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Invito alla
LITURGIA

pensata in modo particolare per persone con disturbi cognitivi e demenza,
loro famigliari, operatori professionali e volontari.

Mise 1A
IL SIGNORE CI SOSTIENE CON LE SUE MANI

Giovedi, 17 marzo 2016 - ore 15

presso la chiesa parrochiale S. Maria Assunta di Merano

Le persone con deterioramento cognitivo e demenza
saranno al centro di questa particolare funzione religiosa,
insieme ai loro famigliari e a chi presta loro assistenza.

Accoglieremo l'invito di Dio ad avvicinarci a Lui
grazie ad una celebrazione che ci coinvolgera attraverso i vari sensi,
con un vocabolario e con parole semplici, canti tradizionali ed immagini
che ci guideranno nella preghiera, risvegliando cio che potrebbe essere sbiadito.

Chiediamo di voler allargare I'invito a tutti gli interessati!

Possibilita di parcheggio davanti alla chiesa.

Vi aspettiamo!

B

Can. Johannes Noisternigg, incaricato per la Pastorale degli anziani presso la
Diocesi Bolzano-Bressanone A.S.A.A.
Associazione A.S.A.A. - Alzheimer Sudtirol Alto Adige Mibaimge STduegt- Ay Adge
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- La depressione sotto soglia
- La depressione dei depressi
- La depressione maschile; la depressione delle donne

- La depressione associata alla malattia grave (i.e. il cancro)
La domanda di verita

- La depressione dell’ammalato cronico, della persona disabile
- La depressione nel lutto: del coniuge, del figlio, degli amici
- La depressione di chi sta perdendo la memoria, di chi I'ha persa (i.e. AD)

- La depressione legata della decrepitezza senile
Ogni cosa & un problema, difficili le cose normali; viene meno cid che dava piacere e non si pud piil fare

- La depressione in ospedale e quella in casa di riposo. La depressione nell’hospice

- La depressione della solitudine, dell’abbandono (si pudé morire di solitudine)
Imposta da un destino di malattia
Imposta dalla perdita di umane relazioni
Imposta dall'indigenza (che si accompagna alla perdita del lavoro o della casa)
La depressione dei vecchi preti

- La depressione di chi ha perso la patente (e non il desiderio di guidare)
La guida e |'autonomia

La depressione (la vergogna) per la separazione dei figli; dell’anziano che é lasciato; dell'anziano
che si separa

La depressione causata dalla malvagita umana
Crudelta raccapriccianti che gli uomini sono capaci di commettere ai danni di altri esseri umani

La depressione caratterologica
La “lamentosita poco dignitosa” verso la quale & difficile provare compassione

La depressione del caregiver
(e di chi non lo & ma vorrebbe esserlo)

La depressione narrata (il dolore raccontato)
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Rising morbidity and mortality in midlife among white5

~— non-Hispanic Americans in the 21st century

Anne Case’ and Angus Deaton’

This paper documents a marked increase in the all-cause mortality of
middle-aged white non-Hispanic men and women in the United States
between 1999 and 2013. This change reversed decades of progress in
mortality and was unique to the United States; no other rich country
saw a similar turnaround. The midlife mortality reversal was confined
to white non-Hispanics; black non-Hispanics and Hispanics at midlife,
and those aged 65 and above in every racial and ethnic group, contin-
ued to see mortality rates fall. This increase for whites was largely
accounted for by increasing death rates from drug and alcohol poison-
ings, suicide, and chronic liver diseases and cirrhosis. Although all
education groups saw increases in mortality from suicide and poison-
ings, and an overall increase in external cause mortality, those with less
education saw the most marked increases. Rising midlife mortality
rates of white non-Hispanics were paralleled by increases in midlife
morbidity. Self-reported declines in health, mental health, and ability
to conduct activities of daily living, and increases in chronic pain and
inability to work, as well as clinically measured deteriorations in liver
function, all point to growing distress in this population. We comment
on potential economic causes and consequences of this deterioration.

www .pnas.org/cgi/doi/10.1073/pnas.1518393112 o
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Figure 3. Rates of Death Associated with Heroin
and Prescription Opioids, 2002-2013.

