;3% CAMFiC
PROPOSTA DE
DIAGNOSTIC
DIFERENCIAL DEL DOLOR

AMB PERSPECTIVA DE
GENERE.

enere? llJornada CAMFiC amb motiu del Dia Mundial del Dolor




CONDICIONANTES
DE SALUD

GENETICA
BIOLOGIA
FISIOLOGIA :
ENDOCRINOLOGIA
PSICOLOGIA
DIFERENCIAL

CULTURA Y SUBCULTURAS MEDIO AMBIENTE

a CONSECUENCIAS

DEMANDAS ) &7 SOBRE LA SALUT

EXTERNAS: Bl L = FISICAY MENTAL

- Condiciones de Trabajo i P e

: Bg’glgrﬂ'ggggg musculo-esqueléticos

.- Rol de Cuidadoras N il - Ansiedad y depresion
NN - Trastornos menstruales

AUTOESTIMA

FACTORES
ATENUANTES

- Soporte social
-Corresponsabilidad



o Greenspan JD et al- “studying sex and gender differences in pain
and analgesia: A consensus report”.Pain 2007 . (221 Citas
bibliograficas).

o Fillingim R et al. “Sex, Gender and Pain : A Review of recent clinical
and experimental findings”. J Pain 2009.
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Greenspan sefala una mayor prevalencia de entidades que pueden

producir dolor entre mujeres:

42 entidac
18 entidac

24 entidad

es que producen dolor en mujeres.
es que pueden producir dolor en hombres.
es que no presentan diferencias por sexo.
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Conjunt de patologies, factors de risc, i motius de consulta que
mereixen una atencio especifica o diferent cap a les dones.

Motivada per:

*Diferencies biologiques, socials, psicologiques, culturals o
mediambientals.

*Major prevalenca en el sexe femeni, o causa de mortalitat
prematura.

*Riscos que obliguin a un abordatge diagnostic i terapeutic
diferent



Trastorns del cicle menstrual:

O Ooooo0oo0oqoobooqgooOoo

Amenorrea u Oligomenorrea (10%i +)
Metrorragies. (+ de 80 cc/mes) (50%i +)
Deficit de fase luteinica (80% i +. Prevalenca “lifetime”)
Dismenorrea (80% i +. Prevalenca “lifetime)
Sindrome premenstrual (30%i +. < 20 anys i > 40 anys)
Cicles anovulatoris. (+ 50% en < 20 anys)
Mastopatia fibroquistica. (+de 60% i +)
Miomes uterins. Fibroadenomes mamaris. (? +)
Sindrome ovari poliquistic. Hiperplasia suprarenal congenita de comencament tarda.
Endometriosi. 5-11%.
Hiperprolactinemies.( ? +). (Andersch i Backstrom 1990)

Manquen estudis rigorosos de episodi postpart i aplicacié de NTR.
Pocs estudis de periode climateric. Nomes WHI pagat amb diner public.
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Anémies. (16% Eu. > 40% Asia i Africa)
Ferropeénies. (75% dones treball a preu fet)
Osteopeénia per anovulacio o déficit de fase luteinica. (Prior 1993)
Sindrome d'ansietat por Deficit de Fase Luteinica.

Malalties autoimmunes: Lupus eritematds,(1/1000; Ratio 9/1. Tiroiditis
autoimmune.(25% > 40 anys Ratio 50/1. Artritis reumatoide. (1-2%. Ratio 9/1).

Endocrinopaties: Hipotiroidismes (20% > 40 anys) o Hipertiroidisme (5% > 60
anys).

Deficit de melatonina. (?).

Artrosis. Osteoartrosis. Bursitis. Tendinitis.
EM. Sindrome de dolor neuropatic

Farmacs: Estatines, inhibidors de aromatasa.



MORBIDITAT DIFERENCIAL i boLor. Major prevaleng
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PREVALENCA | RATIO M/H

ARTRITIS REUMATOIDE 3% 30:1
L.E.S. 1/1000 9:1
SINDROME SJOEGREN 1/1000 9:1
MIOPATIA TIROIDEA (hipotirodisme- hipertiroidisme) 20% 50:1

DEFICIT DE VITAMINA AMB HIPERPARATIROIDISMO

HIPERPARATIROIDISME SECUNDARI A DEFICIT VIT D 38% ?/?
HIPERPARATIRODISME PRIMARI. NORMOCALCEMICI HIPERCALCEMIC.

HIPERCALCEMIA NORMOPARATIROIDEA AL QUINTIL ALT.

MIOPATIA POR FERROPENIA 73% 50:1

POLIMIALGIA REUMATICA 60/1000 2:1
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PREVALENGCA  RATIO DONES/HOMES

Hipertensid 20%.
Diabetis II. 10%
Cancer de mama 40-7 x 100.000dones/any
Obesitat amb perdua de cintura. ?

