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1. Dich té hoc
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NOGi dung

2. VEGF va co’ ché tac dung ctia Avastin



Sw téng sinh mach mau la diéu kién thiét yeu cho
khoi u tang trwé'ng va ton tai'

~

« Khoi u kich thwdc >2mm dwdng kinh can hé mach
cung cap mau déc lap de ton tai va phat trient

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



Yéu to tang treréng néi md mach mau (Vascular Endothelial
Growth Factor - VEGF), chat diéu hoa chinh cho sw hinh
thanh mach mau khoéi u

\2

*Predominant molecular species
Ferrara, et al. Endocr Rev 1997

Chéat diéu hoa chinh tao thanh mach mau

Kich thich sw tang trwédng clia cac té bao ndi mé
mach mau

Ciing dwoc goi la chat VEGF-A

Cac phan t& lién quan: VEGF-B, C va D, yéu tb
phat trién nhau thai (Placental grovvth factor —
PLGF)

Go6m 2 chudi glycoprotein twong tw nhau
Trong lwong phan tr: 45,000Da
Géan véi thu thé VEGF-2 va heparin
C6 4 dang phan t
— VEGF,y,
VEGF g5

— VEGF 4
— VEGF,4



VEGF la chat hoat h6a xuat hién sém va dai dang
cho sw tang sinh caa mach mau khoi
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Sw hién dién lién tuc ctua VEGF °

A

\ e —

« Khéi u lién tuc can dén VEGF dé tao nén hé mach mau m&i®
« VEGF hién dién lién tuc sudt qué trinh phat trién cua khdi u, tham chi
ngay ca khi c6 sw xuat hién cta chuoi hoat héa thir phat236.7

IGF = insulin-like growth factor; PDGF = platelet-derived growth factor; EGF = epidermal growth factor
1. Bergers, Benjamin. Nat Rev Cancer 2003; 2. Kim, et al. Nature 1993; 3. Folkman. In: DeVita, Hellman, Rosenberg, eds. Cancer:
Principles & Practice of Oncology. Vol 2. 7th ed. Philadelphia, PA: Lippincott Williams & Wilkins 2005; 4. Ferrara, et al. Nat Med
2003; 5. Inoue, et al. Cancer Cell 2002; 6. Mesiano, et al. Am J Pathol 1998; 7. Melnyk, et al. J Urol 1999



VEGF gop phan tao ra cac bat thwong vé chirc
nang ctia hé mach khoi u

» Twong tac ctia VEGF v&i cac thu thé 1a yéu té chinh thic day sw tang
sinh mach méau khéi u
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Lam téng tinh thdm
thanh mach**

1. Ferrara. Endocr Rev 2004; 2. Hicklin, Ellis. JCO 2005; 3. Baka, et al. Expert Opin Ther Targets 2006;

4. Morabito, et al. Oncologist 2006; 5. de Vries, et al. Science 1992; 6. Bergers, Benjamin. Nat Rev Cancer 2003;

7. Jain. Science 2005; 8. Gerber, Ferrara. Cancer Res 2005; 9. Jain. Nat Med 2001; 10. Inoue, et al. Cancer Cell 2002;
11. Margolin. Curr Oncol Rep 2002; 12. Hu, et al. Am J Pathol 2002



Mc‘)irlién quan gilra sw hién dién cua VEGF véi thoi gian
song kém la co’ s& cua liéu phap wc che yéu toé nay
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Yamamoto, et al. BJC 1997; Duncan, et al. Clin Cancer Res 2008
Shen, et al. BJC 2000



Avastin, khang thé don dong, nham tring dich VEGF

4 B ~

- Avastin ngan ngira VEGF gan két vé&i cac thu thél?2
* Avastin c6 thoi gian ban thai dai (khoang 20 ngay) c6 thé gop phan vao
tac dung kiém soat khoi u lién tuc?