Shown is the rate of death associated with prescription
opioid drugs (RADARS Poison Center Program) and
with heroin (National Poison Data System, American
Association of Poison Control Centers), with adjust-
ment for population.
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Figure. Opioid Prescriptions and Opioid-Related Deaths From 1999-2013
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Data compiled from National Institute on Drug Abuse, 2014, and National
Prescription Audit, 1997-2013.%

William Renthal, MD, PhD JAMA Neurology Published online March 15, 2016
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Comment I

Increasing worldwide access to medical opioids @

*James F Cleary, Asra Husain, Martha Maurer

www.thelancet.com Published online February 3, 2016 http://dx.doi.org/10.1016/50140-6736(16)00234-8
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I Opioid Prescribing After Surgical Extraction of Teeth I

Table 1. Proportion of Medicaid Patients Dispensed Opioids Following in Medicaid Patients. 2000-2010

Surgical Extraction of Teeth, 2000-2010° —— e ————
No. of Dispensed Opioid,
Patients No. (%) James A. Baker, BS
Overall cohort 2757273 1161747 (42) Jerry Avorn, MD
Age group, y Raisa Levin, MS
<13 367219 52528 (14) Brian T. Bateman, MD, MS
14-17 657535 400549 (61)
18-24 646370 339386 (52)
25-34 492 104 196 051 (40)
35-44 302048 97703 (32)
45-54 184500 51557 (28)
=55 107 497 23973 (22)
Sex
Men 979352 405120 (41)
Women 1777921 756 627 (43)
Procedure type
Surgical extraction 1718053 544971 (32)

of nonimpacted tooth
Removal of impacted tooth

Soft tissue 245505 140514 (57)
Partially bony 475053 301706 (64)
Completely bony 669199 466616 (70)
Completely bony with unusual 60478 41280 (68)
surgical complications
Surgical removal of residual 169613 53853 (32) JAMA Published online March 15, 2016

tooth roots

2 Data were from the Medicaid Analytic eXtract.
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Opioids Prescribed After Low-Risk Surgical
Procedures in the United States, 2004-2012

JAMA Published online March 15, 2016

Hannah Wunsch, MD, MSc
Duminda N. Wijeysundera, MD, PhD
Molly A. Passarella, MS

Mark D. Neuman, MD, MSc

Table 2. Total Opiocids Prescribed, Mean Daily Dose, and Duration of Prescription for Opioid-Naive Patients Who Filled an Opioid Prescription
for Hydrocodone/Acetaminophen or Oxycodone/Acetaminophen Within 7 Days After Surgery (Outpatients) or Hospital Discharge (Inpatients),

