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“EFECTO NOCEBO”

“Empeoramiento de los sintomas o signos de una enfermedad
por la expectativa, consciente o no, de efectos negativos de

una medida terapéutica.”
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EFECTO NOCEBO

(EXISTE REALMENTE? ALGunos EJEMPLOS...

ANTIDEPRESIVOS TRicicLIicos vs ISRS
METANALISIS DE Los EFECT0S ADVERSOS DEL GRUPO PLACEBO

Symptoms Unsystematic assessment® Systematic assessment® Kiotal OR (95% CI)°
N (k) n (%) N (k) n (%)

- 0 000000000
Fatigue 2303 (19) 108 (4.7) 265 (8) 47 (17.7) 27 4.4 (3.0, 6.3)
Tremor 2622 (22) 55 (2.1) 324 (12) 26 (8.0) 34 4.1 (2.5, 6.6)
Increased appetite/weight gain 420 (6) 16 (3.8) 188 (5) 19 (10.1) 11 2.8(1.4,5.6)
Weight loss 2376 (25) 61 (2.6) 306 (10) 20 (6.5) 35 2.7 (1.6, 4.5)
Dizziness 4044 (34) 284 (7.0) 856 (18) 129 (15.1) 52 2.4 (1.9, 2.9)

Sexual problems 5106 (42) 112 (2.2) 741 (10) 33 (4.5) 52 2.1(1.4,3.1)
Sweating 2981 (25) 180 (6.0) 740 (12) 87 (11.8) 37 2.1 (1.6,2.7)
Nervousness 2608 (28) 178 (6.8) 296 (11) 37 (12.5) 39 2.0 (1.3,2.8)
Insomnia 6755 (56) 739 (10.9) 796 (16) 124 (15.6) 72 1.5(1.2,1.9)
Diarrhoea 5249 (43) 413 (7.9) 685 (9) 76 (11.1) 52 1.5(1.1,1.9)
Abdominal pain 2483 (25) 210 (8.5) 378 (11) 46 (12.2) 36 1.5(1.1,2.1)
- 0 ]
Nausea 8168 (75) 884 (10.8) 864 (19) 112 (13.0) 94 1.2 (1.0, 1.5)
Headache 4700 (49) 1034 (22.0) 574 (14) 121 (21.1) 63 1.0 (0.8, 1.2)

a Spontaneous and ‘regular’ reports.
b Systematic assessment: checklists.
¢ Adverse effect risk in systematic vs unsystematic assessed placebo groups; bold denotes p<0.05.

k=number of placebo groups reporting the symptom; N =total sample size in the placebo group; n=number of patients in the placebo group
reporting the symptom; OR =odds ratio.

Rief W et al. Drug Saf. 2009;32(11):1041-56
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(EXISTE REALMENTE? ALcunos EJEMPLOS...
FCTATINAS

OR EFECTOS ADVERSOS

Discontinuaﬁ
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REVISION SISTEMATICA
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Tobert JA et al. JClin Lipidol. 2016;10(4):739-47. Penson PE et al. Journal of cachexia, sarcopenia and muscle. 2018;9(6):1023-33.
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BASES FISIOPATOLOGICAS
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Pouillon L et al. Expert Rev Clin Immunol. 2018;14(9):739-49.
Kravvariti E et al. Nat Rev Rheumatol. 2018;14(12):727-40..
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BASES FISIOPATOLOGICAS
GENETICAMENTE CONDICIONADO

DAlivnnwficnan CatanhaAl N Mathilbvnncfavaca 17~11COMMA+

@5 CsA (2.5mg/kg) <, CsA (0.25mg/kg) <, Placebo

8 days

3 days
8 am 6pm 5 days 8 am 6pm

Group 1 X 14x <,
Group 2 4x S 14x <,
- ax =, 14x %

Val/va) Val/Met Met/Met

Wendt L et al. PLoS One. 2014;9(9):e107665.
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FACTORES PREDISPONENTES

