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Le incertezze del progresso:

le nuove terapie anticoagulanti

Marco Trabucchi



Il nodo irrisolto del rapporto tra ricerca,
applicazione clinica, progresso diagnostico-
terapeutico, costi, ricadute sociali.



New Priorities for Future Biomedical Innovations
Victor R. Fuchs, Ph.D.
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e L’aumento dei costi diviene sempre piu
difficilmente sopportabile, mentre vi € ancora una
grave assenza di finanziamenti per la cura della non
autosufficienza.

e Basterebbe risparmiare il 3-4% della spesa sanitaria
per finanziare il raggiungimento della quota del
1.5% del Pil per la non autosufficienza. E’ una
considerazione molto rilevante in ambito geriatrico.



Despite passage of the Patient Protection and
Affordable Care Act, there is still need for health care
reform that will slow the rate of growth of
expenditures. Regardless of whether that reform
involves a much larger role for government or is more
market-oriented, a shift in emphasis toward more
value-conscious innovations is necessary and perhaps
inevitable.

Fuchs VR, N Engl J Med 363(8):704-6, 2010.



Ma quali sono le “value-conscious innovations?”.
Anche se in parte fumosa, questa definizione induce
a “pensare” prima di adottare acriticamente
qgualsiasi innovazione.



Technological innovation in health care is an important
driver of cost growth. Doctors and patients often
embrace new modes of treatment before their merits
and weaknesses are fully understood.

N Engl J Med 363(8):701-4, 2010.
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| vari livelli di discussione sull’'uso delle nuove tecnologie:
assicurazione = paziente =2 medico = ospedale.
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Improved Survival with Ipilimumab in Patients with Metastatic Melanoma

F. Stephen Hodi, M.D., Steven J. O'Day, M.D., David F. McDermott, M.D., Robert W. Weber, M.D., Jeffrey A. Sosman, M.D., John B.
Haanen, M.D., Rene Gonzalez, M.D., Caroline Robert, M.D., Ph.D., Dirk Schadendorf, M.D., Jessica C. Hassel, M.D., Wallace Akerley,
M.D., Alfons J.M. van den Eertwegh, M.D., Ph.D., Jose Lutzky, M.D., Paul Lorigan, M.D., Julia M. Vaubel, M.D., Gerald P. Linette,
M.D., Ph.D., David Hogg, M.D., Christian H. Ottensmeier, M.D., Ph.D., Celeste Lebbé, M.D., Christian Peschel, M.D., lan Quirt, M.D.,
Joseph I. Clark, M.D., Jedd D. Wolchok, M.D., Ph.D., Jeffrey S. Weber, M.D., Ph.D., Jason Tian, Ph.D., Michael J. Yellin, M.D.,
Geoffrey M. Nichol, M.B., Ch.B., Axel Hoos, M.D., Ph.D., and Walter J. Urba, M.D., Ph.D.

N Engl J Med 2010; 363:711-723August 19, 2010

Background

An improvement in overall survival among patients with metastatic melanoma has been an elusive goal. In this phase 3 study,
ipilimumab — which blocks cytotoxic T-lymphocyte—associated antigen 4 to potentiate an antitumor T-cell response —
administered with or without a glycoprotein 100 (gp100) peptide vaccine was compared with gp100 alone in patients with
previously treated metastatic melanoma.

Methods

A total of 676 HLA-A*0201-positive patients with unresectable stage Ill or IV melanoma, whose disease had progressed while they
were receiving therapy for metastatic disease, were randomly assigned, in a 3:1:1 ratio, to receive ipilimumab plus gp100 (403
patients), ipilimumab alone (137), or gp100 alone (136). Ipilimumab, at a dose of 3 mg per kilogram of body weight, was
administered with or without gp100 every 3 weeks for up to four treatments (induction). Eligible patients could receive reinduction
therapy. The primary end point was overall survival.

