IT INTERCONGRESO DE LA SOCIEDAD
ANDALUZA DE REUMATOLOGIA

SR
U
Sociedad Andaluza de Reumatologia










TIMELINE

Tumour necrosis factor and cancer

Frances Balkwill 362 | MAY 2009 | VOLUBME 9




Figure 1 | Treatment with Coley’s toxins. A patient with round cell sarcoma of the jaw and abdominal
metastases seen by Coley in 1899. a | Photograph after 63 injections with Coley’s toxins; tumour had
diminished to about half its original size. b | Photograph after further treatment with Coley’s toxins. In
his 1910 lecture at the Royal Society of Medicine Coley reported that the patient was still alive and
well. Images reproduced, with permission, from REF. 17 © (1910) Royal Society of Medicine.
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Cancer risk in immune-mediated inflammatory
diseases (IMID)

Table 1 Examples of IMIDs associated with increased risks

for cancer

Reiter's syndrome

WMyeloproliferative disorders (36

IMID

Associated malignancies

Aplastic anemia

Autoimmune hepatitis

Celiac disease

Crohn's disease

Dermatomyositis
Giant cell arteritis

Immune thrombooytopenic
purpura

Polymyalgia rheumatica

Primary biliary cirrhosis

Weloproliferative disorders [36

Mor-melanoma skin cancer, hepatocellular
carcinoma [37 38

Mor-Hodgkin's lymphoma, esophageal
cancer, Hodgkin's kmphoma, small bowel
carcinoma, stomach cancer [39-41

Colorectal and fistula cancer and for
cancer of the small bowel, upper
gastrointestinal tract, lung, urinary bladder
and skin [42-44). Liver, pancreatic, prostate
testicular, and kidney cancers, nonthyroid
endocrine tumors, and leukemia [45).

Oharian, lung, gastric cancer (45
Wyeloproliferative disorders (36
Weloproliferative disorders [36

Weloproliferative disorders [36

Hepatocellular carcinoma [38

RA

Lymphoma and leukemia, non-melanoma
skin cancers [32,33,58]: lymphoma and
lung cancer [33

Sarcoidosis

Sjigren syndrome
SLE

Systemic sclersis

Type 1 diabetes mellitus

Ulcemthve colitis

Rectal, colon, kidney, skin (sguamous cell),
northyroid endocrine cancer, non-
Hodgkin's lymphoma; leukemia [59

hymphoproliferative disorders (46

Hematological malignancies, incduding
nor-Hodgkin's lymphoma, and cancers of
the vagina/vulva/cenvix, nasopharyre, and
kidrey [60-62

Lurg, skin, ssophageal, nor-melanoma
skin, and liver cancer (404663

Pancreatic cancer [64,65

Colorectal carcinoma, [verbiliary cancer,
and leukemia [42,66

Colon cancer [47] and possibly cancer of
the urinary bladder, kidney, orophany oy
laryre, esophagus, stomach, liver/
gallbladder, vuhea, female breast, and
pancreas and for leukemia, non-Hodgkin's
lmphoma, and non-melanoma skin
cancer [48-57]
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Treating rheumatic patients with a malignancy

Katarzyna Elandt' and Daniel Aletaha®
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Glucocorticoids

Methotrexate

Sulfasalizine

(Hydroxy-)Chloroquine

Leflunomide

THF-inhibitors

Cyclophosphamid

Cyclosporine

Azathioprine

Mycophenolate mefetil

Figure 2. Semiquantitative assessment of malignancy risk
associated with specific drugs. Fed boxes indicate evidence
for increased risk, vellow boxes indicate potential risk, and green
boxes indicate little rizk; blank boxes indicate that evidence is
currenthy insufficient to determine risk. PLTD-like, post-transplant
lymphoproliferative disorder-like; TNF, turnor necrosis factor,

Elandt and Aletaha Arthritis Research & Therapy 2011, 13:223
http://arthritis-research.com/content/13/3/223
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Cancer risk in immune-mediated inflammatory
diseases (IMID)

Table 3 Meta-analyses on cancer risks associated with the use of biologics to treat IMIDs

Study

Disease

Study types included Medication

Findings

Bongartz et al. 2005 (1129

Peyrin-Biroulet et al. 2008 [120]

Leombruno et al. 2008 [121

Bongartz et al 2009 [122
Siegel et al 2009 [123

Mariette et al. 2011 [124

Dommasch et al. 2011 [125

Askling et al. 2011 (12§

Campbell et al [127

RA

Crohn's disease

A

R

Adult Crohn's disease

RA

Flague psoriasis,
psoratic arthritis

Any

RA

Prosp Obs

RCTs

RCTs

RCTs
RCTs

Prosp Obs

Infliximab Adalimumab

Infliximakb, adalimumab,
cerolzumab, COPS71

Etanercept, infliximak,
adalimumab

Etanerept for 2 12 weeks

Infliximab, adalimumab,
cerolzumab

Anti-TMF

Etanercept, Infliximak,
adalimumab, cermlizumab,
golimumab

etanercept, inflikimab,
adalimumab

Todilizumab

Increased risk of malignancies
Mo increase in malignancy

Mo increased risk of melanoma,
mphoma, nondymphoma skin
cancer, or cutaneous cancer +
melanoma

Mon-significant increase in cancer

Increase risk of non-Hodgkin's

mphoma

Mo increase in malignancy (including
mphoma). Increase in skin cancer
{including melanoma)

Nao increase in cancers for
short-term use

No increase in cancer with
short-term use

Mo increase in risk of malignancy

Lopez-Olivo et al. [128]

RA

Adalimumab, Certolizumakb,
Etanercept, Golimumab,
Infliximab, Abatacept,
Anakinm, Rituximab,
Tocilizumab

Mo increased risk of malignancy in
comparnson with DMARDs or
placebo

Moulis et al. 2012 1259

Anti-THF

Mo excess cancer risk in either per
protocol or imtention to treat
analysis, non-significant trend for
increased nomn-melanoma skin cancer

Abbreviations: DMARDs Disease-modifying anti-rheumatic drogs, WD immune-mediated inflammatory disease, ACT randomized clinical tral, Prosp Obs pros pective

absenvational trial.




