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Liver cancers. Epidemiology in the RF

• C22 = Malignant neoplasm 
of liver and intrahepatic 
bile ducts (liver cell 
carcinoma, intrahepatic 
bile duct carcinoma, etc.)

• Mortality is greater than 
the incidence rate

• A trend toward higher 
rates
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Edited by A.D. Kaprin, V.V. Starinsky, A.O. Shakhzadova. Malignant neoplasms in Russia in 2021 (morbidity and mortality). M.: P.A. Herzen Moscow Research Oncology Institute, a branch of the National Medical Research Center of Radiology of the Ministry of Health of Russia, 2022, 252 pp.
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HCC in Sverdlovsk Oblast
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Petkau V.V., Bessonova Ye.N., Breder V.V., Kartashov M.V., Tarkhanov A.A. An analysis of the reasons for postmortem diagnosis of hepatocellular cancer // Evidence-Based Gastroenterology, 2023, Vol. 12, No. 1, pp. 42–48. 
Petkau V.V., Bessonova Ye.N., Breder V.V., Tarkhanov A.A., Kiseleva K.Ye. Impact of the multidisciplinary approach and patient routing on treatment outcomes in patients with hepatocellular carcinoma // Malignant Tumors, 2023, Vol. 13, No. 2, pp. 5–11. 

Petkau V.V., Bessonova Ye.N., Breder V.V., Anashkina M.A. First results of hepatocellular carcinoma screening in the risk group // the article has been peer-reviewed in the journal // Evidence-based Gastroenterology. 2023;12(4):54–59. 

HCC – hepatocellular carcinoma



Overall survival of patients with HCC
Sverdlovsk Oblast, 2015–2021 (n = 1917)

Petkau V.V., Bessonova Ye.N., Breder V.V., Tarkhanov A.A., Kiseleva K.Ye. Impact of the multidisciplinary approach and patient routing on treatment outcomes in patients with hepatocellular carcinoma // Malignant Tumors, 2023, Vol. 13, No. 2, pp. 5–11.

HCC, hepatocellular carcinoma; BCLC, Barcelona Clinic Liver Cancer (staging system)
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HCC: etiology
Sverdlovsk Oblast
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Petkau V.V., Bessonova Ye.N., Breder V.V., Kiselev Ye.A., Kiseleva K.Ye. Overall survival of patients with hepatocellular carcinoma of different etiologies // Practical Oncology, 2023, Vol. 24, No. 1, pp. 70–79 

HCC – hepatocellular carcinoma



*There is no scientific evidence in favor of any agent after atezolizumab + bevacizumab or after lenvatinib. Therefore, the choice of a second-line agent in this 
setting should be based on sound clinical judgment, toxicity profile, drug availability, and local regulations.

Bruix J, et al. J Hepatol 2021;75:960–974.

EASL recommendations (2021): Atezolizumab + bevacizumab has become the first-line 
standard of care for most patients with HCC

First-line 
therapy

Atezolizumab + 
bevacizumab*

Standard of care for 
most patients

Sorafenib
Lenvatinib*

If contraindications 
to atezolizumab + 

bevacizumab

Second-line 
therapy

Multi-TKI and VEGFR2 
inhibitor as per 

off-label availability

Regorafenib

Cabozantinib

Ramucirumab

Treatment algorithm for HCC candidates for systemic therapy

Limiting parameters for indication 
of atezolizumab + bevacizumab:
Ø Autoimmune conditions
Ø Prior transplant
Ø Risk of bleeding
Ø Arterial hypertension/CVD

Sorafenib remains a first-line treatment option for patients who are unsuitable for 
atezolizumab + bevacizumab, the new standard of care in first-line HCC

HCC – hepatocellular carcinoma, , EASL - European Association for the Study of the Liver 



RUSSCO Guidelines

Breder V.V., Bazin I.S., Balakhnin P.V., Virshke E.R., Kosyrev V.Yu., Ledin Ye.V. et al. Practice Guidelines on Pharmacologic Treatment of Hepatobiliary Cancers. RUSSCO Practice Guidelines, Part 1. Malignant Neoplasms, 2023 (volume 13), #3s2, pp. 494–538.