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



Avastin trc ché sw phéat trién mach mau cho khoi u
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ngwa gan két cua chat
nay v&i thu thé VEGF

Chudi phan tng hoat
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Tang cwong qua trinh
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mau khoi u



Avastin tao ra nhiéu tac déng gop phan lam ting hiéu qua

diéu trj*-20
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Thodi trién Uc ché
cta hé mach khéi u su tang sinh & phat trién
hién cé'3 cac mach mau m¢il-328

¥
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Khang lai sy thdm qua mang
cua cac mach mau con sét laitl-13
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Tang ty 1é dap (rng mdt cach nhat quan®’
Kiém soat lién tuc s tang trwdng cla khdi ud-10
Lam giam c6 chuéng va tran dich cdc 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, 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 2008; 20. Ninomiya, et al. J Surg Res 2009
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CHI BINH AVASTIN VO'I BENH NHAN
UNG THU CO TU CUNG

Avastin két hop voi paclitaxel va cisplatin hoac paclitaxel
va topotecan dwoc chi dinh diéu tri cho bénh nhan ung

thw biéu m6 ¢6 tr cung dai dang, tai phat hodc di can.




NOGi dung

4. Nghién ctru GOG 0240



Nghién ctru GOG-240: thiét ké nghién ciru

 M¢t thé nghiém pha Ill ngau nhién nghién ctu cisplatin/paclitaxel hodc
topotecan/paclitaxel £ Avastin & phu nlir mac ung thw co t&r cung giai doan IVB,
tai phat hoac dai dang?

a N
Hoa tri Liéu phap tc ché
cht chét sinh mach
f=
Paclitaxel (135-175mg/m?)/ £ 3
: cisplatin (50mg/m?) q3w © z
Phéan ngau % D
nhién = s
1:1:1:1 — g
2 N [}
Ung thw co tir cung Avastin (15mg/kg) + §
(NCT00803062) paclitaxel (135-175mg/m?)/ g <
N=452 cisplatin (50mg/m?) q3w =
« Giai doan IVB nguyén phat
« Tai phat/Dai déng - c
« Bénh c6 thé do luwong 2
+ GOG PS 0-1 Paclitaxel (175mg/m?)/ g g
+ Chua dugc hoa tri trude day topotecan (0.75mg/m?) D1-3 q3w 2 s
dé didu tri bénh tai phat § o
—
Avastin (15mg/kg) + %
paclitaxel (175mg/m?)/ = <+«
topotecan (0.75mg/m?) D1-3 q3w &£
Céac chu ky nhac lai 21 ngay mét 1an cho dién khi bénh tién trién,
ddc tinh & mirc khong thé chap nhan, hodc dap (ng hoan toan
\ v

« Két cuc chinh: OS va tinh dung nap cta bén phac dé

- Két cuc phu: PFS va ORR

1. Tewari KS et al. NEJM 2014



GOG-0240: Tiéu chi chon bénh

» 1. Ung thw CTC nguyén phat giai doan ivb hoac tai phat/ dai déng té bao
vay, té bao tuyén, té bao vay-tuyén va khéng thé diéu tri bang phau thuat
va/ hoac xa tri

e 2. GOG PERFORMANCE STATUS (PS): 0OR 1

1. Héi phuc tlr anh hwéng clia cac phwong phap diéu tri trwdc dé
it nhat 6 tuan tir hoa-xa tri cudi cling

- [t nhét 6 tuan tw bat ky dai phau

- [t nhét 3 tuan tw 1an xa tri cudi




GOG-0240: Tieu chi loai trir

1. GOG PS: 2,3 HoAC 4

2. CO tién s rd 6 bung, thing dwdng tiéu hoa, hodc ap xe trong 6
bung, trir khi da xay ra trwdc khi nghién ciru bat dau khoang tir 3
dén 6 thang va bénh nhan phai dwoc diéu trj lanh va/ hodc da diéu
tri b&nh Iy can guyén ra tbn thwong nay

3. C6 triéu ching 1am sang hoac dau hiéu tac rudt va can phai nuoi
an hoac cung cap dich qua dwong tinh mach

4. V&t thuong, l0ét chwa lanh hodc gdy xwong nghiém trong

5. Dang c6 tinh trang chdy mau hodc cé bénh Iy c6 thé gay nguy co

chdy mau cao, nhw rdi loan chdy mau, bénh ly ddng mau, hodc buwdu
mau



GOG-0240: Két qua nghién ctru

Avastin kéo dai thoi gian séng con toan bo 1én 3.9 thang so véi phac do
héa tri don thuan

4 '
1.0
HR=0.74
O5% KTC=0.58-0.94
08 P=0.0132
- 0E R
k= Bl Avastin® + hoa tri (n=227)
a L LT | B Hoa tri don thudn (n=225)
2 o4 :
i
02 :
i 12.9 ! 1 16.8
[i] & 12 18 24 30 g
Thixi glan séng cdn toan bé (thing)
\ J