Anti-TNF Antibody Therapy ~ ™
in Rheumatoid Arthritis and the Risk

of Serious Infections and Malignancies
Systematic Review and Meta-analysis of
Rare Harmful Effects in Randomized Controlled Trials

Tim Bongartz, MD

Alex J. Sutton, PhD
Michael J. Sweeting, MSe
lain Buchan, MD, MFPH Data Synthesis We calculated a pooled odds ratio (Mantel-Haenszel methods with
-~ S a continuity correction designed for sparse data) for malignancies and serious infec-
Eric L. Matteson, MD, MPH tions (infection that requires antimicrobial therapy and/or hospitalization) in anti-TNF-
Victor Montori, MD, MSc treated patients vs placebo patients. We estimated effects for high and low doses sepa-
rately. The pooled odds ratio for malignancy was 3.3 (95% confidence interval [CI],
1.2-9.1) and for serious infection was 2.0 (95% Cl, 1.3-3.1). Malignancies were sig-
nificantly more common in patients treated with higher doses compared with patients
who received lower doses of anti-TNF antibodies. For patients treated with anti-TNF
antibodies in the included trials, the number needed to harm was 154 (95% Cl, 91-
.O@ . 500) for 1 additional malignancy within a treatment period of 6 to 12 months. For

- O A serious infections, the number needed to harm was 59 (95% Cl, 39-125) within a treat-
) )’ ment period of 3 to 12 months.

OB), Conclusions There is evidence of an increased risk of serious infections and a dose-
dependent increased risk of malignancies in patients with rheumatoid arthritis treated with
°|$| +C anti-TNF antibody therapy. The formal meta-analysis with pooled sparse adverse events
) data from randomized controlled trials serves as a tool to assess harmful drug effects.
++D )10 ;4E), ;

JAMA. 2006;295:2275-2285 WWW_jama.com
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Flgure 2. Effect of Antl-TNF Antibody Therapy vs Control Therapy on Occurrence of 1 or More Mallgnancies in Patlents With Rheumatold
Arthritis

Malignancies, NoJTotal
[ ] Odds Ratio
Source Anti-TNF Placebo {95% Confidence Interval)
Lipsky et sl ¥ 2000 51342 O/BE 7.57 [0.30-Infinity)
Furst et al # 2003 4318 0318 041 [0.40-199.43)
Weinblatt =t al, 11 2003 1/200 062 2.20 [0.08-Infinity]
Koystone =t a5 2004 gr449 1/200 38T DE1ATRTY
St Clair at 2,7 2004 4749 020 £.58 [0.96-Infinity]
Vian de Putte ot al, = 2004 a1434 171110 {.04 [0.10-50.90)
Wasthovens at al ** 2004 T 17964 {.60 [0.12-72.18)

Total 31428 3.29 (1.19-0.08)

Test for overall effect:
Mantal-Haensrel y2=5.2; P= 02

T
0.01 0.1 1.0 10 100 1000

(Odds Ratio (95% Confidence Intanval

THF Indicates tumor necrosls factor. Size of the data markers ks proportional to the statistical welght of the trial.

(Reprinted) JAMA, May 17, 2006—Vol 293, No. 19 2275




Risk of Malignancies in Patients
With Rheumatoid Arthritis Treated
With Biologic Therapy ==

A Meta-an 3—'}’5]5 Maria A. Lopez-Olivo, MD, PhD

Results Sixty-three RCTs with 29 423 patients were analyzed. No statistically sig-
nificant increased risk of developing malignancy was observed. Of the 29423 pa-
tients, 211 developed a malignancy during the trial (118 solid tumors, 48 skin can-
cers, 14 lymphomas, 5 hematologic nonlymphomas, and 26 not specified). The incidence
rate for any malignancy during the first year of therapy was very low in the BRM plus
methotrexate group (0.77%; 95% Cl, 0.65%-0.92%), the BRM monotherapy group
(0.64%; 95% ClI, 0.42%-0.95%), and the controls (0.66%; 95% ClI, 0.52%-
0.84%). Anakinra plus methotrexate showed lower odds compared with methotrex-
ate alone (Peto odds ratio, 0.11; 95% Cl, 0.03-0.45). No statistically significant risk
was observed for specific cancer sites, although the Peto odds ratio for lymphoma was
2.1 (95% ClI, 0.55-8.4) in patients receiving tumor necrosis factor inhibitors com-
pared with controls.

Conclusion The use of BRMs among patients with RA included in RCTs of at least 6
months’ duration was not significantly associated with an increased risk of malig-
nancy compared with other disease-modifying antirheumatic drugs or with placebo.

JAMA. 2072;308(9):8958-908 WWW._jama.com
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Risk of Malignancies in Patients
With Rheumatoid Arthritis Treated

With Biologic Therapy
A Meta-analysis

JAMA, September 3, 2012—Wol 308, No. 9
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