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2013 £ FDA 5e&F L)

> BB R IIE(Chronic Iymphocytic leukemia)
B £ chlorambucil IARAKZ 2 FBNEMMEEHR MR -
B FDA R 2013 A EBERE
B Pivotal trial: Obinutuzumab plus Chlorambucil in Patients with CLL
and Coexisting Conditions
US FDA 3 FEfE Al ERET/E AR A ALERAE R RZEEIS
Treatment of 781 pts with previously (obinutuzumab- six 28-day
previously untreated CLL and a score | chlorambucil or cycles
untreated CLL in | higher than 6 on the rituximab— Obinutuzumab
combination with| Cumulative lliness Rating chlorambucil) vs IV 1000 mg on
chlorambucil Scale chlorambucil days 1, 8, and
monotherapy (PFS 15 of cycle 1
NEJM 2014; 73 B YR EE R 26.7 vs 11.1 months | and on day 1
370:1101-10 1. Obinutuzumab- P<0.001); rituximab— | of cycles 2 -6
Chlorambucil (238 pts) vs.| chlorambucil vs.
Chlorambucil Alone (118 | chlorambucil (16.3 vs
pts); 11.1 months, P<0.001
2. Rituximab- Chlorambucil
(233 pts) vs. Chlorambucil| obinutuzumab-
Alone (118 pts); chlorambucil vs
3. Obinutuzumab- chlorambucil
Chlorambucil (333 pts) vs.| prolonged overall
Rituximab- Chlorambucil | survival ( P=0.002)
(330 pts) obinutuzumab-
chlorambucil vs
chlorambucil, CR
(20.7% vs. 7.0%)
ADR:
Obinutuzumab/chlora
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mbucil vs Rituximab-
Chlorambucil
infusion-related
reactions (20% vs. 4%)
neutropenia (33% vs.
28%)

infection (12% vs.

14%)

> EEMMER (Follicular lymphoma)
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v FDA 1R 2017 12 & fEE
v" Pivotal trial: Obinutuzumab for the First-Line Treatment of Follicular

Lymphoma
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Treatment of
previously untreated

stage Il bulky, stage Ill,

or stage IV follicular
lymphoma in
combination with
chemotherapy,
followed by
obinutuzumab
monotherapy in

patients achieving at

Pts: 1202, 601 pts
in obinutuzumab-
based and 601
pts in rituximab-
based
chemotherapy

median follow-up
34.5 months (0-
54.5)

3-year PFS 80.0%
(obinutuzumab) vs.
73.3% (rituximab) p=
0.001

RR: 88.5% vs. 86.9%

AE of grade 3to 5
were more frequent
74.6% vs. 67.8%

obinutuzumab 1000
mg on days 1, 8, and
15 of cycle 1 and on
day 1 of subsequent
cycles

total 6-8 cycles,
depending on the
chemo- therapy
regimen
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least a partial
remission

NEJM 2017; 377:1331-

As were serious AE
46.1% vs. 39.9%

AE resulting in death
were similar 4% vs.
3.4%

Pts with CR or PR at
the end of induction
therapy received
maintenance
treatment ( 1000

44 mg of
infusion-related obinutuzumab Q2
events 59.3% vs. months for 2 years
48.9%, p< 0.001 or until disease

progression or
Death 5.8% vs. 7.7% ,
withdrawal from the
trial
> CREKW/ER  WAERS rituximab EIZAERWEE R - SHl

bendamustine I F - EEETEFESE -
B FDA R 2016 A& EIE
B Pivotal trial: Obinutuzumab plus bendamustine versus bendamustine

monotherapy in patients with rituximab-refractory indolent non-

Hodgkin lymphoma (GADOLIN): a randomised, controlled, open-

label, multicentre, phase 3 trial

US FDA & fEfE
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Treatment of
follicular
lymphoma in
combination with
bendamustine
followed by
obinutuzumab
monotherapy in

Pts :396, 194 ptsin
obinutuzumab plus
bendamustine and
202 ptsiin
bendamustine
monotherapy

median follow-up
time of 21.9 months

PFS: not reached in
obinutuzumab plus
bendamustine vs.
14.9 months in
bendamustine
monotherapy, p=
0.0001

obinutuzumab 1000
mg IV on days 1, §,
and 15 of cycle 1 and
day 1 of cycles 2-6,
plus bendamustine
90 mg/m?2 IV on days
1 and 2 of cycles 1-6.
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patients who
relapsed after or
are refractory to a
rituximab-
containing
regimen With
CD20(+)

Lancet Oncol. 2016
Aug;17(8):1081-1093.

