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Agentes bioldgicos

* Medicamentos biologicos, ‘biofarmacos’, son
medicamentos muy complejos en cuya
fabricacion se emplean organismos vivos ,
celulas animales o vegetales, bacterias, virus o
levaduras

 Utilizan en la prevenciéon, tratamiento vy
diagnodstico de diversas enfermedades.



prevenir o
retrasar

Proteina Efecto
natura terapeutico

Biotecnologico



Usos:

Cardiopatias

ACV

Esclerosis multiple

Artritis reumatoide

Otras enfermedades autoinmunes




En el embarazo ?

 Enlos ultimos 15 afios las terapias bilogicas han sido aprobadasy
han mejorado significativamente resultados en mujeres en edad
reproductiva y gestantes con desordenes inmunologicos

— TNFI de mayor experiencia en el embarazo

* Elreto esta en la eleccidon adecuada tomando en cuanta resultados
fetales adversos y del embarazo.

* Fabricantes, recomiendan evitarse durante el embarazo y lactancia.
 Nunguna de estas terapias son seguras (FDA, EMA)
— Anti- TNF y anakira- Categoria B

* El rituximab, el abatacept y el tocilizumab — Categoria C

Evelyne Vinet; Christian Pineau; Caroline Gordon; Ann E. Clarke; Sasha Bernatsky (2009). Biologic therapy and pregnancy outcomes in women with rheumatic
diseases. , 61(5), 587-592. d0i:10.1002/art.24462



Biologicos en el primer trimestre .

 Derivados de I1gG

— Difieren de estructura,
vida media y paso
placentario.

* El transporte activo contiene
la parte Fc de 1gG1 mediada
por el receptor Fc fetal
expresado en la placenta

— Transferencia baja en
organogenesis

— Semana 13

Mother Placenta Fetus

Gotestam Skorpen, Carina; Hoeltzenbein, (2016). The EULAR points to consider for use of antirheumatic drugs before pregnancy, and during pregnancy and lactation.
Annals of the Rheumatic Diseases, (), annrheumdis-2015-208840-. doi:10.1136/annrheumdis-2015-208840



Biolégicos en el segundo y tercer
trimestre:

e Las moléculas IgG se transportaran activamente
desde la circulacion materna a la fetal mediante
union a receptor Fc neonatal en las células
trofoblasticas.

 Despues de la semana 30 de gestacion puede
conducir a niveles séricos del cordon umbilical
iguales o superiores a los niveles maternos

* Vida media prolongada, hasta 48 dias, 73 en el
recién nacido

 Desaparecen del suero hasta en 6 meses de vida.

Evelyne Vinet; Christian Pineau; Caroline Gordon; Ann E. Clarke; Sasha Bernatsky (2009). Biologic therapy and pregnancy outcomes in women with rheumatic diseases. ,
61(5), 587-592. d0i:10.1002/art.24462
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Recommendation

The EULAR points to consider for use of
antirheumatic drugs before pregnancy, and during
pregnancy and lactation

Carina Gotestam Skorpen, %2 Maria Hoeltzenbein,* Angela Tincani,’

Rebecca Fischer-Betz,® Elisabeth Elefant,” Christina Chambers,® José da Silva,®
Catherine Nelson-Piercy,'® Irene Cetin," Nathalie Costedoat-Chalumeau,'* '

Radboud Dolhain,'* Frauke Férger,’® Munther Khamashta, '®

Guillermo Ruiz-Irastorza,’” Angela Zink, '® Jiri Vencovsky,'® Maurizio Cutolo,°
Nele Caeyers,?! Claudia Zumbiihl,%* Monika @stensen’-2

* Analizo resultados de 2492 embarazos expuestos
a TNFi

— No se pudo encontrar mayor tasa de abortos
involuntarios o malformaciones congénitas en
embarazos expuestos vs usuarias no
expuestas.