Accesibilidad
o Sexo

e Personalidad Imagen

e Ansiedad

e Preocupaciones

e Factores genéticos

¢ Trastornos mentales

e Tipo
ENFERMEDAD

e Efectos adversos previos

e (Color, olor, tamafio

e Forma de administracion

¢ Precio

e Original vs genérico o Bs
Incertidumbre

SN AS | EN
v o ruuvliciudu

¢ Contexto negativo
e Comunicacion no verbal

¢ Reputacion

e Descripcion de los EA

Adaptado de Kravvariti E, et al. Nat Rev Rheumatol. 2018;14(12):727-40.
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FACTORES PREDISPONENTES

APRENDIZAJE Y REFLEJO CONDICIONADO

Night5-7 Night 8
Washout phase  Evoc.

Night 1 - 4
Acquisition phase

Expenmenta| Assessment LY I AMI

of + + + +
group n-19 drink | drink | drink | drink drink
Control Ni-lnel PLA | PLA | PLA 2 effects
+ + + +
group N=20 drink | drink | drink | drink drink
b
a .. 5
p<0,001
4 4 p<0,001
<
a 3- = 3
< A
w | LN ===-- Placebo <
2 —— Amitriptyli B 2 -
S 2 mitriptyline &
[T}
1 1 11
p<0,008
0 ] , 0 fonommm== =T e ————— -

Baseline Acquisition Evocation Baseline Acquisition Evocation

Rheker J et al. Psychopharmacology (Berl). 2017;234(3):329-38
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FACTORES PREDISPONENTES
INFORMACION PROPORCIONADA

ACION COMPLETA o
DIsFUuNncION ERECTIL

N=38

INFORMACION PARCIAL (No DE) OLOL 100 mg

HTA

PLACEBO

>

TADALAFILO
N=38 60 dias 60 dias

NO INFORMACION

N=38

DISFUNCION ERECTIL
1001

22 FASE: DISFUNCION ERECTIL

509 p<0,01
Group | (n=12
= 12;32%)
60 1 p<0,01 tadalafi] W

G
Placebo tadala] . ;’oup 3(n=3;8y )
tadalafj]

20.7 +
3.8 placebo

20
13 g

Completa Parcial No informacidon

Cocco G et al. Cardiology. 2009;112(3):174-7.
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FACTORES PREDISPONENTES

EXPECTATIVAS

N=111 INFORMACION ' '
ADC mama Expectativas

Rt estrégeno +

3 meses 24 meses
EXPECTATIVAS DE EFECTOS ADVERSOS ANTES DEL TTO EFECTOS ADVERSOS
100+ 20

18 m Low negative expectations (n=66)

B High negative expectations (n=22)
80 - 2
c
o
= E
=z A N
g P
3 3
g 40 - 5
- S
n

20 -
8
0 - Low side-effects at High side-effects at
No Efectos EA leves EA moderados o 3-months (n=57) 3-months (n=31)
Adversos graves

Nestoriuc Y, et al. Ann Oncol. 2016;27(10):1909-15
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FACTORES PREDISPONENTES

ARMACOS
SENSIBILIDAD PERCIBIDA A LOS F
E

i ibre prescripcion.
farmaco de EA conocidos y de libre p
tarios -> fa
e N=203 volun
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i zacion, cr
ili ibida, somati
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i0 ia: an ,
ion previ
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R .

