B 2/2)ȃ
k ৎ஢ၓ 1.5-2.0 Gy/۫ȃ቏࣋ඝྊჱႿᄪႩˈขدਈ B Ⴟ֠ிղ௙ NCCN 

Guidelinesˈື߼፧னኊዏȃ
l ிղႿ֠৓༮ુޭፎׁເ߾؃፧னፑጲˈሓၓռႿ֠ቘ፦኷ CLL ५ጚ፩٢ं߾ਈȃ 

m ᅭᄆ֊৓༮ >100,000/mm3 ࿳٢ቪ஼ࠞۏნႇ࣋ȃ
n ರᄎ܃኷෸ޡȂၱށᅭႿ֠ਂຬጻ˄ANC <1000/ЂLˈHgb <11 g/dLˈডᅭᄆ֊ 

<100,000/ЂL˅ܿ५ጚ૰৙ᅝٍཱུ࣎ߺȃ 
o IGHV ဆקᎫྙཱུ؜໢ৱ࡙קˈ๩૑໭፧ன෇ᇲ੶੣ᄵࣰࠍ႟ˈዏႇᅍ፱ࡉȃ

ოiװ

SLL/ટქᄹ
˄௭ৠഐj

I ඓ˅

CLL 
˄Rai 0-IV  
ඓj˅
ড 
SLL 
˄௭ৠഐ  
II-IV ඓj˅

ટؠฏቱ߼ன
(24-30 Gy)k 
˄๜቏ፑጲ˅

ٍ࣎

SLL 
˄௭ৠഐj 
II–IV ඓ˅

CLL
Rai ݈(0) ޡ 
ञ፩ޡ (I–II) 
ࠞნj

CLL 
Rai ࡴ၌ 
(III-IV) ඓj

CLL/SLL ᏠፈᅪᎡफ़ডᏠፈᅪ੣ዴ

፧னፑጲ൹ࢳ˖l

Ꮃ׭༅ᆬۏठ஼࠲ •
• ಖმܿি؂ყ࣋ጻᎫ˖
˅ޡஉ˄፱ߝ�
�ிဃᄹܼऊ
	Ꮛን࿒፱ਂ෸߾�
˄኷ࣰบ 6 ࢋኟȽ10%˅
฽ߙำᄹࡥ߾�

• ቏፮ದධ࣌ཿࣷࠞნ
• ੣ᄵᄹધଐᄲק؂	
˄൛୤჉ >6 cmˈ	
ிղੌ >10 cm˅

• ੣ᄵᄹ൯ᅭ
• ੣ᄵᄹᅭᄆ֊ਂຬm

• ୥ۙࢿ೎፧ᄹᏋເಁሀᄹᅭႿ֠
ਂຬጻ

੣ᄵᄹᅭႿ֠ਂຬጻn

ႇፑጲ

቏ፑጲ
• ૑໭፧ன෇ˈ൹ࢳ
�FISH ৹ك del(17p)
�TP53 ဆקᎫྙ
�CpG-།঱जᄲ

• IGHV ဆקᎫྙ˄๜৕၄
ૣఈफ़ᅪಁሀனߟ໢ၝ੣
ᄵ˅o

يᇋܿሯჸᅪ৹כ •

 del(17p)/TP53 ֎؜
ဆק	ܿ CLL/SLL 
˄ขدਈ CSLL-4˅

֎ del(17p)/TP53 ဆק
ܿ CLL/SLL˄ขدਈ 
CSLL-5˅

ขدਈ HT-1 
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CSLL-4

i ขدਈ CLL/SLL ५ጚܿፀڕ፧ன (CSLL-C)ȃ
l ிղႿ֠৓༮ુޭፎׁເ߾؃፧னፑጲˈሓၓռႿ֠ቘ፦኷ CLL ५ጚ፩٢ं߾ਈȃ 
p ਅ቙٢ࣙ፧ன؜૰፧ቹׁ؂ˈขૣఈ஼ۏ༅ᆬᏮၓᇜღ፧னȃ
q ElSawy M, et al. Br J Haematol 2015;170:574-583.
r ขدਈ CLL/SLL ܿனᄌށሆ (CSLL-E)ȃ
s ৹ك BTK ञ PLCG2ဆק૰೙ޭ BTK ᇷ፟ৎ፧னඓৱڵოি؂੣ዴডႇ߫ሥܿ५ጚ቏ቂȃBTK ञ PLCG2 ဆקᎫྙׁເ؜໸࡙ק፧னܿፑጲȃ

CLL/SLL ܿקDEL(17P)/TP53 ဆ ֎؜

ᇜღ፧னi

ਈন቙೧ேञ࢙د •
೙Ꭻྙܿਓሊߴ՝ 
(CSLL-D 1/6)
�೧ே Ƚ65 ཹܿ५ጚ
ডጚ೧ே <65 ཹঽ֎
ಖმठ؃ጻܿ५ጚq

�೧ே <65 ཹ෩ႇಖმ
ठ؃ጻܿ५ጚq

ღঽॄᅝ፧னiߗ

৙ᅝتቂ B Ⴟ֠།࿒ 
(BCR) ᄪख࿳௸ᇷ፟ৎ
፧னˈፊፚڵო੣ዴ 

ড 

ٍ࣎
๩ਾ།फ़ᅪಁሀனߟ
ডށࢿனڋյჹ፧னˈ
ፊፚڵო CSLL-3 ྈள
ܿ኶፧னፑጲ

• ፱ᄧ൹ࢳs

�FISH ৹ك 
del(17p)
�TP53 ဆקᎫྙ
�CpG-།঱जᄲ

• ๜࣮ CLL/SLL Ꮰፈ
ᅪᎡफ़ডᏠፈᅪ੣
ዴˈขدਈ HT-1

/del(17p) ֎؜ •
TP53 ဆܿק 
CLL/SLL
ਈন቙೧ேञد�
࢙೙Ꭻྙܿਓሊ
 ՝ߴ
(CSLL-D 2/6)

/del(17p) ֎؜
TP53 ဆܿק 
CLL/SLLi,l,p

஼ۏ༅ᆬ 
ড 
๜࣮ᄆࠍᏊᇷ፟ৎ
፧னႇᄌܿ CLL/
SLL ५ጚႇಖმ
ठ؃ጻˈዏૣఈል
নሓ HCTq

३੍r

ၝ३੍s

፧னனᄌ ඝྊ፧ன

֎ del(17p)/TP53 ဆܿק 
CLL/SLLˈขدਈCSLL-5
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CSLL-5

i ขدਈ CLL/SLL ५ጚܿፀڕ፧ன (CSLL-C)ȃ
l ிղႿ֠৓༮ુޭፎׁເ߾؃፧னፑጲˈሓၓռႿ֠ቘ፦኷ CLL ५ጚ፩٢ं߾ਈȃ 
q ElSawy M, et al. Br J Haematol 2015;170:574-583.
r ขدਈ CLL/SLL ܿனᄌށሆ (CSLL-E)ȃ
s ৹ك BTK ञ PLCG2ဆק૰೙ޭ BTK ᇷ፟ৎ፧னඓৱڵოি؂੣ዴডႇ߫ሥܿ५ጚ቏ቂȃBTK ञ PLCG2 ဆקᎫྙׁເ؜໸࡙ק፧னܿፑጲȃ
t CpG-།঱जᄲ቏᎓቙໧ࡴ׳၌५ጚˈቇඝ໻ቂ቙ Bruton ୗՖ཰঱౗ (BTK) ᇷ፟ৎ፧னȃ

֎ DEL(17P)/TP53 ဆܿק CLL/SLL

ᇜღ፧னi ፧னனᄌ ღঽॄᅝ፧னiߗ

֎ del(17p)/
TP53 ဆܿק 
CL/SLLi,l,t

• ஼ۏ༅ᆬ
 ထਃफ़னˈሓၓ؜�

del(17p)/TP53 ဆקቪ݈
३੍ఋ቏࣋ȃ

• ขدਈထਃ፧னߴ՝ 
(CSLL-D 3/6)

३੍r

ၝ३੍s

஼ۏ༅ᆬ
ড 
ૣఈልনሓ HCTˈ๜࣮ၓႇಖმ
ठ؃ጻq ܿᄆࠍᏊᇷ፟ৎ೎፧ᄹ 
CLL/SLL ५ጚ
ড
ขدਈߗღঽॄᅝ፧னߴ՝ 
(CSLL-D 3/6)

৙ᅝتቂ BCR ᄪख࿳
௸ᇷ፟ৎ፧னˈፊፚڵ
ო੣ዴ
ড
ٍ࣎ˈ๩ਾ།ށࢿனڋ
յჹ፧னˈፊፚڵო 
CSLL-3 ྈளܿ኶፧ன
ፑጲ

๜࣮ڵოᏠፈᅪᎡफ़ড CLL/SLL 
Ꮰፈᅪ੣ዴˈขدਈ HT-1ȃ

ඝྊ፧ன
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CSLL-A

a ׁ ඓञি؂੣ዴȃ܃࿎࢜ܿኁॄᄪႩ቏᎓቙५ጚਾ།፧னॄܿໍװ
b ࣋ ቙ฬށ੶ FISH ਅܸܿށል٢Ⴟ֠վܿ׋ࠍጸ໮ᆓઈጸ኷੣ᄵ˗๜ຢװྈ༧ˈል٢Ⴟ֠ <10% ཕॆ؜ન቏஼ۏሃሆȃ܃኷ del(11q) ञ/ড del(17p) ቪफ़னञफ़ᅪಁሀன
 ყ࣋ȃޥඓ (PFS) ਺܃ႇ੣ዴໍॄߟ

c IGHV ፱ഠູঽ VH3-21 নሓˈႇజ໸ࠨဆקˈኁॄૂ؜৞ȃTP53 ဆקᎫྙ२ၓ FISH ࿎࢜மܿိ߇ኁॄᄪႩȃ
d ࡉኰजᄲ (CK) ন቙།঱ CLL Ⴟ֠ܿ፩ඓजᄲࠍ႟ੌ࣮ȃ 

CLL/SLL ኁॄᄪႩa

৹ߟߴك ኁॄק஢ ࠞნ୥׳

 ৱඓႿ֠ᇦۈᅪ (FISH)b

del(17p) ኁॄ؜ட

del(11q) ኁॄ؜ட

+12 ፩၌

ጸ٢ ፩၌

del(13q)˄ႇඝྊႿ֠ᇦۈል٢˅ ኁॄடऔ

 DNA كᅗc

TP53
ᇑໍᄲ˖ኁॄடऔ 

ဆקᄲ˖ኁॄ؜ட

IGHV
>2% ဆק˖ኁॄடऔ 

ȼ2% ဆק˖ኁॄ؜ட

CpG-།঱፩ඓजᄲ

 ኰजᄲdࡉ

˄٫ࣰᇜࢋႿ֠኷जᄲຢ቏ Ƚ3 

˅ႇ࣋૲௢ำ๾࿒ል٢ࢋ

ኁॄ؜ட
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CLL ࠍඓႼ࿾

a ׁ ᆓઈᏥװߙڴ቙ BloodȃRai KR, Sawitsky A, Cronkite EP, et al.Clinical staging of chronic lymphocytic leukemia.Blood 1975;46:219-234.(c) The American Society of 
Hematology.

b ହኑ˖Binet JL, Auquier A, Dighiero G, et al.A new prognostic classification of chronic lymphocytic leukemia derived from a multivariate survival analysis.
Cancer 1981;48:198-206.

c ಁ ሀ੔ܷᄹᅭႿ֠ਂຬጻ؜Ꮾၓጝᄎࠍඓ׭Ꮃܿᇡદȃ

Rai Ⴜ࿾a Binet Ⴜ࿾b

ඓࠍ ಇ༧ ࡙டࠞნৃࠍ

0
ிղႿ֠ዓ޹ˈᅭᇛ፩	૲௢ᄹ B ிղႿ
֠ >5 x 109/L ෩ཷࢺிղႿ֠ >40%

݈၌

I 0 ඓ֎ிղੌ፰ܐ ፩၌

II 0-I ඓ֎൛ܐȂܐࡣডࡣ൛ܐ ፩၌

IIIc
0-II ඓ֎ᅭऽܫռ <11.0 g/dL ডऽႿ֠ᅼ
ব <33%

၌ࡴ

IVc 0-III ඓ֎ᅭᄆ֊ <100,000/mm3 ၌ࡴ

ඓࠍ ಇ༧

A
ᅭऽܫռ Ƚ10 g/dL ञᅭᄆ֊ Ƚ100,000/mm3

ᇵঽ፰ܐிղੌฏ <3 ࢋ

B
ᅭऽܫռ Ƚ10 g/dL ञᅭᄆ֊ Ƚ100,000/mm3 
ᇵঽ፰ܐிղੌฏ Ƚ3 ࢋ

Cc ᅭऽܫռ <10 g/dL ञ/ডᅭᄆ֊ <100,000/mm3 
ᇵঽႇజ፰ܐிղੌฏ༮஢޹ຬ

ᅝ
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CSLL-B 
1/2
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d ෮ञᄹிղ௙ܿিޡڋ؂࿳ࣰ PET/CT ฬ߾ˈށ෮ञᄹிղ௙ܿিޡڋ؂࿳ࣰ CT ฬށȃ
e A ୥ቪ B ୥ޭ׋ᇲ۰՗Շ؏ࠍඓႼ࿾ܿ௭ৠഐᅃނ፩ຑڼȃ
f II ඓધଐᄲՙટქᄹ२໸੣ዴি؂፧னˈ૰࿳ࣰᏠፈᅪञ޹፯ኁॄሓཧହฬށȃ
g ᎙˖ץ྿࿒Ȃ၍ༀ०Ȃ൛־༄ၓிղੌᏠፈȃ
h ಁ ሀ੔ܷᄹᅭႿ֠ਂຬጻ؜Ꮾၓጝᄎࠍඓ׭Ꮃܿᇡદȃ

੶ᅒ૰Ꭱኵȃ© 2014 American Society of Clinical Oncology.֦ௗྈ቏ฝ஀ȃCheson B, Fisher R, Barrington 
S, et al.Recommendations for Initial Evaluation, Staging and Response Assessment of Hodgkin and Non-
Hodgkin Lymphoma – the Lugano Classification.J Clin Oncol 2014;32:3059-3068.

ඓeࠍ །ୠg ੌိ (E) Ꭻྙ

ქ፟ᄹ

  I ඓ ୠঽᇜࢋডᇜᏠყ஽ிղੌ ႇிղੌ།ୠˈקᇜੌိ؂ܠ

  II ඓ ୠঽलࢉ࿷ܿف஠Ꮰড޹Ꮰிղੌ I ড II ඓੌ੅߭ၐˈქ፟ᄹஏᅝ
ੌိ།ୠ

  II ඓધଐᄲf ࿷ຢ༧ II ඓˈܦ቏Ȑધଐᄲȑק؂ ໻ቂ؜

းඓ

  III ඓh ிղੌ኷लࢉ஠ف ໻ቂ؜

ிղ੅኷लࢉຢߴˈ֎൛།ୠ

  IV ඓh ஏᅝᄹிղိ།ୠ߾ৠࡒ ໻ቂ؜

՗Շ؏ࠍඓႼ࿾ܿ௭ৠഐᅃނ֋d 
˄ጦޭኊੌߙ೗ிղ௙˅
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ૠࡥำኁ߷ᄹ፧ன
• 	ޭ ቙ਾ།᜖ᚱ୥ཕ႘ডࣽ܌׀ಧཌྷ࿬फ़ᅪಁሀனߟञ/ডՇఙܠૠ፧
னܿ५ጚˈထਃ኷፧னඓৱঽፇॄ˄๜࣮ೊ།˅໪ቂ
�ሥቂՇႝద၍ড୥ཕᇊ႘ኁ߷ᴊጩޗ؂
�໪ቂॶ՜৤ߊᛙ/৤ᆸᖝՖ᜜ᛩড݃ᄌᇊ႘ኁ߷ࠅᥘᏊࠅڥᆚ (PJP)

• 	ਓሊޭࡴ၌५ጚ੣ᄵᇳᄲࡣᆚޗ؂ (HBV) ञધႿ֠ޗ؂ (CMV) ኁ߷
ञ৭كȃขدኡ჉ၭ፧னञޗ؂኶঱ঝȃ

Ꮚᇷ፟ৎ፧னထਃܿૠૃኁ߷ȃࠍਈ CSLL-F ቂ቙ᄆد	 •

፧னञޗ؂኶঱ঝ
ᇳᄲࡣᆚޗ؂ (HBV)˖
• 	ྈ቏ਾ།ૠ CD20 ૠ࿒፧னܿ५ጚૂሥ੣ᄵᇳװࡣಅૠኊ (HBsAg) 
ञजᄩૠ࿒ (HBcAb) ৹كȃ
�੡኷቏ᇜჵ຋ي༅ᆬᆷᄹ໢ˈئቂ PCR ञװಅૠ࿒ށ஢৹كᇳࡣ
ኵ஢ȃޗ؂

• 	᎙˖ਾ།੻ష᎙ືಁሀฉܫռ (IVIG) ܿ५ጚ૰೙ቈ቙ IVIG ፧னڈߑ
ၓ HBcAb ᆷᄹȃ

• 	ਓሊྈ቏ HBsAg ᆷᄹ؃෩ਾ།፧னܿ५ጚتቂߐ࿓૏၍ኁ߷ᄹૠ؂
໸؜ߑPCR ᆷᄹ˅ˈዏૣఈ፧ன/࣏୲˄ᄹি؂ވ፧னȃ๜࣮቏ঝޗ
ኁ߷ᄹ፧னȃ๜࣮ HBcAb ډᆷᄹˈ༈ᅤኁ߷ᄹૠޗ؂፧ன˗ะߑˈ
๩࿷໢܃኷ࡴ༽൶ᇳװࡣಅૠ࿒ˈ૰੣ᄵᇳޗ؂ࡣኵ஢ஏᅝ৭كȃ 
�༈ᅤߐ࿓૏၍ (Huang YH, et al.J Clin Oncol 2013;31:2765-2772; 

Huang H, et al.JAMA 2014;312:2521-2530.)
 ኷ೊᇊࠞნȃ܃ሓၓˈށ໪ቂଲ౶ࠩಁן�
�֡ଭՇܽ࠸၍Ȃ࿓ށࠩ׋ञ࿓ഐ࠸၍኷೗ܿඝྊૠޗ؂ᇊ႘ᇲ־ጽ
ಖ໸቏ᄌܿ፧னˈ૰Ꮾၓ࿓ܗ፧னȃ

ᅝ

፧னञޗ؂኶঱ঝ˄ᅝ˅
�፧னඓৱሥ౞ኟ 1 ۫ޭᇳޗ؂ࡣኵ஢੣ᄵ PCR ৹كˈ፧னੌ༩ॄ౞ 

ኟ 1 ۫ȃࢋ 3
	◊ ๜ޗ؂ኵ஢ڕᅝ৹ڵ؜كˈ૰ૣఈ࡙ၓኁ߷ᄹ፧னȃ
	◊ ๜ޗ؂ኵ஢ၝ೙჉ਠড৕၄ၝ৹ܿڵ PCR ᎡၓᆷᄹˈขᏀᅲ؂ࡣ૭ᇞໍ
؃࿮ፒૠ CD20 ૠ࿒፧னȃ

�ૠ፰௙፧னੌ༩ॄˈᇳࡣኁ߷ᄹ፧னሥፚຬၕࢋ 12 ڕኟȃ
 ◊ HBV ้ન቏ঝᄹܿ५ጚˈ፧னܿڕᅝ໢ৱሥᏀᅲ؂ࡣ૭ᇞໍȃ

˖(HCV) ޗᆚ؂ࡣᄲ׾
 HCV ڕᏁலܿᄧጽદˈፀٍ࣎ۏᏊໍ႘ᅪᆓઈᇵঽ஼ࠍᄲ௚ᄵ؂ᅪᆓઈȂܐ	 •
ቪ B Ⴟ֠ NHL ቏࣋ȃᏥ੧ൕᎳܿጦޭনሓ 1 ᄲ HCV ాᄹᄔܕጚܿፊਾᏮቂ
ૠޗ؂ (DAA) ᇊ႘װოڵभڕܿࡴᅝޗ؂ሥ܍ఋȃ
B Ⴟ֠ NHL ৃࠍ݈�
	◊ ౟࣭؂ࡣᆓઈᄒঐװ໯ˈ֎ HCV নሓ 1 ᄲႇጻᎫ५ጚሥૣఈتቂࣽ 
DAA ஍ठ፧னˈሓၓࡘ፧ன૰ሞඩிղ௙ᄂဖȃ

৕၄ࡥำ˄ᅭ෼ᆷᄹ˅५ጚܿ CMV ኶঱ঝ˖
• 	஼ۏᇞໍכᅐம੍ˈਾ། PI3K ᇷ፟ৎডՇఙܠૠ፧னܿ५ጚ፩ધႿ֠ޗ؂ 

(CMV) ኶঱ঝܿࠞნभࡴȃ಼෇ޭ໻ܬ຋ܿيਓሊ܃኷ጴሊȃCMV ޗ؂ᅭጻ
ሥࡘ໪ቂށ஢ RT-PCR (qPCR) ߟߴፚຬ౞ 4 ፵৹كᇜ۫ȃᇜᄎᇞໍ኷ޗ؂ᅭ
ጻ܃኷໢ু჏ߙᄹ໪ቂ࢑ႝద၍˄ଁ࠵ড੻ష᎙ື˅ˈߑௐᇜᄎᇞໍ੡኷ޗ؂
ኵ஢ዓৠ໢ئጝ౓Ꮽȃכᇋ໢ˈขۈำ؂᎟য়ᄒ᎓ጪ፧ȃ

John Cunningham (JC) ޗ؂˖
• 	኷ਾ།፧னܿ५ጚ፩૰ਈ JC ޗ؂ყ࣋ܿ੣ᄵᄹ޹ዋᄹռ፣೑؂ȃ
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a ቏༮દፀށࢿڕৎ஢ܿଲ؝அ౗ޭڈ೧५ጚ٢߾቏ᄌȃ
ᅝ

፰௙๑੍Ꮢठጲ (TLS)
•  TLS ܿ໦ᆬ༃࿅ݞ˖
৥ࡴ�
 ೯཰ࡴ�
஺ࡴ�
�݈࡛
LDH ࡴ�

•  TLS ܿጻᎫ˖
໻؜ඤȂ೯ᇛছᎾȂ໹༾ञ/ড࣋੅؜۶ȂᄩఊޥᄩഖဍȂॅႥߊ�

•  TLS ࿅ݞ
�ૣఈޭન቏ᇵ჉ࠞნሓཧܿ५ጚ੣ᄵ TLS ኁ߷˖
	◊ 	ਾ། venetoclax˄ขدਈ CSLL-G˅Ȃफ़ᅪಁሀ፧னȂହೄޡ՜ञէ׋ဢ
ᎂܠૠ፧னܿ५ጚ
	◊ ᄆࠍᏊᇷ፟ৎ፧னॄܿি؂੣ዴ
	◊ ધଐᄲிղੌ 
	◊ Ꮛߙᄹ TLS
	◊ ռႿ֠ (WBC) ৓༮໐ࡴ
	◊ ᇲ੶܃኷೯཰໐ࡴ
	◊ ້ኽি؂ড፰௙້ኽᎡᇧ

•  TLS ܿ፧ன˖
�๜࣮೙኷फ़ன෇ኁඓܸ TLS ܿ૰೙؃૑໭፧னˈೄ౓ખ೙भऔܿ߷
፧ TLSȃ
�࣋ਉ፧ன֡ଭ˖
	◊ ᆒࢆ༕ᇛ
	◊ ፧னࡴ೯཰ᅭጻ 
	◊ ᆒ౻৭੍ݢك፣ˈবসઉጸ੍ݢ፣ၲఓ˄כᅍ˅ 

೯཰ᅭጻᇜღ፧னঽ኶፧னࡴ�
	◊ 	फ़ன෇ 2-3 ࿙૑໭ࢍቧ׳᜖ᚱۙডڕˈྦ྆؝߾ᅝ 10-14 ࿙ 
ড 
ଲ؝அ౗˄3-6 mg ৎ஢࿳٢቏ᄌȃa ଲ؝அ౗ࢍ٢ᇊᇜ۫ু
૰ȃ໸ࠨ኶۫ࢍᇊᅍᇋሓเߑል˅໻ቂ቙ન቏ᇵ჉ใटࠞნሓཧ
ܿ५ጚ˖
	ƒધଐᄲ५ጚඁ෧ᅍᇋ૑໭፧ன
 ƒ ૰೙໦ო؜༕ᇛ૰೙भବ೎ডࠍڣ 
	ƒাᄹ້༴੊ 

�TLS ๜ၝܾܸ፧னˈ૰੣ᇜߙ؞ዴڈাᄹ້࢙೙༴੊Ȃᄩఊ໘٢Ȃ
ᴵᴔȂম๗໘૿ᇵঽཏ၁ȃ
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ᏋເಁሀᄹᅭႿ֠ਂຬጻ
• 	Ꮛເಁሀᄹ๑ᅭᄹ൯ᅭ (AIHA)˖تቂ၃ፈऽႿ֠৓༮Ȃੌठᎂܫռञፊਾૠฉܫռ༅ᆬ (DAT) ੣ᄵጪި
׸ଲ܌࠱໪ቂಁןAIHA˖࿮ᇊˈ፧னˈॄᅝ ໍߙ፧ன໢׸ଲ܌࠱�

• 	ಁ ሀᄹᅭᄆ֊ਂຬᄹᏆᴳ (ITP)˖৹ཷࢺيᇵಖฬᅭᄆ֊ਂຬኊሓ
• 	ۜ ऽႿ֠኶ໍጊՒᄹ൯ᅭ (PRCA)˖ૣఈཷࢺ൹ࢳञ৹كႿᄆޗ؂ B19Ȃᴊጩޗ؂ञᇊ႘னᄌ
• 	፧ன˖൝፣୥ۙࢿȂ஀ဢႝܠૠȂIVIGȂ०ᥘཧ AȂ൛෧ڼˈՑฑ؉ജডట౶ཌྷ࿯ (ITP)

ᅭ፟൰ፀڕ
Ꮃ੣ᄵ༕᎙ȃ׭ܿ؝Ꮃড࢞׭ࢬદྈ኷঩ࢎ	 •
• 	ྈ቏ᅭ፟൰ૂሥ੣ᄵጐືˈᇵ߷ፒ༕ᅭყ࣋ᄹᇧፋ႘ૠ཭᎐؂ (GVHD)ȃ

Վጻ຋ي
• 	ᆒࢆᏨ༉׭Ꮃ຋يፑೌˈޭ๞რՎȂ࢟੺ՎȂੌ٥Վञ෇ளრՎ੣ᄵ຋يȃ 

फ๾ཧ௙൝ࠫՎ߾
•  CLL/SLL ५ጚ५߾फ๾ཧ௙൝ࠫՎܿࠞნࡴ࢑ȃ 
�CLL/SLL ५ጚ߫ڵࡉოாᎫႿ֠Վ (SCC) ञনݒႿ֠Վ (BCC) ܿ৅ఋ׳ࠍ໸ޭጐᏠܿ 7 ֹञ 14 ֹ (Mehrany K, et al.Dermatol Surg 2005;31:38-42; 

Mehrany K, et al.Arch Dermatol 2004;140:985-988)ȃ
�ቪၝ५቏ CLL/SLL ܿ५ጚყ׋ˈCLL/SLL ५ጚ࢑૰೙ཏ቙ SCC ড५቏Ꭱᇧᄹ SCC (Mehrany K, et al.J Am Acad Dermatol 2005;53:1067-1071)ȃ 

• 	ࠞ ნሓཧ֡ଭռเञ೧෸໢ූவᆷࣕጐຌ໨ȃ
• 	ਓሊ౞೧੣ᄵ൝ࠫ຋يȃ

ጻߙ૲௢ૠ࿒፧னܿंਈ؃ܠ
• 	૰೙ंໍߙਈߙ؃ጻ๜ዮಡ൝ࠫ߫ሥˈ֡ଭࡆ፰௙ᄹ࿙ᴊیȂ໨ݔၭ཈ - ኙःᅺᏒठጲȂྒྷᙃᆼ൝ᆚȂ༽സᄹ൝ᆚञ፩ޗᄹװ൝।ཏམ੍ጻȃਓሊᏀᅲ൝ࠫ
૭ᇞ໗ᇵ፧னጝᄎߙ؃ጻȃጝ፯฀ଝ჉؜ထਃ໪ቂყ࿷ܿܠ૲௢ૠ࿒኶۫፧னȃ಼෇ຣ؜෼ڽ໪ቂ࿓ܗૠ CD20 ܠ૲௢ૠ࿒኶঱ߙ໸ࠨঐٛໍ࿷ᆼܿߙࡉ
ࠞნȃௐᇜ፯ૠ CD20 ܠ૲௢ૠ࿒૰ቂ቙؜ೊ།५ጚ˄֡ଭڵოᆒ፱٫ಓ߫ሥᅍᇋ࿮ቂྈᅤૠ CD20 ܠ૲௢ૠ࿒ܿ५ጚ˅ȃ

஀ဢႝܠૠଓཨ༕᎙ቪ൝჉ࢍᇊ
• 	๜࣮ᇵ෇تถ஀ဢႝܠૠ፧னࣰܿڋ፩ၝڵოᆒ፱༕᎙߫ሥˈዏ૰تቂ 90 ࠍ፬ᇵຢܿଓཨ༕᎙ߟߴȃ
• 	ޭ ቙੶੻ష࿳௸ਾ།ፚຬᇜৎภৎ஢஀ဢႝܠૠܿ५ጚˈ૰تቂ஀ဢႝܠૠञเဃಖ፣཰౗൝჉᎙ືߴ՝ȃ
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CLL/SLL ५ጚܿፀڕ፧ன

˅ำ˄ᅍ IV ቂૠໍཧড᎘ኗ፧னࡥؠࠅᴿঽ׊ࡉ߫
ᇋܿૠ။ໍ႘፧னכ	 •
• 	৹كᅭ෼ IgGˈ๜ <500 mg/dL
�૑໭౞ኟ੻ష᎙ືಁሀฉܫռ (IVIG) 0.3-0.5 g/kg ড࿓ܗ൝჉᎙ືಁሀฉܫռ (SCIG) ٛ൰ˈ౞፵ࢍቧ໻ݲܬጶܿܬ஢ৎ஢
኷ኙ 500 mg/dLڕၕޡ໢ৱˈ໪ IgG Ꮵ݈ഃࢉጶቂᇊৎ஢/ৱݲ�

ኁ߷ᅭ༷ᄳڈ
• 	ਓሊਾ།ହೄޡ՜५ጚኁ߷ᅭ༷༷๰ᄹ໳਋˖ 
�๩ᅭᄆ֊ࡴ቙ 50 x 1012/Lˈ౞๊ଁ࠵Շཌྷ൞ஹ 81 mg
�๜५ጚᇲ੶໪ቂख़ߟஹ݃ૠ೺ᅭৎˈዏ؜ᅍᇋՇཌྷ൞ஹ

• 	᎙ሃຢ༧೗๒ቪՎጻყ࣋੻షᅭ༷ᄹি؂ NCCN Guidelines ܿ೗๒؜࿷ˈॄጚ࣋቙ହೄޡ՜ܿਓሊ੡໻ቂ቙ߙ޹ᄹཷࢺ௙५ጚ

ั௙߫ሥ
• 	ޭ ਾ།ହೄޡ՜ܿ५ጚထਃั௙߫ሥ፧ன
• 	࿿ᄹிղੌ፰ܐডிղੌ፰ܐ֎ટؠᆚጻጽદˈ኷፧ன૑໭໢ໍߙ˗ᇓ૰֎቏൛ኽ፰ܐȂ݈ຨञ/ড൝ጩ
• 	፧ன˖
�୥ۙࢿ˄๜ූܿམ 25-50 mgˈ౞๊ଁڕˈ࠵ᅝ 5-10 ࿙˅
�ૠᏠ՜ᇊ፧ன൝ጩञᴣᆺ˄Ⴀ࿓஀᛿ 10 mgˈଁ࠵ˈ౞࿙ᇜ۫˗ডఉଡ଼ྊ10 ށ mgˈଁ࠵ˈ౞࿙ᇜ۫˅

• 	ኁ߷˖
�ૣఈቂ቙֎ધଐᄲிղੌ५ጚ (>5 cm)
�୥ۙࢿ˄๜ർೞམ 20 mgˈ౞๊ଁڕˈ࠵ᅝ 5-7 ࿙ˈཱུॄ 5-7 ࿙ᅻཨਂ஢˅

ᄆࠍᏊᇷ፟ৎܿ໪ቂ
• 	ขدਈ໪ቂᄆࠍᏊᇷ፟ৎܿ࿅׳᎙ሃ໳ჵ (CSLL-F)

ᅝ
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CLL/SLL ५ጚܿፀڕ፧ன
ሀಆਾ፯
ྈ቏ঝሀಆಁן	 •
• 	౞೧ਾ፯௚ࡥሀಆb ˄ሥޗਂಁןঝ௚ࡥሀಆ˅
ሀಆ (PPSV23)ˈ౞ 5 ೧ᇜ۫ྴ޹ᆚฉૃࠅ	 •
• 	፱ᏠܕᎫᴊጩሀಆˈ࠽᎓፧னၝ੶፧ডਾ།ࣰ BTK ᇷ፟ৎܿ५ጚ
• 	ਓሊྈ቏ CLL/SLL ५ጚਾ፯ COVID-19 ሀಆȃ 
�ዄඓ༮દװಖˈႇజ CLL/SLL ፧னᎫྙ๜टˈCLL/SLL ५ጚޭ COVID-19 ሀಆਾ፯֦ܿ॓߫ሥఋ૰೙਺݈ȃሓۨˈᇲ੶ਾ፯ሀಆܿ CLL/SLL 
५ጚ้ሥ֦ޭڕၝਾ፯ሀಆጚਓሊܿኁ߷܈໚ˈ๜ീଁܔ጑Ȃ຺֦ڕਦ઩୰ঽ෱Ⴛ༇ˈፊܸ቏ܿိ߇༮દ੣ᇜٜ؞ಖඝࠞნȃ 
�ጦޭ۩ဆܫռܿૠ࿒݉ޡቪࡘเฯ֦ܿ॓ᄹಁሀፇৱܿყ࣋ᄹ๜቏ຣၝฬށˈใट֦॓ܿڕᅝ໢ৱᇓຣ؜෼ڽȃሓۨˈ؜೙ખૠ࿒৹كডন቙ૠ࿒৹ੌك
࣮ܿᄵވ࿎ڵਓሊȃۨိˈ኷ COVID-19 ሀಆਾ፯ॄˈౚ቏൹ࢳႿ֠ಁሀܿ৹ك༇ާȃ۰NCCN ঠܾܿඝྊᏥᄧᇜֈᄪႩ˖Վጻञ COVID-19 ሀಆਾ፯ȃ

b ਾ།஀ဢႝܠૠ፧னܿ५ጚˈB Ⴟ֠኷ܐኙ 9 ࢋኟ໢অࡉȃ኷ B Ⴟ֠অࡉ෇ਾ፯௚ࡥሀಆˈ५ጚ޹ႇ߫ሥȃ኷ۨඓৱਾ፯ሀಆሥ༄ၓႇᄌਾ፯ȃ 
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ขدਈ֎ del(17p) ܿ CLL/SLL ထਃ፧னߴ՝ (3/6)

ထਃ፧னߴ՝a,b,c,d

CLL/SLL ܿקdel(17p)/TP53 ဆ ֎؜
˄ՙ୥׳Ꮝವགᅗഠள˅

ขدਈ؜֎ del(17p)/TP53 ဆק CLL/SLL ܿߗღঽॄᅝ፧னထਃߴ՝ (2/6)

ᇜღ፧னe

༈ᅤߴ՝ ඝྊထਃߴ՝

೧ே Ƚ65 ཹܿ५ጚ
ড
೧ே<65 ཹঽ቏ಖმߙ؃ጻܿ
५ጚ˄মẘ෼ڼఋ [CrCl] 
<70 mL/min˅ 

• Շ૏࿓ೞf ± է׋ဢᎂܠૠ˄1 ୥˅
• ᇡ௴࿓ೞf˄1 ୥˅
• Venetoclaxf,g +  
է׋ဢᎂܠૠ˄1 ୥˅

• ዐ؝࿓ೞf

 ๜ೊ།ዏৠፚ 90 mg/m2˅+ ૠ CD20ˈڋன 1 ݕ ಧཌྷ࿬˄70 mg/m2܌׀ •
 ૲௢ૠ࿒d,h,iܠ

 ૠܠဢᎂ׋է + ੑܥ཰ݺ׀ •
• է׋ဢᎂܠૠ
˅ૠ˄2B ୥ܠဢᎂ׋ૠডէܠৎ஢৤নූܿམ௝ (HDMP) + ஀ဢႝܐ •
• ᇡ௴࿓ೞf + է׋ဢᎂܠૠ˄2B ୥˅
˅୥ထਃ 3˄ੑܥ཰ݺ׀ •
• ஀ဢႝܠૠ˄3 ୥ထਃ˅ 

೧ே <65 ཹ෩ႇಖმठ؃	
ጻܿ५ጚ

༈ᅤߴ՝
• Շ૏࿓ೞf ± է׋ဢᎂܠૠ˄1 ୥˅
• ᇡ௴࿓ೞf˄1 ୥˅
• Venetoclaxf,g + է׋ဢᎂܠૠ
• ዐ؝࿓ೞf

ඝྊထਃߴ՝
૲௢ૠ࿒d,h,jܠ ಧཌྷ࿬ + ૠ CD20܌׀ •

• FCR˄܌࠱ଲ׸ kȂ०஺ẞ՜Ȃ஀ဢႝܠૠ˅j,l˄໸֎ဆק IGHV ܿ CLL 
५ጚܿ༈ᅤߴ՝˅

• ᇡ௴࿓ೞf + ஀ဢႝܠૠ˄2B ୥˅
• Fr˄܌࠱ଲ׸ k + ஀ဢႝܠૠ˅l,m ˄3 ୥˅ 
• HDMP + ஀ဢႝܠૠডጚէ׋ဢᎂܠૠ˄3 ୥˅
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ထਃ፧னߴ՝a,b,c,d

CLL/SLL ܿקdel(17p)/TP53 ဆ ֎؜
˄ՙ୥׳Ꮝವགᅗഠள˅

ღঽॄᅝ፧னeߗ

༈ᅤߴ՝ ඝྊထਃߴ՝

೧ே Ƚ65 ཹܿ५ጚ
ড
೧ே<65 ཹঽ቏ಖმߙ؃ጻ
ܿ५ጚ˄মẘ෼ڼఋ [CrCl] 
<70 mL/min˅ 

• Շ૏࿓ೞf,n˄1 ୥˅
• ᇡ௴࿓ೞf˄1 ୥˅
• Venetoclaxf,g +  
஀ဢႝܠૠ˄1 ୥˅

• ዐ؝࿓ೞf,n

 ૠܠ஀ဢႝ + ੑܥ཰ݺ׀ •
• Duvelisibf

• Idelalisibf ± ஀ဢႝܠૠo

• ହೄޡ՜p ± ஀ဢႝܠૠ 
• է׋ဢᎂܠૠ
• էߟ಻ܠૠq

• Venetoclaxf,g

˅ૠi˄2B ୥ܠಧཌྷ࿬ + ஀ဢႝ܌׀ •
• HDMP + ஀ဢႝܠૠডէ׋ဢᎂܠૠ˄2B ୥˅ 
• ৎ஢౻়ܿ஀ဢႝܠૠ˄3 ୥ထਃ˅ 

೧ே <65 ཹ෩ႇಖმठ؃
ጻܿ५ጚ

༈ᅤߴ՝
• Շ૏࿓ೞf,n˄1 ୥˅
• ᇡ௴࿓ೞf˄1 ୥˅
• Venetoclaxf,g + ஀ဢႝܠૠ 
˄1 ୥˅

• ዐ؝࿓ೞf,n

ඝྊထਃߴ՝
ૠܠಧཌྷ࿬ + ஀ဢႝ܌׀ •
• Duvelisibf

• FCRk,l

• Idelalisibf ± ஀ဢႝܠૠo

• ହೄޡ՜p ± ஀ဢႝܠૠ 
• է׋ဢᎂܠૠ
• էߟ಻ܠૠq

• Venetoclaxf,g

• HDMP + ஀ဢႝܠૠডէ׋ဢᎂܠૠ˄2B ୥˅
• Շఙܠૠr ± ஀ဢႝܠૠ ˄3 ୥˅ 
 ˅ૠ + ᇡ௴࿓ೞf˄3 ୥ܠಧཌྷ࿬Ȃ஀ဢႝ܌׀ •
• FC˄܌࠱ଲ׸ˈ०஺ẞ՜˅k,l + էߟ಻ܠq ˄3 ୥˅
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ขدਈ؜֎ del(17p) ܿ CLL/SLL  
ထਃ፧னߴ՝ (1/6)

ထਃ፧னߴ՝a,b,c,d

֎ del(17p)/TP53 ဆܿק CLL/SLL
˄ՙ୥׳Ꮝವགᅗഠள˅

ღঽॄᅝ፧னeߗ

༈ᅤߴ՝ ඝྊထਃߴ՝

• Շ૏࿓ೞf,n˄1 ୥˅
• ᇡ௴࿓ೞf˄1 ୥˅
• Venetoclaxf,g + ஀ဢႝܠૠ˄1 ୥˅
• Venetoclaxf,g

• ዐ؝࿓ೞf,n

• Շఙܠૠr ± ஀ဢႝܠૠ
• Duvelisibf

• HDMP + ஀ဢႝܠૠ
• Idelalisibf ± ஀ဢႝܠૠo

• ହೄޡ՜p ± ஀ဢႝܠૠ
• էߟ಻ܠૠq,s

ᇜღ፧னe

༈ᅤߴ՝ ඝྊထਃߴ՝

• Շ૏࿓ೞf ± է׋ဢᎂܠૠ
• ᇡ௴࿓ೞf

• Venetoclaxf,g + է׋ဢᎂܠૠ
• ዐ؝࿓ೞf

• Շఙܠૠr ± ஀ဢႝܠૠ
• HDMP + ஀ဢႝܠૠ 
• է׋ဢᎂܠૠ

ขدਈ CSLL-D 4/6 ਰ᎙

ቪ݈३੍ఋ቏࣋ȃקထਃफ़னˈሓၓ del(17p)/TP53 ဆ؜
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ထਃ፧னߴ՝a,b,c,d

CLL/SLL ܿקdel(17p)/TP53 ဆ ֎؜

aߴ  ՝ܿૣدၭპขدਈ CSLL-D 5/6 ञ CSLL-D 6/6ȃ
b ขدਈ CLL/SLL ५ጚܿፀڕ፧ன (CSLL-C)ȃ
c ޭ ቙੶੻ష࿳௸ਾ།ፚຬᇜৎภৎ஢஀ဢႝܠૠܿ५ጚˈ૰تቂ஀ဢႝܠૠञเဃಖ፣཰౗൝჉᎙ືߴ՝ȃ
d ޭ ቙ڵოंਈߙ؃ጻ˄ஂ๜ዮಡ൝ࠫ߫ሥˈ֡ଭࡆ፰௙ᄹ࿙ᴊیȂ໨ݔၭ཈-ኙःᅺᏒठጲȂྒྷᙃᆼ൝ᆚȂ༽ᴊᄹ൝ᆚञ፩ޗᄹװ൝।ཏམ੍ጻ˅ܿ५ጚˈ 
ნȃࠞߙࡉঐٛໍ࿷ᆼܿࠨ໸ߙᇊ႘੣ᄵ኶঱ܗ໪ቂૠ CD20 ૠ࿒࿓ڽ෼؜ȃ಼෇ຣߙ૲௢ૠ࿒੣ᄵ኶঱ܠထਃ໪ቂყ࿷ܿ؜

e FDA ൕᎳܿໍ႘߹፟ᇊ໸஀ဢႝܠૠܿठ໻࿓ܗ൰ȃ
f ขدਈ໪ቂᄆࠍᏊᇷ፟ৎܿ࿅׳᎙ሃ໳ჵ (CSLL-F)ȃ
g ขدਈ Venetoclax˖ ထਃܿন቙፰௙ࡏचܿ TLS ኁ߷ञ৭ك (CSLL-G)ȃ
h ૠ CD20 ܠ૲௢ૠ࿒֡ଭ˖஀ဢႝܠૠȂէߟ಻ܠૠড է׋ဢᎂܠૠȃཱིะէߟ಻ܠૠ؜኶༁༌ቂ቙ CLL ፧னˈܦ૰ถܾቂ቙஼ۏቂဉȃ
i ࿒๪५ጚ؜ਓሊ໪ቂȃ
j CLL10 ᆓઈ༮દጽ໦ FCR ኷೧෸५ጚ፩ቄ቙܌׀ಧཌྷ࿬ + ஀ဢႝܠૠ (BR)ȃޭ቙೧ே >65 ཹܿ५ጚˈ஠፯ߴ՝ܿኁॄ୥ཕˈܦ໸ BR ߴ՝ܿཷࢺᇷ፟ञࡥำࠞნ਺
݈ȃ኷֎ IGHV ဆߑקႇ del(17p)/TP53 ဆܿק५ጚ፩ˈFCR ໪ PFS ࡙ນ˄ཱུ10 ߺ ೧ᇵຢ PFS ၕڕ൶ၱ˅(Thompson P, et al.Blood 2016;127:303-309)ȃ 

k ขدਈ࿃జ፩࣋቙ଁ܌࠱࠵ଲ޹࢑ܿ׸ᄪႩȃ 
l  AIHA ५ጚ؜ሥ߼ඳࣽ܌࠱ଲܿ׸஍ठ፧னߴ՝˗ܦሥ౻෧ٍ࣎ۨ୥५ጚˈᇪ቏܌࠱ଲ׸ყ࣋ AIHA ໨ܿ५ጚሥಁןࡘ໪ቂ܌࠱ଲ׸ȃ
m ؜ਓሊቂ቙֎ del(11q) ܿ CLL ५ጚȃ֎ del(11q) ܿ CLL ५ጚਾ།ࣽဴफ़ৎܿफ़ᅪಁሀன࢑࣮ੌߟऔȃ
n ޭ ቙֎ BTK C481S ဆܿקᇡ௴࿓ೞ೎፧ᄹ CLL ५ጚˈՇ૏࿓ೞডዐ؝࿓ೞܿனᄌຣၝܾܸጽಖȃ ໪ቂՇ૏࿓ೞডዐ؝࿓ೞ࢙ڈ፧னமᇡ௴࿓ೞ؜ೊ།ܿ५ጚˈ 
ጻᎫႇߙࡉȃ

o ໻ቂ቙܃኷ඝྊठ؃ጻ˄້࢙೙჉ਠˈळ஢׭Ꮃၓ CrCl <60 mL/min˗ডሓ৕၄ਾ།Ⴟ֠ޗཧ୥ᇊ႘፧னܿޗཷࢺᄹᄌሥྈ፛ NCI CTCAE Ƚ3 ৃ፩ᄹஆႿ֠ਂຬጻড 
Ƚ3 ৃᅭᄆ֊ਂຬጻ˅ߑਖ஀ဢႝܠૠܠᇊ፧னᏮၓ໻ߴܬ՝ܿ५ጚȃ

p CLL ५ጚ૰تቂହೄޡ՜ஏᅝডৱᄏࢍᇊȃᅭႿ֠ਂຬ໢ᅍቧໍ٣ሓᏊञ/ডৎ஢ݲጶˈߑႇᅍኺ࿮፧னȃขدਈ Andritsos L, et al.J Clin Oncol 2008;26:2519-2525; 
Wendtner C, et al.Leuk Lymphoma 2016;57:1291-1299.

q ཱི ะՇఙܠૠ؜኶༁༌ቂ቙ CLL ፧னˈܦ૰ถܾቂ቙஼ۏቂဉȃ
r ཱིะՇఙܠૠ؜኶༁༌ቂ቙ CLL ፧னˈܦ૰ถܾቂ቙஼ۏቂဉȃՇఙܠૠޭધଐᄲிղੌ፰ܐ (>5 cm) ፧னᄌ࣮؜৞˗৭ك CMV ኶঱ঝȃขدਈ፧னञޗ؂኶঱ঝ 

(CSLL-C 1/4)ȃ
s ޭ ிղੌ >5 cm ܿ५ጚႇᄌȃ
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CSLL-E 
1/2

CLL/SLL ܿனᄌށሆa

༮د CR PR PDb SD

A Ꮰ

ிղੌ ႇிղੌ Ƚ1.5 cm ਂຬ Ƚ50%˄਺নღፎ˅c ዓৠ Ƚ50% 

˄਺নღፎড३੍˅

 ቙ –49% ፚۃफ़ק

+49% ፇৱ

ᄆdܐኽञ൛ኽࡣ ൛ኽܐᄆ <13 cm˗ࡣኽܐᄆጸ٢ ਂຬ Ƚ50%˄਺নღፎ˅
ዓৠ Ƚ50% 

˄਺নღፎড३੍˅

 ቙ –49% ፚۃफ़ק

+49% ፇৱ

ภເጻᎫ ႇ ใट ใट ใट

ိ፵ᅭிղႿ֠৓༮ ጸ٢ ਂຬ Ƚ50%˄਺নღፎ˅
ዓৠ Ƚ50% 
˄਺নღፎ˅b

 ቙ –49% ፚۃफ़ק

+49% ፇৱ

B Ꮰ

ᅭᄆ֊৓༮ Ƚ100,000/µL
Ƚ100,000/µL ডዓৠ 

Ƚ50%˄਺নღፎ˅

ਂຬ Ƚ50%˄਺ CLL ߗღ፧ன

নღፎ˅

 ቙ –49% ፚۃफ़ק

+49% ፇৱ

ᅭऽܫռ
Ƚ11 g/dL˄ၝ༕ᅭ෩ႇ۶ऽႿ֠ໍ

˅ཧڈ

Ƚ11 g/dL ডዓৠ

Ƚ50%˄਺নღፎ˅

਺ CLL ߗღ፧னনღፎਂຬ 

Ƚ2 g/dL

ዓৠ <11.0 g/dL ড 

<50%˄਺নღፎ˅ˈ	

ডਂຬ <2 g/dL

ཷࢺ
Ⴟ֠ዓໍጸ٢ˈႇ CLL Ⴟ֠ˈႇ B 

ிղႿ֠ੌ੅

቏ CLL Ⴟ֠ড B ிղႿ֠ੌ੅ˈሁ

ডၝᄵ৹ك

ஏᅝঝ৹ˈCLL Ⴟ֠ዓৠ 

Ƚ50%

੩๨ཷࢺ

ႇקफ़

ၝ໪ቂໍ٣ሓᏊ໢ܿ፩ᄹஆႿ֠ Ƚ1,500/µL Ƚ1500/µL ড਺নღፎ໐50< ࡴ%

A Ꮰ׭Ꮃށሆம፰௙ࡏचȃB Ꮰ׭Ꮃ፩ಖฬமዉᅭႼ࿾˄ডཷࢺ˅࢙೙ȃ 
ဵภ३੍ (CR)˖כᅐ఻Ꮪྈ቏׭Ꮃȃ
ዏፔᅍᇋ࡙ນ 1 ჵু૰ȃˈ༮ል٢د༮˗๜࣮፧ன෇ A Ꮰञ B Ꮰૂ੡቏ 1 ჵد༮ঽ B Ꮰ 1 ჵدዏፚຬᅍᇋ࡙ນ A Ꮰ 2 ჵˈ३੍ (PR)˖๜࣮ፇ෇ል٢ࠍؠ
ি؂੣ዴ (PD)˖ፚຬכᅐ࠲ठ 1 ჵ A Ꮰ׭Ꮃড 1 ჵ B Ꮰ׭Ꮃȃ
িށ؂ၱ (SD)˖כᅐ఻Ꮪྈ቏׭Ꮃ˗੡ภເጻᎫ؜೙ฬށ PDȃ CSLL-E 2/2 ਰ᎙