2004-2012
Total Morphine Equivalents Prescribed Mean Daily Dose Prescribed, mg Duration of Prescription, d
Absolute Absolute Absolute
Mean Change Mean Change Mean Change
Surgery Type (95% CI) (95% CI) PValue®* (95%CI) (95% CI) PValue® (95% CI) (95% CI) P Value®
All 4 surgical
procedures®
All years 235.1 516 5.0
(234.4 to 235.8) (51.4to 51.7) (5.0t05.1)
2004 219.2 Reference 48.7 Reference 51 Reference
(218.1 to 220.2) (48.5 to 49.0) (5.0to 5.1)
2008 237.4 17.83 <.001 51.0 2.19 <.001 5.1 0.03 .10
(236.3 to 238.5) (16.23 to 19.44) (50.7 to 51.2) (1.84to0 2.54) (5.1t05.1) (-0.01 t0 0.07)
2012 247.4 2971 <.001 54.8 6.29 <.001 4.9 -0.12 <.001
(246.1 to 248.8) (28.08 to 31.35) (54.6 to 55.1) (5.93 to 6.65) (49t05.0) (-0.17 to 0.08)
Carpal tunnel
release®
All years 213.1 47.0 5.0
(211.1to 215.1) (46.7 to 47.4) (4.9 to 5.0)
2004 201.6 Reference 44.4 Reference 5.1 Reference
(198.7 to 204.5) (43.8 to 45.1) (5.0t0 5.2)
2008 216.4 13.21 <.001 466 2.03 <.001 5.1 -0.05 .39
(213.1t0 219.8) (8.34 to 18.08) (45910 47.2) (1.06to 2.99) (5.0t05.1) (-0.17 t0 0.07)
2012 220.5 17.58 <.001 50.0 5.38 <.001 4.8 -0.30 <.001
(216.6to 224.4) (12.74t0 22.43) (49.3t0 50.7) (4.42 10 6.34) (4.71t04.9) (-0.41t0-0.18)
® Linear regression adjusting for patient characteristics assessing trends over time. B ) E

b Adjusted for age. sex, inpatient/outpatient procedure, region, and surgical procedure.

= Adjusted for age, sex, inpatient/outpatient procedure, and region.
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Table 2. Total Opioids Prescribed, Mean Daily Dose, and Duration of Prescription for Opioid-Naive Patients Who Filled an Opioid Prescription
for Hydrocodone/Acetaminophen or Oxycodone/Acetaminophen Within 7 Days After Surgery (Outpatients) or Hospital Discharge (Inpatients),

2004-2012
Total Morphine Equivalents Prescribed Mean Daily Dose Prescribed, mg Duration of Prescription, d
Absolute Absolute Absolute
Mean Change Mean Change Mean Change
Surgery Type (95% CI) (95% CI) PValue®* (95%CI) (95% CI) PValue® (95% Cl) (95% CI) P Value®
Laparoscopic
cholecystectomy*®
All years 203.0 492 4.6
(202.1 to 204.0) (49.0 to 49.5) (4.5 to 4.6)
2004 190.1 Reference 47.0 Reference 4.6 Reference
(188.4 to 191.8) (46.6 to 47.5) (4.5 to 4.6)
2008 203.8 12.47 <.001 48.9 1.75 <.001 46 -0.02 .58
(202.2 to 205.4) (10.07 to 14.86) (48.5t049.3) (1.12t02.37) (4.5to4.6) (-0.08 to 0.05)
2012 211.9 20.39 <.001 513 4.15 <.001 46 -0.05 A3
(210.2 to 213.5) (17.99 to 22.79) (50.9t0 51.7) (3.52t04.78) (45t04.6) (-0.12t00.01)
Inguinal hernia
repair® _
All years 221.5 51.9 4.7
(220.1 to 222.9) . (51.6 to 52.3) (4.7 to 4.7)
2004 212.1 Reference 50.4 Reference 4.7 Reference
(209.9 to 214.3) (49.8 to 50.9) (4.7 to 4.8)
2008 224.6 11.84 <.001 51.7 1.29 .002 4.8 0.03 51
(222.2 t0 226.9) (8.57 to 15.10) (51.1t052.2) (0.47 to 2.11) (47t048) (-0.05t00.11) _
2012 229.3 16.57 <.001 54.2 3.82 <.001 4.6 -0.10 .03
(226.7 t0 232.0) (13.09 to 20.05) (53.6t0 54.9) (2.95t0 4.69) (46t047) (-0.18t0-0.01)
Knee arthroscopy®
All years 268.8 543 55
(267.6 to 270.0) (54.0 to 54.5) (5.5105.5)
2004 244.8 Reference 503 Reference 5.5 Reference
(243.1 to 246.6) (49.9 to 50.7) (5.5 10 5.6)
2008 271.1 25.30 <.001 533 2.90 <.001 5.6 0.10 .005
(269.1t0 273.0) (22.47 to 28.12) (52.9to 53.6) (2.33t0 3.47) {(5.6t05.7) (0.03 to 0.16)
2012 289.2 45.16 <.001 59.2 9.11 <.001 54 -0.14 <.001
(286.8 t0 291.6) (42.26 to 48.07) (58.7 to 59.6) (B8.53 10 9.70) {(53t054) (-0.21to-0.08)

