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The Major Role of Clinicians in the
Discovery of Off-Label Drug Therapies

O Medicament neaprobat
(unlicensed use)

®* medicament fara APP (in tara);

e medicament contraindicat in

pediatrie;
e medicament care necesita
prelucrare tehnologica (ex:

preparare de solutii sau de pulberi
divizate) pentru a facilita
admiistrarea la copil;

e lipsa datelor
siguranta la copii.

de eficienta si

Harold J. DeMonaco, M.S., Ayfer Ali, B.A., and Eric von Hippel, Ph.D.

Objective. To determine the role of clinicians in the discovery of off-label use
of prescription drugs approved by the United States Food and Drug

Www.umfst.ro

Administration (FDA).
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edicament “off labet™

® exista restrictii de utilizare sau
contraindicatii cu privire la o
anume varsta in uzul pediatric;

e medicamentul este utilizat in
afara dozei recomandate, a
indicatiei, caii de aministrare si/sau
a varstei conform APP;

Implicatii potentiale ale
utilizarii medicatiei “off label”

® ECONOMICE — profit pentru compania
producatoare; costuri/beneficii pentru
pacient si sistemul de asigurari;

e de REGLEMENTARE =
eficacitate/siguranta pentru indicatiile
neautorizate;

e MEDICO-LEGALE —
administrativa, civila
pentru prescriptor;

raspundere
si/sau penala

* ETICA — necesitatea consimtdmantului
informat;
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THE FORMULARY FILES

Medicamente “off label”

80 percent of hospitalized kids

prescribed off-label drugs ¢ predominant in pediatrie, la bolnavii varstnici, la cei cu

insuficienta cailor de epurare....

early 4 out of 5 hospitalized children receive  nervous system drugs (specifically morphine), anti-
N medications that have been tested and infective agents, and fluids and electrolytes, says

approved only in adults, according to a the principal investigator, Anthony D. Slonim, MD,
study in the Archives of Pediatric and Adolescent of Children's National Medical Center in - - oo - &
Medicine. Pediatric Health Information Systems Washington D.C. *If 80 percent of hospitalized kids . M Ed |cat iaad ntl | nfe ctloa Sa
Research Group performed the study in 31 tertiary at academic pediatric hospitals use drugs off label,
hospitals. The adult-approved drugs most pre- then that's a significant amount,” says Slonim. Much
scribed for children were central or autonomic more study is needed, researchers add.

. Medicatia cardiologica

Medications most often prescribed off-label to children

. Medicatia SNC

Central and autonomic central nervous system drugs

Maorphine I7E%
Midazolam

Anti-infective agents

6.7%

Mystatin

Bacitracin

Percentage of discharged patients
6.5% who received the drug
Cardiac and adrenergic agents M Percentage of patients who recelved
4% the drug off label

. Medicatia aparatului digestiv

Dopamine
Nitroprusside . e . .
95.2%  Fluids, nutrients, and Gl agents . H I pOI I p | d emia nte
Potassium chloride 16.0%

Fat emulsicns

1
2
3
4. Medicatia antiinflamatoare
5
6
7

. Medicatia endocrina

Endocrine and metabolic agents

Methylprednisolone 6.7%

Fluticasone propionate
Hematologic, biologic, and immunologic agents et
Human albumin 5.6%

Thrambin

Respiratory tract, and eye, ear, nose, and throat agents H 1
"o ...... €Xperienta proprie a
fiecaruia......

Diphenhydramine
|pratropium bromide

a5z, Other agents

14%

Spironolactone

Povidine-iodine 3.7%

Source: Shih 55, et al Cff-labe| drug use in hospitalized childen Arch Padialr Adolesc Med. 2007;161282-290.




(L Consideratii generale

Calculul dozelor la copii:

¢ in mg/kg conform RCP sau doze in functie de
grupa de varsta (pentru produsele care au APP
la copii);

ein mg/kg raportat la doza si greutatea
adultului (Intre grupe de varsta si aceeasi grupa
de varsta);

* in functie de suprafata corporala (estimata pe
baza unor nomograme sau a ecuatiei lui
Mosteller):

\/ greutate x naltime
Scopil ( ? ): 50

® Formule empirice

Regula lui Young
(pentru copii peste 2 ani)

varsta (ani)

Doza_ ., = - X
varsta (ani)+12

copil

D — doza adultului

UNIVERSITATEA DE MEDICINA,
FARMACIE, 5THNTE SI TEHNOLOGE
G PALADE"