။ᄆرௗק؂ (MRD) ൹ࢳ˖
• ହᏋ஼ۏ༅ᆬܿጽદװಖˈ፧னੌ༩ॄိ፵ᅭ፩ၝ৹ڵ MRD ໸፧னᄌ࣮ܿ፱ᇋኁكሓཧȃe,f,g

• ݃ၤনሓ࿅ልᄹࣄजᖢ཰તठ౗஗߫ሥ (ASO-PCR) ञ௜๾௚໮Ⴟ֠༦˄MRD ௚໮˅໸஠፯੶ࣰᆬጽܿ৹ߟߴكˈቂ቙৹ۃك቙ 10-4 ܸ 10-5 ༽൶ܿ MRDȃh,iন቙ܗߗ
቙ 10-6 ༽൶ܿ MRDȃi,j,kۃك৹ڕሓۨፀˈޡௌಓܿࡴ႟ᇲ੶მო࢑ࠍܿ ᅗ (NGS)ك

ȃࢳ႟੣ᄵ MRD ൹ࠍܿ ၓ 10-4ޡ໪ቂௌಓࡘሥˈߟߴ Ꮃफ़ NGS׭ডߟߴ Ꮃफ़ ERIC׭દࢎ •
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CSLL-E 
2/2

CLL/SLL ܿனᄌށሆa

a Hallek M, Cheson B, Catovsky D, et al. iwCLL guidelines for diagnosis, indications for treatment, response assessment, and supportive management of CLL.Blood 
2018;131:2745-2760.

b ኷ிղੌ࿒বਂຬȂኽධ፰ܐডጚᅭऽܫռ/ᅭᄆ֊ዓৠ໢ࢵܿໍߙஅ੣ዴᄹிղႿ֠ዓ؜޹೙ไၓ໸੣ዴᄹק؂ȃ
c 6 ࢋড 6 ࢋᇵ჉ிղੌܿᏥ٣੿ڊবፇञ˄኷஼ۏ༅ᆬ፩੶ CT ๻ಇञ࿒ࢆ৹ي൹২ˈড኷ᇜֈ஼ۏ໦ਆ፩੶࿒৹൹২˅ȃ
d ๜࣮ <13 cmˈዏไၓ൛ኽܐᄆጸ٢ȃޭ቙ጸࡣ٢ኽܿܐᄆˈ಼෇࣭ৗຢຣၝ቏ฬܿށᇜ፛ᄹሃਈ˗ሓۨˈ኷஼ۏ༅ᆬ፩ˈሥ࿳ࣰሯჸᅪ৹يञۂጪ൹ࡣࢳኽܐᄆˈ 
ሆ੣ᄵ৔௽ȃށ՝፩໪ቂܿߴદᆓઈࢎ؃

e Al‑Sawaf O, Zhang C, Lu T, et al.Minimal residual disease dynamics after venetoclax‑obinutuzumab treatment: Extended off‑treatment follow‑up from the randomized 
CLL14 study.J Clin Oncol 2021;39:4049‑4060.

f Kater AP, Kipps TJ, Eichhorst B, et al.Five‑year analysis of murano study demonstrates enduring undetectable minimal residual disease (uMRD) in a subset of 
relapsed/refractory chronic lymphocytic leukemia (R/R CLL) patients (Pts) following fixed‑duration venetoclax‑rituximab (VenR) therapy (Tx) [abstract].Blood 
2020;136:19‑21.

g Thompson PA, Peterson CB, Strati P, et al.Serial minimal residual disease (MRD) monitoring during first-line FCR treatment for CLL may direct individualized 
therapeutic strategies.Leukemia 2018;32:2388-2398.

h Rawstron AC, Kreuzer KA, Soosapilla A, et al.Reproducible diagnosis of chronic lymphocytic leukemia by flow cytometry: An European Research Initiative on CLL 
(ERIC) & European Society for Clinical Cell Analysis (ESCCA) Harmonisation project.Cytometry B Clin Cytom 2018;94:121‑128.

i Wierda WG, Rawstron A, Cymbalista F, et al.Measurable residual disease in chronic lymphocytic leukemia: expert review and consensus recommendations.Leukemia 
2021;35:3059‑3072.

j Rawstron AC, Fazi C, Agathangelidis A, et al.A complementary role of multiparameter flow cytometry and high-throughput sequencing for minimal residual disease 
detection in chronic lymphocytic leukemia: an European Research Initiative on CLL study.Leukemia 2016;30:929-936.

k Logan AC, Gao H, Wang C, et al.High-throughput VDJ sequencing for quantification of minimal residual disease in chronic lymphocytic leukemia and immune 
reconstitution assessment.Proc Natl Acad Sci U S A 2011;108:21194-21199.

l Aw A, Kim HT, Fernandes SM, et al.Minimal residual disease detected by immunoglobulin sequencing predicts CLL relapse more effectively than flow cytometry.Leuk 
Lymphoma 2018;59:1986-1989.
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ሃ໳ჵ (CSLL-F 1/3)᎙׳૰ೣ BTK ᇷ፟ৎܿ࿅؜໪ቂ˖1 װ
ሃ໳ჵ (CSLL-F 2/3)᎙׳໪ቂ P13K ᇷ፟ৎܿ࿅˖2 װ
ሃ໳ჵ (CSLL-F 3/3)᎙׳໪ቂ BCL-2 ᇷ፟ৎܿ࿅˖3 װ
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CSLL-F

໪ቂᄆࠍᏊᇷ፟ৎܿ࿅׳᎙ሃ໳ჵ

• 	Ꮵ٢ਈܿ؜ட໳਋˄ໍߙ኷ Ƚ20%ܿ५ጚ፩˅Ȃ࿅؜ܿ᎙࣋׳ட໳਋ञᇊ႘ყ॔ᏮቂᏓੌ๜჉װȃ 
• 	ဵ ጶߴۃᄪႩˈৎ஢ݲጶ؜ட߫ሥ৭كˈข֡ૣدᎧངಖ༚ˈਈhttps://www.accessdata.fda.gov/scripts/cder/daf/index.cfmȃ
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Շ૏࿓ೞ ᇡ௴࿓ೞ ዐ؝࿓ೞ

FDA ൕᎳܿ໪ቂ CLL/SLL CLL/SLL ৕၄፧ன 1 ۫ॄߙࡉড೎፧ᄹ࿄Ⴟ֠ிղ௙

ৎ஢ 100 mgˈଁ࠵ˈ౞ 12 ᄆ໢ 420 mgˈଁ࠵ˈ౞࿙ᇜ۫ 160 mgˈଁ࠵ˈᇜ࿙஠۫ˈডጚ 320 mgˈଁ࠵ˈᇜ
࿙ᇜ۫

ிղႿ֠ዓ޹
૑໭፧னॄˈ኷޹ܐ༮५ጚ፩ঐ቏ુޭிղႿ֠৓༮ޥ
ኺ໐ࡴˈጝ؜؃ሃၟি؂੣ዴȃ૰኷፱ᄧ૑໭፧னॄ
ȃߙࡉ

૑໭፧னॄˈ኷޹ܐ༮५ጚ፩ঐ቏ુޭிղႿ֠
৓༮ޥኺ໐ࡴˈጝ؜؃ሃၟি؂੣ዴȃ૰኷፱ᄧ
૑໭፧னॄߙࡉȃ

૑໭፧னॄˈ኷޹ܐ༮५ጚ፩ঐ቏ુޭிղႿ֠৓༮
ሃၟি؂੣ዴȃ૰኷፱ᄧ૑໭፧ன؜ጝ؃ˈࡴኺ໐ޥ
ȃߙࡉॄ

Ꮵ٢ਈ؜ட໳਋ 
(AE)˄ྈ቏ৃ׳˅

፩ᄹஆႿ֠ਂຬጻ (23%)˗൯ᅭ (53%)˗ᅭᄆ֊ਂຬ
ጻ (32%)˗ဂ࿿ (39%)˗൜(28%) ߝ˗ম๗ࢺί࿈࿿ 
(32%)˗ቘ෷ (21%)˗൝ጩ (25%)˗ߊᄩ (22%)

፩ᄹஆႿ֠ਂຬጻ (53%)˗ᅭᄆ֊ਂຬጻ (69%)
˗൯ᅭ (43%)˗ࡎᄟ (59%)˗ߊᄩ (20%)˗ম๗
ቘ෷ (51%)˗൝˗(33%) ߝί࿈࿿ (25%)˗൜ࢺ
ጩ (25%)

 ำࡥພ (22%)˗፩ᄹஆႿ֠ਂຬጻ (17%)˗ຢॅႥܻ܉
 ˗౷ (15%)צ˗ᄩ (16%)ߊ˗ᄟ (18%)ࡎ˗(18%)
൝ጩ (15%)

࿅؜ܿ᎙࣋׳ட໳
਋ (AESI)

ˈ%9˄ވٝ߶ᅭᅼ˄8.6%ˈ݃ৃ Ƚ3 [4.1%]˅˗ᄩࡴ
݃ৃȽ3 [4.5%]˅˗ڵᅭ ˄4%ˈ݃ৃ Ƚ3 [3%]˅˗ࠅ
ᆚ˄17.7%ˈ݃ৃ Ƚ3 [10.5%]˅˗UTI˄8.3%ˈ݃ৃ 
Ƚ3 [1.1%]˅c 

ވٝ߶ᅭᅼ˄22.8%ˈ݃ৃ Ƚ3 [8.7%]˅˗ᄩࡴ
˄15.6%ˈ݃ৃȽ3 [3.4%]˅˗ڵᅭ b˄8%ˈ݃ৃ 
Ƚ3 [4%]˅˗ࠅᆚ˄16.3%ˈ݃ৃ Ƚ3 [8.7%]˅
˗UTI˄13.5%ˈ݃ৃ Ƚ3 [2.3%]˅c

ञ඄ވٝ߶ᅭᅼ˄6.4%ˈ݃ৃȽ3 [1.8%]˅˗ᄩࡴ
 ᅭ˄47%ˈ݃ৃȽ3ڵ˗˅Ƚ3 [0.8%]ৃ݃ˈ%2˄ވ
ᆚ˄8.3%ˈ݃ৃȽ3 [4%]˅dࠅ˗˅[4.6%]

ထਃܿૠໍཧኁ߷ ঩ঐᄹࡥำࠞნዓৠܿ५ጚૣఈኁ߷ PJP ञ༽ܕޔᎫ
ᴊጩޗ؂ (VZV)ȃ৭૿ጡૃࡥำȃ

঩ঐᄹࡥำࠞნዓৠܿ५ጚૣఈኁ߷  
PJP ञ VZVȃ৭૿ጡૃࡥำȃ

঩ঐᄹࡥำࠞნዓৠܿ५ጚૣఈኁ߷ PJP ञ VZVȃ 
৭૿ጡૃࡥำȃ

ཿພࡣ ᆒ፱ཿພ५ጚಁן໪ቂȃ ෸ޡञ፩ޡཿພ५ጚᇋਂຬৎ஢˗ᆒ፱ཿພዏן
ಁ໪ቂȃ ᆒ፱ཿພ५ጚਂຬৎ஢ȃ

ᇊ႘ৱყ॔Ꮾ
ቂ˖CYP3A  
ᇷ፟ৎ

࿷໢໪ቂූᄌᇷ፟ৎȃޭ቙࿷໢໪ቂ፩ᄌᇷ፟ಁן
ৎ५ጚˈ౞๊ਂຬৎ஢ፚ 100 mgˈଁ࠵ȃ

ᅍᇋ٣ඓ໪ቂܿූᇷ፟ৎȃ࿷໢໪ቂ፩ᄌᇷಁן

፟ৎܿ५ጚ౞๊ਂຬৎ஢ፚ 140 mgȃ 

๜࣮࿷໢໪ቂූᄌᇷ፟ৎˈዏਂຬৎ஢ፚ 80 mgˈ 
౞๊ᇜ۫˗๜࣮࿷໢໪ቂ፩ᄌᇷ፟ৎˈዏਂຬৎ஢ፚ 
80 mgˈ౞๊஠۫ȃ

ᇊ႘ৱყ॔Ꮾ
ቂ˖CYP3A  
ቔܷৎ

౞ 12 ᄆ໢ዓˈಁן૰؜࿷໢໪ቂූᄌቔܷৎ˗๜ಁן
ৠৎ஢ፚ 200 mg ଁ࠵ȃ ࿷໢໪ቂූᄌቔܷৎȃಁן ࿷໢໪ቂ፩ᄌডූᄌቔܷৎȃಁן

ᇊ႘ৱყ॔Ꮾቂ˖
ඝྊ

ޭᅍᇋૠᅭᄆ֊ডૠ೺፧னܿ५ጚ፩ˈ 
ᇋૣఈঠሇञࠞნȃ
ᇊˈቪ h2 །࿒ᙠૠৎञࢍᇷ፟ৎ࿷໢׆ቪ፣Ꮚಁן
ૠ཰ৎ܊૑ࢍᇊ˗๲ᛙ୥ञ࠱ᛲഐ࿵୥ᇊ႘ঐዓৠ
ᇊ႘ഃޡȃ

ૣఈᅍᇋૠᅭᄆ֊ডૠ೺፧னܿ५ጚܿঠሇ-ࠞ
ნ˗๲ᛙ୥ञ࠱ᛲഐ࿵୥ᇊ႘ঐዓৠᇊ႘ഃޡȃ

ޭᅍᇋૠᅭᄆ֊ডૠ೺፧னܿ५ጚ፩ˈᇋૣఈঠሇञ
ࠞნȃ

a ኷ি؂੣ዴ໢ˈ੪ଓࣰܸޢ჉ᇜ۫፧னȃႇ፧னৱࢉሥ੪૰೙ޥȃ
b ᇡ௴࿓ೞ኷ᄆိ૭༇༦෇ॄሥኺ࿮ 3 ࿙ˈိܐ૭༇༦෇ॄሥኺ࿮ 7 ࿙ȃ 
c Byrd J, et al.Acalabrutinib versus Ibrutinib in previously treated chronic lymphocytic leukemia: Results of the first randomized phase III trial. 

J Clin Oncol 2021;39:3441-3452.
d Tam C, et al.Zanubrutinib monotherapy for patients with treatment naive chronic lymphocytic leukemia and 17p deletion.Haematologica 2020;106:2354-2363.
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Duvelisib (P13KϹ & Ϻ) Idelalisib (P13KϺ)

FDA ൕᎳܿ໪ቂ ፚຬ 2 ۫৕၄፧னॄߙࡉড೎፧ᄹ CLL/SLL

ቈ቙ඝྊߙ؃ጻ஍ठ஀ဢႝܠૠ፧னܿߙࡉ CLL ५ጚˈޭߑ቙ጝᄎ
५ጚˈޙܠ໪ቂ஀ဢႝܠૠ־ไၓ໸ठ໻ܿ፧னߟߴȃ৕၄ፚຬ஠۫
ภເ፧னॄܿߙࡉ SLL

ৎ஢ 25 mg PO BID 150 mg PO BID

ிղႿ֠ዓ޹
૑໭፧னॄˈ኷޹ܐ༮५ጚ፩ঐ቏ુޭிղႿ֠৓༮ޥኺ໐ࡴˈ 
ጝ؜؃ሃၟি؂੣ዴȃ૰኷፱ᄧ૑໭፧னॄߙࡉȃ

૑໭፧னॄˈ኷޹ܐ༮५ጚ፩ঐ቏ુޭிղႿ֠৓༮ޥኺ໐ࡴˈ 
ጝ؜؃ሃၟি؂੣ዴȃ૰኷፱ᄧ૑໭፧னॄߙࡉȃ

Ꮵ٢ਈ؜ட໳਋ (AE)

˄ྈ቏ৃ׳˅

፩ᄹஆႿ֠ਂຬጻ (34%)˗ᅭᄆ֊ਂຬጻ (17%)˗൯ᅭ (20%)˗ 
 ˗(29%) ߝᄟডੌ٥ᆚ (50%)˗൝ጩ (31%)˗൜ࡎ˗ᄩ (24%)ߊ
 ί࿿ (20%)ࢺ฽ (26%)˗૯ལ (25%)˗ম๗ߙ

˗ᆚ (25%)ࠅ˗ᄩ (29%)˗૯ལ (29%)ߊ˗(30%) ߝᄟ (47%)˗൜ࡎ
࿿ (28%)ࡎ˗฽ (28%)˗൝ጩ (21%)ߙ

࿅؜ܿ᎙࣋׳ட໳਋ 

(AESI)

ᆒ፱ࡥำ (31%)˗ࡎᄟ˄50%ˈ݃ৃȽ3 [23%]˅˗൝ጩ˄31%ˈ
݃ৃȽ3 [9%])˗ႇࡥำ؂ሓܿࠅᆚ ˄5%ˈ݃ৃ Ƚ3 [1%]˅˗ 
˅ᆚ˄21%ˈ݃ৃ Ƚ3 [15%]ࠅ

ALT ዓ50˄ࡴ%ˈ݃ৃ Ƚ3 [19%]˅˗AST ዓ41˄ࡴ%ˈ݃ৃȽ3 

 ᆚ˄25%ˈ݃ৃȽ3ࠅ˗˅ᄟ˄47%ˈ݃ৃ Ƚ3 [14%]ࡎ˗˅[12%]

ञᆒ፱ܿ൝ࠫ߫ሥ૾ۆ٥ܻ˗˅[16%]

ထਃܿૠໍཧኁ߷
኷፧னඓৱ࿎࢜ PJP ኁ߷ˈڕ؃ᅝܸ CD4+ T Ⴟ֠৓༮ >200 ࢋ/

µLȃՇႝద၍ড୥ཕᇊ႘٢ቂ቙ኁ߷ VZV ܿ኶঱ঝȃਓሊޭ቏ጻ
Ꭻܿ५ጚ੣ᄵ CMV ኶঱ঝ৹ك໢֦ڕ੸࿕ȃ˄ขدਈ CSLL-C˅

኷፧னඓৱ࿎࢜ PJP ኁ߷ˈޭᇪཕ PJP ࡥำܿ५ጚ፩ި፧னˈ๜࣮
ฬጪዏሿઌ࿮ፒ፧னȃՇႝద၍ড୥ཕᇊ႘٢ቂ቙ኁ߷ VZV ܿ኶঱
ঝȃਓሊޭ቏ጻᎫܿ५ጚ੣ᄵ CMV ኶঱ঝ৹ك໢֦ڕ੸࿕ȃ˄ขد
ਈ CSLL-C˅

 ᄹ - ALT/ASTޗኽࡣ

໐ࡴ
2 ৃ౞፵৭3˗ك ৃ෩3>ܬ X ULN ໢ኺ࿮˗4 ܬ ৃ໢ˈ࿮ᇊȃ

ਓሊࣙఊ৭كȃ๜࣮ >5 X ULNˈ ኺ࿮ˈ؃౞፵৙ᅝ৭ك ASTȂ 
ALT ञᏓܣऽཧፊܸ३੍˗ਂᄆৎ஢፱ᄧࢍᇊȃ

ᇊ႘ৱყ॔Ꮾ
ቂ˖CYP3A ᇷ፟ৎ

৭كቪ፩ᄌডූᄌᇷ፟ৎ࿷໢࠵ቂܿ฀ଝȃቪූᄌᇷ፟ৎ஍ठ໪ቂ
໢ˈਖৎ஢ਂຬፚ 15 mg ౞࿙஠۫ȃ

ȃك৭טᅍᇋ࣋ˈಁן૰؜࿷໢໪ቂූᄌᇷ፟ৎ˗๜࣮࿷໢໪ቂಁן

ᇊ႘ৱყ॔Ꮾ
ቂ˖CYP3A ቔܷৎ

࿷໢໪ቂූᄌቔܷৎȃಁן ࿷໢໪ቂූᄌቔܷৎȃಁן

ᇊ႘ৱყ॔Ꮾ
ቂ˖CYP3A ݒ႘

৭ك໸ࠨቪಓݒࡥ႘ठቂᇊ႘ȃ ႘ৎȃݒᄹࡥ࿷໢໪ቂಓಁן

ᇊ႘ৱყ॔Ꮾቂ˖
ඝྊ

ᄟܿᇊ႘ȃࡎ࿷໢໪ቂඝྊሞඩಁן ᄟܿᇊ႘ȃࡎ࿷໢໪ቂඝྊሞඩಁן
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Venetoclax (BCL-2)

FDA ൕᎳܿ໪ቂ CLL ড SLL

ৎ஢ 5 ፵३ాຢ໐ፚ 400 mgˈଁ࠵ˈ౞࿙e

Ꮵ٢ਈ؜ட໳਋ (AE) (Ƚ20%)
ᅭႿ֠ਂຬጻf ࡎᄟȂߊᄩȂຢॅႥܻࡥำȂ૯ལȂম๗ࢺί࿈
࿿Ȃ൜ߝȂ༽፰

࿅؜ܿ᎙࣋׳ட໳਋ (AESI)

TLS˄ন቙້࢙೙ܿࠞნ [CrCl <80 mL/min]ञ፰௙ܞࡏ˅˗ 
฽ܿ፩ᄹஆႿ֠ߙำডࡥ቏֎˗ك૛ CSLL-Gቂ቙ኁ߷ञ৭ي
ਂຬጻ (4%–6%)˗4 ৃᅭᇛᅪޗᄹ૰೙ᅍᇋᅃ࡙ৎ஢ȃ

ထਃܿૠໍཧኁ߷
፩ᄹஆႿ֠ਂຬ໢૰ૣఈ࠱ᛲഐ࿵୥ᇊ႘ኁ߷˗ૣఈ፩ᄹஆႿ
֠ਂຬඓৱܿጡૃኁ߷ȃ

ᇊ႘ৱყ॔Ꮾቂ˖	
CYP3A ᇷ፟ৎ

኷ඩ໭ੂާञݘዓৎ஢ੂާቪූᄌড፩ᄌᇷ፟ৎ࿷໢໪ቂ໸੦
৖ܿȃ๜࣮኷ݘዓৎ஢ੂާဵ؜ॄڈ૰ಁןˈዏᅍᇋޭූᄌড
፩ᄌᇷ፟ৎড p-ྴܫռᇷ፟ৎ੣ᄵৎ஢ݲጶȃ

ᇊ႘ৱყ॔Ꮾቂ˖	
CYP3A ቔܷৎ

࿷໢໪ቂූᄌञ፩ᄌቔܷৎȃ࿷໢໪ቂූᄌቔܷৎ૰೙ঐಁן
ਠ݈னᄌȃ

ᇊ႘ৱყ॔Ꮾቂ˖ඝྊ
๜࣮ቪख़ߟஹᇜඩ໪ቂˈሥৠූ INR ৭كȃ 

 ˈಁן૰؜႘ৎ˗๜ݒռܫྴ-࿷໢໪ቂ Pಁן
౞ 6 ᄆ໢ࠍ๵ৎ஢ 

e ኷ BTK ᇷ፟ৎ፧னඓৱডፇॄˈޭ቙፰௙ܞࡏ਺፱෩ܞᄩি؂ଓཨ੣ዴܿ५ጚˈ૰ᇵ࿳ࣰ౻෧ܿ᎘ኗ५ጚ፰௙๑੍Ꮢठጲ(TLS)৭د˄كਈCSLL-G˅ହතވञৠ
ཨ໐ৃ˄3 ፵೗ 20–400 mg˅ȃޭ቙ৎ஢፮ፒܿ५ጚ˄኷ৎ஢ݘዓඓৱ >1 ፵ড኷ৎ஢ݘዓဵ2< ॄڈ ፵)ˈ፱ᄧ൹ࢳ TLS ܿࠞნˈᇵฬށ໸ࠨ቏כᇋ፱ᄧත؃ਂވ
ຬৎ஢ȃ

f ࢎદ׭Ꮃፑೌˈૣఈ໪ቂ፩ᄹஆႿ֠ໍ٣ሓᏊ፧ன፩ᄹஆႿ֠ਂຬጻȃڕᅝᄹ፩ᄹஆႿ֠ਂຬጻञ CLL ཷࢺ།ୠ቏ქܿ५ጚ૰೙ᅍᇋਂຬৎ஢ȃ
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VENETOCLAX˖ထਃܿন቙፰௙ࡏचܿ TLS ኁ߷ञ৭كa

፰௙ࡏचb ኁ߷c ᅭᇛໍफ़৭كe,f

݈၌
ྈ቏ிղੌૂ <5 cm 

ᇵঽ
ிղႿ֠৓༮ુޭፎ (ALC) 

<25 x 109/L

फ़ (1.5-2 L)༼࠵ଁ •

᜖ᚱۙd׳ •
౤ጪ
 ᇊॄࢍ ᇊ෇Ȃ༈ৎ 20 mg ञ 50 mgࢍ •

6 ፚ 6-8 ᄆ໢Ȃ24 ᄆ໢
• ॄᅝݘዓৎ஢ቂᇊ෇

፩၌
ใटிղੌ 5 cm ፚ <10 cm

ড
ALC Ƚ25 x109/L

੻ష༽फ़ိ߇؃ૣఈ फ़ (1.5-2 L)༼࠵ଁ •
᜖ᚱۙ׳ •

౤ጪ
 ᇊॄࢍ ᇊ෇Ȃ༈ৎ 20 mg ञ 50 mgࢍ •

6 ፚ 6-8 ᄆ໢Ȃ24 ᄆ໢
• ॄᅝݘዓৎ஢ቂᇊ෇
• CrCl <80 mL/min ܿ५ጚݕᇜৎ 20 mg ञ 

50 mg ໢ૣఈ᎘ኗ˗᎘ኗ৭كਈ჉༧

၌ࡴ
ྈ቏ிղੌૂ Ƚ10 cm

ড
ALC Ƚ25 x 109/L ᇵঽใटிղੌ 

Ƚ 5 cm

	फ़ (1.5–2 L) ञ੻ష༽फ़༼࠵ଁ •
˅દೊ།฀ଝ 150 - 200 mL/hࢎ˄

ྦ྆؝߾᜖ᚱۙড׳ •
• ๜࣮নღ೯཰໐ࡴˈૣఈଲ؝அ౗

ᇜৎ 20 mg ञ 50 mg ໢᎘ኗݕ
• ቂᇊ෇ 4Ȃ8Ȃ12 ञ 24 ᄆ໢
ॄᅝݘዓৎ஢໢౤ጪ
ᇊ෇Ȃ6-8 ᄆ໢Ȃ24ᄆ໢ࢍ •

a venetoclax ߴۃᄪႩȃ૰ਈ቙˖https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/208573s000lbl.pdfȃ 
b ሥ࿳ᄽ׋ޭൃࢺ/ؠࡎ/ؠৎ CT ๻ಇ൹ࢳிղੌܐᄆȃ
c ใट؜ೊ།ଁ࠵༽फ़ܿ५ጚሥ੻ష༽फ़ࢍᇊȃ
d ૑໭ venetoclax ෇ 2 ፚ 3 ࿙૑໭׳᜖ᚱۙডॵ᜖ᚱᆸफ़౗ᇷ፟ৎȃ
e ൹ࢳᅭໍफ़ፑ׭˄৥Ȃ೯཰Ȃ஺Ȃ࡛ञমẘ˅˗໦໢৹يȃ
f ޭ቙቏ TLS ࠞნܿ५ጚˈ౞۫ॄᅝݘዓৎ஢ॄ኷8–6 ݕ ञ 24 ᄆ໢৭كᅭໍफ़ፑ׭ȃ

• 	኷Ꮵ፮ฬށኁ߷ञ৭ك৓ढ़෇ᅍૣఈ५ጚྈ቏ܿठ؃ጻȃ 
• 	ޭ ቙ CrCl <80 mL/min ෩፰௙ࡏच፩ܿޡ५ጚˈૣఈ፧னܷ፛ TLS ࠞნभࡴȃ
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HT-1

নׁჵ಼˖
• 	੡൷ FNA ؜ᇬᏭڵᏠፈᅪᎡफ़ܿ؞ڴጪިȃܦ໸኷ರᄎ฀ଝ჉ˈܬிղੌ೎ᇵ෧ڼড෧ถঝ৹໢ˈ஍ठૼᄣጦ
ञ FNA ঝ৹؃ੌठ໻࠽ܬ᎓ਅ׳ጪިߟߴ˄ু IHCȂ௚໮Ⴟ֠༦˅ᇓ૰೙Ꮪࢮฬጪȃ

• 	๜࣮ிղੌ૰ঽˈዏ੣ᄵ෧ڼঝ৹ȃ؜ܬᇸܸ܌ிղੌ໢ˈ૰ᇵਾ།ૼᄣጦۆ۩ঝ৹ȃޭ PET ๻ಇ፩׭Ꮃຶถ
ፎ (SUV) Ꮵ؂ܿࡴዋ੣ᄵঝ৹ȃ

• 	ޭ ྈ቏෧൥੣ᄵᅭᇛ؂୲ᅪ৹يፚຬᇜࢋၓࣽ፰௙Ꮰፈܿ໠଴ଐȃ๜࣮ঐጪإல؜೙ฬไˈዏᄵۆཷࢺ۩ৠঝ
৹ȃ
�౵ిᄹܐ B Ⴟ֠ிղ௙ (DLBCL)˖؜༥቙ዓፌ፩ᄩܿ๏ठܐ B Ⴟ֠တᏚᇵጪި Richter Ꭱफ़ၓ 

DLBCLȃa,b,c

�੶ݟণඟਜ਼ிղ௙ (CHL)ंਈ CHL Ꭱफ़ˈ֎܌װ CD30ȂCD15 ञ PAX-5 ܿܐ Reed-Sternberg (RS) Ⴟ֠
؂ஂ፩ֶܿ੹ிղႿ ȃCHL˅܌װࢥܿ OCT-2 ञ BOB.1 ߝᇓฦ˄܌װ Ȃૂᇜܿ CD20 ञ CD45ܿූߝฦܦ
֠ၓ CD3+ T Ⴟ֠ˈ֎؜࿷ޡڋ໹཰ᄹஆႿ֠ȂᏠፈႿ֠ञਗႿ֠ছठȃd

ጪި

ರᄎ฀ଝ჉቏᎓቙ጪިܿ৹ي˖
•  FISH ৹12+ ك˗del(11q)˗del(13q)˗del(17p)
•  CpG །঱፩ඓࡉኰजᄲ
႟ਓஅ CLL ञ DLBCL Ⴟ֠ܿ૲௢ყ࣋ᄹeࠍᏊᅪࠍ	 •

•  TP53 كᅗ

a ഗߔ૰ڵო Ki-67 ዓፌఋ໐؜ˈࡴไၓጝ૰ᇵጪިᎡफ़ȃ
b CLL ዓፌ፩ᄩ૰܌װ c-MYC ञ/ডႿ֠፵ඓܫռ D1ȃጝ؜ঐ࡙קጪިȃ
c ༈჏ˈCLL ዓፌ፩ᄩମጀড๏ठ˄>20 x ༄ᇑড 0.95 mm2˅؃෩ Ki-67 ዓፌఋ >40ˁ ড >2.4 ࢋ቏ཎࠍழჺ/ዓፌ፩ᄩ໢ˈ૰ᇵጪިȐCLL ֎ዓፌ፩ᄩମጀȑ 
ডȐৠཨඓ CLLȑȃඝ۫ˈܬᅭᇛ፩ቖிղႿ֠ዓ޹ (>10ˁ - <55ˁ) ໢ˈ૰೙ໍߙȐCLL ֎ቖிղႿ֠ዓ޹ȑডȐCLL/PLLȑ੣ዴȃጝᄎߙოૂ؜ሥ־༄ၓᎡफ़໳਋ˈ
ᄹռᅭ؂ȃߙሥ༄ၓ CLL ੣ዴȃB-PLL ሥቂ቙ጪިቪ CLL ႇ࣋ܿኊߑ

d ๜࣮ᄳྙᅪਅڵށ RS Ⴟ֠ˈֶܦ੹Ⴟ้֠ะ໸ CLL ܿ B Ⴟ֠ˈዏሥᄵ EBV ำ๾๜ EBERȃCLL ܿ EBV ࡥำ૰ᇵٛໍ RS ᆼዓፌˈֶܦ੹Ⴟ้֠ะ໸ CLLˈ 
༄ၓ Richter Ꭱफ़໳਋ȃ־ሥ؜໸ণඟਜ਼ிղ௙፩٢ਈܿ߫ሥᄹছठ႘ȃጝᄎ฀ଝ؜ߑ

e ૰ޭ CLL ञᏠፈᅪᎡफ़Ꮰፈ੣ᄵಁሀฉܫռনሓ፱ഠᆓઈᇵฬஅ૲௢࣋Ⴜȃ

ขدਈ৹ي (HT-2)
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HT-2

নׁჵ಼˖
• 	ᅲၳ؂໨ञ࿒৹໢ሥ᎙ሃܕ቏ிղੌܿฏቱˈ֡ଭ၍ༀ०ᇵঽࡣ൛ܐᄆ
• 	࿒೙Ꭻྙ
•  B ጻᎫ
•  CBC ࠍ୥ 
• 	ᅭໍफ़ภჵ
•  LDHȂ೯཰
• 	ภເ PET/CT ๻ಇডᄽൃࢺ/ؠࡎ/ؠ CT ጪި፣஢ዓූ
•  EBV-LMP1 ড EBER-ISH ൹ࢳ EB ޗ؂ (EBV)

৹ي

࿅ށ฀ଝ჉቏᎓቙ጪިܿ৹ي˖
ঝ৹۩ۆཷࢺفܠ	 •
• 	๜࣮ᅍᇋᘗ०୥ডᘗߗ࿵ၓনߴܿھ՝ˈᄵ MUGA ๻ಇ/٫໌
ᄩވဇ

• 	ᇳᄲfञ׾ᄲࡣᆚ৹ك
• 	ጦޭቼேඓࡓഉๆໂ༅ᆬ
• 	࿃జໍቼၳ࿏ञੴᏊ܃ڿ
• 	เռႿ֠ૠኊ (HLA) ࠍᄲ

f ᇋช੣ᄵᇳᄲࡣᆚܿޗ؂৹ي໸ሓၓ፧ன፩˄ஂ๜ಁሀனߟȂफ़ᅪಁሀனߟȂफ़னȂյჹன܃˅ߟ኷ޗ؂኶঱ঝܿࠞნȃขدਈ፧னञޗ؂኶঱ঝ (CSLL-C 1/4)ȃ 
ႇࠞნሓཧܿ५ጚށك HBsAg ঽजᄩૠ࿒ȃ቏ࠞნሓཧড৕၄቏ᇳᄲࡣᆚ؂໨ܿ५ጚሥৠك e ૠኊȃ๜࣮ډᆷᄹˈዏޗ؂ށكኵ஢؃Ꮐᅲᄂफ़૭ᇞ໗ȃ 

CLL ੣ዴ (HT-3)

Richter Ꭱफ़ (HT-3)
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Richter Ꭱफ़h

DLBCL

੶ݟণඟਜ਼ிղ௙

ኊߙᄹ/૲௢ႇ࣋

૲௢ყ࣋ড૲
௢Ꭻྙၝፃ

஼ۏ༅ᆬ
ড
Ꮾၓ DLBCL ፧ன˄ขدਈ B Ⴟ֠ிղ௙ NCCN Guidelines˅ 

஼ۏ༅ᆬ˄༈ᅤ˅
ড 
቏༮દ֫ܿࡻ፧னߴ՝˖j,k

• RCHOP
• DA-EPOCH-R
• HyperCVAD + ஀ဢႝܠૠ
• OFAR

फ़னಓࡥ

஼ۏ༅ᆬ˄༈ᅤ˅
ড
ขدਈণඟਜ਼ிղ௙ NCCN Guidelines

 del(17p) ড ֎؜
TP53 ဆק

del(17p) ড TP53 
ဆק

஼ۏ༅ᆬ
ড
࣏୲Ꮾၓ del(17p) ড TP53 ဆܿק CLL/
SLL ፑೌ˄ขدਈ CSLL-4˅

஼ۏ༅ᆬ
ড
࣏୲Ꮾၓ del(17p) ড TP53 ဆܿק CLL/
SLL ፑೌ˄ขدਈ CSLL-5˅

g Ȑৠཨඓ CLLȑˈȐCLL ֎ዓፌ፩ᄩମጀȑञȐCLL-PLL ড CLL ֎ቖிղႿ֠
ዓ޹ȑ˄ށሆਈ HT-1˅־؜༄ၓ Richter Ꭱफ़ˈܦি؂࢑ન෭ႵᄹȂኁॄ࢑ُ 
[Gine E, et al,Haematologica 2010;95:1526-1533; Ciccone M, et al.Leukemia 
2012;26:499-508; Swerdlow S, et al.2017 WHO Classification]ȃຣၝฬށጝᄎ؂
ஂܿᏥ৞፧னߟߴȃ

h ࣋ ቙ T Ⴟ֠ቖிղႿ֠ռᅭ؂ˈขدਈ T Ⴟ֠ிղ௙ NCCN Guidelinesȃ
I ૣدHT-A
j ࿳٢໪ቂထਃቂ቙ DLBCL ܿ፧னߴ՝ޭ DLBCL ܿ Richter Ꭱफ़˄૲௢ყ࣋ড૲
௢Ꭻྙၝፃ˅੣ᄵ፧னȃะߑˈጝᄎߴ՝࿳٢३੍਺ُˈ෩Ꮵ৞ᇜღ፧னຣၝฬ
அȃຢ༧፧னߴ՝ၓ NCCN ڈ኎঩ࢎࢬદᇲװߙ༮દྈ໪ቂ˄دਈ HT-A˅ȃ

HT-3

஼װۏოg ໭፧னiڴ

फ़ன೎፧ᄹড 
del(17p)/TP53 

ဆק

੣ዴၓ CLL ֎ቖிղ
Ⴟ֠ዓ޹ডዓፌ፩ᄩମ
ጀܿ CLLh

ඝྊ፧னi

ૣఈ HCTl

஼ۏ༅ᆬ˄༈ᅤ˅ 
ড 
Ꮾၓ DLBCL ፧ன˄ขد
ਈ B Ⴟ֠ிղ௙ NCCN 
Guidelines˅ 
ড 
๜࣮ႇߟਾ།फ़ᅪಁ	
ሀனߟ˖
• ೆႍܠૠ ± ᇡ௴࿓ೞ	
˄2B ୥˅m,n

• Pembrolizumab ± ᇡ௴࿓
ೞ˄2B ୥˅m,n

k ޭ ቙੶੻ష࿳௸ਾ།ፚຬᇜৎภৎ஢஀ဢႝܠૠܿ५ጚˈ૰تቂ஀ဢႝܠૠ
ञเဃಖ፣཰౗൝჉᎙ືߴ՝ȃFDA ൕᎳܿໍ႘߹፟ᇊ໸஀ဢႝܠૠܿठ໻
࿓ܗ൰ȃ

l Cwynarski K, et al. J Clin Oncol 2012;30:2211-2217. 
m ขدਈ໪ቂᄆࠍᏊᇷ፟ৎܿ࿅׳᎙ሃ໳ჵ (CSLL-F)ȃ
n ᎟য়Ꮰڏไˈफ़ன೎፧ᄹ Richter Ꭱफ़५ጚড del(17p)/TP53 ဆק५ጚ໪ቂጝ
ᄎߴ՝ܿ༮દभຬ˗ܦ໸ˈਅ቙ጝᇜ५ጚเฯ૰ቂܿᅤዎ቏ქˈ૰ૣఈ໪ቂጝ
ᄎߴ՝ȃඝྊ༮દুਖ؝ߙȃدਈHT-Aᇵ࢜ૣدȃ

᎙ሃኁ߷፰௙๑੍Ꮢठጲ	

˄ขدਈ CSLL-C˅

ขدਈܠ૲௢ૠ࿒ञޗ؂኶঱ঝ	

˄ขدਈ CSLL-C˅
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HT-A

ထਃ፧னߴ՝  

Richter's Ꭱफ़ܸ DLBCL˄૲௢ყ࣋ড૲௢Ꭻྙၝፃ˅
DA-EPOCH-R
Rogers KA, Huang Y, Ruppert A, et al.A single-institution retrospective cohort study of first-line R-EPOCH chemoimmunotherapy for Richter syndrome 

demonstrating complex chronic lymphocytic leukaemia karyotype as an adverse prognostic factor.Br J Haematol 2018;180:259-266.

HyperCVAD + ஀ဢႝܠૠ
Tsimberidou AM, Kantarjian HM, Cortes J, et al.Fractionated cyclophosphamide, vincristine, liposomal daunorubicin, and dexamethasone plus rituximab and 

granulocyte-macrophage-colony stimulating factor (GM-CSF) alternating with methotrexate and cytarabine plus rituximab and GM-CSF in patients with Richter 
syndrome or fludarabine-refractory chronic lymphocytic leukemia.Cancer 2003;97:1711-1720.

Tsimberidou AM, O'Brien S, Khouri I, et al.Clinical outcomes and prognostic factors in patients with Richter's syndrome treated with chemotherapy or 
chemoimmunotherapy with or without stem-cell transplantation.J Clin Oncol 2006;24:2343-2351.

OFAR
Tsimberidou AM, Wierda WG, Plunkett W, et al.Phase I-II study of oxaliplatin, fludarabine, cytarabine, and rituximab combination therapy in patients with Richter's 

syndrome or fludarabine-refractory chronic lymphocytic leukemia.J Clin Oncol 2008;26:196-203.
Tsimberidou AM, Wierda WG, Wen S, et al.Phase I-II clinical trial of oxaliplatin, fludarabine, cytarabine, and rituximab therapy in aggressive relapsed/refractory 

chronic lymphocytic leukemia or Richter syndrome.Clin Lymphoma Myeloma Leuk 2013;13:568-574.

RCHOP
Tsimberidou AM, O'Brien S, Khouri I, et al.Clinical outcomes and prognostic factors in patients with Richter's syndrome treated with chemotherapy 

or chemoimmunotherapy with or without stem-cell transplantation.J Clin Oncol 2006;24:2343-2351.

ೆႍܠૠ
Jain N, Ferrajoli A, Basu S, et al.A Phase II trial of nivolumab combined with ibrutinib for patients with Richter transformation [abstract].Blood 2018;132:Abstract 296. 
Younes A, Brody J, Carpio C, et al.Safety and activity of ibrutinib in combination with nivolumab in patients with relapsed non-Hodgkin lymphoma or chronic 

lymphocytic leukaemia: a phase 1/2a study.Lancet Haematol 2019;6:e67-e78.

ത಴ܠૠ
Armand P, Murawski N, Molin D, et al.Pembrolizumab in relapsed or refractory Richter syndrome.Br J Haematol 2020;190:e117-e120.
Ding W, LaPlant BR, Call TG, et al.Pembrolizumab in patients with CLL and Richter transformation or with relapsed CLL.Blood 2017;129:3419-3427. 
Rogers KA, Huang Y, Dotson E, et al.Use of PD-1 (PDCD1) inhibitors for the treatment of Richter syndrome: experience at a single academic centre.Br J Haematol 

2019;185:363-366.

Richter Ꭱफ़ܿণඟਜ਼ிղ௙ 
Stephens D, Boucher K, Kander E, et al.Hodgkin lymphoma arising in patients with chronic lymphocytic leukemia: outcomes from a large multi-center collaboration 

Haematologica 2021;106:2845-2852.
Parikh SA, Habermann TM, Chaffee KG, et al.Hodgkin transformation of chronic lymphocytic leukemia: Incidence, outcomes, and comparison to de novo Hodgkin 

lymphoma.Am J Hematol 2015;90:334-338.
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MS-2 

 

ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵ (CLL) ઼ሿ⏻ᐤ㓶㜎⏻ᐤⱔ (SLL) Ⲵ⢩ᖱѪⲭ㹰⯵㓶

㜎൘ཆઘ㹰ǃ僘儃৺⏻ᐤ㓴㓷ѝ䙀⑀໎⇆㍟〟Ǆ൘ᖒᘱᆖкˈ䘉Ӌⲭ㹰⯵

㓶㜎ཆ㿲լሿරǃᡀ⟏⏻ᐤ㓶㜎ˈᴹᰦਟ㜭о䖳བྷᡆ䶎ިර㓶㜎ᡆ㘵ᒬ⏻

ᐤ㓶㜎␧ਸǄCLL ӽᰗᱟ㾯ᯩഭᇦᴰᑨ㿱ⲴᡀӪⲭ㹰⯵㊫රǄ2022 ᒤˈ 

㖾ഭ亴䇑ሶᴹ 20,160 Ӫ⺞䇺ᛓк CLLˈᒦሶᴹ 4,410 Ӫ↫Ҿ䈕⯵Ǆ1  

ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵ (CLL) ઼ሿ⏻ᐤ㓶㜎⏻ᐤⱔ (SLL) ᱟ਼а⿽⯮⯵Ⲵн

਼㺘⧠ˈ⋫⯇൘ᖸབྷ〻ᓖкҏ⴨਼Ǆ2ѫ㾱४࡛൘Ҿˈྲ᷌䲔僘儃઼⏻ᐤ㓴

㓷ཆˈ㹰⏢ѝҏਁ⧠བྷ䟿ᔲᑨ⏻ᐤ㓶㜎ˈࡉ䇺ᯝѪ CLL˗ྲ᷌⯵ਈѫ㾱൘

⏻ᐤ㔃ǃ僘儃ԕ৺ަԆ⏻ᐤ㓴㓷ˈᒦф㹰⏢ѝᖸቁᴹ˄ྲᴹ˅ᔲᑨ⏻ᐤ㓶㜎ˈ

  䇺ᯝѪ SLLǄࡉ

᮷⥞Ự㍒ḷ߶઼ᤷইᴤᯠᯩ⌅  

൘ᴤᯠ↔⡸ᵜ CLL/SLL NCCN Guidelines® ѻࡽˈሩ PubMed ᮠᦞᓃ䘋㹼

Ҷ⭥ᆀỰ㍒ˈԕ㧧ਆка⡸ᤷইᴤᯠԕᶕ൘ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵઼ሿ⏻ᐤ

㓶㜎⏻ᐤⱔᯩ䶒ਁ㺘Ⲵޣ䭞᮷⥞ˈᩌ㍒֯⭘л䶒Ⲵᵟ䈝˖chronic 

lymphocytic leukemia/small lymphocytic lymphomaǃRichter syndrome 

઼ histologic transformationǄѻᡰԕ䘹ᤙ PubMed ᮠᦞᓃˈᱟഐѪᆳаⴤ

䜭ᱟᓄ⭘ᴰᒯ⌋Ⲵ५ᆖ᮷⥞䍴Ⓚˈҏᱟ㍒ᕅ਼㹼-䇴ᇑⲴ⭏⢙५ᆖ᮷⥞Ǆ3 

䙊䗷䘹ᤙԕ㤡᮷ਁ㺘ⲴӪփ⹄ウ㕙ሿỰ㍒㔃᷌㤳തǄ㔃᷌㻛䲀ࡦѪԕл᮷

ㄐ㊫ර˖Ѥᒺ䈅傼ˈII ᵏ˗Ѥᒺ䈅傼ˈIII ᵏ˗Ѥᒺ䈅傼ˈIV ᵏ˗ᤷই˗ 

䲿ᵪሩ➗䈅傼˗㦏㨳᷀࠶˗㌫㔏ᙗഎ亮˗ԕ৺傼䇱⹄ウǄ  

ⲴަԆᶕⓀⲴ᮷ㄐ˄൘ᤷইޣ䭞 PubMed ᮷ㄐˈԕ৺㿶֌оᵜᤷই⴨ޣ

ᴤᯠᵏ䰤уᇦ㓴ᴹᡰ䇘䇪˅ˈަᮠᦞ൷ᐢ㓣ޕᵜ⡸ᵜⲴĀ䇘䇪āㄐ㢲Ǆ 

ሩҾ㕪ѿ儈≤ᒣ䇱ᦞⲴ޵ᇩˈަ᧘㦀สҾуᇦ㓴ሩվ≤ᒣ䇱ᦞ઼уᇦ᜿㿱

ⲴᇑṨǄ  

ᴹޣ NCCN Guidelines 㕆઼߉ᴤᯠⲴޘ䜘䈖ᛵˈ䈧⍿㿸  

www.NCCN.orgǄ  

 

ᰐ䇪ᱟ൘ᑨ㿴Ѥᒺᇎ䐥ѝˈ䘈ᱟ൘Ѥᒺ䈅傼⧟ຳлˈRai ઼ Binet ㌫㔏䜭ᱟ

ⴞࡽᒯ⌋⭘Ҿ䇴ՠ CLL ᛓ㘵Ⲵє⿽࠶ᵏ㌫㔏Ǆ4,5䘉є⿽࠶ᵏ㌫㔏൷׍ᦞփ

Ự㔃᷌˄ণ⏻ᐤ㔃ਇ㍟ǃ㝮઼/ᡆ㛍໎བྷᆈ൘о੖˅઼㹰⏢৲ᮠ˄䍛㹰ᡆ㹰

ሿᶯ߿ቁ⯷ᆈ൘о੖˅ᶕ䇴ՠ㛯ⱔ䍏㦧〻ᓖǄ  

᭩㢟Ⲵ Rai ࠶ᵏ㌫㔏᤹➗ড䲙ᓖ㓗࡛ሶᛓ㘵࠶Ѫйњ㓴˖վড⯮⯵˄Rai 

0 ᵏ˅ǃѝড⯮⯵˄Rai I̢II ᵏ˅઼儈ড⯮⯵˄Rai III̢IV ᵏ˅ˈ䘉йњ㓴

Ⲵѝս⭏ᆈᵏ࡛࠶Ѫ 150 њᴸǃ71-101 њᴸ઼ 19 њᴸǄ4  

Binet ࠶ᵏ㌫㔏สҾਇ㍟४ฏⲴᮠⴞ৺㹰㓒㳻ⲭ઼㹰ሿᶯⲴ≤ᒣˈሶᛓ㘵࠶

Ѫйњ亴ਾ㓴ˈ઼ Rai ࠶ᵏ㌫㔏⴨լˈоѤᒺ亴ਾҏᴹ㢟ྭⲴ⴨ޣᙗǄ5  

ᆹ䱯՟࠶ᵏ㌫㔏Ⲵ঒࣐䈪؞䇒⡸䘲⭘Ҿ SLL ᛓ㘵Ǆ6 

亴ਾഐ㍐ 

 㳻ⲭ䟽䬮ਟਈ४ (IGHV) สഐケਈ⨳⯛ݽ

IGHV ケਈ⣦ᘱᱟ⭏ᆈ㔃ተⲴ䟽㾱亴⍻ഐ㍐Ǆоケਈ IGHV ⴨∄ˈᰐ䇪ᱟ

⯮⯵Ⲵଚњ䱦⇥ˈ䶎ケਈ IGHV˄о⭏⇆㓶㜎สഐᒿࡇⲴ਼Ⓚᙗ ı98%˅

൷о亴ਾн㢟઼⭏ᆈᵏᱮ㪇߿վ⴨ޣ㚄Ǆ7,8↔ཆˈVH3-21 สഐਆ⭘ˈᰐ䇪 

IGHV ケਈ⣦ᘱ˄䙊䗷о⭏⇆㓶㜎สഐᒿ਼ࡇⓀᙗⲴⲮ࠶∄⺞ᇊ˅ྲօˈ

亴ਾ൷н֣Ǆ9 ᐢ䇱᰾ণ֯ሶ儈-仾䲙สഐᔲᑨޕࡇཊਈ䟿എᖂ⁑රˈ䶎ケ

ਈ IGHV ᡆ VH3-21 สഐਆ⭘ӽᱟ-ᰐ⋫⯇䰤ᵏ઼/ᡆ⭏ᆈᵏᴤ⸝Ⲵ⤜・亴⍻

ഐ㍐Ǆ10-13  

ሩҾ᧕ਇ FCR˄≏䗮᣹┘ǃ⧟⼧䞠㜪઼࡙࿕᱄অᣇ˅⋫⯇Ⲵᛓ㘵ˈIGHV 

ケਈ⣦ᘱᱟ儈㕃䀓⦷઼ᙫ⭏ᆈ⦷ (OS) ᭩ழⲴ亴⍻ഐ㍐Ǆ14-16൘ CLL8 䈅傼
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˄ሩ FCR о FC [≏䗮᣹┘/⧟⼧䞠㜪] ֌Ѫа㓯⋫⯇䘋㹼Ҷ∄䖳˅ѝˈ 