Consideraciones:

El efecto del embarazo sobre las enfermedades autoinmunes varia.
La AR

— Los sintomas suelen mejorar durante el embarazo, pero empeoran en los
primeros meses después del parto

— Eclampsia / preeclampsia, diabetes mellitus gestacional, desprendimiento de
placenta, placenta previa, parto prematuro, baja peso al nacer y trastornos
congénitos fetales.

— Relacidén con actividad de la enfermedad

Gran actividad (LES)
— Se convierte mas grave durante el embarazo y en el periodo posparto
— Preeclampsia, parto prematuro y bajo peso al nacer.

Los sintomas de la artritis psoridasica empeorar.

Se ha establecido que descontinuar tratamiento bioldgico eficaz antes de un
embarazo planificado conduce a la exacerbacion de la APs durante el embarazoy
puerperio.



Infliximab . Categoria B de
la FDA

Etanercept - Categoria B

Adalimumab - Categoria B

»Categoria B de embarazo por la FDA

eanticuerpo monoclonal humano-murino quimérico que se une con alta afinidad a las
formas solubles y transmembrana de TNF

*Suspender 6 meses antes de la concepcion, aceptable 2 meses

*Es una proteina de fusion del receptor de TNF-IgG que se une a las moléculas de
TNF evitando que estas se unan a los receptores de TNF en la superficie celular

*Suspender entre 3 semanas a 2 meses

*anticuerpo monoclonal completamente humano que se une al TNF +, evitando que se
active los receptores de TNF

*Suspender 5 meses antes de la concepcion

*Golimumab (un anticuerpo anti-TNF-a monoclonal humano) y certolizumab (un
fragmento Fab PEGiladode anticuerpo monoclonal TNF-a humanizado)Son los dos
Ultimos biologicos anti-TNF.

*no existen datos publicados sobre su uso enembarazo humano
*Suspender 5 a 6 meses antes de la concepcion

Bogas M, Leandro MJ. Biologic therapy and pregnancy. A systematic literature review. Acta Reumatol Port. 2011 Jul-Sep;36(3):219-32. PMID: 22113598.



*Es un anticuerpo de ratén humano quimérico monoclonal que, al unirse
especificamente a un antigeno transmembrana, CD20, localizado en los linfocitos pre-
B y B maduros, media la muerte de las células B

*Dado que el rituximab es un anticuerpo basado en IgG, es probable que cruce la

Ve
‘ ate O r I a ‘ barrera placentaria e interfiera con el desarrollo de células B fetales y neonatales.
*Suspender 12 meses antes de la concepcion.

An aki n ra. = *Es un antagonista del receptor de interleucina-1 humana
Categoria B

*No hay datos suficientes sobre el intervalo de uso y la concepcién, no se han reportado
resultados adversos con el uso en el ler trimestre.

A . ata : t - *Es una proteina de fusién que modula selectivamente una sefial coestimuladora clave
necesaria para

activacion de los linfocitos T.

C ate g O rlla C *Suspender 18 semanas antes de la concepcion

*Se une especificamente tanto a solubles como a receptores de IL-6 unidos a
membrana

*Suspender 3 meses antes de la concepcion

ategoria

Bogas M, Leandro MJ. Biologic therapy and pregnancy. A systematic literature review. Acta Reumatol Port. 2011 Jul-Sep;36(3):219-32. PMID: 22113598.



Riesgo de teratogenicidad?

I ARTIGND OF REVISAD I

BIOLOGIC THERAPY ANDO PREGNANLCY.
A SYSTEMATIC LITERATURE REVIEW

Bogas M', Leandro M|”

Jornadas de Outono SPR 2011

Viseu, Portugal
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Table 1. Summary of pregnancies exposed to anti-TNF therapies

