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Noi dung

1. Dich té hoc va liéu phap diéu tri

"

Rl
0.0

K CTC: Ganh n@ng toan cau (Globocan 2012)

Ung thw c6 ttr cung la loai ung thw phé bién thir 4 & phu niv
va thtr bay & ca hai gi¢i, vé&i 528.000 trwwéo'ng hop méi vao
nam 2012.

Khoang 85% UTCTC xay ra & cac nwéc dang phat trién.
Vung c06 nguy co cao, v&i ASR wéc tinh trén 30/100.000, bao
gom Déng Phi (42.7), Melanesia (33.3), Nam (31.5) va Trung
(30.6) Chéau Phi.

ASR thap nhat: Uc / New Zealand (5.5) va Tay A (4.4).
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> 302
206 - 30.2
136 - 206
79 - 136
<79

[ Nodata [ Not applicable

GLOBOCAN 2012 (IARC)

Xuat do wée tinh caa ung thw ¢6 tie cung (UTCTC) & Viét nam

Xuét d6 thudc
nhém trung binh
(13,6 — 20,6)

. il

thir 6 trong céac loai ung thw

Male

Liver
Lung
Stomach
Breast

Colorectum

Cervix uteri

Ung thw cé tr cung |a loai ung thw phé bién

Female

Nasopharynx

Leukaemia

Xuét do trung binh

Brain, nervous system (nhém 5)
- * 5.146 ca moi
Nan-Hodgkin lymphoma .
Corpus uteri " ASR:10,6
Thyroid
Lip, aral cavity
Other pharynx
Larynx
Prostate
Ovary
Bladder
Pancreas
200 150 100 50 ﬁ 50 100 150 200
Numbers of new cases/dzaths (x100) B New cases
GLOBOCAN 2012 (IARC) M Deaths
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Dich té hoc ung thw ¢6 tr cung khu vwee Péng Nam A

Ung thu ¢ tir cung, moi Itra tudi

Thuwdng dén kham & giai doan mudn : 54%

Xuét d6 ung
thw cb t&r cung
tai Viét nam
thuéc nhém
thap trong khu
vue: 10,6

ASR (W) per 100,000

GLOBOCAN 2012 (IARC)
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Dieu tri KCTC giai doan tién xa

« Pau nam 1999: NCI (My) cdng bd két qua 5 cong
trinh cho thay hoa tri phdi hop véi xa tri cai thién
thoi gian séng thém cho bénh nhan ung thw CTC
gd tién xa: 60% bénh nhan cé thé séng thém 5
nam.

« Phdi hop héa xa trj déng thoi la diéu trj chuan duoc
khuyén céo cho hau hét cac BN di can tai chb tai
vung hoac di can xa.

[Biéu tri KCTC di can xa hogc bénh dai dang
khé DT: Nhu cau I&n chwa dwoc dap trng

Cisplatin dwoc xem la loai thudc don tri c6 hoat tinh manh nhét
trong KCTC. Tuy nhién

* Thoi gian dap trng ctia khdi u véi Cisplatin don tri trong KCTC di can
tién xa hoac dai dang khéng kha quan va théi gian song chi dat
khoang 6-9 thang @™

» Trong céc phac d6 phdi hop co Cisplatin, chi co phac d6 Cisplatin-
Topotecan ghi nhan c6 loi ich vé thoi gian song thém toan b so voi
dung don hoéa tri; do nhiéu ddc tinh, it bac sy str dung phac dé nay @

Phéc d6 két hgp Cisplatin-Paclitaxel: ty 1 dap trng, thoi gian song

bénh k’héng tién trien (PFS) va th&i gian song thém toan bo, va ¢cé

dac diem ve doc tinh thuan lgi hon so véi Cisplatin-Topotecan 42

UTCTC di qén hoac tai phat dap trng véi hc’ga tri thwong

ngan va hiém khi kéo dai dwoc thei gian song thém @

10

1.NCCN Guidelines 2015,
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Chwa c6 nhiéu tién b trong diéu tri UTCTC dai
dang kho dieu tri trong 10 nam qua