Deficit Vitamina D.Osteomalacia ?
Hiperparatiroidisme 2ri o primari 38%/7?
Osteoporosis. 30%
Espondiloartritis anquilopoyetica ?
Fibromialgia 2-4%
Miopatia de origenviric (Epstein Barr. Covid 19) ?

Miopatia per disfuncio mitocondrial (quimic-ambient) ?
Patologia cardiovascular: IAM. AVC. 34%(Mortalitat)
Sarcopenia ?

2/1
2/1

(?)
30/1
40/1
3/1
1/5
50/1
50/1
50/1
1,5/1
?/?
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PIRUVAT + LDH + NADH = LACTAT.

|a conversio de piruvat a lactat passa per la reduccio del piruvat i
'oxidacio del NADH. Que dona un H i passa NAD.

Despreés a la cadena respiratoria hi ha tres passos: Complex I, 11, I |
V.

El pas de |l a lll esta regit per ubiquinona.
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Ferropéenia i anemies.

Hipo o hipertiroidisme.

Deficiencia de Vitamina D.

Deficiencia de Magnesi.

Deficiencia de Zinc.

Deficiencia de Vitamina B12.

Deficiencia de tiamina i/o riboflavina
Deficiencia de biotina (alteracié de microbiota)
Baixa expressio del gen AMPK



s Insecticides (rotenona, carbamats, organofosforats).

o Farmacs (amiodarona, biguanidas, haloperidol, estatines,
acid valproic, zidovudina).

- Anestesics (halotano).

o Antibiotics (cloramfenicol).

o Quimioterapics (doxorubicina).

5 Acid acetilsalicilic.

Medicina mitocondrial N Engl ) Med2012;366:1132-41
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INSECTICIDES (Organoclorats).

Derivats dels plastics (Bifenils policlorats, bisfenol A, ftalats.
Estrogens d’aliments inclosos als pinsos animals.

Estrogens de medicaments (Anticonceptius, THS,Cimetidina).
Hidrocarburs combustio benzina vehicles.



DISRUPTORES
ENDOCRINOS

> > ¢
NS g r)
Y
g | .
e ok
/q“\ % *(




Interleukina.

Substancia P.

Encefalina.

Beta endorfina.
Corticotropin-releasing factor. CRH.
Corticosterona.

Estrogens.

Neurotensina



o Martin Pall, ha desenvolupat |a hipotesis de la peroxidacio en exces
como element comu de la etiopatogenia de FM, SQM y FC.

o La seva hipotesis, ha estat corroborada por la Dra. De Luca (2010) y
per els treballs que hem realitzat al nostre grup.
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Dra.Carme Valls-Llobet

Hemograma y Ferritina. VSG. Saturacio transferrina. Sideremia. PCR
Cortisol basal mati.

Factor reumatoide. CH50. ANA Y PATRON. Anti SSA, anti Ro- Anti La
Ac antipetid citrulinat ( si AR)

Vit. B12, Folic, Magnesi, Zinc.

TSH y anticossos antitiroidals.

PTH intacta. Ca, Fosf, Fosfatases alcalines. 25(OH)D3

CPK. Aldolasa.

Funcid hepatica i renal.

RX columnai/o articulacions. RNM

o o o o o o o o o o od

Si disfuncio intestinal: Test ale a lactulosa i Helicobacter si dolor estomac. Biotina.
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Colinesterasa serica y eritrocitaria.

Hormona Creixement i IGF1.

Somatostatina.

Acido lacticy piruvic. Coenzim Q10.

17 beta Estradiol y Progesterona el dia 20 del ciclo.
RNM cerebral y SPECT.

Test neuropsicologic.
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o COENZIMA Q10

o ACID LACTIC | PIRUVIC.

o PROTOCOL ANALITIC BASIC.

o PERFIL OXIDO-REDUCCIO CELULAR.
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Astenia.

Cefalea frontal. Cap espes.
Dificultats al esforc.

-red a les extremitats.

Dolor muscular generalitzat.

ncremento de Acne.
Onicosquisis.
Caiguda de cabell. (Valls-Llobet C, Fuentes M 1994)
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Fosfatasa
Alcalinar

o Norm: ;
Calten
Pl ~ — -~~~ >

Calciuria {
Fosfaturia ! (T inicialmente)



o DEFICIENCIA :MENOR DE 10 ng/ml.

o INSUFICIENCIA: De 20 a 30 ng/ml.

o SUFICIENCIA: De 30 a 100 ng /ml

o TOXICIDAD: >150 ng/ml.