Live Spont. Therap. Birth
Study Orther Pregnancies, | births, Abortions, | Abortion, defects
Buthor, year infia Binlogic drugs no. no. | Exposition i i Complications Crisease
Gracia, 2006 BIOBADASIR | IMF i 4 3 TI 1 a RheumDis
Katz, 200+ IMF zafety Ly I some: L] &4 3B 5ETI 14 14 5 (all in patierts I premat with intracerebral gRA B2 LD,
Catabase MTX 8%; & MO wxp. ta IMNF and imtrapulmonary bleeding IlA 1 UG
ALA 33K, during died; [IRDS; | intesting IMR
MTML |4% pregnancy) malrotation {exp. LFM);
I Tetralogy Fallot; deltayed
Mahadevan, Intertional Tx | [MF some e 10 2T1;872-3 o o I I respiratory distress 3 premat ch
2005 (L
Schnitzler, Intertional Tx | IMF 12 10 TITZ I o 1 presmat B0
ay
Berthelot, CRI IMF k| 3 ITI;2T-2 o 1] o 114, 1RA,
0y 15pA
Chambers, oTiE IMF na 4 3 TI | o 1 presmat R&
2004
Tursi, 2006 1M Pes | 1 Ti-3 a Q o o0
Angelucc, 2004 1M Pes | 1 T a Q o o0
Burt. 2003 1M na | 1 TI a 0 o o0
Kinder, 2004 1M MTX | [t} TI | {MTE) 0 o Gra
Wasiizuskas, 2006 IMF na | 1 TI a 0] 0 D
Stenged, 2008 IMF rrvsgalarins | 1 Ti-3 a 0] 0 D
Chaparra, 2010 IMF MO | 1 Ti-3 a 0] 0 D
Alanci, 2008 IMF MO | 1 T3 a 0] 0 S
Falmer, 2008 IMF na | 1} TI 1 I delayed L
development
Artoni, 2002 IMF | 1 T 0 Pudy
Srirwazan, 2001 IMF | | TI o death on D
cay 3
Jarmes, 3001 IMF | | T2 (zingle o D
dase)

Merome, 208 I MTx | 1 Tl-2 0 premat &
Comreiz, 2010 I Fi X T3 0 B0
Fug, 2009 Ly I | 1 Tl 0 Fsoriasis
Oistensen, 1008 INF 5 | Tl 4 RA Pef.

Dll';an.rt
Rosner, 2007 IMF ALA 3 3 Ti-3 o o] o | presrat 114 and

1A
Kare, 2009 IMF 3 3 Ti-2 o o] o D

cordinue on next pope




Table I, Summary of pregnancies exposed to anti-TMF therapies (continuvation)

Live Spont. Therap. Birth
Study Cther Pregnancies, | births, Abortions, | Abortion, defects
Author, year iirfix Biologic drugs no. no. | Exposition e et Comiplications Comimient Other Drispmsp
Barthelos, CAI ETA 1T 10 ! ETI;2T1-2 1 I {MTX) a ZRA; B3pA;
2005 1FsA; 1] 1A
Garcia, 2006 BIOBADASIR | ETA MR B 4 Tl i RheumDis
Chakraarty, ET& some I ] “during | o o RA
03 pregnancy”
Kogvik, 2005 ETA no 3 3 Tl 2 0 Q [J& and AA
Rous, 2007 ETA yes 3 i Tl 0 | 1 UTI + CAH AA
Rurnp. 2004 ETéA no | | Tl 0 0 a RA
Feyertag, 2004 ETéA no | | Tl-3 0 0 a RA
Carter, 3006 ETA na | | TI-3 o 0 1 WACTERL assoc PaA
Lhigh dose)
Sinka, 2006 ETA no | | 0 0 Q AA
Michelowd, 2004 ETA no | | Ti-3 0 0 a SLE [LM)
Ortermin, 2007 ETA no | | Tl-3 0 0 a JIA
Rosner, 2007 ETA MFM | | Tl-3 0 [ a SLE
Umada, 2010 ETA | | TI1,T2 ard TE 0 0 Q AA
Murashime, 2005 ETA FOM | | T1-T3 0 0 Q premat AA
Rump. 2010 ET& B ] C and I 1 Megacolon congenitum RA and A5
“during
pregnancy”
Baorrega, 2010 ETA ME&IDs | | Tl o 0 Q FoA,
Dgtensen, 2009 ETA 5 5 ETI; 3T3 | 3 outcome
unkown RA and AS
Johnson, 2008 | OTI5 ET& oy 132 130 Tl &l 211 Il I atrial septal defect + patent BheumDis
— Trissormy unispecified ductus arteriosus, esotropia,
1B} heart ard inguinal hemiz: | tansverse
defuct) stomch with epispadias +
congenital eye defect in a twir
whose co-twin had displaced
stomach; | ventricular septal
defect + patent foramen ovale]
+ patent ductus arteriosus;
| wentricular septal defect +
pulmanic stenosis; | pyloric
stenoss; | cystic adenomatoid
rmalformation; | hypospadias +
inguiral hermiz; | vohulus; |
microcephaly; | congenital
hppothyrmidisme | Trissomy 21