-~

i imismo.
preocupaciones, optimis

Variable

Somatization
Somatosensory
amplification
Symptoms
Number of Symptoms
in previoys 24 hrs
Severity of symptoms
in previoys 24 hrs
Expected likelihood
of Symptoms
Medicine-related beliefs
Modern health Worries
Overuse
BMQ harm
Perceiveq sensitiyi
0 medicines
Trust in Medicine
deve!opment

Trust in pharmaceutical
COmpanijes

20% '1-72 (2.10)

542 (1.63)

Symptom attribution
No (%) or Unadjusteqd OR Adjusted OR?
Mean (SD) (95% ci) (95% i)
4.18 (3.25) 1.04 (0.98-1.09 1.05 (0.99_ )]
23.52 (6.16) 1.02 (0.99-!.04) 1.03 (I.OO-I.O6)
2.60 (2.70) 1.06 (0.99—1.13) 1.07 (1.00-;. 15)
2.95 (3.29) 1.04 (0.984.09) 1.05 (0.99- 1)
5.42 (6.03) 1.06 (1.03_. 10) 1.06 (l.02—|.09)
25.82 (20.37) 1.0l (1.00-1.02 1.02 (1.01-1.03
10.9] (3.28) 1.0l (0.96-1.07 1.03 (0.97-0.09)
7.94 (2.68) 1.06 (0.994.07)
7.26 (2.81)

110 (1.02_1, og)
1-07 (1.00-1.14) 1-09 (1.02-1,17)
092 (0.85-1.0) 0-91 (0.83-9.99
0-87 (0.78-0.93) 0-88 (0.79-0.9g

;23(2):436-54.
Rk et al. Br J Health Psychol. 2018;23(
Webster .
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(95% ciy
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105 (1.01-1. 1)
105 (1.01-1.9g
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Adjusted RR?
(95% (@)

102 0.99- ¢7)
0.99 (0.97-1.01
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1-03 (1.01-1, 05,
1.01 (l.oo_'.o,
101 (0.98- o5
100 (0.95 os)

099 (0.96-1 03,
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FACTORES PREDISPONENTES

CONFIANZA

N=60

No CAMBIO

CaMBIO DE MARCA

Ansiedad
Tension arterial
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- al fdrmaco
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Faasse K et al. Psychosom Med. 2013;75(1):90-6.
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¢ QUE RELEVANCIA TIENE?

CLINICAS BIOETICAS

INVESTIGACION ECONOMICAS
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EFECTO NOCEBO

¢ QUE RELEVANCIA TIENE?

BIOETICA:
PRINCIPIOS
UNDAMENTALE

BENEFICENCIA AUTONOMIA NO MELEFICENCIA JUSTICIA
Obrar en funcion del Respetar los valoresy Formulacién negativa de Dar a cada uno lo que
mayor beneficio posible decisiones personales de la beneficencia: “primun necesita y no exigir mds
para el paciente cada uno non nocere” de lo que puede

L3 '

Articulo 2 Ley 41/2002 de 14 de noviembre
, ’ “El paciente decide libremente luego de ser informado
il noceho adecuadamente entre las opciones clinicas disponibles”
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¢ QUE RELEVANCIA TIENE?
A@i INVESTIGACION: Ruipo DE FonNDO

¢ N2 estudios: 231 publicados entre 2006 y 2012

e Annals of Internal Medicine, British Medical Journal, Journal of the American Medical

Association (JAMA), Lancety New England Journalof Medicine

A =1 AE (141 trials) B =1 serious AE (138 trials) C  21drugrelated AE (46 trials)
a =) C ﬂ =N9= ﬂ =
5 100- r=091,p<0.0001 5 100- r=093,p<0.0001 s 100- r=095,p<0,0001 2
4 . - — 7’
B . 3 B ' =) i s T
— .. i — o — - S
g 801 . R g 80 P 4 g 80 7
oo .« 24 =1 [ 7 1] . /s
- A o - ,0 = - ./’
= 604 « 'Y é = 604 7 = 604 ’
< . ‘.'{:. = . v ..' /,
d>" "/.' : é . /‘, 9 ' -
S 404 Y ™ 8 404 . A o 404 e o/
9 g7 | 9 .~ ) /e
$ | & sl 2t : L
= 204, %" = 204 & = 20447,
8 / 8 ' 3 '..oﬁl
1 1 . ~ I ®
- . —- i - A
£3] 0" v | — T v T v T v 1 (£3] 0 v T v T T v T v 1 £3] 0"" | e pamm ey cow e g ey |
< 0 20 40 60 80 100 < 0 20 40 60 80 100 < 0 20 40 60 80 100