Nghién 0os,
clru (nam) n Phéc do thang PFS, thang RR% Céc phat hién chinh
COG0169 ¢, Cisplatin 8.8 28 19 Cai thign v& ORR va PFS
(2004) Cisplatin + paclitaxel 9.7 48 35 Khong c6 cai thién dang ké vé 0S
isplati Ung h¢ phéc db cisplatin-topotecan
G0G-0179 Cisplatin 6.5 2.9 13 . Q op ) P D . o
(20052 364 o Mt sé ¥ kién cho réing OS trong nhém cisplatin-ddi
Cisplatin + topotecan 9.4 4.6 27 chirng thap do diing nhidu xa tri va cisplatin
Cisplatin + paclitaxel 12.9 5.8 29 . P . . ‘ .
GOG-0204 Cisplatin + topotecan 103 46 23 Nghién ctru cling co dEJ’ Iley cholmsplatln»paclltaxel la
513 E R I phéac do chuan
(2009)2 Cisplatin + gemcitabine 10.3 4.7 22 ¢ phéc db phéi hoo khilc khana cho két qua tt h
Cisplatin + vinorelbine 10.0 40 26  CAcphac o phoihop khac khong cho ket qua tot hon
Carboplatin-paclitaxel khong kém hon
Cisplatin + paclitaxel 18.3 6.9 n/a cisplatin-paclitaxel trong quan thé chung
3(53(?56 253 V6i cac bénh nhan chwa diéu tri platinum trudc do, 0S
(2012)¢ tdt hon voi phéc db cisplatin-paclitaxel
Carboplatin + paclitaxel 175 6.2 n/a  0s dai hon so véi cac nghién ciru khac cé thé lién quan

dén quan thé BN nghién cru (ngwdi Nhat Ban)

1. Moore DH, et al. J Clin Oncol 2004;
2. Long HJ 3¢, et al. J Clin Oncol 2005;
3. Monk BJ, et al. J Clin Oncol 2009;

0S = overall survival: Thi gian sdng thém toan bd; PFS = progression-free survival:
Thai gian séng bénh khang tién trién; RR = response rate: ty 1& dap ng; SoC = standard

4. Kwaiawa R, et al. J Clin Oncol 2015 of care: diéu tri chuan

11

Noi dung

2. VEGF va co ché tac dung ctia Bevacizumab

12
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Sinh mach trong ung thw

« Khi mét khdi u K hinh thanh thi xung quanh né sé
sinh ra mét mang lw¢i mach mau day dac. Mach mau
nay nudi dwéng khdi u va dem té bao K di khap co
thé (di can).

« Loai thubc cé thé chdng lai sw hinh thanh mach mau
quanh khéi u tlr d6 lam cho khdi u ngrng phat trién,
nhé di va gidm bét nguy co di can, loai thube nay goi
la thubc chdng sinh mach (angiogenesis inhibitor).

« Sinh mach la gi ? la tao thém nhirng mach mau mai
tr mach mau cii. Noi xuat phat hién twong sinh mach
|a té bao ndi mac mach mau.

—
Sinh mach trong ung thw

@ Té bao ndi mac mach mau 1a gi ? Mach mau gém 3 16p
* l&p vé mach mau
* |&p co
* |&p t€ bao ndi mac mach mau (TBNMMM).
@ Khi can sinh mach mau méi cac TBNMMM tang sinh s6 lwong, tach xa

nhau dé tao khoang hé dé phan nhanh mach mau giong nhw mét canh
cay I&n dam ra nhiéu nhanh cay nha.

Sy sinh mach lam khdl u phit trién .:-,vm.,|¢nmm¢.mmay '
o e
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Sw tang sinh mach méau | diéu kién thiét yéu cho
khoi u tang trwré’ng va ton tai!

Khéi u kich thwéc dwdng kinh >2mm can hé mach cung cap mau
doc lap dé ton tai va phat trien

1. Folkman. In: Kufe, Pollock, Weichselbaum, eds. Cancer Medicine (Holland). 6th ed. Hamilton, Ontario: BC Decker;
2000; 2. Bergers, Benjamin. Nat Rev Cancer 2003; 3. Folkman. NEJM 1971; 4. Folkman. J Natl Cancer Inst 1990

Sinh mach trong ung thw

« Cac TBNMMM chi kh&i phat hién twgng sinh
mach khi bi kich thich.

M6t trong nhitng yéu td kich thich sinh mach
mau quan trong la chat VEGF (vascular
endothelial growth factor). Chat nay dworc tiét
ra b&i té bao K.

« Chéat VEGF tac ddong dwoc lén té bao ndi mac
ddéng mach 1a vi té bao nay co6 thu thé VEGF
(VEGFR- vascular endothelial growth factor
receptor).




p—
Yéu t6 tang trwéng ndéi md mach mau (Vascular Endothelial
Growth Factor - VEGF), chat diéu hoa chinh cho sw hinh
thanh mach mau khéi u
g Y\

« Chét didu hoa chinh tao thanh mach méau

+ Kich thich sy tang trwéng ctia cac t& bao noi mo
mach mau

+ Ciing dwoc goi la chat VEGF-A

+ Céc phan t lién quan: VEGF-B, C va D, yéu té
phat trién nhau thai (Placental growth factor —
PLGF)

+  Gbm 2 chudi glycoprotein twong tw nhau
» Trong lwgng phan ttr: 45,000Da
+ Gén v6i thu thé VEGF-2 va heparin
» Cb 4 dang phan tt
— VEGF,,,
— VEGF 4