condinue an next pape




Table I, Summary of pregnancies exposed to anti-TMNF therapies (conlinvalion)

Live Spont. Therap. Birth
Study Crther Pregnancies, | births, Abortions, | Abortion, defects)
Author, year irfier Biologic drugs no no | Exposition e e Complications Comment Other Drisease
Johnzon, 2009 9] 1 A0, G4 BQ Tl 13 | 7 I urdescended testide, | C0 ard RA
— microcephaly, | ventricular
septal defect. | congenital
hip dysplasia. | congenital
hyppothyraid, | biouspid aortic
walve and agenesis of the
corpus callosum, | congenital
hpdranephrosis
Garcia, 2004 BIOBADASER | ADA 1 i Tl | a RheumDis
Berthelot, 3009 | CRI A0S 1 i ITITI-3 a IRA; | Spf
Wesga, 2005 ADA g | | Ti-3 1 0 a o
Sanchez, 2005 A0S | | TI 0 a D
Kraemer, 2008 A4 LFt untl WE | | Ti-3 o 0 a Takayasu
Mishkin, 3006 A4 na | | Ti-3 o 0 a D
Cobum, 2006 A4 yes | | TIT3 o 0 a D
Carter, 2007 A0S | | T o 0 I WACTERL assoc g
Jurgens, 200% A0S | | TI o 0 a D
Dessinioti, 2000 AL | | Tl 2] low weeight. Psoriasis
King. 2008 BSREBR FIMF+ 2TMTE 38 io 35T ATI-3 18 & 4+ 1 3 mtrauterine death and | RheumDis
40ETA+ — (IETA:TI.T3 neanztal death; | congenital {mostly LA
ILADA “all healthy™) hip dysplasia and | pyloric
sterosis
Strangfeld, 2007 | RABBIT INF+ETA | 2 MTXILFM 1z 0 maostly TI: 2 0 a RhsumDis
+ADA EAFTLE
Cuzh, 2005 On-line query | INF+HETA 454 iTE “during 15 5 a ¥ premat AA
{L5A] +A0A pregnancy”
Owssalah, 200% CTZ I | Tlhand T3 a CD




Table 11, Surmmary of pregnancies exposed to other biologics (non-anti-TNF)

Live Spont. Therap. Birth
Study Crther Pregnancies, | births, Abortions, | Abortion, defects!
Author, year irfex Biologic drugs no. mix | Exposition et T, Complications Comment Other Drisease
Mg, 2003 RIE AAST|gst 1 1 *=bmuonths o a o APPE
FOM bl
Ponte, 2000 RT = i i Ti o o Atopic
Dermatitis
Pellkofer, 2003 RIE 1 1 - o o Crotic Mew-
rormyelitis
Ostensen, 21004 RIx 3 i 3 mo b o 1 0 LE
eTI-T1