1. Tewari KS et al. NEJM 2014



GOG-0240: Két qua nghién ctru

Avastin kéo dai th&i gian séng bénh khong tién trién 1én 2.3 thang so vei
phac doé hda tri don thuan

HR =0.66
95% KTC=0.54-0.81
P=0.0001

I Avastin® + hda tri (n=227)
Bl Hda tri don thudn (n=225)

Xdc sudt

0 6 12 18 24 30 36

Théi gian séng banh khéng tién trién (thing)

1. Tewari KS et al. NEJM 2014



GOG-0240:; Ket qua nghién ctru

Avastin cai thién ty 1€ dap trng & bénh nhan ung thw ¢b tir cung

s ~
i ]
£
g P=0.0117
3 25
3
-
=
0
Hda tri dom thudn Avastin® + Héa tri
(N=225) (n=227})
\_ Y

1. Tai liéu thong tin ké toa Avastin.
2. Tewari KS et al. NEJM 2014



GOG-0240:; Ket qua nghién ctru

1. Tewari KS et al. NEJM 2014

Tinh an toan da dwoc chirng minh cua Avastin.

60
B Avastin® + hda tri (n=220) -
50 B Hsa tri don thudn (n=219)
a4
40
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% 30 28
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Protein Hust Hudt St gidm Rivdutmg  Mghén Tang Bau Gidm Bién off
nigu furydt huyét bach ciu figu haa- mach huyétdp [cSpdb=2) bach duémg
(cipdd =3) daday coguan trung tinh sinh duc Tyt lcdp do =2) cdu hat tidu hda
: sinhduc  (fpda=3) (cipdd=3  khei (cdp 80 =4} ngoaitriy
(cipdo=3) (cip do=3) (cdp dd 23) i duimg
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GOG-240: div liéu ve tinh an toan

« D liéu vé tinh an toan trong cac nhan quy dinh dwoc dwa trén nhirng phan tich cta
Roche theo hwéng dan cua phap luat va phu hop véi phwong phap luan cla céc tho
nghiém v&i Avastin khac

Dir liéu chinh vé tinh an toan

« O nhi*rng bénh nhan dwoc diéu tri ung thw cb t& cung dai déng, tai phat hodc di can voi
Avastin

— Viéc xa trj trwde dé 1a mot yéu td nguy co gay thing da day-rudtl-3
— Viéc xa trj trwde dé la mot yéu td nguy co chinh gay ro da day-rudt-am daol-3

— Nguy co thuyén tac huyét khdi tinh mach (VTE) c6 thé tangi-3

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

Thdng dwdng tiéu hoda 0,0% 3,2%
RO duwong tiéu hdéa-am dao 0,9% 8,3%
L6 ro khong thude Gl 1,4% 1,8%
VTE Cép d6 =3 5,4% 10,6%

Gl, duong tiéu héa; VTE, thuyén téc huyét khéi tinh mach
1. EU SmPC; 2. US prescribing information; 3. Swissmedic prescribing information



GOG-240: két luan

— Avastin phoi hop héa tri gitp cai thién dang ké OS trong ung thw biéu md cd t&r cung tai
phat hoac dai dang, giai doan VB!

« Cai thién OS gan 4 thang va PFS I1&én 2.3 thang.

« Tang dang ké ORR.

» Nhénh cisplatin + paclitaxel (diéu tri chuan hién hanh) khong kém hiéu qua hon, va do
doé khong thé giai thich cho sw khac biét vé OS.

« Loi ich nhan thiy ngay ca khi bénh tai phat nam & khung xwong chau dwoc chiéu xa
trwéc day.

— Avastin Ia thubc dwgc nham dich dau tién dé cai thién OS trong bénh ung thw phu khoa

— S’u cai thien OS ,khi diéu trj v&i Avastin khong kém theo sw suy gidm chat lwong cudc
song lién quan dén swrc khoée!

