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B. Partea speciala - Studii personale

Lucrarea de fata isi propune analiza unor factori care ar putea influenta patologia iatrogena,
cum ar fi personalitatea pacientului, activitatea fizica, comorbiditatile, starea de nutritie, precum si
studierea unor iatrogenii medicamentoase in afectiuni frecvent intalnite la varstnic. A fost elaborat
si un chestionar original (PIM), un instrument util de investigare.

1. Personalitatea pacientilor varstnici cu iatrogenie medicamentoasi

Obiective, Material si metoda

Studiul s-a efectuat pe 2 ani, pe 62 de pacienti cu varsta medie de 65,32 + 5,81 ani (barbati) si
60,15 £ 6,20 (femei), cu diagnosticul de hipertensiune arteriald stadiul I si II, la care dupa medicatie
au aparut efecte secundare (Lotul I). Pacientii au fost tratati cu: IECA, blocanti beta adrenergici,
antagonisti de Ca si diuretice tiazidice, medicatie cu potential iatrogen. Comparativ a fost selectat
lotul martor de 60 de pacienti varstnici hipertensivi, fara reactii secundare (Lotul II).

S-a urmarit tipul de personalitate al pacientilor varstnici, care ar putea fi favorizant pentru
iatrogeniile medicamentoase. Tipul de personalitate s-a stabilit pe baza chestionarului de
personalitate EYSENCK 1990, adaptat de catre Baban, Derevenco si Eysenck (80,81).

Rezultate, Discutii

La lotul I, de cazuri predomind mediul urban, sexul feminin, nivelul de studii medii, cei
necasatoriti si vaduvi. Nu s-au constatat diferente semnificative intre lotul I si II in ce priveste
adresabilitatea la serviciile medicale. Vechimea bolii hipertensive la pacientii din Lotul I predomina
intre 5-10 ani.

Efectele secundare ale medicatiei betablocante sunt: ameteli, tulburari de dinamica sexuala,
tulburari de somn, astenie, raceala extremitatilor, bradicardie, edeme, tulburiri respiratorii (astm),
depresie (18,83). In studiu s-au urmirit mai ales efectele secundare psihice. Tratamentul cu
hipotensoare si diuretice a determinat aparitia unor reactii secundare iatrogene de tip: depresie
(predominanta, 75%), tulburari de dispozitie, astenie si apatie.

Personalitatea pacientilor din lotul caz, aratd predominanta neuroticismului (51,6%), pentru
indicatorul instabilitate, urmat de introversie (17,74%), comportament reactiv (14,52%) si
indezirabilitate (6,45%).

Concluzii
1. latrogeniile medicamentoase depistate la pacientii hipertensivi predomina in mediul urban fata
de mediul rural, la femei fata de barbati, la pacientii cu studii medii fata de cei cu studii superioare,
la cei fara partener, la cei cu boala hipertensiva veche de 5 — 10 ani.

2. Medicatia antihipertensiva poate avea potential iatrogen la varstnici introverti, cu personalitate
instabila, comportament reactiv si indezirabil.

3. Factorii predictivi in aparitia iatrogeniilor medicamentoase la varstnici hipertensivi sunt mediul
de provenienta, statusul marital si vechimea bolii si profilul de personalitate.

2. Activitatea fizica si iatrogeniile psihice la varstnicii institutionalizati

Obiective, Material si metoda

Ne-am propus sa evaludm la pacientii varstnici institufionalizati: frecventa depresiei,
activitatea fizica, efectul antiiatrogen si antidepresiv al activitatii fizice.

Cercetarile au fost efectuate la Caminul pentru persoane varstnice din Alba Iulia, in lunile
mai-iunie 2008. Subiectii varstnici, persoane autonome, cu o vechime a institutionalizarii de 7-10
ani, au fost grupati in doua loturi: lotul I - barbati, n = 40, varsta medie de 75,4 + 7,5 ani; lotul II -
femei, n = 36, varsta medie de 73,2 + 5,2 ani.



S-au aplicat urmatoarele teste: indicele de activitate fizicd (IAF), pe baza chestionarului
Dumitru (1997) (86), indicele de depresie (ID), pe baza Scalei Geriatrice de Depresie (SGD),
adaptata dupa Sheikh si Yesavage (2000) (87), functiile cognitive pe baza testului MMSE (Mini
Mental State Examination) (81).

Rezultate, Discutii

La loturile examinate, IAF arata valori rezonabile pentru barbati si slabe pentru femei, desi
acestea sunt predominant normoponderale (55%), dar relativ sedentare (55,55%). Barbatii, in
schimb, sunt normoponderali (45%), dar fizic presteaza o activitate acceptabila (75%), comparativ
cu lotul de femei (89,90). Efortul fizic adecvat varstei nu determina decét rareori oboseald, palpitatii
si dispnee (109,110).

In conditiile institutionalizarii de durata (7-10) ani, pentru subiectii examinati, la care functiile
cognitive sunt pdstrate, depresia medie este prezenta in proportie redusad (10%) la barbati, dar mai
crescutd la femei (19,44%). Valorile sunt apropiate de datele din literatura de specialitate, care
indica un procent de 15 % (6). Prezenta acesteia poate fi explicata prin durata internarii, diminuarea
relatiilor cu lumea exterioara, iatrogeniei de institutionalizare si unui IAF mai scazut.

Mediile scorului de la testul MMSE si de la scala geriatrica de depresie difera semnificativ in
functie de IAF la ambele loturi. Scorul de la testul MMSE este cu atit mai mare cu cat IAF este mai
mare. Scorul de depresie este cu atdt mai mare cu cat IAF este mai mic.

Corelatia intre scorul de la scala geriatrica de depresie si scorul pentru testul de explorare a
functiilor cognitive este invers proportionala: depresia crescuta este asociata cu valori scazute ale
functiilor cognitive si invers.

Concluzii
1. In conditii de institutionalizare de duratd (7-10 ani), prezenta depresiei predomina in diferite
grade la femei (22%) fata de barbati (10%) si poate fi atribuita si activitatii fizice reduse.

2. Activitatea fizica adecvatd varstei peste 70 de ani poate avea efecte benefice antiiatrogene, de
combatere a depresiilor si diferitelor cauze ale iatrogeniilor de institutionalizare.