Herold, 2001 R HOF 1 1 T2eT3 o a 1] premat. Lymphoma
Kimby, 2004 LA 1 1 Tl o 0 Lymphoma
Friedrichs, 2006 RTX CHOP [ [ TleT3 1] [1] [ Lymphoma
Seully, 2006 RTX 1 1 TeT3 o a 0 premat TTF
Ojeca-Lribe, RTX 1 1 Ti o o Al HemolAn
206
Maglorie, 2004 R CHOP 1 1 T: o Q 0 Lymphaoma
Dlecker, 26 R CHOP 1 1 T: o Q 0 premat Lymphoma
Klink, 2008 R Igs 1 1 LE] o Q 0 ITF
Ry, 2003 RI % CHOP 1 1 T2eT3 o [a) 0 premat Lymphoma
Strengield, 2007 | RABBIT AMAk i i *T1;3T2-3 0 RheumDis
Amtacept EMA ABAL MTXE or LAY g 3 T3 3 2 (MT¥ or LEN) | £ RA
2y ongaing

prEgnancies

when

resorted)
Abatacept EMA ABAz 1 0 Ti | Multiple
Hid Sclerosis

MF = infliximab, ETA - etanercept. ADA, - adalimumab, BTX - rituximab, ANAK - 2nakinr, ABAL - abatacegt, TCL- tocilizumab, TTL - certolioumab, FITX - methotreate, ALA - azathioprine, MM - mpcophenolate
rmodetil, MTMNL - metronidazole, PO - predrisolone, MD - not described, T1 - |5t trimester T2 - 2nd trimestes, T3 - 3rd trimester, BA, - rheumatoid arthritis, Ps& - psorathic arthritis, Jl& - juvenile idiophatic
arthritis. A% - anxylosing spordylitis. RheumDis - rheuretic dseases, C0 - Crohn's disezse, |20 - irflammatory bowel disease, UC - ulcerative caolitis. 3LE [LM) - systemic lupus erythematosus {lupus nephritis):
jor other acronyms please see taxt




> Arthritis Care Res (Hoboken). 2018 Jul;70(7):979-986. doi: 10.1002/acr.23434.

Epub 2018 Apr 30.

Patterns of Biologics Utilization and Discontinuation
Before and During Pregnancy in Women With

Autoimmune Diseases: A Population-Based Cohort
Study

Nicole W Tsao 1, Larry D Lynd 2, Mohsen Sadatsafavi 3, Gillian Hanley #, Mary A De Vera !

Affiliations + expand
PMID: 28973840 DOI: 10.1002/acr.23434

METODO:

e Columbia Britanica,
Canada.

e Mujeres con embarazos

Tsao, Nicole W.; Lynd, Larry D.; Sadatsafavi, Mohsen; Hanley, Gillian; De Vera, Mary A. (2017). Patterns of biologics utilization and discontinuation before and during pregnancy in women

gue terminaron en partos
entre el 1 de enero de
2002 y el 31 de diciembre
de 2012 y tuvieron 21
prescripcion de un
medicamento bioldgico
ano antes del embarazo o
durante el embarazo

De 6.218 mujeres con enfermedades autoinmunes, 131
mujeres fueron expuestas a un bioldgico antes o durante
el embarazo. El uso de bioldgicos en esta cohorte aumento
del 0% en 2002 al 5,7% en 2012.

Dentro del primer trimestre del embarazo, el 31% de las
mujeres interrumpieron su tratamiento bioldgico y el 38%
interrumpieron el uso en el segundo trimestre, mientras
que el 98% de las que recibieron tratamiento en el
segundo trimestre lo continuaron en el tercer trimestre.

Las mujeres con AR tenian 3 veces mas probabilidades de
suspender los biolégicos durante el embarazo, en
comparacion con aquellas con enfermedad inflamatoria
intestinal.

with autoimmune diseases: A population-based cohort study. Arthritis Care & Research, (), —. doi:10.1002/acr.23434



BM) Open Use of biologics during pregnancy and
risk of serious infections in the mother
and baby: a Canadian population-based

cohort study

Nicole W Tsao,” Larry D Lynd, " Eric C Sayre,? Mohsen Sad=te=foui 1

Gillian Hanley," Mary A De Vera'

La incidencia de
infecciones posparto
graves fue baja, entre el
0% vy el 5%, segun las
exposiciones
concomitantes a
inmunosupresores.