൘ IGHV- ケਈ CLL ᛓ㘵ӊ㓴ѝˈFCR оᱮ㪇䖳䮯Ⲵᰐ䘋ኅ-⭏ᆈᵏ˄PFS˗

ᵚ䗮ࡠѝս٬ˈሩ∄ FC Ѫ 42 њᴸ˗P <0.001˅઼ OS˄5 -ᒤ OS ⦷Ѫ 

86%ˈሩ∄ FC Ѫ 80%˅⴨ޣǄ14ᡰᴹ㓶㜎䚇Րᆖӊ㓴ѝ䜭ਁ⧠Ҷ䘉а⭏

ᆈ㧧⳺ˈवᤜ del(11q)ˈն del(17p) ઼↓ᑨṨරᛓ㘵䲔ཆǄնᱟˈIGHV 

ケਈ⣦ᘱሩ䈕䈅傼Ⲵᙫ㕃䀓⦷ (ORR) ᰐᖡ૽Ǆ൘а亩⎹৺ 300 ֻࡍ⋫ 

CLL ᛓ㘵Ⲵ II ᵏ⹄ウѝˈ൘ IGHV ケਈⲴᛓ㘵ѝˈ51% 䗮ࡠᗞሿ↻⮉⯵ਈ 

(MRD) 䱤ᙗˈ13 ᒤᰦ PFS ⦷Ѫ 80%Ǆ15൘а亩ཊਈ䟿᷀࠶ѝˈ䘋㹼ᑨ㿴

Ṩර᷀࠶Ⲵ䶎ケਈ IGHV ઼ del(17p) он࡙Ⲵ PFS ᱮ㪇⴨ޣǄケਈ IGHV 

ᛓ㘵Ⲵ䮯-ᵏ PFS ቔަ٬ᗇ⌘᜿ˈᴹ 10 ᒤԕкަ PFS ᴢ㓯੸ᒣっ䎠࣯Ǆ

൘䇴ՠ FCR ሩ∄㤟䗮㧛ਨ≰/࡙࿕᱄অᣇ (BR) ֌Ѫнդᴹ del(17p) ケਈ

Ⲵ CLL а㓯⋫⯇Ⲵ CLL10 ⹄ウѝˈFCR ൘ሿҾ 65 ኱ڕᓧ⣦ߥ㢟ྭᛓ㘵

઼ IGHV ケਈᛓ㘵ѝ䙐ᡀҶᱮ㪇Ⲵ PFS 㧧⳺Ǆ16൘ケਈ IGHV ᛓ㘵ѝˈ

FCR 㓴ᵚ䗮ࡠѝս PFSˈBR 㓴Ѫ 55 њᴸ (P = 0.089)Ǆ 

㓶㜎䚇Րᆖᔲᑨ  

㦗ݹ৏սᵲӔᢰᵟ (FISH) Ự⍻ਁ⧠ˈ80% ԕкⲴ CLL ࡍ⋫ᛓ㘵ᆈ൘㓶㜎

䚇ՐᆖᔲᑨǄ䇺ᯝᰦᴰᑨ㿱ⲴᔲᑨѪ Del(13q) (55%)ǃdel(11q) (18%)ǃ

12 ਧḃ㢢փйփ (16%)ǃdel(17p) (7%) ઼ del(6q) (7%)Ǆ17  

Del(13q) ֌Ѫঅ⤜Ⲵᔲᑨ亴ਾ䖳ྭˈᒦфѝս⭏ᆈᵏᴰ䮯˄133 њᴸ˅Ǆ

Del(11q) 㓿ᑨоᒯ⌋⏻ᐤ㔃⯵ਈǃ⯮⯵䘋ኅ઼ѝս⭏ᆈᵏ䖳⸝˄79 њᴸ˅

⴨ޣǄ17สҾ≏䗮᣹┘Ⲵॆᆖݽ⯛⋫⯇ᯩṸ࣐✧ॆࡲਟᴹࣙҾݻᴽࡍ⋫ 

CLL ᛓ㘵 del(11q) Ⲵн࡙亴ਾ᜿ѹǄ13,18Del(17p) ৽᱐ TP53 สഐ㕪ཡˈ

䙊ᑨо↻⮉ TP53 ㅹսสഐѝⲴケਈᴹޣˈᰐ⋫⯇䰤ᵏ⸝ˈѝս⭏ᆈᵏ⸝

˄32 њᴸ˅фሩॆ⯇৽ᓄᐞǄ17ᰐ del(17p) ᰦӖਟਁ⧠ TP53 ᔲᑨˈᒦф

ਁ⧠ TP53 ケਈᱟ⭏ᆈ⦷ᐞ઼ਜ਼≏䗮᣹┘ᡆ㤟䗮㧛ਨ≰ᯩṸ㙀㦟Ⲵ亴⍻ഐ

㍐ˈо 17p ḃ㢢փ⣦ᘱᰐޣǄ19-23 

Del(17p) ᴤᑨ㿱Ҿᰒᖰ㓿⋫ CLL ᛓ㘵ˈ㺘᰾൘⋫⯇ᵏ䰤ਟ㜭ਁ⭏դ 

del(17p) CLL ݻ䲶㓶㜎Ⲵࠪ⧠઼㭃ᔦǄ24del(17p) Ⲵ亴ਾ᜿ѹਟ㜭׍䎆Ҿ

ᆈ൘䈕ᔲᑨⲴᚦᙗ㛯ⱔ㓶㜎∄ֻˈᖃ del(17p) Ⲵ㓶㜎Ⲯ࠶∄䖳վᰦˈ亴ਾ

䖳Ѫᴹ࡙Ǆ13,25,26  

൘ CLL4 䈅傼˄ሩ㤟б䞨≞㣕ᯩṸǃ≏䗮᣹┘ᯩṸԕ৺ FC ᯩṸ֌Ѫа㓯

⋫⯇䘋㹼Ҷ∄䖳˅ѝˈਁ⧠ሩҾа㓯⋫⯇㘼䀰ˈTP53 㕪ཡᱟ亴ਾн㢟Ⲵᴰ

ᕪ亴⍻ഐ㍐Ǆ13↔ཆˈdel(11q) ઼⋫⯇࠶㓴Ѫ PFS Ⲵ⤜・亴⍻ഐ㍐ˈᒤ喴

ᱟ OS Ⲵ⤜・亴⍻ഐ㍐Ǆ൘ CALGB 9712 ⹄ウ˄ሩ≏䗮᣹┘਼↕ᡆᒿ䍟㚄

⭘࡙࿕᱄অᣇ⋫⯇֌Ѫа㓯⋫⯇䘋㹼Ҷ∄䖳˅Ⲵ䮯ᵏ䲿䇯ѝˈਁ⧠ del(17p) 

ᡆ del(11q) ᱟ⭏ᆈᵏ䖳⸝Ⲵ⤜・亴⍻ഐ㍐Ǆ27  

㓶㜎㺘䶒ḷᘇ⢙  

൘䙊䗷⍱ᔿ㓶㜎ᵟǃݽ⯛㓴ॆ⌅ᡆ⭢สॆỰ⍻ࡠⲴ㓶㜎㺘䶒ḷᘇ⢙˄CD38ǃ

CD49d ઼ ZAP-70˅ѝˈCD49d (ı30%) ᱟ OS ઼н⋫⯇⭏ᆈᵏⲴᴰᕪ亴

⍻ഐ㍐Ǆ28-32CD38 㺘䗮 (ı30%) 7,11,13,33-35઼/ᡆ ZAP-70 (ı20%) о PFS 

઼ OS 㔃᷌䖳⸝⴨ޣǄ36-41↔ཆˈᴹӪ䇔ѪˈሩҾѤᒺ亴ਾ㘼䀰ˈо IGHV 

ケਈ⣦ᘱᡆ CD38 ⴨∄ˈZAP-70 䱣ᙗਟ㜭ᱟᴤᕪⲴ亴⍻ഐ㍐Ǆ39-41ᴹᣕ੺

ᱮ⽪ˈZAP-70 ⭢สॆ˄о ZAP-70 㺘䗮઼ IGHV ケਈ⣦ᘱᇶ࠷⴨ޣ˅ҏᱟ

ሩ CLL ᛓ㘵ᖸᴹ⭘Ⲵ亴ਾỰ⍻ᯩ⌅ˈն൘Ѥᒺкᒦнᑨ⭘Ǆ42-44  

平2-ᗞ⨳㳻ⲭ  

平2-ᗞ⨳㳻ⲭӵ䴰䙊䗷㹰⏢ṧᵜⲴḷ߶ᇎ傼ᇔỰ⍻ᯩ⌅ˈቡ㜭ཏᖸᘛ䘋㹼

Ự⍻ˈᒦфሩҾ᧕ਇа-㓯ॆᆖݽ⯛⯇⌅Ⲵᛓ㘵ˈᐢ䇱ᇎሩҾ-ᰐ⋫⯇䰤ᵏǃ

⋫⯇৽ᓄ઼ OS 㘼䀰ˈ㹰␵ 平2-ᗞ⨳㳻ⲭ≤ᒣॷ儈ᱟᕪᴹ࣋ф⤜・Ⲵ亴ਾ

ᙗᤷḷǄ45,46 ❦㘼ˈᆳԕа⿽о CLL ⯮⯵ᰐޣⲴᯩᔿਇ㛮࣏㜭нޘⲴᖡ૽Ǆ 

 

ᐢ㓿ᔰਁҶࠐ⿽ᮤਸᮠњՐ㔏઼ᯠර亴ਾḷᘇ⢙Ⲵ亴ਾ⁑ර⭘Ҿড䲙ᓖ

  ቲǄ47-52࠶
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MS-4 

֯⭘ᒤ喴ǃ平2-ᗞ⨳㳻ⲭǃ⏻ᐤ㓶㜎䇑ᮠ㔍ሩ٬ǃᙗ࡛ǃRai ࠶ᵏ઼ਇ㍟⏻

ᐤ㔃ᮠ䟿ᔰਁҶ亴ਾ䈪⁑മ઼ᴤㆰॆⲴ亴ਾᤷᮠˈԕׯሶᵚ⋫⯇Ⲵ CLL ᛓ

㘵࠶Ѫйњн਼Ⲵ仾䲙㓴˄վডǃѝড઼儈ড˅Ǆ47ᦞՠ䇑ˈ䘉йњড䲙

ᓖ࠶㓴Ⲵѝս⭏ᆈᵏ࡛࠶ᱟᵚ䗮ࡠǃ10 ᒤ઼ 5 ᒤǄվডǃѝডǃ儈ড㓴 

5 ᒤ⭏ᆈ⦷࡛࠶Ѫ 97%ǃ80% ઼ 55%˗10 ᒤ⭏ᆈ⦷࡛࠶Ѫ 80%ǃ52% ઼ 

26%Ǆ47аӋ⹄ウᐢ㓿⤜・䇱ᇎ䈕亴ਾᤷᮠ㜭ཏՠ䇑 CLL ࡍ⋫ᛓ㘵Ⲵ⭏ᆈ

ᾲ⦷઼俆ਁ⯷⣦㠣俆⅑᧕ਇ⋫⯇ᰦ䰤˄time-to-first treatmentˈTTFT˅ˈ

वᤜ⯮⯵ᰙᵏ˄Rai ࠶ᵏ 0˅ᛓ㘵Ǆ48,49  

൘ਖањ亴ਾ⁑රѝˈ亸䜘⏻ᐤ㔃փ〟໎བྷǃйњ⏻ᐤ㔃䜘սਇ㍟ǃ

del(17p) ᡆ del(11q)ǃIGHV ᵚケਈ৺㹰␵ LDH ≤ᒣॷ儈ㅹ⺞ᇊᱟ俆ਁ⯷

⣦㠣俆⅑᧕ਇ⋫⯇ᰦ䰤ᴤ⸝Ⲵ⤜・亴⍻ഐ㍐Ǆ50↔⁑රᴹࣙҾ⺞ᇊࡍ䇺ᛓ

㘵ѝ⯮⯵䘋ኅড䲙ᓖ儈ǃਟ㜭䴰㾱ᰙᵏᒢ亴Ⲵᛓ㘵Ǆ  

㔬ਸ CLL 䇴࠶㌫㔏 (ICSS) สҾ FISH Ự⍻ࡠⲴ㓶㜎䚇ՐᆖᔲᑨǃIGHV  

ケਈ⣦ᘱ઼ CD38 㺘䗮ˈሶᛓ㘵࠶Ѫйњড䲙ᓖ࠶㓴˄վডǃѝডǃ 

儈ড˅Ǆ51CLL ഭ䱵亴ਾᤷᮠ (CLL-IPI) สҾ TP53 ઼ IGHV ケਈ⣦ᘱǃ 

㹰␵ 平2-ᗞ⨳㳻ⲭ⎃ᓖǃѤᒺ࠶ᵏ઼ᒤ喴ˈሶᛓ㘵࠶Ѫഋњড䲙ᓖ࠶㓴

˄վডǃѝডǃ儈ডǃᶱ儈ড˅Ǆ52䘉Ӌ仾䲙㓴Ⲵ 5ᒤ OS ⦷ᱮ㪇н਼

 䇺 CLLࡍѪ 93%ǃ79%ǃ63% ઼ 23%˅ǄCLL-IPI ᐢ㓿൘⤜・Ⲵ࡛࠶˄

ᛓ㘵䱏ࡇѝᗇࡠ傼䇱ˈᒦфҏਟ⭘Ҿ亴⍻᧕ਇа㓯ॆᆖݽ⯛⯇⌅ᛓ㘵Ⲵ俆

ਁ⯷⣦㠣俆⅑᧕ਇ⋫⯇ᰦ䰤 (time-to-first treatment) ઼䘋ኅ仾䲙Ǆ53˄ṩᦞ

ањਜ਼ᴹ 4,933 ֻᛓ㘵Ⲵഭ䱵䱏ࡇѝⲴњփᛓ㘵ᮠᦞ˅ᨀࠪҶᰙᵏ CLL ഭ

䱵亴ਾ䇴࠶ (IPS-E)ˈ⭘Ҿ亴⍻ᰙ-ᵏ CLL ᛓ㘵䴰㾱⋫⯇Ⲵਟ㜭ᙗǄ54 

IPS-E 䇴࠶ሶᰙᵏ CLL ᛓ㘵࠶Ѫ 3 њ俆ਁ⯷⣦㠣俆⅑᧕ਇ⋫⯇ᰦ䰤 (TTFT) 

ާᴹᱮ㪇ᐞᔲⲴ仾䲙㓴ǄIPS-E 儈仾䲙ᛓ㘵൘㿲ሏ 1 ᒤ઼ 5 ᒤਾ䴰㾱⋫⯇

Ⲵ㍟〟仾䲙࡛࠶Ѫ 14% ઼ 61%ˈѝ仾䲙ᛓ㘵Ѫ 2% ઼ 28%ˈվ仾䲙ᛓ㘵

Ѫ <0.1% ઼ 8%Ǆ䴰㾱൘ⷫࡽᙗѤᒺ䈅傼ѝሩ䘉Ӌ㔃᷌䘋 

㹼䇱ᇎǄ  

൘བྷ㓖 4% 㠣 15% Ⲵ CLL ࡍ䇺ᛓ㘵ѝ㿲ሏާࡠᴹ亴ਾ᜿ѹⲴ༽ਁᙗ 

NOTCH1ǃSF3B1 ઼ BIRC3 สഐケਈ⧠䊑ˈ൘≏䗮᣹┘-䳮⋫ᙗ CLL  

ᛓ㘵ѝਁ⭏⦷ࡉᴤ儈 (15%-25%)Ǆ55-60ᴹӪᨀࠪ֯⭘สҾ NOTCH1ǃ

SF3B1 ઼ BIRC3 ケਈԕ৺ FISH ᡰỰ⍻㓶㜎䚇ՐᆖᔲᑨⲴ㔬ਸ亴ਾ⁑රˈ

ሶᛓ㘵࠶Ѫഋњн਼Ⲵ亴ਾӊ㓴˖儈ড˄TP53 ઼/ᡆ BIRC3 ᔲᑨ˅˗ѝড 

[NOTCH1 ઼/ᡆ SF3B1 ケਈ઼/ᡆ del(11q)]˗վড˄12 ਧḃ㢢փйփˈԕ

৺ᡰᴹ䚇Ր⯵ਈỰ⍻㔃᷌൷Ѫ䟾⭏ර˅઼ᶱվড [ӵ del(13q)]Ǆ61ഋњӊ㓴

Ⲵ 10ᒤ⭏ᆈ⦷࡛࠶Ѫ 29%ǃ37%ǃ57% ઼ 69%Ǆ 

ᐢ⺞ᇊа㓯⋫⯇ 2 ᒤࠪ޵⧠⯮⯵ᰙᵏ䘋ኅ (POD) ᱟ CLL ᛓ㘵Ѥᒺ亴ਾ䖳

ᐞⲴ亴ਾഐ㍐Ǆ62൘ሩ 829 ֻᛓ㘵Ⲵ᷀࠶ѝˈ㓯⋫⯇ਾᰙᵏ POD о亴ਾ

н㢟Ⲵ㓶㜎䚇Րᆖ⢩ᖱ [del(11q) ᡆ del(17p˅] ઼а㓯⋫⯇ ORR 䖳ᐞ⴨ޣǄ

ᰙᵏ POD ᛓ㘵Ⲵ ORR Ѫ 53ˁˈ㘼ᲊᵏ POD ઼ᰐ POD ᛓ㘵Ⲵ ORR ࠶

࡛Ѫ 80ˁ ઼ 84ˁǄᰙᵏ POD ҏоᡰᴹᛓ㘵৺᧕ਇॆᆖݽ⯛⯇⌅˄FCR 

ᡆ BR˗P <0.05˅ᛓ㘵Ⲵ OS 䖳ᐞ⴨ޣǄ 

ᙫ㘼䀰ѻˈᶕ㠚ԕк⹄ウⲴᮠᦞ㺘᰾ˈк䘠亴ਾḷᘇ⢙Ⲵ亴ਾ᜿ѹਟ㜭ഐ

ᛓ㘵Ӫ㗔ǃ⋫⯇ᯩṸ઼ᡰ䇴ՠⲴѤᒺ㔃ተ㘼ᔲǄнӵྲ↔ˈ൘ԕॆ⯇ᡆॆ

ᆖݽ⯛⯇⌅ѪѫⲴᰦԓˈ䘈䪸ሩՐ㔏ԕ৺ᯠර亴ਾḷᘇ⢙䘋㹼Ҷ⭏ᆈ⦷ՠ

䇑Ǆᯠරሿ࠶ᆀᣁࡲࡦ⯇⌅ᱮ㪇᭩ழҶᛓ㘵˄वᤜ儈ড⯮⯵ᛓ㘵˅Ⲵ⭏ᆈ

⦷Ǆ൘ཊᮠ↔㊫⹄ウѝˈ䲿䇯ᵏ䖳⸝ˈᒦф䘉Ӌḷᘇ⢙൘᧕ਇᴤᯠර䶦ੁ

⋫⯇Ⲵᛓ㘵ѝⲴ亴ਾ᜿ѹቊн᰾⺞Ǆ  

ᴰ䘁ᐢᔰਁҶє⿽⭘Ҿ亴⍻֯⭘䶦ੁ⯇⌅⋫⯇Ⲵᛓ㘵㔃ተⲴ亴ਾ⁑රǄ63,64

ㅜа⿽亴ਾ⁑රṩᦞ TP53 ⮨ਈǃᰒᖰ⋫⯇ǃ平2-ᗞ⨳㳻ⲭ (ı5 mg/L) 

઼ LDH >250 U/L ሶ᧕ਇ׍励ᴯቬ⋫⯇Ⲵᛓ㘵࠶Ѫйњ仾䲙㓴˄儈仾䲙 

 Ǆ63儈ǃѝǃվ-仾䲙㓴Ⲵ 3ᒤ˅[࠶ 0] վ仾䲙઼ [࠶ 2] ǃѝ仾䲙[࠶ 3̢4]

PFS ⦷࡛࠶Ѫ 47%ǃ74% ઼ 87% (P <0.0001)ǄሩᓄⲴ 3ᒤ OS ⦷࡛࠶

Ѫ 63%ǃ83% ઼ 93% (P <0.0001)Ǆ䈕⁑ර൘ᵚ㓿⋫઼༽ਁᙗ/䳮⋫ᙗ 
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MS-5 

CLL ᛓ㘵Ⲵ࠶ቲѝӽ❦ާᴹᱮ㪇ᙗǄㅜҼ⿽亴ਾ⁑ර⭘Ҿ䢤࡛ਟ⭘䶦ੁ⯇

 ⋪励ᴯቬǃidelalisib ઼ venetoclax˅ᵚ㜭䗮ᡀ䖳ྭ㔃᷌Ⲵᰒᖰ㓿׍˄⌅

CLL 儈-ডᛓ㘵Ǆ64䈕亴ਾ⁑ර䟷⭘㹰␵ 平2-ᗞ⨳㳻ⲭ (ı5 mg/dL)ǃ

LDH ॷ儈ǃ㹰㓒㳻ⲭ˄ྣᙗ <110 g/Lˈ⭧ᙗ <120 g/L˅઼㠣ᴰਾа⅑⋫

⯇ᔰ࿻ᰦ䰤˄<24 њᴸ˅ሶᛓ㘵࠶Ѫйњ仾䲙㓴˄վ仾䲙 [0̢1 ࠶]ǃ 

ѝ仾䲙 [2̢3 ࠶] ઼儈仾䲙 [4 ࠶]˅Ǆ  

  

൘᧕ਇਜ਼׍励ᴯቬᯩṸ⋫⯇Ⲵ CLL ᛓ㘵ѝˈо del(17p) ᡆ TP53 ケਈ⴨∄ˈ

༽ᵲṨර˄CK˗൘ CLL 㓶㜎 CpG-ਇ◰Ṩරк䎵䗷ањ㓶㜎ᆈ൘ ı3 њн

⴨ޣⲴḃ㢢փᔲᑨ˅ᱟѤᒺ亴ਾ䖳ᐞⲴᴤᴹ࣋Ⲵ亴⍻ഐ㍐Ǆ65-68а亩ཊਈ

䟿᷀࠶ᱮ⽪ˈ൘᧕ਇਜ਼׍励ᴯቬᯩṸ⋫⯇Ⲵ༽ਁᙗᡆ䳮⋫ᙗ CLL ᛓ㘵ѝˈ

ӵ CK оᰐһԦ⭏ᆈ⦷ (EFS; Pௗ=ௗ0.006) 䖳ᐞᱮ㪇⴨ޣˈ㘼 CK (Pௗ=ௗ0.008) 

઼≏䗮᣹┘䳮⋫ᙗ CLL (Pௗ=ௗ0.005) о OS 䖳ᐞ⤜・⴨ޣǄ65൘ሩഋ亩䘎㔝

Ѥᒺ䈅傼ѝ᧕ਇ׍励ᴯቬ⋫⯇Ⲵ 308 ֻᛓ㘵䘋㹼Ⲵਖа亩ཊਈ䟿᷀࠶ѝˈ

ส㓯 CKǃdel(17p) ઼ᒤ喴ሿҾ 65 ኱൷о CLL 䘋ኅ仾䲙⤜・⴨ޣǄ69ᒤ喴 

65 ኱৺ԕкǃнդᴹ CK ᡆ del(17p) Ⲵᛓ㘵ˈަ 4 ᒤᰦ CLL 䘋ኅⲴՠ䇑

㍟〟ਁ⭏⦷Ѫ 2ˁˈ㘼դ CK ઼ del(17p) фሿҾ 65 ኱Ⲵᛓ㘵Ѫ 44%Ǆ䘁

ᵏ䪸ሩཊҾ 5,000 ֻާᴹਟ⭘㓶㜎䚇ՐᆖᮠᦞⲴᛓ㘵䘋㹼Ⲵа亩എ亮ᙗ࠶

᷀㺘᰾ˈCK оѤᒺ㺘⧠ਈॆᴹޣǄ68 儈 CK˄ı5 њн⴨ޣⲴḃ㢢փᔲᑨ˅

ᡀѪн㢟亴ਾഐ㍐ˈоѤᒺ࠶ᵏǃIGHV ケਈ⣦ᘱ઼ TP53 ⮨ਈ [del(17p) 

઼/ᡆ TP53 ケਈ] ᰐޣˈ㘼վ CK˄йњн⴨ޣⲴḃ㢢փᔲᑨ˅઼ѝᓖ  

CK˄ഋњн⴨ޣⲴḃ㢢փᔲᑨ˅ӵ൘਼ᰦᆈ൘ TP53 ⮨ਈᰦ᡽ާᴹѤᒺᴹ

  ᙗǄޣ

㕃䀓ḷ߶ 

㕃䀓ḷ߶⭡ഭ䱵ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵⹄䇘Պ (iwCLL) ࡦᇊˈᒦҾ 

CSLL-E ࠪࡇǄ൘Ѥᒺᇎ䐥ѝˈ⯇᭸䇴ՠ⎹৺փỰ઼㹰⏢৲ᮠⲴ䇴ՠǄ

iwCLL ᤷইѪ䘲⭘ҾᰕᑨѤᒺᇎ䐥㛼ᲟᡆѤᒺ䈅傼Ⲵ䇴ԧ઼⯇᭸䇴ՠᨀ

 Ҷ䘋а↕ᔪ䇞Ǆ70׋

ᶕ䛓ᓖ㜪ㅹݽ⯛䈳㢲㦟⢙⋫⯇ਟሬ㠤⟳ⱔ৽ᓄˈަ⢩ᖱᱟ⯬Ⰻᙗ⏻ᐤ㔃㛯

བྷǃ⏻ᐤ㓶㜎໎ཊǃⳞ⯩઼僘ⰋǄ⟳ⱔ৽ᓄо᧕ਇᶕ䛓ᓖ㜪⋫⯇Ⲵ CLL  

ᛓ㘵ⲴѤᒺ㕃䀓⴨ޣǄ71  

B- 㓶㜎ਇփ (BCR) ؑਧ䙊䐟ᣁࡲࡦ (BCRi) ⋫⯇઼ Bruton 䞚≘䞨◰䞦ᣁ

˗PI3Ki˄ࡲࡦ励ᴯቬ઼䱯঑ᴯቬ˅઼⼧㜲䞠㚼䞷 3-◰䞦ᣁ׍˗BTKi˄ࡲࡦ

idelalisib ઼ duvelisib˅Պ֯ᗇ⏻ᐤ㓶㜎ᰙᵏࣘઈ䘋ޕ㹰⏢ˈሬ㠤བྷཊᮠᛓ

㘵ࠪ⧠⸝Ჲᙗ⏻ᐤ㓶㜎໎ཊˈ䘉ᒦн᜿ણ⯮⯵䘋ኅǄᴹᣕ੺ᱮ⽪ˈ׍励ᴯ

ቬ⋫⯇ਾ䮯ᵏ⏻ᐤ㓶㜎໎ཊԓ㺘䶉→ᵏݻ䲶⯵ (quiescent clone) ާᴹᤱѵ

ᙗˈ⏻ᐤ㓶㜎໎ཊ߿㕃ᡆнᆼޘ⎸䘰լѾᒦнᖡ૽ԕ PFS 㺑䟿Ⲵ㔃᷌Ǆ72  

㔃ਸ䘉Ӌਁ⧠ˈሩ iwCLL 㕃䀓ḷ߶䘋㹼Ҷ؞䇒ˈԕᴤ㋮⺞亴⍻᧕ਇݽ⯛䈳

㢲㦟⢙઼ BCRi ⋫⯇ѻ CLL ᛓ㘵Ⲵ亴ਾǄ73ሩҾ᧕ਇ BTKi˄׍励ᴯቬᡆ䱯

঑ᴯቬ˅ᡆ PI3Ki˄idelalisib ᡆ duvelisib˅⋫⯇Ⲵᛓ㘵ˈ؞䇒⡸ iwCLL 㕃

䀓ḷ߶ሶањᯠⲴ㕃䀓㊫࡛Ā䜘࠶㕃䀓 (PR) դ⏻ᐤ㓶㜎໎ཊ (PR-L)ā㘳

㲁൘޵ˈवᤜҶ䗮ࡠѤᒺ㕃䀓˄⏻ᐤ㔃઼㝮㛯བྷ㕙ሿ˅դᤱѵᙗ⏻ᐤ㓶㜎

໎ཊ˄ᰐަԆ⯮⯵䘋ኅᤷᖱ˅㊫࡛Ǆ൘⏻ᐤ㔃փ〟߿ቁǃ㜿ಘ㛯བྷᡆ㘵㹰

㓒㳻ⲭ/㹰ሿᶯ໎࣐ᰦਁ⭏Ⲵᆔ・䘋ኅᙗ⏻ᐤ㓶㜎໎ཊн㜭䇔Ѫᱟ⯮⯵䘋ኅǄ 

ᗞሿ↻⮉⯵ਈ 

ਟ⍻䟿↻⮉⯵ਈ˄MRD˗䙊ᑨ〠Ѫᗞሿ↻⮉⯵ਈ˅Ⲵ䇴ՠᐢᡀѪ CLL ᛓ㘵

⯮⯵䍏ᣵⲴ儈ᓖ᭿ᝏᤷḷˈਟѪሶ MRD 䇴ՠᮤਸѪѤᒺ䈅傼ѝ⯇᭸䇴ՠ

Ⲵа䜘࠶ᨀ׋᭟᫁Ǆਟԕ֯⭘㹰⏢ᡆ僘儃䘋㹼 MRD Ự⍻Ǆᦞᣕ䚃ˈа⿽

สҾ୶ъॆ-Ҽԓ DNA⍻ᒿ (NGS)- ⲴỰ⍻ᯩ⌅⚥᭿ᓖᴤ儈ˈਟԕỰ⍻ 10-6 

≤ᒣⲴ MRDˈ਼ᰦҏᱟ㖾ഭⴞࡽୟа㧧ᗇ FDA ᢩ߶ⲴỰ⍻ᯩ⌅Ǆ74-77ส

Ҿ NGS-ⲴỰ⍻䴰㾱᭦䳶亴༴⨶ṧᵜǄᴹᴤཊᶕ㠚Ѥᒺ䈅傼Ⲵ᭟ᤱᮠᦞ㺘
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᰾ˈཊ㢢 (ı4) ⍱ᔿ㓶㜎ᵟ (MRD ⍱ᔿ) ઼ㅹսสഐ-⢩ᔲᙗሑṨ㤧䞨 IGHV 

ᇎᰦᇊ䟿㚊ਸ䞦䬮৽ᓄ (ASO IGH RQ-PCR) 䘉є⿽ᯩ⌅ਟ⭘ҾỰ⍻ 10-4 

㠣 10-5 ≤ᒣⲴ MRDǄMRD ⍱ᔿਟ⭘ᙗᒯˈ൘ <10-4 ≤ᒣл䘋㹼Ự⍻ਟ䶐

ᙗᕪˈഐ㘼ᡀѪҶ֯⭘ᴰᒯ⌋Ⲵᯩ⌅Ǆ75,78ASO IGH RQ-PCR ਟỰ⍻ 

MRD˄<10-5ဩ5 ≤ᒣ˅˗նᱟˈ⭡ҾԧṬᰲ䍥фࣣࣘᇶ䳶ᓖਈབྷˈഐ↔֯

⭘䖳ቁǄ79ޣҾ MRD ⍻ᇊᯩ⌅ǃỰ⍻㾱≲઼㓴㓷䘹ᤙ˄㹰⏢䘈ᱟ僘儃˅ԕ

৺ MRD ൘Ѥᒺᇎ䐥оѤᒺ䈅傼ѝⲴ֯⭘ˈᴮਁᐳҶޡ䇶ᔪ䇞Ǆ80,81 

ᮠ亩䲿ᵪѤᒺ䈅傼㺘᰾ˈ൘ॆᆖݽ⯛⯇⌅ 82,83ᡆสҾ venetoclax-о CD20 

অݻ䲶ᣇփ (mAb)84-88 ᡆ׍励ᴯቬ 89-91㚄ਸ⭘㦟ᯩṸ⋫⯇㔃ᶏ (EOT) ᰦᰐ

⌅Ự⍻ࡠⲴ MRD˄uMRD˗㹰⏢ᡆ僘儃ѝਟỰ⍻ࡠⲴⲭ㹰⯵㓶㜎ᮠ 

<10-4  њ˅ᱟᯠ䇺ᯝ઼༽ਁᙗ/䳮⋫ᙗ CLL ᛓ㘵⭏ᆈ⦷ᨀ儈Ⲵ⤜・亴⍻ഐ㍐Ǆ

䘉Ӌ䈅傼䜭⋑ᴹ⹄ウ֯⭘ MRD ᤷሬ⋫⯇ⲴᛵߥǄ 

൘ᗧഭ CLL ⹄ウ㓴 (GCLLSG) 䘋㹼Ⲵє亩䲿ᵪ III ᵏ⹄ウ˄CLL8 ઼ 

CLL10˅Ⲵਸᒦ᷀࠶ѝˈ൘а亩ཊਈ䟿᷀࠶ѝˈॆᆖݽ⯛⯇⌅㔃ᶏᰦⲴ 

MRD ⣦ᘱо⭏ᆈ⦷䖳ྭᴹޣǄ82൘䗮ࡠᆼޘ㕃䀓 (CR) ઼ PR Ⲵᛓ㘵ѝˈ

о MRD 䱣ᙗ CR ઼ MRD 䱣ᙗ PR˄࡛࠶Ѫ 35 њᴸ઼ 21 њᴸ˅ᛓ㘵⴨

∄ˈMRD 䱤ᙗ CR ઼ MRD 䱤ᙗ PR ˄࡛࠶Ѫ 61 њᴸ઼ 54 њᴸ˅Ⲵᛓ

㘵 PFS ᴤ䮯Ǆ82֌ѪୟаⲴᔲᑨˈMRD 䱤ᙗᛓ㘵ѝ⋫⯇ਾᤱ㔝ᙗ㝮㛯བྷ

ሩ PFS ᰐ䍏䶒ᖡ૽Ǆ൘а亩ሩ 289 ֻ CLL ᛓ㘵Ⲵⷫࡽᙗ⹄ウѝˈ㹼 FCR 

а㓯ॆᆖݽ⯛⯇⌅㔃ᶏᰦ uMRD о PFS 䖳䮯⴨ޣǄ83uMRD Ⲵᛓ㘵⋑ᴹ

䗮ࡠѝս PFSˈ㘼Ựࠪ MRD (Pௗ<0.001) Ⲵᛓ㘵ѝս PFS Ѫ 38 њᴸǄ

FCR йњ⯇〻ਾ MRD ≤ᒣ˄İ1% ∄ >1%˅亴⍻⋫⯇㔃ᶏ (EOT) ਾ䗮ࡠ 

uMRD ⣦ᘱⲴਟ㜭ᙗᴤབྷ˄64% ∄ 9%ˈP <0.001˅ǄFCR йњ⯇〻ਾˈ

MRD İ1% Ⲵᛓ㘵䖳 MRD >1% Ⲵᛓ㘵 PFS ᱮ㪇ᔦ䮯˄ѝսᮠѪ 73 њᴸ

∄ 41 њᴸˈP <0.001˅ˈն MRD <0.01% о 0.01%-1% Ⲵᛓ㘵 PFS  

⴨լǄ  

൘ CLL14 ⹄ウѝˈ൘ EOT ਾ 3-њᴸⲴ䲿䇯ѝ-ˈо㤟б䞨≞㣕 + ྕ∄࿕

⨐অᣇ⴨∄ˈvenetoclax + ྕ∄࿕⨐অᣇⲴ㹰⏢ѝ uMRD ⦷ᱮ㪇ᴤ儈

˄74% ∄ 34%˗P < 0.0001˗venetoclax + ྕ∄࿕⨐অᣇ㓴 40% Ⲵᛓ㘵

Ⲵ uMRD ≤ᒣѪ 10-6ˈ㘼㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ㓴ⲴѪ 7%˅ˈ 

ᒦф EOTᰦⲴ uMRD ⣦ᘱҏоєњ⋫⯇㓴Ⲵ⭏ᆈ⦷᭩ழ⴨ޣ 84Ǆ᧕ਇ 

venetoclax + ྕ∄࿕⨐অᣇ⋫⯇Ⲵ uMRD ᛓ㘵˄MRD ≤ᒣ İ10-4˅Ⲵ 

3 ᒤ OS ⦷Ѫ 92%ˈਟỰࠪ MRD˄MRD ≤ᒣ >10-2˅Ⲵᛓ㘵Ⲵ 3 ᒤ OS 

⦷Ѫ 73%Ǆ  

൘ MURANO ⹄ウѝˈvenetoclax + ࡙࿕᱄অᣇ (VenR) EOT ᰦⲴ uMRD 

⦷Ѫ 62%ˈ㘼 BR ൘ EOT ਾѪ 13%ˈVenR ൘⹄ウᵏ䰤ԫօᰦ䰤 uMRD 

֌Ѫᴰ֣ MRD 㕃䀓Ⲵ∄ֻҏ䖳儈˄83% ∄ 23%˅Ǆ85MURANO ⹄ウⲴ 

5-ᒤ䲿䇯-ᮠᦞҏ㺘᰾ VenR ൘ EOT ᰦ uMRD о OS ᭩ழ⴨ޣǄ86EOT ᰦ

ᰐ⯮⯵䘋ኅⲴ uMRD ᛓ㘵Ⲵՠ䇑 3 ᒤ⭏ᆈ⦷Ѫ 95%ˈ㘼 EOT ᰦ MRD ᛓ

㘵Ѫ 85%Ǆ൘ EOTᰦ 䗮ࡠ uMRD ਾˈᵚケਈⲴ IGHVǃdel(17p) ઼สഐ

㓴༽ᵲᙗ˄ı3 ᤧ䍍ᮠਈᔲ˅оᴤ儈ⲴਟỰ⍻ࡠⲴ MRD 䖜ॆ⦷઼䲿ਾⲴ⯮

⯵䘋ኅ⴨ޣǄ൘᧕ਇ VenR ⋫⯇Ⲵᛓ㘵ѝˈᰒᆈⲴケਈ TP53ǃNOTCH1 

઼ BIRC3 о䖳վⲴ uMRD ࡍ࿻䗮ࡠ⦷⴨ޣǄ86,87  

ᶕ㠚 II ᵏ䲿ᵪ CAPTIVATE ⹄ウⲴ MRD 䱏ࡇⲴ㔃᷌ᱮ⽪ˈ֯⭘׍励ᴯቬ 

+ venetoclax˄׍励ᴯቬሬ3 ޕ њઘᵏˈ❦ਾ׍励ᴯቬ + venetoclax ሬޕ 

12 њઘᵏ˗164 ਽ᛓ㘵˅Ⲵപᇊ⯇〻а㓯⋫⯇ሬ㠤㹰⏢઼僘儃ѝⲴ uMRD 

⦷䖳儈ˈҼ㘵࡛࠶Ѫ 75% ઼ 68%Ǆ89൘वᤜ del(17p)/TP53 ケਈ઼ᵚケਈ 

IGHV ൘޵Ⲵᡰᴹ仾䲙㓴Ⲵᛓ㘵ѝ䜭㿲ሏࡠ uMRD ⦷䖳儈Ǆ൘䲿ᵪ᧕ਇᆹ

ហࡲᡆ׍励ᴯቬ⋫⯇Ⲵ 86 ਽⺞䇺ᴹ uMRD ᛓ㘵ѝˈєњ⋫⯇㓴Ⲵ 36-њ

ᴸ PFS ⦷ՠ䇑٬⋑ᴹᱮ㪇ᐞᔲ˄ᆹហࡲ㓴Ѫ 95%ˈ׍励ᴯቬ㓴Ѫ 100%˅Ǆ
90൘䲿ᵪ᧕ਇ׍励ᴯቬ + venetoclax ᡆ׍励ᴯቬⲴ 63 ਽ᵚ⺞䇺ᴹ uMRD 

Ⲵᛓ㘵ѝˈ׍励ᴯቬ + venetoclax Ⲵ䲿ᵪॆਾ uMRD ⦷˄㹰⏢ѝ 69%˗
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MS-7 

僘儃ѝ 66%˅儈Ҿ׍励ᴯቬ˄㹰⏢ѝ 48%˗僘儃ѝ 42%˅Ǆ90єњ⋫⯇

㓴ᛓ㘵Ⲵ 36 њᴸ PFS ⦷ՠ䇑٬Ѫ 97%Ǆ90  

൘ III ᵏ䲿ᵪ GLOW ⹄ウѝ˄䇴ՠപᇊ⯇〻Ⲵ׍励ᴯቬ + venetoclax о 㤟

б䞨≞㣕 + ྕ∄࿕⨐অᣇ֌Ѫ㘱ᒤᡆڕᓧ⣦ߥн֣Ⲵᛓ㘵 CLL Ⲵа㓯⋫

⯇˅ˈ僘儃˄52% ∄ 17%˗P < 0.0001˅઼㹰⏢˄55% ∄ 39%˗P = 

0.0259˅ѝ׍励ᴯቬ + venetoclax Ⲵ uMRD (10-4) ⦷൷ᱮ㪇ᴤ儈Ǆ91IGHV 

ᵚケਈᛓ㘵Ⲵ僘儃ѝ׍励ᴯቬ+ venetoclax Ⲵ uMRD (10-4) ਼ṧ䖳儈

˄58%˅ˈ㘼 IGHV ケਈᛓ㘵Ѫ 44%Ǆ׍励ᴯቬ + venetoclax 㓴ᛓ㘵൘ 

EOT ᰦⲴ 12 њᴸ PFS ⦷བྷҾ 90%˄ᰐ䇪 MRD ⣦ᘱྲօ˅Ǆ⴨∄ѻлˈ

㹰⏢ѝਟỰ⍻ࡠⲴ MRD о᧕ਇ㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ⋫⯇Ⲵᛓ㘵Ⲵ

ᰙᵏ༽ਁᴹޣǄ 

䘉Ӌਁ⧠㔃᷌䇱ᇎˈ֯⭘สҾ venetoclax Ⲵ㚄ਸᯩṸᰦⲴ EOT ਾⲴ 

uMRD ⣦ᘱᱟ PFS Ⲵ亴⍻ḷᘇ⢙ǄMRD 䇴ՠ൘Ѥᒺᇎ䐥ѝਟ㜭ᴹࣙҾ␡

ᰐ⌅ਟ䶐ൠቡ⯇〻ᡆࡽҶ䀓പᇊ⯇〻⋫⯇ਾⲴ亴ᵏ PFS ᤱ㔝ᰦ䰤ˈնⴞޕ

᧕ਇ䶦ੁ⋫⯇Ⲵᛓ㘵Ⲵ⋫⯇ߣㆆᨀ׋ᔪ䇞Ǆ 

⭏⢙ԯࡦ㦟 

⭏⢙ԯࡦ㦟ᱟа⿽⭏⢙ࡲࡦˈо FDA ᢩ߶Ⲵ৲∄⭏⢙ࡲࡦ (reference 

biological product) 儈ᓖ⴨լˈн਼ѻ༴൘ҾѤᒺᰐ᭸ᡀ࠶Ⲵᗞሿᐞᔲˈ 

ቡᆹޘᙗǃ㓟ᓖᡆ᭸ԧᕪᓖ㘼䀰ˈᰐѤᒺ᜿ѹ४࡛Ǆ92  

൘䘲ᖃⲴᛓ㘵Ӫ㗔ѝᔰኅ㦟⢙ԓ䉒ࣘ࣋ᆖ˄㔉㦟䟿˅઼㦟᭸ࣘ࣋ᆖ˄㦟⢙

৽ᓄ˅⹄ウˈሩҾ䇱᰾⭏⢙ԯࡦ㦟Ⲵ᭸઼࣋ᆹޘᙗᗵнਟቁǄ93⭏⢙ԯࡦ

㦟ӵ䴰㾱䘋㹼а亩Ѥᒺ䈅傼ˈ⭘ԕ䇱᰾ަ൘ᴰ᭿ᝏⲴ䘲ᓄ⯷ᯩ䶒ˈо৲∄

⭏⢙ާࡲࡦᴹ਼ㅹⲴᆹޘᙗ઼᭸࣋Ǆྲ᷌㦟⢙֌⭘ᵪࡦ˄㦟⢙ԓ䉒ࣘ࣋ᆖ

઼㦟᭸ࣘ࣋ᆖ˅⴨լˈ⭏⢙ԯࡦ㦟ਟ㧧ᢩ⭘Ҿ৲∄⭏⢙ࡲࡦ䘲⭘Ⲵᡰᴹ⴨

਼䘲ᓄ⯷ˈᒦਟԕᴯԓਾ㘵Ǆ93  

൘⭏⢙ԯࡦ㦟⹄ਁѝˈสᵜᾲᘥᱟሶањ䘲ᓄ⯷ⲴѤᒺ઼ᆹޘᙗᮠᦞཆ᧘

㠣ަԆᢩ߶Ⲵ䘲ᓄ⯷ˈ⭡Ҿ⭏⢙ԯࡦ㦟ⲴԧṬ䙊ᑨ∄ަ৲∄ࡲࡦᴤѪվᓹˈ

ഐ↔ᴹਟ㜭൘㛯ⱔ⋫⯇ᯩ䶒བྷᑵ㢲ⴱ䍩⭘Ǆਚᴹ൘䪸ሩ䘲ᓄ⯷Ⲵ㦟⢙֌⭘

ᵪࡦоޣ䭞ᙗ䈅傼ѝᡰ⹄ウᵪࡦ⴨਼Ⲵᛵߥлˈ᡽ᓄ㘳㲁ཆ᧘⌅Ǆ 

ਚᴹ൘⭏⢙ԯࡦ㦟Ⲵਟӂᦒᙗᗇᢩࡠ߶ਾˈ᡽ਟԕ൘⋑ᴹ५࣑Ӫઈᒢ亴Ⲵ

ᛵߥлˈ⴨ӂᴯᦒ⭏⢙ԯࡦ㦟઼৲∄ࡲࡦˈ৏ഐ൘Ҿˈ↔㊫ᴯᦒнՊሬ㠤

䖳儈∂ᙗᡆࡺᕡ㦟᭸Ǆ92նᱟˈྲ᷌⭏⢙ԯࡦ㦟Ⲵਟӂᦒᙗᵚᗇᢩࡠ߶ˈ

 Ǆࡲࡦ∄৲㦟઼ࡦнᔪ䇞⴨ӂᴯᦒ⭏⢙ԯࡉ

ᤷইᔪ䇞֯⭘ FDA ᢩ߶Ⲵ⭏⢙ԯࡦ㦟֌Ѫ࡙࿕᱄অᣇⲴਸ䘲ᴯԓ૱Ǆ↔ㅹ

ᢩ߶ᱟสҾሩԕл䇱ᦞⲴᇑḕ˖ᒯ⌋Ⲵ㔃ᶴ઼࣏㜭㺘ᖱǃࣘ⢙⹄ウᮠᦞǃ

Ӫփ㦟⢙ԓ䉒ࣘ࣋ᆖᮠᦞǃѤᒺݽ⯛৏ᙗᮠᦞˈԕ৺㜭ཏ䇱᰾䘉Ӌ㦟⢙֌

Ѫ࡙࿕᱄অᣇ⭏⢙ԯࡦ㦟ާᴹ਼ㅹᆹޘᙗ઼᭸࣋ⲴަԆѤᒺᮠᦞǄ䘉Ӌ⭏

⢙ԯࡦ㦟ቊᵚᢩ߶⭘֌ਟӂᦒ㦟 (interchangeable biological product)Ǆ 

ഐ↔ˈ൘অњ⯇〻ѝˈᛓ㘵ᓄ䈕൘ᮤњ⯇〻ѝ࿻㓸֯⭘оࡍ࿻⋫⯇⴨਼Ⲵ

㦟૱Ǆ 

 

CLL Ⲵ⺞䇺ḷ߶ᱟ⇿ᗞॷཆઘ㹰ѝ㠣ቁਜ਼ 5 x 109/L অݻ䲶 B-⏻ᐤ㓶㜎ˈ

B 㓶㜎Ⲵݻ䲶ᙗᓄ䙊䗷⍱ᔿ㓶㜎ᵟ⺞䇔Ǆ70SLL Ⲵ䇺ᯝ㾱≲ᆈ൘⏻ᐤ㔃⯵

ਈ઼/ᡆ㝮㛯བྷˈཆઘ㹰ѝ B-⏻ᐤ㓶㜎վҾ 5 x 109/LǄ70৽ᓄᙗ⏻ᐤ㔃ᛓ㘵

Ⲵṧᵜѝਟ㜭㿱ࡠ CLL/SLL 㺘රⲴ B-㓶㜎˗նᱟˈਚᴹ൘⍫Ựṧᵜѝ㿱

  SLL 䇺ᯝǄ ࠪڊᐤ㔃㔃ᶴ⎸ཡᰦ᡽㜭⏻ࡠ

ཆઘ㹰㓶㜎⍱ᔿ㓶㜎ᵟ˄࡙⭘㓶㜎㺘䶒ḷᘇ⢙䘋㹼ݽ⯛㺘ර᷀࠶˅䏣ԕ⺞

䇺 CLLˈа㡜н䴰㾱僘儃⍫ỰǄSLL Ⲵ⺞䇺⨶ᜣᛵߥлᓄ⭡⏻ᐤ㔃⍫Ự䘋

㹼⺞䇔Ǆ䇴ՠ㓶㜎ઘᵏ㳻ⲭ D1˄⍱ᔿ㓶㜎ᵟᡆ IHC˅ᡆ FISH Ự⍻ 

t(11;14)ǃ⍱ᔿ㓶㜎ᵟ䇴ՠ CD200 ઼ IHC Ự⍻⏻ᐤ໎ᕪᆀ㔃ਸഐᆀ 1 
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(LEF1) ൷ਟ㜭ᴹࣙҾ CLL Ⲵ䢤࡛䇺ᯝˈቔަᱟᴹࣙҾᧂ䲔ަԆ CD5+ B 