AE rate in placebo recipients AE rate in placebo recipients AE rate in placebo recipients

EFECTOS ADVERSOS INESPECIFICOS (FARMACO)
e 96,8% de todos los EA

e 100% de los EA serios

e 78% relacionados con el farmaco
Mahr A et al. Pharmacoepidemiol Drug Saf. 2017;26(7):731-41.
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¢ QUE RELEVANCIA TIENE?

A@i INVESTIGACION:
“EL EFECcTO NOCEBO PUEDE AUMENTAR EL EFECTO

-
PLACEB®&Y. CAso DE LoS ANTIDEPRESIVOS...
No Topos Los PLACEBOS SON IGUALES . ,
e La eficacia de estos farmacos con respecto a placebo es
.
e N=141 voluntarios, aleatorizado modesta
oy -127 808 102 -89 804 51 16% 2801551,-0.09) R |
e Placebo inerte vs activo (capsaicina) G R TI ARe =
7 22014.36,-0.04) 4
e 3expectativas: 100% placebo activo, 50%, 100% : =
\ 1 1 > s
PIMLCUU ricrec
e 1.0
= —@— Inert Placebo . tH 512 T 2 019)
a" —O— Active Placebo 3 1 1o 120132008 1
£ o5
o 1,94 (-2,50/-1,37)
= e dw 24 - Zaateso01s
w 0-0 . g DDE‘ ~|.‘)\1G |ﬂ7§
o A), 20
c
“ 1.
5 L WK TR i S
S 051 e s
3 Tou N e i 4101 100.0%  1.94(-2.50,-1.37) ‘
: ::; 13:]; ;ﬂh:;:(:‘;z;ngo_:v:ﬁzm-DﬁoUmH': %% 4‘—0—*—’—”10 mﬁ ~ ] - m” N E)
7] Test nces: Chit= 0.81, df= 1 (P= 0.37), P= 0% POUESo Tonrspuces
2 1.0
&
|—
= . . . .
& 15 : : : * Las diferencias son menores si se soncideran placebos
100% Drug 50% / 50% 100% Placebo i
Induced Expectation CORTOs. . .
e Se cuestiona si son verdaderos placebos, al reconocer
\ J el paciente los EA aumentan las expectativas.

Rief W et al. Pain. 2012;153(12):2473-7 Jakobsen JC et al. BMC Psychiatry. 2017;17(1):58
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o ¢ QUE RELEVANCIA TIENE?
\ - Economicas

@3”5/0

DE DESCUENTO

@
. 37%
DE DESCUENTO

UNA APROXIMACION

w100 MEDECETTE WIDEZITE

Vedolizumab / Ustekinumab
(50/50)

Boone, N. W et al. European Journal of Clinical Pharmacology 2018.
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Biosimilars