2 Linear regression adjusting for patient characteristics assessing trends over time.

P Adjusted for age, sex, inpatient/outpatient procedure, region, and surgical procedure.

= Adjusted for age, sex, inpatient/outpatient procedure, and region.

Hannah Wunsch, MD, MSc
Duminda N. Wijeysundera, MD, PhD
Molly A. Passarella, MS

Mark D. Neuman, MD, MSc

JAMA Published online March 15, 2016
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Original Investigation

Receiving Opioid Therapy

John A. Hermos, MD; Kelly Cho, PhD; David R. Gagnon, MD

Prescription Opioid Duration of Action and the Risk
of Unintentional Overdose Among Patients

Matthew Miller, MD, ScD; Catherine W. Barber, MPA; Sarah Leatherman, PhD; Jennifer Fonda, BS;

IMPORTANCE The unprecedented increase in unintentional overdose events that has
occurred in tandem with escalating sales of prescription opioids over the past 2 decades has
raised concerns about whether the therapeutic use of opioids has contributed to increases in
overdose injury. Few controlled studies have examined the extent to which ecologic
measures of increases in opioid prescribing and overdose injuries reflect risk among patients
prescribed opioids, let alone whether some opioid regimens are safer than others.

OBJECTIVE To examine whether the risk of unintentional overdose injury is associated with
the duration of opioid action (ie, long-acting vs short-acting formulations).

DESIGN, SETTING, AND PARTICIPANTS A propensity score-adjusted cohort study was
conducted using population-based health care utilization data from the Veterans
Administration Healthcare System. The patients were veterans with chronic painful
conditions who began therapy with opioid analgesics between January 1, 2000, and
December 31,2009.

MAIN OUTCOMES AND MEASURES Unintentional overdoses that are explicitly coded using
International Classification of Disease, Ninth Revision codes as drug or medication poisonings
of accidental intent (E850.x-860.x) or undetermined intent (E980.x or drug poisoning
[960.x-980.x] without an accompanying external cause of injury code).

RESULTS Atotal of 319 unintentional overdose events were observed. Patients initiating
therapy with long-acting opioids were more than twice as likely to overdose compared with
persons initiating therapy with short-acting opioids. After adjustment for age, sex, opioid
dose, and other clinical characteristics, patients receiving long-acting opioids had a
significantly higher rate of overdose injury than did those receiving short-acting opioids
(hazard ratio [HR], 2.33; 95% Cl, 1.26-4.32). The risk associated with long-acting agents was
particularly marked during the first 2 weeks after initiation of treatment (HR, 5.25;
1.88-14.72).

CONCLUSIONS AND RELEVANCE To our knowledge, the findings of the present study provide
the first evidence that the risk of unintentional overdose injury is related to the prescribed
opioid's duration of action. If replicated in other cohorts, our findings suggest that clinicians
weighing the benefits and risks of initiating different opioid regimens should consider not
only the daily dose prescribed but also the duration of opioid action, favoring short-acting
agents whenever possible, especially during the first 2 weeks of therapy.

JAMA Intern Med. 2015;175(4):608-615.