— VEGF g
— VEGF,u

&

17

Ferrara, et al. Endocr Rev 1997

F . . .
VEGF - chat quan trong chu yéu trong sudt qua trinh
phat trién buwéu

bFGF
TGFB-1
PIGF
PD-ECGF
T?;%Z bFGF Pleiotrophin
’ bFGF TGFp-1
P TGFp-1 PIGF
i ;‘-ﬁﬁ PIGE PD-ECGF
iy

N S

- v ad

+ VEGF hién dién trong subt doi séng ctia khéi buéul2
« VEGF van tiép tuc hién dién trong cac budc tiép theo clia qua trinh phat trién
bwdud4 .
1. Folkman. In: Cancer: Pripqiples and_Practice of Oncology 2005; 2. Relf, et al. Cancer Res 1997; 3. Hanrahan, et al.
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Sinh mach trong ung thw
Té bao ung thw tiét ra chat VEGF, chat nay sé tac dong

léen TBNMMM qua thu thé VEGF lam té bao nay khoi
phat hién tweng sinh mach.

TBung - » TE ni mac Cicchit | Taomach
thw \.fEGFvEGFR mach méu sinhmach | Mdu moi

Thuoc chong sinh mach

Cac thubc chdng sinh mach phai dya trén co (;hé cua
sw sinh mach do d6 hai muc tiéu ma thuéc nham dén la
VEGF va thu thé VEGF (VEGFR).

1. Céc thubc e ché VEGF: Bevacizumab (Avastin),
Afliberecept (Zaltrap)

2. Cac thudc trc ché VEGFR: VEGFR1, VEGFR?2,
VEGFR3

29/05/2017

10



29/05/2017

Cac dich nham trong chong sinh mach: chat

gan két VEGF hoac thu thé VEGF (VEGFR)

Khéng thé o Thuthé VEGFRs hoa tan
- (VEGF-TRAP)

Phan ttr nho trc ché
VEGFRs (TKls)

S sinh mach

=

Mach méu ting sinh ~ Diéu tri bang thuée  Mach mdu thodi trién Biréu thodi trien
quanh khoi burdu chong sinh mach

Nature Reviews | Cancer

Hoa tri tac dong trwe tiép |én té bao K.
Thuéc chéng sinh mach khéng tac déng trwe tiép Ién té bao K.

22

11



P
1997: bevacizumab_ “ngw&i hoéa” A4.6.1

Khang thé don dong tai td hop ngwdi khang VEGF
(Recombinant humanisg:d monoclonal anti-VEGF
antibody) dwoc phat trien tr anti-VEGF MAb A4.6.1

93% ngwei, 7% tir chudt
# véi cac dang chinh
VEGF ngwei, Kd =8 x
10-10M

Chu ky ban huy 17-21
ngay

1. Presta, et al. Cancer Res 1997

p—

Bevacizumab, khang thé don dong, nham tring dich VEGF

-

« Avastin ngan ngira VEGF gan két véi cac thu thél?2
« Avastin c6 th&i gian ban thai dai (khoang 20 ngay) c6 thé gép phan vao
tac dung kiém soéat khéi u lién tuc?

24

1. Tai ligu thong tin ké toa Avastin; 2. Presta, et al. Cancer Res 1997;
3. Avastin prescribing information

29/05/2017
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Bevacizumab (Avastin) gay thoai trién hé

vi mach mau nudi bwéu
Sau mét lieu bevacizumab, thé tich va mat do mach

mau nubi bwdu giam rd rét trén quan sat lam sang va
thwc mach mau giam 80% trong vong 24 gi& truyén

Control Mab* Anti-VEGF MAb*

Bevacizumab binh thwd'ng héa mach mau nudi buéu

Quan sat thyc nghiém: bevacizumab c6 tac dung 12
@ giam cac mach mau non

@ gidm tinh thdm mach

@ giam ap lwc thuy tinh trong buwéu

Céc tac dong nay giup tang hiéu qua cua hoéa tri 3-5

MQ b
:‘ :a)(a::(" ‘

(L %
o 1
\.| i T2
g ) T

Hé mach mau binh thwéng Hé mach mau bat thwong ‘Binh thwdng héa’ hé mach

1. Sturk, Dumont. In: Basic Science of Oncology 2005 - 2. Gerber, 2

Ferrara. Cancer Res 2005 - 3. Jain. Nat Med 2001; 2. 4. Jain. Science

29/05/2017
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F . .
Bevacizumab tao ra nhiéu tac dong gop phan lam tang hiéu
qua dieu tril—20

b ¢

g L3l

Thoai trién Uc ché Khang lai sw thAm qua mang
ctia hé mach khéi u sw ting sinh & phét trién clia cAc mach mau con sét laill-13
hién c61-3 cac mach mau meéil-38

b 4 h

Tang ty 1é dap trng mot cach nhat quan4’
Kiém soat lién tuc sw ting trwéng cta khéi us-10
Lam giam cé chwéng va tran dich cAc mang23.11.14-20

1. Baluk, et al. Curr Opin Genet Dev 2005; 2. Willett, et al. Nat Med 2004; 3. O'Connor, et al. Clin Cancer Res 2009; 4. Hurwitz, et al. NEJM

2004; 5. Sandler, et al. NEJM 2006; 6. Escudier, et al. Lancet 2007; 7. Miller, et al. NEJM 2007; 8. Mabuchi, et al. Clin Cancer Res 2008; 9.