“EFEcTO NOCEBO”: BIOSIMILARES NIE

RETIRADAS DE L0S ESTUDIOS

SwiTcCH IFX: Estupios ABIERTOS FRENTE A ENsAYos CLINICOS

[ e— -
Open-Label Studies Double-Blinded Studies
Median (Range) Number of Studies Median (Range) Number of Studies
% Reporting Outcome % Reporting Outcome
ADA development 1265 (2.3-65.9) 14 » 1310 (12.4-13.8) 2
Infusion reaction 2.85 (0.0-12.1) 14 200 (2.02.0 1
2
2
1
ADA = antidrug antibody; ADE = adverse drug event.
SWITCH ETANERCEPT: ESTUDIOS ABIERTOS FRENTE A ENSAYOS
_— * - (1 irnrICcAOC
ULIIVIGUJD
Discontinuation, Discontinuation, Discontinuation,
Injection Site Reaction | ADA Development Any ADE Lack of Efficacy
Author (Year) n/N (%) n/N (%) n/N (%) n/N (%) n/N (%)
Double-blinded studies
Griffiths et al. (2017)248 0/100b  (0.0) 2/100 (.0b
1/96 (1.0)¢ -
Gerdes et al. (2017)49 72/196 (36.7) 0/196 (0.0) -
Open-label studies
Emery et al. (2017)50 \ 0/119  (0.0) | 11119 (0.8) -

ar 1. A 1. . H

Odinet JS et al. J Manag Care Spec Pharm. 2018 Oct;24(10):952-959
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Biosimilars

“EFEcTO NOCEBO”: BIOSIMILARES

N[

RETIRADAS DE L0S ESTUDIOS

4) e N=100 ARy EA se propone switch (89% aceptacién).

e Informacion por su médico con posibilidad de re-switch o switch back

SERIE GLOBAL ACTIVIDAD OBJETIVA
Infliximab retention rate Infliximab retention rate
1.00- 100 ———=—x
'ﬁ —‘——-_Lﬂ_‘_' e
0.75- 0.75
log-rank p-value = 0.452
0.50 Log-rank p-value = 0.0002 0.50
] 0.25 -
0.25 Switch cohort |IFX-naive cohort
Historic cohort )
0.00" 000 T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 T24 3?( 36 42 48
Time (weeks) I ime (weeks)
\ )

Scherlinger M et al. Joint Bone Spine. 2018;85(5):561-7.
-
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“EF

Patients receiving (correct) informat;
Originator js con

Continueq treatment
With biologica)
originator

Qnivi Z:
Incorrect) information that 3 Switch to 3
biosimilar is performeqd

Patients treated witp
biologica) originator

Anfivi 5:
ct) information that 3 Switch to 5
biosimilar is performeqg

Switch to biosimilar
treatment

ARM 4
Patients receiving (incorrect) informah'on that the biologica)
Originator js continued

:739-749.
Sep;14(9):739
L et al. Expert Rev Clin Immunol. 2018 Sep
Pouvillon L et al.
- Y TTTm———T
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“EFEcTO NOCEBO”: BIOSIMILARES

RETIRADA POR “EFECTO NOCEBO” (%)
SwitcH INFLIXIMAB (CT-P13)

1010
EJ: -

N=39 Reumat. e N= e N= SN

. u N=133 Ell « N=125 IMID N=222 Reumat. N=260 IMID

o Retirada por (.efe.ctos * Retirada por . Transicién a IFX *Transicion a IFX e Transicion a IFX

adversos subjetivos astenia, artralgia * Artralgia, mialgia, « Pérdida eficacia.
I 16.6 16.1

12.8 12.8
- 3.2 -
Nikiphorou 2015 Schmitz 2018 Boone 2018 Tweehuysen 2018 Avouac 2017 Glinthorg 2018

Avouac, J et al. Seminars in Arthritis and Rheumatism 2018; 47:741-748.

Boone, N. W et al. European Journal of Clinical Pharmacology 2018.

Nikiphorou, E et al. Expert Opinion on Biological Therapy 2015; 15:1677-1683.
Schmitz, E. M. H et al. Alimentary Pharmacology and Therapeutics 2018; 47:356-363.
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“EFEcTO NOCEBO”: NIVELES E INDICES