(IQR12.1-31.0) in
obinutuzumab plus
bendamustine and
20.3 months (9.5-
29.7) in the
bendamustine
monotherapy group

Grade 3-5 AE:

68% vs. 62%
Serious AE:

38% vs. 33%

Deaths due to AE 6%
vs. 6%

If no evidence of
progression
following induction,
Give obinutuzumab
maintenance therapy
as 1000 mg IV every
2 months for 2 years,
or until disease
progression.

* mPFS: median progression free survival; ORR: Objective response rate; DOR: duration of

response, CR :complete response, MDR : The median duration of response, DC : Disease control

OS :overall survival, mOS : median Survival RCT :Randomized controlled trial , ADR : adverse drug

reaction,

#7755 Obinutuzumab is a unique, third-generation, fully humanized

glycoengineered IgG; type Il anti-CD20 monoclonal antibody. tb#8 &% —14
Rituximab #ABEMAIREUR - BRIFABEERINEIERE - BUERHR -

Table 1

Features of Type | and Il monoclonal antibodies

Type I monoclonal antibodies

Type Il monoclonal antibodies

Intertetramer binding

¢ Localization of CD20 onto lipid rafts

¢ High complement-depende
¢ Binding to class [ epitope

* No homotypic adhesion

¢ Caspase-dependent inducti
¢ Full CD20-binding capacity

e CD20 modulation

nt cytotoxicity induction

on of cell death by apoptosis

« Examples: rituximab, ofatumumab

Intratetramer binding

* No localization of CD20 onto lipid rafts

» Low complement-dependent cytotoxicity induction

* Binding to class Il epitope

» Strong homotypic adhesion

» Inducing non-caspase-dependent direct cell death

¢ Half-maximal CD20 binding at saturating conditions

e Less or no CD20 modulation

* Examples: obinutuzumab, tositumomab

e
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CTCAE {4
1 4R 2 R 3 4 4R
B Anemia||< EE&E&EE |8to <10g/dL | <8 g/dL BREdw - BEH
(Hgb) 10 g/dL ENAERE
AMKET |<ERREEEE- |<3,000 - <2000- <1000/mm?
WBC 3,000/mm? 2,000/mm? 1,000/mm?
hMIKET |<EEREEE- 1,000 to 500 to <500/mm?>
Neutrophils ||1,500/mm? <1,500/mm?®  |<1,000/mm?
(ANCQ)
[/)\iR FE&REZE (50,000 to 25,000 to <25,000/mm?
Platelets 75,000/mm?> <75,000/mm?® |<50,000/mm?
Infusion- S OlEEE R BN AERE B (BEEWTIRE |BRES TEE
related N2 - BESE AR |(REF—FHBE |REE
reaction FE - ; FERRZEY) | FE); 3 —RtRA
"R 24 N\ - |BEERIE - [EE
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(5 N B
FE)
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Ff%&§* S BIEINBEEREEFE RGBT 24 /\BZA - AT
R RZE T EAZBEGE 12 /\BE2 1 /MR IFLERRES0ER

> ETHZHHAERR  olfEERIET - WERE John Cunningham
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> BEHNEIEEARTREOLISSER - A B A0S
7 R R AR TR ENE -

> ERERR -

> BERREBERM/NRE NS/ L MEYESER

> ERIERR - BE - MEREARIERES -

> BAEZERETUHSM TSEEI PR RV B BEIR (BB RS - 8 - &
PP AP ~ BRFIRRIE - FEENRHE - BERASERPE) - LA MRI - BRHMEZERIFEAS
W ERZBER -

wE

Obinutuzumab IgG1 type 2 @— @ EKikE - oISHERIREAIFE B MEIKE Y
# B MEIKFRER CD20 IR - E455 2 CD20 i - obinutuzumab E#H(1)%
BIFRARSE - QEEE AN THEBEERE(EEMARILT)R/3)E
{CHAs BRI FE - SREE1E B AHREARER - R F AR ESIE TS E M
AR (ADCC) B iz kB A ln & I /E A (ADCP) -