3. Mentinerea unei vieti active, potrivite varstei, contribuie la pastrarea adecvatid a functiilor
cognitive si combaterea depresiei, fard a apela la tratament medicamentos.

4. Organizarea gerontologica in camin internat trebuie sa aibda in vedere beneficiile activitatii
fizice, individualizate in raport cu starea de sandtate, bolile si tratamentul persoanelor varstnice.

3. Starea de nutritie la varstnici cu insuficienta cardiaca cronica

Obiective, Material si metoda

In cercetarea de fatd s-au urmdrit: evaluarea starii de nutritie prin parametrii apetit, greutate,
motricitate, indice de masa corporald; evaluarea parametrului psihologic; consumul de medicamente
si felul alimentatiei; reactiile iatrogene cauzate de tratamentul cu digitalice (Digoxin), in raport cu
nutritia si dieta.

Cercetarile au fost efectuate pe 2 ani si au cuprins pacienti varstnici, din evidenta Clinicii
Medicale IV, cu diagnosticul de insuficientd cardiaca cronicd, aflati in tratament cu Digoxin, IEC
sau betablocante. Cei 57 de pacienti (37 barbati, 20 femei), au fost impartiti la randul lor in 4 loturi:
nefumatori si neconsumatori de alcool, fumatori si neconsumatori de alcool, consumatori moderat
de alcool si nefumatori, consumatori moderat de alcool si fumatori.

Evaluarea starii de nutritie s-a facut pe baza chestionarului "MNA” (84). Valoarea calorica
medie a ratiei alimentare zilnice s-a calculat dupa Dorofteiu (1980) (112).

Rezultate, Discutii

Analiza starii nutrifionale indica o anorexie moderata la toate loturile, o pierdere semnificativa
in greutate la loturile II, III, IV de barbati si femei. Parametrul motricitate este in limite normale la
toate loturile.

In ceea ce priveste prezenta unor boli acute sau a stresului psihologic, acestea au fost declarate
si acuzate de catre toti pacientii, scorul fiind mai ridicat la loturile de femei. Problemele
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neuropsihice de tipul depresiei moderate sunt prezente la toate loturile, cu incidentd mai mare la
loturile I, 11 si 111 de femei si a depresiei severe la lotul IV de femei.

Riscul de malnutritie este prezent, valoarea calorica a ratiei alimentare zilnice calculate este
sub 2000 cal/24 h, fiind bazata mai ales pe fainoase, lactate, cartofi si ocazional fructe.

Rezultatele noastre aratd prezenta unor reactii adverse predominant digestive in proportie
redusa la loturile examinate de pacienti tratati cu Digoxin, atat la barbati, cat si la femei. Consumul
de alcool si fumatul nu influenteaza aparitia acestora. Loturile cu cea mai mica valoare a ratiei
calorice prezinta scorul cel mai ridicat al reactilor adverse evidentiate.

Concluzii
1. Aprecierea globala a starii de nutritie a pacientilor varstnici cu insuficienta cardiaca cronica si
HTA evidentiaza o anorexie moderata.

2. latrogeniile medicamentoase digitalice prezente la varstnici pot fi determinate de deficitul
nutritional.

3. Reactiile iatrogene cauzate de nutrifia deficitara la pacientii cu insuficientd cardiaca cronica
tratatd cu Digoxin se manifestd prin inapetentd moderatd, cefalee, oboseald, iritabilitate si
instabilitate emotionala, mai exprimata la femei.

4. Influenta factorilor de risc asupra starii de nutritie la varstnici cu
insuficienta cardiaca cronica

Obiective, Material si metoda

Cercetarile nostre prezentate in capitolul precedent (capitolul 3), ne-au determinat sa studiem
si influenta unor factori de risc — consumul de alcool si fumatul la varstnici, avand in vedere cd nu
s-au constatat diferente in raport de sex.

Starea de nutritie si starea neuropsihologica s-au calculat pe baza chestionarului MNA (84).
Consumul de alcool si tigari au fost moderate la toti pacientii si s-au estimat pe baza anamnezei.

Rezultate, Discutii

Fumul de tigara are influente nefaste asupra tuturor sistemelor organismului uman (113).
Alcoolul prezinta numeroase efecte negative asupra sistemului digestiv (118), afecteaza transportul
intestinal cu aparitia de denutritie si hipovitaminoze, suprasolicita cronic a celula hepatica.

Rezultatele noastre arata c@ pacientii virstnici cu insuficientd cardiacad cronica se expun unor
factori de risc prin consumul moderat de alcool si fumat (datele in concordanta cu alte studii (121)).

Consumul de alcool nu influenteaza semnificativ scorul de depistare a starii nutritionale si nici
scorul de evaluare globala si totala. Valoarea calorica medie a ratiei alimentare nu este influentata
de consum. Alcoolul nu are influentd semnificativa asupra simptomatologiei.

Fumatul influenteaza semnificativ scorul de depistare a starii nutrifionale, cu scaderea
semnificativa (p=0,02), in schimb nu influenteaza semnificativ scorul de evaluare globala si totala.
Fumatul influenteazad semnificativ valoarea calorica medie a ratiei alimentare (p<0,0001) si
simptomatologia. Efectul combinat determind modificari semnificative ale simptomatologiei
(p=0,03), cu scaderea scorului acesteia fata de nefumatori si neconsumatori de alcool.

Concluzii
1. Scorul de depistare a starii nutritionale scade semnificativ la fumatori, dar nu este influentat de
consumul moderat de alcool.

2. Scorul de evaluare globala si totalda a starii de nutritie nu este influentat nici de consumul de
alcool, nici de fumat si nici de efectul combinat al acestora.

3. Valoarea calorica medie a ratiei alimentare scade semnificativ la fumatori, dar nu este influentata
de consumul moderat de alcool.

4. Simptomatologia nu este influentata de consumul de alcool si nici de fumat, dar scade
semnificativ la pacientii fumatori si consumatori de alcool, comparativ cu martorii.