34




Table 2. Incidence Rate and HR for Unintentional Overdose Comparing Long-Acting With Short-Acting Opioids?®

Adjusted HR (95% CI)

Characteristic No. of Events No. of Person-years Crude Rate (95% CI)P Crude HR (95% CI) Age, Sex, Index Dose® sIPWT
Overall
Short-acting 282 194683 14.49 (12.79-16.18) 1 [Reference] 1 [Reference] 1 [Reference]
Long-acting 37 10623 34.83 (23.61-46.05) 2.84 (2.01-4.02) 2.56 (1.67-3.93) 2.33(1.26-4.32)
Strata of Opioid Duration
<14d
Short-acting 70 27762 25.21(19.31-31.12) 1 [Reference] 1 [Reference] 1 [Reference]
Long-acting 10 697 143.4 (54.51-232.20) 5.70 (2.94-11.06) 5.25 (2.61-10.54) 5.25 (1.88-14.72)
15-60d
Short-acting 79 49266 16.04 (12.50-19.57) 1 [Reference] 1 [Reference] 1 [Reference]
Long-acting 6 1666 36.00 (7.19-64.81) 2.42 (1.05-5.56) 2.19 (0.92-5.19) 2.30 (0.67-7.90)
>60d
Short-acting 133 115398 11.53 (9.57-13.48) 1 [Reference] 1 [Reference] 1 [Reference]
Long-acting 21 8188 25.65 (14.68-36.62) 2.39 (1.50-3.78) 2.14 (1.25-3.65) 1.50 (0.68-3.33)
Abbreviations: HR, hazard ratio; sIPWT, stabilized inverse probability weight. other baseline factors, interactions of benzodiazepines, pain clinic visits, and
2 Seventy-five of the 319 unintentional overdose events were noted to be opioid antidepressant use. Other recurring factors with significant interactions were
overdoses. Stabilized inverse probability weights were used to balance the use of cyclooxygenase 2 inhibitors, baseline hyperlipidemia, and baseline
potential confounding of the relationship between opioid use and overdose. liver disease. These propensity scores were then used to adjust the association
All baseline characteristics from Table 1 were included in the propensity score between opioid use and overdose for all included covariates and interactions.
model for receipt of a long-acting opioid. In addition, all significant 2-way b Per 10 000 person-years.

interactions of characteristics from Table 1 were included when modeling the

€ Morphine-equivalent mean daily dose.
probability of receiving a long-acting opioid. These included, among many

Matthew Miller, MD, ScD; Catherine W. Barber, MPA; Sarah Leatherman, PhD; Jennifer Fonda, BS;
John A. Hermos, MD; Kelly Cho, PhD; David R. Gagnon, MD

JAMA Intern Med. 2015;175(4):608-615.
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Brand Name Products

10

1

12

Trade Name
Avinza
Butrans
Dolophine
Duragesic
**Embeda
Exalgo
Kadian

MS Contin
Nucynta ER
Opana ER
OxyContin

*Palladone

Generic Name

Morphine sulfate extended-release capsules
Buprenorphine transdermal system

Methadone hydrochloride tablets

Fentanyl transdermal system

Morphine sulfate and naltrexone extended-release capsules
Hydromorphone hydrochloride extended-release tablets
Morphine sulfate extended-release capsules

Morphine sulfate controlled-release tablets

Tapentadol extended-release oral tablets
Oxymorphone hydrochloride extended-release tablets
Oxycodone hydrochloride controlled-release tablets

Hydromorphone hydrochloride extended-release capsules

*No longer being marketed, but is still approved.
**Not currently available or marketed due to a voluntary recall, but is still approved.

Sponsor

Pfizer

Purdue Pharma

Roxane

Janssen Pharmaceuticals
Pfizer

Mallinckrodt

Actavis

Purdue Pharma

Janssen Pharmaceuticals
Endo Pharmaceuticals
Purdue Pharma

Purdue Pharma

http:/Amvww fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm251735.htm
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F.D.A. Toughens Warning Labels for
Some Opioid Painkillers

By SABRINA TAVERNISE

WASHINGTON — The Food and Drug Administration said
Tuesday March 22, 2016 that it was requiring new warning
labels for certain types of opioid painkillers, a step that it said
would help ease an epidemic of abuse in the United States.
The agency said the changes would mostly apply to immediate-
release opioids — usually intended for use every four to six
hours — and would include new boxed warnings, the agency’s
strongest type, about the risks of abuse and death.
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IMPORTANCE Primary care clinicians find managing chronic pain challenging. Evidence of
long-term efficacy of opioids for chronic pain is limited. Opioid use is associated with serious
risks, including opioid use disorder and overdose.