Figure 7
Second and subsequent lines of pharmacologic treatment for hepatocellular carcinoma, 

liver function no worse than Child-Pugh class B (7 points) and ECOG performance status 0–1

first line

second and 
third lines

subsequent lines

sorafenib / lenvatinib

Immunotherapy
Atezolizumab + bevacizumab
Tremelimumab + durvalumab

Nivolumab + ipilimumab
Durvalumab
Nivolumab

Pembrolizumab

Immunotherapy

lenvatinib / sorafenib

regorafenib / cabozantinib 
/ramucirumab (alpha-fetoprotein 

(AFP) > 400 ng/mL)

progressive disease

progressive disease

progressive disease

RUSSCO - Russian Society of Clinical Oncology, ECOG -Eastern Cooperative Oncology Group 



RESORCE was conducted in 152 centers in 21 countries in North and South America, Europe, Australia, and Asia; *Stratified by geographic region (Asia vs ROW), 
macrovascular invasion, extrahepatic disease, ECOG PS (0 vs 1), and AFP (<400 ng/mL vs ≥400 ng/mL); †Including clinical progression, unacceptable toxicity, 

withdrawal of patient consent, and discontinuation of therapy by the treating physician; ‡Defined as receiving sorafenib ≥400 mg daily for at least 20 days of the 
last 28 days of treatment; §As measured by Tivoli modified RECIST for HCC and RECIST 1.1.

1. Bruix J, et al. Lancet 2017;389:56–66; 2. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT01774344 (accessed April 2022). 

The phase 3, placebo-controlled RESORCE trial evaluated regorafenib in 
patients with HCC progressing on prior sorafenib1,2 

Patients
Ø Confirmed HCC; 

confirmed cirrhosis
Ø Radiologic progression 

during sorafenib treatment
Ø Randomization <10 weeks 

after last sorafenib dose
Ø Tolerability of prior sorafenib‡ 
Ø BCLC stage B/C
Ø ECOG PS 0/1
Ø Child–Pugh A

N=573

Regorafenib 
160 mg once daily 

(4-week cycles: 3W on/1W off) 
+ BSC
n=379

Matching placebo tablets 
Once daily 

(4-week cycles: 3W on/1W off) 
+ BSC 
n=194

Bruix J, et al. Lancet 2017 There were minor changes in the data following an update to the primary analysis. None of the changes altered the overall conclusions of the trial. The data shown here are as per the data published in the 
Lancet article before the updates. Please note that specific countries may have the updated data in their labels.

RESORCE study design

Primary endpoint:
Ø OS 
Secondary endpoints:
Ø Time to progression, PFS, 

response rate,§ DCR,§ safety

Disease
progression†

 
DeathR

2:1*

HCC – hepatocellular carcinoma,

https://clinicaltrials.gov/ct2/show/NCT01774344
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1. Bruix J, et al. Lancet 2017;389:56–66; 2. STIVARGA (regorafenib) Prescribing information (2020). Bayer, Whippany, NJ, USA.

Regorafenib significantly improved OS in patients who progressed on 
prior sorafenib in the phase 3 RESORCE trial

Placebo Regorafenib

10.6 months

OS in RESORCE1 

Median OS1 
(months)

6.5
7.8

HR 0.63; 
P<0.0001

10.6

 Subsequently, regorafenib was the first systemic therapy approved for the 
second-line treatment of HCC in patients previously treated with sorafenib2

Ø Median PFS was 3.1 months (95% CI 2.8, 4.2) 
with regorafenib and 1.5 months with placebo 
(HR 0.46; P<0.0001)
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Bruix J, et al. Lancet 2017 There were minor changes in the data following an update to the primary analysis. None of the changes altered the overall conclusions of the trial. The data shown here are as per the data published in the 
Lancet article before the updates. Please note that specific countries may have the updated data in their labels.