En los lactantes expuestos
a productos biologicos en
el utero, la aparicion de
infecciones graves durante
el primer ano de vida
oscilé entre el 0% vy el 7%.

Tsao, Nicole W; Lynd, Larry D; Sayre, Eric C; Sadatsafavi, Mohsen; Hanley, Gillian; De Vera, Mary A (2019). Use of biologics during pregnancy and risk of serious infections in the mother

Biologic exposed

N =100

|

Riesgo de
infecciones?

6.218 women with autormmune \il.lph. ISIS,

8,607 pregnancies

T

Biologic unexp

N = 8,507

osed

DMARDs/ DMARDs/ DMARDs DMARDs
Sen Immunosupp.ressant | Immunosuppressant Senou Immunosupp.ressant | Immunosupp.ressant
infections exposed unexposed nfections exposed unexposed
N =53 N =47 N =1843 N = 6,664
GC exposed " GC exposed
3% 5% 3% 3%
N=54 N 1%
GC unexposed GC unexposed
5% 0° 4% 3%
N =46 N=7442
8.607 pregnancies with autoimmune disease
diagnosis, 8,607 infants
Biologic exposed Biologic unexposed
N =100 N = 8,507
DMARDs/ DMARDs/ DMARDs DMARDs
Senous Immunosupp.ressant Immunosuppressant Senous Immunosupp.ressant Immunosupp.ressant
infections (%a) exposed unexposed infections (" exposed unexposed
N =53 N =47 N =1843 N = 6,664
GO exposed . ¥ GO exposed
) 6% 5% 7° 6%
N=5 N = 1,065
GC unexposed GC unexposed
0% o 1 50, 50,
N =46 N = 7442

and baby: a Canadian population-based cohort study. BMJ Open, 9(2), €023714—. d0i:10.1136/bmjopen-2018-023714




Riesgo de respuesta alterada a las
Vacunas?

* En ninos expuestos a los anti TNF antes de la semana 22.
— se puede realizar programa normal de vacunacion
* Expuestos a los anti TNF durante el 2do y 3er trimestre.

— Recomendado esperar 6 meses siguientes al
nacimiento antes de administrar vacuna viva.

: ¥

Wieringa, Jantien W.; Driessen, Gertjan J.; van der Woude, C. Janneke (2018). Pregnant women with inflammatory bowel disease: the effects of biologicals on
pregnancy, outcome of infants and the developing immune system. Expert Review of Gastroenterology & Hepatology, (), 17474124.2018.1496820—.
doi:10.1080/17474124.2018.1496820



Table 1 The EULAR points to consider for use of antirheumatic drugs before pregnancy and during pregnancy and lactation

Overanching principles
A Family planning should be addressed in each patient of reproductive age and adjustment of therapy considered before a planned pregnancy.

B Treatment of patients with rheumatic disease before/during pregnancy and lactation should aim to prevent or suppress disease activity in the mother and expose the fetus/
child t no harm.

The risk of drug therapy for the child should be weighed against the risk that untreated maternal disease represents for the patient and the fewes or child.

D The decision on drug therapy during pregnancy and lactation should be based on agreement between the internist'meumatologist, gynaecologistiobstetrician and the
patient, and incleding other healthcare providers when appropriate.

Points to consider for use of antiheumatic drugs in pregnancy™ Grade of
recommendationt
1  =DMARDst proven compatible with pregnancy are hydrseychloroguine, chloroquine, sulfasalazine, azathioprine, ciclosporin, tacrolimus and B
colchicine, Thiey should be continued in pregnancy for maintenance of remission or treatment of a disease flare,
2 =DMARDst methotrexate, mycophenolate mofetil and cyclophosphamide are teratogenic and should be withdrawn before pregnancy. B

3 Mon-selective COX inhibitors {non-steroidal anti-inflammatory drugs, N5A&10s) and prednisone should be considered for use in pregnancy if needed to B
control active disease symptoms. NSAIDs should be restricted to the first and second trimesters,

4 In severe, refractory maternal disease during pregnancy methylprednisclone pulses, intravenous immunoglobulin or even second or third trimester use D
of cyclophosphamide should be considened.