Results

The median overall survival was 10.0 months among patients receiving ipilimumab plus gp100, as compared with 6.4 months
among patients receiving gp100 alone (hazard ratio for death, 0.68; P<0.001). The median overall survival with ipilimumab alone
was 10.1 months (hazard ratio for death in the comparison with gp100 alone, 0.66; P=0.003). No difference in overall survival was
detected between the ipilimumab groups (hazard ratio with ipilimumab plus gp100, 1.04; P=0.76). Grade 3 or 4 immune-related
adverse events occurred in 10 to 15% of patients treated with ipilimumab and in 3% treated with gp100 alone. There were 14
deaths related to the study drugs (2.1%), and 7 were associated with immune-related adverse events.

Conclusions

Ipilimumab, with or without a gp100 peptide vaccine, as compared with gp100 alone, improved overall survival in patients with
previously treated metastatic melanoma. Adverse events can be severe, long-lasting, or both, but most are reversible with
appropriate treatment. (Funded by Medarex and Bristol-Myers Squibb; ClinicalTrials.gov number, NCT00094653.)


http://www.nejm.org/toc/nejm/363/8/

In conclusion, this randomized, controlled trial showed
that there was a significant improvement in overall
survival among patients with metastatic melanoma. In
some patients, side effects can be life-threatening and
may be treatment-limiting. Reinduction with
ipilimumab at the time of disease progression can
result in further clinical benefit. Overall, our findings
suggest that the T-cell potentiator ipilimumab may be
useful as a treatment for patients with metastatic
melanoma whose disease progressed while they were
receiving one or more previous therapies.

Hodi FS, et al. N Engl J Med 363(8):711-23, 2010.
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Biomedical innovations, Health Care Costs, and Education

Renzo Rozzini, MD, and Marco Trabucchi, MD
(submitted)

To the editor: We read with interest the perspective by Barbash and Glied and
that by Fuchs on biomedical innovations and the limits to uncontrolled increase
of expenses. While the former authors advocate rigorous trials to determine the
efficacy of a technical apparatus such as robot-assisted surgery, Fuchs invites to
adopt only value-conscious innovations. However in the same issue Hodi et al
publish a paper on the effect of Ipilimumab on survival in patients with
metastatic melanoma, showing an increase of medial overall survival of about
four months. How can be measured the value of this pharmacological
treatment? In the case of Ipilimumab rigorous trial the effects are shown, but
their “value” depends on the “weight” we give to the increase of life expectancy
of few months. Easily patients will demand such an innovative treatment and
for physicians would be difficult to resist to their request. The question is always
the same: do we need to educate fellow citizens on the “value” of progress or
health care system must impose mandatory rules in the use of biomedical
innovations? 14



In late May 2010, the National Institute for Health and Clinical Excellence
(NICE) decided not to support sorafenib (Nexavar) for use in hepatocellular
cancer in England and Wales. NICE advised that the drug was not cost
effective; it costs around £27 000 (€32 400; $S42 500) for each course of
treatment and improves median survival by 2.8 months in people dying of
cancer (50% of people might be expected not to get this benefit, and 50%
might get this benefit or more). The media response was mostly an outcry,
“Fury as new cancer drug is banned”.

Various patient groups and experts were also not happy with this decision.
Professor Karol Sikora representing CancerPartnersUK said, “It is devastating
that NICE has failed to use this opportunity to properly consider the very
strong recommendations from UK oncologists who only want the best for
their patients.”3 It is noteworthy that none of these emotive responses
suggested or recognised that the drug may cost too much in relation to its
limited benefit and that this money might be better spent elsewhere in the
NHS—for example, on palliative care services, where arguably it might give
better value for money.

Duerden M, BMJ 341:412-3, 2010.
15



“Il ritardo culturale dei medici gioca negativamente nei
due sensi: da un parte limita la capacita e la possibilita di
accedere all’innovazione in modo intelligente, dall’altra
apre spazi al consumismo tecnologico che, oltre ad essere
costoso, alla fine risulta anche dannoso”.