(d )
— . CDAI scores TWDAI scores
* N=133 prospectivo 100% - 100%
» Switch ofrecido con 100% de aceptacion 80% 80%
Just before Just after +6 months +12 months BD?I{D i ED% T
switch switch after switch after switch o, )
- IFX level T M T2 T 20% 20%
- ATl level
- CRP 0% T r - i 0% T T T 1
_[Ejzzase activiy TO T1 T2 T3 O T1 T2 T3
k | | - | )
Infliximab (pg/mL) R
€ason drop-oyt
3.5 3 Pr.
0 {1,— Higher disease 3 ctivity n (%) swlm Possibly
i Adverse events ted ~°.t
r T T T T T 1 -,nf : sw'td"fdated
] 2 :2 6 8 10 12 » usion reaction X _ 2
——— ~delayed allerg; = =
T 8iC response 1 —
i ‘[‘ I -Benera] malaise/tireq => 1 = .
0 2 4 6 8 10 12 *ak@raggb — — e
- —
T2 —38 Ant,-b:;.p e s = =
— 1 = 1 i - =
. — . | | . In remission 2 (1.5%) = -
o 2 4 6 8 10 12 Other 5 (3.8%) = 2
41 -
= 1] - :
— =
i r T J‘ - T T T 1 3
0 2 4 8 10 12

Nuevas tendencias en la Ell, aires de cambio

Schmitz EMH et al. Aliment Pharmacol Ther. 2018;47(3):356-63.
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“EFEcTO NOCEBO”: BIOSIMILARES

MoTivos DE RETIRADA

Schmitz Avouac Boone Tweehuysen

2018 2017 2018 2018

Fatiga / Malestar general v v v
Artralgias v v
Lesiones cutdneas v v
Cefalea v v
Prurito v
Depresién v
Sintomas digestivos v
Reaccién infusional v v v v
Percepcién menor eficacia* v v e

* Con niveles y marcadores bioldgicos sin diferencias antes-después del switch

Bakalos G et al. Clin Ther. 2019;41(1):155-73.e13
-
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“EFECcTO NOCEBO”: BIOSIMILARES

REINTRODUCCION DEL INNOVADOR: “SWITCH BACK”

-
TASA DE SWITCH BACK
100+ 100-
95 - 80 -
S =
%‘% 90 - ~ 60 -
g 2
g 85 - kS 40 -
80
80 -
79 _—
o5 L B B
Tweehuysen Avouac 2018 0 -
\

MoTIVOS DEL SWITCH BACK
B10-SWITCH study

16

Efectos Adversos Pérdida de respuesta

Tweehuysen, L et al. Arthritis Rheumatol 2018; 70:60-68
Avouac, J et al. Seminars in Arthritis and Rheumatism 2018; 47:741-748..
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“EFECTO NOCEBO”: BIOSIMILARES

REINTRODUCCION DEL INNOVADOR: “SWITCH BACK”

EFICACIA EFICACIA Y ACTIVIDAD CLINICA
100 1007 100
89 89
80 - 78 80
60 - 60 -
40 40 -
20 A 20 -
. 33/37 .
Avouac 2018 ITv.ev.i'-eehu_j,'sen 2[]18I Scherlinger 2018 Actividad (1 DAS o No actividad
DACNAIN

Tweehuysen, L et al. Arthritis Rheumatol 2018; 70:60-68
Avouac, J et al. Seminars in Arthritis and Rheumatism 2018; 47:741-748.
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“EFECTO NOCEBO”: BIOSIMILARES

{QUE PODEMOS HACER?

IDENTIFICAR AL
PACIENTE DE

RELACION LA INFORMACION

MEDICO-PACIENTE AL PACIENTE

Efecto] [ /[!
EbucAcIioN : INFORMACION

DEL PACIENTE PERSONALIZADA

“No INFORMACION PosSITIVE
SOLICITADA” FrRAMING




BiosIMILARES DE ADALIMUMAB

“EFeEcTo NOoCEBO”: BIOSIMILARES

;CUALES SON LAs EXPECTATIVAS DE

L.OS PACIENTES?