5. Aspecte ale osteoporozei la varstnici si probleme de tratament

Obiective, Material si metoda

S-au urmarit: ponderea factorilor de risc din antecedente 1n agravarea consecintelor
osteoporozei; rolul antecedentelor personale feminine; eficienfa tratamentului nonmedicamentos
(dieta si efortul fizic) si medicamentos cu bifosfonati la pacientii varstnici cu osteoporoza; reactiile
adverse iatrogene posibile.

Au fost retinuti pentru studiu un numar de 129 pacienti, cu diagnosticul de osteoporoza
primara de tip I si II. Pacientii au fost grupati in 3 loturi: lotul I - femei cu osteoporoza primara
postmenopauza (n = 92, cu varsta medie de 60,4 + 1,5 ani); lotul II - femei cu osteoporoza senila de
involutie (n = 22, cu varsta medie de 65,3 = 2,1 ani); lotul III - barbati cu osteoporoza senila de
involutie (n = 15, cu varsta medie de 71,5 + 3,2 ani). Studiul s-a desfasurat in 2 etape, etapa I
(anamneza, diagnostic, tratament) si etapa a l1-a, de control (peste un an).

Rezultate, Discutii

Rezultatele noastre aratd predominanta provenientei pacientilor cu osteoporoza din mediul
urban (valori medii de 74,4%), fatd de mediul rural; majoritatea au o pregatire scolara medie.

Factorii de risc (dieta carentata in lactate, fumatul, consumul de alcool si cafea si regimul
hipersodat) sunt prezenti la toate loturile, cu predominanta in mediul urban pentru lotul I, si lotul
III. Analiza comparativa a factorilor de risc arata diferente semnificative intre loturi.

Analiza antecedentelor personale feminine arata predominanta menopauzei precoce la ambele
loturi in mediul urban (38,04% la lotul I si, respectiv, 54,54% la lotul Il); predominanta a 2-3
sarcini (46,73%) la lotul I si 54,54% la lotul I1.

La examinarile paraclinice s-au gasit valori normale pentru fosfataza alcalina si calcemie pe
etapele studiate, la toate loturile. La loturile 11 si Il s-au constatat cresteri semnificative ale
fosfatazei alcaline posttratament, fata de valorile pretratament. Osteodensitometria
ultransonografica a indicat initial stadiul bolii (debut pentru lotul | si mediu/sever pentru loturile Il
si 1) si o imbunatatire a densitatii osoase posttratament la toate loturile.

Posttratament s-a constatat o conditie fizica rezonabila doar la loturile I si Il si slaba la lotul
.

Tratamentul aplicat cu Fosamax a fost urmat de unele efecte adverse/secundare, predominant
digestive, la lotul | si predominant musculo-osteo-articulare, la lotul 11I.

Concluzii
1. Incidenta osteoporozei este crescutd la femei cu postmenopauza precoce si cu sarcini multiple in
antecedente.

2. Factorii de risc sunt prezenti la toti pacientii cu osteoporoza primara de tip I si senild de tip II.

3. Respectarea timp de 1 an a programului igienico-dietetic si terapeutic recomandat pacientilor cu
osteoporoza influenteaza favorabil evolutia acesteia.

4. Reactiile adverse predominant digestive si mai reduse musculo-osteo-articulare dupa
tratamentul cu bifosfonati pot fi considerate iatrogenii medicamentoase.

5. Tratamentul de duratd al osteoporozei la varstnici este complex, atat terapeutic medicamentos,
cat si igienico-dietetic si trebuie atent monitorizat.

6. Efectele iatrogene ale antiinflamatoarelor nesteroidiene la pacientii varstnici
cu afectiuni osteo-articulare

Obiective, Material si metoda

S-au studiat, la pacientii cu afectiuni reumatismale: efectele adverse agresive asupra tractului
digestiv superior, produse de administrarea de duratd a AINS; incidenta efectelor secundare in
raport cu clasa antiinflamatoarelor nesteroidiene, conform afinitdtii pentru ciclooxigenaza
constitutiva (COX-1) si inductibila (COX-2); efectele adverse digestive ale AINS, in raport cu
factorii de risc la pacientii cu afectiuni reumatismale.
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Cercetarile au fost efectuate pe o perioada de 2 ani, la Clinica de Medicind Interna, Spitalul
Universitar CF Timisoara. Pacientii (n=298) au fost grupati in 4 loturi: lotul I - femei, cu boala
artrozica la nivelul articulatiei mainii si spondiloza (n=124), cu varsta cuprinsa intre 60-70 de ani;
lotul Il - femei, cu poliartritd reumatoida (n=70), predominant la nivelul membrelor superioare, cu
varsta cuprinsd intre 71-80 de ani; lotul III: barbati, cu boald artrozicd (n=43), cu coxartroza,
gonartroza sau/si spondilartroza, cu varsta cuprinsa intre 60-70 de ani; lotul IV: barbati, cu
poliartritd reumatoida (n=61), cu varsta cuprinsa intre 71-82 de ani. Toti pacientii au urmat un
tratament cu Piroxicam sau Diclofenac sau Meloxicam, timp de 2 ani.

Rezultate, Discutii

Rezultatele nostre aratd ca in decada 60-70 de ani este crescuta incidenta bolii artrozice la
femei (40,21%, lotul 1) si a poliartritei reumatoide la barbati (42,31%, lotul III). In ceea ce priveste
boala reumatismald, aceasta a fost prezenta la femei in proportie ridicata (30,92%) la varsta
cuprinsa intre 60-70 de ani. La barbati s-a constatat o scadere a cazurilor de poliartrita reumatoida la
varsta de 71-82 de ani (16,35%, lotul 1V).

Efectele adverse ale tratamentului medicamentos cu AINS nu difera semnificativ intre loturile
| si IV; efectele secundare/adverse difera intre loturile I-11 si I-111 si -1l si -1V, Prezenta
reactiilor adverse digestive superioare a fost evidentiata dupa tratamentul cu Piroxicam si
Meloxicam, cu valori crescute la loturile de barbati si mai scazute pentru loturile de femeli, respectiv
95-100% pentru Piroxicam la barbati, fatda de 18-36% la femei si 67-78% la barbati pentru
Meloxicam, fatd de 59-62% la femei. Tratamentul cu Diclofenac determina efecte adverse apropiate
la cele 4 loturi. Analiza comparativa a administrarii preparatelor AINS intre loturi aratd o incidenta
scazuta semnificativ pentru Meloxicam a efectelor adverse (p<0,0001), la fel si scorul total al
efectelor adverse (OR=4,97). Tratamentul cu Piroxicam si Diclofenac determina un scor total al
incidentei efectelor adverse digestive de 259,2 dupa Diclofenac, respectiv 257,54 dupa Piroxicam,
fata de 105,65 dupa tratamentul cu Meloxicam.