5 csDMARDsH, tsDMARDsS and anti-inflammatory drugs with insufficient documentation concerning use in pregnancy should be avoided until further B-D
evidence is available. This applies to leflunomide, mepacrine, tofacitinib and selective COX 1| inhibitars.

& Among BDMARDsY continuation of tumour necrosis factor (THF) inhibitors during the first part of pregnancy should be considered. Etanercept and B
certolizumab may be considered for use throughout pregnancy due to low rate of transplacental passage.

7 bDMARDsY ritwximab, anakinra, tocilizumab, abatacept, belimumab and ustekinumab have limited documentation on safe use in pregnancy and D
should be replaced before conception by other medicaton. They should be used during pregnancy only when no other pregnancy-compatible dreg
can effectively control maternal disease.

FPoints to consider for use of anticheumatic drugs during /actation® Grade of
recommendationt
1 =sDMARDst and anti-inflammatory drugs compatible with breast feeding should be considered for continuation during lactation provided the child D

does not have conditions that contraindicate it. This applies to hydmoychloroguine, chloroquine, sulfasalazine, azathioprine, ciclosporin, tacrolimus,
colchicing, prednisone, immunoglobuling non-selective COX inhibitors and celecoxib,

7 csDMARDst, tsDMARDsS and anti-inflammatory drugs with no or limited data on breast feeding should be avoided in lactating women. This applies D
to methotrexate, mycophenclate mofetil, cyclophosphamide, leflunomide, tofacitinib and oyclaoxpgenase [l inhibitors other than celecoxib,

3 Low transfer to breast milk has been shown for infliiimab, adalimumab, etanercept and certolizumab. Continuation of THF inhibitors should be D
considered compatible with breast feeding.
4  bDMARD=Y with no data on breast feeding such as rituximab, anakinra, belimumab, ustekinumab, tocilizumab and abatacept should be avoided 1]

during lactation if other therapy is available to control the disease. Based on pharmacological properties of bDMARDSY), lactation should not be
discouraged when using these agents, if no other options are available.

Gotestam Skorpen, Carina; Hoeltzenbein, (2016). The EULAR points to consider for use of antirheumatic drugs before pregnancy, and during pregnancy and lactation.
Annals of the Rheumatic Diseases, (), annrheumdis-2015-208840-. doi:10.1136/annrheumdis-2015-208840



Conclusiones/ recomendaciones:g.

Cada vez hay mas evidencias de que los farmacos anti-TNFa tienen bajo riesgo en el
embarazo

Hasta la fecha no se ha descrito riesgo aumentado de abortos, malformaciones
congeénitas, retraso de crecimiento intrauterino, parto prematuro o complicaciones
neonatales en pacientes con enfermedad reumatoldgica inflamatoria y enfermedad
de Crohn tratadas con terapia anti-TNFa comparado con la poblacién general se ha
demostrado sistematicamente que solo MTX y MMF aumentan la tasa de abortos
espontaneos.

No hay datos suficientes para recomendar continuar o iniciar terapia bioldgica, sin
embargo Berman et al. Recomiendan considerar continuar con los bioldgicos
durante el embarazo.

En pacientes con gran actividad de la enfermedad de base bien controlada con un
farmaco anti-TNFa, se podria valorar seguir con la terapia dependiendo del riesgo-
beneficio individual

Se recomienda que las pacientes y los médicos discutan el tema de la terapia
bioldgica cuando se planifique el embarazo y que se obtengan consentimientos en
caso de continuar con la terapia bioldgica.
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