— RO tiéu hoa-sinh duc da dwoc xac dinh la mét tac dung phu méi cho Avastin trong ung
thw cO tr cung va ty Ié€ huyét khdi tinh mach cao hon so v&i ghi nhan trwdc day trong
cac thir nghiém lam sang cua Avastin®

ORR, ty Ié dép tng; OS, thoi gian séng con toan bo; PFS, thoi gian séng con khéng bénh tién trién;
1. Tewari KS et al. NEJM 2014; 2. EU SmPC; 3. US prescribing information; 4. Swissmedic prescribing information



NOi dung

5. Hwéng dan diéu tri theo NCCN



FDA va EMA da chap thuan Avastin trong
dieu tri ung thw co6 tw cung

EUROPEAN MEDICINES AULi~ .
SCIENCE MEDICINES HEALTH
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FDA News Release

FDA approves Avastin to treat patients with
aggressive and late-stage cervical cancer Meda

B4 Tara Goodin

Inquiries

f sHare in unkeDin | @ PiMIT | B EMAIL | B PRINT S 240-402-3157
Consumers
For Immediate August 14, 2014 %, BBE-INFO-FDA
Release
Release Related Information

Espafial
« Office of Hematology and
Oncology Products (OHOP)

The U.S. Food and Drug Administration today approved a new use for Avastin
(bevacizumab) to treat patients with persistent, recurrent or late-stage (metastatic) « Approved Drugs: Questions
cervical cancer. and Answers

« MNCI: Cervical Cancer

Cervical cancer grows in the tissues of the lower part of the uterus known as the
cervix. It commonly occurs when human papillomaviruses (HPV), a virus that
spreads through sexual contact, cause cells to become cancerous. Although there
are two licensed vaccines available to prevent many types of HPV that can cause
cervical cancer, the National Cancer Institute estimates that 12,3260 American
women will be diagnosed with cervical cancer and 4,020 will die from the disease in Follow @US_FDAE
2014. Kl Follow FDAE

Follow @FDAmedia &

Follow FDA

Awastin works by interfering with the blood vessels that fuel the development of
cancerous cells. The new indication for cervical cancer is approved for use in
combination with chemotherapy drugs paclitaxel and cisplatin or in combination
with paclitaxel and topotecan.
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EPAR summary for the public

Avastin
bevacizumab

This is a summary of the European public assessment report {EPAR) for Avastin. It explains how the
Committee for Medicinal Products for Human Use {CHMP) assessed the medicine to reach its opinion in
fawour of granting a marketing authorisation and its recommendations on the conditions of use for
HAvastin.

What is Avastin?

HAvastin is a cancer medicine that contains the active substance bevacizumab. It is available as a
concentrate that is made up into a solution for infusion (dnp) into a vein.

What is Avastin used for?

HAvastin is used to treat adults with the following types of cancer in combination with other cancer
medicines:

cancer of the colon or rectum (large intestine) that is metastatic (has spread to other parts of the
body), in combination with chemotherapy medicines that include a “fluoropyrimidine”;

metastatic breast cancer, in combination with paclitaxel or capecitabine;

non=small cell lung cancer that is advanced (has started to spread), metastatic or recurrent (has
come back after initial treatment) and cannot be removed by surgery. Avastin is given in
combination with chemotherapy medicines that indudes a *platinum-based’ medicdine;

advanced or metastatic kidney cancer, in combination with interferon alfa-2a;

epithelial cancer of the ovary, cancer of the fallopian tube (part of the female reproductive system
that connect the ovaries to the uterus) or the peritoneum (the membrane lining the abdomen).
Avastin s used when the cancer is advanced or recurrent, in combination with certain
chemotherapy medicines;

30 Churchill Place « Canary Wharf « London E14 5EU « United Kingdom

Telephans +24 (0)20 3560 6000 Facsimile +44 (D20 3660 5555
Sand a question via our wabsite www.ema_europa eu/contact

#n agency of the Burapsan Union -

© Eurcpean Medicines Agency, 2015 Reproduction is authorised provided the source is acknowledged

= cancer of the cervix (the neck of the womb]) that is persistent, recurrent or metastatic. Avastin is
given in combination with paditaxel and either the platinum=-based medicine cisplatin or, if this
cannot be used, another chemotherapy medicine, topotecan.

See the summary of product characteristics (also part of the EFAR) for more information.

The medicine can only be obtained with a prescription.
How is Avastin used?

Avastin treatment should be supervised by a doctor who has experience in the use of cancer
treatments.

The first infusion of Avastin should last 90 minutes, but subsequent infusions may be given over a
shorter period if the first infusion is tolerated well. The dose is between 5 and 15 mg per kilogram body
weight every two or three weeks, depending on the type of cancer being treated. The treatment is
continued wntil the patient no longer benefits from it. The doctor may decide to interrupt or stop
treatment if the patient develops certain side effects.

How does Avastin work?