VALORES DE REFERENCIA: 5 a 54 ng/ml.
VALORES OPTIMOS: > 60 ng/m|

Dawson-Hughes, E. Up to date. Enero 20009.
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o Valors de referencia, indiquen limits de valoracio en |la
poblacid assistida en determinades cliniques o laboratoris.

o Valores normals, es refereixen a la poblacid normal, amb
bona qualitat de vida i adequades funcions vitals. S han
d’avaluar en funcio dels tests de qualitat de vida.



MITJANA DE VALORS DE REFERENCIA DE 10 ZONES SANITARIES A ESPANYA

1]
VALORS DE REFERENCIA VALORS NORMALS
- HEMATIES . - HEMATIES
H. 4,2 mil-5,3 HiD
- HEMOGLOBINA
> HEMOGLOBINA
H. 13-16 mg/l HiD 13-16 mg/l.
D. 11- 14 mg/I
- FERRITINA - FERRITINA
H. 20- 200 ng/ml HiD

M 5- 120 ng/ml 50 -300 ng/ml



Feceived: 5 Jlanuasnry 2023 Fewised: 27 Febrmuasnry 2023 Aorepted: 3 Mlarch 2023

e R PN RN T e T o W I g = 1 = e em e e T o o B

R peaear=
£ sl ey iy A

re;l_:h'

ILLUSTRATED REWIEW

Laboratory-based inequity in thrombosis and hemostasis:
review of the evidence

Lauren E. Merz MDD, MSc* - wF | Fartoon M. Siad MDD, MSc* = = |
Melissa Creary PhD. MPHT | Michelle Sholzberg MIDC M, MSc™ = |
Angela C. Weyarnd B alr

1pepartment of mernasl Medicine, Erigh s

and WWormen's Hospital BEostor. Abstract

i The concept of mormal in bematology, similar to that in other areas of medicine, is
2I:)-E|:|.E|||-I:l-l---El-l'I: of Medicrnes. Lniwvwersity of = - -

- by, T b, s arnchored to the perspective of those setting the standard. This means that sewveral
Ac ool of Public Health, Health laboratory reference interwvals amnd approaches to the conditicons of thrombosis arnd
MManasgement and Policy. University of hemostasis are influenced by the vantage point of those in poweer . Stroctural ireouity,

FAichiEan. Ao Aorbor, RMichigan, LESA - - - - - - - - - -
including systemic racisrm arnd sexism, can lead o inappropriate normalization of dis-

“'DEp.arl: meents of Reedicine., and L aborastoarys o o _ - -
ftedicine =nd FPathobiolome, St hiich 1= ease states, such as arnemia or iron deficdency, or delayed diagrnoses, such as in wvon

Hospital. Li Ka Shing Knowledge Institute, WWillebrarmd disease. This rewviewe wwill foocus o bhoww laboratory reference intervals

LPrwersit f Torormto, Toronto, Canada
n rette e = - n perpetuate the owycles of ineguity in care of patients with disorders of thrombosis and
SDiwision of Hematolosy Onocolosy.

Department of Pediatrics, niversity of hemostasis. We prowvide esxamples arnd case studies in maternal mortality as well as in
bAichigan hMedical School Ann Acbor. disorders such as won Willebrand disease amnd iron deficiency, guestion physiology
Ptiichi gman . LSS, ~ L - ~

wersus pathophysicology, ackrnowledge the distinction between social constructs and
Corres pondence bioclogic influernce, arnd highlight oppo rtunities for mouch-reeded restructuring in areas
Lauren E. Meaerse Departmvent of ibernal _ N _ _
redicine, Brigham and Wormen s Hos pital, swch as defining armemia arnd iron deficiernoy.
7S Francis St. Bostorn, ks 02115, LiSs
Email: lauren _meer z&sdfe i harmward edua HEYW ORDS

thrombosis, matermal mortality, won YWillebhramnd disease, irnon deficiency., inmeguaity. amnermia
Furndimg informa tion

Therse are Nno fundins socurcoes o report

Handling Editor: Fantesp Aonschaisa bkesir

Essentials

= The mormal referemnce imcervals do mot alvways represent a state of hwealth for all populat orms.

= Raoce is a social comnstrect amnd ot a biologic facet. Raci=sm, ok race, is thvwe risk Facoor.

= The oycles of heaealth imeguity exist imn hermatology suech as iroaon deficiency and mmenstrual bleedime.