L. Donato, 1985.
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Noi ci poniamo con apertura di fronte alle scoperte
scientifiche in ambito diagnostico e terapeutico.

La scienza richiede un’attenzione che non sia mai
aprioristicamente critica.

L'esempio dei nuovi anticoagulanti.
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The ideal anticoagulant

A new anticoagulant that more closely meets the criteria for an ideal
anticoagulant could improve the quality of care. Such an advance also might
help overcome gaps between evidence-based treatment recommendations and
clinical practice. Researchers are exploring new anticoagulant targets in an
effort to develop medications with the following properties:

e Administered orally, one tablet once daily

e Highly effective in reducing venous thromboembolism

* Predictable dose response and kinetics

e Low rate of bleeding events

e No routine coagulation monitoring required

e Wide therapeutic window

e No dose adjustment required

e Little interaction with food or other drugs

e Low, nonspecific plasma protein binding

e Inhibition of both free and clot-bound coagulation factors
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Secondo le indicazioni della diapositiva precedente,
warfarin non e un anticoagulante ideale.
Infatti...
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Aspinall SL et al,
JAGS 58(8):1475-80,
2010.

(Continued)
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Aspinall SL et al, JAGS 58(8):1475-80, 2010.
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Characteristics of 126 elderly patients with Atrial fibrillation resident in NH
according to warfarin therapy.

Total Pz without Pz with
warfarin warfarin
treatment treatment
Patients n=126 n=85 n=41 p**
n (%) n (%) n (%)
Age (years), meantSD 86.2 £6.6 87.0+7.0 84.7+5.3 0.078
Age >85 years 73 (57.9) 55 (64.7) 18 (43.9) 0.022
Body Mass Index, mean+=SD 23.8+49 23.6+49 242+ 49) 0.504
Gender (male) 25 (19.8) 19 (22.4) 6 (14.6) 0.220
Barthel Index (0-100), mean+=SD 35.0+30.9 34.8 £30.9 35.4+31.3 0.092
Barthel Index (<40) 76 (60.3) 50 (58.8) 26 (63.4) 0.384
MMSE (0-30) *, mean+SD 127+ 89 122 +89 13.7+:94 0.385
Dementia 82 (65.1) 61 (71.8) 21 (51.2) 0.020
Diseases 31+14 30£1.5 32+13 0.452
Congestive Heart Failure 43 (34.1) 26 (30.6) 17 (41.5) 0.157
Hypertension 73 (57.9) 51 (60.0) 22 (53.7) 0.314
Diabetes 31(24.6) 17 (20.0) 14 (34.1) 0.068
Patients with a prior ischemic stroke 36 (28.6) 20 (23.5) 16 (39.0) 0.057
CHADS?2 Score
0 (low risk) 4(3.2) 4(4.7) 0 (0) 0.161
1-2 (intermediate risk) 57(45.2) 41 (48.2) 16 (39.0) 0.540
> 3 (high risk) 65 (51.6) 40 (47.1) 25 (61.0) 0411

*MMSE=Min1 Mental State Examination.

**Significant differences between groups were valued using the independent t test and the o5

chi test for continuous and dichotomic variables respectively. . o .
Sleiman |, Rozzini R, Trabucchi M, 2010.



... quindi si giustifica largamente l'introduzione
di nuovi farmaci.
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Editorials

Dabigatran etexilate in people with atrial fibrillation

Has some benefits over warfarin, but evidence on long term efficacy and safety is lacking

Raju NC, Hankey GJ. BMJ 341:¢3784, 2010.
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Atrial fibrillation affects about 1.2% of the population in
the United Kingdom and accounts for about a sixth of all
strokes. Its prevalence increases steeply with age, from
0.5% of those aged 50-59 years to 10% of those over 80.
Strokes are more disabling in patients with atrial
fibrillation and have higher 30 day mortality than those
of arterial origin. Because of the ageing population, the
burden of stroke caused by atrial fibrillation is expected
to rise sharply over the next few decades unless more
effective thromboprophylaxis can be given to the
population at risk.