The active substance in Avastin, bevacizumab, is a monockonal antibody. A monoclonal antibody is an
antibody (a type of protein) that has been designed to recognise and attach to a specific structure
{called an antigen) in the body. Bevacizumab has been designed to attach to vascular endaothelial
growth factor (VEGF), a protein that circulates in the blood and makes blood vessels grow. By
attaching to VEGF, Awvastin stops it having an effect. As a result, the cancer cells cannot develop their
own blood supply and are starved of oxygen and nutrients, helping to slow down the growth of
tumours.

How has Avastin been studied?

In metastatic cancer of the colon or rectum, the effects of adding Avastin to chemotherapy including a
fluoropyrimidine have been studied in three main studies. The first two studies involved patients whose
metastatic disease was being treated for the first time (*first=line” treatment): the first study (in 923
patients) and the second study (in 1,401 patients) compared Avastin with placebo (a dummy
treatment) when given in combination with chemotherapy. The third study involved 829 patients who
had failed previous treatment including a fluoropyrimidine and irinotecan (other chemotherapy
medicines).

In metastatic breast cancer, Avastin has been studied in two main studies. The first study compared
the effects of Avastin with paditaxel to paclitaxel alone in 722 patients. The second study compared
the effects of adding either Avastin or placebo to various chemotherapy treatments, including
capecitabine, in 1,237 patients.

In advanced, metastatic or recurrent lung cancer, Avastin has been studied in 878 patients. The study
compared the effects of Avastin with platinum-based chemotherapy to chemotherapy alone.

In advanced or metastatic kidney cancer, Avastin has been studied in 649 patients with advanced or
metastatic disease. The study compared Avastin with placebo when given in combination with
interferon alfa-2a.

In ovarian, fallopian tube and peritoneal cancer, two main studies were performed involving 3,401
patients with newly diagnosed cancer including advanced cancer. In these studies, Avastin, in
combination with carboplatin and paclitaxel, was compared with carboplatin and paditaxel alone.

Avastin
EMA/L7S824/201% Page 274
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Tém tat don gian cac hwéng dan lam sang cho
diéu tri ttrng giai doan ung thw c6 ttr cung

NCCN v2.20151 ESMO 20122

Didutriban ddu  Didu trj bénh tai phat  Didu tri ban dAu e

phat
IA1 Phau thuat Phau thuat
IA2 Phau thuat hodc RT . Phau thuat
Phau thuat hoac
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IB1, 1AL 2 c z . ~ _ - ] er} nnan lan dau
RT  cisplatin RT + hoa tr| hogc hoac RT+ cisplatin diéu tri v&i Platin
Cisplatin, carboplatin cisplatin/paclitaxel
IB2—IVa RT + cisplatin hoac paclitaxel don trj RT + cisplatin
Phau thuat hodc
e (Cisplatin hoac
R EENel ] (er 2 carboplatin) +
\Ys) Hoéa tri * Avastin hodc Hoa tri + gElliErE Hoa-xa tri giam nhe
) Avastin hoac Vv&i cisplatin
cisplatin +
hodc Cham sdc hd tro topotecan
t6t nhat

ESMO, Héi ung thw chdu Au; NCCN, Mang Iuwéi Ung thw Toan quéc; RT, xa tri
1. Biéu chinh theo hwéng dan cia NCCN 2015; 2. Biéu chinh theo Colombo N et al. Ann Oncol 2012.



NCCH Categories of Evidence and Consensus

Category 1: Based upon high-level evidence, there is uniform NCCHN
consensus that the intervention is appropriate.

Category 2A: Based upon lower-level evidence, there is uniform
MCCHN consensus that the intervention is appropnate.

Category 2B: Based upon lower-level evidence, there is NCCN
consensus that the intervention is appropnate.

Category 3: Based upon any level of evidence, there is major NCCHN
disagreement that the intervention is appropriate.