㓶㜎⏻ᐤ㓴㓷໎⇆ᙗ⯮⯵ˈ⢩࡛ᱟ྇㓶㜎⏻ᐤⱔǄ94-97  

䙊䗷 FISH Ự⍻ del(11q)ǃdel(13q)ǃ12 ਧḃ㢢փйփ઼ del(17p)ǃ䘋㹼 

CpG-ਇ◰ѝᵏṨරǃTP53 ⍻ᒿˈԕ৺ሩҾ IGHV ケਈ⣦ᘱ䘋㹼࠶ᆀ䚇Ր

ᆖ᷀࠶ˈ㜭ཏѪ亴ਾᨀ׋ᴹ⭘ؑ᚟ˈᒦᤷሬ⋫⯇䘹ᤙǄ  

䰤ᵏ FISH ᱟỰ⍻ਟ㜭ާᴹ䟽㾱亴ਾ᜿ѹⲴḃ㢢փᔲᑨⲴḷ߶ᯩ⌅Ǆ⭡Ҿ

ⲭ㹰⯵㓶㜎൘փཆⲴ໎⇆⍫ᙗᖸվˈՐ㔏ѝᵏ FISH 䇺ᯝ CLL ∄䖳ഠ䳮Ǆ

CpG ሑṨ㤧䞨ࡪ◰ᐢ⭘Ҿ׳䘋ѝᵏ㓶㜎䚇Րᆖ᷀࠶Ǆ98,99  

ሩҾ IGHV ケਈ⣦ᘱⲴ࠶ᆀ᷀࠶ՈҾ⍱ᔿ㓶㜎ᵟǄ᧘㦀֯⭘ IGHV ケਈỰ

⍻ˈഐަ䟽༽ᙗྭˈ䲿ᰦਟᗇǄᐢሩ਴⿽ IGHV ケਈѤ⭼≤ᒣ˄Ӿ 1% ࡠ 

5%˅䘋㹼Ҷ⹄ウǄ100൘а亩ሩ 203 ֻ᧕ਇ FCR ᯩṸ⋫⯇Ⲵᛓ㘵䘋㹼Ⲵഎ

亮ᙗ᷀࠶ѝˈ䖳儈ⲴѤ⭼≤ᒣо䖳ྭⲴ PFS ઼ OS ੸䙂໎ᙗ⴨ޣˈ䘉㺘᰾

᧕ਇ FCR ᯩṸ⋫⯇Ⲵᛓ㘵ѝˈIGHV ケਈⲮ࠶∄Պᤱ㔝ਈॆǄ101Ѥᒺᇎ䐥

ѝ䙊ᑨ֯⭘ 2% ᡆԕл֌Ѫ IGHV ケਈⲴѤ⭼≤ᒣˈԕ↔४࠶դ IGHV ケ

ਈⲴ CLL ᛓ㘵઼ IGHV ᵚケਈⲴ CLL ᛓ㘵Ǆ102,103ㅖਸ↔ᇊѹⲴդ 

IGHV- ケਈⲴ CLL ᛓ㘵ˈ൘䚥ᗚ FCR ⋫⯇ᯩṸⲴᛵߥлˈਟԕ䗮ࡠ䖳䮯

Ⲵ PFᵏ˄13 ᒤᰦ 54%˅Ǆ15൘㘳㲁ॆᆖݽ⯛⯇⌅ᰦˈIGHV ケਈ⣦ᘱᱟ

ᗵ㾱ഐ㍐Ǆ 

CD38ǃCD49d ઼ ZAP-70 㺘䗮൷о IGHV ᵚケਈ⣦ᘱ⴨ޣˈᒦ㻛ᔪ䇞֌

Ѫ IGHV ケਈ⣦ᘱⲴᴯԓḷᘇ⢙Ǆ7,29,36,37❦㘼ˈᴹᣕ੺ᱮ⽪ˈ൘བྷ㓖 20% 

Ⲵ⯵ֻѝˈIGHV ケਈ⣦ᘱ઼ CD38 ᡆ ZAP-70 䱣ᙗᆈ൘на㠤Ⲵ %28 ࡠ

㔃᷌Ǆ13,39,104нӵྲ↔ˈ൘਴ᇎ傼ᇔ䰤ሩ䘉Ӌḷᘇ⢙Ⲵ㺘䗮䘋㹼ḷ߶ॆ઼

ᨀ儈ਟ䟽༽ᙗӽ❦ᱟњ䳮仈Ǆнᔪ䇞൘Ѥᒺ䈅傼ѻཆሩ CD38ǃCD49d ઼ 

ZAP-70 㺘䗮䘋㹼䇴ՠǄ 

 B ⏻ᐤ㓶㜎໎ཊ⯷ 

CLL ݽ⯛㺘ර᷀࠶ᱮ⽪ᛓ㘵ᴹᔲᑨ B 㓶㜎㗔ˈᡆ㘵ᛓ㘵ᴹ⴨ޣⲴ䖫ᓖ⏻ᐤ

㓴㓷໎⇆ᙗ⯮⯵ˈնнㅖਸ CLL 䇺ᯝḷ߶ˈࡉ䇺ᯝѪঅݻ䲶 B ⏻ᐤ㓶㜎໎

ཊ⯷ (MBL)Ǆ105,106ྲ᷌অݻ䲶 B ⏻ᐤ㓶㜎䇑ᮠ㔍ሩ٬ 3 њᴸっᇊ൘ <5 x 

109/Lˈᒦфᰐਟᢚ৺Ⲵ⏻ᐤ㔃⯵ᡆ⏻ᐤ㓴㓷໎⇆ᙗ⯮⯵ⲴަԆѤᒺ⢩ᖱ

˄ণ䍛㹰ǃ㹰ሿᶯ߿ቁ⯷ǃޘ䓛⯷⣦ǃ㜿ಘ㛯བྷ˅ˈࡉ䇺ᯝѪ MBLǄ107  

MBL 䘋а↕࠶Ѫվ䇑ᮠ MBL (<0.5 x 109/L)ˈ↔㊫ᛓ㘵ᖸቁ䘋ኅѪ CLLˈ

ԕ৺儈䇑ᮠ MBL (>0.5 x 109/L)ˈԕ⇿ᒤ 1ˁ 㠣 2ˁ Ⲵ䙏ᓖ䘋ኅѪ䴰㾱᧕

ਇ⋫⯇Ⲵ CLLǄ108,109儈䇑ᮠ MBL о Rai 0 CLL Ⲵн਼൘Ҿঅݻ䲶 B-㓶㜎

䇑ᮠ儈Ҿ䘈ᱟվҾ 5 x 109/LǄ110MBL ᛓ㘵ӊ㓴ѝҏᴹ CLL ㌫㓶㜎⏻ᐤ㔃

⎨⏖㘼ᰐ᰾ᱮ໎⇆ѝᗳфᰐ⏻ᐤ㔃㛯བྷⲴ⏻ᐤ㔃ਈփǄ111  

MBL о㢟ྭ࠶ᆀᆖ⢩ᖱǃケਈ IGHV ઼ del(13q)ǃdel(11q)/del(17p) ઼ケ

ਈ TP53 ਁ⭏⦷䖳վǃ⏻ᐤ㓶㜎໎ؽᰦ䰤䖳ធǃн⋫⯇⭏ᆈᵏ䖳䮯ǃԕ৺

䘋ኅ㠣 CLL Ⲵ䙏ᓖ䶎ᑨվ⴨ޣǄ106ᔪ䇞ሩᡰᴹ MBL ᛓ㘵䘋㹼㿲ሏǄ 

 

CLL/SLL ⲴỰḕоަԆ⏻ᐤ㓴㓷㛯ⱔⲴỰḕ⴨լǄሩҾ৽༽ᝏḃⲴᛓ㘵ˈ

ᴹ׋ᴹ⳺Ⲵؑ᚟Ǆ⍻䟿 平2-ᗞ⨳㳻ⲭਟ㜭Պᨀ׋㳻ⲭᇊ䟿⍻ᇊ㜭ᨀ⨳⯛ݽ

⭘亴ਾؑ᚟Ǆ47䍛㹰ᛓ㘵ᓄ䘋㹼㖁㓷㓒㓶㜎䇑ᮠ઼ⴤ᧕ Coombs 䈅傼ˈ 

ԕ䇴ՠਁ⭏ⓦ㹰઼㓟㓒㓶㜎޽⭏䳌⺽ᙗ䍛㹰 (PRCA) Ⲵਟ㜭ᙗǄ  

䲿⵰䙊䗷ཆઘ㹰⏻ᐤ㓶㜎᷀࠶˄ֻྲˈ䙊䗷 FISH Ự⍻ IGHV ケਈ⣦ᘱ઼

㓶㜎䚇Րᆖᔲᑨ˅ቡ㜭㧧ᗇᴤཊਟ䶐Ⲵਟ⭘亴ਾḷᘇ⢙ˈ僘儃ਇ㍟ᖒᔿ

˄ᕕ╛ᙗᡆ㔃㢲ᙗ˅Ⲵ亴ਾ᜿ѹн޽㿶Ѫа⿽ഐ㍐Ǆഐ↔ˈሩҾ⯁լ CLL 

ᛓ㘵Ⲵ䇺ᯝᙗ䇴ՠн޽ሶ僘儃⍫Ự ± クࡪ㿶Ѫᗵ㾱᡻⇥ˈն൘ࡍ࿻⋫⯇ࡽˈ

ަਟ㜭ሩݽ⯛ӻሬᙗᡆ⯮⯵⴨ޣ㹰㓶㜎߿ቁ⯷Ⲵ䇺ᯝᴹ৲㘳ԧ٬Ǆ  

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。



   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-9 

CT ᢛ᧿ਟ㜭ᴹࣙҾ䇴ՠ⯷⣦ᡆᐘඇ⯵ਈˈԕׯ൘ᛓ㘵ࠪ⧠ᯠ⯷⣦㘼ᰐ⍵㺘

⏻ᐤ㔃㛯བྷᰦⴁ⍻⯮⯵䘋ኅˈᡆ൘ᔰ࿻ venetoclax ⋫⯇ࡽˈ䇴ՠ㛯ⱔⓦ䀓

㔬ਸᖱ (TLS) Ⲵ仾䲙㊫࡛Ǆ❦㘼ˈሩҾᰐ⯷⣦ᛓ㘵ˈн᧘㦀䘎㔝 CT ᢛ᧿Ǆ

а㡜ᶕ䈤ˈPET ᢛ᧿ሩҾ CLL ᒦᰐ⭘༴ˈնྲ᷌ᘰ⯁ᆈ൘ Richter 䖜ॆˈ

  ᴹࣙҾᕅሬ⏻ᐤ㔃⍫ỰǄ112,113ࡉ

ተ⚦ᙗ SLL˄঒࣐䈪 I  

ሩᴹޘ䓛ተ䜘⯵ਈᛓ㘵ᶕ䈤ˈተ䜘᭮⯇ (RT; 24-30 Gy) ᱟਸ䘲Ⲵ䈡ሬ⋫⯇Ǆ

൘ᶱቁᮠᛓ㘵ѝ᭮⯇ਟ㜭ᱟ⾱ᗼⲴˈᡆᱟ⭡Ҿਸᒦ⯷ᡆਟ㜭Ⲵ䮯ᵏ∂ᙗᆈ

൘㘼ᡀѪ⅑ՈⲴ⋫⯇䘹ᤙǄࡍ࿻᭮⯇ਾࠪ⧠䘋ኅⲴተ⚦ᙗ SLL ᛓ㘵ˈᓄ᤹

➗䪸ሩ SLL ᛓ㘵˄঒࣐䈪 II-IV ᵏ˅Ⲵл䘠޵ᇩ䘋㹼⋫⯇Ǆ  

SLL˄঒࣐䈪 II̢IV ᵏ˅ᡆ CLL˄Rai 0̢IV   

аӋᛓ㘵ѝˈ⯮⯵൘ᰙᵏਟ㜭ᴹањ㕃ធⲴਁ⯵䗷〻˗㘼൘ਖཆаӋᛓ㘵

ѝˈ⯮⯵ᘛ䙏䘋ኅ㠣ᲊᵏˈ䴰㾱・ণ䘋㹼⋫⯇Ǆ൘ᰐ⯮⯵⯷⣦Ⲵᛵߥлˈ

Ā㿲ሏ઼ㅹᖵāᯩ⌅䙊ᑨ䘲⭘Ҿ II̢IV ᵏ SLLǃվড CLL˄Rai 0 ᵏᡆ 

Binet A˅ᡆѝড CLL˄Rai I̢II ᵏᡆ Binet B˅ᛓ㘵ˈྲ᷌ᛓ㘵ࠪ⧠⯷⣦

ᡆ⯮⯵䘋ኅ䇱ᦞˈࡉ䘉Ӌᛓ㘵ਟ㜭ഐ⋫⯇㧧⳺Ǆ70ᆈ൘䘋㹼ᙗ㹰㓶㜎߿ቁ

⯷Ⲵᲊᵏᡆ儈ড CLL˄Rai III̢IV ᵏᡆ Binet C˅ᛓ㘵䴰㾱⋫⯇Ǆ㹰㓶㜎߿

ቁ⯷⑙઼ǃっᇊⲴ䘹ᇊᛓ㘵ਟ㔗㔝᧕ਇ㿲ሏǄ൘а亩䪸ሩᰙᵏ儈仾䲙 CLL 

ᛓ㘵Ⲵⷫࡽᙗ䲿ᵪ III ᵏ⹄ウѝˈ㲭❦ FCR ⴨∄㿲ሏ઼ㅹᖵ ORR ᴤ儈 

(93%) ᒦᱮ㪇ᔦ䮯 EFS˄ᵚ䗮ࡠѝս٬ˈሩ∄ 19 њᴸ˗P <0.001˅ˈ 

նᵚ䙐ᡀᱮ㪇Ⲵ OS 㧧⳺˄FCR 5 ᒤ OS ⦷Ѫ 83%ˈ㿲ሏ઼ㅹᖵѪ 

80%˅Ǆ114 

к䘠㔃᷌䇱ᇎˈĀ㿲ሏ઼ㅹᖵāሩҾ⢩ᇊⲴᰙᵏ儈仾䲙 CLL ᛓ㘵ӽᱟ䘲ਸ

Ⲵ⋫⯇䘹ᤙǄ  

ᔰ࿻⋫⯇Ⲵᤷᖱवᤜ˖䟽ᓖ⯢ࣣǃփ䟽߿䖫ǃⴇ⊇઼ᰐᝏḃਁ✝ǃড৺㓸

ᵛಘᇈ࣏㜭ǃ䘋㹼ᙗᐘඇ⯵ਈ˄㝮ᡆ⏻ᐤ㔃໎བྷ˅ǃ䘋㹼ᙗ䍛㹰ᡆ㹰ሿᶯ

ቁ⯷Ǆ70⏻ᐤ㓶㜎㔍ሩ٬ᵜ߿ᙗ㹰㓶㜎⯛ݽቁ⯷ˈᡆ㊫പ䞷䳮⋫ᙗ㠚䓛߿

䓛ᒦнᱟ⋫⯇ᤷᖱˈⲭ㓶㜎␔┎⴨ޣ⯷⣦൘ CLL ᛓ㘵ѝᶱަ㖅㿱Ǆ70  

ሩҾᴹᔰ࿻⋫⯇䘲ᓄ⯷Ⲵᛓ㘵ˈᛓ㘵ᒤ喴ǃփ㜭⣦ᘱᡆڕᓧ⣦ߥˈԕ৺ᱟ

੖ᆈ൘ del(17p) ᡆ TP53 ケਈᓄ䈕ᴹࣙҾᤷሬ⋫⯇䘹ᤙˈྲлᡰ䘠Ǆ൘ᔰ

࿻⋫⯇ѻࡽˈྲ᷌ѻࡽᵚ㹼ˈࡉᔪ䇞䙊䗷 FISH 䟽ᯠ䇴ՠ TP53 ケਈ⣦ᘱ

઼ del(17p)ˈᒦ䟽ᯠ䇴ՠ IGHV ケਈ⣦ᘱ˄㘳㲁ॆᆖݽ⯛⯇⌅ᰦሩҾ䘹ᤙ

ᴹࣙҾ䇶࡛儈ডᛓ㘵ˈቔަ䘲⭘Ҿ᷀࠶࿻⋫⯇ᖸ䟽㾱˅ǄCpG-ਇ◰Ṩරࡍ

䶦ੁ㦟⢙⋫⯇Ǆ 

࣏㜭⣦ᘱ઼ਸᒦ⯷Ⲵ䇴ՠ 

CLL/SLL 䇺ᯝѫ㾱㿱Ҿ㘱ᒤӪˈѝս⺞䇺ᒤ喴Ѫ 72 ኱ǄབྷཊᮠสҾॆᆖ

⭼ⲴѤᒺ䈅傼ˈवᤜ GCLLSG 䘋㹼Ⲵ⹄ウˈ൷֯⭘ 65 ኱֌ѪѤ⌅⯇⯛ݽ

٬Ǆ115 ൘㘱ᒤᛓ㘵ѝᑨࠪ⧠ਸᒦ⯷ˈᒦфᆈ൘ཊ⿽ਸᒦ⯷˄ı2 ⿽ਸᒦ⯷˅

ᱟѤᒺ亴ਾⲴ⤜・亴⍻ഐ㍐ˈоᛓ㘵ᒤ喴ᡆ⯮⯵࠶ᵏᰐޣǄ116  

⯮⯵㍟䇑䇴࠶㺘 (CIRS)ǃCharlson ਸᒦ⯷ᤷᮠ઼ NCI ਸᒦ⯷ᤷᮠᱟаӋ

ਟ⭘Ҿ䇴ՠ CLL ᛓ㘵ਸᒦ⯷Ⲵ䇴࠶փ㌫ǄGCLLSG ֯⭘ CIRS о㚼䞀␵

䲔⦷ (CrCl) ⴨㔃ਸˈ䇴ՠѤᒺ䈅傼ޕ㓴ᛓ㘵Ⲵᮤփڕᓧ⣦ߥǄ116,117൘ 

CLL14 ⹄ウѝˈCIRS 䇴࠶བྷҾ 6 ᡆ CrCl ՠ䇑٬ሿҾ 70 mL/min ᱟդ᰾

ᱮਸᒦ⯷ᛓ㘵Ⲵޕ䘹ḷ߶Ǆ118 

ሩҾᴹᔰ࿻⋫⯇䘲ᓄ⯷Ⲵᛓ㘵ˈᛓ㘵ᒤ喴ǃ࣏㜭⣦ᘱǃਸᒦ⯷ˈԕ৺ᱟ੖

ᆈ൘ del(17p) ᡆ TP53 ケਈᴹࣙҾᤷሬ⋫⯇䇑ࡂǄṩᦞᛓ㘵Ⲵ࣏㜭⣦ᘱԕ

৺ᱟ੖ᆈ൘ਸᒦ⯷ˈሶᛓ㘵࠶Ѫй㓴˖65 ኱ᡆԕкⲴᛓ㘵ᡆդ᰾ᱮਸᒦ⯷

Ⲵ䖳ᒤ䖫ᛓ㘵 (CrCl <70 mL/min)ˈԕ৺ 65 ኱ԕлфᰐ᰾ᱮਸᒦ⯷Ⲵᛓ㘵Ǆ  
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⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-10 

NCCN CLL уᇦ㓴ሶᡰᴹᯩṸ࠶Ѫй㊫˄สҾ䇱ᦞǃ⯇᭸ǃ∂ᙗǃᰒᆈਸ

ᒦ⯷ǃḀӋᛵߥлਟ㧧ᗇḀӋ㦟⢙˅˖俆䘹ᯩṸǃަԆ᧘㦀ᯩṸǃ൘ḀӋ

ᛵߥлᴹ⭘Ǆ  

а㓯⋫⯇  

䲔Ҷк䘠⯮⯵઼ᛓ㘵⢩ᔲᙗഐ㍐ཆˈ൘䘹ᤙа㓯⋫⯇ᰦ䘈ᓄ㘳㲁㦟⢙Ⲵ∂ᙗ

⢩ᖱ઼⯇〻˄䘎㔝⯇〻оപᇊ⯇〻˅Ǆᤱ㔝㔉㦟 BTKis ⴤ㠣⯮⯵䘋ኅˈ㘼

สҾ venetoclax Ⲵ㚄ਸ⭘㦟ᯩṸࡉᨀ׋᰾⺞Ⲵ⯇〻Ǆྲࡽᡰ䘠ˈ֯⭘สҾ 

venetoclax Ⲵ㚄ਸ⭘㦟ᯩṸ䘋㹼Ⲵപᇊᤱ㔝ᰦ䰤⋫⯇ҏሬ㠤 ᴤ儈ˈ㘼 

uMRD ⦷ᱟ⭏ᆈ⦷᭩ழⲴ⤜・亴⍻ഐ㍐Ǆ 

 del(17p) ᡆ TP53 ケਈⲴ CLL/SLL  

 

ṩᦞ III ᵏ䲿ᵪ⹄ウ˄ELEVATE-TNǃRESONATE-2ǃE1912ǃSEQUOIA 

઼ CLL14˅Ⲵ㔃᷌ˈሶ BTKi˄䱯঑ᴯቬ ± ྕ∄࿕⨐অᣇǃ׍励ᴯቬǃ 

⌭ᐳᴯቬ˅઼ venetoclax + ྕ∄࿕⨐অᣇࡇѪ俆䘹⋫⯇ᯩṸǄ118-124  

⯇᭸ᮠᦞ˄ORRǃPFS ઼ OS˅ᙫ㔃൘㺘 1ѝǄ  

䱯঑ᴯቬ ± ྕ∄࿕⨐অᣇ 

III ᵏ ELEVATE-TN 䈅傼㺘᰾ˈ䱯঑ᴯቬ ± ྕ∄࿕⨐অᣇᯩṸ⴨∄Ҿ㤟б

䞨≞㣕 + ྕ∄࿕⨐অᣇᯩṸˈ൘ࡍ⋫ CLL ᛓ㘵ѝⲴ PFS ᴤ䮯Ǆ120ሩ∄㤟

б䞨≞㣕 + ྕ∄࿕⨐অᣇᯩṸˈ䱯঑ᴯቬ + ྕ∄࿕⨐অᣇᯩṸо IGHV ᵚ

ケਈⲴ CLL ᛓ㘵ԕ৺ IGHV ケਈⲴ CLL ᛓ㘵Ⲵ PFS 㧧⳺൷⴨ޣǄ㲭❦㤟

б䞨≞㣕 + ྕ∄࿕⨐অᣇ⋫⯇㓴ѝഐ⯮⯵䘋ኅᆈ൘Ӕ৹⋫⯇ˈն䱯঑ᴯቬ 

± ྕ∄࿕⨐অᣇ⋫⯇੸⧠ࠪ OS кॷ䎻࣯ˈн䗷䴰㾱ᴤ䮯ᰦ䰤Ⲵ䲿䇯ᶕ䇱

ᇎԫօ OS 㧧⳺Ǆቭ㇑䈕⹄ウ⋑ᴹ䇑ࡂᡆ⋑ᴹ㜭࣋∄䖳єњ䱯঑ᴯቬ㓴ѻ䰤

Ⲵ PFS 㧧⳺ˈն൘ 48 њᴸⲴ䲿䇯ѝˈо䱯঑ᴯቬ⴨∄ˈ䱯঑ᴯቬ + ྕ∄

࿕⨐অᣇᯩṸⲴ PFS ᴤ䮯˄87% ∄ 78%˅Ǆ 

ṩᦞ ELEVATE-TN 䈅傼Ⲵ㔃᷌ˈ䱯঑ᴯቬᐢ㓿 FDA ᢩ߶ᒯ⌋⭘Ҿ⋫⯇ᵚ

㓿⋫઼༽ਁᙗ/䳮⋫ᙗ CLL ᛓ㘵Ǆሶ䱯঑ᴯቬ ± ྕ∄࿕⨐অᣇᯩṸ֌Ѫᡰ

ᴹнդᴹ del(17p) ᡆ TP53 ケਈⲴ CLL ᛓ㘵Ⲵ 1 ㊫᧘㦀㓣ޕǄ 

 励ᴯቬ׍

൘ RESONATE-2 ⹄ウѝˈ൘ѝս䲿䇯 5 ᒤਾˈо㤟б䞨≞㣕⴨∄ˈ׍励

ᴯቬ൘ 65 ኱ᡆԕкнդ del(17p) Ⲵᛓ㘵ѝⲴ ORR ᴤ儈 (P < 0.0001)ˈ 

ф PFS ⦷ᴤ䮯 (P < 0.0001)Ǆ121㲭❦ 57% Ⲵᛓ㘵൘֯⭘㤟б䞨≞㣕⯮⯵

䘋ኅਾ䖜Ѫ֯⭘׍励ᴯቬˈն׍励ᴯቬ㓴Ⲵՠ䇑 5 ᒤ OS ⦷ӽ❦䖳儈˄ᵚ

ሩ㤟б䞨≞㣕Ӕ৹⋫⯇䘋㹼ࡐཡ˅Ǆሩ∄㤟б䞨≞㣕ˈ׍励ᴯቬ䘈᭩ழҶ

儈ড CLL ᛓ㘵Ⲵ PFS˗׍励ᴯቬ઼㤟б䞨≞㣕൘⋫⯇դ del(11q) ф IGHV 

ᵚケਈⲴᛓ㘵ᰦˈՠ䇑Ⲵ 5 ᒤ PFS ⦷࡛࠶Ѫ 79% ઼ 67%ǄᢙኅⲴ䮯ᵏᮠ

ᦞ䇱ᇎˈ׍励ᴯቬ֌Ѫ CLL ᛓ㘵 [वᤜާᴹᵚケਈ IGHV (HR, 0.109) ᡆ 

del(11q) (HR, 0.033) Ⲵ儈仾䲙สഐ㓴⢩ᖱⲴᛓ㘵] Ⲵа㓯⋫⯇ާᴹᤱ㔝Ⲵ 

PFS 㧧⳺Ǆ122 

㚄ⴏे㖾㓴䰤⹄ウ (A041202) 㺘᰾ˈሩ∄դ IGHV ケਈⲴᛓ㘵ˈ׍励ᴯቬ

অ㦟⋫⯇઼׍励ᴯቬ + ࡙࿕᱄অᣇᯩṸѫ㾱ᴹ࡙Ҿ IGHV ᵚケਈⲴᛓ㘵

˄61% Ⲵᛓ㘵դ IGHV ᵚケਈ⣦ᘱ˅Ǆ22,23 ሩҾ᧕ਇ׍励ᴯቬ⋫⯇Ⲵᛓ㘵ˈ

ᰐ䇪ᱟ੖ᆈ൘ CKˈ䜭нՊሩ PFS 䙐ᡀᖡ૽ǄሩҾդ CK Ⲵᛓ㘵ˈ׍励ᴯ

ቬঅ㦟⋫⯇઼׍励ᴯቬ + ࡙࿕᱄অᣇᯩṸⲴ 2 ᒤ PFS ⦷ՠ䇑࡛࠶٬Ѫ 91% 

઼ 87%Ǆ 

ṩᦞуᇦ㓴Ⲵޡ䇶ˈ䪸ሩ 65 ኱ᡆԕкⲴᛓ㘵ᡆդ᰾ᱮਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵ˈ

㔗㔝ሶ׍励ᴯቬࡇѪ 1 ㊫᧘㦀Ǆ  

ṩᦞ RESONATE-2 ⹄ウⲴ㔃᷌ˈ׍励ᴯቬঅ㦟⋫⯇㻛ᢩ߶⭘Ҿᡰᴹᛓ㘵

Ⲵа㓯⋫⯇ˈ䈕⹄ウ⺞ᇊҶ׍励ᴯቬঅ㦟⋫⯇ӵ֌Ѫ 65 ኱ᡆԕкнդᴹ 

del(17p) ᛓ㘵Ⲵа㓯⋫⯇Ⲵ⯇᭸Ǆ121,122ECOG-ACRIN ⱼ⯷⹄ウሿ㓴 

[E1912) ⹄ウ઼ FLAIR ⹄ウ˄ѝսᒤ喴˖62 ኱˗нवᤜ >75 ኱ф 
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MS-11 

del 17p 㓶㜎 >20% Ⲵᛓ㘵˅㺘᰾ˈሩҾ 70 ኱ᡆԕлнդ del(17p)/TP53 

ケਈⲴᛓ㘵ˈ⢩࡛ᱟሩҾ IGHV ᵚケਈⲴᛓ㘵ˈ׍励ᴯቬ + ࡙࿕᱄অᣇᯩ

Ṹ∄ FCR ᴤѪᴹ᭸ˈӾ㘼㺘᰾׍励ᴯቬሩҾ IGHV ᵚケਈⲴ䖳ᒤ䖫 CLL 

ᛓ㘵ਟ㜭ҏᱟањਸ䘲Ⲵ䘹ᤙǄ125,126  

ഐ↔ˈሩҾሿҾ 65 ኱фнդ del(17p) ᡆ TP53 ケਈⲴᛓ㘵ˈҏሶ׍励ᴯ

ቬࡇѪ 1 ㊫᧘㦀Ǆ 

Venetoclax + ྕ∄࿕⨐অᣇ  

CLL14 ⹄ウ⺞・Ҷ venetoclax + ྕ∄࿕⨐অᣇ֌Ѫപᇊ⯇〻ᰐॆ⯇а㓯⋫

⯇Ⲵа⿽ᴹ᭸䘹ᤙˈо㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ⴨∄ˈ䈕ᯩṸ൘ 65 ኱

ᡆԕкⲴᛓ㘵ᡆդਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵˄CIRS 䇴6< ࠶ ᡆ CrCl ՠ䇑٬ 

<70 mL/min˅ѝⲴ PFS ᴹᱮ㪇ᨀ儈Ǆ118venetoclax + ྕ∄࿕⨐অᣇ൘ 

EOT ᰦⲴ uMRD ⦷ᱮ㪇ᴤ儈˄74% ∄ 34%˗P < 0.0001˅ˈᒦф䈕㚄ਸ

⭘㦟ᯩṸ䘈֯ᗇ⋫⯇ਾ 1 ᒤⲴ MRD 䱣ᙗ⣦ᘱⲴ䖜ॆ⦷䱽վǄ84,118  

а亩䲿ᵪѤᒺ䈅傼ᵚ㜭⺞ᇊ venetoclax + ྕ∄࿕⨐অᣇሩ 65 ኱ԕлнդ

᰾ᱮਸᒦ⯷Ⲵᛓ㘵ާᴹ⯇᭸ˈቭ㇑ᴰ䘁а亩䲿ᵪ III ᵏ⹄ウ (CLL13) Ⲵࡍ↕

ᮠᦞ㺘᰾ˈ൘ 15 њᴸᰦˈӵቡ㹰⏢઼僘儃䗮ࡠ uMRD Ⲵ∄⦷㘼䀰ˈ

venetoclax + ྕ∄࿕⨐অᣇⲴа㓯⋫⯇ᴤѪᴹ᭸˖൘㹰⏢ѝˈvenetoclax + 

ྕ∄࿕⨐অᣇоॆᆖݽ⯛⯇⌅˄FCR ᡆ BR˅Ⲵ∄⦷࡛࠶Ѫ 87% о 52% 

(P <0.0001)˗൘僘儃ѝˈenetoclax + ྕ∄࿕⨐অᣇоॆᆖݽ⯛⯇⌅

˄FCR ᡆ BR˅Ⲵ∄⦷࡛࠶Ѫ 73% о 37%Ǆ88  

Venetoclax + ྕ∄࿕⨐অᣇ㧧ᗇҶ FDA Ⲵᒯ⌋ᢩ߶ˈਟ⭘Ҿ⋫⯇  

CLL ᛓ㘵ˈᒦ㻛ࡇѪ 65 ኱ᡆԕкᡆդ᰾ᱮਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵Ⲵ  

1 ㊫᧘㦀Ǆ118,124уᇦ㓴ᡀઈа㠤䇔ѪˈሩҾнդਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵ˈ

venetoclax + ྕ∄࿕⨐অᣇҏᱟа⿽ਸ䘲Ⲵപᇊ⯇〻ᰐॆ⯇⋫⯇ᯩṸˈ

уᇦ㓴䗮ᡀޡ䇶ˈሶ venetoclax + ྕ∄࿕⨐অᣇࡇѪ 65 ኱ԕлнդ᰾

ᱮਸᒦ⯷⯷Ⲵᛓ㘵 2A ㊫᧘㦀Ǆ 

⌭ᐳᴯቬ 

⌭ᐳᴯቬᱟа⿽儈ᓖ䘹ᤙᙗ/⢩ᔲᙗⲴнਟ䘶 BTK ᣁࡲࡦˈ㓿 FDA ᢩ߶⭘

Ҿ⋫⯇ॾ∿ᐘ⨳㳻ⲭ㹰⯷઼༽ਁᙗ/䳮⋫ᙗ྇㓶㜎⏻ᐤⱔǄ൘ III ᵏ 

SEQUOIA ⹄ウѝˈо㤟䗮㧛ਨ≰઼࡙࿕᱄অᣇ (BR) ⴨∄ˈ൘нդ del 

(17p)/TP53 ケਈⲴᵚ㓿⋫ CLL ᛓ㘵ѝˈ⌭ᐳᴯቬⲴ ORR ᴤ儈˄95% ∄ 

85%˅ˈф PFS ࠪ⧠ާᴹ㔏䇑᜿ѹⲴ᭩ழ˄HR 0.42;P < 0.0001)Ǆ123൘դ 

del(11q) ઼ IGHV ᵚケਈ (HR, 0.24;P < 0.0001) Ⲵᛓ㘵ѝҏ㿲ሏࡠ PFS 㧧

⳺ˈն൘դ IGHV ケਈ (HR, 0.67;P = 0.0929) ᛓ㘵ѝ⋑ᴹ㿲ሏࡠˈ䘉ਟ㜭

ᱟ⭡Ҿ䲿䇯⴨ሩ䖳⸝㘼ሬ㠤ⲴǄ 

ṩᦞ SEQUOIA ⹄ウⲴ㔃᷌ˈሶ⌭ᐳᴯቬࡇѪ 2A ㊫᧘㦀Ǆ  

ަԆ᧘㦀ᯩṸ  

㤟䗮㧛ਨ≰ + ᣇ-CD20 অݻ䲶ᣇփ 

൘ CLL10 ⹄ウѝˈ൘ BR ઼ FCR ⋫⯇ᯩṸ֌Ѫнդᴹ del(17p) CLL ᛓ㘵

Ⲵа㓯⋫⯇ᯩṸᰦˈቭ㇑ 65 ኱ԕлⲴڕᓧ⣦ߥ㢟ྭᛓ㘵൘᧕ਇ FCR ⋫⯇

ᰦᴹᱮ㪇 PFS 㧧⳺ˈնᱟ൘ 65 ኱ԕкⲴᛓ㘵ѝˈ䘉є⿽ᯩṸতᰐᱮ㪇 

PFS ᐞᔲǄ127൘ FCR 㓴ѝˈቔަᱟ 65 ኱ԕкᛓ㘵ˈ䟽ᓖѝᙗ㋂㓶㜎߿

ቁ⯷઼ᝏḃⲴਁ⭏⦷ᱮ㪇ᴤ儈ǄCLL10 ⹄ウⲴᴰᯠ㔃᷌ҏ䇱ᇎˈBR ⋫⯇

ᯩṸՊ֯㔗ਁᙗᙕᙗ儃㓶㜎ⲭ㹰⯵ (AML) ᡆ僘儃໎⭏ᔲᑨ㔬ਸᖱ (MDS) 

仾䲙䱽վǄ127൘ѝս٬Ѫ 58 њᴸⲴ䲿䇯㔃ᶏਾˈFCR 㓴˄>65 ኱ᛓ㘵Ѫ 

7%ˈ<65 ኱ᛓ㘵Ѫ 3%˅ѝ㔗ਁᙗ AML ઼ MDS Ⲵਁ⯵⦷ᱮ㪇儈Ҿ BR 㓴

˄儈喴઼վ喴ᛓ㘵൷Ѫ 1%˅Ǆ  

ሩҾ䘲ਸ䘋㹼ॆᆖݽ⯛⯇⌅Ⲵ㘱ᒤᛓ㘵ˈ㤟䗮㧛ਨ≰ + ᣇ CD20 অݻ䲶ᣇ

փ (mAb)˄࡙࿕᱄অᣇᡆྕ∄࿕⨐অᣇ˅ ᯩṸਟ㜭ᱟа⿽ਸ⨶ⲴᴯԓᯩṸˈ

65 ኱ᡆԕкⲴᛓ㘵ᡆդ᰾ᱮਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵ԕ৺ 65 ኱ԕлфᰐ᰾ᱮ

ਸᒦ⯷Ⲵᛓ㘵ਟ䘹ᤙ䈕ᯩṸǄ127-130 
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MS-12 

㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ 

CLL11 ⹄ウ⺞ᇊˈሩҾ㘱ᒤᛓ㘵ԕ৺нդᴹ del(17p) ᡆ TP53 ケਈⲴᴹਸ

ᒦ⯷ᛓ㘵ˈ㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇᯩṸՈҾ㤟б䞨≞㣕 + ࡙࿕᱄অᣇ

ᯩṸǄ131䲿ਾⲴ III ᵏ iLLUMINATE ⹄ウⲴ㔃᷌㺘᰾ˈሩҾ 65 ኱ᡆԕк

Ⲵᛓ㘵઼䖳ᒤ䖫Ⲵդਸᒦ⯷ᛓ㘵˄ѝսᒤ喴Ѫ 71኱˗׍励ᴯቬ + ྕ∄࿕

⨐অᣇᯩṸˈn = 113˗㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇᯩṸˈn = 116˅ˈ 

励ᴯቬ + ྕ∄࿕⨐অᣇᯩṸ֌Ѫа㓯⋫⯇∄㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ׍

ᯩṸᴤѪᴹ᭸Ǆ132  

ṩᦞ iLLUMINATE ⹄ウⲴ㔃᷌ˈуᇦ㓴а㠤਼᜿ሶ㤟б䞨≞㣕 + ྕ∄࿕⨐

অᣇ⭡ 65 ኱ᡆԕкⲴᛓ㘵ᡆդ᰾ᱮਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵Ⲵ 1 ㊫˄俆䘹ᯩ

Ṹ˅᭩Ѫ 2A ㊫᧘㦀˄ަԆ᧘㦀ᯩṸ˅Ǆ  

ṩᦞ CLL11 ⹄ウⲴ㔃᷌⺞ᇊˈሩҾ㘱ᒤᛓ㘵ԕ৺դਸᒦ⯷Ⲵᛓ㘵ˈ㤟б䞨

≞㣕 + ྕ∄࿕⨐অᣇᯩṸՈҾ㤟б䞨≞㣕 + ࡙࿕᱄অᣇᯩṸˈഐ↔ˈ㤟б

䞨≞㣕 + ࡙࿕᱄অᣇᯩṸᡆྕ⌅ᵘঅᣇн޽֌Ѫ䪸ሩ↔㊫ᛓ㘵Ⲵа㓯⋫⯇

᧘㦀ᯩṸǄ  

≏䗮᣹┘ǃ⧟⼧䞠㜪઼࡙࿕᱄অᣇ 

ሩҾڕᓧ⣦ߥ㢟ྭⲴࡍ⋫ CLL ᛓ㘵⢩ᇊӊ㓴ˈቔަᱟդケਈ IGHV Ⲵᛓ㘵ˈ

FCR ᯩṸਟ䗮ࡠ儈㕃䀓⦷ᒦ᭩ழ OSǄ14,15,125,127 

E1912 ⹄ウ㺘᰾ˈሩҾ 70 ኱ᡆԕлⲴнդ del(17p)/TP53 ケਈⲴᛓ㘵ˈ

 ˈ励ᴯቬ + ࡙࿕᱄অᣇ䖳 FCR ᴤѪᴹ᭸Ǆ125ṩᦞ E1912 ⹄ウⲴ㔃᷌׍

уᇦ㓴а㠤਼᜿ሶ FCR ⭡ 65 ኱ԕлⲴᰐ᰾ᱮਸᒦ⯷ᛓ㘵Ⲵ 1 ㊫˄俆䘹ᯩ

Ṹ˅᭩Ѫ 2A ㊫᧘㦀˄ަԆ᧘㦀ᯩṸ˅Ǆ  

уᇦ㓴ᕪ䈳ˈFCR ᱟ 65 ኱ԕлфᰐᱮ㪇ਸᒦ⯷Ⲵ IGHV ケਈ CLL ᛓ㘵Ⲵ

俆䘹а㓯⋫⯇䘹ᤙˈഐѪ FCR ᯩṸሩ䘉а⢩ᇊ CLL ࡍ⋫ᛓ㘵ӊ㓴Ⲵ㕃䀓

⦷儈ˈф OS ᴤྭǄ14,15,127  

FDA ᐢᢩ߶ሶ≏䗮᣹┘ਓᴽࡲࡦ⭘Ҿ⋫⯇㠣ቁ᧕ਇ䗷а⿽वਜ਼✧ॆࡲⲴ

ḷ߶⋫⯇ᯩṸˈն൘⋫⯇ᵏ䰤ᡆ⋫⯇ਾ⯵ᛵᒦᵚ㕃䀓ᡆࠪ⧠䘋ኅⲴ CLL 

ᛓ㘵Ǆ133-135❦㘼ˈቊ⋑ᴹⷫࡽᙗ䲿ᵪ䈅傼ሩ≏䗮᣹┘ਓᴽࡲࡦо䶉㜹⌘

ሴࡲࡦⲴ⯇᭸઼ᆹޘᙗ䘋㹼䗷∄䖳Ǆഐ↔ˈNCCN Guidelines ᖃࡽᒦн

㜭ሩ≏䗮᣹┘ਓᴽࡲࡦⲴਸ⨶֯⭘ᨀ׋ᔪ䇞Ǆ 

≏䗮᣹┘ + ࡙࿕᱄অᣇ 

ሩҾᒤ喴 65 ኱ԕлфᰐ᰾ᱮਸᒦ⯷Ⲵᛓ㘵ˈ≏䗮᣹┘ + ࡙࿕᱄অᣇ (FR) 

ᯩṸᱟਟ䘹⋫⯇ᯩṸѻаǄ27н᧘㦀ሶ FR ⭘Ҿդ del(11q) Ⲵ CLLˈഐѪ

դ del(11q) Ⲵ CLL ᛓ㘵᧕ਇਜ਼✧ॆࡲⲴॆᆖݽ⯛⯇⌅亴ਾᴤྭǄ  

HDMP + ࡙࿕᱄অᣇ 

ᰐ䇪ᛓ㘵ᒤ喴઼ਸᒦ⯷ྲօˈབྷࡲ䟿⭢สᕪⲴᶮ嗉 (HDMP) + ࡙࿕᱄অᣇ

ᯩṸ䜭वਜ਼൘䪸ሩᡰᴹᛓ㘵Ⲵ 2B ㊫᧘㦀ѝǄ136HDMP + ࡙࿕᱄অᣇᯩṸ

о僘儃ᣁࡦ仾䲙䖳վ઼ᝏḃᙗᒦਁ⯷ਁ⭏⦷䖳վ⴨ޣ˄䘉ᗇ⳺Ҿа㓯⋫⯇ǃ

ᛓ㘵փ㜭⣦ᘱ㢟ྭǃ⋫⯇ᵏ䰤䘋㹼ᣇᝏḃ亴䱢ˈԕ৺ሩᝏḃ઼վщ⿽⨳㳻

ⲭ㹰⯷ᛓ㘵㔉Ҹ䶉㜹⌘ሴ⭘ݽ⯛⨳㳻ⲭ [IVIG]˅Ǆ  

 励ᴯቬ + ࡙࿕᱄অᣇᡆྕ∄࿕⨐অᣇ׍

E1912 ⹄ウ઼ FLAIR ⹄ウ㺘᰾ˈሩҾ 70 ኱ᡆԕлнդ del(17p)/TP53  

ケਈⲴᛓ㘵ˈ⢩࡛ᱟሩҾ IGHV ᵚケਈⲴᛓ㘵ˈ׍励ᴯቬ + ࡙࿕᱄অᣇᯩ

Ṹ∄ FCR ᴤѪᴹ᭸ˈӾ㘼㺘᰾׍励ᴯቬሩҾ IGHV ᵚケਈⲴ䖳ᒤ䖫 CLL 

ᛓ㘵ਟ㜭ҏᱟањਸ䘲Ⲵ䘹ᤙǄ125,126  

ަԆ䲿ᵪ III ᵏ䈅傼Ⲵ㔃᷌㺘᰾ˈሩҾ 65 ኱ᡆԕкᡆդਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ

㘵ˈ൘⋫⯇нդ del(17p) ᡆ TP53 ケਈⲴࡍ⋫ CLLᯩ䶒ˈ׍励ᴯቬ + ࡙࿕

᱄অᣇᯩṸᡆྕ∄࿕⨐অᣇ∄ॆᆖݽ⯛⯇⌅ᴤѪᴹ᭸Ǆ22,23,132,137สҾ 

iLLUMINATE ⹄ウⲴ㔃᷌ˈFDA ᢩ߶׍励ᴯቬ + ྕ∄࿕⨐অᣇᯩṸ⭘Ҿа

㓯⋫⯇Ǆ132❦㘼ˈо׍励ᴯቬঅ㦟⋫⯇⴨∄ˈ൘׍励ᴯቬⲴส⹰к࣐⭘࡙
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MS-13 

࿕᱄অᣇᒦᵚ֯Ѥᒺ㔃ተᗇࡠ᭩ழ 22,23,137ˈᒦф⋑ᴹ䲿ᵪѤᒺ䈅傼ᶕ∄䖳

  励ᴯቬ + ྕ∄࿕⨐অᣇᯩṸǄ׍励ᴯቬо׍

བྷཊᮠуᇦ㓴ᡀઈ᢯䇔ˈє亩䲿ᵪ⹄ウⲴ㔃᷌ᒦᵚ㺘᰾൘׍励ᴯቬⲴส⹰

к࣐⭘࡙࿕᱄অᣇ㜭ཏ㧧⳺ˈᒦф⋑ᴹ䲿ᵪѤᒺ䈅傼ᶕ∄䖳׍励ᴯቬо׍

励ᴯቬ + ྕ∄࿕⨐অᣇᯩṸ 22,23,137Ǆ൘㚄ⴏे㖾㓴䰤⹄ウ (A041202) ѝˈ

励ᴯቬঅ㦟⋫⯇Ⲵ 48 њᴸ PFS ⦷ՠ䇑٬׍励ᴯቬ + ࡙࿕᱄অᣇᯩṸ઼׍

൷Ѫ 76%Ǆ23൘а亩䪸ሩ 208 ֻ儈ড CLL ᛓ㘵˄27 ֻѪࡍ⋫ CLL ᛓ㘵˅

Ⲵঅѝᗳ䲿ᵪ⹄ウѝˈѝս䲿䇯ᰦ䰤Ѫ 36 њᴸᰦˈ׍励ᴯቬঅ㦟⋫⯇઼׍

励ᴯቬ + ࡙࿕᱄অᣇᯩṸⲴ PFS ⦷ՠ䇑࡛࠶٬Ѫ 86% ઼ 87%Ǆ137  

൘к䘠ᡰᴹሩ׍励ᴯቬ + ࡙࿕᱄অᣇᡆྕ∄࿕⨐অᣇ䘋㹼䇴ՠⲴ䲿ᵪѤᒺ

䈅傼ѝˈ൷ᤱ㔝㔉Ҹ׍励ᴯቬˈⴤ㠣⯮⯵䘋ኅˈᒦфӵ൘ޝࡽњઘᵏሩ㚄

ਸ⭘㦟㓴࣐⭘ྕ∄࿕⨐অᣇᡆ࡙࿕᱄অᣇǄഐ↔ˈ䗮ᡀⲴޡ䇶ᱟˈPFS  

䖳䮯ᴤཊᱟᗇ⳺Ҿᤱ㔝фᵏ䲀н⺞ᇊⲴ׍励ᴯቬ⋫⯇ˈ㘼нᱟ⭡Ҿ൘⋫⯇

Ⲵ6 ࡽ њᴸᵏ䰤ᣇ CD20 mAb (rituximab or obinutuzumab)˄࡙࿕᱄অᣇ

ᡆྕ∄࿕⨐অᣇ˅Ⲵ֌⭘Ǆ䈕ᯩṸ࣐⭘ᣇ CD20 mAb പᇊ⯇〻ˈᴤਟ㜭֯

㔃᷌᭩ழǄ 

ሶ׍励ᴯቬ + ྕ∄࿕⨐অᣇ˄䪸ሩ 65 ኱ᡆԕкⲴᛓ㘵઼դ᰾ᱮਸᒦ⯷Ⲵ

䖳ᒤ䖫ᛓ㘵˅઼׍励ᴯቬ + ࡙࿕᱄অᣇ˄䪸ሩ 65 ኱ԕлфнդ᰾ᱮਸᒦ

⯷Ⲵᛓ㘵˅ࡇѪ 2B ㊫᧘㦀Ǆ 

࡙࿕᱄অᣇǃྕ∄࿕⨐অᣇᡆ㤟б䞨≞㣕অ㦟⋫⯇  

ཊ亩䲿ᵪ⹄ウᱮ⽪ˈо㤟б䞨≞㣕ᡆ࡙࿕᱄অᣇᡆྕ∄࿕⨐অᣇঅ㦟⋫⯇

⴨∄ˈਜ਼ᴹ䘉й⿽㦟⢙ѝԫօа⿽㦟⢙Ⲵ㚄ਸ⭘㦟ᯩṸᴤާᴹ⭏ᆈՈ࣯ˈ

བྷཊᮠуᇦ㓴ᡀઈ᢯䇔ˈণ֯ᱟሩҾդਸᒦ⯷Ⲵᛓ㘵ˈ㤟б䞨≞㣕ᡆ࡙࿕

᱄অᣇᡆྕ∄࿕⨐অᣇঅ㦟⋫⯇ҏᒦ䶎ᴹ᭸Ⲵа㓯⋫⯇ᯩṸǄ❦㘼ˈаӋ

уᇦ㓴ᡀઈ䇔Ѫˈ࡙࿕᱄অᣇᡆྕ∄࿕⨐অᣇᡆ㤟б䞨≞㣕অ㦟⋫⯇ᯩṸ

ާᴹ㢟ྭⲴ㙀ਇ㤳തˈഐ↔ሩҾѪаሿ䜘࠶н䘲Ҿ䟷⭘ᴤ儈ࡲ䟿ᕪᓖⲴᯩ

Ṹфդᴹ᰾ᱮਸᒦ⯷ᡆ䓛փ⣦ߥ⅐֣Ⲵ 65 ኱ᡆԕкⲴᛓ㘵ˈਟ֌Ѫਸ䘲Ⲵ

⋫⯇䘹ᤙǄ130,138-140 

ሩҾ 65 ኱ᡆԕкⲴᛓ㘵ᡆդ᰾ᱮਸᒦ⯷Ⲵ䖳ᒤ䖫ᛓ㘵ˈሶྕ∄࿕⨐অᣇ

অ㦟⋫⯇ࡇѪ 2A ㊫᧘㦀ˈሶ࡙࿕᱄অᣇᡆ㤟б䞨≞㣕অ㦟⋫⯇ࡇѪ 3 ㊫

᧘㦀Ǆ  

դ del(17p) ᡆ TP53 ケਈⲴ CLL/SLL 

൘ሶ BTKis ᡆ BCL2 ᣁࡲࡦ֌Ѫդ del(17p)/TP53 ケਈ CLL ᛓ㘵а㓯⋫⯇

ᯩ䶒ˈޣҾަ⯇᭸ⲴⷫࡽᙗѤᒺ⹄ウᮠᦞᴹ䲀Ǆ  

դ del(17p) Ⲵ CLL ᛓ㘵⋑ᴹ䍴Ṭ৲࣐ RESONATE-2 ⹄ウ઼ E1912  

⹄ウǄ121,125 ൘ RESONATE-2 ⹄ウѝˈ12 ਽᧕ਇ׍励ᴯቬ⋫⯇Ⲵᛓ㘵

ࠪ⧠ TP53 ケਈˈ㓿䗷 6 ᒤⲴ䲿䇯ˈ䘉㓴ᛓ㘵Ⲵ 5 ᒤ PFS ⦷ՠ䇑٬Ѫ 

56%Ǆ121❦㘼ˈ⭡Ҿ㤟б䞨≞㣕㓴ӵᴹ 3 ֻᛓ㘵դ TP53 ケਈˈᡰԕᰐ

⌅ሩ׍励ᴯቬ઼㤟б䞨≞㣕䘋㹼∄䖳Ǆ൘а亩ޕ㓴 35 ਽ᵚ᧕ਇ⋫⯇Ⲵ 

del(17p)/TP53 ケਈᛓ㘵˄ѝսᒤ喴 62 ኱˅Ⲵ II ᵏ䈅傼ѝˈ׍励ᴯቬⲴ 

ORR Ѫ 96%˄29% CR ઼ 67% PR˅ˈ5 ᒤ PFS ઼ OS ՠ䇑࡛࠶٬Ѫ 

74% ઼ 85%Ǆ141  

൘ ELEVATE-TN ⹄ウѝˈ൘ᡰᴹᛓ㘵ӊ㓴ѝ൷ਟ㿱䱯঑ᴯቬ ± ྕ∄࿕⨐

অᣇⲴ PFS 㧧⳺ˈवᤜդ del(17p) ᡆ TP53 ケਈⲴᛓ㘵ˈնਚᴹ 14%  

Ⲵᛓ㘵ᛓᴹդ del(17p) Ⲵ CLLǄ120൘դ del(17p) ઼/ᡆ TP53 ケਈᛓ㘵ѝˈ

䱯঑ᴯቬ + ྕ∄࿕⨐অᣇ઼䱯঑ᴯቬঅ㦟⋫⯇Ⲵ 48 њᴸ PFS ⦷࡛࠶Ѫ 

75% ઼ 76%Ǆ  

൘ CLL14 ⹄ウѝˈ൘ᡰᴹᛓ㘵ӊ㓴ѝ਼ṧਟ㿱 դާᴹ del(17p) ᡆ TP53 

ケਈⲴᛓ㘵 [del(17p) ᡆ TP53 ケਈ࡛࠶ӵ㿱Ҿ 8% ઼ 12% Ⲵᛓ㘵]Ǆ118 
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൘ III ᵏ SEQUOIA ⹄ウѝˈդ del(17p) Ⲵᛓ㘵нᱟ䲿ᵪ䱏ࡇⲴа䜘࠶ˈ

