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Avarage(group 5):

 5.146 new 

incidences

 ASR: 10,6

GLOBOCAN 2012 (IARC)

Cervical cancer is the 6th most common type 

of cancer



Incidence of 

Cervical 

Cancer in 

Vietnam is 

10.6

GLOBOCAN 2012 (IARC)
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Angiogenesis is essential for tumour growth and 

survival1

Tumours >2mm in diameter require an independent blood supply 

to survive and grow1–4

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
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VEGF, the key mediator of tumour angiogenesis

Key mediator of angiogenesis

Stimulates growth of endothelial cells

Also known as VEGF-A

Related molecules are VEGF-B, C and D, 

placental growth factor (PlGF)

Homodimeric glycoprotein

Molecular weight: 45,000Da

Binds VEGF receptor-2 and heparin

Four molecular species

— VEGF121

— VEGF165*

— VEGF189

— VEGF206

*Predominant molecular species

Ferrara, et al. Endocr Rev 1997
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Tumours continually require VEGF to recruit new vasculature5

VEGF continues to be expressed throughout tumour progression, even 

as secondary pathways emerge2,3,6,7

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
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Continued VEGF expression3

VEGF is an early and persistent promoter of 

tumour angiogenesis1–4
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Tumour VEGF contributes to the functional 

abnormalities of tumour vasculature1–5

Interaction of VEGF with VEGF receptors is a 

key mediator of tumour angiogenesis

VEGF

VEGF 

receptor

Facilitates survival of 

existing endothelial cells
1,2,6–8

Contributes to vascular 

abnormalities
1,2,6,7,9

Stimulates new 

vessel growth
1,2,6–8,10

Increases vessel 

permeability
11,12

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
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Association of VEGF expression with poor 

survival supports rationale for inhibition

Yamamoto, et al. BJC 1997; Duncan, et al. Clin Cancer Res 2008

Shen, et al. BJC 2000 
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Avastin prevents binding of VEGF to receptors1,2

Avastin has a long elimination half life (approximately 20 days) which 

may contribute to continuous tumour control3

Avastin

VEGF receptor

VEGF

1. Avastin Summary of Product Characteristics; 2. Presta, et al. Cancer Res 1997;

3. Avastin prescribing information

Avastin, a humanised monoclonal antibody, 

precisely targets VEGF
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Avastin inhibits tumour angiogenesis
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 Endothelial 
proliferation

VEGF
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 survival

Avastin binding to 

VEGF prevents binding 

to the VEGF receptor

VEGF receptor 

signalling pathways are 

not stimulated

Apoptosis is increased 

and cell survival is 

decreased due to 

inhibition of VEGF 

receptor signalling

Endothelial cell 

proliferation and tumour 

angiogenesis are thus 

decreased 

 Tumour 
angiogenesis



Avastin exerts multiple effects that contribute to 

increased treatment efficacy1–20

Regression
of existing tumour vasculature1–3

Inhibition
of new vessel growth1–3,8

Consistently increased response rates4–7

Continuous control of tumour growth8–10

Reduction of ascites and effusions2,3,11,14–20

Anti-permeability
of surviving vasculature11–13

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



Content

1. Epidemy

2. VEGF and the mechanism of Avastin

3. Indications

4. Reasearch on GOG 0240

5. Treatment instructions through NCCN

6. Dosage and method



Indications of Avastin in Cervical 
Cancer

16

Avastin, in combination with paclitaxel and cisplatin or 

paclitaxel and topotecan, is approved to treat persistent, 

recurrent, or metastatic cancer of the cervix.
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• A randomised phase III trial investigating cisplatin/paclitaxel ± bevacizumab or 

topotecan/paclitaxel ± bevacizumab in women with stage IVB (metastatic), recurrent or 

persistent cervical cancer1

• Primary endpoints: OS and tolerability of the four regimens

• Secondary endpoints: PFS and ORR

GOG-0240: study design

1. Tewari K, et al. N Eng J Med 2014

Bevacizumab (15mg/kg +

paclitaxel (135–175mg/m2)/

cisplatin (50mg/m2) q3w

Bevacizumab (15mg/kg +

paclitaxel (175mg/m2)/

topotecan (0.75mg/m2) D1–3 q3w
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Primary stage IVB, recurrent or persistent squamous cell carcinoma, 

adenosquamous carcinoma, or adenocarcinoma of the cervix which is not 

amenable to curative treatment with surgery and/or radiation therapy

Measurable disease. Patients must have at least one ―target lesion‖ to assess 

response (by RECIST)