Aparitia efectelor secundare induse de tratament arata cd fumatul influenteaza aparitia
acestora in proportie de 83%; consumul ocazional si moderat de alcool are de asemenea influenta
semnificativa (85-100%) in aparitia efectelor secundare; desi efectele secundare produse de
consumul de cafea sunt prezente, ele nu sunt semnificative statistic.

Incidenta efectelor secundare a fost constatata semnificativ mai mare la barbati fata de femei,
ceea ce s-ar putea explica prin factorii de risc crescuti, prezenti in antecedente (consum de tigari si
alcool).

Concluzii
1. Tratamentul de durata cu AINS (Piroxicam, Meloxicam si Diclofenac) la pacientii varstnici cu
afectiuni osteo-articulare are efecte agresive la nivelul tractului digestiv superior, care pot fi
considerate iatrogenii medicamentoase.

2. Incidenta efectelor adverse este mai mare la barbati, fatd de femei si ar putea fi datoratad
factorilor de risc crescuti din antecedente (consumul de cafea si alcool).

3. Studiul comparativ al incidentei efectelor adverse digestive superioare ale AINS evidentiaza
efectele inhibitorii preferentiale pentru COX-1 sau COX-2 sau pentru ambele.

4. Incidenta efectelor agresive este scazuta pentru AINS preferentiale pentru COX-2 (Meloxicam)
si mai crescutd pentru AINS preferentiale mixte (Diclofenac).

7. latrogeniile medicamentoase la varstnici cu comorbiditati

Obiective, Material si metoda

Incidenta crescuta a afectiunilor cardiace, reumatismale si metabolice la varstnici ne-a
determinat sd studiem la pacientii cu comorbiditati: aparitia unor efecte secundare iatrogene, in
cazul administrarii medicamentelor hipotensoare pentru HTA, asociate cu tratamentul farmacologic
pentru insuficienta cardiaca, afectiuni osteo-articulare, diabet zaharat de tip Il, boli diagnosticate
ulterior; elaborarea si verificarea unui chestionar pentru diagnosticul iatrogeniilor medicamentoase
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la varstnicii cu afectiuni asociate; preventia iatrogeniilor medicamentoase la varstnici, cu o
compliantd buna la tratament.

Pacientii din studiu (n=158) au fost Tmpartiti in 3 grupe, dupa cum urmeaza: Grupa A -
pacienti cu hipertensiune arteriald st. II, diagnosticatd de 7-10 ani si insuficientd cardiaca cl. III
NYHA, diagnosticata de 1-2 ani; Grupa B - pacienti cu hipertensiune arteriala st. 11, diagnosticata
de 5-6 ani si boli osteo-articulare (boala artrozica, poliartrita reumatoida, spondilita anchilozanta),
diagnosticate de 1-2 ani; Grupa C - pacienti cu hipertensiune arteriala st. II, diagnosticata de 5-6 ani
si diabet zaharat de tip II diagnosticat de mai pufin de 1 an. Toti pacientii au fost examinati in doua
momente T; si T, : T, — inainte de tratament pentru afectiunea nou depistata la internare:
insuficienta cardiaca, boala osteo-articulard sau diabetul zaharat de tip II; T, — la 1 an dupa
instituirea tratamentului nou.

Pentru cazurile luate in studiu s-a intocmit de catre autor si s-a completat initial in momentul
T1 si In momentul T, un chestionar, privind prevenirea iatrogeniilor medicamentoase la varstnici
(PIM); in momentul T, S-a completat si un Mini Test pentru examinarea starii mentale (MMSE).

Rezultate, Discutii

Rezultatele noastre privind loturile constituite pentru studiul comorbiditatilor la varstnici arata
la analiza epidemiologica varsta apropiata a subiectilor, provenienta urbana, un nivel de studii
medii, un numar predominant pentru barbati.

Examinarea pacientilor hipertensivi la un an (momentul T2) dupa instituirea tratamentului
pentru afectiunea nou diagnosticata, pe baza chestionarului PIM arata cresteri semnificative ale
scorurilor la toate loturile in momentul T2, fata de T1, cu limite intre +13,33% (lotul I) si +54,00%
(lotul I1). Cresterile scorurilor totale sunt mai mari la femei (63,94%), fata de barbati (57,31%).

Examinarea pacientilor hipertensivi la un an pentru afectiunea nou diagnosticata si tratamentul
instituit (momentul T2), pe baza testului MMSE indica o disfunctie cognitivd usoara la toate
loturile, cu limite cuprinse intre 22,4 la lotul VI si 27,4 la lotul I11. Scorurile totale pe loturi sunt mai
mari la barbati (79,2), fata de femei (73,8).

Pe parcursul tratamentului pentru comorbiditatea asociatd s-au constatat reactii adverse la
toate loturile in momentul T2, in proportii reduse (17,7%), dar variabile, dupd tratamentul cu
Digoxin, inhibitori ai enzimei de conversie, diuretice de ansa, sulfonilure, meglitidina si biguanide,
cu limite de frecventa de 14,28% la lotul IV si 21,21% la lotul I. Pentru loturile de barbati frecventa
totala a fost de 59,06%, mai mare decat la loturile de femei, unde a fost de 46,32%.

Incidenta pacientilor care acuza peste 3 simptome dupa stabilirea diagnosticului si tratamentul
instituit este de 5,69% si se dubleaza in cazul pacientilor care acuza 1-2 simptome (12,02%).

Prezenta reactiilor adverse secundare tratamentului a fost maxima la lotul I (21,13%) si
minima la lotul VI (15,38%).

Concluzii
1. Diagnosticarea unei noi afectiuni la un pacient varstnic si prescrierea unei noi medicatii pot
constitui o condifie favorizantd pentru aparitia unor iatrogenii medicamentoase, ca urmare a
interactiunilor medicamentoase.