㘼ᱟӵ㓣ޕ⌭ᐳᴯቬঅ㦟ᡆ䲿ਾ࣐ޕ⌭ᐳᴯቬ઼ venetoclax 㚄ਸ⭘㦟ᯩṸǄ

൘ⷫࡽᙗ㓣ޕⲴ䶎䲿ᵪ䱏ࡇ[109 ֻդ del(17p)/TP53 ケਈⲴ CLL ᛓ㘵]ѝˈ

⌭ᐳᴯቬঅ㦟Ⲵ ORR Ѫ 95%˄3% CR˗87% PR˅Ǆ142൘䲿䇯ѝսᰦ䰤

Ѫ 18 њᴸᰦˈѝս PFS ઼ OS ൷ᵚ䗮ࡠǄՠ䇑 18 њᴸ PFS ઼ OS ⦷࠶

࡛Ѫ 89% ઼ 95%Ǆ儈 del(17p) (ı20%) ᛓ㘵Ⲵᴰ֣ ORR ઼ 18 њᴸ 

PFS ⦷࡛࠶Ѫ 98% ઼ 89%˗վ del(17p)˄>7% 㠣 <20%˅Ⲵᛓ㘵࡛࠶ࡉ

Ѫ 92% ઼ 88%Ǆ  

 

ᔪ䇞դ del(17p) Ⲵࡍ⋫ CLL ᛓ㘵৲࣐䘲ਸⲴѤᒺ䈅傼Ǆ  

䢤Ҿⴞࡽਟ⭘Ⲵᮠᦞˈሶ䱯঑ᴯቬ ± ྕ∄࿕⨐অᣇǃ׍励ᴯቬǃ⌭ᐳᴯ

ቬ઼ venetoclax + ྕ∄࿕⨐অᣇࡇѪ 2A ㊫᧘㦀Ⲵа㓯⋫⯇Ⲵ俆䘹⋫⯇

ᯩṸǄ118,120,141,142 

ަԆ᧘㦀ᯩṸ 

уᇦ㓴ᕪ䈳ˈBTKi˄׍励ᴯቬᡆ䱯঑ᴯቬᡆ⌭ᐳᴯቬ˅઼ venetoclax +  

ྕ∄࿕⨐অᣇᯩṸሩ del(17p) CLL ᛓ㘵Ⲵ⯇᭸ՈҾަԆ᧘㦀ᯩṸˈнᆈ൘

䈕⋫⯇⾱ᗼ䇱ᰦᓄ㻛㿶Ѫᴰ֣䘹ᤙǄ  

㓣ޕԕлᯩṸ֌ѪަԆ᧘㦀ᯩṸ˄൘䇔Ѫ BTKi ᡆ venetoclax нਸ䘲ᰦ˅˖ 

• 䱯ԁঅᣇ ± ࡙࿕᱄অᣇ 143-146 

• HDMP + ࡙࿕᱄অᣇ 136 

• ྕ∄࿕⨐অᣇ 138  

Ҽ㓯৺ਾ㔝⋫⯇ 

䲔Ҷк䘠а㓯⋫⯇䘹ᤙⲴ㘳㲁ഐ㍐ཆˈᰒᖰа㓯⋫⯇Ⲵ㊫රǃ㕃䀓ᤱ㔝ᰦ

䰤ǃ㧧ᗇᙗ⋫⯇㙀㦟ㅹҏᱟ༽ਁᙗ/䳮⋫ᙗ CLL/SLL ⋫⯇䘹ᤙⲴ䟽㾱ഐ㍐Ǆ  

ṩᦞ III ᵏ䲿ᵪ⹄ウ˄࡛࠶Ѫ ASCENDǃRESONATE ઼ MURANO 䈅傼˅

Ⲵ㔃᷌ˈ䱯঑ᴯቬǃ׍励ᴯቬ઼ venetoclax ± ࡙࿕᱄অᣇᯩṸҏ㓿ᢩ߶⭘

Ҿ⋫⯇༽ਁᙗ/䳮⋫ᙗ CLL/SLLǄ85,86,147-150൘ᡰᴹӊ㓴ᛓ㘵[वᤜդ del(17p) 

ᡆ TP53 ケਈⲴᛓ㘵]ѝˈ൷㿲ሏࡠ⴨∄Ҿॆᆖݽ⯛⯇⌅ᡰᑖᶕⲴ PFS 㧧⳺Ǆ  

ሶ䇴ՠ༽ਁᙗᡆ䳮⋫ᙗ CLL/SLL ᛓ㘵Ⲵሿ࠶ᆀᣁࡲࡦⲴ䲿ᵪѤᒺ䈅傼Ⲵ⯇

᭸ᮠᦞ˄ORRǃPFS ઼ OS˅ᙫ㔃Ҿ㺘 2Ǆ 

BTK  

൘ ASCEND ⹄ウѝˈ൘ѝս䲿䇯 36 њᴸᰦˈ࠶䝽ࡠ䱯঑ᴯቬ㓴Ⲵդ 

del(17p)/TP53 ケਈⲴᛓ㘵ᵚ䗮ࡠѝս PFSˈ36 њᴸ PFS ⦷Ѫ 66%Ǆ148 

III ᵏ ELEVATE-RR 䈅傼㺘᰾ˈ䱯঑ᴯቬ൘ PFS ᯩ䶒䶎࣓Ҿ׍励ᴯቬˈ 

ᒦф൘դ del(17p) Ⲵ༽ਁᙗ/䳮⋫ᙗ CLL ᛓ㘵ѝҏ֯ᗇᆹޘ⢩ᙗᴤྭǄ151 

RESONATE ⹄ウⲴᴰ㓸᷀࠶ᱮ⽪ˈᆈ൘ del(17p)/TP53 ケਈᡆ CK о 

PFS 㔃᷌䖳ᐞᰐޣǄ149൘㔃ਸդ del(17p) ઼ TP53 ケਈᛓ㘵ᮠᦞ䘋㹼Ⲵ᧒

㍒ᙗ᷀࠶ѝˈդ del(17p) ઼/ᡆ TP53 ケਈᛓ㘵Ⲵѝս PFS Ѫ 41 њᴸˈ

㘼нդᴹ del(17p) ᡆ TP53 ケਈⲴᛓ㘵ࡉѪ 57 њᴸǄ਼ṧˈդ CK ᛓ㘵

Ⲵѝս PFS Ѫ 41 њᴸˈ㘼нդᴹ CK Ⲵᛓ㘵ࡉѪ 45 њᴸǄII ᵏ 

RESONATE-17 ⹄ウ⺞ᇊҶ׍励ᴯቬሩդ del(17p) Ⲵ༽ਁᙗᡆ䳮⋫ᙗ CLL 

ᛓ㘵˄n = 145˅Ⲵ⯇᭸઼ᆹޘᙗˈ㺘᰾ ORR Ѫ 83%˄⭡⤜・ᇑḕငઈՊ 

[IRC] 䇴ՠᗇࠪ˅Ǆ152  

⌭ᐳᴯቬሩ༽ਁᙗ/䳮⋫ᙗ CLL ᛓ㘵ᴹ⍫ᙗǄ153-155䲿ᵪ III ᵏ⹄ウ 

(ALPINE) Ⲵㅜа⅑ѝᵏ᷀࠶ᱮ⽪ˈ⌭ᐳᴯቬ∄׍励ᴯቬᴤѪᴹ᭸ˈަ൘༽

ਁᙗ/䳮⋫ᙗ CLL/SLL ᛓ㘵ѝⲴ ORR ᱮ㪇ᴤ儈ˈPFS ᴤ䮯Ǆ155൘դ 

del(17p)/TP53 ケਈⲴᛓ㘵ѝˈ⌭ᐳᴯቬⲴ ORR ҏᴤ儈ˈѪ 83%ˈ㘼׍

励ᴯቬࡉѪ 54%Ǆ  
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MS-15 

BCL-2 ᣁࡲࡦ 

൘ III ᵏ䲿ᵪ MURANO ⹄ウѝˈ൘༽ਁᙗ/䳮⋫ᙗ CLL ᛓ㘵ѝ∄䖳 

VenR о BRˈ൘ᡰᴹᛓ㘵ӊ㓴ѝˈVenR ՈҾ Br˄VenR Ⲵ PFS ᴤ䮯˅ˈ

वᤜ䛓Ӌդ del(17p) ᡆ TP53 ケਈⲴᛓ㘵[del (17p) Ⲵ HR Ѫ 0.21˗

TP53 ケਈⲴ HR Ѫ 0.25]ˈVenR ൘ EOT ᰦⲴ uMRD 䖳儈ˈѪ 62%ˈ

㘼 BR Ѫ 13%˅Ǆ85  

Venetoclax অ㦟⋫⯇൘դ del(17p) Ⲵ༽ਁᙗᡆ䳮⋫ᙗ CLL ᛓ㘵ѝ਼ṧާ

ᴹ⯇᭸ˈަ ORR Ѫ 77%˄൘ᰒᖰ᧕ਇ䗷 BCRi˄׍励ᴯቬᡆ idelalisib˅

⋫⯇Ⲵᛓ㘵ѝѪ 63%Ǆ156ᙫ⹄ウ㗔փⲴ 24 њᴸ PFS ઼ OS ⦷ՠ䇑࠶٬

࡛Ѫ 54% ઼ 73%˄ᰒᖰ᧕ਇ䗷 BCRi Ⲵᛓ㘵࡛࠶Ѫ 50% ઼ 55%˅Ǆ  

PI3K   

Idelalisib + ࡙࿕᱄অᣇ (IdR) ઼ duvelisib ൘༽ਁᙗ/䳮⋫ᙗ CLL/SLL ᛓ㘵

Ⲵ䲿ᵪ III ᵏ⹄ウѝҏ䇱᰾ާᴹ⯇᭸˄ቡѝս PFS 㘼䀰˅Ǆ157-160  

ሩ∄᧕ਇ࡙࿕᱄অᣇ + ᆹហࡲ⋫⯇Ⲵᛓ㘵ˈIdR ᯩṸ᰾ᱮᔦ䮯Ҷդ del(17p) 

ᡆ TP53 ケਈᛓ㘵Ⲵ⭏ᆈᵏǄ157IdR ⋫⯇㓴ᛓ㘵ѝս OS Ѫ 29 њᴸˈ㘼࡙

࿕᱄অᣇ + ᆹហࡲ㓴Ⲵѝս OS Ѫ 15 њᴸǄIdelalisib অ㦟⋫⯇ሩ༽ਁᙗ/

䳮⋫ᙗ SLL ҏᴹ⍫ᙗǄ161,162⭡Ҿᰐ⌅൘ FDA ࣐䙏ᢩ߶ਾᆼᡀᡰ䴰Ⲵ⺞䇔

ᙗ⹄ウˈࡦ䙐୶᫔എҶ idelalisib অ㦟⋫⯇༽ਁᙗ/䳮⋫ᙗ SLL Ⲵ䘲ᓄ⯷Ǆ 

㲭❦уᇦ㓴᢯䇔 idelalisib Ⲵⴁ㇑⣦ᘱਁ⭏Ҷਈॆˈն䢤Ҿަ⯇᭸ᐢᗇࡠ䇱

ᇎˈуᇦ㓴䘈ᱟ䗮ᡀҶޡ䇶ˈ㔗㔝ሶ idelalisib অ㦟⋫⯇ࡇѪ༽ਁᙗ/䳮⋫ᙗ 

SLL Ⲵа⿽䘹ᤙǄ161,162 

൘դ del(17p) Ⲵᛓ㘵ӊ㓴ѝˈоྕ⌅ᵘঅᣇ⴨∄ˈduvelisib 䘈ᱮ⵰ᔦ䮯Ҷ

ѝս PFS˄17 њᴸ∄ 9 њᴸ˅Ǆ158൘ DUO Ӕ৹ᢙኅ⹄ウ˄䇴ՠ 

duvelisib ሩ DUO 䈅傼ѝ᧕ਇྕ⌅ᵘঅᣇᵏ䰤⯮⯵䘋ኅᛓ㘵Ⲵ⯇᭸઼ᆹޘ

ᙗ˅ѝˈਜ਼ᴹ 26 ֻᛓ㘵Ⲵ del(17p) ઼/ᡆ TP53 ケਈӊ㓴Ⲵ ORR Ѫ 77% 

(61% PR)Ǆ159  

PI3K ᣁࡲࡦо㛍∂ᙗ˄䖜≘䞦ॷ儈˅ǃ䟽ᓖ㞩⌫ᡆ㔃㛐⚾ǃ㛪⚾ǃᵪՊᙗ

ᝏḃ઼ਁ✝ᙗѝᙗ㋂㓶㜎߿ቁ⯷Ⲵ仾䲙໎࣐ᴹޣǄ  

ѫ㾱ޘ䓛⋫⯇ᯩṸ 

वᤜ FCRǃBR ± ׍励ᴯቬ઼ FC + ྕ⌅ᵘঅᣇ൘޵Ⲵॆᆖݽ⯛⋫⯇ᯩṸ

൘༽ਁᙗ/䳮⋫ᙗ⯮⯵ᛓ㘵ѝҏ㺘⧠ࠪ⍫ᙗǄ163-167  

HDMP + ࡙࿕᱄অᣇሩᰒᖰ᧕ਇ䗷ཊ⿽⋫⯇Ⲵ CLL ᛓ㘵ᴹ᭸˄वᤜ≏䗮

᣹┘䳮⋫ᙗ⯮⯵˅ˈն㓿䈕ᯩṸ⋫⯇ਾˈ㓖 30% Ⲵᛓ㘵ࠪ⧠ᝏḃᒦਁ⯷

˄वᤜᵪՊᙗⵏ㧼ᝏḃ˅ˈഐ↔⋫⯇ᵏ䰤ਟ㜭䴰㾱䘋㹼࠶ݵᣇᝏḃ亴䱢ˈ

ᒦᇶ࠷ⴁ⍻ᰙᵏᝏḃ䘩䊑Ǆ168,169 

ᶕ䛓ᓖ㜪 ± ࡙࿕᱄অᣇ൘༽ਁᙗ/䳮⋫ᙗ⯮⯵ᛓ㘵ѝҏᱮ⽪ࠪ⍫ᙗǄ170-172

❦㘼ˈо≏䗮᣹┘᭿ᝏᙗ CLL ᛓ㘵⴨∄ˈᶕ䛓ᓖ㜪 + ࡙࿕᱄অᣇ൘≏䗮

᣹┘䳮⋫ᙗ CLL ᛓ㘵ӊ㓴ѝⲴ ORR 䖳վǄCLL ᛓ㘵ਟ䟷⭘ᶕ䛓ᓖ㜪䘎㔝

ᡆ䰤ⅷ㔉㦟Ǆ170㹰㓶㜎߿ቁᰦ䴰Ҹ⭏䮯ഐᆀ઼/ᡆࡲ䟿䈳ᮤˈ㘼ᰐ䴰Ჲڌ

⋫⯇Ǆ 

䱯ԁঅᣇ + ࡙࿕᱄অᣇᯩṸⲴ ORR 儈Ҿ䱯ԁঅᣇঅ㦟⋫⯇ˈ≏䗮᣹┘᭿

ᝏ઼≏䗮᣹┘䳮⋫ᙗ⯮⯵ᛓ㘵Ⲵ㕃䀓⦷ᰐᱮ㪇ᐞᔲǄ173僘儃ᣁ઼ࡦᝏḃᱟ

ᴰᑨ㿱Ⲵ 3-4 㓗∂ᙗ৽ᓄǄնᱟᓄᖃᤷࠪˈ䱯ԁঅᣇঅ㦟⋫⯇䳮⋫ᙗ CLL 

ᛓ㘵ᰦˈᐘඇර⏻ᐤ㔃㛯བྷ䙊ᑨнࠪ⧠㕃䀓Ǆ174,175  

ྕ∄࿕⨐অᣇ઼ྕ⌅ᵘঅᣇ˄֌Ѫঅ㦟⋫⯇˅൘༽ਁᙗ/䳮⋫ᙗ CLL/SLL 

ᛓ㘵ѝҏ㺘⧠ࠪ⍫ᙗǄ130,176ྕ⌅ᵘঅᣇঅ㦟⋫⯇ሩդᴹᐘඇර⏻ᐤ㔃㛯བྷ

Ⲵ≏䗮᣹┘䳮⋫ᙗ CLL (>5 cm; BF-ref CLL) ᛓ㘵ާᴹ⍫ᙗˈሩᰒᖰ᳤䵢Ҿ

࡙࿕᱄অᣇⲴ FA-ref CLL ᛓ㘵ҏᴹ᭸ф㙀ਇᙗ㢟ྭǄ176 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。



   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-16 

 del(17p) ᡆ TP53 ケਈⲴ CLL/SLL  

  

• ሶ䱯঑ᴯቬǃ׍励ᴯቬ઼ VenR ࡇѪ 1 ㊫᧘㦀Ǆ87,147-149 

• ሶ׍励ᴯቬࡇѪ 2A ㊫᧘㦀Ǆ155  

ަԆ᧘㦀ᯩṸ 

ሩҾ 65 ኱ԕлфᰐ᰾ᱮਸᒦ⯷Ⲵᛓ㘵ˈሶлᯩࡇṸࡇѪਟ䘹⋫⯇ᯩṸǄ 

• FCR163,164  

• 䱯ԁঅᣇ r ± ࡙࿕᱄অᣇ ˄3 ㊫˅173-175,177 

• BR + ׍励ᴯቬ˄3 ㊫˅166  

• FC+ྕ⌅ᵘঅᣇ˄3 ㊫˅167  

 

ᰐ䇪ᛓ㘵Ⲵᒤ喴ᡆਸᒦ⯷ྲօˈሶлࡇ⋫⯇ᯩṸࡇѪ༽ਁᙗ/䳮⋫ᙗ⯮⯵Ⲵ

⋫⯇䘹ᤙ˖ 

• BR˄ሩ 65 ኱ᡆԕкᡆ 65 ኱ԕлդ᰾ᱮਸᒦ⯷Ⲵᛓ㘵Ѫ 2B ㊫˅165 

• Idelalisib ± ࡙࿕᱄অᣇ 157,161,162  

• Duvelisib158-160 

• ᶕ䛓ᓖ㜪 ± ࡙࿕᱄অᣇ 170-172 

• ྕ∄࿕⨐অᣇᡆྕ⌅ᵘঅᣇ 130,176 

• Venetoclax178-181  

• HDMP + ࡙࿕᱄অᣇᡆྕ∄࿕⨐অᣇ˄2B ㊫˅168,169 

 

դ del(17p) ᡆ TP53 ケਈⲴ CLL/SLL  

  

• ሶ䱯঑ᴯቬǃ׍励ᴯቬ઼ VenR ࡇѪ 1 ㊫᧘㦀Ǆ87,147-149  

• ሶ׍励ᴯቬࡇѪ 2A ㊫᧘㦀Ǆ155  

• ሶ venetoclax অ㦟⋫⯇ࡇѪ 2A ㊫᧘㦀Ǆ156 

ަԆ᧘㦀ᯩṸ 

ṩᦞഎ亮ᙗ᷀࠶㔃᷌ᡆवᤜ del(17p) ᡆ TP53 ケਈᛓ㘵ⲴⷫࡽᙗѤᒺ䈅傼

ӊ㓴᷀࠶ˈሶлᯩࡇṸ֌Ѫ༽ਁᙗ/䳮⋫ᙗ⋫⯇Ⲵ䘹亩Ǆնᓄ䈕ᤷࠪˈ䘉Ӌ

⹄ウⲴ࣏᭸н䏣ԕ䇴ՠ del(17p) ᡆ TP53 ケਈᛓ㘵ᯩṸⲴᴹ᭸ᙗ઼ᆹޘᙗǄ  

• 䱯ԁঅᣇ ± ࡙࿕᱄অᣇ 173,177 

• Duvelisib158-160 

• HDMP + ࡙࿕᱄অᣇ 182 

• Idelalisib ± ࡙࿕᱄অᣇ 157,161,162  

• ᶕ䛓ᓖ㜪 ± ࡙࿕᱄অᣇ 170,171 

• ྕ⌅ᵘঅᣇ 183 

֯⭘ሿ࠶ᆀᣁࡲࡦⲴ⢩࡛⌘᜿һ亩  
н㢟һԦ㇑⨶ 

BTK  

㞩⌫ǃ⯢ࣣǃޣ㢲Ⰻǃᝏḃǃ㹰㓶㜎߿ቁǃࠪ㹰઼ᗳ㹰㇑∂ᙗ˄वᤜᗳᡯ

仔ࣘǃᇔᙗᗳᖻཡᑨ઼儈㹰঻˅ᱟо BTKi ⴨ޣⲴн㢟һԦ (AE)˄㺘 3˅Ǆ  

䱯঑ᴯቬ઼⌭ᐳᴯቬሩ BTK Ⲵ䘹ᤙᙗ/⢩ᔲᙗᣁࡦ֌⭘ᴤᕪˈഐ↔ަ∂ᙗ

⢩ᖱᴤྭǄ൘䱯঑ᴯቬо⌭ᐳᴯቬⲴ ELEVATE-RR ཤሩཤ䈅傼ѝˈ䱯঑

ᴯቬഐ AE ሬ㠤Ⲵ⋫⯇ѝᯝ⦷䖳վ˄15% ∄׍励ᴯቬⲴ 21%˅Ǆ151о׍励

ᴯቬ⴨∄ˈ䱯঑ᴯቬⲴᗳᡯ仔ࣘ˄9% ∄ 16%˅ǃ儈㹰঻˄9% ∄ 23%˅

઼ࠪ㹰˄38% ∄ 51%˅Ⲵਁ⭏⦷䖳վǄ䱯঑ᴯቬⲴཤⰋਁ⭏⦷䖳儈

励ᴯቬⲴ 20%˅ˈਚᴹ 2% Ⲵᛓ㘵ࠪ⧠ ı3 㓗ⲴཤⰋǄ׍ ∄ 35%˄

൘ ALPINE 䈅傼ѝˈо׍励ᴯቬ⴨∄ˈ⌭ᐳᴯቬⲴᗳᡯ仔ࣘਁ⭏⦷ҏ᰾ᱮ

䖳վ˄2.5% ∄ 10%˅Ǆ155⴨∄ѻлˈ֯⭘⌭ᐳᴯቬⲴѝᙗ㋂㓶㜎߿ቁ⯷

ᴤᑨ㿱˄ 28% ∄׍励ᴯቬⲴ 22%˅˗❦㘼ˈ䘉ᒦ⋑ᴹ䖜ॆѪᴤ儈Ⲵᝏḃ

⦷˄⌭ᐳᴯቬѪ 60%ˈ׍励ᴯቬѪ 63%˅Ǆ  
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ሩ䴰㾱ᣇ㹰ሿᶯᡆᣇࠍ⋫⯇Ⲵᛓ㘵ˈᓄ䇴ՠ BTKi Ⲵ㧧⳺઼仾䲙Ǆ䴰㾱ॾ

⌅᷇Ⲵᛓ㘵㻛ᧂ䲔൘䇴ՠ䱯঑ᴯቬ઼׍励ᴯቬⲴѤᒺ䈅傼ѻཆˈ㘼൘䇴ՠ

⌭ᐳᴯቬⲴѤᒺ䈅傼ѝˈवᤜॾ⌅᷇൘޵ⲴᣇࡲࠍⲴ֯⭘нਇ䲀ࡦǄᓄ䚯

ᰦ㔉㦟䱯঑᣹ᐳᴯቬ਼ݽ励ᴯቬᡆ䱯঑ᴯቬоॾ⌅᷇Ǆᓄ䚯׍ᰦ㔉Ҹ਼ݽ

о䍘ᆀ⌥ᣁࡲࡦ (PPIs)Ǆ⌭ᐳᴯቬਟоवᤜॾ⌅઼᷇㛳䞨߿ቁࡲ˄PPIsǃ

H2 ਇփᤞᣇࡲ˅൘޵Ⲵᣇ਼ޡࡲࠍ㔉㦟Ǆ  

ሩ儈㹰঻ᓄ䝼ᛵ֯⭘ᣇ儈㹰঻㦟⢙䘋㹼᧗ࡦǄ䱯঑ᴯቬ⋫⯇ᰙᵏᑨ㿱ཤⰋˈ

䙊ᑨਟԕ⭘䭷Ⰻ㦟˄ྲሩ҉䞠≘ส䞊˅઼૆஑ഐ㺕ࡲݵᶕ᧗ࡦǄሩҾ᧕ਇ 

BTKi Ⲵᛓ㘵ˈᔪ䇞ⴁ⍻ࠪ㹰ǃᗳᡯ仔઼ࣘ儈㹰঻ⲴփᖱˈᒦҸ䘲ᖃ⋫⯇Ǆ  

⢩࡛ᱟሩ㦟⢙ᰐ⌅᧗ࡦⲴᗳᡯ仔ࣘᡆ儈㹰঻ᛓ㘵ˈਟᓄ㘳㲁᭩⭘ᴯԓ⋫⯇Ǆ

䱯঑ᴯቬ઼⌭ᐳᴯቬҏਟᴹ᭸⋫⯇׍励ᴯቬн㙀ਇⲴᛓ㘵Ǆ184-186  

᧕ਇ׍励ᴯቬ⋫⯇Ⲵᛓ㘵ѝ㖅ᴹ҉ර㛍⚾⯵∂ (HBV) ޽◰⍫઼ץ㻝ᙗⵏ㧼

ᝏḃⲴᣕ䚃Ǆ187,188ⴞࡽቊᰐ䏣ཏⲴᮠᦞਟ⭘Ҿ᧘㦀ᑨ㿴ㆋḕ઼亴䱢Ǆ 

PI3K  

֯⭘ idelalisib ᡆ duvelisib ⋫⯇Ⲵᛓ㘵ѝᐢ㿲ሏࡠ㛍∂ᙗ˄䖜≘䞦ॷ儈˅ǃ

䟽ᓖ㞩⌫ᡆ㔃㛐⚾ǃ㛪⚾ǃᵪՊᙗᝏḃǃ㛪⚾઼ਁ✝ᙗѝᙗ㋂㓶㜎߿ቁ⯷Ǆ  

ሩሶ idelalisib ᯩṸ֌Ѫа㓯⋫⯇Ⲵ䖳ᒤ䖫ᛓ㘵㘼䀰ˈ㛍㜿∂ᙗᱟѫ㾱䰞

仈Ǆ189ሩ䖜≘䞦≤ᒣⲴᇶ࠷ⴁ⍻㠣ޣ䟽㾱ˈᓄ䚯਼ݽᰦ֯⭘ idelalisib 

ᡆ duvelisib оަԆ㛍∂ᙗ㦟⢙Ǆ  

Idelalisib ࣐⭘ᣇ CD20 mAb ᡆॆᆖݽ⯛⋫⯇֯ਁ✝ᙗѝᙗ㋂㓶㜎߿ቁ⯷仾

䲙໎࣐Ǆ190ሩҾ᧕ਇ idelalisib ᡆ duvelisib ⋫⯇Ⲵᛓ㘵ˈᔪ䇞䪸ሩঅ㓟⯡

⯩⯵∂ (HSV)ǃ㛪ᆒᆀ㲛㛪⚾ (PJP) ઼ᐘ㓶㜎⯵∂ (CMV) ޽◰⍫䘋㹼ᣇᝏ

ḃ亴䱢Ǆ  

BCL-2 ᣁࡲࡦ 

TLS ᱟᰙᵏѤᒺ䈅傼ѝ venetoclax ⯇⌅Ⲵ䟽㾱࢟֌⭘Ǆ᧘㦀ԕ䖳վࡲ䟿ᔰ

࿻˄20 mg 1 ޡ ઘ˅ˈ5 ઘ޵䙀↕䙂໎㠣ⴞḷࡲ䟿˄400 mg ⇿ཙа⅑˅ˈ

਼ᰦ亴䱢 TLSˈԕ߿ቁ TLS Ⲵ仾䲙઼仁⦷Ǆ191൘ BTKi ⋫⯇ᵏ䰤ᡆѻਾˈ

ሩҾ㛯ⱔ䍏ᣵ䖳䟽фᣵᗳ⯮⯵ᘛ䙏䘋ኅⲴᛓ㘵ˈਟԕ䙊䗷ᇶ࠷ⴁ⍻տ䲒ᛓ

㘵Ⲵ TLS ᶕ੟઼࣐ࣘ䙏ࡲ䟿䙂໎˄3 ઘ20̢400 ޵ mg˅Ǆ178,192,193൘ 

CSLL-G ѝࠪࡇҶสҾ㛯ⱔ䍏㦧Ⲵ TLS 亴䱢᧘㦀ᯩṸǄ  

ሩҾѝᙗ㋂㓶㜎߿ቁ⯷ᛓ㘵ˈᓄ㘳㲁⭏䮯ഐᆀ᭟ᤱǄᤱ㔝ᙗѝᙗ㋂㓶㜎߿

ቁ⯷઼僘儃ਇ㍟ᴹ䲀Ⲵᛓ㘵ਟ㜭䴰㾱߿ቁࡲ䟿Ǆ 

ሿ࠶ᆀᣁࡲࡦ㙀㦟ᙗⲴ⋫⯇ 

BTKi Ⲵ㧧ᗇᙗ㙀㦟ᙗѫ㾱⭡ BTK ઼ PLCG2 ケਈӻሬǄ69,194BTK ઼/ᡆ 

PLCG2 ケਈ൘᧕ਇ׍励ᴯቬ⋫⯇Ⲵᛓ㘵༽ਁࡽỰ⍻ࡠⲴѝսᰦ䰤ՠ䇑٬

Ѫ 9 њᴸˈ൘䘋㹼ᙗ CLL ᛓ㘵᧕ਇ׍励ᴯቬᴰཊ 15 њᴸᰦˈࠪ⧠Ѥᒺ

䘋ኅ㺘⧠ࡽˈҏỰ⍻ࡠ䘉є⿽ケਈǄ69,195 ൘᧕ਇ䱯঑ᴯቬ⋫⯇Ⲵᛓ㘵ѝˈ

ࡠ⍻ѝսᰦ䰤ՠ䇑٬㓖 12 њᴸᰦˈᴹ 69% Ⲵᛓ㘵Ựࡽਁ༼ BTK C481 

ケਈǄ194䴰㾱䘋㹼䮯ᵏ䲿䇯ᶕ⺞䇔᧕ਇ⌭ᐳᴯቬ⋫⯇Ⲵᛓ㘵ѝᱟ੖Պࠪ

⧠ BTK C481 ケਈǄ  

Venetoclax ሩ㇑⨶ᰒᖰ BCRi˄׍励ᴯቬᡆ idelalisib˅⋫⯇ਾⲴ༽ਁᙗ/䳮

⋫ᙗ CLL ᴹ᭸ˈ178-181նа亩 4 亩Ѥᒺ䈅傼Ⲵ≷ᙫ᷀࠶ᱮ⽪ˈBCRi 䳮⋫ᙗ 

CLL о䖳վⲴ CR ⦷઼䖳⸝Ⲵ㕃䀓ᤱ㔝ᰦ䰤ᱮ㪇⴨ޣǄ196ަԆഎ亮ᙗ᷀࠶

Ⲵ㔃᷌㺘᰾൘׍励ᴯቬཡ䍕ਾ˄о idelalisib ཡ䍕ਾ⴨∄˅ԕ৺൘ӵ᧕ਇ䗷

а⿽ BCRi Ⲵᛓ㘵ѝ˄о᧕ਇ䗷 >1 ⿽ BCRi Ⲵᛓ㘵⴨∄˅ˈ֯⭘ 

venetoclax о䖳儈Ⲵ ORR ઼ PFS ᭩ழ⴨ޣǄ197,198  

BCL2 ケਈ˄G101V ઼ D103Y˅Ⲵ㧧ᗇоሩ venetoclax Ⲵ㙀㦟ᙗ 

ᴹޣǄ199,200䘋ኅᙗ CLL ᛓ㘵 venetoclax ⋫⯇ᵏ䰤ˈ൘ࠪ⧠Ѥᒺ䘋ኅ
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㺘⧠25 ࡽ њᴸỰ⍻ࡠ BCL2 G101V ケਈ˄վਈᔲㅹսสഐ仁⦷ 

[VAF]˅Ǆ199ᴹ䲀Ⲵਟ⭘ᮠᦞ㺘᰾ˈਾ㔝 BTKi ⋫⯇ᡆ޽⅑֯⭘สҾ 

venetoclax ⲴᯩṸ⋫⯇ሩ venetoclax ⋫⯇ਾⲴ༽ਁᙗ CLL ᛓ㘵ᴹ᭸ˈ

㘼 venetoclax ⋫⯇ਾⲴ PI3Ki լѾᵚ㜭֯ᗇ㕃䀓ᰦ䰤ᤱѵǄ201-205  

BTK ケਈỰ⍻ሩ⺞䇔 BTKi 㙀㦟ᙗਟ㜭ᴹᡰᑞࣙǄ❦㘼ˈᣕ੺Ⲵ VAF н਼ˈ

վ VAF ᑨ о׍励ᴯቬ⋫⯇ᵏ䰤⯮⯵䘋ኅ⴨ޣˈ⭡↔᧘⍻ˈ䘉Ӌケਈн㜭ᆼ
 нᔪ䇞ሶỰ⍻ BTK ᡆ BCL2 ケਈ֌Ѫ BTKiࡽ䀓䟺Ѥᒺ㙀㦟ᙗǄ69,195ⴞޘ

ᡆ venetoclax 㙀㦟ᙗㆋḕǄỰ⍻ BTK ઼ PLCG2ケਈਟ㜭ሩ BTK ᣁࡲࡦ

⋫⯇ᵏ䰤ࠪ⧠⯮⯵䘋ኅᡆᰐ㕃䀓Ⲵᛓ㘵ᴹ⭘ǄBTK ઼ PLCG2 ケਈ⣦ᘱᵜ

䓛нᱟ᭩ਈ⋫⯇ⲴᤷᖱǄ  

ᔲสഐ䙐㹰ᒢ㓶㜎〫Ἵ  

䮯ࡠᙗ⹄ウⲴ䮯ᵏ㔃᷌㺘᰾ˈᔲสഐ䙐㹰㓶㜎〫Ἵ (HCT) ਟԕ䗮ⷫࡽ亩ࠐ

ᵏ⯮⯵᧗ࡦˈᒦਟݻᴽо del(17p) ઼ TP53 ケਈ⴨ޣⲴн㢟亴ਾǄ55,206-212  

ᦞҶ䀓ˈᔲสഐ HCT ⹄ウᆈ൘ᱮ㪇Ⲵ䘹ᤙᙗٿᐞǄቭ㇑ྲ↔ˈⴞࡽˈ䢤Ҿ

դ del(17p) ᡆ TP53 ケਈⲴᛓ㘵᧕ਇ׍励ᴯቬ֌Ѫа㓯⋫⯇㧧ᗇⲴ㢟ྭ亴

ਾˈԕ৺ venetoclax ֌Ѫ༽ਁᙗᡆ䳮⋫ᙗ CLL ᴹ᭸⋫⯇䘹ᤙⲴਟ⭘ᙗˈ

䇔Ѫᔲสഐ HCT нᱟࡍ࿻ਜ਼఼ઔ㊫լ⢙⋫⯇ਾ༽ਁᙗ/䳮⋫ᙗ CLL Ⲵਸ⨶

⋫⯇䘹ᤙǄ213 

 HCT ⋫⯇ᤷᖱ 

ᰐ᰾ᱮਸᒦ⯷ǃሿ࠶ᆀᣁࡲࡦ䳮⋫ᙗ CLL/SLL ᛓ㘵ਟ㘳㲁ᔲสഐ HCTǄ

HCT ⢩ᔲᙗਸᒦ⯷ᤷᮠ (HCT-CI) ਟ⭘Ҿ䇴ՠࠪ⧠ HCT ѻࡽⲴਸᒦ⯷ˈ 

ҏਟ⭘Ҿ亴⍻䶎༽ਁ↫ӑ⦷઼ HCT ਾ⭏ᆈਟ㜭ᙗǄ214,215 

ሩҾդ del(17p) ᡆ TP53 ケਈⲴ CLL/SLL ᛓ㘵ˈྲ᷌ᆈ൘ CK˄ı3 њᔲ

ᑨ˅ˈਟԕ㘳㲁䪸ሩ൘׍励ᴯቬ⋫⯇ᵏ䰤ᡆѻਾ䗮ࡠ㕃䀓Ⲵᛓ㘵ˈ䇘䇪ᱟ

੖䴰㾱䘋㹼ᔲสഐ HCTǄ❦㘼ਟ⭘ᮠᦞ㺘᰾ˈ൘儈仾䲙䰤ᵏ㓶㜎䚇Րᆖᛓ

㘵ѝ䟷⭘䱽վᕪᓖ亴༴⨶ᔲสഐ HCT ਾˈCK˄ı5 њᔲᑨ˅о OS ઼ 

EFS 䖳ᐞ⴨ޣǄ216,217  

㓴㓷ᆖ䖜ॆо䘋ኅ  

൘⯮⯵઼⋫⯇䗷〻ѝˈ㓖 2ˁ 㠣 10ˁ Ⲵᛓ㘵ਁ⭏㓴㓷ᆖ䖜ॆ˄ҏ〠 

Richter 䖜ॆ˅Ѫᴤާץ㻝ᙗⲴ⏻ᐤⱔˈֻྲᕕ╛ᙗབྷ B-㓶㜎⏻ᐤⱔ 

(DLBCL) ᡆ䴽ཷ䠁⏻ᐤⱔ (HL)Ǆ218-220о CLL н਼ˈ㓴㓷ᆖ䖜ॆᛓ㘵Ⲵ

Ѥᒺ㔃᷌ᶱᐞˈሩॆᆖݽ⯛⯇⌅ᯩṸⲴ৽ᓄᴰሿˈ䇺ᯝਾѝս⭏ᆈᵏѪ 

5 㠣 12 њᴸˈնᰒᖰᵚ᧕ਇ CLL ⋫⯇Ⲵᛓ㘵ѝս⭏ᆈᵏᱮ㪇䖳䮯 

˄46 ∄ 8 њᴸ˗ P <0.001˅Ǆ221-223  

Richter 䖜ॆⲴ⺞࠷ᵪࡦቊн␵ᾊ˗նоᛓ㘵 CLL Ⲵ࠶ᆀᆖ⢩ᖱ઼᧕ਇ䗷

Ⲵ CLL ሬੁ⋫⯇ᴹޣǄԕл࠶ᆀᆖ⢩ᖱоਁ⭏ Richter 䖜ॆⲴ仾䲙ᴹޣˈ

ਟ㜭о䈕⯮⯵Ⲵਁ⯵ᵪࡦᴹ230-224˖ޣ 

• 䶎ケਈ IGHV ⣦ᘱ 

• ਼ර⁑ᔿ BCR ӊ㗔 8 о VH4-39 ਆ⭘ 

• 䙊䗷 FISH Ự⍻ࡠ㓶㜎䚇Րᆖᔲᑨˈྲ del(17p) ઼ CK˄ı3 њݻ
䲶ᙗḃ㢢փᔲᑨ˅ 

• 䚇Րᆖᔲᑨˈྲ NOTCH1 ケਈǃC-MYC ◰⍫ˈᡆ TP53 ᡆ 
CDKN2A/B ཡ⍫Ǆ  

 
Richter 䖜ॆⲴਁ⭏⦷䲿ѻࡽᡰ᧕ਇॆᆖݽ⯛⋫⯇ᯩṸⲴᮠ䟿㘼໎࣐ˈ 

᧕ਇ఼ઔṨ㤧㊫լ⢙઼✧ॆࡲ㚄ਸ⋫⯇Ⲵᛓ㘵ਁ⭏⦷ᴤ儈Ǆ230ҏᴹᣕ੺ᱮ

⽪ˈ᧕ਇ׍励ᴯቬ઼ venetoclax ⋫⯇ਾਁ⭏ Richter 䖜ॆǄ231-233о䘋ኅ

ᵏ CLL н਼ˈ׍励ᴯቬ⋫⯇ਾਁ⭏Ⲵ Richter 㕪ѿሩ BTK ઼ PLCG2 㙀

㦟ᙗǄ232㲭❦൘ᰒᖰ᧕ਇཊ⿽⋫⯇Ⲵ del(17p) CLL ᛓ㘵ѝˈvenetoclax 

⋫⯇ᵏ䰤 Richter 䖜ॆ⦷ᱮ㪇ॷ儈ˈն൘ᰒᖰ᧕ਇ⋫⯇䖳ቁⲴᴤᒯ⌋Ⲵ༽
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ਁ/䳮⋫ᙗ CLL ᛓ㘵ѝˈRichter 䖜ॆ䖳ቁ㿱Ǆ233䴰㾱䘋а↕⹄ウԕ⺞ᇊ 

Richter 䖜ॆⲴ⺞࠷仾䲙⢩ᖱ઼ᵪࡦǄ  

ᖃ CLL ໎⇆ѝᗳᢙᕐᡆ㶽ਸᒦᱮ⽪儈 Ki-67 ໎⇆⦷ (>40ˁ) ᰦˈਟԕ䇺ᯝ 

CLL դ໎⇆ѝᗳᢙᕐ˄࣐䙏ᵏ CLL˅Ǆᖃ㹰⏢ѝᒬ⏻ᐤ㓶㜎໎ཊ (>10ˁ - 

<55ˁ) ᰦˈਟ㜭䘋ኅѪ CLL դᒬ⏻ᐤ㓶㜎໎ཊ (CLL-PLL)Ǆ䘉Ӌ㔃᷌Ѫ 

CLL 䘋ኅˈн㻛㿶Ѫ Richter 䖜ॆˈо⯵〻ᴤާץ㻝ᙗ⴨ޣǄ234  

 

ᓄ䙊䗷࠷䲔⏻ᐤ㔃⍫Ự⺞䇔 Richter 䖜ॆ䇺ᯝ˄ྲ᷌⏻ᐤ㔃ਟ৺˅Ǆᖃ⏻

ᐤ㔃䳮ԕ࠷䲔ᡆ࠷ਆ⍫Ựᰦˈҏਟ᧕ਇオ㣟䪸⍫ỰǄ  

ሩ Richter 䖜ॆᡆ䘋ኅⲴᛓ㘵䘋㹼ⲴỰḕо CLL/SLL ᛓ㘵⴨լˈᓄवᤜ⯵

ਢ઼փỰˈ⌘᜿⏻ᐤ㔃䍏㦧४ฏ˄वᤜ Waldeyer ⧟˅ǃ㛍㜿઼㝮㜿བྷሿˈ

᧿䓛 PET/CT ᢛ᧿ǃ㜨䜘/㞩䜘/僘⳶䇺ᯝ䍘䟿໎ᕪ CTǄᔪ䇞 PET/CT ᢛޘ

⺞ᇊ䘋㹼⏻ᐤ㔃クࡪⲴᴰ֣䜘սˈ䪸ሩ PET ᢛ᧿ѝ FDG ᩴਆᴰ儈Ⲵ⯵⚦

䘋㹼⍫ỰǄ235-237  

ᐢ䇱᰾ PET ᢛ᧿Ⲵᴰབྷḷ߶ᩴਆ٬ (SUVmax) བྷҾᡆㅹҾ 10 ᱟањᴹ᭸

ḷᘇ⢙ˈਟ⭘Ҿ४࠶བྷཊᮠ᧕ਇॆᆖ⯇⌅ᡆॆᆖݽ⯛⯇⌅Ⲵᛓ㘵ѝⲴ 

Richter 䖜ॆо CLLǄ238❦㘼ˈ൘׍励ᴯቬ⋫⯇䗷〻ѝਁ⭏ Richter 䖜ॆⲴ 

CLL ᛓ㘵ѝ४࠶ Richter 䖜ॆо CLLˈӵ䶐 PET SUVmax བྷҾᡆㅹҾ 

10 ᰒ㕪ѿ᭿ᝏᙗˈҏᰐ⢩ᔲᙗǄ239,240㓴㓷⍫Ựᱟ⺞ᇊ Richter 䖜ॆⲴᗵ㾱

ᶑԦˈӵ䶐 PET нཏǄ  

ᴹᣕ੺ᱮ⽪ˈ16ˁ Ⲵ Richter 䖜ॆᛓ㘵ࠪ⧠ Epstein-Barr ⯵∂ (EBV) ᝏḃˈ

ф亴ਾн㢟Ǆ241CLL Ⲵ EBV ᝏḃਟԕӗ⭏ Reed-Sternberg (RS) ṧ㓶㜎ˈ

CLL 㛼Ჟѝᆈ൘ RS ᖒᘱⲴ㓶㜎нᓄ㿶Ѫ Richter 䖜ॆǄ❦㘼ˈаӋᛓ㘵 

CLL 㛼ᲟѝⲴ RS ṧ㓶㜎ਟ㜭ਁኅѪ㓿ި HLǄ242ᓄ֯⭘⯵∂▌Կ㟌㳻ⲭ 1 

(LMP1) ḃ㢢ᡆ EBV 㕆⸱ RNA Ⲵ৏սᵲӔᢰᵟ (EBER-ISH)ˈሩ⍫Ựḷᵜ

Ⲵ EBV ᝏḃᛵߥ䘋㹼䇴ՠǄ 

ⓀҾ CLL/SLL Ⲵ DLBCL ᡆо▌൘Ⲵ CLL/SLL ݻ䲶⴨(%78) ޣˈᡆо▌

൘Ⲵ CLL/SLL ݻ䲶ᰐ(%22) ޣǄ229,243Richter 䖜ॆѪݻ䲶ᰐޣ DLBCL  

Ⲵ⢩ᖱѪ TP53 ⹤ൿⲴਁ⭏⦷ᱮ㪇䱽վˈѝս⭏ᆈᵏ᰾ᱮ䮯Ҿݻ䲶⴨ޣ 

DLBCL˄62 њᴸ∄ 14 њᴸ˅Ǆ229Richter 䖜ॆѪݻ䲶⴨ޣ DLBCL  

Ⲵབྷཊᮠᛓ㘵ᩪᑖ䶎ケਈ IGHVǄ243 ਟ֯⭘࠶ᆀᆖ᷀࠶ˈ⺞・ส㓯 CLL 

㛯ⱔ㓶㜎о㓴㓷ᆖ䖜ॆⲴ㛯ⱔ㓶㜎ѻ䰤Ⲵݻ䲶ޣ㌫Ǆਟ֯⭘ IGHV สഐ

⍻ᒿᡆݻ䲶ᙗ IGHV 䟽ᧂˈ⺞・ CLL ઼㓴㓷ᆖ䖜ॆⲴ㛯ⱔ㓶㜎ѻ䰤Ⲵݻ

䲶ޣ㌫Ǆ229,243  

Richter 䖜ॆⲴ DLBCL  

ྲ B-㓶㜎⏻ᐤⱔ NCCN Guidelines ѝᡰ䘠ˈRichter 䖜ॆѪݻ䲶ᰐޣ 

DLBCL Ⲵ⋫⯇ᓄо৏ਁᙗ DLBCL ㊫լǄ  

䲶⣦ᘱᵚ⸕˅ DLBCL Ⲵ俆ݻᡆ˄ޣ䲶⴨ݻ㓴Ѥᒺ䈅傼ᱟ Richter 䖜ॆⲴޕ

䘹ࡍ࿻⋫⯇䘹ᤙǄ൘⋑ᴹਸ䘲Ѥᒺ䈅傼Ⲵᛵߥлˈਟԕ֯⭘᧘㦀⭘Ҿ 

DLBCL Ⲵॆᆖݽ⯛⋫⯇ᯩṸ˗❦㘼ˈ䘉ӋᯩṸ䙊ᑨ⯇᭸н֣Ǆ221лࡇѪ 

NCCN ᡀઈᵪᶴṩᦞᐢਁ㺘ᮠᦞ˄ཊᮠᶕ㠚অ㓴 I/II ᵏ⹄ウ˗㺘 4˅Ǆ  

• R-CHOP˄࡙࿕᱄অᣇǃ⧟⼧䞠㜪ǃཊḄ∄ᱏǃ䮯᱕ᯠ⻡઼⌬

ቬᶮ˅244 

• R-EPOCH˄࡙࿕᱄অᣇǃ׍ᢈ⋺㤧ǃ⌬ቬᶮǃ䮯᱕ᯠ⻡ǃ⧟⼧䞠

㜪઼ཊḄ∄ᱏ˅245  

• R-hyper-CVAD˄࡙࿕᱄অᣇǃ⧟⼧䞠㜪ǃ䮯᱕ᯠ⻡ǃḄ㓒䴹㍐㜲

䍘փ઼䰤䳄֯⭘Ⲵൠຎ㊣ᶮо⭢≘㶦ઔ઼䱯㌆ᆒ㤧˅246,247  

• OFAR˄ྕ⋉࡙䫲ǃ≏䗮᣹┘ǃ䱯㌆ᆒ㤧઼࡙࿕᱄অᣇ˅248,249 
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ᐢ⺞ᇊ㹰ሿᶯ䇑ᮠॷ儈ǃ㹰㓒㳻ⲭ≤ᒣॷ儈ǃ平2-ᗞ⨳㳻ⲭ≤ᒣ䱽վǃ