Raju NC, Hankey GJ. BMJ 341:¢3784, 2010.
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Comparison of efficacy and safety outcomes for high and low dose dabigatran etexilate and warfarin®

Outcome

Stroke and
systemic emboli

Cardiovascular
death

Intracranial
haemorrhage

Life threatening
bleeding

Gastrointestinal
bleeding

Myocardial
infarction

Absolute risk of

event in warfarin arm

(%lyear (n))

1.69 (199)

2.69 (317)

0.74 (87)

1.80 (212)

1.02 (120)

0.53 (63)

High dose
dabigatran* v
warfarint

0.66 (0.53 to 0.82;
<0.001)

0.85 (0.72 to 0.99;
0.04)

0.4 (0.27 to 0.6;
<0.001)

0.81 (0.66 to 0.99;
0.04)

1.5 (1.19 to 1.89;
<0.001)

1.38 (1.00 to 1.91;
0.048)

Low dose*

dabigatran v
warfarint

0.91 (0.74 to 1.11;
0.34%)

0.90 (0.77 to 1.06;
0.21)

0.31 (0.2 to 0.47;
<0.001)

0.68 (0.55 to 0.83;
<0.001)

1.1 (0.86 to 1.41;
0.43)

1.35 (0.98 to 1.87;
0.07)

*High dose=150 mg twice daily; low dose=110 mg twice daily.

High dose v low
dose dabigatran+

0.73 (0.58 to 0.91;
0.005)

0.94 (0.79 to 1.11;
0.44)

1.32 (0.80 to 2.17;
0.28)

1.19 (0.96 to 1.49;
0.11)

1.36 (1.09 to 1.7;
0.007)

1.02 (0.76 to 1.38;
0.88)

tValues are relative risk (95% confidence intervals; P value (all P values are for superiority unless indicated

otherwise)).

iNon—inferiority analysis.

Connolly SJ et al. N Engl J Med 361:1139-51, 2009.
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As an alternative anticoagulant, dabigatran has its limitations and safety
concerns—an excess of dyspepsia, gastrointestinal bleeding, and myocardial
infarction plus the potential for accumulation in the presence of renal
dysfunction. All patients should therefore have renal function evaluated
before they start this drug. Dabigatran has the advantage of a wide
therapeutic window, but drug compliance may still influence its safety and
efficacy, a particular concern in more vulnerable patients.

The 150 mg twice daily dose of dabigatran etexilate may be an option to
replace warfarin for most patients with atrial fibrillation who are at moderate
or high risk for stroke and who meet the eligibility criteria for the RE-LY trial.
The lower dose will probably be reserved for patients at increased risk of
bleeding and for elderly people (>75 years) who have a higher risk of
thromboembolic events and adverse effects. Warfarin should continue to be
the preferred drug for those with severe renal insufficiency (creatinine
clearance <30 ml/min), who were not eligible for inclusion in RE-LY, and
possibly people with known cardiovascular disease. The choice of treatment
should take into account assessment of individual risk—benefit, patient
values, and preferences.

Raju NC, Hankey GJ. BMJ 341:c3784, 2010.  3°



RE-LY exclusion criteria.

Reasons for exclusion were the presence

of a severe heart-valve disorder, stroke within
14 days or severe stroke within 6 months
before screening, a condition that increased
the risk of hemorrhage, a creatinine clearance
of less than 30 ml per minute, active liver
disease, and pregnancy.

Connolly SJ et al. N Engl ) Med 361:1139-51, 2009.
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What are the unanswered questions? The relative safety
and efficacy of dabigatran compared with warfarin are
uncertain in patients with hepatic impairment and in
those at high risk of bleeding who were not eligible for
inclusion in the RE-LY trial. The long term effects of
dabigatran, beyond the average two year duration of
follow-up in RE-LY, are also unknown but are being
evaluated in an ongoing follow-up study of patients
enrolled in RE-LY. Finally, the efficacy and safety of
dabigatran etexilate compared with other new
anticoagulants such as rivaroxaban, apixaban, and
edoxaban is uncertain.