Patients must have adequate haematological function, renal function, hepatic 

function, blood coagulation parameters and have a urine protein-creatinine 

ratio (UPC ratio) <1.0mg/dL

GOG performance status (PS) of 0 or 1

Free of active infection requiring antibiotics

Recovered from the effects of surgery/radiation therapy/chemoradiotherapy

– At least six weeks since last chemoradiotherapy

– At least three weeks since last radiation therapy alone

– At least six weeks since any major surgical procedure

GOG = Gynecologic Oncology Group; 

RECIST = Response Evaluation Criteria In Solid Tumors

1. Tewari K, et al. N Engl J Med 2014 

(GOG-0240 study protocol available as supplementary material)

GOG-0240: key inclusion criteria1

19



GOG PS of 2, 3 or 4

Patients with bilateral hydronephrosis which cannot be alleviated by ureteral 

stents or percutaneous drainage

Prior chemotherapy (except concurrent with radiation therapy) or anti-VEGF

– Patients who have received concurrent paclitaxel and/or concurrent 

topotecan with radiation therapy are ineligible

Craniospinal soft tissue metastases

Concomitant or prior invasive malignancy (except non-melanoma skin 

cancer)

History or evidence upon physical examination of CNS disease

Clinically significant cardiovascular disease

CNS = central nervous system; 

VEGF = vascular endothelial growth factor

GOG-0240: key exclusion criteria1

1. Tewari K, et al. N Engl J Med 2014 

(GOG-0240 study protocol available as supplementary material)
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Serious non-healing wound, ulcer, or bone fracture (if history of abdominal fistula, 

gastrointestinal perforation or intra-abdominal abscess, 3 to 6 months must pass 

before study entry and patient must have undergone correction or spontaneous 

healing of the perforation/fistula and/or the underlying process causing the 

fistula/perforation)

Active bleeding or pathologic conditions that carry high risk of bleeding

Major surgical procedure within 28 days prior to the first date of bevacizumab 

therapy or anticipated during the course of the study

Pregnancy or nursing

Clinical symptoms or signs of gastrointestinal obstruction and parenteral hydration 

and/or nutrition required

Significant peripheral vascular disease

Pre-existing grade ≥2 peripheral neuropathy

GOG-0240: key exclusion criteria (continued)1

1. Tewari K, et al. N Engl J Med 2014 

(GOG-0240 study protocol available as supplementary material)
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GOG-0240: Study results

Avastin prolonged Overall Survival up to 3.9 months vs Chemotherapy only

1. Tewari KS et al. NEJM 2014
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GOG-0240: Study results

Avastin prolonged Progression Free Survial up to 2.3 months vs

Chemotherapy only

1. Tewari KS et al. NEJM 2014
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Avastin improved Response Rate in patients with Cervical Cancer

GOG-0240: Study results

1. PI Avastin.

2. Tewari KS et al. NEJM 2014
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GOG-0240: Study results

Demonstrated safety of Avastin.

1. Tewari KS et al. NEJM 2014
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GOG-240: dữ liệu về tính an toàn

Tác dụng phụ Hóa trị (n=219) Avastin + Hóa trị (n=220)

Thủng đường tiêu hóa 0,0% 3,2%

Rò đường tiêu hóa-âm đạo 0,9% 8,3%

Lỗ rò không thuộc GI 1,4% 1,8%

VTE Cấp độ ≥3 5,4% 10,6%

GI, đường tiêu hóa; VTE, thuyên tắc huyết khối tĩnh mạch

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

• Dữ liệu về tính an toàn trong các nhãn quy định được dựa trên những phân tích của 

Roche theo hướng dẫn của pháp luật và phù hợp với phương pháp luận của các thử 

nghiệm với Avastin khác

Dữ liệu chính về tính an toàn

• Ở những bệnh nhân được điều trị ung thư cổ tử cung dai dẳng, tái phát hoặc di căn với 

Avastin

— Việc xạ trị trước đó là một yếu tố nguy cơ gây thủng dạ dày-ruột1–3

— Việc xạ trị trước đó là một yếu tố nguy cơ chính gây rò dạ dày-ruột-âm đạo1–3

— Nguy cơ thuyên tắc huyết khối tĩnh mạch (VTE) có thể tăng1–3



GOG-240: kết luận

– Avastin phối hợp hóa trị giúp cải thiện đáng kể OS trong ung thư biểu mô cổ tử cung tái 

phát hoặc dai dẳng, giai đoạn IVB1

• Cải thiện OS gần 4 tháng và PFS lên 2.3 tháng.