All recommendations are category 2A unless otherwise noted.
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{Strongly consider clinical trial)

Firgt-line combination th&rmy.["'r Possible firstline single-agent therapy
. Eisplatin.'p»a{:Iitaxel.fhevacizumab1 + Cisplatin {preferred as a single a;;|13nt:|3
(category 1) = Carboplatin®
= Cisplatin'paclitaxel (category 1]2-3 + Paclitaxel®
» Topotecan/paclitaxel/bevacizumalby
(category 1)

. Carhnplatin.fpaclita:-el"'-5
(Category 1 for patients who have received
prior cizplatin therapy)

= Carboplatin/paciitaxel/bevacizumalby

« Cisplatin/topotecan®

» Topotecan/paclitaxel

« Cisplatin/gemcitabine (category 3)7

L

CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCERT

Second-line thermﬂﬂ

{Agents listed are category 2B unless

otherwise noted)
* Bevacizumab

« Albumin-bound
» Docetaxel

paclitaxel

« 5-FU [5-flucrouracil)

* Gemcitabine
+ [fosfamide

+ Irinotecan

» Mitomycin

» Pemetrexed

* Topotecan

* Vinorelbine

TiCizplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions [S
TCost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.
tHtReferences for second-ine therapy are provided in the Discussion.

Hofe: All recommendations ars category 28 unless ofherwiss Indicated.

Chindcal Trials: HCCH bellewes that the best management of any cancer patient Is In a clinkcal tial. Participation In clinlcal trials Is especially sncouraged
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short courses of BT may provide symptomatic relief to patients with
bone metastases, painful para-aortic nodes, or supraclavicular
adennpamlj_ﬂlﬂ 8217

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
cisplatin was previously used as a radicsensitizer, combination
platinum-based regimens are prefermed over single agents in the
metastatic disease setiing based on several randomized phase |l trials
isee next paragraph) 218212 However, responses to chemotherapy are
often of ghort duraticn and survival is rarely increased.

First-Lime Combination Chemotherapy

Cigplatin has been considered the most effective agent for metastatic
cervical cancer. 2 However, most patients who develop metastatic
disease have received concurrent cisplatin/®T as primary treatment and
may no longer be sensitive fo single-agent platinum therapy 118219
Cizplatin-based combination chemotherapy regimens, such as
cisplatin/paclitaxelfbevacizumab (category 1), cisplatinpaclitaxel
(category 1), and cisplatinftopotecan (category 248), have been
extensively investigated in clinical studies 212292922 A randomized
phase Il study (GOG 169) in 264 patients compared cisplatin'paclitaxel
versus cisplatin alone for metastatic, recurrent, or persistent cenvical
cancer. Patients receiving the 2-drug combination had a higher
response rate (36% vs. 19%) and improved PFS (4.8 months va. 2.8
mionths; P = 001) compared to single-agent cisplatin, although no
improvement was seen in median survival *® Patients who responded
to cisplatin/paclitaxel had a significant improvement in quality of life.

Varmbsil 2008 11280589 o

e

Ancther randomized phase Il study (GOG 172) in 294 patients
investigated cizplatin‘topotecan versus cisplatin alone for recurment or
persistent cenvical cancer. The topotecan combinaticn regimen was
shown to be supenor to single-agent cisplatin with respect to overall
response rate (27% vs. 13%, P = .004), PF5 (4.6 months vs. 2.9
months; P = _014), and median survival (9.4 months vs. 6.5 months;

F =1017)2" The FDA (Food and Drug Administration) has approved
cisplatinftopotecan for advanced cervical cancer. However, the
cisplatin/paclitaxel or carboplatindpaclitaxel regimens are kess toxic and
easier to administer than cisplatinftopotecan. ==

A phase ll trial (GCGE 204) comparad 4 cisplatin-doublet regimens
(cigplatin/paciitaxel, cisplatinftopotecan, cizplatinigemcitakine, and
cisplatinfvinorelbing) in 513 patients with advanced metastatic or
recurment cancer.=2 The trial was closed early based on futility analysis,
because it was apparent that the cisplatinftopotecan,
cisplatin/gemcitabine (category 3), and cisplatinfvinorelbine regimens
were not supenor to the control am of cisplatin/paclitaxel. Mo significant
differences in overall survival were seen; however, the frends for
response rate, PFS, and overall survival (12.9 months ve. 10 months)
suggest that cisplatindpaclitaxel is superior to the other regimens.
Cisplatin/paclitaxel was associated with less thrombocytopenia and
anemia (but with more nausea, vomiting, infection, and alopecia) than
the other regimens.