2. Managementul comorbiditatilor impune monitorizarea permanenta, periodica a terapiei.

3. Utilizarea chestionarului pentru Prevenirea latrogeniilor Medicamentoase (PIM) este o metoda
simpla, accesibild, rapidd si foarte utilda pentru medicul geriatru pentru depistarea si cuantificarea
iatrogeniilor medicamentoase, mai ales la varstnicii cu comorbiditati.

8. Concluzii generale

1. Tatrogeniile medicamentoase depistate predomind in mediul urban, la femei fatd de barbati, la
pacientii cu studii medii, la cei fara partener, la cei cu boala hipertensiva veche de 5-10 ani.

2. latrogeniile medicamentoase intlnite la varstnici apar cu o frecventa crescuta la cei cu afectiuni
cardiovasculare, osteoarticulare si reumatismale, dar si metabolice.



3. latrogeniile medicamentoase apar mai ales la pacienti hipertensivi, caracterizati predominant
prin neuroticism, cu instabilitate.

4. Reactiile iatrogene determinate de tratamentul digitalic sunt mai frecvente la cei care prezinta o
nutritie deficitara si mai exprimate la femei.

5. Tratamentul de duratd cu AINS poate induce iatrogenii medicamentoase, cu o incidenta mai
scazuta pentru antiinflamatoare nesteroidiene preferentiale pentru COX-2.

6. Reactiile adverse digestive si musculo-0steo-articulare dupa tratamentul osteoporozei cu
bifosfonati pot fi considerate iatrogenii medicamentoase.

7. Loturile cu cea mai mica valoare a ratiei calorice prezintd scorul cel mai ridicat (prezenta cu
intensitatea cea mai mare) a reactilor adverse evidentiate.

8. Riscul de malnutritie este mai exprimat la pacientii cu insuficienta cardiaca cronica, fumatori si
consumatori de alcool in antecedente.

9. Frecventa iatrogeniilor medicamentoase depistate la varstnici este crescutd in caz de
comorbiditati si poate fi favorizatd de polipragmazie, nutritie deficitara, factori de risc (fumat si
consum de alcool), sedentarism.

10. Managementul comorbiditatilor la varstnici impune monitorizarea permanentd pentru
prevenirea iatrogeniilor medicamentoase.

11. Profilul de personalitate al varstnicului, cu potential de iatrogenie medicamentoasa, se
caracterizeaza prin neuroticism cu instabilitate, introversie, comportament reactiv negativ,
indezirabilitate sociala.

12. Aplicarea chestionarului PIM este o metoda simpla, accesibila, rapida si foarte utilda pentru
medic pentru depistarea si cuantificarea reactiilor adverse, mai ales la varstnicii cu comorbiditati.
13. La pacientii varstnici peste 70 de ani se constata o regresie a activitatii fizice, mai exprimata la
femei. Institutionalizarea de durata a varstnicilor este asociata cu prezenta depresiei, predominant la
femei, care poate fi atribuitd si activitatii fizice reduse, cu generarea unei forme particulare de
iatrogenie de institutionalizare.

14. Activitatea fizicd adecvata varstei 1naintate poate avea efecte benefice, antiiatrogene, de
combatere a depresiilor §i iatrogeniilor de institutionalizare. Organizarea gerontologicd in camin
internat trebuie sa aiba in vedere beneficiile fizice, psihice si sociale ale activitatii fizice la varstnici.
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B. Special part — Personal studies

This thesis aims to analyze some factors that might influence iatrogenic pathology, such as
the patient’s personality, physical exercise, comorbidities, nutritional status, as well as to study drug
iatrogeny in disorders frequently found in the elderly. An original questionnaire (PDI) was also
elaborated as a useful investigation instrument.

1. The personality of elderly patients with drug iatrogeny

Objectives, Material and Method

The study was performed over 2 years, in 62 patients with a mean age of 65.32+5.81years
(men) and 60.15+6.20 (women), diagnosed with hypertension stages | and Il, in whom side effects
occurred after medication (group 1). The patients were treated with: ACEI, beta adrenergic blockers,
Ca antagonists and thiazide diuretics, medication with iatrogenic potential. A control group of 60
hypertensive elderly patients, without side reactions, was comparatively selected (group I1).

The type of personality of elderly patients, which might favor drug iatrogeny, was studied.
The type of personality was established based on the EYSENCK 1990 personality questionnaire,
adapted by Baban, Derevenco and Eysenck (80, 81).

Results, Discussion

In group I, the urban environment, the female sex, the medium level education, the
unmarried and widowed subjects were dominant. No significant differences were found between
groups | and Il in terms of the use of medical services. A 5-10 year history of hypertension in group
| patients is dominant.

The side effects of beta-blocking medication include: dizziness, sexual dynamic disorders,
sleep disorders, asthenia, cold extremities, bradycardia, edemas, respiratory disorders (asthma),
depression (18, 83). The study monitored in particular mental side effects. Hypertensive and
diuretic treatment caused the appearance of iatrogenic side reactions such as: depression (dominant,
75%), mood disorders, asthenia and apathy.

The personality of patients from the case group shows the predominance of neuroticism
(51.6%), for the instability indicator, followed by introversion (17.74%), reactive behavior
(14.52%) and undesirability (6.45%).

Conclusions
1. Drug iatrogeny detected in hypertensive patients is dominant in the urban environment compared
to the rural environment, in women compared to men, in patients with medium level compared to
higher level education, in those without a partner, in those with a 5-10 year history of hypertensive
disease.

2. Antihypertensive medication may have iatrogenic potential in introverted elderly with an
unstable personality, reactive and undesirable behavior.

3. The predictive factors in the appearance of drug iatrogeny in hypertensive elderly are the
environment of origin, marital status, the duration of the disease and the personality profile.

2. Physical exercise and mental iatrogenic disease in institutionalized elderly

Objectives, Material and method

We aimed to evaluate in institutionalized elderly patients: the frequency of depression,
physical exercise, the antiatherogenic and antidepressive effect of physical exercise.

The researches were performed at the Home for the Elderly of Alba lulia, during May-June
2008. The elderly, autonomous subjects, with a 7-10 year duration of institutionalization, were
assigned to two groups: group | — men, n=40, mean age 75.4+7.5 years; group II — women, n=36,
mean age 73.2+5.2 years.