Wild, et al. Int J Cancer 2004; 10. Gerber, Ferrara. Cancer Res 2005; 11. Prager, et al. Mol Oncol 2010; 12. Yanagisawa, et al. Anti-Cancer

Drugs 2010; 13. Dickson, et al. Clin Cancer Res 2007; 14. Hu, et al. Am J Pathol 2002; 15. Ribeiro, et al. Respirology 2009; 16. Watanabe, 27
et al. Hum Gene Ther 2009; 17. Mesiano, et al. Am J Pathol 1998; 18. Bellati, et al. Invest New Drugs 2010; 19. Huynh, et al. J Hepatol

Noi dung

3. Chi dinh

28

29/05/2017
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Ung thw ¢é tir cung
tai phat hoac di can hoac dai dang sau xa

 Bevacizumab + Paclitaxel va
Cisplatin

 Bevacizumab + Paclitaxel va
Topotecan

Noi dung

4. Nghién ctru GOG 0240

29/05/2017
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Nghién clru GOG-240: thiét ké nghién ctru
+ Mot thr nghiém pha Il ngdu nhién nghién cu cisplatin/paclitaxel hodc

topotecan/paclitaxel + Avastin & phu ni méc ung thw ¢d t& cung giai doan IVB,
tai phat hodc dai dang?

Hoa tri Ligu phap tc ché
cht chét sinh mach
Paclitaxel (135-175mg/m?)/ ] H
cisplatin (S0mg/m?) q3w 5 2
Phan ngau 3 =
nhién o £
1111 - g
o 3
Ung thw cb tir cung Avastin (15mglkg) + 3
(NCT00803062) paclitaxel (135-175mg/m?)/ z
N=45: cisplatin (50mg/m?) q3w
« Giai doan IVB nguyén phat
« T4i phat/Dai dang - -
« Bénh c6 thé do luong 2
+GOG PS 0-1 Paclitaxel (175mg/m?)/ 5 g
+ Chua duoc hoa i trué day topotecan (0.75mg/m?) D1-3 q3w £ <
@& diéu trj bgnh téi phat § 5]
—
Avastin (15mg/kg) + g
paclitaxel (175mgim?)/ £
topotecan (0.75mg/m?) D1-3 g3w &
Céc chu ky nhéc ai 21 ngay motiAn cho dién khi bénh tidn trién,
doc tinh & murc khdng thé chdp nhan, hodc dap (ng hoan toan
\

+ Két cuc chinh: OS va tinh dung nap clia bén phac db

+ Két cuc phu: PFS va ORR

1. Tewari KS et al. NEJM 2014

31

| *
GOG-0240: Tiéu chi chon bénh

Bénh nhan UTCTC nguyén phét giai doan IVB, da duoc chan doan mo hoc
°® Ja ung thw biéu mo & bao gai, ung thu biéu mé gai tuyén va ung thw biéu
mé tuyén, va khong thé didu tri dwoc bang phau thuat va/hoac xa tri.

Bénh phai danh gia duoc, duoc dinh nghia 1a c6 téi thiéu 1 khéi u c6 thé do
® chinh xac it nhat 1 kich thwdc (dai nhét), dung dé danh gia dap ¢ng didu tri
(theo tiéu chudn RECIST)

Bénh nhan phai cé dély da chive nang huyét hoc, chirc nang than, chirc
® nang gan, cac théng s6 déng mau, va co ti I1é protein — creatinin (ti Ié UPC)
<1.0mg/dL

+ Didm tdng trang theo GOG 14 0 hoac 1
*® Hién tai khong cé nhiém khuan can dung khang sinh
Da hdi phuc sau buwéc diéu tri trwdc dé: thoi gian trudc khi phan ngau

® nhién téi thiéu 6 tuan ké tir khi thuc hién dai phu hodc 6 tuéin ké tw khi
héa xa tri dong thoi va toi thiéu 3 tuan ké tr khi thwe hién xa tri don thuan

32
b Tewari K, et al. N Engl J Med 2014
(GOG-0240 study protocol available as supplementary material)

29/05/2017
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GOG-0240: Tiéu chi loai tru!