• Tăng đáng kể ORR.

• Nhánh cisplatin + paclitaxel (điều trị chuẩn hiện hành) không kém hiệu quả hơn, và do 

đó không thể giải thích cho sự khác biệt về OS.

• Lợi ích nhận thấy ngay cả khi bệnh tái phát nằm ở khung xương chậu được chiếu xạ 

trước đây.

– Avastin là thuốc được nhắm đích đầu tiên để cải thiện OS trong bệnh ung thư phụ khoa

– Sự cải thiện OS khi điều trị với Avastin không kèm theo sự suy giảm chất lượng cuộc 

sống liên quan đến sức khỏe1

– Rò tiêu hóa-sinh dục đã được xác định là một tác dụng phụ mới cho Avastin trong ung 

thư cổ tử cung và tỷ lệ huyết khối tĩnh mạch cao hơn so với ghi nhận trước đây trong 

các thử nghiệm lâm sàng của Avastin2–4

ORR, tỷ lệ đáp ứng; OS, thời gian sống còn toàn bộ; PFS, thời gian sống còn không bệnh tiến triển;

1. Tewari KS et al. NEJM 2014; 2. EU SmPC; 3. US prescribing information; 4. Swissmedic prescribing information
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FDA và EMA đã chấp thuận Avastin trong

điều trị ung thư cổ tử cung

http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwi-3ZK4nPzLAhWiI6YKHfRiDjYQjRwIBw&url=http://www.beaker.com/blog/index.php/2014/01/29/europe-soars-while-fda-lags-in-drug-approval/&bvm=bv.118817766,d.dGY&psig=AFQjCNGSyxcXSfhty0k342TmUCuoWa2HUw&ust=1460107995901581
https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiL6PLPnPzLAhUjMKYKHRt9C3oQjRwIBw&url=https://www.linkedin.com/in/cdstargell&bvm=bv.118817766,d.dGY&psig=AFQjCNEjaZahUFbgjDhKL1QtMQk_N9DDjA&ust=1460108080950452


http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjpuKa3sOrLAhWDMaYKHRoPDisQjRwIBw&url=http://www.casadicomo.com/&psig=AFQjCNFkKqHgpbrvABznFnmFC1Usqvkrhg&ust=1459494916505380




Summary of clinical treatment steps for cervical 

cancer

Stages NCCN v2.20151 ESMO 20122

First treatment Recurrence First treatment Recurrence

IA1 Surgery surgery

IA2 Surgery or RT
Surgery or 

RT ± chemo or

Cisplatin, carboplatin or 

paclitaxel singular 

surgery

First time patient with 

Platin

cisplatin/paclitaxel

IB1, IIA1
Surgery or

RT ± cisplatin

surgery± support or

RT+ cisplatin

IB2–IVa RT + cisplatin RT + cisplatin

IVb Chemo± Avastin

Surgery or

RT ± chemo or

Or Chemo± Avastin

Or best service

(Cisplatin or 

carboplatin) + 

paclitaxel 

or

cisplatin + 

topotecan

Reduced chemo

with cisplatin

ESMO, Hội ung thư châu Âu; NCCN, Mạng lưới Ung thư Toàn quốc; RT, xạ trị
1. Điều chỉnh theo hướng dẫn của NCCN 2015; 2. Điều chỉnh theo Colombo N et al. Ann Oncol 2012. 









•TS.BS. Mary McCormack 

•GS.TS.BS. Nicoletta Colombo
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dosage

•Avastin is used with one or several of the these medicine in

regimen chemo: paclitaxel and cisplatin or paclitaxel and

topotecan.

• Recommended dosage of Avastin is 15 mg/kg once per 3

week through intravenous

• Recommend the usage of Avastin until the advancement of

cancer or until the medicine does not work anymore

1. Tài liệu thông tin kê toa Avastin.



Duration of intravenous

1. Tài liệu thông tin kê toa Avastin.



Thank you for your attention