The following tests were applied: the physical exercise index (PEI), based on the Dumitru
questionnaire (1997) (86), the depression index (DI), based on the Geriatric Depression Scale
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(GDS), adapted from Sheikh and Yesavage (2000), cognitive functions based on the MMSE (Mini
Mental State Examination) test (81).

Results, Discussion

In the examined groups, PEI shows reasonable values for men and low values for women,
although these predominantly have a normal weight (55%), but are relatively sedentary (55.55%).
In contrast, men have a normal weight (45%) but they perform an acceptable physical activity
(75%), compared to the group of women (89,90). Physical exercise adequate for age rarely causes
fatigue, palpitations and dyspnea (109, 110).

Under the conditions of long term institutionalization (7-10 years), for the examined
subjects, in whom cognitive functions are maintained, moderate depression is present in a low
proportion (10%) in men, and a higher proportion in women (19.44%). Values are close to those of
the literature data, which indicate a 15% (6). Its presence can be explained by the duration of
institutionalization, the diminution of relationships with the outer world, institutionalization
iatrogeny and a lower PEI.

The means of the score of the MMSE test and of the geriatric depression scale differ
significantly depending on PEI in both groups. The higher the PEI, the higher the score of the
MMSE test. The lower the PEI, the higher the depression score.

The correlation between the geriatric depression scale score and the score for the exploration
of cognitive functions is reversely proportional: high depression is associated with low values of
cognitive functions and vice versa.

Conclusions
1. Under long term institutionalization conditions (7-10 years), the presence of depression prevails
in various degrees in women (22%) compared to men (10%) and can be attributed to low physical
exercise.

2. Physical exercise adequate for the age over 70 years may have beneficial antiatherogenic effects
and may fight depressions and the various causes of institutionalization iatrogenic disease.

3. The maintenance of an active life, adequate for age, contributes to the adequate maintenance of
cognitive functions and fights depression, without requiring drug therapy.

4. The gerontological organization in an inpatient home should take into consideration the benefits
of physical activity, individualized in relation to the health state, diseases and treatment of the
elderly.

3. The nutritional status of elderly with chronic heart failure

Objectives, Material and method

The present research aimed to evaluate the nutritional status based on appetite, weight,
motricity, body mass index; to evaluate the psychological parameter; drug consumption and the
type of diet; iatrogenic reactions caused by digitalis treatment (Digoxin), in relation to nutrition and
diet.

The researches were performed over 2 years and included elderly patients from the Medical
Clinic 1V, diagnosed with chronic heart failure, under treatment with Digoxin, ACEI or beta
blockers. The 57 patients (37 men, 20 women) were divided in their turn into 4 groups: non-
smokers and non-alcohol consumers, smokers and non-alcohol consumers, moderate alcohol
consumers and non-smokers, moderate alcohol consumers and smokers.

The evaluation of the nutritional status was based on the “MNA” questionnaire (84). The
mean caloric value of the daily food allowance was calculated according to Dorofteiu (1980) (112).

Results, Discussion

The analysis of the nutritional status indicates moderate anorexia in all groups, a significant
weight loss in groups II, 11 and IV of men and women. The motricity parameter is within normal
limits in all groups.

15



Regarding the presence of acute diseases or psychological stress, these were reported by all
patients, the score being higher in the groups of women. Neuropsychic problems such as moderate
depression are present in all groups, with a higher incidence in groups I, Il and 11l of women and
severe depression in group 1V of women.

The risk of malnutrition is present, the caloric value of the calculated daily food allowance
is less than 2000 cal/24 h, being based in particular on bakery and dairy products, potatoes, and
occasionally, fruit.

Our results show the presence of predominantly digestive adverse reactions in a low
proportion in the examined groups of patients treated with Digoxin, in both men and women.
Alcohol consumption and smoking do not influence their appearance. The groups with the lowest
value of the caloric allowance have the highest score of the evidenced adverse reactions.

Conclusions
1. The global evaluation of the nutritional status of elderly patients with chronic heart failure and
AHT evidences moderate anorexia.

2. Digitalis drug iatrogeny in the elderly can be caused by nutritional deficiency.

3. latrogenic reactions caused by deficient nutrition in patients with chronic heart failure treated
with Digoxin manifest by moderate inappetence, headache, fatigue, irritabililty and emotional
instability, more expressed in women.

4. Influence of risk factors on the nutritional status of elderly with chronic heart
failure

Objectives, Material and method

Our researches presented in the previous chapter (Chapter 3) also determined us to study the
influence of some risk factors — alcohol use and smoking in the elderly, given that no sex
differences were found.

The nutritional status and the neuropsychological state were assessed based on the MNA
questionnaire (84). Alcohol use and smoking were moderate in all patients and were estimated
based on history.

Results, Discussion

Cigarette smoking has negative influences on all the systems of the human body (113).
Alcohol has many negative effects on the digestive system (118), it affects intestinal transport with
the appearance of denutrition and hypovitaminosis, it has a chronic overstrain effect on the hepatic
cell.

Our results show that elderly patients with chronic heart failure are exposed to risk factors
by moderate alcohol use and smoking (data in accordance with other studies) (121).

Alcohol use does not significantly influence the detection score of the nutritional status or
the global and total evaluation score. The mean caloric value of the food allowance is not
influenced by consumption. Alcohol does not have a significant influence on symptomatology.

Smoking significantly influences the detection score of the nutritional status, with a
significant decrease (p=0.02); in contrast, it does not significantly influence the global and total
evaluation score. Smoking significantly influences the mean caloric value of the food allowance
(p<0.0001) and symptomatology. The combined effect causes significant changes in
symptomatology (p=0.03), with a decrease in its score compared to non-smokers and non-alcohol
consumers.

Conclusions
1. The detection score of the nutritional status significantly decreases in smokers, but is not
influenced by moderate alcohol use.

2. The global and total evaluation score of the nutritional status is not influenced by alcohol use or
smoking or their combined effect.
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3. The mean caloric value of the food allowance significantly decreases in smokers, but is not
influenced by moderate alcohol use.