= The re-ewahlarion of referemnce intervals amnd Ffoows aon inchoesieve resesearch is essential imn hermaoo oy
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SEX-BASED HEMOGLOBIM:
Rewview of studies assessing impact of lower hemoglobin thresholds

| Heb (g/au) |

13.9
-
12.6
e
12
WAHIOD Samermia
Cut-OFF
12
o
11
-

Populatiomn

Findings

WO rmen's
Health and
Aging Studyt®

Prospectiwe,
population
based

Corm rmi r ity
dweelling,
moderately to
sewverelhy disabled
wormen owver 65
w/So in Baltimore
Paryl and between
19922000
=1, 00>

Mlortality rate was
higher in patients
weit b loas
hemoglobin.
rAcrtality rate
steadily decreased
up to a
hemoglobin
threshold of
139 L

Cardiovascular
Health Studyls

Populaticon
based,
longitudinal
study to
study
COrona ny
artery
disease and
stro ke

Cormrmi rity
dwelling LS adults
ower GSyo,
enrallment began
1989,

M=1_ ZF50

Patients in the
nex<t to highest
quintile of
hemoglobin had
the best surwiwal
rate.
Those in the
loweest quintile
(=1=2.7 g/dL for
rmen amd
=12 .6 g/dL for
werormen ) had the
weorst.

PRAISE

FAUultiocoe nter,
ramndomized
climical trial
of
amlodipine
ws placebo.
FProspective
cohort
design.

Patients with
ocongestive heart
failure [EF<30%:

andySor MNY HS

functional class I11IB
or V)
M=1, 130

H ermuog boksiim
<1Zg/dL had a
SZ2%% higher risk of
death.

Each 1% decrease
imn hematocrit was
associated with an
11246 higher risk of
death

HEALTH-ABCY®

Populatican
based,
longitudinal
study

Corm rmiu rit oy
chwvelling adults 70—
FOywo in Memphis
and Pittsburgh
betwean 1997 -
1998 with intact
ADL and &L,
=305

Sx higher
moartality among
White wormen
w e n hemoel obiimn
=11, dl

FAEREZ =7 sa
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IRON DEFICIENCY and FERRITIN REFERENCE INTERWVALS

I Globally, 30% women Hgb <1 2g/dI32 ]

Untrea d
Untreated -

irom
i A deficiency

- -
= =
MNormalize
lowe ferritin
-
- "

I 30% of all women in the US hawve \ Mormalize

I 50% are from iron deficiency®* I

.|l_l|.

In the United States, 10% women Mo routine
hawve Hgh <12g/dI** assessment
— of HMIB

iron deficiency (ferritin=<25)3% loaw i
hemoglobin

fermales if a strict definition of iron deficiency (ferritin<=50) was employed?

e Would there still be a difference in the hemoglobin LLM between males and

Ferritin reference interval LLM (ug/L)

10 12 30 S0
Typical health Cut-off for PAinimurm lewel Ideal lewel for
systernn LLM3T studies for iron repletion iron repletion

“corrected” for
iron deficiency

Even using ferritin <12, recommend changing
\-é anemia cut-off to <12.8 g/dL for women3®

We recommend a ferritin LLN of at least 30 ug/L
for males and females to better communicate abnormal values and
prompt evaluation for iron deficiency

Inappropriate ferritin reference intervals lead to inappropriate
hemoglobin reference intervalss.

Brm
e tasie
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La violencia contra les dones es frequent ...pero es Normal??

Les anemies i les carencies de ferro son frequents.... Pero son
Normals??

El hipotiroidisme es freqient entre les dones... Pero es
normal mantenir-les hipotiroidees?

EL que si es freqlient es NORMALITZAR LA INFERIORITAT.



Sexe, genere i dolor. Futur

» Paper fonamental de la ATENCIO PRIMARIA

» Cami cap a la personalitzacié de la Medicina: incloent la perspectiva
de genere.

> Intervencions que disminuexin el retras diagnostic en determinades
malalties més prevalents en dones (endometriosi, malalties
autoinmunes, malaltia cardiovascular..)

» Interrogar:
> Condicions de vida ( cuidadores, situacié economica)

> Menstruacio
» Condicions de treball present i passat des de la adolescencia:

ergonomia, exposicido a substancies quimiques, altes demandes,
escao control sobre temps i organitzacio.

> Historia de abusos en el passat o en el present. Violéncia de
genere.



Sexe, genere i dolor. Futur
R

> Millorar la deteccié de condicionants per rad de sexe i genere:

> Sexe com factor prondstic de malalties.

> Contemplar diferents manifestacions cliniques en funcio del sexe.

> Comorbilitats de genere (salut mental —ansietat i depresid-, osteoporosis,
patologies ginecoldgiques, malaltia cardiaca, malalties inmunologiques..)

» Factors hormonals

> Rol de geénere asociat a malaltia.

> Rol de cuidadores.

> Atencio als canvis hormonals de cicle menstrual, embaras, postpart i
menopausa que provoguen canvis en neurotransmisors implicats en estat de
anim i percepcié del dolor.
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