OS - overall survival, HCC – hepatocellular carcinoma-  



Events listed are treatment-emergent AEs occurring in at least 10% of patients in either treatment group; AEs were graded using NCI-CTCAE version 4.03.
Bruix J, et al. Lancet 2017;389:56–66.

TEAEs reported in the RESORCE trial were consistent with the known 
safety profile of regorafenib

Regorafenib (n=374) Placebo (n=193)

AE, % Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
Any AE 100 56 11 93 32 7

HFSR 53 13 NA 8 1 NA
Diarrhea 41 3 0 15 0 0
Fatigue 40 9 NA 32 5 NA
Hypertension 31 15 <1 6 5 0
Anorexia 31 3 0 15 2 0
Bilirubin increased 29 10 1 18 8 3
Abdominal pain 28 3 NA 22 4 NA
AST increased 25 10 1 20 10 2

TEAEs in the RESORCE trial (≥20% of patients)

The most 
common 

drug-related AEs 
were fatigue and 
skin/GI disorders

Regorafenib-related AEs led to interruptions or dose reductions in 202 patients (54%) 
and to discontinuations in 39 patients (10%) 

Bruix J, et al. Lancet 2017 There were minor changes in the data following an update to the primary analysis. None of the changes altered the overall conclusions of the trial. The data shown here are as per the data published in the 
Lancet article before the updates. Please note that specific countries may have the updated data in their labels.

TEAE - Treatment emergent adverse events, AE – adverse events, 
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1. Bruix J, et al. J Clin Oncol 2018;36(Suppl 4S):Abstract 412. Poster presentation at ASCO-GI 2018; 2. STIVARGA (regorafenib) Prescribing information. Bayer, 
Whippany, NJ, USA. 2020.

The median OS of patients with HFSR was 14.1 
months vs 6.6 months for those without HFSR

Median OS of patients with 
grade 3 HFSR was 21.2 months

The first HFSR event occurred most frequently 
within the first two cycles of treatment (91%)

Presence of HFSR with regorafenib was associated with prolonged OS in 
the RESORCE trial

OS by occurrence of HFSR (any grade) at any 
time in patients treated with regorafenib1

No HFSR
(n=180)

HFSR
(n=199)

HFSR events can be managed with dose adjustments according to 
established recommendations2

HFSR - Hand-foot skin reaction, OS – Overall survival



Median OS for sorafenib–regorafenib sequence was 26.0 months in an exploratory analysis of RESORCE
 Estimated 5-year survival rate from start of sorafenib–regorafenib sequence is 16%

*By mRECIST. 
1. Finn RS, et al. J Hepatol 2018;69:353–358; 2. Bruix J, et al. J Hepatol 2021;75:960–974.

Sorafenib followed by regorafenib is an established treatment sequence 
that has demonstrated an extended median OS of 26 months

RESORCE treatment group
Regorafenib

(n=374)
Placebo
(n=193)

Time from start of prior sorafenib treatment to death on RESORCE study drug

Median, months (95% CI) 26.0 (22.6, 28.1) 19.2 (16.3, 22.8)

Time from start of prior sorafenib treatment to progression on RESORCE study drug*

Median, months (95% CI) 14.7 (13.5, 16.2) 11.4 (10.2, 12.7)

Median OS with the sorafenib–regorafenib treatment sequence1  

The sorafenib–regorafenib treatment sequence is the only sequence supported by
clinical trial evidence2

OS – Overall survival



*11% of patients had Child–Pugh class B liver function at baseline; †13% of patients had Child–Pugh class B liver function at baseline; ‡9.1% of patients had Child–Pugh class B liver function at baseline; §Post-transplantation 
patients.