FARMACOPEEA
ROMANA

Doza

copil —

G —masa corporala a adultului (kg)
D - doza adultului |
F — factor de corectie
F =2 (10-16 kg)
F =15 (<36 kg)
F =1,25 (<56 kg)

L 10
(9)

Doza

copil —

173

Regula lui Fried ‘ g L B i
(pentru copii pand la 2 ani) 1

varsta (luni)
Doza,; =————xD
150

D —doza adultului

R | www.umfst.ro
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Abordarea terapeuticé a((%r)

pacientului vdrstnic din
perspectiva

farmacologicd

Reducerea dozei?

Marirea intervalului
intre doze?

Care sunt criteriile de
individualizare a
tratamentului?

wWww.umfst.ro
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INTERACTIUNI
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MEDICAMENTOASE

prin MECANISM La nivelul
FARMACOCINETIC ABSORBTIEI FARMACODINAMIC
N\
[ Modificarea A[SINERGISNJ
L pH-ului | ~
( Influentarea ) de ADITIE }
proceselor de \
\__transport activ._) -
Adsorbtie | de POTENTARE }
. lasuprafata | \
P
Modificarea
L peristaltismului ANTAGONISM
La nivelul Interactiuni -
DISTRIBUTIEL || de deplasare INDUCTIE APIC

ENZIMATICA

CHIMIC

FUNCTIONAL
Modificarea
pH-ului FARMACOLOGIC]
La nivelul (" Influentarea I I
f | ELIMINARII proceselor de [COMPETITIV] [NECOMPETITIV}
S L L (__transport activ




Drugs Aging (2014) 31:131-140

FO RTA DOI 10.1007/540266-013-0146-0
* lista de 190 de medicamente (in primul rand = ORIGINAL RESEARCH ARTICLE

tratament cronic)
« cel mai frecvent prescrise la pacientii varstnici  Consensus Validation of the FORTA (Fit fOR The Aged) List:

 grupate in 20 tipuri de indicatii terapeutice. A Clinical Tool for Increasing the Appropriateness
of Pharmacotherapy in the Elderly

No. of Probability Alexandra M. Kuhn-Thiel - Christel Weifs - Martin Wehling -
medicines of interaction The FORTA authors/expert panel members
Clasa A (Absolutely) Clasa B (Beneficial)

15to 19 92%

; frircm:::jiltcaatr:e/n’;ilnd::icte;s; t\)"(l)’r;?o?lolrt e medicamente cu eficacitate dovedita sau

A gu ’ ) ? evidenta la varstnici, dar in cu studii limitate

pacientil varstnicl pentru o anumita de sigurants la varstnici

10to 14 81% indicatie gurant
Clasa C (Careful) Clasa D (Don’t)

5to9 50% e medicamente cu profil de eficacitate / siguranta

ese evita la varstnici
(omisiune din planul
terapeutic);

e cautarea unor alternative.

discutabil la varstnici, care trebuie evitate sau omise
Doan J, Zakrzewski-Jakubiak H, Roy J, et al. Prevalence and In prezenta prea mUltOr medlcamente' llpsa de
risk of potential cytochrome P450-mediated drug-drug beneficii sau efecte adverse.

7

‘wuinteractions in-older hospitalized patients with polypharmacy.
Sz [UAINERAMmacother 20133 7:526752 ¢ se vor cauta alternative; se va revizui tratamentul




BOALA CRONICA DE RINICHI (BCR) — conform K/DOQI

 afectarea renala persistenta cu durata de cel putin 3
luni, manifestata prin anomalii structurale si/sau
functionale ale rinichiului;

e clasificare (in functie de rata filtrarii glomerulare) —
calculate conform clearence-ului creatininei endogene:

STADIUL1 Leziuni renale cu RFG NORMALA sau scazutd >90 mL/min/1.73 m?

STADIUL 2 RFG USOR scazuta 60-89 mL/min/1.73 m?
STADIUL3 RFG MODERAT scazuta 30-59 mL/min/1.73 m?2
STADIUL4 RFG SEVER scazuta 15-29 mL/min/1.73 m?2

STADIUL5 INSUFICIENTA RENALA <15 mL/min/1.73 m2

| ESTUNTE $1 TENNOLOGIE
TARGY MURES www.umfst.ro



Creatinine Clearance (Cockcroft-Gault
Equation) *~

Calculates CrCl according to the Cockcroft-Gault equation.