DESCONOCIMIENTO .
NINGUNA PREOCUPACION PRINCIPALES PREOCUPACIONES

10y BIOSIMILARES
WEficacia " Seguridad

81 83
74 71
60 57

10 T T 1 r T T

80 -

60 -

40
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EFECTO NOCEBO

“EFECTO NOCEBO”: BIOSIMILARES

:CoMo IDENTIFICAR A Los
PACIENTES DE RIESGO?

No hay una unica herramienta para identificar a
los pacientes de riesgo.

e Beliefs about Medication Questionnaire (BMQ-Specific)
e Perceived sensitivity to medicines (PSM) scale.
e Stanford Expectations of Treatment Scale (SETS).

e Healing Encounters and Attitudes Lists (HEAL): factores
psicosociales, expectativas, relacion con el sistema sanitario, et...).

e Beliefs about Medicines Questionnaire (BMQ)

e [llness Perception Questionnaire (IPQ)

Kravvariti E L et al. Nat Rev Rheumatol. 2018;14(12):727-40.
-
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“EFEcTO NOCEBO”: BIOSIMILARES
:COMO INFORMAR?

e No informacion consentida

e Consentimiento informado contextualizado
En pacientes de riesgo menor informacion sobre efectos adversos

e Marco positivo (positive framing)
e “959% de tolerancia en lugar de 5% de efectos adversos”

* Reduce 1/3 los sintomas atribuidos al farmaco en otras indicaciones

e Informar sobre el efecto nocebo

e Mas del 75% de los pacientes no creen en el efecto nocebo.

e Mas fdcil que obvien los efectos adversos inespecificos.

Pouillon L et al. Expert Rev Clin Immunol. 2018;14(9):739-49.
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“EFECTO NOCEBO”: BIOSIMILARES
:ES EFIcAZ INFORMAR?

Aceptacion 88%

;
e N=222 Remicade a C T-P13. Informacion telefonica
e N=643 Enbrel a SB4.® Informacion por equipo nacional
Aceptacion 99%

e Facilidad de acceso
e Menor coste y reacciones locacales
)
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“EFEcTO NOCEBO”: CONSENSO

Statement 1. The nocebo effect is under-recognised in the era of
biosimilars. The nocebo effect can occur when initiating a
biosimilar, or when switching to a biosimilar.

(92% acceptance rate, very low-quality evidence)

Statement 4. The nocebo effect may negatively impact on the cost-
savings of biosimilars.
(92% acceptance rate, very low-quality evidence)

Statement 7. Lack of knowledge among patients about the
effectiveness and safety of biosimilars contributes to the nocebo
effect, and should therefore be minimised.

(92% acceptance rate, very low-quality evidence)

Pouillon L,. Aliment Pharmacol Ther 2019 May;49(9):1181-1187.

Statement 3. When using a biosimilar, caution is needed not to
attribute every side effect directly to the treatment, because some
side effects may be related to nocebo.

(100% acceptance rate, very low-quality evidence)

Prevention and Management of the Nocebo Effect

Statement 6. Patient-health-care provider relationship is a key driver
of acceptance of biosimilars, and limits the risk of negative bias
and the nocebo effect.

(100% acceptance rate, very low-quality evidence)

Statement 9. Education about biosimilars should be tailored to the
individual patient, taking into account their risk profile for the
nocebo effect.

(77% acceptance rate, very low-quality evidence)

Statement 10. Positive framing is recommended to reduce the
nocebo effect.
(100% acceptance rate, very low-quality evidence)
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CONCLUSIONES

e | efecto nocebo tras el switch a un biosimilar (retirada por efectos
adversos subjetivos o péerdida de respuesta sin datos objetivos que se rescata

con el férmaco de referencia) se sitUa alrededor del 12%.

» Existen factores predictivos que nos permiten identificar a los
pacientes de riesgo: escasa confianza, efectos adversos previos,

sensibilidad percibida a los farmacos, expectativas negativas, etc.

* Se pueden tomar medidas para minimizar este efecto:

e Informacion
e Relacidon médico-paciente

e Marco positivo
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