Figure 1: rituximab
A Obinutuzumab 1E
ARERNESR -

rituximab 2 | Z47

Complement-dependent
cytotoxicity @-}

RRRRRRRR

Antibody-dependent

cellular cytotoxicity @

e Ak

32 - BIERTEER
(lipid rafts) L&
CD20 s#E/EA - 1
M &S B 2RI RS ik
B SET -
Obinutuzumab 22—
EEE TR I B
A2 - Olf&E CD20 nffntx B AlifE:E - EARENmEREGAREH - B
BREEmnErETAREY - mEkEESRERMEZEARSET -

Antibody-dependent
phagocytosis @

(Reference: https://www.nature.com/articles/d42473-018-00278-8)
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	 慢性淋巴性白血病(Chronic lymphocytic leukemia)
	 與chlorambucil並用於未曾治療過的慢性淋巴性白血病。
	 FDA於2013年核准適應症
	 Pivotal trial: ​​Obinutuzumab plus Chlorambucil in Patients with CLL and Coexisting Conditions
	 濾泡性淋巴瘤(Follicular lymphoma)
	 未曾治療：於第二期大型腫瘤、第三期或第四期先與化療並用，達到部分緩解的病人接著進行單獨治療。
	 FDA於2017年核准適應症
	 Pivotal trial: Obinutuzumab for the First-Line Treatment of Follicular Lymphoma
	 治療失敗/復發：病人使用含rituximab的療程治療失敗或復發時，先與bendamustine並用，接著進行單獨治療。
	 FDA於2016年核准適應症
	 Pivotal trial: Obinutuzumab plus bendamustine versus bendamustine monotherapy in patients with rituximab-refractory indolent non-Hodgkin lymphoma (GADOLIN): a randomised, controlled, open-label, multicentre, phase 3 trial
	1. 皮膚系統 : 搔癢(2%)、皮疹(單獨治療≥10%；合併治療17%)。
	2. 內分泌系統：高血鉀(20-33%)、高血鈉(16%)、高尿酸(28%)、低白蛋白(23-33%)、低血鈣(32-39%)、低血鉀(14%)、低血鈉(26%)、低血磷(36-41%)。電解質可能因癌細胞的變化造成電解質波動。醫師會抽血監測，適時補充電解質。
	3. 胃腸道消化系統 : 便秘(8-32%)、腹瀉(單獨治療≥10%；合併治療10-30%)、喪失食慾(14%)。
	4. 泌尿生殖系統：泌尿道感染(單獨治療≥10%；合併治療5-13%)。
	5. 肝臟系統：高膽紅素(21%)、ALT上升(28-50%)、ALP上升(18-27%)、AST上升(27-44%)。停藥後，可恢復。
	6. 感染：皰疹感染(單獨治療13%；合併治療18%、感染(38-82%)。
	7. 神經系統 : 疲憊 (單獨治療≥10%；合併治療40%)、頭痛 (18%)、失眠 (15%)。
	8. 骨骼肌肉系統 : 關節痛(12-16%)、肌肉骨骼症狀(包含肌肉骨骼疼痛，單獨治療20%；合併治療18-54%)。骨骼肌肉疼痛，可服用普拿疼緩解疼痛。
	9. 腎臟系統 : 肌酸酐上升(30%)。多補充水分。
	10. 呼吸系統 : 咳嗽(單獨治療23%；合併治療10-35%)、肺炎(14%)、呼吸道感染(單獨治療≥10%；合併治療14%)、上呼吸道感染(單獨治療40%；合併治療36-50%)。
	 腎功能不全者劑量調整：無需調整劑量。
	 肝功能不全劑量調整：無需調整劑量。
	 副作用劑量調整
	 骨髓抑制：可能發生嚴重且危及性命的白血球低下，此情形可能是晚發型(≥28天)且也有可能持續超過28天，當病人發生第三級或以上的白血球低下時應考慮給予白血球生長素。可能發生嚴重且危及性命的血小板低下，有致死性出血的案例，考慮暫停使用抗血小板、抗凝血劑或其他可能增加出血藥品的藥物。
	 B肝復發：此機轉藥品可能造成B肝復發，可能導致猛爆性肝炎、肝衰竭及死亡，可能發生在HbsAg陽性、HBsAg陰性但anti-HBc陽性的病人。若病人B肝復發，是否應停止使用obinutuzumab尚不確定，已治療完成的病人重新使用obinutuzumab前，應與B肝治療的專家討論。
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