1. Bruix J, et al. Lancet 2017;389:56–66; 2. Lim HY, et al. J Clin Oncol 2020;38(4 Suppl):Abstract 542. Poster presentation at ASCO-GI 2020: 3. Wang W, et al. Cancers 2019;11:1517; 
4. Ogasawara S, et al. Invest New Drugs 2020;38:172–180; 5. Yoo C, et al. Liver Int 2020;40:2263–2271; 6. Iavarone M, et al. Am J Transplant 2019;19:3176–3184; 

7. Yumita S, et al. Presentation at EASL ILC 2019:Abstract 142.

Real-world studies show a consistent OS benefit with regorafenib in 
clinical practice 

10.6
13.2

12.4
17.3

12.1
12.9

22.5

RESORCE (N=567)1

OS (months)

Median OS of patients with HCC treated with regorafenib in the RESORCE trial
and in real-world clinical practice

Global (N=498)*2

Japan (N=38)†3

Japan (N=44)‡4

Korea (N=440)5

Europe and Argentina (N=28)§6

Japan (N=319)7

RCT

RWE

OS – Overall survival, HCC – hepatocellular carcinoma- 



REFINE (NCT03289273) is a prospective, observational, international, multicenter study1–3

*Labeled dose: 160 mg once daily, 3 weeks on/1 week off in a 4-week cycle; the decision on the dose and duration of regorafenib treatment is at the discretion of 
the treating physician based on the recommendations in the local product information.

1. Lim HY, et al. J Clin Oncol 2020;38(4 Suppl):Abstract 542. Poster presentation at ASCO-GI 2020; 2. Lim HY et al. Oral presentation at ILCA 2021:Abstract O-25; 
3. Finn RS, et al. J Clin Oncol 2022;40(4 Suppl):Abstract 433. Poster presentation at ASCO-GI 2022.

REFINE is an ongoing, observational study evaluating regorafenib 
in real-world practice1–3

Patients with 
unresectable HCC

Ø Physician’s decision to treat 
with regorafenib

N=1008

Regorafenib 
Dose selection at the 

discretion of the treating 
physician and according to 
the local health authority 

approved label* 

Primary endpoint:
Ø To characterize the safety of regorafenib 

in real-world practice
Secondary endpoints:
Ø To assess the effectiveness of 

regorafenib in real-world practice 
(OS, PFS, TTP, ORR)

REFINE includes patients who 
would not have met the inclusion 

criteria for RESORCE

OS – Overall survival, HCC – hepatocellular carcinoma- 

https://clinicaltrials.gov/ct2/show/NCT03289273


The REFINE study (N=1031) included a more varied patient population than RESORCE*†1–5

*Data cut-off: March 8, 2021; †Primary endpoint in RESORCE was OS; ‡ Secondary endpoints in REFINE were OS and PFS. 
1. Lim HY, et al. J Clin Oncol 2020;38(4 Suppl):Abstract 542. Poster presentation at ASCO-GI 2020; 2. Bruix J, et al. Lancet 2017;389:56–66; 3. Lim HY, et al. Oral presentation at 

ILCA 2021:Abstract O-25; 
4. Finn RS, et al. J Clin Oncol 2022;40(4 Suppl):Abstract 433. Poster presentation at ASCO-GI 2022; 5. Finn RS, et al. Oral presentation at EASL 2022:Abstract OS55. 

In REFINE (2nd interim analysis), regorafenib is being evaluated in a 
broader patient population than in RESORCE

OS of overall REFINE population (N=1008)3,5 

• Median OS and PFS‡ in REFINE 
were consistent with that of the 
phase 3 RESORCE trial†2–5

• Median PFS (N=1008) was 3.8 months 
(95% CI 3.5, 4.1)

Median OS 
months (95% CI)

12.9
(11.4, 14.6)
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Results from REFINE reflect the changing treatment landscape and support the safety and 
effectiveness of regorafenib in a diverse population of patients4,5

OS – Overall survival, HCC – hepatocellular carcinoma- 



o  censored
Log-rank P=0.0853‡ 
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Data cut-off: March 8, 2021.
*Owing to low patient numbers, the curves for regorafenib in the first-line setting and regorafenib in the second-line setting after prior non-sorafenib treatment are not presented; †Calculated across all treatment lines.
1. Finn RS, et al. J Clin Oncol 2022;40(4 Suppl):Abstract 433. Poster presentation at ASCO-GI 2022; 2. Finn RS, et al. Oral presentation at EASL 2022:Abstract 

OS55.