Raju NC, Hankey GJ. BMJ 341:¢c3784, 2010. 32



Many of the interactions that occur with warfarin are because it is
almost exclusively cleared via the liver, mediated by the CYP450
enzyme system, which is vulnerable to competitive inhibition.
Dabigatran appears to be metabolized primarily in the plasma and
liver without mediation by CYP450, but it does act as a substrate for
P-glycoprotein, which is involved in the transport of many drugs --
opening up the possibility of significant drug-drug interactions.

The same possibility exists for rivaroxaban, which is excreted by the
kidneys and in the feces but also acts as a substrate for P-
glycoprotein.

Apixaban is excreted primarily in the feces and to some degree by
the kidneys, but there's little clinical data on the novel factor Xa
inhibitor.

Thus, dabigatran "requires caution when used in combination with
strong inhibitors or inducers of P-glycoprotein, such as amiodarone
[Cordarone] or rifampin [Rifadin, Rimactane]," Walenga and
Adiguzel wrote in the review.

Jasmer R. Medical News, June 4, 2010.
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Prudenza nell’interpretazione dei risultati dei
trials, ma grande attenzione agli aspetti positivi
dell’innovazione.
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(Continued)
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... numerosi nuovi farmaci nella pipeline delle aziende.
Reale innovazione?
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(Continued)
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L'insieme di questi dati e sufficientemente
convincente per suggerire una prescrizione su larga
scala dei nuovi farmaci?

Come valutare se si tratta di un innovazione il cui
“value” @ veramente significativo?
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Bastano i trial o sara necessaria una seria attivita
di farmacovigilanza?

“Respectful caution” (E. Shantsila, Int. J. Clin.
Practice, 2010).
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Alcune considerazioni a lato sulle ambiguita
del progresso.
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| nuovi farmaci imporranno modalita di lavoro per i servizi sanitari diverse
dalle attuali; infatti il periodico controllo dell'INR permette un legame stabile
tra il Centro Tao e il singolo paziente. Si crea un ponte di relazioni che
costituisce un forte appoggio per il paziente stesso, che si sente preso in
carico rispetto alle problematiche della sua condizione di salute; peraltro, se
il Centro e in un ospedale é facilitato un rapporto "di confidenza" del
paziente con la struttura ospedaliera, che lo puo proteggere anche per altre
problematiche. Inoltre, presso alcuni Centri -come nella nostra citta- si sono
costituiti gruppi di pazienti che si incontrano periodicamente e si supportano
nelle difficolta che la fibrillazione atriale comporta, attraverso varie forme di
auto aiuto, compresa la tutela dei propri diritti. Il punto cruciale -dopo
I'introduzione dei nuovi farmaci- sara fare in modo che la semplificazione
delle cure non si rifletta negativamente sulla protezione di piu di un milione
di persone che soffrono di una malattia con potenziali effetti sullo stato
funzionale, sulle condizioni di salute e sul benessere in generale. Il
dabigatran e gli altri farmaci che lo seguiranno non dovranno impoverire la
possibilita di pazienti spesso molto vecchi e affetti da polipatologia di essere
accompagnati con continuita nelle difficili condizioni della loro vita.

R.Rozzini e M.Trabucchi, Sole 24 Ore Sanita, 2010. 30



| centri TAO hanno avuto una grande diffusione in questi
anni associata alla formazione di gruppi di autoaiuto.
Attenzione a non distruggere un sistema molto efficace.

Il possibile confronto con le UVA.
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Che fare?

Come comportarsi di fronte ai nuovi anticoagulanti?
Adesione totale, selezione dei pazienti?
Inizia un periodo di grande interesse!
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