4. Symptomatology is not influenced by alcohol use or smoking, but significantly decreases in
smokers and alcohol users, compared to controls.

5. Aspects of osteoporosis in the elderly and treatment problems

Objectives, Material and method

The following were monitored: the weight of the history of risk factors in the aggravation of
the consequences of osteoporosis; the role of personal female history; the efficacy of non-drug
treatment (diet and physical exercise) and drug treatment with biphosphonates in elderly patients
with osteoporosis; the possible iatrogenic adverse reactions.

129 patients diagnosed with type | and Il primary osteoporosis were studied. The patients
were assigned to 3 groups: group | — women with postmenopausal primary osteoporosis (n=92,
mean age 60.4+1.5 years); group II — women with senile involution osteoporosis (n=22, mean age
65.3+2.1 years); group Il — men with senile involution osteoporosis (n=15, mean age 71.5+3.2
years). The study was carried out in 2 stages, stage | (history, diagnosis, treatment) and stage 11, the
control stage (over one year).

Results, Discussion

Our results show the predominance of the origin of patients with osteoporosis from the
urban environment (mean values 74.4%), compared to the rural environment; the majority have
medium level education.

Risk factors (diet deficient in dairy products, smoking, alcohol and coffee use and a high
sodium diet) are present in all groups, predominantly in the urban environment for group | and
group Ill. The comparative analysis of risk factors shows significant differences between the
groups.

The analysis of personal female history shows the predominance of early menopause in both
groups in the urban environment (38.04% in group | and 54.54% in group Il, respectively); the
predominance of 2-3 pregnancies (46.73%) in group | and 54.54% in group 1.

Paraclinical examinations evidenced normal alkaline phosphatase and calcium values in the
studied stages, in all groups. In groups Il and Ill, significant increases in posttreatment alkaline
phosphatase values were found compared to pretreatment values. Ultrasound osteodensitometry
initially indicated the stage of the disease (early for group | and medium/severe for groups Il and
[11) and an improvement in posttreatment bone density in all groups.

A reasonable posttreatment physical condition was found in groups I and Il and a poor
physical condition in group II.

Treatment with Fosamax was followed by some predominantly digestive adverse/side
effects in group | and predominantly muscular and osteoarticular effects in group IlI.

Conclusions
1. The incidence of osteoporosis is increased in early postmenopausal women with a history of
multiple pregnancies.

2. Risk factors are present in all patients with type | primary osteoporosis and type Il senile
osteoporosis.

3. The observance for 1 year of the hygienic-dietetic and therapeutic program recommended for
patients with osteoporosis favorably influences its evolution.

4. The predominantly digestive and the more reduced muscular and osteoarticular adverse reactions
after treatment with biphosphonates can be considered drug iatrogeny.

5. The long term drug therapy and hygienic-dietetic treatment of osteoporosis in the elderly is
complex and should be carefully monitored.
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6. latrogenic effects of nonsteroidal antiinflammatory drugs in elderly patients
with osteoarticular disorders

Objectives, Material and method

The following were studied in patients with rheumatic disorders: the aggressive adverse
effects on the upper digestive tract induced by the long term administration of NSAIDs; the
incidence of side effects in relation to the class of nonsteroidal antiinflammatory drugs, according to
the affinity for constitutive cyclooxygenase (COX-1) and inducible cyclooxygenase (COX-2); the
digestive adverse effects of NSAIDs in relation to risk factors in patients with rheumatic disorders.

The researches were carried out over a 2 year period, at the Clinic of Internal Medicine,
University Hospital Timigoara. The patients (n=298) were assigned to 4 groups: group I — women,
with arthrosic disease of the wrist and spondylosis (n=124), aged between 60-70 years; group Il —
women, with rheumatoid polyarthritis (n=70), predominantly in the upper limbs, aged between 71-
80 years; group Ill: men, with arthrosic disease (n=43), with coxarthrosis, gonarthrosis or/and
spondylarthrosis, aged between 60-70 years; group IV: men, with rheumatoid polyarthritis (n=61),
aged between 71-82 years. All patients received treatment with Piroxicam or Diclofenac or
Meloxicam, for 2 years.

Results, Discussion

Our results show that in the 60-70 age group, the incidence of arthrosic disease in women
(40.21%, group 1) and rheumatoid polyarthritis in men (42.31%, group IlIl) is increased.
Rheumatoid disease was present in a high proportion in women (30.92%) in the 60-70 age group. In
men, a decrease of rheumatoid polyarthritis cases was found in the 71-82 age group (16.35%, group
V).

The adverse effects of NSAID therapy do not differ significantly between groups I and 1V;
side/adverse effects differ between groups I-11 and I-111 and I1I-11 and 111-1V. The presence of upper
digestive adverse reactions was evidenced after Piroxicam and Meloxicam treatment, with
increased values in the groups of men and lower values for the groups of women, i.e. 95-100% for
Piroxicam in men, compared to 18-36% in women and 67-78% for Meloxicam in men, compared to
59-62% in women. Diclofenac treatment induces similar adverse effects in the 4 groups. The
comparative analysis of the administration of NSAID preparations between the different groups
shows a significantly decreased incidence of adverse effects for Meloxicam (p<0.0001), as well as
the total score of adverse effects (OR=4.97). Piroxicam and Diclofenac treatment determines a total
score of the incidence of digestive adverse effects of 259.2 for Diclofenac, 257.54 for Piroxicam,
respectively, compared to 105.65 after Meloxicam treatment.

The appearance of side effects induced by treatment shows that smoking influences their
appearance in a 83% proportion; occasional moderate alcohol use also has a significant influence
(85-100%) in the appearance of side effects; although the side effects induced by coffee
consumption are present, they are not statistically significant.

The incidence of side effects was significantly higher in men compared to women, which
could be explained by the history of increased risk factors (cigarette smoking and alcohol use).

Conclusions
1. Long term treatment with NSAIDs (Piroxicam, Meloxicam and Diclofenac) in elderly patients
with osteoarticular disorders has aggressive effects on the upper digestive tract, which can be
considered drug iatrogeny.

2. The incidence of adverse effects is higher in men compared to women and might be due to the
history of increased risk factors (coffee and alcohol consumption).