Bénh nhan c6 chi sé tbng trang GOG 2,3 hoéc 4

Bénh nhan cé tinh trang than & nuwéc 2 bén va khéng thé can

~~~~~ * thiép bang thdng tiéu ho&c dan lvu qua da.

Nhirng bénh nhan da hoa tri tredc d6 (ngoai trir hoa xa tri

dong th&i) hoac cac thuée khang VEGF

— Nhi*ng bénh nhan da xa tri déng thoi voi palitaxel va/hodc
topotecan ciing bi loai tri

"""" ® Cédicannéao

C6 kém thém bénh ly ac tinh khéac, ngoai trir ung thw da

C6 tién slr hodc bang chirng vé bénh Iy than kinh trung wong

C6 cac bénh ly tim mach quan trong trén lam sang

1. Tewari K, et al. N Engl J Med 2014 33
(GOG-0240 study protocol available as supplementary material)

=
GOG-0240: Tiéu chi loai trie! (Tiép theo)

Bénh nhan c6 vét thwong nghiém trong, vét loét hodc gay xwong
chwa lanh (Néu bénh nhan co tién st rd & bung, thing dwong tiéu

~~~~~~~~~~~ * hoa, hodc ap xe trong & bung, trwéc khi nghién ctru bt ddu khodng
tlr 3 dén 6 thang bénh nhan phai dwoc diéu tri lanh va/hoac da diéu
tri bénh ly can nguyén gay ra tén thwong ro/thling nay)

Dang c6 tinh trang chay mau hodc cé bénh ly c6 thé gay nguy co
""""" ® chay méau cao

P4 thuc hién dai phdu trong vong 28 ngay trwéc khi st dung liéu
Bevacizumab dau tién hodc cé tién lwgng phai thyc hién dai phau
trong sudt qua trinh nghién ctru

Dang mang thai hodc cho con bu

""""" ® Cé triéu chirng 1am sang hodc dau hiéu tic rudt va can phai nuéi &n
hodc cung cap dich qua dwdng tinh mach

C6 bénh ly mach mau ngoai vi cé y nghia lam sang
C6 bénh ly than kinh ngoai bién > do 2

1. Tewari K, et al. N Engl J Med 2014 34
(GOG-0240 study protocol available as supplementary material)

29/05/2017
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GOG-0240: Bevacizumab kéo dai th&i gian séng con toan bd
(OS) Ién 3.9 thang so vé&i hoa tri don thuan?

L HR-O 74 = Avastin + hoa trj (»=227)
Tt == Hoa trj don thuan (n=225)
95% ClI=0.58-0.94
08 p=0.0132
06
-
«©
S eccrccccccccccnccnconscncccccces Huanunnu
[
g 04
x
0.2
129 ; 168 —
0 3
0 6 12 18 24 30 36
Thei gian séng con toan bo (thang)
\

*

Bevacizumab (Avastin) + hoéa trj giam 26% nguy co ttv vong (HR = 0.74)

s0 véi phac dd héa tri don thuan

1. Tai ligu thong tin ké toa Avastin

35

=

Bevacizumab kéo dai séng con & da phan nhém

Phat hién ti» phan tich dwéi nhém vé séng con toan bd nhin chung twong déng véi toan thé dan sét

Phan nhém

Tudi =40yr
40 to =48 yr
48 to=56yr
=56 yr

Téng trang 0

Piéu tri Platinum — No

xa tri trwdec do

Tinh trang bénh A&;ancgd
Recurrent or pe

Diéu trj Topotecan No
h(

Chng toc Ile?'. black

o Black

Loai mb hoc Adenccarcinoma
Adenosquamous
Other
Squamous

Bénh viing chau No

Toan thé dan sé

1. Tewari KS et al. NEJM 2014

112
111
108
121
263
189
115

Sb lwgng bénh nhan

Ti lé Hazard Ratio

|

HH

it

T+_H__+_

it

T
0.0

T T T
L0 15 20 2.5

H

Nhém thtr nghiém tét hon

Nhém chirng tét hon

36

29/05/2017
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GOG-0240: Bevacizumab kéo dai th&i gian s6ng bénh khong tién trién
|én 2.3 thang so v&i phac do hoa tri don thuan?

cT AV +CT
(n=225) (n=227)
Events, n (%) 195 (86.7) 190 (83.7)
Median PFS, 6.0 83
months

HR=0.66 (95% ClI, 0.54-0.81)
p<0.0001

Xac suét

T T
18 24 30 36 42

Thei gian séng khong bénh tién trién (thang)

Bevacizumab (Avastin) + héa tri giam 34% nguy co’ bénh tién trién
(HR = 0.66) so v&i phac do héa tri don thuan

1. Tai liéu t

hong tin ké toa Avastin

37

p—

Diéu tri v&i Avastin khong lam thay ddi chat lwong cudc séng bénh nhan!?