LDH ≤ᒣ䱽վᱟॆᆖݽ⯛⋫⯇㕃䀓⦷䖳儈Ⲵ⤜・亴⍻ഐᆀǄ221❦㘼ˈ 

ቊᵚ⺞ᇊྲօ֯⭘䘉Ӌ亴ਾਈ䟿䘹ᤙ Richter 䖜ॆⲴ⋫⯇ᯩ⌅Ǆ 

⯮⯵ሩࡍ࿻ॆᆖݽ⯛⯇⌅ᴹ৽ᓄⲴᛓ㘵ਟԕ㘳㲁ᔲสഐ HCTǄ221,250,251

൘а亩䶎䲿ᵪሩ∄᷀࠶ѝˈࡍ࿻⋫⯇䗮ࡠ CR ᡆ PR ਾ᧕ਇᔲสഐ HCT 

Ⲵᛓ㘵ˈަՠ䇑㍟䇑 3 ᒤ⭏ᆈ⦷ (75%) ᱮ㪇儈Ҿࡍ࿻⋫⯇ਾ㕃䀓նᵚ᧕

ਇᔲสഐ HCT ᡆഐ༽ਁᡆ䳮⋫ᙗ Richter 䖜ॆ᧕ਇᔲสഐ HCT Ⲵᛓ㘵

˄75% ∄ 27% ઼ 21%˗P = 0.019˅Ǆ221൘а亩എ亮ᙗ᷀࠶ѝˈሩ 

59 ֻ Richter 䖜ॆᛓ㘵㠚փᡆᔲสഐ HCT ਾⲴ㔃᷌䘋㹼Ҷ䇴ՠˈᔲสഐ 

HCT Ⲵ 3 ᒤՠ䇑 OSǃᰐ༽ਁ⭏ᆈ⦷ (RFS) ઼㍟〟༽ਁ⦷ǃ䶎༽ਁ↫ӑ

Ѫ 59ˁǃ45ˁǃ࡛࠶ Ѫ 36ˁǃ27ˁǃ47ˁ ઼ 26ˁˈ㠚փ HCT࡛࠶⦷

43ˁ ઼ 12ˁǄ250ཊਈ䟿᷀࠶ѝˈਁ⧠ॆ⯇᭿ᝏᙗ⯮⯵઼վᕪᓖ亴༴⨶

оᔲสഐ HCT ਾ㢟ྭ RFS ⴨ޣǄሩҾࡍ࿻⋫⯇ਾ㕃䀓նഐѪᒤ喴ǃ 

ਸᒦ⯷ᡆ㕪ѿਸ䘲׋փ㘼н䘲ਸᔲสഐ HCT Ⲵᛓ㘵ˈ㠚փ HCT  

ਟ㜭䘲⭘Ǆ250  

ሩҾॆᆖݽ⯛⯇⌅䳮ԕ⋫᜸Ⲵ Richter 䖜ॆᛓ㘵ˈ⋑ᴹᴹ᭸Ⲵ⋫⯇䘹ᤙǄ

ྲ᷌ਟ㹼ˈ俆䘹⋫⯇䘹ᤙᱟ৲࣐Ѥᒺ䈅傼Ǆ↓൘䘋㹼ⲴѤᒺ䈅傼Ⲵࡍ↕ᮠ

ᦞ㺘᰾ˈᣇ-〻ᒿᙗ㓶㜎↫ӑ㳻ⲭ 1 (PD-1) mAbs˄㓣↖অᣇ઼⍮࿶অᣇ˅

ሩ Richter 䖜ॆᛓ㘵ާᴹ㢟ྭⲴ⍫ᙗǄ252-255൘а亩䪸ሩ 20 ֻ Richter 䖜

ॆᛓ㘵Ⲵ I/II ᵏ⹄ウѝˈ㓣↖অᣇ + ׍励ᴯቬᯩṸⲴ ORR Ѫ 65%ˈѝս 

PFS Ѫ 4 њᴸǄ253൘ਖа亩䪸ሩ 25 ֻᛓ㘵˄16 ֻ༽ਁᙗ CLL ᛓ㘵ˈ

9 ֻ Richter 䖜ॆⲴ DLBCL ᛓ㘵˅Ⲵ II ᵏ⹄ウѝˈ⍮࿶অᣇঅ㦟⋫⯇ਾˈ

Richter 䖜ॆᛓ㘵Ⲵ ORR Ѫ 44ˁˈѝս PFS ઼ OS ࡛࠶Ѫ 5 њᴸ઼ 

11 њᴸǄ254  

уᇦ㓴᢯䇔ˈ᭟ᤱ㓣↖অᣇ઼⍮࿶অᣇ⭘Ҿॆᆖݽ⯛⯇⌅䳮ԕ⋫᜸Ⲵ 

Richter 䖜ॆᛓ㘵ᡆ del(17p)/TP53 ケਈᛓ㘵Ⲵਁ㺘ᮠᦞᴹ䲀ˈণሶᨀ׋ᴤ

ཊᮠᦞǄ❦㘼ˈаӋуᇦ㓴ᡀઈ䇔Ѫˈ䢤Ҿӏᖵ┑䏣ⲴѤᒺ䴰≲઼㕪ѿᴹ

᭸⋫⯇ᯩṸˈሩҾॆᆖݽ⯛⯇⌅䳮⋫Ⲵ Richter 䖜ॆᛓ㘵˄ቔަᱟ㘳㲁ᔲ

สഐ HCT 㘵˅ˈ൘⋫⯇䘹ᤙѝवᤜ PD-1 mAbs˄㓣↖অᣇ઼⍮࿶অᣇ˅

ᱟਸ⨶Ⲵ˄สҾк䘠ᮠᦞ˅Ǆ↔ཆˈаӋуᇦ㓴ᡀઈᤷࠪˈሩҾդ del(17p) 

ᡆ TP53 ケਈⲴᛓ㘵ԕ৺ᰐ⌅᧕ਇॆᆖݽ⯛⯇⌅ᯩṸⲴᛓ㘵ˈ䘉Ӌ㦟⢙ҏ

䘲ਸ֌Ѫࡍ࿻⋫⯇䘹ᤙǄቁᮠуᇦ㓴ᡀઈ䇔ѪˈPD-1 mAbs˄㓣↖অᣇᡆ

⍮࿶অᣇ˅অ㦟⋫⯇нᱟѤᒺ䈅傼ѻཆ༽ਁᡆ䳮⋫ᙗ Richter 䖜ॆᛓ㘵Ⲵ

ᴹ᭸⋫⯇䘹ᤙˈԆԜᕅ⭘Ҷ䘁ᵏⲴаԭᣕ੺ˈަѝ൘䶎䈅傼Ӫ㗔ѝ䟷⭘ 

PD-1 mAbs ᯩṸ⋫⯇༽ਁᙗ/䳮⋫ᙗ Richter 䖜ॆᛓ㘵˄10 ֻ㓿⍫Ự䇱ᇎ 

Richter 䖜ॆѪ DLBCL ᒦфᡰᴹᛓ㘵ѻࡽ൷᧕ਇ䗷 BTKi ⋫⯇˅ˈ㔃᷌㺘

᰾⯇᭸ᐞˈ㠣⋫⯇ཡ䍕ᰦ䰤⸝Ǆ256  

ሩҾᰐ⌅᧕ਇॆᆖݽ⯛⯇⌅Ⲵᛓ㘵ǃդ del(17p) ᡆ TP53 ケਈⲴᛓ㘵ᡆॆ

ᆖݽ⯛⋫⯇䳮⋫ᙗ⯮⯵ᛓ㘵ˈ㓣↖অᣇ઼⍮࿶অᣇ ± ׍励ᴯቬਟवਜ਼൘ 

2B ㊫᧘㦀䘹ᤙѝǄ 

Richter 䖜ॆⲴ䴽ཷ䠁⏻ᐤⱔ 

Richter 䖜ॆⲴ HL Ѥᒺץ㻝ᙗн㤕 Richter 䖜ॆⲴ DLBCLˈնަ亴ਾҏ䖳

৏ਁᙗ HL ᴤᐞǄ219,220,257Richter 䖜ॆⲴ HL ᛓ㘵ˈᓄ᤹䴽ཷ䠁⏻ᐤⱔ 

NCCN Guidelines ᡰ䘠䘋㹼⋫⯇ǄABVD˄ཊḄ∄ᱏǃঊᶕ䴹㍐ǃ䮯᱕⻡ǃ

䗮঑ᐤచ˅ᱟᴰᑨ⭘ⲴᯩṸˈަ ORR Ѫ 68%ˈABVD ᯩṸਾᇎ⧠ CR ᱟ 

Richter 䖜ॆ HL ᛓ㘵ᆈ⍫Ⲵᴰ䟽㾱亴⍻ഐ㍐Ǆ258-260  

CLL-PLL ᡆ࣐䙏ᵏ CLL  

ഐቊᵚ⺞ᇊᴰ֣㇑⨶ᯩ⌅ˈ᧘㦀⋫⯇䘹ᤙѪ৲࣐Ѥᒺ䈅傼Ǆ൘㕪ѿਸ䘲Ѥ

ᒺ䈅傼ⲴᛵߥлˈᓄสҾᛓ㘵ᱟ੖դᴹ del(17p) ᡆ TP53 ケਈˈ䟷⭘ᡰ䘠

Ⲵਟ䘹 CLL/SLL ⋫⯇ᯩṸˈሩ CLL-PLL ᛓ㘵䘋㹼⋫⯇Ǆ  
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᭟ᤱ⋫⯇  

 

ᝏḃᙗᒦਁ⯷ᱟഐݽ⯛⨳㳻ⲭ≤ᒣ䘋㹼ᙗл䱽˄վщ⿽⨳㳻ⲭ㹰⯷˅ᡰ㠤ˈ

൘ᰒᖰ㓿⋫ CLL ᛓ㘵ѝᴤѪᲞ䙽Ǆ261,262ᰒᖰ᧕ਇ䗷ཊ⿽⋫⯇Ⲵ≏䗮᣹┘

䳮⋫ᙗ CLL ᛓ㘵ਁ⭏ѕ䟽ᝏḃⲴ᱃ᝏᙗᖸ儈Ǆ263  

IVIG 㜭ཏᱮ㪇߿ቁᝏḃਁ⭏⦷ˈն OS ᰐ᭩ழǄ264-268ሩҾ㹰␵ IVIG 

<500 mg/dL ઼䴰㾱䶉㜹⌘ሴᣇ⭏㍐ᡆտ䲒⋫⯇Ⲵ৽༽啫ブ৺㛪䜘ᝏḃⲴ⢩

ᇊᛓ㘵ˈᔪ䇞ⴁ⍻ IVIG ≤ᒣǃ⇿ᴸ㔉Ҹ IVIG˄0.3-0.5 g/kgˈԕ㔤ᤱᴰվ

≤ᒣ㓖 500 mg/dL˅Ǆ  

ᣇᝏḃ亴䱢ҏ䘲ਸ⭘Ҿഐ㔉ᇊ⋫⯇ᯩṸ㘼ሩ⢩ᇊᝏḃ᱃ᝏⲴᛓ㘵ǄሩҾ൘

⋫⯇ᵏ䰤৺ѻਾ᧕ਇ఼ઔ㊫լ⢙ᡆਜ਼㤟䗮㧛ਨ≰ॆᆖݽ⯛⯇⌅ǃ idelalisibǃ

Ⳟ䍘㊫പ䞷઼/ᡆ䱯ԁঅᣇ⋫⯇Ⲵᛓ㘵ˈ᧘㦀ᣇᝏḃ亴䱢˄֯⭘䱯᱄⍋世ᡆ

ㅹ᭸⢙亴䱢⯡⯩⯵∂ˈ⼪㜪⭢ᚦୁ⭢≗㣴஦ᡆㅹ᭸⢙亴䱢 PJP˅Ǆ  

ᔪ䇞ᡰᴹᛓ㘵⇿ᒤ⌘ሴ⍱ᝏ⯛㤇ˈ⇿ 5 ᒤ⌘ሴ㛪⚾⨳㧼⯛㤇Ǆ269ᡰᴹ⍫⯛

㤇൷ᓄ䚯֯ݽ⭘ǄCLL ᛓ㘵ሩ⍱ᝏ⯛㤇Ⲵ৽ᓄ䖳ᐞˈᓄᖃ੺⸕ԆԜণ֯䘋

㹼䗷⯛㤇᧕⿽ˈҏᓄᖃ൘⍱ᝏᆓ㢲ཊ࣐ሿᗳǄ⹄ウᱮ⽪ˈоঅ㓟ཊ㌆⯛㤇

⴨∄ˈ㳻ⲭ઼㚄ਸ⯛㤇㜭䈡ሬࠪᴤྭⲴ৽ᓄǄ270,271 

สҾ mRNA Ⲵ⯛㤇൘ݽ⯛㜭࣋ᕪⲴњփѝᱮ⽪ࠪሩᣇ SARS-CoV-2 ᝏḃ 

(COVID-19) Ⲵᆹޘᙗ઼ᴹ᭸ᙗǄ272䇴ՠ䘉Ӌ⯛㤇൘㹰⏢㌫㔏ᚦᙗ㛯ⱔᛓ㘵

ѝⲴᆹޘᙗ઼ᴹ᭸ᙗⲴ⹄ウᣕ੺〠ˈᰐ䇪⋫⯇⣦ᘱྲօˈCLL/SLL ᛓ㘵Ⲵ

㹰␵䖜ॆ⦷䖳վˈᣇփ৽ᓄ䱽վǄ273-277䪸ሩࡪケ㳻ⲭⲴᣇփ┤ᓖо䈕Ӫ㗔

Ⲵ؍ᣔᙗݽ⯛ѻ䰤Ⲵ⴨ޣᙗ˄ྲᴹ˅ቊᵚ⺞ᇊˈԫօ؍ᣔⲴᤱ㔝ᰦ䰤ҏቊн

␵ᾊǄ278ഐ↔ˈн㜭ቡᣇփỰ⍻ᡆสҾᣇփỰ⍻㔃᷌Ⲵ㹼ࣘᨀࠪᔪ䇞Ǆ 

↔ཆˈ൘ COVID-19 ⯛㤇᧕⿽ਾˈ⋑ᴹ䇴ՠ㓶㜎ݽ⯛ⲴỰ⍻᡻⇥Ǆ൘⋑ᴹ

ᇎ傼ᇔ⍻䈅ᶕ⺞䇔ሩ⯛㤇᧕⿽Ⲵݽ⯛৽ᓄⲴᛵߥлˈᐢ㓿᧕⿽ COVID-19 

⯛㤇Ⲵ CLL/SLL ᛓ㘵ᓄ䟷ਆሩᵚ᧕⿽⯛㤇㘵ᔪ䇞Ⲵ亴䱢᧚ᯭˈྲ֙ᡤਓ㖙ǃ

ަޣᴹ仍ཆⲴᮠᦞ䘋а↕䱀᰾ަ仾䲙Ǆ278ᴹࡠᤱ⽮Ӕ䐍⿫৺औ⍇᡻ˈⴤ؍

ԆᴤᯠⲴа㡜ؑ᚟ˈ৲䰵 NCCN:ⱼ⯷઼ COVID-19 ⯛㤇᧕⿽ Ǆ 

㛍⚾⯵∂޽◰⍫ 

ᴹᣕ੺ᱮ⽪ˈ᧕ਇॆ⯇ ± ࡲࡦ⯛ݽ⋫⯇Ⲵᛓ㘵ѝਁ⭏ HBV ޽◰⍫Ǆ279,280

ҏᴹᣕ੺ᱮ⽪ˈ᧕ਇ䱯ԁঅᣇǃ׍励ᴯቬ઼ idelalisib ⋫⯇Ⲵᛓ㘵ਁ⭏ HBV 

 ⍫Ⲵ仾䲙䖳儈Ǆ൘᧕ਇਜ਼ᣇ CD20◰޽ ⍫ǄHBV ᩪᑖ㘵ਁ⭏ HBV◰޽

mAb Ⲵ⋫⯇ᯩṸ˄वᤜ࡙࿕᱄অᣇǃྕ∄࿕⨐অᣇᡆྕ⌅ᵘঅᣇ˅Ⲵᛓ㘵

ѝˈਁ⭏䗷о HBV ޽◰⍫⴨ޣⲴ᳤ਁර㛍⚾ǃ㛍࣏㜭㺠ㄝ઼↫ӑǄ281 

᧕ਇ IVIG Ⲵᛓ㘵ਟ㜭⭡Ҿ IVIG ⋫⯇㘼ᡀѪ HBcAb 䱣ᙗǄ282 

ᔪ䇞ሩ᧕ਇᣇ CD20 mAbǃ䱯ԁঅᣇǃ఼ઔ㊫լ⢙ǃ׍励ᴯቬ઼ idelalisib 

⋫⯇Ⲵ儈ডᛓ㘵䘋㹼ᣇ⯵∂亴䱢઼ⴁ⍻Ǆᔪ䇞 HBsAg 䱣ᙗᒦ᧕ਇᣇ⏻ᐤⱔ

⋫⯇Ⲵᛓ㘵䟷⭘ᚙᴯ঑世亴䱢ᙗᣇ⯵∂⋫⯇Ǆᚙᴯ঑世൘亴䱢࡙࿕᱄অᣇ

⴨ޣ HBV ޽◰⍫ᯩ䶒∄᣹㊣ཛᇊᴤᴹ᭸Ǆ283,284⭡Ҿӗ⭏㙀㦟ᙗⲴ仾䲙ˈ

ᓄ䚯ݽ᣹㊣ཛᇊ亴䱢ᙗ⋫⯇Ǆቊᵚ⺞ᇊਸ䘲Ⲵ亴䱢ᙗ⋫⯇ᤱ㔝ᰦ䰤ˈնу

ᇦ㓴ᔪ䇞ⴁ⍻઼ᣇ⯵∂亴䱢ᓄᤱ㔝㠣⋫⯇㔃ᶏѻਾ䮯䗮 12 њᴸǄ285 

ᐘ㓶㜎⯵∂޽◰⍫ 

Ѥᒺ५⭏ᓄҶ䀓᧕ਇਜ਼≏䗮᣹┘Ⲵॆᆖݽ⯛⯇⌅ǃidelalisib ᡆ䱯ԁঅᣇ⋫

⯇Ⲵᛓ㘵 CMV ޽◰⍫Ⲵ仾䲙ᖸ儈Ǆ֯⭘ᇊ䟿 PCR ⴁ⍻ CMV ⯵∂㹰⯷

˄㠣ቁ 2 㠣 3 ઘ˅ᱟ੖ᆈ൘㇑⨶ CMV ޽◰⍫Ⲵᴹ᭸ᯩ⌅Ǆ286ⴞࡽⲴᑨ㿴

ᇎ䐥वᤜ亴䱢ᙗᴤ᱄⍋世⋫⯇˄ྲ᷌ᆈ൘ CMV ⯵∂㹰⯷˅ᡆᴤ᱄⍋世

˄ྲ᷌൘⋫⯇ᵏ䰤ਁ⧠⯵∂䖭䟿໎࣐˅Ǆ287,288ᗵ㾱ᰦˈ䈧Րḃ⯵уᇦॿࣙ

䇺⋫Ǆ  

㠚䓛ݽ⯛ᙗ㹰㓶㜎߿ቁ⯷ 

㠚䓛ݽ⯛ᙗⓦ㹰ᙗ䍛㹰 (AIHA)ǃݽ⯛ӻሬⲴ㹰ሿᶯ߿ቁ⯷˄Ӗ〠ݽ⯛ᙗ㹰

ሿᶯ߿ቁᙗ㍛Ⲍ [ITP]˅઼㓟㓒㓶㜎޽⭏䳌⺽ᙗ䍛㹰 (PRCA) ᱟ CLL ᛓ㘵

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.nccn.org/docs/default-source/covid-19/2021_covid-19_vaccination_guidance_v5-0.pdf?sfvrsn=b483da2b_114
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ѝᴰѪᑨ㿱Ⲵ㠚䓛ݽ⯛ᙗ㹰㓶㜎߿ቁ⯷Ǆ289,290ᔪ䇞ᛓ㘵䘋㹼僘儃Ựḕˈ 

ԕ傼䇱ሩ㠚䓛ݽ⯛ᙗ㹰㓶㜎߿ቁ⯷Ⲵ䇺ᯝǄ 

ቭ㇑ⴤ᧕ᣇ⨳㳻ⲭ䈅傼 (DAT) ᐢ㻛⭘Ҿ䇺ᯝ AIHAˈնᱟབྷཊᮠ AIHA ᛓ

㘵 DAT Ѫ䱤ᙗˈᡰԕ䴰㾱ਖཆⲴḷᘇ⢙˄ྲ㔃ਸ⨐㳻ⲭ䱽վǃ㖁㓷㓒㓶㜎

઼ LDH ॷ儈˅ԕ⺞䇺 AIHAǄ291ᲊᵏ⯮⯵ǃ䶎ケਈ IGHVǃ㹰␵ 平2-ᗞ⨳

㳻ⲭ≤ᒣॷ儈઼ ZAP-70 儈㺘䗮Ⲵᛓ㘵ਁ⭏ AIHA Ⲵ仾䲙ҏ䖳儈Ǆ291-294఼

ઔ㊫լ⢙Ѫส⹰Ⲵ⋫⯇о AIHA Ⲵਁ⭏⴨ޣǄᴰ䘁Ⲵ⹄ウᣕ੺ᱮ⽪ˈ≏䗮

᣹┘ᡆ㤟б䞨≞㣕⋫⯇Ⲵᛓ㘵 AIHA ਁ⯵⦷儈Ҿ᧕ਇԕ≏䗮᣹┘Ѫส⹰Ⲵ

㚄ਸᯩṸⲴᛓ㘵Ǆ291,295AIHA ᛓ㘵ᒦ⋑ᴹ㻛⾱→֯⭘ਜ਼≏䗮᣹┘Ⲵ㚄ਸ⋫

⯇ᯩṸǄн㇑ᘾṧˈᛓ㘵ᓄᗇࡠᇶ࠷㿲ሏˈᒦф䛓Ӌᘰ⯁ާᴹ≏䗮᣹┘⴨

  䗮᣹┘⋫⯇Ǆ≏ݽAIHA ਢⲴᛓ㘵ᓄ䚯 ޣ

ᰐ䇪ᑨ㿱ⲴѤᒺ亴ਾᤷḷྲօˈCLL ᛓ㘵ਁ⭏ ITP ਾⲴ⭏ᆈ⦷൷䖳վǄ296

儈ⲭ㓶㜎 (WBC) 䇑ᮠǃ䶎ケਈ IGHVǃDAT 䱣ᙗ઼ ZAP-70 䱣ᙗо CLL 

ᛓ㘵ਁ⭏ ITP ⴨ޣǄ296  

൘བྷཊᮠᛵߥлˈAIHA઼ ITP൷ਟ⭘Ⳟ䍘㊫പ䞷䘋㹼⋫⯇ǄሩҾⳞ䍘㊫പ

䞷䳮⋫ᙗ⯵ֻˈᓄ㔉Ҹ IVIGǃ⧟ᆒ㍐ 297઼㝮࠷䲔⋫⯇Ǆ࡙࿕᱄অᣇሩ⋫

⯇㠚䓛ݽ⯛ᙗ㹰㓶㜎߿ቁ⯷ᛓ㘵਼ṧᴹ᭸Ǆ298-302FDA ᐢᢩ߶㢮ᴢ⌒ᑅ઼㖇

㊣ਨӝ⭘Ҿ⋫⯇㊫പ䞷ǃIVIG ઼㝮࠷䲔ᵟ䳮⋫ᙗ ITP ᛓ㘵Ⲵ㹰ሿᶯ߿ቁ⯷ˈ

ҏਁ⧠䘉є⿽㦟⢙ਟᴹ᭸⋫⯇ḷ߶⋫⯇䳮⋫Ⲵ CLL ⴨ޣᙗ ITPǄ303-307  

PRCA ൘ CLL ᛓ㘵ѝнཚᑨ㿱Ǆਟԕ֯⭘Ⳟ䍘㊫പ䞷ǃ⧟⼧䞠㜪ǃ⧟ᆒ㍐

ᡆᣇ㜨㞪㓶㜎⨳㳻ⲭሩ PRCA 䘋㹼⋫⯇Ǆ290Ⳟ䍘㊫പ䞷൘ PRCA ⋫⯇ᯩ

䶒ᖰᖰ䘺Ҿ ITP ᡆ AIHAǄሩҾ䳮⋫ᙗᛓ㘵ˈᗵ㾱ᰦ䘋㹼ᔲสഐ HCT ⋫⯇Ǆ

਼ṧᔪ䇞ሩᡰᴹ PRCA ᛓ㘵䘋㹼㓶ሿ⯵∂ B19 Ự⍻ˈഐѪ IVIG ሩᴹ㓶ሿ

⯵∂ B19 ᝏḃ䇱ᦞⲴᛓ㘵䙊ᑨ⯇᭸㢟ྭǄ290  

 

ᶕ䛓ᓖ㜪⴨ޣⲴ⟳ⱔ৽ᓄ䙊ᑨ㺘⧠ѪⰋᙗ⏻ᐤ㔃໎བྷˈਟդᴹ⏻ᐤ㓶㜎໎

ཊǃ㝮㜿໎བྷǃվ✝ǃⳞ⯩઼/ᡆ僘ⰋǄ71༽ਁᙗᡆ䳮⋫ᙗ CLL ᛓ㘵䟷⭘ཊ

ਁᙗ僘儃ⱔᛓ㘵ᡰ⭘ᶕ䛓ᓖ㜪 25 mg 䎧࿻ࡲ䟿ˈሬ㠤∂ᙗ৽ᓄ䗷ᕪ˄⟳ⱔ

৽ᓄǃ㛯ⱔⓦ䀓઼僘儃ᣁࡦ˅Ǆ308༽ਁᙗᡆ䳮⋫ᙗ CLL ᛓ㘵ԕ䖳վࡲ䟿

˄5ǃ10 ᡆ 15 mg/ཙ˅ᔰ࿻֯⭘ᶕ䛓ᓖ㜪ˈ䲿ਾԕ 5 mg ࡲ䟿䙂໎ˈⴤ㠣

ᴰ儈 25 mg/ཙᰦˈᛓ㘵㙀ਇᙗਟ᧕ਇǄ309 

ሩҾࠪ⧠⟳ⱔ৽ᓄⲴᛓ㘵ˈуᇦ㓴ᔪ䇞䟷⭘㊫പ䞷⋫⯇⏻ᐤ㔃㛯བྷ઼⚾⯷ˈ

֯⭘ᣇ㓴㜪㦟⋫⯇Ⳟ⯩/ⱉⰂǄਟ㘳㲁ሩդᐘඇ⏻ᐤ㔃 (>5 cm) Ⲵᛓ㘵൘⋫

⯇Ⲵ14 - 10 ࡽ ཙ֯⭘㊫പ䞷亴䱢⟳ⱔ৽ᓄǄྲ᷌᧕ਇ㚄ਸ⋫⯇ᯩṸⲴᛓ㘵

൘ᔰ࿻֯⭘ᶕ䛓ᓖ㜪ݸࡽҸᣇ CD20 mAb 㠣ቁ 1 ઘˈࡉѕ䟽⟳ⱔ৽ᓄ䙊ᑨ

∄䖳㖅㿱Ǆ 

䶉㜹㹰ṃṃຎᙗ⯮⯵  

ᶕ䛓ᓖ㜪ҏਟ㜭о CLL/SLL ᛓ㘵䶉㜹㹰ṃṃຎ (VTE) ᴹޣǄ310,311ሩҾส

㓯㹰ሿᶯ䇑ᮠᶱ儈Ⲵᛓ㘵ˈਟ㘳㲁⇿ᰕᴽ⭘ሿࡲ䟿䱯ਨ३᷇˄81 mg ⇿ཙ

а⅑˅亴䱢Ǆྲᛓ㘵ᐢ㓿֯⭘ॾ⌅᷇ㅹᣇࠍ㹰ࡉˈࡲн䴰㾱䱯ਨ३᷇Ǆ 

նᱟᓄ䈕⌘᜿ˈ䘉Ӌᔪ䇞о䶉㜹㹰ṃᙗ⯮⯵ NCCN Guidelines Ⲵ޵ᇩн਼ˈ

ਾ㘵ޣҾᶕ䛓ᓖ㜪⴨ޣᙗ VTE Ⲵᔪ䇞ӵ䘲⭘Ҿཊਁᙗ僘儃ⱔᛓ㘵Ǆ  

㛯ⱔⓦ䀓㔬ਸᖱ 

䇔Ѫᐘඇර⏻ᐤ㔃ǃሿ࠶ᆀᣁࡲࡦ⋫⯇ਾ⯮⯵䘋ኅˈԕ৺᧕ਇॆᆖݽ⯛⯇

⌅ǃvenetoclaxǃᶕ䛓ᓖ㜪઼ྕ∄࿕⨐অᣇ⋫⯇Ⲵᛓ㘵Ѫ TLS 儈ডӪ㗔Ǆ

ሩҾ䘉Ӌᛓ㘵ˈᓄ㘳㲁㇇⌅᭟ᤱ⋫⯇䜘࠶ѝᡰ䘠Ⲵ TLS 亴䱢Ǆᓄ䈕׍ᦞ 

CSLL-G ѝᡰ䘠ˈ⋫⯇о venetoclax ⯇⌅⴨ޣⲴ TLSǄ  

 CD20 অݻ䲶ᣇփ⋫⯇н㙀ਇⲴ⋫⯇  

൘᧕ਇᣇ CD20 mAb ⋫⯇Ⲵᛓ㘵ѝˈਟ㜭ਁ⭏䈨ྲ㋈㟌Ⳟ㛔৽ᓄѻ㊫Ⲵ㖅

㿱ᒦਁ⯷ˈवᤜ࢟㛯ⱔᙗཙ⯡⯞ǃਢ㪲᮷ᯟ - 㓖㘠䘺㔬ਸᖱǃ㤄㰃ṧⳞ⚾ǃ
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≤⌑ᙗⳞ⚾઼ѝ∂ᙗ㺘Ⳟൿ↫ᶮ䀓⯷Ǆᔪ䇞૘䈒Ⳟ㛔、५ᐸԕ⋫⯇䘉Ӌᒦ

ਁ⯷Ǆ  

ྲ᷌ԕࡽ䟷ਆ࡙࿕᱄অᣇ⋫⯇Ⲵ䗷〻ѝᵚࠪ⧠ѕ䟽䗃⌘৽ᓄˈࡉਟ䟷⭘ 

䫏ԕкⲴᘛ䙏䗃⌘⋫⯇ǄሩҾᡰ䘹ᣇ CD20 mAb ⋫⯇˄࡙࿕᱄অᣇǃ࠶ 90

ྕ∄࿕⨐অᣇᡆྕ⌅ᵘঅᣇ˅ࠪ⧠к䘠ѕ䟽৽ᓄⲴᛓ㘵ˈн᧘㦀֯⭘⴨

਼Ⲵᣇ CD20 mAb 䘋㹼޽◰ਁǄаӋᮠᦞ˄สҾѤᒺ㓿傼˅㺘᰾ˈሩ⢩

ᇊᣇ CD20 mAb ⋫⯇ࠪ⧠䗷ѕ䟽৽ᓄⲴᛓ㘵ˈਟԕ㙀ਇਖа⿽ᣇ 

CD20 mAb ᴯԓᯩṸ˗նᱟˈⴞࡽቊн␵ᾊ䘉⿽ᴯԓᯩṸᱟ੖ާᴹ⴨਼

Ⲵ༽ਁ仾䲙Ǆ312,313  

สҾ SAWYER 䈅傼Ⲵ㔃᷌ˈFDA ᢩ߶ሶ࡙࿕᱄অᣇ઼Ӫ䘿᰾䍘䞨䞦Ⳟл

⌘ሴ⭘Ҿ⋫⯇ CLL ᛓ㘵ˈ䈕䈅傼㺘᰾ˈо≏䗮᣹┘઼⧟⼧䞠㜪㚄ਸ㔉㦟ᰦˈ

Ⳟл⌘ሴ࡙࿕᱄অᣇ˄࡙࿕᱄অᣇо䟽㓴Ӫ䘿᰾䍘䞨䞦˅Ⲵ㦟⢙ԓ䉒ࣘ࣋ᆖ

⢩ᖱо࡙࿕᱄অᣇ IV ⴨լǄ314ሩҾ㓿䶉㜹䙊䐟᧕ਇ㠣ቁаࡲޘࡲ䟿࡙࿕᱄

অᣇфᵚࠪ⧠ѕ䟽н㢟৽ᓄⲴᛓ㘵ˈ࡙࿕᱄অᣇ઼Ӫ䘿᰾䍘䞨䞦Ⳟл⌘ሴਟ

ᴯԓ࡙࿕᱄অᣇ䶉㜹⌘ሴǄ 

  

CLL/SLL а㓯⋫⯇Ⲵ䘹ᤙᓄสҾ⯮⯵࠶ᵏǃdel(17p) ৺ TP53 ケਈᆈ൘о

੖ǃIGHV ケਈ⣦ᘱ˄ྲ㘳㲁ॆᆖݽ⯛⯇⌅˅ǃᛓ㘵ᒤ喴ǃփ㜭⣦ᘱǃ 

ਸᒦ⯷ᛵߥԕ৺㦟⢙Ⲵ∂ᙗ⢩ᖱǄᓄԄ㓶䇴ՠ䘎㔝⯇〻оപᇊ⯇〻⋫⯇ᯩ

⌅Ⲵ㧧⳺/仾䲙Ǆ↔ཆˈᰒᖰа㓯⋫⯇Ⲵ㊫රǃ㕃䀓ᤱ㔝ᰦ䰤ǃ㧧ᗇᙗ⋫⯇

㙀㦟ㅹҏᱟ༽ਁᙗ/䳮⋫ᙗ CLL/SLL ⋫⯇䘹ᤙⲴ䟽㾱ഐ㍐Ǆ  

 ˈ޵励ᴯቬ઼䱯঑ᴯቬ ± ྕ∄࿕⨐অᣇᱟᡰᴹᛓ㘵˄वᤜ儈ডӊ㓴൘׍

ֻྲդ del(11q) ᡆ del(17p)/TP53 ケਈ৺ IGHV ᵚケਈ˅Ⲵ俆䘹а 

㓯⋫⯇䘹ᤙǄVenetoclax + ྕ∄࿕⨐অᣇᯩṸᱟᡰᴹᛓ㘵˄वᤜդ 

del(17p)/TP53 ケਈⲴᛓ㘵˅ॆݽ⯇Ⲵᴹ᭸പᇊ⯇〻а㓯⋫⯇䘹ᤙǄሩҾ 

65 ኱ԕлᒦф IGHV ケਈⲴᵚ㓿⋫ CLL ᛓ㘵ˈFCR ᱟ俆䘹ᯩṸˈഐѪᆳ

ᨀ׋Ҷ᰾⺞Ⲵ⯇〻ˈབྷཊᮠ᧕ਇа㓯 FCR ⋫⯇Ⲵդ IGHV ケਈⲴ CLL  

ᛓ㘵亴䇑 PFS 䎵䗷 10 ᒤˈфަ⯮⯵ᴹਟ㜭⋫᜸Ǆ  

励ᴯቬǃ䱯঑ᴯቬǃ⌭ᐳᴯቬ઼ venetoclax ± ࡙࿕᱄অᣇᱟҼ㓯৺ਾ㔝׍

⋫⯇Ⲵ俆䘹⋫⯇ᯩṸǄ䱯঑ᴯቬ઼ҏ⌭ᐳᴯቬҏਟᴹ᭸⋫⯇׍励ᴯቬн㙀

ਇⲴᛓ㘵ǄVenetoclax ਟᴹ᭸⋫⯇ᰒᖰ᧕ਇ BCRi˄׍励ᴯቬᡆ idelalisib˅

⋫⯇ਾⲴ༽ਁᙗ/䳮⋫ᙗ CLLǄ⋫⯇Ⲵᴰ֣亪ᒿቊᵚ᰾⺞Ǆ 

CLL 㓴㓷ᆖ䖜ॆѪᴤާץ㻝ᙗⲴ⏻ᐤⱔо亴ਾн㢟⴨ޣǄ߶⺞䇺ᯝ㓴㓷ᆖ

䖜ॆǃ৲࣐䇴ՠ䶦ੁ㓴㓷ᆖ䖜ॆਁ⯵ᵪࡦѝᡰ⎹৺⢩ᇊ䚇ՐᔲᑨⲴᯠ㦟Ⲵ

Ѥᒺ䈅傼ˈሶ᭩ழ㓴㓷ᆖ䖜ॆᛓ㘵ⲴѤᒺ㔃᷌Ǆ  

ᔰ࿻⋫⯇ਾˈሩ AEs 䘋㹼ᇶ࠷ⴁ⍻ǃሩ⋫⯇⴨ޣᒦਁ⯷㔉Ҹ᭟ᤱ⋫⯇ˈ 

ᓄᡀѪ CLL/SLL ⋫⯇Ⲵ㓴ᡀ䜘࠶Ǆ 
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㺘 1˖ሿ࠶ᆀᣁࡍ⯇⋪ࡲࡦ⋫ CLL/SLL Ⲵ III  

  ᛓ㘵Ӫᮠ ᛓ㘵⢩ᖱ ѝս䲿䇯 ORR PFS OS 

ELEVATE-TN120 

䱯঑ᴯቬ  
179  

[del(17p) ઼/ᡆケਈⲴ
TP53ˈn = 23] ı65 ኱ᡆ <65 ኱դਸᒦ⯷

˄CIRS >6˗CrCl 
<70 mL/min˅˗ECOG PS 

İ 2 ф㹰⏢ǃ 
㛍઼㛮࣏㜭䏣ཏ 

 
48 њᴸ 

90% 
(11% CR) 

78% 
(HR: 0.19; P < 0.0001) 

88% 

䱯঑ᴯቬ + ྕ∄࿕⨐অᣇ 
179  

[del(17p) ઼/ᡆケਈⲴ
TP53ˈn = 25] 

96%  
(31% CR) 

87% 
(HR: 0.10; P < 0.0001) 

93% 

㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ 
177  

[del(17p) ઼/ᡆケਈⲴ
TP53ˈn = 25] 

83% 
(13% CR) 

25% 88% 

RESONATE-2122 
  励ᴯቬ 136 ı65 ኱׍

˄нդ del17p˅ 
7 ᒤ 

92% 
(34% CR) 

6.5 ᒤ PFS˖61% 6.5 ᒤ OS˖78%  

㤟б䞨≞㣕 133 37% 6.5 ᒤ PFS˖9% NR 

㚄ⴏे㖾㓴䰤⹄ウ 
(A041202)22,23  

 励ᴯቬ  182׍

ı65 ኱ 55 њᴸ 

93% 
(7% CR) 

4 ᒤ˖76% 4 ᒤ˖85% 

 励ᴯቬ + ࡙࿕᱄অᣇ  182׍
94% 

(12% CR) 
4 ᒤ˖76% 4 ᒤ˖86% 

㤟䗮㧛ਨ≰ + ࡙࿕᱄অᣇ  183 
81% 

(26% CR) 
4 ᒤ˖47% 4 ᒤ˖84% 

E1912 125 
 励ᴯቬ + ࡙࿕᱄অᣇ 354׍

İ70 ኱ 34 њᴸ 

96%  
(17% CR) 

3 ᒤ˖89% 3 ᒤ˖99% 

FCR 175 
81% 

(30% CR) 
3 ᒤ˖73% 3 ᒤ˖92% 

FLAIR126 
 励ᴯቬ + ࡙࿕᱄অᣇ 386׍

ѝսᒤ喴 62 ኱
˄34% >65 ኱˅˗ > 75኱ᡆ 
del17p 㓶㜎> 20% Ⲵᛓ㘵㻛

ᧂ䲔 

53 њᴸ 
- 

ѝս PFS˖  
ᵚ䗮2 ࡠ 㓴ѻ䰤Ⲵ OS ⋑ᴹᐞᔲ 

(HR˖1.01˗P = 0.956) 
FCR 385 - 

ѝս PFS˖ 
67 њᴸ 

iLLUMINATE132  
⯷励ᴯቬ + ྕ∄࿕⨐অᣇ 113 ı65 ኱ᡆ <65 ኱դਸᒦ׍

˄CIRS >6˗CrCl  
<70 mL/min˅ 

31 њᴸ 

88% 
(20% CR) 

ѝս٬˖ᵚ䗮ࡠ 
˄30 њᴸ˖79%˅ 

ѝս٬˖ᵚ䗮ࡠ  
˄30 њᴸ˖86%˅ 

㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ 116 73% 
(8% CR) 

ѝս٬˖19 њᴸ
˄30 њᴸ˗31%˅ 

ѝս٬˖ᵚ䗮ࡠ  
˄30 њᴸ˖85%˅ 

SEQUOIA123  
˄  del 17p˅ 

⌭ᐳᴯቬ 
241 

˄ケਈⲴ TP53, n =15˅ ı65 ኱ᡆн䘲ਸ FCR ⋫⯇
˄CIRS >6˗CrCl 

<70 mL/min ᡆ 2 ᒤ޵ᴹ䟽ᓖ
ᡆཊ䟽ᝏḃਢ˅ 
ѝսᒤ喴 70 ኱ 

24 њᴸ 

95% 
(7% CR) 

86% 
(HR: 0.42˗P < 0.0001) 94% 

㤟䗮㧛ਨ≰ + ࡙࿕᱄অᣇ 
238 

˄ケਈⲴ TP53, n =13˅ 
85%  

(15% CR) 
70% 95% 

SEQUOIA142  
˄դ del 17p˅ 

⌭ᐳᴯቬ  
˄䶎䲿ᵪ䱏ࡇ˅ 

109 18 њᴸ 95% 
(3% CR) 89% 95% 

CLL14118  

Venetoclax + ྕ∄࿕⨐অᣇ 
216 

[del(17p)ˈn = 17˗㕪ཡ
ᡆケਈⲴ TP53ˈn = 25] ı65 ኱դਸᒦ⯷ 

˄CIRS >6˗CrCl  
<70 mL/min˅ 

40 њᴸ 

85%  
(50% CR) 

3 ᒤ PFS˖82% 
(HR: 0.31˗P <0.0001) 

ѝս٬˖є㓴൷ᵚ䗮ࡠ 
(HR: 1.03˗P < 0.92) 

㤟б䞨≞㣕 + ྕ∄࿕⨐অᣇ 
216 

[del(14p)ˈn = 17˗㕪ཡ
ᡆケਈⲴ TP53ˈn = 24] 

71%  
(23% CR) 

3 ᒤ PFS˖50% 
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MS-25 

㺘 2.ሿ࠶ᆀᣁࡲࡦ⋫⯇༽ਁᙗ/䳮⋫ᙗ CLL/SLL Ⲵ III ᵏ䲿ᵪ⹄ウ 

  ᛓ㘵Ӫᮠ ᛓ㘵⢩ᖱ ѝս䲿䇯 ORR PFS OS 

ASCEND148  

䱯঑ᴯቬ  
155 

[del(17p), n = 28˗ケਈⲴ 
TP53, n =39] ѝսᒤ喴 67-68 ኱ˈECOG 

PS İ2ˈ㹰⏢ǃ㛍઼㛮࣏㜭
䏣ཏ 

36 њᴸ 

83% 

ѝս PFS˖  
ᵚ䗮ࡠ  

36 њᴸ PFS˖63% 
(HR: 0.29˗ 
P < 0.0001) 

36 њᴸ˖80% 

⹄ウ㘵Ⲵ䘹ᤙ  
˄Idelalisib + ࡙࿕᱄অᣇ [IdR] 
ᡆ㤟䗮㧛ਨ≰ + ࡙࿕᱄অᣇ 
[BR]˅ 

155 
(IdR, n=119; BR, n =36)˗ 
[del(17p), n = 21˗ケਈⲴ 

TP53, n =34] 

85% 
ѝս PFS˖  

17 њᴸ 
 36 њᴸ PFS˖21% 

36 њᴸ˖73% 

RESONATE149 

 励ᴯቬ׍
195 

[del(17p), n = 63˗ケਈⲴ 
TP53, n =79] 

ѝսᒤ喴 67 ኱ 74 њᴸ 

91% 
(11% 
CR) 

ѝս PFS˖  
44 њᴸ  

60 њᴸ PFS˖40% 
ѝս٬˖68 њᴸ 

ྕ⌅ᵘঅᣇ 
196 

[del(17p), n = 64˗ケਈⲴ 
TP53, n =68] 

- 
ѝս PFS˖  

8 њᴸ 
60 њᴸ PFS˖3% 

ѝս٬˖65 њᴸ 

ELEVATE-RR151 
䱯঑ᴯቬ 268 

ı18኱˗ ECOG PS İ2 ф
ᆈ൘ del(17p) ઼/ᡆ del(11q) 

41 њᴸ 

81% 
(3% CR) ѝս PFS˖  

38 њᴸ 
˄єњ⋫⯇㓴˅ 

ѝս٬˖є㓴൷ᵚ䗮ࡠ 

 励ᴯቬ 265 77%׍
(4% CR) 

ALPINE155 
 

⌭ᐳᴯቬ 
207 

[del(17p) ઼/ᡆケਈⲴ
TP53ˈn = 41] 

ѝսᒤ喴 67 ኱˗  
ECOG PSı1˗༽ਁᙗ/䳮⋫
ᙗ⯮⯵᧕ਇ䗷 ı1 ⅑ᰒᖰޘ

䓛⋫⯇  

15 њᴸ 

78% 
(2% CR) 

12 њᴸ˖95% 
(HR: 0.40˗ 
P = 0.0007) 

12 њᴸ˖97% 

 励ᴯቬ׍
208 

[del(17p) ઼/ᡆケਈⲴ
TP53ˈn = 38] 

63% 
(1% CR) 

12 њᴸ˖84% 12 њᴸ˖93% 

MURANO86  

Venetoclax + ࡙࿕᱄অᣇ 
194 

[del(17p), n = 46˗ケਈⲴ 
TP53, n =48] 

ı18 ኱˗ECOG PS 0̢1˗
䴰㾱⋫⯇Ⲵ༽ਁᙗ/䳮⋫ᙗ⯮
⯵ˈ僘儃ǃ㛍઼㛮࣏㜭䏣ཏ 

59 њᴸ 

92% 
(8% CR) 

ѝս PFS˖  
54 њᴸ  

(HR: 0.19˗ 
P < 0.0001) 

5 ᒤ OS˖82% 
(HR: 0.40˗ 
P < 0.0001) 

㤟䗮㧛ਨ≰ + ࡙࿕᱄অᣇ 
195 

[del(17p), n = 46˗ケਈⲴ 
TP53, n =51] 

72% 
(4% CR) 

ѝս PFS˖  
17 њᴸ 

5 ᒤ OS˖62% 

III ᵏ䈅傼 157 
Idelalisib + ࡙࿕᱄অᣇ 110  CIRS>6ˈ㛮࣏㜭н઼ޘ/ᡆ

僘儃༷ۘᐞഐ㘼ᰐ⌅֯⭘  
ॆᆖݽ⯛⯇⌅ 

18 њᴸ 
84% ѝս٬˖19 њᴸ 

ѝս٬˖41 њᴸ 
˄2 ᒤ˖70%˅ 

ᆹហࡲ + ࡙࿕᱄অᣇ 110 16% ѝս٬˖6.5 њᴸ 
ѝս٬˖35 њᴸ 
˄2 ᒤ˖52%˅ 

DUO158 

Duvelisib 160 

ѝսᒤ喴 69 ኱ 22 њᴸ 

74% 
ѝս٬˖13 њᴸ 
˄1 ᒤ˖60%˅ ѝս٬˖ᰐ⌅䇴ՠ˗  

1 ᒤ OS ⦷ՠ䇑٬˖ 
є㓴൷Ѫ 86% ྕ⌅ᵘঅᣇ 159 45% 

ѝս٬˖10 њᴸ 
˄1 ᒤ˖39%˅ 
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㺘 3.BTKi  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

н㢟һԦ 

 CLL /䳮⋫ᙗ CLL 

ELEVATE-TN120 RESONATE-2121 SEQUOIA142 ELEVATE-RR151 ALPINE155 

䱯঑ᴯቬ ׍励ᴯቬ ⌭ᐳᴯቬ 䱯঑ᴯቬ ׍励ᴯቬ ⌭ᐳᴯቬ ׍励ᴯቬ 

ᴰᑨ㿱н㢟һԦ˄ᡰᴹ㓗࡛˅ 

㞩⌫ 40% 50% 16% 35% 46% 17% 19% 

ཤⰋ 38% - 8% 35% 20% NR NR 

ૣభ 22% 36% NR 29% 21% 13% 6% 

⯢ࣣ 22% 36% 10% 20% 17% - - 

 㢲Ⰻ 20% 26% 11% 16% 23% 9% 14%ޣ

䍛㹰 - 26% 4% 22% 19% 13% 15% 

ѝᙗ㋂㓶㜎߿ቁ⯷ 12% 13%˄ı3 㓗˅ 18% 21% 25% 28% 22% 

⢩࡛ޣ⌘Ⲵн㢟һԦ (AESI) 

ᗳᡯ仔ࣘ/  

ᡰᴹ࠶㓗 6% 16% 3% 9% 16% 2.5% 10% 

ı3 㓗 1% 5% <1% 5% 3% 1% 2% 

 

ᡰᴹ࠶㓗 42% NR 45% 38% 51% 36% 36% 

ı3 㓗 3% NR 4% - - 3% 3% 

 

ᡰᴹ࠶㓗 4% 11% 5% - - 3% 4% 

ı3 㓗 3% 7% 4% - - 3% 3% 

 

ᡰᴹ࠶㓗 7% 23% 14% 9% 23% 17% 16% 

ı3 㓗 3% 8% 6% 4% 9% 11% 11% 

 

ᡰᴹ࠶㓗 74% 26% 62% - - 60% 63% 

ı3 㓗 16% - 16% - - 13% 18% 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。



   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 
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㺘 4˖䪸ሩ Richter 䖜ॆⲴॆᆖݽ⯛⯇⌅ 

 

   ORR  PFS OS 

RCHOP244 15 69 њᴸ 67% (7% CR) 10 њᴸ ѝս٬˖21 њᴸ 

REPOCH245 46 39 њᴸ 39% 4 њᴸ ѝս٬˖6 њᴸ 

R-hyperCVAD247 30 8 њᴸ 43% (27% CR) - 1 ᒤ OS ⦷˖28% 

OFAR248  20 9 њᴸ 50% - 6 њᴸ OS ⦷˖53% 

 OFAR249  35 26 њᴸ 39% (7% CR) - 
ѝս٬˖7 њᴸ 

2 ᒤ OS ⦷˖20% 

 
 

 

 

 

 

 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。



   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-28 

৲㘳᮷⥞

1. Siegel RL, Miller KD, Fuchs HE, Jemal A. Cancer statistics, 2022. CA 
Cancer J Clin 2022;72:7-33. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/35020204. 

2. Tsimberidou AM, Wen S, O'Brien S, et al. Assessment of chronic 
lymphocytic leukemia and small lymphocytic lymphoma by absolute 
lymphocyte counts in 2,126 patients: 20 years of experience at the 
University of Texas M.D. Anderson Cancer Center. J Clin Oncol 
2007;25:4648-4656. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17925562. 

3. PubMed Overview. Accessed on May 16, 2022. . Available at: 
https://pubmed.ncbi.nlm.nih.gov/about/. 

4. Rai KR, Sawitsky A, Cronkite EP, et al. Clinical staging of chronic 
lymphocytic leukemia. Blood 1975;46:219-234. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/1139039. 

5. Binet JL, Auquier A, Dighiero G, et al. A new prognostic classification of 
chronic lymphocytic leukemia derived from a multivariate survival analysis. 
Cancer 1981;48:198-206. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/7237385. 

6. Cheson BD, Fisher RI, Barrington SF, et al. Recommendations for initial 
evaluation, staging, and response assessment of Hodgkin and 
non-Hodgkin lymphoma: the Lugano classification. J Clin Oncol 
2014;32:3059-3068. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25113753. 

7. Damle RN, Wasil T, Fais F, et al. Ig V gene mutation status and CD38 
expression as novel prognostic indicators in chronic lymphocytic leukemia. 
Blood 1999;94:1840-1847. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/10477712. 

8. Hamblin TJ, Davis Z, Gardiner A, et al. Unmutated Ig V(H) genes are 
associated with a more aggressive form of chronic lymphocytic leukemia. 

Blood 1999;94:1848-1854. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/10477713. 

9. Tobin G, Thunberg U, Johnson A, et al. Somatically mutated Ig 
V(H)3-21 genes characterize a new subset of chronic lymphocytic 
leukemia. Blood 2002;99:2262-2264. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11877310. 

10. Oscier DG, Gardiner AC, Mould SJ, et al. Multivariate analysis of 
prognostic factors in CLL: clinical stage, IGVH gene mutational status, and 
loss or mutation of the p53 gene are independent prognostic factors. 
Blood 2002;100:1177-1184. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12149195. 