INSTRUCTIONS

For use in patients with stable renal function to estimate creatinine clearance.

When to Use v Pearls/Pitfalls + Why Use v
Sex Female Male
Age years
Weight kg 5
Creatinine Norm:0.7-1.3 mg/dL &

The Cockcroft-Gault Equation may be inaccurate depending on a patient's body weight
and BMI; by providing additional height, we can calculate and provide a modified
estimate and range.

Height Norm: 152 -213 cm S

Result:

Please fill out required fields.

MDRD GFR Equation v

Estimates glomerular filtration rate based on creatinine and patient characteristics.

IMPORTANT

This calculator includes inputs based on race, which may or may not provide better
estimates, so we have decided to make race optional. See here for more on our approach
to addressing race and bias on MDCalc.

For the same creatinine value, this calculator estimates a higher GFR for Black patients.

INSTRUCTIONS

Only for chronic kidney disease (CKD); not accurate for acute renal failure. This calculator
uses the 4-variable equation from Levey 2006, which relied on a standardized creatinine
assay.

When to Use v Pearls/Pitfalls v Why Use
Sex Female Male
Age years
Creatinine Norm: 62 -115 pmol/L 5
Black race N Vi
Race may/may not provide better estimates of © es
GFR; optional

Result:

Please fill out required fields.




Monitorizarea terapiei in cazul
medicamentelor cu potential hepatotoxic

Grupul de lucru DILI a definit hepatotoxicitatea
medicamentoasa dupa urmatoarele criterii
(unde N — reprezinta limita superioara a
valorilor normale):
ecresterea valorilor ALT la cel putin 5N

sau
ecresterea valorilor ALT la cel putin 3N, daca si
valoarea bilirubinei totale depaseste 2N

sau
ecresterea valorilor AST la cel putin 2N.

Nr. Afectare hepatic de ti Criterii de laborator
crt. fectare hepatic de tip ALT Raport de Rittis (ALT/AST)
>2N
1. Hepatocelular _ 5 25
(crestere izolata)
2. Colestatic >2N <2
>2N
3. Mixt 2 <ALT/AST<5

(crestere concomitenta a AST)




Medicina Universitaria 2014;16(65):199-206

MEDICINA
UNIDERSITARIA

www.elsevier.es/rmuanl

REVIEW ARTICLE

Use of medications on the elderly

Alejandra Lorena Tamez-Pefia,>* Héctor Eloy Tamez-Pérez,® Anamaria Pefia-Lazo,°

Jorge Ocampo-Candiani,® and Juan Francisco Torres-Pérez¢

Table 3 Medications specifically inappropiate for the elderly by clinical diagnosis\

Diagnosis

Medication

Effect

Cardiac failure
Urinary obstruction with overflow

Urinary incontinence due to stress

Arrhythmias

Parkinson’s disease
Depression

Disopyramide

Anticholinergics and antihistamines,
muscle relaxants

Alpha blockers, anticholinergics,
tricyclic antidepressants, doxepin,
benzodiazepines

Tricyclic antidepressants
Metoclopramide
Benzodiazepines

Negative inotropic effect
Urinary retention

May cause polyuria and worsen urinary
incontinence

Pro-arrhythmic effects
Cholinergic, antidopaminergic effects
Exacerbates depression

Adapted from Fick et al."

‘ www.umfst.ro




Drugs and the Elderly, Part 1:
The Problems Facing Managed Care
THE AMERICAN JOURNAL OF MANAGED CARE
Mark H. Beers, MD; Robert W. Baran, PharmD; and Kathleen Frenia, PharmD

Acta Medica Academica 2015;44:159-168

www.umfst.ro

BEERS LIsT: WHAT'S NOT ON “TAP” FOR THE
OLDER ADULT

Authors: Nancy Stephens Donatelli, RN, MS, CEN, NE-BC, and Joan Somes, RNC, PhD, CEN, CPEN, FAEN,
New Wilmington, PA and St Paul, MN
Section Editors: Nancy Stephens Donatelli, RN, MS, CEN, NE-BC, and Joan Somes, RNG, PhD, CEN, CPEN, FAEN

]EmergNurs2013;39;491-4, GERIATRIC UPDATE

Davorka Vrdoljak et al.: Medication in the elderly
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