In REFINE (2nd interim analysis), OS was longer when regorafenib was 
used earlier 

REFINE OS stratified by treatment line*1,2

Median OS 
(months)

13.8
8.7

2L (prior sorafenib only)
(n=851)

3L and beyond
(n=145)

Median OS was longer in patients who received second-line regorafenib after prior sorafenib

o  censored
Log-rank P=0.0853† 

OS – Overall survival, HCC – hepatocellular carcinoma- 
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OS was similar between patients who received prior IO therapy compared with 
patients who had not received prior IO therapy2 

Data cut-off: March 8, 2021.
1. Finn RS, et al. J Clin Oncol 2022;40(4 Suppl):Abstract 433. Poster presentation at ASCO-GI 2022; 2. Finn RS, et al. Oral presentation at EASL 2022:Abstract OS55.

Patients who had received prior IO to regorafenib were included in REFINE (2nd interim 
analysis)

REFINE OS stratified by prior IO1,2

Prior IO
(n=94)

No prior IO
(n=914)

Median OS 
(months)

10.2
12.9

IO - Interventional oncology , HCC – hepatocellular carcinoma- 



470

107

398

31

*One patient also initiated regorafenib at a dose of 140 mg and data from one patient were missing; †Data cut-off: March 8, 2021.
1. Lim HY, et al. Oral presentation at ILCA 2021:Abstract O-25; 2. Finn RS, et al. J Clin Oncol 2022;40(4 Suppl):Abstract 433. Poster presentation at ASCO-GI 2022.

3. Finn RS, et al. Oral presentation at EASL 2022:Abstract OS55.

In REFINE (2nd interim analysis), almost half of physicians started 
regorafenib at the label dose of 160 mg/day

Updated interim analysis:
Initial daily dose of regorafenib in REFINE (N=1008)*†1–3



Indirect comparison of treatments based on clinical 
trial data

Solimando AG, Susca N, Argentiero A, Brunetti O, Leone P, De Re V, Fasano R, Krebs M, Petracci E, Azzali I, Nanni O, Silvestris N, Vacca A, Racanelli V. Second-line treatments for 
Advanced Hepatocellular Carcinoma: A Systematic Review and Bayesian Network Meta-analysis. Clin Exp Med. 2022 Feb;22(1):65-74. doi: 10.1007/s10238-021-00727-7.



HOW MANY PATIENTS WILL RECEIVE SECOND-
LINE THERAPY?



REFLECT 
Poststudy medications received by patients during the survival 

follow-up period
Medications, n (%) Lenvatinib (n = 478) Sorafenib (n = 476)

Patients with any anticancer medication 156 (32.6) 184 (38.7)

Sorafenib 121 (25.3) 56 (11.8)

Fluorouracil 20 (4.2) 26 (5.5)

Cisplatin 18 (3.8) 23 (4.8)

Investigational drug 15 (3.1) 45 (9.5)

Oxaliplatin 14 (2.9) 22 (4.6)

Doxorubicin 7 (1.5) 19 (4.0)

Capecitabine 7 (1.5) 11 (2.3)

Gemcitabine 7 (1.5) 14 (2.9)

Cabozantinib 0 (0) 11 (2.3)

Supplement to: Kudo M et al. Lancet 2018; published online Feb 9. http://dx.doi.org/10.1016/S0140-6736(18)30207-1. 2. Alsina et al. Subsequent Anticancer Medication: A Post Hoc Analysis from REFLECT; Liver Cancer 2020;9:93–104; DOI: 10.1159/000504624.