GOG 240: Functional assessment of cancer therapy-cervix cancer
trial outcome index (FACT-Cx TOI)'

120 - i+ Hod ché ]
Avastin + Hoa chat
™ Ho4 chét don thudn

90| : : .
£ _—
3
2 : : : :
H ] : ; :
5 &0 :
<}
x
Q
s
2
w30
£
5
Q

(]
= Fy= fom iz  mnnthe T emeathe
Truock TrudcH2 Trudc#s 6 thang 9 thang
E sau#l sautl
Thoi gian danh gi

Khoéng c6 sw khac biét vé chat lwong cudc sdng noi

chung véi diéu tri c6 Avastin so v&i hod tri don thuan

1. Pensor

n RT et al. Patient Reported Outcomes in a Practice Changing Randomized Trial of Bevacizumab in the Treatment of

Advanced Cenvical Cancer: A Gynecologic Oncology Group study. Presentation at ECCO, 2013.

38
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GOG-240: dir liéu vé tinh an toan
Div liéu chinh vé tinh an toan

® O nhitng bénh nhan dwoc didu tri ung thw ¢ tir cung dai dang, tai phat hoac di can voi
Bevacizumab

— viéc xa tri trwdre d6 1a mot yéu td nguy co gay thiing da day-rudti-3
— viéc xa tri trwvdc d6 la mot yéu t6 nguy co chinh gay ro da day-ruét-am dao'-3

— nguy co thuyén tac huyét khdi tinh mach (VTE) c6 thé tang-3

Tac dung phu Hoéa tri (n=219) Avastin + Hoa tri (n=220)

Thlng dwdng tiéu héa 0,0% 3,2%
Ro dwdng tiéu héa-am dao 0,9% 8,3%
L4 ro khéong thudc Gl 1,4% 1,8%
VTE Cép do =3 5,4% 10,6%
G, duong tiéu héa; VTE, thuyén téc huyét khéi tinh mach 39

1. EU SmPC; 2. US prescribing information; 3. Swissmedic prescribing information

p—

Giam thiéu nguy co thing va ro dwéong tiéu hoa: thoi gian khuyén
céo ti thiéu trwde khi bat dau véi bevacizumab trong nghién ctiru GOG-0240

Diéu tri lanh vét ro bung,
thang dwdng tiéu hoa hoac
ap xe trong bung

[ Lan xa tri cudi cling

B4t dau didu
tri voi
bevacizumab

23-6 thang

[ Lan hoé xa tri cudi ciing ]

40

1. Tewari K, et al. N Engl J Med 2014 (GOG-0240 study protocol available as supplementary material)
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Két qua nghién clru GOG 240 cho thay

+ Bevacizumab (Avastin) phdi hop héa tri gitip cai thién dang ké OS va PFS
trong UTCTC tai phat/dai dang, hoac giai doan IVB!

—Cai thién OS gan 4 thang va PFS lén 2.3 thang.
—Té&ng dang ké ORR.

+ Bevacizumab (Avastin) la thuéc dwoc nham dich dau tién dé cai thien OS
trong bénh ung thw phu khoa.

+ Tiéu chi chon bénh 1a mét yéu td kha quan trong.

« Su cai thién ’OS khi diéu tri \{é’i Bevacizumap (Avastin) khong kem theo sw
suy giam chat lwong cudc song lién quan dén strc khoe.

* RO duwdng tiéu hdéa — sinh duc dwec xac dinh la mét tac dung phu méi va
dang lwu y clia Bevacizumab trong ung thw co t& cung.

ORR, ty ¢ dép tng; OS, thdi gian séng con toan bg; PFS, thoi gian séng con khong bénh tién trién n

1. Tewari KS et al. NEJM 2014; 2. EU SmPC; 3. US 4.

Noi dung

5. Hwéng dan diéu tri quoc té
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Network® Cervical Cancer Discussion
CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCERT
(Strongly consider clinical trial)
Eirst-line combination therapy ™ Possible first-line single-agent th Second-line therapy !t
« Cisplatin/paclitaxel/bevacizumab! « Cisplatin (preferred as a single agent)® (Agents listed are category 2B unless
(category 1) « Carboplatin® otherwise noted)
« Cisplatin/paclitaxel (category 1)23 « Paclitaxel® = Bevacizumab
« Top pacli izumab! =+ Albumin-bound paclitaxel
(category 1) = Docetaxel
« Carboplatin/paclitaxel®® » 5-FU (5-fluorouracil)
(Category 1 for pati who have ived = Gemcitabine
prior cisplatin therapy) = lfosfamide
*C i i = Irinotecan
« Cisplatinitopotecan® » Mitomycin
+ Topotecan/paclitaxel » Pemetrexed
« Ci i itabine gory 3)7 = Topotecan
= Vinorelbine

TtReferences for second-line therapy are provided in the Discussion.

TCisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions (See NCCN Guidelines for Ovarian Cancer--Management of Drug Reactions [OV-C]).

TiCost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.

| Note: All recommendations are category 2A unless otherwise indi

icated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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short courses of RT may provide symptomatic refief to patients with

Another randomized phase Il study (GOG 179) in 294 patients

bone metastases, painful para-aortic nodes, or sup icular
adenopathy. e

Chemotherapy is often recommended for patients with extrapelvic
metastases or recurrent disease who are not candidates for RT or
exenterative surgery. Patients whose disease responds to
chemotherapy may have relief from pain and other symptoms. If
cigplatin was previously used as a radiosensitizer, combination
platinum-based regimens are preferred over single agents in the
metastatic disease setting based on several randomized phase |1l trials
(see next paragraph).218.213 However, responses to chemotherapy are
often of ghort duration and survival is rarely increased.

pl P versus cisplatin alone for recurrent or
persistent cervical cancer. The topotecan combination regimen was
shown to be superior to single-agent cisplatin with respect to overall
response rate (27% vs. 13%, F = 004), PFS (4.6 months vs. 2.9
months; P = .014), and median survival (9.4 months vs. 6.5 months;
F =017).2" The FDA (Food and Drug Administration) has approved
cisplatintopotecan for advanced cervical cancer. However, the

or i i regimens are less toxic and
ns
1.

easier to i than cisplatintop

A phase Il trial (GOG 204) compared 4 cisplatin-doublet regimens

ol , Cispl ine, and

First-Line Combination Chemotherapy

Cisplatin-based combination chemotherap]
i i b (category

M6t nghién cteu pha Il tién hanh ngau nhién (GOG 240) bd sung

Cisplatin has been considersd the most ff hevacizumab vao céac phac dé hoéa tri (cisplatin/paclitaxel/bevacizumab hodc
cervical cancer. ™ However, most patients| topotecan/paclitaxel/bevacizumab) trong 452 bénh nhan diéu tri bwéc 1 cho
disease have recelved concurrent cisplati | ng thiy ¢é tir cung di can tién xa, dai dang hodc tai phat. Phan tich div liéu
may no longer be sensitive fo single-agent] i, hai phac @8 hoa tri cho thay cai thién dang ké vé théi gian séng thém
toan bd & cac bénh nhan dung bevacizumab (17,0 thang so véi 13,3)

(category 1), and cisplatinfiopotecan (category 24), have been
extensively investigated in clinical studies 21521922124 A randomized
phase Ill study (GOG 169) in 264 patients compared cisplatin/paclitaxel
versus cisplatin alone for metastatic, recurrent, or persistent cervical
cancer. Patients receiving the 2-drug combination had a higher
respongse rate {36% vs. 19%) and improved PFS (4.8 months vs. 2.8
months; P = 001) compared to single-agent cisplatin, although no
improvement was seen in median survival.**® Patients who responded

ST I TSI T
Ci i was
anemia (but with more nausea, w
the other regimens.

ith less th ocytopenia and
iting, infection, and alopecia) than

A recent randomized phase |l trial (GOG 240) studied the addition of
I i to ination py regimens

or i izumab)
in 452 patients in the first-line setting of metastatic, persistent, or

to litaxel had a signif P t in quality of life. recurrent cervical cancer. An analysis of pooled data from the two
ch i led signi ts in overall
survival among patients receiving bevacizumab (17.0 months vs. 13.3
I Viaraion1 2018, 115515 @ National Comprahansive Cances Hetwerk, ine. 2015, = may ¥ g neewe. MS-15
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months; P = .004). While topotecan/paclitaxel (category 24) was not

A recent syshernahc review of the data on cisplatin/paclitaxel and

shown to be superior to cisplatin/p , it may be asan
altemative in patients who are not candidates for cisplatin* While
bevacizumab led to higher toxicity (eg, hypertension, thromboembolic
events, and gastrointestinal fistula), it was not asscciated with a
statistically significant decrease in patient-reported quality of life (P =

_27).7* Based on these data, the FDA approved bevacizumab as part of|

combination therapy with paclitaxel and either cisplatin or topotecan for

treating persk i ,or ic cervical cancer. ™ The panel
has ted both L ining as category 1
options for of p , TECUment, or ic cervical
cancer.