3. The comparative study of the incidence of the upper digestive adverse effects of NSAIDs
evidences the preferential inhibitory effects on COX-1 or COX-2 or both.

4. The incidence of aggressive effects is low for COX-2 preferential NSAIDs (Meloxicam) and
higher for mixed preferential NSAIDs (Diclofenac).
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7. Drug iatrogeny in elderly with comorbidities

Objectives, Material and method

The high incidence of cardiac, rheumatoid and metabolic disorders in the elderly made us
study the following in patients with comorbidities: the appearance of iatrogenic side effects in the
case of the administration of hypotensive drugs for AHT, associated with pharmacological
treatment for heart failure, osteoarticular disorders, type Il diabetes mellitus, subsequently
diagnosed diseases; the elaboration and verification of a questionnaire for the diagnosis of drug
iatrogeny in elderly patients with associated disorders; the prevention of drug iatrogeny in the
elderly, with good treatment compliance.

The patients included in the study (n=158) were assigned to 3 groups, as follows: group A —
patients with hypertension stage Il diagnosed 7-10 years before and NYHA class 11l heart failure
diagnosed 1-2 years before; group B — patients with hypertension stage Il diagnosed 5-6 years
before and osteoarticular diseases (arthrosic disease, rheumatoid polyarthritis, ankylosing
spondylitis) diagnosed 1-2 years before; group C — patients with hypertension stage Il diagnosed 5-
6 years before and type Il diabetes mellitus diagnosed less than 1 year before. All patients were
examined at two different times T1 and T2: T1 — before treatment for the new disorder detected on
admission: heart failure, osteoarticular disease or type Il diabetes mellitus; T2 — 1 year after the
initiation of the new treatment.

For the cases included in the study, a questionnaire on the prevention of drug iatrogeny in
the elderly (PDI) was drawn up by the author and completed at T1 and T2; at T2, a Mini Test for
the examination of the mental state (MMSE) was also completed.

Results, Discussion

Our results on the groups formed for the study of comorbidities in the elderly show on
epidemiological analysis the similar age of the subjects, their urban origin, their medium level
education, the predominance of men.

The examination of hypertensive patients at one year (T2) after the initiation of treatment
for the newly diagnosed disorder based on the PDI questionnaire shows significant increases in
scores in all groups at time T2 compared to T1, with limits between +13.33% (group 1) and
+54.00% (group Il). The increases in total scores are higher in women (63.94%) compared to men
(57.31%).

The examination of hypertensive patients at one year for the newly diagnosed disorder and
the initiated treatment (T2) based on the MMSE test indicates a mild cognitive dysfunction in all
groups, with limits ranging between 22.4 in group VI and 27.4 in group Ill. The total scores in the
groups are higher in men (79.2) compared to women (73.8).

During the course of treatment for associated comorbidity, adverse reactions in low (17.7%)
but variable proportions were found in all groups at time T2, after treatment with Digoxin,
angiotensin converting enzyme inhibitors, loop diuretics, sulfonylureas, meglitidine and biguanide,
with frequency limits of 14.28% in group 1V and 21.21% in group I. For the groups of men, total
frequency was 59.06% higher than in the groups of women, where it was 46.32%.

The incidence of patients complaining of more than 3 symptoms after the making of
diagnosis and the initiated treatment is 5.69% and increases two-fold in the case of patients
complaining of 1-2 symptoms (12.02%).

The presence of adverse reactions secondary to treatment was the highest in group |
(21.13%) and minimum in group VI (15.38%).

Conclusions
1. The diagnosing of a new disorder in an elderly patient and the prescription of new medication
may represent a favoring condition for the appearance of drug iatrogeny, as a result of drug
interactions.

2. The management of comorbidities requires the permanent periodic monitoring of therapy.
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3. The use of the questionnaire for the Prevention of Drug latrogeny (PDI) is an easy, accessible,
rapid and extremely useful method for the geriatrician in order to detect and assess drug iatrogeny,
particularly in elderly patients with comorbidities.

8. General conclusions

1. The detected drug iatrogenic diseases are dominant in the urban environment, in women
compared to men, in patients with medium level education, in those without a partner, in those with
a 5-10 year history of hypertensive disease.

2. Drug iatrogenic diseases found in the elderly occur with an increased frequency in those with
cardiovascular, osteoarticular and rheumatoid but also metabolic disorders.

3. Drug iatrogenic diseases occur in particular in hypertensive patients, predominantly characterized
by neuroticism, with instability.

4. latrogenic reactions determined by digitalis treatment are more frequent in patients with
nutritional deficiencies and more expressed in women.

5. Long term NSAID treatment may induce drug iatrogeny, with a lower incidence for COX-2
preferential nonsteroidal antiinflammatory drugs.

6. Digestive and muscular and osteoarticular adverse reactions after biphosphonate treatment of
osteoporosis can be considered drug iatrogeny.

7. The groups with the lowest value of the caloric allowance have the highest score (the presence
with the highest intensity) of the evidenced adverse reactions.

8. The risk of malnutrition is more expressed in patients with chronic heart failure, with a history of
smoking and alcohol use.

9. The frequency of drug iatrogeny detected in the elderly is increased in the case of comorbidities
and can be favored by polypragmasy, nutritional deficiencies, risk factors (smoking and alcohol
use), sedentary life.

10. The management of comorbidities in the elderly requires permanent monitoring for the
prevention of drug iatrogeny.

11. The patient’s personality profile, with a potential for drug iatrogeny, is characterized by
neuroticism with instability, introversion, negative reactive behavior, social undesirability.

12. The application of the PDI questionnaire is an easy, accessible, rapid and extremely useful
method for the doctor in order to detect and assess adverse reactions, in particular in elderly patients
with comorbidities.

13. In elderly patients aged over 70 years, a regression of physical exercise is found, more
expressed in women. The long term institutionalization of the elderly is associated with the
presence of depression, predominantly in women, which can also be attributed to reduced physical
exercise, with the generation of a particular form of institutionalization iatrogeny.

14. Physical exercise adequate for advanced age may have beneficial effects, antiatherogenic,
fighting depression and institutionalization iatrogeny. The gerontological organization in an
inpatient home should take into consideration the physical, mental and social benefits of physical
exercise in the elderly.
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