IMbrave150
Updated data on subsequent lines of therapy

n (%)

atezolizumab + 
bevacizumab

(n = 336)

sorafenib
(n = 165)

Ongoing on study treatment 60 (18) 5 (3)

Patients receiving ≥ 1 systemic therapies 120 (36) 86 (52)

Tyrosine kinase inhibitors (TKIs) 108 (32) 54 (33)

Angiogenesis inhibitors (mAbs) 6 (2) 10 (6)

Immunotherapy 11 (3) 43 (26)

Chemotherapy 11 (3) 15 (9)

Other 6 (2) 6 (4)

Finn et al. Presented at ASCO GI Congress on January 17, 2021



WHAT ARE THE OPTIONS AFTER THE FIRST-LINE 
THERAPY OTHER THAN SORAFENIB?



24
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Hepatobiliary Cancers Version 2.2024 — July 15, 2024



Lenvatinib or sorafenib may be considered in patients 
who progressed on first-line atezolizumab plus 
bevacizumab; cabozantinib, regorafenib or 
ramucirumab may also be considered (agreement 94%, 
level of evidence: low)

Yau T, Tai D, Chan SL, Huang YH, Choo SP, Hsu C, Cheung TT, Lin SM, Yong WP, Lee J, Leung T, Shum T, Yeung CSY, Tai AY, Law ALY, Cheng AL, Chen LT. Systemic Treatment of Advanced Unresectable 
Hepatocellular Carcinoma after First-Line Therapy: Expert Recommendations from Hong Kong, Singapore, and Taiwan. Liver Cancer. 2022 Jun 17;11(5):426-439. doi: 10.1159/000525582. 



Second line after Atezolizumab plus Bevacizumab 
(Korea, Singapore, China)

Yoo C, Kim JH, Ryu MH, Park SR, Lee D, Kim KM, Shim JH, Lim YS, Lee HC, Lee J, Tai D, Chan SL, Ryoo BY. Clinical Outcomes with Multikinase Inhibitors after Progression on First-Line Atezolizumab 
plus Bevacizumab in Patients with Advanced Hepatocellular Carcinoma: A Multinational Multicenter Retrospective Study. Liver Cancer. 2021 Apr;10(2):107-114. doi: 10.1159/000512781.





CASE REPORTS FROM OUR PRACTICE



A 54-year-old male (born 1970)

• Hepatocellular carcinoma pT2N0M0G2, BCLC A, AFP 4.84, coexisting with non-
alcoholic fatty liver disease, Child-Pugh A5, ECOG 0

• Right hepatectomy on February 24, 2016.
• Multiple lesions in the liver in February 2018.
• Sorafenib 800 mg/day.
• Multiple lesions in the lungs and thoracic lymph nodes in July 2018.
• Regorafenib 160 mg/day.
• CT on September 25, 2024: Stable disease (for 6 years!), AFP 4.99

ECOG - Eastern Cooperative Oncology Group, CT – computed tomography, BCLC -The Barcelona Clinic Liver Cancer, AFP - Alpha Fetoprotein



CT on September 25, 2024:

• Visually, the same number of multiple metastatic lesions in the lungs. The indicator lesion 
on the pleura in the left S6 measures is 9 mm (9 mm previously). 

• The same number of multiple thoracic lymph node groups, with indicator lymph nodes: 
- 4R 18 mm (18 mm previously)
- group 7 12 mm (13 mm previously)
• In the liver, there are old, multiple, heterogeneous nodular lesions with signs of pathologic 

response. The number of the nodes visible during the arterial phase has decreased 
markedly; the following remain:

- a chain of nodes of an irregular shape measuring 42 × 17 mm in total (42 × 17 mm 
previously) in S2

- in S2 (near the left hepatic vein) 20 × 19 mm (20 × 19 mm previously)

CT – computed tomography





A 55-year-old male (born 1969)

• Hepatocellular carcinoma pT2N0M0G2, BCLC В, AFP 6.1, coexisting with HCV (without 
treatment), cirrhosis, Child-Pugh В7, thrombocytopenia (platelets 48), ECOG 1

• Liver biopsy → histology, IHC: HCC
• Transcatheter arterial chemoembolization (TACE) in November 2021. No second TACE 

was performed (low platelet count, increased AST and ALT, poor tolerability, refusal)
• Progressive disease in April 2022.
• Nivolumab 240 mg IV once every 2 weeks from April to December 2022.
• Progressive disease
• Regorafenib 80–120–160 mg/day.
• MRI on October 4, 2024: Stable disease (over ≈2 years).
• Adverse events: increases in AST and ALT up to 2.5–3.0 × ULN since May 2024.