11. Krober A, Seiler T, Benner A, et al. V(H) mutation status, CD38 
expression level, genomic aberrations, and survival in chronic lymphocytic 
leukemia. Blood 2002;100:1410-1416. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12149225. 

12. Krober A, Bloehdorn J, Hafner S, et al. Additional genetic high-risk 
features such as 11q deletion, 17p deletion, and V3-21 usage characterize 
discordance of ZAP-70 and VH mutation status in chronic lymphocytic 
leukemia. J Clin Oncol 2006;24:969-975. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16418492. 

13. Oscier D, Wade R, Davis Z, et al. Prognostic factors identified three 
risk groups in the LRF CLL4 trial, independent of treatment allocation. 
Haematologica 2010;95:1705-1712. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20511662. 

14. Fischer K, Bahlo J, Fink AM, et al. Long-term remissions after FCR 
chemoimmunotherapy in previously untreated patients with CLL: updated 
results of the CLL8 trial. Blood 2016;127:208-215. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26486789. 

15. Thompson PA, Tam CS, O'Brien SM, et al. Fludarabine, 
cyclophosphamide, and rituximab treatment achieves long-term 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/35020204
https://www.ncbi.nlm.nih.gov/pubmed/17925562
https://pubmed.ncbi.nlm.nih.gov/about/
https://www.ncbi.nlm.nih.gov/pubmed/1139039
https://www.ncbi.nlm.nih.gov/pubmed/7237385
https://www.ncbi.nlm.nih.gov/pubmed/25113753
https://www.ncbi.nlm.nih.gov/pubmed/10477712
https://www.ncbi.nlm.nih.gov/pubmed/10477713
https://www.ncbi.nlm.nih.gov/pubmed/11877310
https://www.ncbi.nlm.nih.gov/pubmed/12149195
https://www.ncbi.nlm.nih.gov/pubmed/12149225
https://www.ncbi.nlm.nih.gov/pubmed/16418492
https://www.ncbi.nlm.nih.gov/pubmed/20511662
https://www.ncbi.nlm.nih.gov/pubmed/26486789


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-29 

disease-free survival in IGHV-mutated chronic lymphocytic leukemia. 
Blood 2016;127:303-309. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26492934. 

16. Eichhorst B, Fink AM, Bahlo J, et al. First-line chemoimmunotherapy 
with bendamustine and rituximab versus fludarabine, cyclophosphamide, 
and rituximab in patients with advanced chronic lymphocytic leukaemia 
(CLL10): an international, open-label, randomised, phase 3, non-inferiority 
trial. Lancet Oncol 2016;17:928-942. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27216274. 

17. Dohner H, Stilgenbauer S, Benner A, et al. Genomic aberrations and 
survival in chronic lymphocytic leukemia. N Engl J Med 
2000;343:1910-1916. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11136261. 

18. Tsimberidou AM, Tam C, Abruzzo LV, et al. Chemoimmunotherapy 
may overcome the adverse prognostic significance of 11q deletion in 
previously untreated patients with chronic lymphocytic leukemia. Cancer 
2009;115:373-380. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19117034. 

19. Rossi D, Cerri M, Deambrogi C, et al. The prognostic value of TP53 
mutations in chronic lymphocytic leukemia is independent of Del17p13: 
implications for overall survival and chemorefractoriness. Clin Cancer Res 
2009;15:995-1004. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19188171. 

20. Zenz T, Eichhorst B, Busch R, et al. TP53 mutation and survival in 
chronic lymphocytic leukemia. J Clin Oncol 2010;28:4473-4479. Available 
at: https://www.ncbi.nlm.nih.gov/pubmed/20697090. 

21. Stilgenbauer S, Schnaiter A, Paschka P, et al. Gene mutations and 
treatment outcome in chronic lymphocytic leukemia: results from the CLL8 
trial. Blood 2014;123:3247-3254. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24652989. 

22. Woyach JA, Ruppert AS, Heerema NA, et al. Ibrutinib Regimens 
versus Chemoimmunotherapy in Older Patients with Untreated CLL. N 

Engl J Med 2018;379:2517-2528. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30501481. 

23. Woyach JA, Ruppert AS, Heerema NA, et al. Long-term results of 
Alliance A041202 show continued advantage of ibrutinib-based regimens 
compared with bendamustine plus rituximab (BR) chemoimmunotherapy 
[abstract]. Blood 2021;138:Abstract 639. Available at: 
https://doi.org/10.1182/blood-2021-153146. 

24. Stilgenbauer S, Sander S, Bullinger L, et al. Clonal evolution in chronic 
lymphocytic leukemia: acquisition of high-risk genomic aberrations 
associated with unmutated VH, resistance to therapy, and short survival. 
Haematologica 2007;92:1242-1245. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17666364. 

25. Tam CS, Shanafelt TD, Wierda WG, et al. De novo deletion 17p13.1 
chronic lymphocytic leukemia shows significant clinical heterogeneity: The 
M. D. Anderson and Mayo Clinic experience. Blood 2009;114:957-964. 
Available at: http://www.ncbi.nlm.nih.gov/pubmed/19414856. 

26. Van Dyke DL, Werner L, Rassenti LZ, et al. The Dohner fluorescence 
in situ hybridization prognostic classification of chronic lymphocytic 
leukaemia (CLL): the CLL Research Consortium experience. Br J 
Haematol 2016;173:105-113. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26848054. 

27. Woyach JA, Ruppert AS, Heerema NA, et al. Chemoimmunotherapy 
with fludarabine and rituximab produces extended overall survival and 
progression-free survival in chronic lymphocytic leukemia: long-term 
follow-up of CALGB study 9712. J Clin Oncol 2011;29:1349-1355. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/21321292. 

28. Bulian P, Shanafelt TD, Fegan C, et al. CD49d is the strongest flow 
cytometry-based predictor of overall survival in chronic lymphocytic 
leukemia. J Clin Oncol 2014;32:897-904. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24516016. 

29. Baumann T, Delgado J, Santacruz R, et al. CD49d (ITGA4) expression 
is a predictor of time to first treatment in patients with chronic lymphocytic 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/26492934
https://www.ncbi.nlm.nih.gov/pubmed/27216274
https://www.ncbi.nlm.nih.gov/pubmed/11136261
https://www.ncbi.nlm.nih.gov/pubmed/19117034
https://www.ncbi.nlm.nih.gov/pubmed/19188171
https://www.ncbi.nlm.nih.gov/pubmed/20697090
https://www.ncbi.nlm.nih.gov/pubmed/24652989
https://www.ncbi.nlm.nih.gov/pubmed/30501481
https://doi.org/10.1182/blood-2021-153146
https://www.ncbi.nlm.nih.gov/pubmed/17666364
http://www.ncbi.nlm.nih.gov/pubmed/19414856
https://www.ncbi.nlm.nih.gov/pubmed/26848054
https://www.ncbi.nlm.nih.gov/pubmed/21321292
https://www.ncbi.nlm.nih.gov/pubmed/24516016


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-30 

leukaemia and mutated IGHV status. Br J Haematol 2016;172:48-55. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/26559905. 

30. Dal Bo M, Bulian P, Bomben R, et al. CD49d prevails over the novel 
recurrent mutations as independent prognosticator of overall survival in 
chronic lymphocytic leukemia. Leukemia 2016;30:2011-2018. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27109509. 

31. Strati P, Parikh SA, Chaffee KG, et al. CD49d associates with nodal 
presentation and subsequent development of lymphadenopathy in patients 
with chronic lymphocytic leukaemia. Br J Haematol 2017;178:99-105. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/28386906. 

32. Gooden CE, Jones P, Bates R, et al. CD49d shows superior 
performance characteristics for flow cytometric prognostic testing in 
chronic lymphocytic leukemia/small lymphocytic lymphoma. Cytometry B 
Clin Cytom 2018;94:129-135. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27221715. 

33. Del Poeta G, Maurillo L, Venditti A, et al. Clinical significance of CD38 
expression in chronic lymphocytic leukemia. Blood 2001;98:2633-2639. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/11675331. 

34. Ibrahim S, Keating M, Do KA, et al. CD38 expression as an important 
prognostic factor in B-cell chronic lymphocytic leukemia. Blood 
2001;98:181-186. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11418478. 

35. Gentile M, Mauro FR, Calabrese E, et al. The prognostic value of 
CD38 expression in chronic lymphocytic leukaemia patients studied 
prospectively at diagnosis: a single institute experience. Br J Haematol 
2005;130:549-557. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16098069. 

36. Crespo M, Bosch F, Villamor N, et al. ZAP-70 expression as a 
surrogate for immunoglobulin-variable-region mutations in chronic 
lymphocytic leukemia. N Engl J Med 2003;348:1764-1775. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/12724482. 

37. Wiestner A, Rosenwald A, Barry TS, et al. ZAP-70 expression 
identifies a chronic lymphocytic leukemia subtype with unmutated 
immunoglobulin genes, inferior clinical outcome, and distinct gene 
expression profile. Blood 2003;101:4944-4951. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12595313. 

38. Orchard JA, Ibbotson RE, Davis Z, et al. ZAP-70 expression and 
prognosis in chronic lymphocytic leukaemia. Lancet 2004;363:105-111. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/14726163. 

39. Rassenti LZ, Huynh L, Toy TL, et al. ZAP-70 compared with 
immunoglobulin heavy-chain gene mutation status as a predictor of 
disease progression in chronic lymphocytic leukemia. N Engl J Med 
2004;351:893-901. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/15329427. 

40. Del Principe MI, Del Poeta G, Buccisano F, et al. Clinical significance 
of ZAP-70 protein expression in B-cell chronic lymphocytic leukemia. 
Blood 2006;108:853-861. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16601244. 

41. Rassenti LZ, Jain S, Keating MJ, et al. Relative value of ZAP-70, 
CD38, and immunoglobulin mutation status in predicting aggressive 
disease in chronic lymphocytic leukemia. Blood 2008;112:1923-1930. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/18577710. 

42. Corcoran M, Parker A, Orchard J, et al. ZAP-70 methylation status is 
associated with ZAP-70 expression status in chronic lymphocytic leukemia. 
Haematologica 2005;90:1078-1088. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16079107. 

43. Claus R, Lucas DM, Stilgenbauer S, et al. Quantitative DNA 
methylation analysis identifies a single CpG dinucleotide important for 
ZAP-70 expression and predictive of prognosis in chronic lymphocytic 
leukemia. J Clin Oncol 2012;30:2483-2491. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22564988. 

44. Claus R, Lucas DM, Ruppert AS, et al. Validation of ZAP-70 
methylation and its relative significance in predicting outcome in chronic 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/26559905
https://www.ncbi.nlm.nih.gov/pubmed/27109509
https://www.ncbi.nlm.nih.gov/pubmed/28386906
https://www.ncbi.nlm.nih.gov/pubmed/27221715
https://www.ncbi.nlm.nih.gov/pubmed/11675331
https://www.ncbi.nlm.nih.gov/pubmed/11418478
https://www.ncbi.nlm.nih.gov/pubmed/16098069
http://www.ncbi.nlm.nih.gov/pubmed/12724482
https://www.ncbi.nlm.nih.gov/pubmed/12595313
https://www.ncbi.nlm.nih.gov/pubmed/14726163
http://www.ncbi.nlm.nih.gov/pubmed/15329427
https://www.ncbi.nlm.nih.gov/pubmed/16601244
https://www.ncbi.nlm.nih.gov/pubmed/18577710
https://www.ncbi.nlm.nih.gov/pubmed/16079107
https://www.ncbi.nlm.nih.gov/pubmed/22564988


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-31 

lymphocytic leukemia. Blood 2014;124:42-48. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24868078. 

45. Wierda WG, O'Brien S, Wang X, et al. Characteristics associated with 
important clinical end points in patients with chronic lymphocytic leukemia 
at initial treatment. J Clin Oncol 2009;27:1637-1643. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19224852. 

46. Thompson PA, O'Brien SM, Xiao L, et al. beta2 -microglobulin 
normalization within 6 months of ibrutinib-based treatment is associated 
with superior progression-free survival in patients with chronic lymphocytic 
leukemia. Cancer 2016;122:565-573. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26588193. 

47. Wierda WG, O'Brien S, Wang X, et al. Prognostic nomogram and 
index for overall survival in previously untreated patients with chronic 
lymphocytic leukemia. Blood 2007;109:4679-4685. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17299097. 

48. Shanafelt TD, Jenkins G, Call TG, et al. Validation of a new prognostic 
index for patients with chronic lymphocytic leukemia. Cancer 
2009;115:363-372. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19090008. 

49. Molica S, Mauro FR, Callea V, et al. The utility of a prognostic index 
for predicting time to first treatment in early chronic lymphocytic leukemia: 
the GIMEMA experience. Haematologica 2010;95:464-469. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19903673. 

50. Wierda WG, O'Brien S, Wang X, et al. Multivariable model for time to 
first treatment in patients with chronic lymphocytic leukemia. J Clin Oncol 
2011;29:4088-4095. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21969505. 

51. Visentin A, Facco M, Frezzato F, et al. Integrated CLL scoring system, 
a new and simple index to predict time to treatment and overall survival in 
patients with chronic lymphocytic leukemia. Clin Lymphoma Myeloma 
Leuk 2015;15:612-620 e611-615. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26233718. 

52. International CLLIPIwg. An international prognostic index for patients 
with chronic lymphocytic leukaemia (CLL-IPI): a meta-analysis of 
individual patient data. Lancet Oncol 2016;17:779-790. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27185642. 

53. Gentile M, Shanafelt TD, Mauro FR, et al. Predictive value of the 
CLL-IPI in CLL patients receiving chemo-immunotherapy as first-line 
treatment. Eur J Haematol 2018. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30039576. 

54. Condoluci A, Terzi di Bergamo L, Langerbeins P, et al. International 
prognostic score for asymptomatic early-stage chronic lymphocytic 
leukemia. Blood 2020;135:1859-1869. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32267500. 

55. Dreger P, Schnaiter A, Zenz T, et al. TP53, SF3B1, and NOTCH1 
mutations and outcome of allotransplantation for chronic lymphocytic 
leukemia: six-year follow-up of the GCLLSG CLL3X trial. Blood 
2013;121:3284-3288. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23435461. 

56. Schnaiter A, Paschka P, Rossi M, et al. NOTCH1, SF3B1, and TP53 
mutations in fludarabine-refractory CLL patients treated with alemtuzumab: 
results from the CLL2H trial of the GCLLSG. Blood 2013;122:1266-1270. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/23821658. 

57. Messina M, Del Giudice I, Khiabanian H, et al. Genetic lesions 
associated with chronic lymphocytic leukemia chemo-refractoriness. Blood 
2014;123:2378-2388. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24550227. 

58. Nadeu F, Delgado J, Royo C, et al. Clinical impact of clonal and 
subclonal TP53, SF3B1, BIRC3, NOTCH1, and ATM mutations in chronic 
lymphocytic leukemia. Blood 2016;127:2122-2130. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26837699. 

59. Blakemore SJ, Clifford R, Parker H, et al. Clinical significance of TP53, 
BIRC3, ATM and MAPK-ERK genes in chronic lymphocytic leukaemia: 
data from the randomised UK LRF CLL4 trial. Leukemia 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/24868078
https://www.ncbi.nlm.nih.gov/pubmed/19224852
https://www.ncbi.nlm.nih.gov/pubmed/26588193
https://www.ncbi.nlm.nih.gov/pubmed/17299097
https://www.ncbi.nlm.nih.gov/pubmed/19090008
https://www.ncbi.nlm.nih.gov/pubmed/19903673
https://www.ncbi.nlm.nih.gov/pubmed/21969505
https://www.ncbi.nlm.nih.gov/pubmed/26233718
https://www.ncbi.nlm.nih.gov/pubmed/27185642
https://www.ncbi.nlm.nih.gov/pubmed/30039576
https://www.ncbi.nlm.nih.gov/pubmed/32267500
https://www.ncbi.nlm.nih.gov/pubmed/23435461
https://www.ncbi.nlm.nih.gov/pubmed/23821658
https://www.ncbi.nlm.nih.gov/pubmed/24550227
https://www.ncbi.nlm.nih.gov/pubmed/26837699


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-32 

2020;34:1760-1774. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32015491. 

60. Tausch E, Beck P, Schlenk RF, et al. Prognostic and predictive role of 
gene mutations in chronic lymphocytic leukemia: results from the pivotal 
phase III study COMPLEMENT1. Haematologica 2020. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31919090. 

61. Rossi D, Rasi S, Spina V, et al. Integrated mutational and cytogenetic 
analysis identifies new prognostic subgroups in chronic lymphocytic 
leukemia. Blood 2013;121:1403-1412. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23243274. 

62. Ahn IE, Farber CM, Davids MS, et al. Early progression of disease as 
a predictor of survival in chronic lymphocytic leukemia. Blood Adv 
2017;1:2433-2443. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29296893. 

63. Ahn IE, Tian X, Ipe D, et al. Prediction of outcome in patients with 
chronic lymphocytic leukemia treated with ibrutinib: Development and 
validation of a four-factor prognostic model. J Clin Oncol 2021;39:576-585. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/33026937. 

64. Soumerai JD, Ni A, Darif M, et al. Prognostic risk score for patients 
with relapsed or refractory chronic lymphocytic leukaemia treated with 
targeted therapies or chemoimmunotherapy: a retrospective, pooled 
cohort study with external validations. Lancet Haematol 2019;6:e366-e374. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/31109827. 

65. Thompson PA, O'Brien SM, Wierda WG, et al. Complex karyotype is a 
stronger predictor than del(17p) for an inferior outcome in relapsed or 
refractory chronic lymphocytic leukemia patients treated with 
ibrutinib-based regimens. Cancer 2015;121:3612-3621. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26193999. 

66. Le Bris Y, Struski S, Guieze R, et al. Major prognostic value of 
complex karyotype in addition to TP53 and IGHV mutational status in 
first-line chronic lymphocytic leukemia. Hematol Oncol 2017;35:664-670. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/27678008. 

67. Puiggros A, Collado R, Calasanz MJ, et al. Patients with chronic 
lymphocytic leukemia and complex karyotype show an adverse outcome 
even in absence of TP53/ATM FISH deletions. Oncotarget 
2017;8:54297-54303. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/28903342. 

68. Baliakas P, Jeromin S, Iskas M, et al. Cytogenetic complexity in 
chronic lymphocytic leukemia: definitions, associations, and clinical impact. 
Blood 2019;133:1205-1216. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30602617. 

69. Woyach JA, Ruppert AS, Guinn D, et al. BTK(C481S)-Mediated 
Resistance to Ibrutinib in Chronic Lymphocytic Leukemia. J Clin Oncol 
2017;35:1437-1443. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/28418267. 

70. Hallek M, Cheson BD, Catovsky D, et al. iwCLL guidelines for 
diagnosis, indications for treatment, response assessment, and supportive 
management of CLL. Blood 2018;131:2745-2760. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29540348. 

71. Chanan-Khan A, Miller KC, Lawrence D, et al. Tumor flare reaction 
associated with lenalidomide treatment in patients with chronic 
lymphocytic leukemia predicts clinical response. Cancer 
2011;117:2127-2135. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21523725. 

72. Woyach JA, Smucker K, Smith LL, et al. Prolonged lymphocytosis 
during ibrutinib therapy is associated with distinct molecular characteristics 
and does not indicate a suboptimal response to therapy. Blood 
2014;123:1810-1817. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24415539. 

73. Cheson BD, Byrd JC, Rai KR, et al. Novel targeted agents and the 
need to refine clinical end points in chronic lymphocytic leukemia. J Clin 
Oncol 2012;30:2820-2822. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22778323. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/32015491
https://www.ncbi.nlm.nih.gov/pubmed/31919090
https://www.ncbi.nlm.nih.gov/pubmed/23243274
https://www.ncbi.nlm.nih.gov/pubmed/29296893
https://www.ncbi.nlm.nih.gov/pubmed/33026937
https://www.ncbi.nlm.nih.gov/pubmed/31109827
https://www.ncbi.nlm.nih.gov/pubmed/26193999
https://www.ncbi.nlm.nih.gov/pubmed/27678008
https://www.ncbi.nlm.nih.gov/pubmed/28903342
https://www.ncbi.nlm.nih.gov/pubmed/30602617
https://www.ncbi.nlm.nih.gov/pubmed/28418267
https://www.ncbi.nlm.nih.gov/pubmed/29540348
https://www.ncbi.nlm.nih.gov/pubmed/21523725
https://www.ncbi.nlm.nih.gov/pubmed/24415539
https://www.ncbi.nlm.nih.gov/pubmed/22778323


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-33 

74. Logan AC, Gao H, Wang C, et al. High-throughput VDJ sequencing for 
quantification of minimal residual disease in chronic lymphocytic leukemia 
and immune reconstitution assessment. Proc Natl Acad Sci U S A 
2011;108:21194-21199. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22160699. 

75. Rawstron AC, Fazi C, Agathangelidis A, et al. A complementary role of 
multiparameter flow cytometry and high-throughput sequencing for 
minimal residual disease detection in chronic lymphocytic leukemia: an 
European Research Initiative on CLL study. Leukemia 2016;30:929-936. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/26639181. 

76. Aw A, Kim HT, Fernandes SM, et al. Minimal residual disease 
detected by immunoglobulin sequencing predicts CLL relapse more 
effectively than flow cytometry. Leuk Lymphoma 2018;59:1986-1989. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/29164966. 

77. Thompson PA, Srivastava J, Peterson C, et al. Minimal residual 
disease undetectable by next-generation sequencing predicts improved 
outcome in CLL after chemoimmunotherapy. Blood 2019;134:1951-1959. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/31537528. 

78. Rawstron AC, Bottcher S, Letestu R, et al. Improving efficiency and 
sensitivity: European Research Initiative in CLL (ERIC) update on the 
international harmonised approach for flow cytometric residual disease 
monitoring in CLL. Leukemia 2013;27:142-149. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23041722. 

79. Raponi S, Della Starza I, De Propris MS, et al. Minimal residual 
disease monitoring in chronic lymphocytic leukaemia patients. A 
comparative analysis of flow cytometry and ASO IgH RQ-PCR. Br J 
Haematol 2014;166:360-368. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24735016. 

80. Rawstron AC, Kreuzer KA, Soosapilla A, et al. Reproducible diagnosis 
of chronic lymphocytic leukemia by flow cytometry: An European 
Research Initiative on CLL (ERIC) & European Society for Clinical Cell 
Analysis (ESCCA) Harmonisation project. Cytometry B Clin Cytom 

2018;94:121-128. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29024461. 

81. Wierda WG, Rawstron A, Cymbalista F, et al. Measurable residual 
disease in chronic lymphocytic leukemia: expert review and consensus 
recommendations. Leukemia 2021;35:3059-3072. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34168283. 

82. Kovacs G, Robrecht S, Fink AM, et al. Minimal residual disease 
assessment improves prediction of outcome in patients with chronic 
lymphocytic leukemia (CLL) who achieve partial response: 
Comprehensive analysis of two phase III studies of the German CLL Study 
Group. J Clin Oncol 2016;34:3758-3765. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27573660. 

83. Thompson PA, Peterson CB, Strati P, et al. Serial minimal residual 
disease (MRD) monitoring during first-line FCR treatment for CLL may 
direct individualized therapeutic strategies. Leukemia 2018;32:2388-2398. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/29769624. 

84. Al-Sawaf O, Zhang C, Lu T, et al. Minimal residual disease dynamics 
after venetoclax-obinutuzumab treatment: Extended off-treatment 
follow-up from the randomized CLL14 study. J Clin Oncol 
2021;39:4049-4060. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34709929. 

85. Kater AP, Seymour JF, Hillmen P, et al. Fixed duration of 
venetoclax-rituximab in relapsed/refractory chronic lymphocytic leukemia 
eradicates minimal residual disease and prolongs survival: Post-treatment 
follow-up of the MURANO Phase III Study. J Clin Oncol 2019;37:269-277. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/30523712. 

86. Kater AP, Kipps TJ, Eichhorst B, et al. Five-year analysis of murano 
study demonstrates enduring undetectable minimal residual disease 
(uMRD) in a subset of relapsed/refractory chronic lymphocytic leukemia 
(R/R CLL) patients (Pts) following fixed-duration venetoclax-rituximab 
(VenR) therapy (Tx) [abstract]. Blood 2020;136:19-21. Available at: 
https://doi.org/10.1182/blood-2020-136109. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/22160699
https://www.ncbi.nlm.nih.gov/pubmed/26639181
https://www.ncbi.nlm.nih.gov/pubmed/29164966
https://www.ncbi.nlm.nih.gov/pubmed/31537528
https://www.ncbi.nlm.nih.gov/pubmed/23041722
https://www.ncbi.nlm.nih.gov/pubmed/24735016
https://www.ncbi.nlm.nih.gov/pubmed/29024461
https://www.ncbi.nlm.nih.gov/pubmed/34168283
https://www.ncbi.nlm.nih.gov/pubmed/27573660
https://www.ncbi.nlm.nih.gov/pubmed/29769624
https://www.ncbi.nlm.nih.gov/pubmed/34709929
https://www.ncbi.nlm.nih.gov/pubmed/30523712
https://doi.org/10.1182/blood-2020-136109


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-34 

87. Kater AP, Wu JQ, Kipps T, et al. Venetoclax plus rituximab in relapsed 
chronic lymphocytic leukemia: 4-year results and evaluation of impact of 
genomic complexity and gene mutations from the MURANO Phase III 
Study. J Clin Oncol 2020;38:4042-4054. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32986498. 

88. Eichhorst B, Niemann C, Kater AP, et al. A randomized phase III study 
of venetoclax-based time-limited combination treatments (RVe, GVe, GIVe) 
vs standard chemoimmunotherapy (CIT: FCR/BR) in frontline chronic 
lymphocytic leukemia (CLL) of fit patients: first co-primary endpoint 
analysis of the International Intergroup GAIA (CLL13) Trial [abstract]. 
Blood 2021;138:Abstract 71. Available at: 
https://doi.org/10.1182/blood-2021-146161. 

89. Wierda WG, Allan JN, Siddiqi T, et al. Ibrutinib plus venetoclax for 
first-line treatment of chronic lymphocytic leukemia: Primary analysis 
results from the minimal residual disease cohort of the randomized phase 
II CAPTIVATE Study. J Clin Oncol 2021;39:3853-3865. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34618601. 

90. Ghia P, Allan JN, Siddiqi T, et al. First-line treatment with ibrutinib (Ibr) 
plus venetoclax (Ven) for chronic lymphocytic leukemia (CLL): 2-year 
post-randomization disease-free survival (DFS) results from the minimal 
residual disease (MRD) cohort of the phase 2 Captivate study [abstract]. 
Blood 2021;138:Abstract 68. Available at: 
https://doi.org/10.1182/blood-2021-144544. 

91. Munir T, Moreno C, Owen C, et al. First prospective data on minimal 
residual disease (MRD) outcomes after fixed-duration ibrutinib plus 
venetoclax (Ibr+Ven) versus chlorambucil plus obinutuzumab (Clb+O) for 
first-line treatment of CLL in elderly or unfit patients: The Glow Study 
[abstract]. Blood 2021;138:Abstract 70. Available at: 
https://doi.org/10.1182/blood-2021-148666. 

92. Biosimilar and Interchangeable Products. Available at: 
https://www.fda.gov/drugs/biosimilars/biosimilar-and-interchangeable-prod
ucts. 

93. Biosimilar Development, Review, and Approval. Available at: 
https://www.fda.gov/drugs/biosimilars/biosimilar-development-review-and-
approval. 

94. Gutierrez A, Jr., Tschumper RC, Wu X, et al. LEF-1 is a prosurvival 
factor in chronic lymphocytic leukemia and is expressed in the 
preleukemic state of monoclonal B-cell lymphocytosis. Blood 
2010;116:2975-2983. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20595513. 

95. Palumbo GA, Parrinello N, Fargione G, et al. CD200 expression may 
help in differential diagnosis between mantle cell lymphoma and B-cell 
chronic lymphocytic leukemia. Leuk Res 2009;33:1212-1216. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19230971. 

96. Sandes AF, de Lourdes Chauffaille M, Oliveira CR, et al. CD200 has 
an important role in the differential diagnosis of mature B-cell neoplasms 
by multiparameter flow cytometry. Cytometry B Clin Cytom 
2014;86:98-105. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24243815. 

97. Menter T, Dirnhofer S, Tzankov A. LEF1: a highly specific marker for 
the diagnosis of chronic lymphocytic B cell leukaemia/small lymphocytic B 
cell lymphoma. J Clin Pathol 2015;68:473-478. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25713417. 

98. Dicker F, Schnittger S, Haferlach T, et al. Immunostimulatory 
oligonucleotide-induced metaphase cytogenetics detect chromosomal 
aberrations in 80% of CLL patients: A study of 132 CLL cases with 
correlation to FISH, IgVH status, and CD38 expression. Blood 
2006;108:3152-3160. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16840733. 

99. Heerema NA, Byrd JC, Dal Cin PS, et al. Stimulation of chronic 
lymphocytic leukemia cells with CpG oligodeoxynucleotide gives 
consistent karyotypic results among laboratories: a CLL Research 
Consortium (CRC) study. Cancer Genet Cytogenet 2010;203:134-140. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/21156225. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/32986498
https://doi.org/10.1182/blood-2021-146161
https://www.ncbi.nlm.nih.gov/pubmed/34618601
https://doi.org/10.1182/blood-2021-144544
https://doi.org/10.1182/blood-2021-148666
https://www.fda.gov/drugs/biosimilars/biosimilar-and-interchangeable-products
https://www.fda.gov/drugs/biosimilars/biosimilar-and-interchangeable-products
https://www.fda.gov/drugs/biosimilars/biosimilar-development-review-and-approval
https://www.fda.gov/drugs/biosimilars/biosimilar-development-review-and-approval
https://www.ncbi.nlm.nih.gov/pubmed/20595513
https://www.ncbi.nlm.nih.gov/pubmed/19230971
https://www.ncbi.nlm.nih.gov/pubmed/24243815
https://www.ncbi.nlm.nih.gov/pubmed/25713417
https://www.ncbi.nlm.nih.gov/pubmed/16840733
https://www.ncbi.nlm.nih.gov/pubmed/21156225


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-35 

100. Davis Z, Forconi F, Parker A, et al. The outcome of chronic 
lymphocytic leukaemia patients with 97% IGHV gene identity to germline 
is distinct from cases with <97% identity and similar to those with 98% 
identity. Br J Haematol 2016;173:127-136. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26846718. 

101. Jain P, Nogueras Gonzalez GM, Kanagal-Shamanna R, et al. The 
absolute percent deviation of IGHV mutation rather than a 98% cut-off 
predicts survival of chronic lymphocytic leukaemia patients treated with 
fludarabine, cyclophosphamide and rituximab. Br J Haematol 
2018;180:33-40. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29164608. 

102. Tobin G, Thunberg U, Laurell A, et al. Patients with chronic 
lymphocytic leukemia with mutated VH genes presenting with Binet stage 
B or C form a subgroup with a poor outcome. Haematologica 
2005;90:465-469. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/15820941. 

103. Morabito F, Shanafelt TD, Gentile M, et al. Immunoglobulin heavy 
chain variable region gene and prediction of time to first treatment in 
patients with chronic lymphocytic leukemia: Mutational load or mutational 
status? Analysis of 1003 cases. Am J Hematol 2018;93:E216-E219. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/29984867. 

104. Hamblin TJ, Orchard JA, Ibbotson RE, et al. CD38 expression and 
immunoglobulin variable region mutations are independent prognostic 
variables in chronic lymphocytic leukemia, but CD38 expression may vary 
during the course of the disease. Blood 2002;99:1023-1029. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11807008. 

105. Rawstron AC, Bennett FL, O'Connor SJ, et al. Monoclonal B-cell 
lymphocytosis and chronic lymphocytic leukemia. N Engl J Med 
2008;359:575-583. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18687638. 

106. Rossi D, Sozzi E, Puma A, et al. The prognosis of clinical monoclonal 
B cell lymphocytosis differs from prognosis of Rai 0 chronic lymphocytic 
leukaemia and is recapitulated by biological risk factors. Br J Haematol 

2009;146:64-75. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19438485. 

107. Marti GE, Rawstron AC, Ghia P, et al. Diagnostic criteria for 
monoclonal B-cell lymphocytosis. Br J Haematol 2005;130:325-332. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/16042682. 

108. Rawstron AC, Shanafelt T, Lanasa MC, et al. Different biology and 
clinical outcome according to the absolute numbers of clonal B-cells in 
monoclonal B-cell lymphocytosis (MBL). Cytometry B Clin Cytom 2010;78 
Suppl 1:S19-23. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20839333. 

109. Swerdlow SH, Campo E, Pileri SA, et al. The 2016 revision of the 
World Health Organization classification of lymphoid neoplasms. Blood 
2016;127:2375-2390. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26980727. 

110. Shanafelt TD, Kay NE, Rabe KG, et al. Brief report: natural history of 
individuals with clinically recognized monoclonal B-cell lymphocytosis 
compared with patients with Rai 0 chronic lymphocytic leukemia. J Clin 
Oncol 2009;27:3959-3963. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19620484. 

111. Gibson SE, Swerdlow SH, Ferry JA, et al. Reassessment of small 
lymphocytic lymphoma in the era of monoclonal B-cell lymphocytosis. 
Haematologica 2011;96:1144-1152. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21546505. 

112. Conte MJ, Bowen DA, Wiseman GA, et al. Use of positron emission 
tomography-computed tomography in the management of patients with 
chronic lymphocytic leukemia/small lymphocytic lymphoma. Leuk 
Lymphoma 2014;55:2079-2084. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24286263. 

113. Falchi L, Keating MJ, Marom EM, et al. Correlation between 
FDG/PET, histology, characteristics, and survival in 332 patients with 
chronic lymphoid leukemia. Blood 2014;123:2783-2790. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24615780. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/26846718
https://www.ncbi.nlm.nih.gov/pubmed/29164608
https://www.ncbi.nlm.nih.gov/pubmed/15820941
https://www.ncbi.nlm.nih.gov/pubmed/29984867
https://www.ncbi.nlm.nih.gov/pubmed/11807008
https://www.ncbi.nlm.nih.gov/pubmed/18687638
https://www.ncbi.nlm.nih.gov/pubmed/19438485
https://www.ncbi.nlm.nih.gov/pubmed/16042682
https://www.ncbi.nlm.nih.gov/pubmed/20839333
https://www.ncbi.nlm.nih.gov/pubmed/26980727
https://www.ncbi.nlm.nih.gov/pubmed/19620484
https://www.ncbi.nlm.nih.gov/pubmed/21546505
https://www.ncbi.nlm.nih.gov/pubmed/24286263
https://www.ncbi.nlm.nih.gov/pubmed/24615780


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-36 

114. Herling CD, Cymbalista F, Gross-Ophoff-Muller C, et al. Early 
treatment with FCR versus watch and wait in patients with stage Binet A 
high-risk chronic lymphocytic leukemia (CLL): a randomized phase 3 trial. 
Leukemia 2020;34:2038-2050. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32071431. 

115. Woyach JA, Ruppert AS, Rai K, et al. Impact of age on outcomes 
after initial therapy with chemotherapy and different chemoimmunotherapy 
regimens in patients with chronic lymphocytic leukemia: results of 
sequential cancer and leukemia group B studies. J Clin Oncol 
2013;31:440-447. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23233702. 

116. Goede V, Cramer P, Busch R, et al. Interactions between comorbidity 
and treatment of chronic lymphocytic leukemia: results of German Chronic 
Lymphocytic Leukemia Study Group trials. Haematologica 
2014;99:1095-1100. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24584349. 

117. Salvi F, Miller MD, Grilli A, et al. A manual of guidelines to score the 
modified cumulative illness rating scale and its validation in acute 
hospitalized elderly patients. J Am Geriatr Soc 2008;56:1926-1931. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/18811613. 

118. Al-Sawaf O, Zhang C, Tandon M, et al. Venetoclax plus 
obinutuzumab versus chlorambucil plus obinutuzumab for previously 
untreated chronic lymphocytic leukaemia (CLL14): follow-up results from a 
multicentre, open-label, randomised, phase 3 trial. Lancet Oncol 
2020;21:1188-1200. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32888452. 

119. Sharman JP, Egyed M, Jurczak W, et al. Acalabrutinib with or without 
obinutuzumab versus chlorambucil and obinutuzmab for treatment-naive 
chronic lymphocytic leukaemia (ELEVATE TN): a randomised, controlled, 
phase 3 trial. Lancet 2020;395:1278-1291. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32305093. 

120. Sharman JP, Egyed M, Jurczak W, et al. Efficacy and safety in a 
4-year follow-up of the ELEVATE-TN study comparing acalabrutinib with 

or without obinutuzumab versus obinutuzumab plus chlorambucil in 
treatment-naive chronic lymphocytic leukemia. Leukemia 
2022;36:1171-1175. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34974526. 

121. Burger JA, Barr PM, Robak T, et al. Long-term efficacy and safety of 
first-line ibrutinib treatment for patients with CLL/SLL: 5 years of follow-up 
from the phase 3 RESONATE-2 study. Leukemia 2020;34:787-798. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/31628428. 

122. Barr PM, Owen C, Robak T, et al. Up to seven years of follow-up in 
the RESONATE-2 study of first-line ibrutinib treatment for patients with 
chronic lymphocytic leukemia [abstract]. J Clin Oncol 2021;39:Abstract 
7523. Available at: 
https://ascopubs.org/doi/abs/10.1200/JCO.2021.39.15_suppl.7523. 

123. Tam CS, Giannopoulos K, Jurczak W, et al. SEQUOIA: Results of a 
phase 3 randomized study of zanubrutinib versus bendamustine + 
rituximab (BR) in patients with treatment-naïve (TN) chronic lymphocytic 
leukemia/small lymphocytic lymphoma (CLL/SLL) [abstract]. Blood 
2021;138:Abstract 396. Available at: 
https://doi.org/10.1182/blood-2021-148457. 

124. Fischer K, Al-Sawaf O, Bahlo J, et al. Venetoclax and obinutuzumab 
in patients with CLL and coexisting conditions. N Engl J Med 
2019;380:2225-2236. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31166681. 

125. Shanafelt TD, Wang XV, Kay NE, et al. Ibrutinib-rituximab or 
chemoimmunotherapy for chronic lymphocytic leukemia. N Engl J Med 
2019;381:432-443. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31365801. 

126. Hillmen P, Pitchford A, Bloor A, et al. Ibrutinib plus rituximab is 
superior to FCR in previously untreated CLL: Results of the phase III NCRI 
FLAIR trial [abstract]. Blood 2021;138:Abstract 642. Available at: 
https://doi.org/10.1182/blood-2021-152319. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/32071431
https://www.ncbi.nlm.nih.gov/pubmed/23233702
https://www.ncbi.nlm.nih.gov/pubmed/24584349
https://www.ncbi.nlm.nih.gov/pubmed/18811613
https://www.ncbi.nlm.nih.gov/pubmed/32888452
https://www.ncbi.nlm.nih.gov/pubmed/32305093
https://www.ncbi.nlm.nih.gov/pubmed/34974526
https://www.ncbi.nlm.nih.gov/pubmed/31628428
https://ascopubs.org/doi/abs/10.1200/JCO.2021.39.15_suppl.7523
https://doi.org/10.1182/blood-2021-148457
https://www.ncbi.nlm.nih.gov/pubmed/31166681
https://www.ncbi.nlm.nih.gov/pubmed/31365801
https://doi.org/10.1182/blood-2021-152319


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-37 

127. Kutsch N, Bahlo J, Robrecht S, et al. Long term follow-up data and 
health-related quality of life in frontline therapy of fit patients treated with 
FCR versus BR (CLL10 trial of the GCLLSG). Hemasphere 2020;4:e336. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/32072150. 

128. Michallet AS, Aktan M, Hiddemann W, et al. Rituximab plus 
bendamustine or chlorambucil for chronic lymphocytic leukemia: primary 
analysis of the randomized, open-label MABLE study. Haematologica 
2018;103:698-706. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29419437. 

129. Sharman JP, Burke JM, Yimer HA, et al. Phase 2, multicenter GIBB 
study of obinutuzumab plus bendamustine in previously untreated patients 
with chronic lymphocytic leukemia. Leuk Lymphoma 2021;62:791-800. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/33243049. 

130. Stilgenbauer S, Bosch F, Ilhan O, et al. Safety and efficacy of 
obinutuzumab alone or with chemotherapy in previously untreated or 
relapsed/refractory chronic lymphocytic leukaemia patients: Final analysis 
of the Phase IIIb GREEN study. Br J Haematol 2021;193:325-338. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/33605445. 

131. Goede V, Fischer K, Engelke A, et al. Obinutuzumab as frontline 
treatment of chronic lymphocytic leukemia: updated results of the CLL11 
study. Leukemia 2015;29:1602-1604. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25634683. 

132. Moreno C, Greil R, Demirkan F, et al. Ibrutinib plus obinutuzumab 
versus chlorambucil plus obinutuzumab in first-line treatment of chronic 
lymphocytic leukaemia (iLLUMINATE): a multicentre, randomised, 
open-label, phase 3 trial. Lancet Oncol 2019;20:43-56. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30522969. 

133. Cazin B, Divine M, Lepretre S, et al. High efficacy with five days 
schedule of oral fludarabine phosphate and cyclophosphamide in patients 
with previously untreated chronic lymphocytic leukaemia. Br J Haematol 
2008;143:54-59. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18710390. 

134. Dearden CE, Richards S, Else M, et al. A comparison of the efficacy 
and safety of oral and intravenous fludarabine in chronic lymphocytic 
leukemia in the LRF CLL4 trial. Cancer 2011;117:2452-2460. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24048793. 

135. Rossi JF, van Hoof A, de Boeck K, et al. Efficacy and safety of oral 
fludarabine phosphate in previously untreated patients with chronic 
lymphocytic leukemia. J Clin Oncol 2004;22:1260-1267. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/15051774. 

136. Castro JE, James DF, Sandoval-Sus JD, et al. Rituximab in 
combination with high-dose methylprednisolone for the treatment of 
chronic lymphocytic leukemia. Leukemia 2009;23:1779-1789. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19693094. 

137. Burger JA, Sivina M, Jain N, et al. Randomized trial of ibrutinib vs 
ibrutinib plus rituximab in patients with chronic lymphocytic leukemia. 
Blood 2019;133:1011-1019. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30530801. 

138. Byrd JC, Flynn JM, Kipps TJ, et al. Randomized phase 2 study of 
obinutuzumab monotherapy in symptomatic, previously untreated chronic 
lymphocytic leukemia. Blood 2016;127:79-86. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26472752. 

139. Hainsworth JD, Litchy S, Barton JH, et al. Single-agent rituximab as 
first-line and maintenance treatment for patients with chronic lymphocytic 
leukemia or small lymphocytic lymphoma: a phase II trial of the Minnie 
Pearl Cancer Research Network. J Clin Oncol 2003;21:1746-1751. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/12721250. 

140. Eichhorst BF, Busch R, Stilgenbauer S, et al. First-line therapy with 
fludarabine compared with chlorambucil does not result in a major benefit 
for elderly patients with advanced chronic lymphocytic leukemia. Blood 
2009;114:3382-3391. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/19605849. 

141. Ahn IE, Farooqui MZH, Tian X, et al. Depth and durability of response 
to ibrutinib in CLL: 5-year follow-up of a phase 2 study. Blood 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/32072150
https://www.ncbi.nlm.nih.gov/pubmed/29419437
https://www.ncbi.nlm.nih.gov/pubmed/33243049
https://www.ncbi.nlm.nih.gov/pubmed/33605445
https://www.ncbi.nlm.nih.gov/pubmed/25634683
https://www.ncbi.nlm.nih.gov/pubmed/30522969
https://www.ncbi.nlm.nih.gov/pubmed/18710390
https://www.ncbi.nlm.nih.gov/pubmed/24048793
https://www.ncbi.nlm.nih.gov/pubmed/15051774
https://www.ncbi.nlm.nih.gov/pubmed/19693094
https://www.ncbi.nlm.nih.gov/pubmed/30530801
https://www.ncbi.nlm.nih.gov/pubmed/26472752
https://www.ncbi.nlm.nih.gov/pubmed/12721250
http://www.ncbi.nlm.nih.gov/pubmed/19605849


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-38 

2018;131:2357-2366. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29483101. 

142. Tam CS, Robak T, Ghia P, et al. Zanubrutinib monotherapy for 
patients with treatment naive chronic lymphocytic leukemia and 17p 
deletion. Haematologica 2020;106:2354-2363. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/33054121. 

143. Lundin J, Kimby E, Bjorkholm M, et al. Phase II trial of subcutaneous 
anti-CD52 monoclonal antibody alemtuzumab (Campath-1H) as first-line 
treatment for patients with B-cell chronic lymphocytic leukemia (B-CLL). 
Blood 2002;100:768-773. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12130484. 

144. Hillmen P, Skotnicki AB, Robak T, et al. Alemtuzumab compared with 
chlorambucil as first-line therapy for chronic lymphocytic leukemia. J Clin 
Oncol 2007;25:5616-5623. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17984186. 

145. Frankfurt O, Ma S, Gordon L, et al. Phase II study of 
alemtuzumab-rituximab therapy in previously untreated patients with 
chronic lymphocytic leukemia: short- and long-term outcomes. Leuk 
Lymphoma 2015;56:315-323. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24707943. 

146. Zent CS, Victoria Wang X, Ketterling RP, et al. A phase II 
randomized trial comparing standard and low dose rituximab combined 
with alemtuzumab as initial treatment of progressive chronic lymphocytic 
leukemia in older patients: a trial of the ECOG-ACRIN cancer research 
group (E1908). Am J Hematol 2016;91:308-312. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26662208. 

147. Ghia P, Pluta A, Wach M, et al. ASCEND: Phase III, randomized trial 
of acalabrutinib versus idelalisib plus rituximab or bendamustine plus 
rituximab in relapsed or refractory chronic lymphocytic leukemia. J Clin 
Oncol 2020;38:2849-2861. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32459600. 

148. Jurczak W, Pluta A, Wach M, et al. Three-year follow-up of the 
Ascend trial: Acalabrutinib vs rituximab plus idelalisib or bendamustine in 
relapsed/refractory chronic lymphocytic leukemia [abstract]. Blood 
2021;138:Abstract 393. Available at: 
https://doi.org/10.1182/blood-2021-146570. 

149. Munir T, Brown JR, O'Brien S, et al. Final analysis from RESONATE: 
Up to six years of follow-up on ibrutinib in patients with previously treated 
chronic lymphocytic leukemia or small lymphocytic lymphoma. Am J 
Hematol 2019;94:1353-1363. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31512258. 

150. Seymour JF, Kipps TJ, Eichhorst B, et al. Venetoclax-rituximab in 
relapsed or refractory chronic lymphocytic leukemia. N Engl J Med 
2018;378:1107-1120. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29562156. 

151. Byrd JC, Hillmen P, Ghia P, et al. Acalabrutinib versus ibrutinib in 
previously treated chronic lymphocytic leukemia: Results of the first 
randomized phase III trial. J Clin Oncol 2021;39:3441-3452. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34310172. 

152. O'Brien S, Jones JA, Coutre SE, et al. Ibrutinib for patients with 
relapsed or refractory chronic lymphocytic leukaemia with 17p deletion 
(RESONATE-17): a phase 2, open-label, multicentre study. Lancet Oncol 
2016;17:1409-1418. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27637985. 

153. Tam CS, Trotman J, Opat S, et al. Phase 1 study of the selective 
BTK inhibitor zanubrutinib in B-cell malignancies and safety and efficacy 
evaluation in CLL. Blood 2019;134:851-859. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31340982. 

154. Xu W, Yang S, Zhou K, et al. Treatment of relapsed/refractory 
chronic lymphocytic leukemia/small lymphocytic lymphoma with the BTK 
inhibitor zanubrutinib: phase 2, single-arm, multicenter study. J Hematol 
Oncol 2020;13:48. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32393328. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/29483101
https://www.ncbi.nlm.nih.gov/pubmed/33054121
https://www.ncbi.nlm.nih.gov/pubmed/12130484
https://www.ncbi.nlm.nih.gov/pubmed/17984186
https://www.ncbi.nlm.nih.gov/pubmed/24707943
https://www.ncbi.nlm.nih.gov/pubmed/26662208
https://www.ncbi.nlm.nih.gov/pubmed/32459600
https://doi.org/10.1182/blood-2021-146570
https://www.ncbi.nlm.nih.gov/pubmed/31512258
https://www.ncbi.nlm.nih.gov/pubmed/29562156
https://www.ncbi.nlm.nih.gov/pubmed/34310172
https://www.ncbi.nlm.nih.gov/pubmed/27637985
https://www.ncbi.nlm.nih.gov/pubmed/31340982
https://www.ncbi.nlm.nih.gov/pubmed/32393328


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-39 

155. Hillmen P, Eichhorst B, Brown JR, et al. First interim analysis of 
ALPINE study: results of a phase 3 randomized study of zanubrutinib vs 
ibrutinib in patients with relapsed/refractory chronic lymphocytic 
leukemia/small lymphocytic lymphoma [abstract]. EHA Virtual Congress; 
2021:Abstract LB1900. Available at:  

156. Stilgenbauer S, Eichhorst B, Schetelig J, et al. Venetoclax for 
patients with chronic lymphocytic leukemia with 17p deletion: Results from 
the full population of a phase II pivotal trial. J Clin Oncol 
2018;36:1973-1980. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29715056. 

157. Sharman JP, Coutre SE, Furman RR, et al. Final results of a 
randomized, phase III study of rituximab with or without idelalisib followed 
by open-label idelalisib in patients with relapsed chronic lymphocytic 
leukemia. J Clin Oncol 2019;37:1391-1402. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30995176. 

158. Flinn IW, Hillmen P, Montillo M, et al. The phase 3 DUO trial: 
duvelisib vs ofatumumab in relapsed and refractory CLL/SLL. Blood 
2018;132:2446-2455. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30287523. 

159. Davids MS, Kuss BJ, Hillmen P, et al. Efficacy and safety of duvelisib 
following disease progression on ofatumumab in patients with 
relapsed/refractory CLL or SLL in the DUO Crossover Extension Study. 
Clin Cancer Res 2020;26:2096-2103. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31964785. 

160. Flinn IW, Miller CB, Ardeshna KM, et al. DYNAMO: A phase II study 
of duvelisib (IPI-145) in patients with refractory indolent non-Hodgkin 
lymphoma. J Clin Oncol 2019;37:912-922. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30742566. 

161. Brown JR, Byrd JC, Coutre SE, et al. Idelalisib, an inhibitor of 
phosphatidylinositol 3-kinase p110delta, for relapsed/refractory chronic 
lymphocytic leukemia. Blood 2014;123:3390-3397. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24615777. 

162. Gopal AK, Davies AJ, Flinn IW, et al. Idelalisib monotherapy and 
durable responses in patients with relapsed or refractory small lymphocytic 
lymphoma (SLL) [abstract]. Blood 2015;126:Abstract 2743. Available at: 
http://www.bloodjournal.org/content/126/23/2743.abstract. 

163. Robak T, Dmoszynska A, Solal-Celigny P, et al. Rituximab plus 
fludarabine and cyclophosphamide prolongs progression-free survival 
compared with fludarabine and cyclophosphamide alone in previously 
treated chronic lymphocytic leukemia. J Clin Oncol 2010;28:1756-1765. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/20194844. 

164. Badoux XC, Keating MJ, Wang X, et al. Fludarabine, 
cyclophosphamide, and rituximab chemoimmunotherapy is highly effective 
treatment for relapsed patients with CLL. Blood 2011;117:3016-3024. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/21245487. 