Recently published data from a phase Il randomized trial (JCOGDS05)
suggested that carboplatin/pacliaxel is inferior to
cisplatin/paclitaxel in 253 wom ith metastatic or recurrent cervical

car regimens also suggested that lower toxicity
car‘bnplalm—besed regimens appear to be an equally effective
altemative to cisplatin-based regimens for treating recurrent or
metastatic cervical cancer.® Based on the collective findings from
GOG 24[) and JGOGOS05, the panel has opted to include

car Jitaelt izumab as an additional treatment option for
recurrent or metastatic cervical cancer (category 24) B:ned on the
previous studies, and carbop have
become the most widely used systemi for metastatic or
recurrent cervical cancer. However, for patients who may not be
candidates for taxanes, cisplatinfopotecan and cisplatinigemcitabine
remain reasonable alternative regimens.'s='* Nonplatinum regimens
are also being studied and may be considered in patients who cannot
tolerate platinum-based chemotherapy. 21

théang; P =.004). Trong khi topotecan/paclitaxel (mirc d6 tin cay 2A)

khéng cho thy vwet trdi hon phac dé cisplatin/paclitaxel, phac dé dé c6
thé dworc xem nhw lwa chon thay thé cho cac bénh nhan khéng ding dwoc
cisplatin.?? Trong khi bevacizumab c6 thé 1am tang doc tinh (VD tang HA,
bién cb huyét khdi tic mach, va ro tiéu héa), thuéc khong lam giam dang
ké chét lwgng cudc séng ngwdi bénh (P = .27).226 Dwa vao céc dir liéu nay,
FDA da phé duyét bevacizumab |a mdt phan trong phac dé diéu tri két hop
véi paclitaxel va vei cisplatin hodc topotecan cho cac trwong hop ung thw
c6 tir cung dai déng, tai phat, hodc di can tién xa.??” Hoi dong da chap
thuan cac phac dd cé bevacizumab |a Iwa chon bwéc 1 trong diéu trj ung

thw cé tir cung dai dang, tai phat hoac di can tién xa.

Agents

ktin is generally regarded as the most active agent and is

bmended as a first-ine single-agent chematherapy option for

fent or metastatic cervical cancer; reported response rates are

pimately 20% to 30%, with an occasional complete

nge 19822023223 Qyerall survival with cisplatin is approximately 6 to

hths. Both carboplatin and paclitaxel have each been reported to

Erable and efficacious and are also possible firstine single-agent
2237 Therefore, iation with single agents—cisplatin,

jplatin, or pacli isa PPl 1in patients with

jent disease not amenable to surgical or radiotherapeutic

Carboplatin/paciitaxel is a category 2A recommendation for other
indications (ie, for patients who have not received prior platinum-based
therapy).

approaches.

Other agents (that are category 2B unless otherwise indicated) that
have shown responses or prolongation of PFS and may be useful as
second-ine therapy include bevacizumab,*® docetaxel, ™ 5-FU 2

nccwe. MS-16

Varaien 2018, 11725115 & Naticra] Comprahansies Cancer Nebwerk, ins 2015,

= may not

p—

Tém tat don gian cac hwéng dan 1am sang cho
dieu tri ttrng giai doan ung thw co ttr cung

NCCN v1.2016* ESMO 20122

Piéu tri ban dau
1AL Ph&u thuat
1A2 Ph&u thuat hodc RT

Piéu tri bénh tai phat

Piéu tri ban dau RIctiibonbita)
phéat
Ph&u thuat

Ph&u thuat

Phau thuat hodc

Phau thuat hodc

Phéu thuat £ h6 tro  Bgnh nhan Ian dAu

IB1, IIAL A (11 e ] £ o tr :
RT « cisplatin RIELealtiflionc hodc RT+cisplatin  giay tri voi Platin
Cisplatin, carboplatin cisplatin/paclitaxel
IB2-1Va RT + cisplatin hodac paclitaxel don tri RT + cisplatin
Ph&u thuat hodc
o P o] (Cisplatin hodc
R e ] et carboplatin) +
IVb Héa trj + Avastin hogc Hoa tri + paclitaxel Hoba-xa tri giam nhe
- Avastin _ hodc Vvéi cisplatin
cisplatin +
hodc Cham séc hd tro topotecan

tot nhat

ESMO, Héi ung thw chau Au; NCCN, Mang Iw6i Ung thw Toan quéc; RT, xa tri
1. Didu chinh theo hudng dén cta NCCN 2016; 2. Biéu chinh theo Colombo N et al. Ann Oncol 2012.
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Két luan

« VEGF Ié,chét kich thich sinh mach lién tuc
trong sudt qua trinh hinh thanh va phat trién
ung thuw.

> Duy tri trc ché VEGF c6 thé co vai trd sau khi
bénh tién trien, phwong cach nay dang dwoc
nghién ctru trén nhiéu loai ung thw khac nhau

 Bevacizumab (Avastin) la mot diéu trj tieu
chuan cho nhiéu ung thw

- Bevacizumab két hgp v&i hoa tri cai thién két
qua khi diéu tri ung thw ¢co tr cung dai dang, tai
phat va di can

Cam on swtheo doi
cua quy vi
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