
Immunterapi i kreftbehandling



Cancer therapy: Releasing the brakes 
of immunity 

The Nobel Prize in Physiology or Medicine 2018 was awarded to James P. Allison and 
Tasuku Honjo "for their discovery of cancer therapy by inhibition of negative immune 
regulation." The Laureates have shown how different strategies for inhibiting the brakes on 
the immune system can be used in the treatment of cancer. Their discoveries are a 
landmark in our fight against cancer.
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https://www.nobelprize.org/prizes/medicine/2018/summary
https://www.nobelprize.org/prizes/medicine/2018/allison/facts/
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Woman born 1987

Pigmented lesion from age 8 right breast
2009 growth, irritation

2009: Doctor:  «Nothing to worry about, in 
fact if we romove it you will get an ugly
scar»

2011: Continued to grow, doctor finally
referred her to a surgeon.

March 2011: Nodular melanoma, breslow
3.8 mm, Clark 4, Ulcerated, 2.5 
mitoses/mm3. 



Woman born 1987

June 2014: Two brain metastases. The largest 
was surgically removed, the smallest treated 
with gammaknife

June 2014: Progression of lung mets. 

July 2014: Massive progression.

August 2014: 1 IPI

Sept 2014: Mors











Evolution of Cancer Therapy:

Core Treatment Modalities1–3

1. DeVita VT Jr, et al. Cancer Res. 2008;68:8643–8653; 2. American Cancer Society. http://www.cancer.org/cancer/cancerbasics/thehistoryofcancer/; 
3. Ross JS, et al. Am J Clin Pathol. 2004;122:598–609.
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Immunsystemets utfordring
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2005-10: Paradigmeskifte

• Strategi 1: Stimulere immunsystemet

• Strategi 2: Ta bort hemmerne

– Immune checkpoint inhibitors

Anti CTLA-4

Anti PD-1

Anti PDL-1



Bryanmjones.com

Stimulere immunsystemet

Kost tilskudd

Vaksiner

Mirakelkurer

Diverse medisiner

30 år med resultatløs forskning

Hemmer immunsystemet

CTLA-4

PD-1

(immune checkpoints)





16

TCR
CTLA4

B7

T-cell 

inhibition

T cell

TCR

APC

MHC B7

T-cell 

activation

TCR

CTLA4

MHC B7

T-cell 

potentiation

CD28CD28

TCR
CTLA4

B7

CD28

IPILIMUMAB

Adapted from: Coico RF et al. Immunology: A Short Course. 5th ed. Wiley-Liss, NJ, 2003

and Abbas AK et al. Cellular and Molecular Immunology 5th ed. Elsevier Saunders, 2005 
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Survival Rate
Ipilimumab + 

gp100 (n=403)
Ipilimumab + placebo 

(n=137)
gp100 + placebo 

(n=136)

1 year 44% 46% 25%

2 year 22% 24% 14%

median OS (mts) 

(95% CI)

10.0

8.5-11.5

10.1

8.0-13.8

6.4

5.5-8.7

Kaplan-Meier analysis of survival

Hodi S et al. NEJM 2010;363(8):711-23

lpilimumab + gp100 (A)

lpilimumab + placebo      (B)

gp100 + placebo (C) 
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Comparison        HR       p-value

Arms  A vs. C      0.68       0.0004

Arms  B vs. C      0.66       0.0026
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The approved dose for ipilimumab is 3mg/kg, q3w for 4 times (SmPC)





Anti CTLA-4 vs. Anti PD-1



Overall Survival
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• CheckMate 067

aDescriptive analysis. 1. Larkin J, et al. Oral presentation at the AACR Annual Meeting; April 1–5, 2017; Washington DC, USA. Abstract CT075; 

2. Wolchok JD, et al. N Engl J Med 2017;377:1345–1356; 2. Hodi FS, et al. Lancet Oncol 2018;19:1480–1492. 
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NIVO+IPI

NIVO

IPI

316 292 266 245 231 214 201 191 181 175 171 164 158 150 145 142 141 139 137 135 130 78 14 0

315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 73 36 12 0

314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 0

52%

44%

26%

NIVO+IPI 
(n = 314)

NIVO
(n = 316)

IPI
(n = 315)

Median OS, mo (95% CI) NR (38.2‒NR) 36.9 (28.2‒58.7) 19.9 (16.8‒24.6)

HR (95% CI) vs IPI 0.52 (0.42‒0.64) 0.63 (0.52‒0.76) –

HR (95% CI) vs NIVOa 0.83 (0.67‒1.03) – –

NIVO+IPI

NIVO

IPI

53%

46%

30%

64%

59%

45%

58%

52%

34%

No. at risk

HR = 0.83 

(95% CI, 0.67–1.03)

• Improved OS with NIVO+IPI 

and NIVO vs IPI over 5 years



Safety Summary
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CheckMate 067

• No new safety signals were observed with the additional follow-up

• No additional deaths due to study drug toxicity were reported since the prior analysisa

• Survival outcomes were not impacted by discontinuing NIVO+IPI early due to a TRAEb

– Patients who discontinued NIVO+IPI during induction due to a TRAE had 5-year PFS (35%) and 
OS rates (51%) similar to patients in the overall population (36% and 52%, respectively)

aPreviously reported treatment-related deaths were cardiomyopathy and liver necrosis for NIVO+IPI (n = 1 each; both occurred > 100 days after last treatment), 

neutropenia for NIVO (n = 1), and colonic perforation for IPI (n = 1); bPost-hoc analysis. TRAE, treatment-related adverse event.

NIVO+IPI
(n = 313)

NIVO
(n = 313)

IPI
(n = 311)

Patients reporting event Any grade Grade 3/4 Any grade Grade 3/4 Any grade Grade 3/4

Treatment-related AE, % 96 59 87 23 86 28

Treatment-related AE leading to 
discontinuation, %

42 31 13 8 15 14

Treatment-related death, n (%) 2 (1) 1 (< 1) 1 (< 1)