MRI -  Magnetic resonance imaging, 





MRI on October 4, 2024:

• Cirrhosis, abdominal effusion up to 24 mm thick. 
• A 67 × 34 mm lesion in S6 without changes in its size; satellite nodes have shrunk 

slightly to 15 × 7 mm (18 × 11 mm previously);
• An 18 × 16 mm lesion in S3 without changes in its size or foci of arterial phase 

hyperenhancement;
• A 20 × 18 mm lesion in S7 without changes in its size, showing peripheral arterial 

phase hyperenhancement and weak delayed phase washout;
• Old nodes in S4a have shrank to 5 mm (12 mm previously) and do not show 

arterial phase hyperenhancement or contrast washout at the examination;
• No new hypervascular nodes in the liver;

MRI -  Magnetic resonance imaging, 



April 2024

October 2024



Take-home message 

• The optimal sequencing of treatment regimens has not yet been 
determined

• A proposed approach: switching to regimens with a different 
mechanism of action taking into account possible adverse events



Thank you for your attention!



Brief instruction for medical use  of Stivarga®
International Nonproprietary Name: regorafenib.
Pharmaceutical  form, dosage: film-coated tablets, 40 mg.
Indications for use:  Stivarga is indicated as monotherapy for the treatment of adult patients with: metastatic colorectal cancer who have been previously 
treated with, or are not considered candidates for fluoropyrimidine based chemotherapy, an anti-vascular endothelial growth factor (VEGF) therapy and an 
anti-epidermal growth factor receptor (EGFR) therapy; unresectable or metastatic gastrointestinal stromal tumours who progressed on or are intolerant to 
prior treatment with imatinib and sunitinib, hepatocellular carcinoma who have been previously treated with sorafenib.
Posology and method of administration: The recommended daily dose of Stivarga® is 160 mg (4 tablets of 40 mg) taken once daily for 3 weeks. In the 
following week (4th week from the start of treatment) there should be a break in taking the drug. This 4 week period is considered a treatment cycle with 
Stivarga®.
Contraindications: Hypersensitivity to the active substance or to any of the excipients.
Undesirable effects: The most serious adverse drug reactions in patients receiving Stivarga® were severe liver injury, haemorrhage, gastrointestinal 
perforation and infections.
The most frequently adverse drug reactions (≥30%) in patients receiving Stivarga® were pain, hand foot skin reaction, asthenia/fatigue, diarrhoea, decreased 
appetite and food intake, hypertension and infection.
Special warnings for use: The safety and efficacy of regorafenib in patients below 18 years of age have not been established. 
The drug should not be taken during pregnancy unless the expected benefit to the mother outweighs the potential risk to the fetus. Stivarga® should not be 
used during pregnancy unless clearly necessary and after careful consideration of the benefits for the mother and the risk to the foetus. Breast-feeding must 
be discontinued during treatment with Stivarga®.
Conditions of dispensing: by prescription. Manufacture: Bayer AG, Leverkusen Germany. Marketing Authorization  Holder: Bayer AG, Leverkusen Germany
Representative of the Marketing Authorization Holder: «Bayer KAZ» LLP, Timiryazev str, 42, 15 pavilion, office 301; 050057, Almaty, Republic of Kazakhstan; 
phone: +7 727 258 80 40;  fax: +7 727 2588 039; e-mail: kz.claims@bayer.com
Before prescribing and using the drug, it is necessary to learn the instructions for medical use. 
Detailed information is contained in the general characteristics of the drug (current version from September 13, 2023).
Registration certificate Nr: ЛП-№000334-ГП-KZ from 13.09.2023., unlimited.