165. Fischer K, Cramer P, Busch R, et al. Bendamustine combined with 
rituximab in patients with relapsed and/or refractory chronic lymphocytic 
leukemia: a multicenter phase II trial of the German Chronic Lymphocytic 
Leukemia Study Group. J Clin Oncol 2011;29:3559-3566. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21844497. 

166. Fraser GAM, Chanan-Khan A, Demirkan F, et al. Final 5-year 
findings from the phase 3 HELIOS study of ibrutinib plus bendamustine 
and rituximab in patients with relapsed/refractory chronic lymphocytic 
leukemia/small lymphocytic lymphoma. Leuk Lymphoma 
2020;61:3188-3197. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32762271. 

167. Robak T, Warzocha K, Govind Babu K, et al. Ofatumumab plus 
fludarabine and cyclophosphamide in relapsed chronic lymphocytic 
leukemia: results from the COMPLEMENT 2 trial. Leuk Lymphoma 
2017;58:1084-1093. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27731748. 

168. Castro JE, Sandoval-Sus JD, Bole J, et al. Rituximab in combination 
with high-dose methylprednisolone for the treatment of fludarabine 
refractory high-risk chronic lymphocytic leukemia. Leukemia 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/29715056
https://www.ncbi.nlm.nih.gov/pubmed/30995176
https://www.ncbi.nlm.nih.gov/pubmed/30287523
https://www.ncbi.nlm.nih.gov/pubmed/31964785
https://www.ncbi.nlm.nih.gov/pubmed/30742566
https://www.ncbi.nlm.nih.gov/pubmed/24615777
http://www.bloodjournal.org/content/126/23/2743.abstract
https://www.ncbi.nlm.nih.gov/pubmed/20194844
https://www.ncbi.nlm.nih.gov/pubmed/21245487
https://www.ncbi.nlm.nih.gov/pubmed/21844497
https://www.ncbi.nlm.nih.gov/pubmed/32762271
https://www.ncbi.nlm.nih.gov/pubmed/27731748


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-40 

2008;22:2048-2053. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18754025. 

169. Dungarwalla M, Evans SO, Riley U, et al. High dose 
methylprednisolone and rituximab is an effective therapy in advanced 
refractory chronic lymphocytic leukemia resistant to fludarabine therapy. 
Haematologica 2008;93:475-476. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/18310545. 

170. Badoux XC, Keating MJ, Wen S, et al. Phase II study of lenalidomide 
and rituximab as salvage therapy for patients with relapsed or refractory 
chronic lymphocytic leukemia. J Clin Oncol 2013;31:584-591. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23270003. 

171. Buhler A, Wendtner CM, Kipps TJ, et al. Lenalidomide treatment and 
prognostic markers in relapsed or refractory chronic lymphocytic leukemia: 
data from the prospective, multicenter phase-II CLL-009 trial. Blood 
Cancer J 2016;6:e404. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26967821. 

172. Chavez JC, Piris-Villaespesa M, Dalia S, et al. Results of a phase II 
study of lenalidomide and rituximab for refractory/relapsed chronic 
lymphocytic leukemia. Leuk Res 2016;47:78-83. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27285853. 

173. Faderl S, Ferrajoli A, Wierda W, et al. Alemtuzumab by continuous 
intravenous infusion followed by subcutaneous injection plus rituximab in 
the treatment of patients with chronic lymphocytic leukemia recurrence. 
Cancer 2010;116:2360-2365. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20225334. 

174. Keating MJ, Flinn I, Jain V, et al. Therapeutic role of alemtuzumab 
(Campath-1H) in patients who have failed fludarabine: results of a large 
international study. Blood 2002;99:3554-3561. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11986207. 

175. Fiegl M, Stauder R, Steurer M, et al. Alemtuzumab in chronic 
lymphocytic leukemia: final results of a large observational multicenter 

study in mostly pretreated patients. Ann Hematol 2014;93:267-277. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/24292560. 

176. Osterborg A, Jewell RC, Padmanabhan-Iyer S, et al. Ofatumumab 
monotherapy in fludarabine-refractory chronic lymphocytic leukemia: final 
results from a pivotal study. Haematologica 2015;100:e311-314. Available 
at: https://www.ncbi.nlm.nih.gov/pubmed/25769539. 

177. Stilgenbauer S, Zenz T, Winkler D, et al. Subcutaneous alemtuzumab 
in fludarabine-refractory chronic lymphocytic leukemia: clinical results and 
prognostic marker analyses from the CLL2H study of the German Chronic 
Lymphocytic Leukemia Study Group. J Clin Oncol 2009;27:3994-4001. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/19597025. 

178. Jones JA, Mato AR, Wierda WG, et al. Venetoclax for chronic 
lymphocytic leukaemia progressing after ibrutinib: an interim analysis of a 
multicentre, open-label, phase 2 trial. Lancet Oncol 2018;19:65-75. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/29246803. 

179. Coutre S, Choi M, Furman RR, et al. Venetoclax for patients with 
chronic lymphocytic leukemia who progressed during or after idelalisib 
therapy. Blood 2018;131:1704-1711. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29305552. 

180. Eyre TA, Kirkwood AA, Gohill S, et al. Efficacy of venetoclax 
monotherapy in patients with relapsed chronic lymphocytic leukaemia in 
the post-BCR inhibitor setting: a UK wide analysis. Br J Haematol 
2019;185:656-669. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30768675. 

181. Innocenti I, Morelli F, Autore F, et al. Venetoclax in CLL patients who 
progress after B-cell Receptor inhibitor treatment: a retrospective 
multi-centre Italian experience. Br J Haematol 2019;187:e8-e11. Available 
at: https://www.ncbi.nlm.nih.gov/pubmed/31364153. 

182. Bowen DA, Call TG, Jenkins GD, et al. Methylprednisolone-rituximab 
is an effective salvage therapy for patients with relapsed chronic 
lymphocytic leukemia including those with unfavorable cytogenetic 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/18754025
http://www.ncbi.nlm.nih.gov/pubmed/18310545
https://www.ncbi.nlm.nih.gov/pubmed/23270003
https://www.ncbi.nlm.nih.gov/pubmed/26967821
https://www.ncbi.nlm.nih.gov/pubmed/27285853
https://www.ncbi.nlm.nih.gov/pubmed/20225334
https://www.ncbi.nlm.nih.gov/pubmed/11986207
https://www.ncbi.nlm.nih.gov/pubmed/24292560
https://www.ncbi.nlm.nih.gov/pubmed/25769539
https://www.ncbi.nlm.nih.gov/pubmed/19597025
https://www.ncbi.nlm.nih.gov/pubmed/29246803
https://www.ncbi.nlm.nih.gov/pubmed/29305552
https://www.ncbi.nlm.nih.gov/pubmed/30768675
https://www.ncbi.nlm.nih.gov/pubmed/31364153


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-41 

features. Leuk Lymphoma 2007;48:2412-2417. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/18067017. 

183. Wierda WG, Kipps TJ, Mayer J, et al. Ofatumumab as single-agent 
CD20 immunotherapy in fludarabine-refractory chronic lymphocytic 
leukemia. J Clin Oncol 2010;28:1749-1755. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/20194866. 

184. Awan FT, Schuh A, Brown JR, et al. Acalabrutinib monotherapy in 
patients with chronic lymphocytic leukemia who are intolerant to ibrutinib. 
Blood Adv 2019;3:1553-1562. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31088809. 

185. Shadman M, Sharman JP, Levy MY, et al. Phase 2 study of 
zanubrutinib in patients with relapsed/refractory B-cell malignancies 
intolerant to ibrutinib/acalabrutinib [abstract]. Blood 2020;136:51-52. 
Available at: https://doi.org/10.1182/blood-2020-134621. 

186. Rogers KA, Thompson PA, Allan JN, et al. Phase II study of 
acalabrutinib in ibrutinib-intolerant patients with relapsed/refractory chronic 
lymphocytic leukemia. Haematologica 2021;106:2364-2373. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/33730844. 

187. Hammond SP, Chen K, Pandit A, et al. Risk of hepatitis B virus 
reactivation in patients treated with ibrutinib. Blood 2018;131:1987-1989. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/29490923. 

188. Ghez D, Calleja A, Protin C, et al. Early-onset invasive aspergillosis 
and other fungal infections in patients treated with ibrutinib. Blood 
2018;131:1955-1959. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29437588. 

189. Lampson BL, Kasar SN, Matos TR, et al. Idelalisib given front-line for 
treatment of chronic lymphocytic leukemia causes frequent 
immune-mediated hepatotoxicity. Blood 2016;128:195-203. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27247136. 

190. Zelenetz AD, Barrientos JC, Brown JR, et al. Idelalisib or placebo in 
combination with bendamustine and rituximab in patients with relapsed or 

refractory chronic lymphocytic leukaemia: interim results from a phase 3, 
randomised, double-blind, placebo-controlled trial. Lancet Oncol 
2017;18:297-311. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/28139405. 

191. Roberts AW, Davids MS, Pagel JM, et al. Targeting BCL2 with 
venetoclax in relapsed chronic lymphocytic leukemia. N Engl J Med 
2016;374:311-322. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26639348. 

192. Davids M, Jones J, Eradat H, et al. Modified venetoclax dose 
ramp-up in select high-risk patients with chronic lymphocytic leukemia 
(CLL) with progression after B-cell receptor pathway inhibitors (BCRi). 
Clinical Lymphoma Myeloma and Leukemia 2017;17:S302. Available at: 
http://dx.doi.org/10.1016/j.clml.2017.07.097. 

193. Koenig KL, Huang Y, Dotson EK, et al. Safety of venetoclax rapid 
dose escalation in CLL patients previously treated with B-cell receptor 
signaling antagonists. Blood Adv 2020;4:4860-4863. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/33031541. 

194. Byrd JC, Jones D, Lozanski G, et al. Resistance to acalabrutinib in 
CLL is mediated primarily by BTK mutations [abstract]. Blood 
2019;134:Abstract 504. Available at: 
https://ash.confex.com/ash/2019/webprogram/Paper127674.html. 

195. Ahn IE, Underbayev C, Albitar A, et al. Clonal evolution leading to 
ibrutinib resistance in chronic lymphocytic leukemia. Blood 
2017;129:1469-1479. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/28049639. 

196. Roberts AW, Ma S, Kipps TJ, et al. Efficacy of venetoclax in relapsed 
chronic lymphocytic leukemia is influenced by disease and response 
variables. Blood 2019;134:111-122. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31023700. 

197. Mato AR, Hill BT, Lamanna N, et al. Optimal sequencing of ibrutinib, 
idelalisib, and venetoclax in chronic lymphocytic leukemia: results from a 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

http://www.ncbi.nlm.nih.gov/pubmed/18067017
http://www.ncbi.nlm.nih.gov/pubmed/20194866
https://www.ncbi.nlm.nih.gov/pubmed/31088809
https://doi.org/10.1182/blood-2020-134621
https://www.ncbi.nlm.nih.gov/pubmed/33730844
https://www.ncbi.nlm.nih.gov/pubmed/29490923
https://www.ncbi.nlm.nih.gov/pubmed/29437588
https://www.ncbi.nlm.nih.gov/pubmed/27247136
https://www.ncbi.nlm.nih.gov/pubmed/28139405
https://www.ncbi.nlm.nih.gov/pubmed/26639348
http://dx.doi.org/10.1016/j.clml.2017.07.097
https://www.ncbi.nlm.nih.gov/pubmed/33031541
https://ash.confex.com/ash/2019/webprogram/Paper127674.html
https://www.ncbi.nlm.nih.gov/pubmed/28049639
https://www.ncbi.nlm.nih.gov/pubmed/31023700


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-42 

multicenter study of 683 patients. Ann Oncol 2017;28:1050-1056. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/28453705. 

198. Wierda WG, Byrd JC, Davids MS, et al. Venetoclax for chronic 
lymphocytic leukaemia patients who progress after more than one B-cell 
receptor pathway inhibitor. Br J Haematol 2019;185:961-966. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30478940. 

199. Blombery P, Anderson MA, Gong JN, et al. Acquisition of the 
recurrent Gly101Val mutation in BCL2 confers resistance to venetoclax in 
patients with progressive chronic lymphocytic leukemia. Cancer Discov 
2019;9:342-353. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30514704. 

200. Tausch E, Close W, Dolnik A, et al. Venetoclax resistance and 
acquired BCL2 mutations in chronic lymphocytic leukemia. Haematologica 
2019;104:e434-e437. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31004028. 

201. Brown JR, Davids MS, Chang JE, et al. Outcomes of ibrutinib (Ibr) 
therapy in Ibr-naïve patients (pts) with chronic lymphocytic leukemia (CLL) 
progressing after venetoclax (Ven) [abstract]. Blood 2019;134:Abstract 
4320. Available at: https://doi.org/10.1182/blood-2019-123665. 

202. Lin VS, Lew TE, Handunnetti SM, et al. BTK inhibitor therapy is 
effective in patients with CLL resistant to venetoclax. Blood 
2020;135:2266-2270. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32244251. 

203. Mato AR, Roeker LE, Jacobs R, et al. Assessment of the efficacy of 
therapies following venetoclax discontinuation in CLL reveals BTK 
inhibition as an effective strategy. Clin Cancer Res 2020;26:3589-3596. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/32198151. 

204. Harrup RA, Owen C, D'Rozario J, et al. Efficacy of subsequent novel 
targeted therapies, including repeated venetoclax-rituximab (VenR), in 
patients (Pts) with relapsed/refractory chronic lymphocytic leukemia (R/R 
CLL) previously treated with fixed-duration VenR in the Murano study 

[abstract]. Blood 2020;136:44-45. Available at: 
https://doi.org/10.1182/blood-2020-137415. 

205. Thompson MC, Allan JN, Sail K, et al. Venetoclax re-treatment of 
chronic lymphocytic leukemia (CLL) patients after a previous 
venetoclax-based regimen [abstract]. Blood 2020;136:39-41. Available at: 
https://doi.org/10.1182/blood-2020-138725. 

206. Moreno C, Villamor N, Colomer D, et al. Allogeneic stem-cell 
transplantation may overcome the adverse prognosis of unmutated VH 
gene in patients with chronic lymphocytic leukemia. J Clin Oncol 
2005;23:3433-3438. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/15809449. 

207. Schetelig J, van Biezen A, Brand R, et al. Allogeneic hematopoietic 
stem-cell transplantation for chronic lymphocytic leukemia with 17p 
deletion: a retrospective European Group for Blood and Marrow 
Transplantation analysis. J Clin Oncol 2008;26:5094-5100. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18711173. 

208. Sorror ML, Storer BE, Sandmaier BM, et al. Five-year follow-up of 
patients with advanced chronic lymphocytic leukemia treated with 
allogeneic hematopoietic cell transplantation after nonmyeloablative 
conditioning. J Clin Oncol 2008;26:4912-4920. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18794548. 

209. Khouri IF, Bassett R, Poindexter N, et al. Nonmyeloablative 
allogeneic stem cell transplantation in relapsed/refractory chronic 
lymphocytic leukemia: long-term follow-up, prognostic factors, and effect 
of human leukocyte histocompatibility antigen subtype on outcome. 
Cancer 2011;117:4679-4688. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21455998. 

210. Brown JR, Kim HT, Armand P, et al. Long-term follow-up of 
reduced-intensity allogeneic stem cell transplantation for chronic 
lymphocytic leukemia: prognostic model to predict outcome. Leukemia 
2013;27:362-369. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22955330. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/28453705
https://www.ncbi.nlm.nih.gov/pubmed/30478940
https://www.ncbi.nlm.nih.gov/pubmed/30514704
https://www.ncbi.nlm.nih.gov/pubmed/31004028
https://doi.org/10.1182/blood-2019-123665
https://www.ncbi.nlm.nih.gov/pubmed/32244251
https://www.ncbi.nlm.nih.gov/pubmed/32198151
https://doi.org/10.1182/blood-2020-137415
https://doi.org/10.1182/blood-2020-138725
https://www.ncbi.nlm.nih.gov/pubmed/15809449
https://www.ncbi.nlm.nih.gov/pubmed/18711173
https://www.ncbi.nlm.nih.gov/pubmed/18794548
https://www.ncbi.nlm.nih.gov/pubmed/21455998
https://www.ncbi.nlm.nih.gov/pubmed/22955330


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-43 

211. Herth I, Dietrich S, Benner A, et al. The impact of allogeneic stem cell 
transplantation on the natural course of poor-risk chronic lymphocytic 
leukemia as defined by the EBMT consensus criteria: a retrospective 
donor versus no donor comparison. Ann Oncol 2014;25:200-206. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/24356631. 

212. Poon ML, Fox PS, Samuels BI, et al. Allogeneic stem cell transplant 
in patients with chronic lymphocytic leukemia with 17p deletion: 
consult-transplant versus consult- no-transplant analysis. Leuk Lymphoma 
2015;56:711-715. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24913509. 

213. Kharfan-Dabaja MA, Kumar A, Hamadani M, et al. Clinical practice 
recommendations for use of allogeneic hematopoietic cell transplantation 
in chronic lymphocytic leukemia on behalf of the Guidelines Committee of 
the American Society for Blood and Marrow Transplantation. Biol Blood 
Marrow Transplant 2016;22:2117-2125. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27660167. 

214. Sorror ML, Maris MB, Storb R, et al. Hematopoietic cell 
transplantation (HCT)-specific comorbidity index: a new tool for risk 
assessment before allogeneic HCT. Blood 2005;106:2912-2919. Available 
at: https://www.ncbi.nlm.nih.gov/pubmed/15994282. 

215. ElSawy M, Storer BE, Pulsipher MA, et al. Multi-centre validation of 
the prognostic value of the haematopoietic cell transplantation- specific 
comorbidity index among recipient of allogeneic haematopoietic cell 
transplantation. Br J Haematol 2015;170:574-583. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25945807. 

216. Jaglowski SM, Ruppert AS, Heerema NA, et al. Complex karyotype 
predicts for inferior outcomes following reduced-intensity conditioning 
allogeneic transplant for chronic lymphocytic leukaemia. Br J Haematol 
2012;159:82-87. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22831395. 

217. Kim HT, Ahn KW, Hu ZH, et al. Prognostic score and cytogenetic risk 
classification for chronic lymphocytic leukemia patients: Center for 
International Blood and Marrow Transplant Research Report. Clin Cancer 

Res 2019;25:5143-5155. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31253630. 

218. Tsimberidou AM, Keating MJ. Richter syndrome: biology, incidence, 
and therapeutic strategies. Cancer 2005;103:216-228. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/15578683. 

219. Tsimberidou AM, O'Brien S, Kantarjian HM, et al. Hodgkin 
transformation of chronic lymphocytic leukemia: the M. D. Anderson 
Cancer Center experience. Cancer 2006;107:1294-1302. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16902984. 

220. Bockorny B, Codreanu I, Dasanu CA. Hodgkin lymphoma as Richter 
transformation in chronic lymphocytic leukaemia: a retrospective analysis 
of world literature. Br J Haematol 2012;156:50-66. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22017478. 

221. Tsimberidou AM, O'Brien S, Khouri I, et al. Clinical outcomes and 
prognostic factors in patients with Richter's syndrome treated with 
chemotherapy or chemoimmunotherapy with or without stem-cell 
transplantation. J Clin Oncol 2006;24:2343-2351. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16710033. 

222. Al-Sawaf O, Robrecht S, Bahlo J, et al. Richter transformation in 
chronic lymphocytic leukemia (CLL)-a pooled analysis of German CLL 
Study Group (GCLLSG) front line treatment trials. Leukemia 
2021;35:169-176. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32203141. 

223. Wang Y, Tschautscher MA, Rabe KG, et al. Clinical characteristics 
and outcomes of Richter transformation: experience of 204 patients from a 
single center. Haematologica 2020;105:765-773. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31197071. 

224. Scandurra M, Rossi D, Deambrogi C, et al. Genomic profiling of 
Richter's syndrome: recurrent lesions and differences with de novo diffuse 
large B-cell lymphomas. Hematol Oncol 2010;28:62-67. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20014148. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/24356631
https://www.ncbi.nlm.nih.gov/pubmed/24913509
https://www.ncbi.nlm.nih.gov/pubmed/27660167
https://www.ncbi.nlm.nih.gov/pubmed/15994282
https://www.ncbi.nlm.nih.gov/pubmed/25945807
https://www.ncbi.nlm.nih.gov/pubmed/22831395
https://www.ncbi.nlm.nih.gov/pubmed/31253630
https://www.ncbi.nlm.nih.gov/pubmed/15578683
https://www.ncbi.nlm.nih.gov/pubmed/16902984
https://www.ncbi.nlm.nih.gov/pubmed/22017478
https://www.ncbi.nlm.nih.gov/pubmed/16710033
https://www.ncbi.nlm.nih.gov/pubmed/32203141
https://www.ncbi.nlm.nih.gov/pubmed/31197071
https://www.ncbi.nlm.nih.gov/pubmed/20014148


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-44 

225. Rossi D, Rasi S, Spina V, et al. Different impact of NOTCH1 and 
SF3B1 mutations on the risk of chronic lymphocytic leukemia 
transformation to Richter syndrome. Br J Haematol 2012;158:426-429. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/22571487. 

226. Villamor N, Conde L, Martinez-Trillos A, et al. NOTCH1 mutations 
identify a genetic subgroup of chronic lymphocytic leukemia patients with 
high risk of transformation and poor outcome. Leukemia 
2013;27:1100-1106. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23295735. 

227. Chigrinova E, Rinaldi A, Kwee I, et al. Two main genetic pathways 
lead to the transformation of chronic lymphocytic leukemia to Richter 
syndrome. Blood 2013;122:2673-2682. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24004666. 

228. Fabbri G, Khiabanian H, Holmes AB, et al. Genetic lesions 
associated with chronic lymphocytic leukemia transformation to Richter 
syndrome. J Exp Med 2013;210:2273-2288. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/24127483. 

229. Rossi D, Spina V, Deambrogi C, et al. The genetics of Richter 
syndrome reveals disease heterogeneity and predicts survival after 
transformation. Blood 2011;117:3391-3401. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21266718. 

230. Parikh SA, Rabe KG, Call TG, et al. Diffuse large B-cell lymphoma 
(Richter syndrome) in patients with chronic lymphocytic leukaemia (CLL): 
a cohort study of newly diagnosed patients. Br J Haematol 
2013;162:774-782. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23841899. 

231. Kadri S, Lee J, Fitzpatrick C, et al. Clonal evolution underlying 
leukemia progression and Richter transformation in patients with 
ibrutinib-relapsed CLL. Blood Adv 2017;1:715-727. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29296715. 

232. Innocenti I, Rossi D, Trape G, et al. Clinical, pathological, and 
biological characterization of Richter syndrome developing after ibrutinib 

treatment for relapsed chronic lymphocytic leukemia. Hematol Oncol 2018. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/29484684. 

233. Anderson MA, Tam C, Lew TE, et al. Clinicopathological features and 
outcomes of progression of CLL on the BCL2 inhibitor venetoclax. Blood 
2017;129:3362-3370. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/28473407. 

234. Gine E, Martinez A, Villamor N, et al. Expanded and highly active 
proliferation centers identify a histological subtype of chronic lymphocytic 
leukemia ("accelerated" chronic lymphocytic leukemia) with aggressive 
clinical behavior. Haematologica 2010;95:1526-1533. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20421272. 

235. Bruzzi JF, Macapinlac H, Tsimberidou AM, et al. Detection of 
Richter's transformation of chronic lymphocytic leukemia by PET/CT. J 
Nucl Med 2006;47:1267-1273. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16883004. 

236. Noy A, Schoder H, Gonen M, et al. The majority of transformed 
lymphomas have high standardized uptake values (SUVs) on positron 
emission tomography (PET) scanning similar to diffuse large B-cell 
lymphoma (DLBCL). Ann Oncol 2009;20:508-512. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19139176. 

237. Papajik T, Myslivecek M, Urbanova R, et al. 
2-[18F]fluoro-2-deoxy-D-glucose positron emission tomography/computed 
tomography examination in patients with chronic lymphocytic leukemia 
may reveal Richter transformation. Leuk Lymphoma 2014;55:314-319. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/23656196. 

238. Michallet AS, Sesques P, Rabe KG, et al. An 18F-FDG-PET 
maximum standardized uptake value > 10 represents a novel valid marker 
for discerning Richter's Syndrome. Leuk Lymphoma 2016;57:1474-1477. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/26402256. 

239. Mato AR, Wierda WG, Davids MS, et al. Utility of positron emission 
tomography-computed tomography in patients with chronic lymphocytic 
leukemia following B-cell receptor pathway inhibitor therapy. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/22571487
https://www.ncbi.nlm.nih.gov/pubmed/23295735
https://www.ncbi.nlm.nih.gov/pubmed/24004666
https://www.ncbi.nlm.nih.gov/pubmed/24127483
https://www.ncbi.nlm.nih.gov/pubmed/21266718
https://www.ncbi.nlm.nih.gov/pubmed/23841899
https://www.ncbi.nlm.nih.gov/pubmed/29296715
https://www.ncbi.nlm.nih.gov/pubmed/29484684
https://www.ncbi.nlm.nih.gov/pubmed/28473407
https://www.ncbi.nlm.nih.gov/pubmed/20421272
https://www.ncbi.nlm.nih.gov/pubmed/16883004
https://www.ncbi.nlm.nih.gov/pubmed/19139176
https://www.ncbi.nlm.nih.gov/pubmed/23656196
https://www.ncbi.nlm.nih.gov/pubmed/26402256


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-45 

Haematologica 2019;104:2258-2264. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30923097. 

240. Wang Y, Rabe KG, Bold MS, et al. The role of 18F-FDG-PET in 
detecting Richter's transformation of chronic lymphocytic leukemia in 
patients receiving therapy with a B-cell receptor inhibitor. Haematologica 
2020;105:240564. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/31974193. 

241. Ansell SM, Li CY, Lloyd RV, Phyliky RL. Epstein-Barr virus infection 
in Richter's transformation. Am J Hematol 1999;60:99-104. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/9929100. 

242. Xiao W, Chen WW, Sorbara L, et al. Hodgkin lymphoma variant of 
Richter transformation: morphology, Epstein-Barr virus status, clonality, 
and survival analysis-with comparison to Hodgkin-like lesion. Hum Pathol 
2016;55:108-116. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/27184478. 

243. Mao Z, Quintanilla-Martinez L, Raffeld M, et al. IgVH mutational 
status and clonality analysis of Richter's transformation: diffuse large 
B-cell lymphoma and Hodgkin lymphoma in association with B-cell chronic 
lymphocytic leukemia (B-CLL) represent 2 different pathways of disease 
evolution. Am J Surg Pathol 2007;31:1605-1614. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17895764. 

244. Langerbeins P, Busch R, Anheier N, et al. Poor efficacy and 
tolerability of R-CHOP in relapsed/refractory chronic lymphocytic leukemia 
and Richter transformation. Am J Hematol 2014;89:E239-243. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25196783. 

245. Rogers KA, Huang Y, Ruppert AS, et al. A single-institution 
retrospective cohort study of first-line R-EPOCH chemoimmunotherapy for 
Richter syndrome demonstrating complex chronic lymphocytic leukaemia 
karyotype as an adverse prognostic factor. Br J Haematol 
2018;180:259-266. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29193006. 

246. Dabaja BS, O'Brien SM, Kantarjian HM, et al. Fractionated 
cyclophosphamide, vincristine, liposomal daunorubicin (daunoXome), and 
dexamethasone (hyperCVXD) regimen in Richter's syndrome. Leuk 
Lymphoma 2001;42:329-337. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11699397. 

247. Tsimberidou AM, Kantarjian HM, Cortes J, et al. Fractionated 
cyclophosphamide, vincristine, liposomal daunorubicin, and 
dexamethasone plus rituximab and granulocyte-macrophage-colony 
stimulating factor (GM-CSF) alternating with methotrexate and cytarabine 
plus rituximab and GM-CSF in patients with Richter syndrome or 
fludarabine-refractory chronic lymphocytic leukemia. Cancer 
2003;97:1711-1720. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12655528. 

248. Tsimberidou AM, Wierda WG, Plunkett W, et al. Phase I-II study of 
oxaliplatin, fludarabine, cytarabine, and rituximab combination therapy in 
patients with Richter's syndrome or fludarabine-refractory chronic 
lymphocytic leukemia. J Clin Oncol 2008;26:196-203. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18182662. 

249. Tsimberidou AM, Wierda WG, Wen S, et al. Phase I-II clinical trial of 
oxaliplatin, fludarabine, cytarabine, and rituximab therapy in aggressive 
relapsed/refractory chronic lymphocytic leukemia or Richter syndrome. 
Clin Lymphoma Myeloma Leuk 2013;13:568-574. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23810245. 

250. Cwynarski K, van Biezen A, de Wreede L, et al. Autologous and 
allogeneic stem-cell transplantation for transformed chronic lymphocytic 
leukemia (Richter's syndrome): A retrospective analysis from the chronic 
lymphocytic leukemia subcommittee of the chronic leukemia working party 
and lymphoma working party of the European Group for Blood and 
Marrow Transplantation. J Clin Oncol 2012;30:2211-2217. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/22547610. 

251. Kharfan-Dabaja MA, Kumar A, Stingo FE, et al. Allogeneic 
hematopoietic cell transplantation for Richter syndrome: A single-center 
experience. Clin Lymphoma Myeloma Leuk 2018;18:e35-e39. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29126867. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/30923097
https://www.ncbi.nlm.nih.gov/pubmed/31974193
https://www.ncbi.nlm.nih.gov/pubmed/9929100
https://www.ncbi.nlm.nih.gov/pubmed/27184478
https://www.ncbi.nlm.nih.gov/pubmed/17895764
https://www.ncbi.nlm.nih.gov/pubmed/25196783
https://www.ncbi.nlm.nih.gov/pubmed/29193006
https://www.ncbi.nlm.nih.gov/pubmed/11699397
https://www.ncbi.nlm.nih.gov/pubmed/12655528
https://www.ncbi.nlm.nih.gov/pubmed/18182662
https://www.ncbi.nlm.nih.gov/pubmed/23810245
https://www.ncbi.nlm.nih.gov/pubmed/22547610
https://www.ncbi.nlm.nih.gov/pubmed/29126867


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-46 

252. Jain N, Ferrajoli A, Basu S, et al. A Phase II trial of nivolumab 
combined with ibrutinib for patients with Richter transformation [abstract]. 
Blood 2018;132:Abstract 296. Available at: 
http://www.bloodjournal.org/content/132/Suppl_1/296.abstract. 

253. Younes A, Brody J, Carpio C, et al. Safety and activity of ibrutinib in 
combination with nivolumab in patients with relapsed non-Hodgkin 
lymphoma or chronic lymphocytic leukaemia: a phase 1/2a study. Lancet 
Haematol 2019;6:e67-e78. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30642819. 

254. Ding W, LaPlant BR, Call TG, et al. Pembrolizumab in patients with 
CLL and Richter transformation or with relapsed CLL. Blood 
2017;129:3419-3427. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/28424162. 

255. Armand P, Murawski N, Molin D, et al. Pembrolizumab in relapsed or 
refractory Richter syndrome. Br J Haematol 2020;190:e117-e120. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/32544980. 

256. Rogers KA, Huang Y, Dotson E, et al. Use of PD-1 (PDCD1) 
inhibitors for the treatment of Richter syndrome: experience at a single 
academic centre. Br J Haematol 2019;185:363-366. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30028000. 

257. Tadmor T, Shvidel L, Goldschmidt N, et al. Hodgkin's variant of 
Richter transformation in chronic lymphocytic leukemia; a retrospective 
study from the Israeli CLL study group. Anticancer Res 2014;34:785-790. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/24511013. 

258. Parikh SA, Habermann TM, Chaffee KG, et al. Hodgkin 
transformation of chronic lymphocytic leukemia: Incidence, outcomes, and 
comparison to de novo Hodgkin lymphoma. Am J Hematol 
2015;90:334-338. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25581025. 

259. Mauro FR, Galieni P, Tedeschi A, et al. Factors predicting survival in 
chronic lymphocytic leukemia patients developing Richter syndrome 

transformation into Hodgkin lymphoma. Am J Hematol 2017;92:529-535. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/28295527. 

260. Stephens DM, Boucher K, Kander E, et al. Hodgkin lymphoma arising 
in patients with chronic lymphocytic leukemia: outcomes from a large 
multi-center collaboration. Haematologica 2021;106:2845-2852. Available 
at: https://www.ncbi.nlm.nih.gov/pubmed/33054118. 

261. Tsai HT, Caporaso NE, Kyle RA, et al. Evidence of serum 
immunoglobulin abnormalities up to 9.8 years before diagnosis of chronic 
lymphocytic leukemia: a prospective study. Blood 2009;114:4928-4932. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/19828698. 

262. Morrison VA. Infectious complications of chronic lymphocytic 
leukaemia: pathogenesis, spectrum of infection, preventive approaches. 
Best Pract Res Clin Haematol 2010;23:145-153. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20620978. 

263. Perkins JG, Flynn JM, Howard RS, Byrd JC. Frequency and type of 
serious infections in fludarabine-refractory B-cell chronic lymphocytic 
leukemia and small lymphocytic lymphoma: implications for clinical trials in 
this patient population. Cancer 2002;94:2033-2039. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11932906. 

264. Chapel H, Dicato M, Gamm H, et al. Immunoglobulin replacement in 
patients with chronic lymphocytic leukaemia: a comparison of two dose 
regimes. Br J Haematol 1994;88:209-212. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/7803248. 

265. Cooperative Group for the Study of Immunoglobulin in Chronic 
Lymphocytic L, Gale RP, Chapel HM, et al. Intravenous immunoglobulin 
for the prevention of infection in chronic lymphocytic leukemia. A 
randomized, controlled clinical trial. N Engl J Med 1988;319:902-907. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/2901668. 

266. Boughton BJ, Jackson N, Lim S, Smith N. Randomized trial of 
intravenous immunoglobulin prophylaxis for patients with chronic 
lymphocytic leukaemia and secondary hypogammaglobulinaemia. Clin 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

http://www.bloodjournal.org/content/132/Suppl_1/296.abstract
https://www.ncbi.nlm.nih.gov/pubmed/30642819
https://www.ncbi.nlm.nih.gov/pubmed/28424162
https://www.ncbi.nlm.nih.gov/pubmed/32544980
https://www.ncbi.nlm.nih.gov/pubmed/30028000
https://www.ncbi.nlm.nih.gov/pubmed/24511013
https://www.ncbi.nlm.nih.gov/pubmed/25581025
https://www.ncbi.nlm.nih.gov/pubmed/28295527
https://www.ncbi.nlm.nih.gov/pubmed/33054118
https://www.ncbi.nlm.nih.gov/pubmed/19828698
https://www.ncbi.nlm.nih.gov/pubmed/20620978
https://www.ncbi.nlm.nih.gov/pubmed/11932906
https://www.ncbi.nlm.nih.gov/pubmed/7803248
https://www.ncbi.nlm.nih.gov/pubmed/2901668


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-47 

Lab Haematol 1995;17:75-80. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/7621634. 

267. Molica S, Musto P, Chiurazzi F, et al. Prophylaxis against infections 
with low-dose intravenous immunoglobulins (IVIG) in chronic lymphocytic 
leukemia. Results of a crossover study. Haematologica 1996;81:121-126. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/8641639. 

268. Raanani P, Gafter-Gvili A, Paul M, et al. Immunoglobulin prophylaxis 
in chronic lymphocytic leukemia and multiple myeloma: systematic review 
and meta-analysis. Leuk Lymphoma 2009;50:764-772. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19330654. 

269. Kim DK, Bridges CB, Harriman KH, et al. Advisory committee on 
immunization practices recommended immunization schedule for adults 
aged 19 years or older--United States, 2015. MMWR Morb Mortal Wkly 
Rep 2015;64:91-92. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/25654609. 

270. Sinisalo M, Aittoniemi J, Kayhty H, Vilpo J. Vaccination against 
infections in chronic lymphocytic leukemia. Leuk Lymphoma 
2003;44:649-652. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12769342. 

271. Mauro FR, Giannarelli D, Galluzzo CM, et al. Response to the 
conjugate pneumococcal vaccine (PCV13) in patients with chronic 
lymphocytic leukemia (CLL). Leukemia 2021;35:737-746. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/32555297. 

272. Creech CB, Walker SC, Samuels RJ. SARS-CoV-2 Vaccines. JAMA 
2021;325:1318-1320. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/33635317. 

273. Bergman P, Blennow O, Hansson L, et al. Safety and efficacy of the 
mRNA BNT162b2 vaccine against SARS-CoV-2 in five groups of 
immunocompromised patients and healthy controls in a prospective 
open-label clinical trial. EBioMedicine 2021;74:103705. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34861491. 

274. Herishanu Y, Avivi I, Aharon A, et al. Efficacy of the BNT162b2 
mRNA COVID-19 vaccine in patients with chronic lymphocytic leukemia. 
Blood 2021;137:3165-3173. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/33861303. 

275. Parry H, McIlroy G, Bruton R, et al. Antibody responses after first and 
second Covid-19 vaccination in patients with chronic lymphocytic 
leukaemia. Blood Cancer J 2021;11:136. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34330895. 

276. Haggenburg S, Lissenberg-Witte BI, van Binnendijk RS, et al. 
Quantitative analysis of mRNA-1273 COVID-19 vaccination response in 
immunocompromised adult hematology patients. Blood Adv 
2022;6:1537-1546. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/35114690. 

277. Herishanu Y, Rahav G, Levi S, et al. Efficacy of a third BNT162b2 
mRNA COVID-19 vaccine dose in patients with CLL who failed standard 
2-dose vaccination. Blood 2022;139:678-685. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34861036. 

278. Diefenbach C, Caro J, Koide A, et al. Impaired Humoral Immunity to 
SARS-CoV-2 Vaccination in Non-Hodgkin Lymphoma and CLL Patients. 
medRxiv 2021. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/34100025. 

279. Yeo W, Chan PK, Zhong S, et al. Frequency of hepatitis B virus 
reactivation in cancer patients undergoing cytotoxic chemotherapy: a 
prospective study of 626 patients with identification of risk factors. J Med 
Virol 2000;62:299-307. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11055239. 

280. Lau GK. Hepatitis B reactivation after chemotherapy: two decades of 
clinical research. Hepatol Int 2008;2:152-162. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19669300. 

281. FDA drug safety communication: Boxed warning and new 
recommendations to decrease risk of Hepatitis B reactivation with the 
immune-suppressing and anti-cancer drugs arzerra (ofatumumab) and 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/7621634
https://www.ncbi.nlm.nih.gov/pubmed/8641639
https://www.ncbi.nlm.nih.gov/pubmed/19330654
https://www.ncbi.nlm.nih.gov/pubmed/25654609
https://www.ncbi.nlm.nih.gov/pubmed/12769342
https://www.ncbi.nlm.nih.gov/pubmed/32555297
https://www.ncbi.nlm.nih.gov/pubmed/33635317
https://www.ncbi.nlm.nih.gov/pubmed/34861491
https://www.ncbi.nlm.nih.gov/pubmed/33861303
https://www.ncbi.nlm.nih.gov/pubmed/34330895
https://www.ncbi.nlm.nih.gov/pubmed/35114690
https://www.ncbi.nlm.nih.gov/pubmed/34861036
https://www.ncbi.nlm.nih.gov/pubmed/34100025
https://www.ncbi.nlm.nih.gov/pubmed/11055239
https://www.ncbi.nlm.nih.gov/pubmed/19669300


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-48 

rituxan (rituximab); September 25, 2013. Available at: 
http://www.fda.gov/downloads/Drugs/DrugSafety/UCM369436.pdf. 

282. Arnold DM, Crowther MA, Meyer RM, et al. Misleading hepatitis B 
test results due to intravenous immunoglobulin administration: implications 
for a clinical trial of rituximab in immune thrombocytopenia. Transfusion 
2010;50:2577-2581. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20576011. 

283. Huang YH, Hsiao LT, Hong YC, et al. Randomized controlled trial of 
entecavir prophylaxis for rituximab-associated hepatitis B virus reactivation 
in patients with lymphoma and resolved hepatitis B. J Clin Oncol 
2013;31:2765-2772. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23775967. 

284. Kim SJ, Hsu C, Song YQ, et al. Hepatitis B virus reactivation in B-cell 
lymphoma patients treated with rituximab: analysis from the Asia 
Lymphoma Study Group. Eur J Cancer 2013;49:3486-3496. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/23910494. 

285. Liang R. How I treat and monitor viral hepatitis B infection in patients 
receiving intensive immunosuppressive therapies or undergoing 
hematopoietic stem cell transplantation. Blood 2009;113:3147-3153. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/19144986. 

286. O'Brien SM, Keating MJ, Mocarski ES. Updated guidelines on the 
management of cytomegalovirus reactivation in patients with chronic 
lymphocytic leukemia treated with alemtuzumab. Clin Lymphoma 
Myeloma 2006;7:125-130. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17026823. 

287. Laurenti L, Piccioni P, Cattani P, et al. Cytomegalovirus reactivation 
during alemtuzumab therapy for chronic lymphocytic leukemia: incidence 
and treatment with oral ganciclovir. Haematologica 2004;89:1248-1252. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/15477211. 

288. Visani G, Mele A, Guiducci B, et al. An observational study of once 
weekly intravenous ganciclovir as CMV prophylaxis in heavily pre-treated 
chronic lymphocytic leukemia patients receiving subcutaneous 

alemtuzumab. Leuk Lymphoma 2006;47:2542-2546. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17169798. 

289. Dearden C. Disease-specific complications of chronic lymphocytic 
leukemia. Hematology Am Soc Hematol Educ Program 
2008;2008:450-456. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19074125. 

290. Zent CS, Kay NE. Autoimmune complications in chronic lymphocytic 
leukaemia (CLL). Best Pract Res Clin Haematol 2010;23:47-59. Available 
at: https://www.ncbi.nlm.nih.gov/pubmed/20620970. 

291. Borthakur G, O'Brien S, Wierda WG, et al. Immune anaemias in 
patients with chronic lymphocytic leukaemia treated with fludarabine, 
cyclophosphamide and rituximab--incidence and predictors. Br J Haematol 
2007;136:800-805. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17341265. 

292. Barcellini W, Capalbo S, Agostinelli R, et al. Relationship between 
autoimmune phenomena and disease stage and therapy in B-cell chronic 
lymphocytic leukemia. Haematologica 2006;91:1689-1692. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/17145607. 

293. Zanotti R, Frattini F, Ghia P, et al. ZAP-70 expression is associated 
with increased risk of autoimmune cytopenias in CLL patients. Am J 
Hematol 2010;85:494-498. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/20575031. 

294. Moreno C, Hodgson K, Ferrer G, et al. Autoimmune cytopenia in 
chronic lymphocytic leukemia: prevalence, clinical associations, and 
prognostic significance. Blood 2010;116:4771-4776. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/20736453. 

295. Dearden C, Wade R, Else M, et al. The prognostic significance of a 
positive direct antiglobulin test in chronic lymphocytic leukemia: a 
beneficial effect of the combination of fludarabine and cyclophosphamide 
on the incidence of hemolytic anemia. Blood 2008;111:1820-1826. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/18055869. 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

http://www.fda.gov/downloads/Drugs/DrugSafety/UCM369436.pdf
https://www.ncbi.nlm.nih.gov/pubmed/20576011
https://www.ncbi.nlm.nih.gov/pubmed/23775967
https://www.ncbi.nlm.nih.gov/pubmed/23910494
https://www.ncbi.nlm.nih.gov/pubmed/19144986
https://www.ncbi.nlm.nih.gov/pubmed/17026823
https://www.ncbi.nlm.nih.gov/pubmed/15477211
https://www.ncbi.nlm.nih.gov/pubmed/17169798
https://www.ncbi.nlm.nih.gov/pubmed/19074125
https://www.ncbi.nlm.nih.gov/pubmed/20620970
https://www.ncbi.nlm.nih.gov/pubmed/17341265
http://www.ncbi.nlm.nih.gov/pubmed/17145607
http://www.ncbi.nlm.nih.gov/pubmed/20575031
https://www.ncbi.nlm.nih.gov/pubmed/20736453
https://www.ncbi.nlm.nih.gov/pubmed/18055869


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-49 

296. Visco C, Ruggeri M, Laura Evangelista M, et al. Impact of immune 
thrombocytopenia on the clinical course of chronic lymphocytic leukemia. 
Blood 2008;111:1110-1116. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/17986663. 

297. Cortes J, O'Brien S, Loscertales J, et al. Cyclosporin A for the 
treatment of cytopenia associated with chronic lymphocytic leukemia. 
Cancer 2001;92:2016-2022. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/11596014. 

298. Hegde UP, Wilson WH, White T, Cheson BD. Rituximab treatment of 
refractory fludarabine-associated immune thrombocytopenia in chronic 
lymphocytic leukemia. Blood 2002;100:2260-2262. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12200396. 

299. Ghazal H. Successful treatment of pure red cell aplasia with rituximab 
in patients with chronic lymphocytic leukemia. Blood 2002;99:1092-1094. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/11807020. 

300. Gupta N, Kavuru S, Patel D, et al. Rituximab-based chemotherapy for 
steroid-refractory autoimmune hemolytic anemia of chronic lymphocytic 
leukemia. Leukemia 2002;16:2092-2095. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/12357362. 

301. D'Arena G, Laurenti L, Capalbo S, et al. Rituximab therapy for 
chronic lymphocytic leukemia-associated autoimmune hemolytic anemia. 
Am J Hematol 2006;81:598-602. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/16823816. 

302. Godeau B, Porcher R, Fain O, et al. Rituximab efficacy and safety in 
adult splenectomy candidates with chronic immune thrombocytopenic 
purpura: results of a prospective multicenter phase 2 study. Blood 
2008;112:999-1004. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18463354. 

303. Bussel JB, Provan D, Shamsi T, et al. Effect of eltrombopag on 
platelet counts and bleeding during treatment of chronic idiopathic 
thrombocytopenic purpura: a randomised, double-blind, placebo-controlled 

trial. Lancet 2009;373:641-648. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/19231632. 

304. Kuter DJ, Rummel M, Boccia R, et al. Romiplostim or standard of 
care in patients with immune thrombocytopenia. N Engl J Med 
2010;363:1889-1899. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21067381. 

305. D'Arena G, Cascavilla N. Romiplostim for chronic lymphocytic 
leukemia-associated immune thrombocytopenia. Leuk Lymphoma 
2011;52:701-704. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21171868. 

306. Sinisalo M, Sankelo M, Itala-Remes M. Thrombopoietin receptor 
agonists can be used temporarily with patients suffering from refractory 
chronic lymphocytic leukemia-associated immunologic thrombocytopenia. 
Leuk Lymphoma 2011;52:724-725. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21323511. 

307. Paul S, Jain N, Ferrajoli A, et al. A phase II trial of eltrombopag for 
patients with chronic lymphocytic leukaemia (CLL) and thrombocytopenia. 
Br J Haematol 2019;185:606-608. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/30406944. 

308. Andritsos LA, Johnson AJ, Lozanski G, et al. Higher doses of 
lenalidomide are associated with unacceptable toxicity including 
life-threatening tumor flare in patients with chronic lymphocytic leukemia. J 
Clin Oncol 2008;26:2519-2525. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18427150. 

309. Wendtner CM, Hallek M, Fraser GA, et al. Safety and efficacy of 
different lenalidomide starting doses in patients with relapsed or refractory 
chronic lymphocytic leukemia: results of an international multicenter 
double-blinded randomized phase II trial. Leuk Lymphoma 
2016;57:1291-1299. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26763349. 

310. Ferrajoli A, Lee BN, Schlette EJ, et al. Lenalidomide induces 
complete and partial remissions in patients with relapsed and refractory 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/17986663
https://www.ncbi.nlm.nih.gov/pubmed/11596014
https://www.ncbi.nlm.nih.gov/pubmed/12200396
https://www.ncbi.nlm.nih.gov/pubmed/11807020
https://www.ncbi.nlm.nih.gov/pubmed/12357362
https://www.ncbi.nlm.nih.gov/pubmed/16823816
https://www.ncbi.nlm.nih.gov/pubmed/18463354
https://www.ncbi.nlm.nih.gov/pubmed/19231632
https://www.ncbi.nlm.nih.gov/pubmed/21067381
https://www.ncbi.nlm.nih.gov/pubmed/21171868
https://www.ncbi.nlm.nih.gov/pubmed/21323511
https://www.ncbi.nlm.nih.gov/pubmed/30406944
https://www.ncbi.nlm.nih.gov/pubmed/18427150
https://www.ncbi.nlm.nih.gov/pubmed/26763349


   

⡸ᵜ 3.2022 © 2022 National Comprehensive Cancer Network© (NCCN©)ˈ؍⮉ᡰᴹᵳ࡙Ǆᵚ㓿 NCCN ᰾⺞Җ䶒䇨ਟˈнᗇԕԫօᖒᔿሩᵜ NCCN Guidelines® ৺ަᨂമ䘋㹼༽ࡦǄ 

NCCN Guidelines  3.2022 
ធᙗ⏻ᐤ㓶㜎ⲭ㹰⯵/ሿ⏻ᐤ㓶㜎⏻ᐤⱔ 

MS-50 

chronic lymphocytic leukemia. Blood 2008;111:5291-5297. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/18334676. 

311. Aue G, Nelson Lozier J, Tian X, et al. Inflammation, TNFalpha and 
endothelial dysfunction link lenalidomide to venous thrombosis in chronic 
lymphocytic leukemia. Am J Hematol 2011;86:835-840. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/21812019. 

312. Castillo JJ, Kanan S, Meid K, et al. Rituximab intolerance in patients 
with Waldenstrom macroglobulinaemia. Br J Haematol 2016;174:645-648. 
Available at: https://www.ncbi.nlm.nih.gov/pubmed/26523929. 

313. Chen LY, Shah R, Cwynarski K, et al. Ofatumumab is a feasible 
alternative anti-CD20 therapy in patients intolerant of rituximab. Br J 
Haematol 2019;184:462-465. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/29363752. 

314. Assouline S, Buccheri V, Delmer A, et al. Pharmacokinetics, safety, 
and efficacy of subcutaneous versus intravenous rituximab plus 
chemotherapy as treatment for chronic lymphocytic leukaemia (SAWYER): 
a phase 1b, open-label, randomised controlled non-inferiority trial. Lancet 
Haematol 2016;3:e128-138. Available at: 
https://www.ncbi.nlm.nih.gov/pubmed/26947201. 

 

Licensed to MEDLIVE TECHNOLOGY CO LTD.  Downloaded on 8/25/2022 9:54:37 PM.  Not approved for distribution.  Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved.NCCN 授权医脉通翻译并提供NCCN指南（中文版）全文下载。langzitaotao于2022/12/04,13:53在医脉通平台下载，仅供个人使用，严禁分发。2022 美国国家综合癌症网络版权所有。

https://www.ncbi.nlm.nih.gov/pubmed/18334676
https://www.ncbi.nlm.nih.gov/pubmed/21812019
https://www.ncbi.nlm.nih.gov/pubmed/26523929
https://www.ncbi.nlm.nih.gov/pubmed/29363752
https://www.ncbi.nlm.nih.gov/pubmed/26947201

	Panel Members
	Table of Contents
	CLL/SLL Diagnosis
	CLL/SLL Workup
	SLL/Localized (Lugano Stage I)
	CLL (Rai Stages 0–IV) or SLL (Lugano Stage II–IV)
	CLL/SLL Without Deletion of 17p/TP53 Mutation
	CLL/SLL With Deletion of 17p/TP53 Mutation
	Prognostic Information for CLL/SLL
	CLL/SLL Staging Systems
	Supportive Care for Patients with CLL/SLL
	Suggested Treatment Regimens
	Response Definition After Treatment for CLL/SLL
	Special Considerations for the Use of Small-Molecule Inhibitors
	Venetoclax: Recommended TLS Prophylaxis and Monitoring Based on Tumor Burden
	Histologic Transformation (Richter's) and Progression