A recent randomized phase Il trial (GOG 240) studied the addition of
bevacizumab to combination chemotherapy regimens
(cizplatin/pacitaxelbevacizumal or topotecan'paclitaxelbevacizumaly)
in 452 patients in the first-line setting of metastatic, persistent, or
recurment cenvical cancer. An analtysis of pooled data from the two
chemotherapy regimens revealed significant improvements in overall
survival among patients receiving bevacizumab (17.0 months vs_ 133

Cme 2075, Al igtts redemived The NCCN Goaleines® a=d this illesiraticn may nel be reprodeced in any borm wisoul the
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months; P = .004). While topotecan/paclitaxel (category 24) was not
shown to be superior to cisplatin'paclitaxel, it may be considered as an
alternative in patients who are not candidates for cisplatin. ™ While
bevacizumab led to higher toxicity (eq, hypertension, thromboembolic
events, and gastrointestinal fistula), it was not associated with a
statistically significant decrease in patient-reponted quality of life (P =
.27).** Based on these data, the FDA approved bevacizumab as part of
combination therapy with paclitaxel and either cisplatin or topotecan for
treating persistent, recurrent, or metastatic cenvical cancer*= The panel
has accepted both bevacizumab-containing regimens as category 1
options for treatment of persistent, recumrent, or metastatic cervical
Cancer.

A recent systematic review of the data on cisplatin'paclitaxel and
carboplatindpachitaxel regimens also suggested that lower toxicity
E-EI"pr|EII]I'I—hESBE| reglmens app&ar to be an equall'_q' effective

metastatic cenvical cancer.** Based on the collective findings from
GG 240 and JGOHE0505, the panel has opted to include
carboplatindpaciitaxel/bevacizumab as an additional treatment option for
recurrent or metastatic cenvical cancer (category 24).Based on the

Recently published data from a phase Il randomized trial (JCOG0505)
suggested that carboplatindpaclitaxel is non-inferior to
cisplatin/paclitaxel in 253 women with metastatic or recurrent cervical
cancer.®® Many physicians use carboplatinfpaclitaxzel because of ease
of administration and tolerability. 2 Results from JCOGOS05 showed
that the carboplatin/paclitaxel (TC) regimen was non-inferior to
cisplatinfpaclitaxel (TF) in terms of median overall survival {(15.3 months
for TP vs. 17.5 months for TC; HR=0.994 {90% CI, 0.791c 1.25) F=
.032) and non-hospitalization periods were significantly longer for
patients receiving TC.=* However, among patients who had not
received prior cisplating O5 for TC and TP was 13.0 and 23.2 months,
respectively (HR=1.571; 95% CI, 1.06 to 2.32).=® Based on these data,
the panel recommends carboplatin/paclitaxel as a category 1 option for
patients who have received prior cisplatin therapy.
Carboplatin'paclitaxel iz a category 24 recommendation for other
indications (ie, for patients who have not received pricr platinum-based
therapy).

Vambsil A8 1128058 Comg
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previous studies, cisplatinfpaclitaxel and carboplati nfpﬂcﬁtaxel have
become the most widely used systemic regimens for metastatic or
recurment cervical cancer. However, for patients who may not be
candidates for taxanes, cisplatinftopotecan and cizsplatin‘gemcitabine
remain reasonable atternative regimens.'%-"% Nonplatinum regimens
are also being studied and may be considered in patients who cannot
tolerate platinum-based chemotherapy. 21

Single Agents

Cisplatin is generally regarded as the most active agent and is
recommended as a first-line single-agent chemotherapy oplion for
recurrent or metastatic cenvical cancer; reported response rates are
approximately 20% to 30%, with an occasional complete

response 21820232222 Oyerall sunvival with cizplatin is approximately & to
9 months. Both carboplatin and paclitaxel have each been reported to
be tolerable and efficacious and are also possible first-line single-agent
chemotherapy. 227 Therefore, palliation with single agents—cisplatin,
carboplatin, or paclitaxel—is a reasonable approach in patients with
recument disease not amenable to surgical or radiotherapeutic
approaches.

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

of pechn, MS-16
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NOi dung

6. Liéu dung va céach truyén



Liéu dung

» Avastin dwgc dung két hgp véi mét trong cac thudc sau
trong phac d6 hoa tri liéu: paclitaxel va cisplatin hoac
paclitaxel va topotecan.

+ Liéu dworc khuyén céo cta Avastin 1a 15 mg/kg can nang
dung mét l1an méi 3 tuan theo dwdng truyén tinh mach.

» Khuyén cdo tiép tuc diéu tri Avastin cho dén khi bénh tién
trien hoac xuat hién déc tinh khong dung nap dworc.

1. Tai liéu thong tin ké toa Avastin.



Thé&i gian truyén

tot
dung nap

Lan truyén 3
va sau dé

1. Tai liéu thong tin ké toa Avastin.
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