OBJECTIVE To provide recommendations about opioid prescribing for primary care clinicians
treating adult patients with chronic pain outside of active cancer treatment, palliative care,
and end-of-life care.

PROCESS The Centers for Disease Control and Prevention (CDC) updated a 2014 systematic
review on effectiveness and risks of opioids and conducted a supplemental review on
benefits and harms, values and preferences, and costs. CDC used the Grading of
Recommendations Assessment, Development, and Evaluation (GRADE) framework to assess
evidence type and determine the recommendation category.

EVIDENCE SYNTHESIS Evidence consisted of observational studies or randomized clinical trials
with notable limitations, characterized as low quality using GRADE methodology.
Meta-analysis was not attempted due to the limited number of studies, variability in study
designs and clinical heterogeneity, and methodological shortcomings of studies. No study
evaluated long-term (=1 year) benefit of opioids for chronic pain. Opioids were associated
with increased risks, including opioid use disorder, overdose, and death, with
dose-dependent effects.

RECOMMENDATIONS There are 12 recommendations. Of primary importance, nonopioid
therapy is preferred for treatment of chronic pain. Opioids should be used only when benefits
for pain and function are expected to outweigh risks. Before starting opioids, clinicians should
establish treatment goals with patients and consider how opioids will be discontinued if
benefits do not outweigh risks. When opioids are used, clinicians should prescribe the lowest
effective dosage, carefully reassess benefits and risks when considering increasing dosage to
50 morphine milligram equivalents or more per day, and avoid concurrent opioids and
benzodiazepines whenever possible. Clinicians should evaluate benefits and harms of
continued opioid therapy with patients every 3 months or more frequently and review
prescription drug monitoring program data, when available, for high-risk combinations or
dosages. For patients with opioid use disorder, clinicians should offer or arrange
evidence-based treatment, such as medication-assisted treatment with buprenorphine or
methadone.

CONCLUSIONS AND RELEVANCE The guideline is intended to improve communication about
benefits and risks of opioids for chronic pain, improve safety and effectiveness of pain
treatment, and reduce risks associated with long-term opioid therapy.

Special Communication
CDC Guideline for Prescribing Opioids for Chronic Pain—
United States, 2016

Deborah Dowell, MD, MPH; Tamara M. Haegerich, PhD; Roger Chou, MD

JAMA. doi:10.1001/jama.2016.1464
Published online March 15, 2016.
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Special Communication

CDC Guideline for Prescribing Opioids for Chronic Pain—

United States, 2016 JAMA. doi:10.1001/jama.2016.1464
Deborah Dowell, MD, MPH; Tamara M. Haegerich, PhD; Roger Chou, MD PUthhed Online MarCh 15, 2016

Table 4. Morphine Milligram Equivalent Doses
for Commonly Prescribed Opioids®

Opioid® Conversion Factor
Codeine 0.15
Fentanyl transdermal, pg/h 2.4
Hydrocodone 1
Hydromorphone 4
Methadon e, I'I'Ig,"d 2 Adapted from Von Korff M, Saunders K, Ray GT, et al. Clin J Pain.
2008;24:521-527, and Interagency Guideline on Prescribing Opioids for Pain.
T=20 4 Washington State Agency Medical Directors' Group. http://www
.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf. Accessed
21-40 8 February 19, 2016.
b All doses are in mg/d except for fentanyl, which is pg/h. Multiply the daily
41-60 10 dosage for each opioid by the conversion factor to determine the dose in
morphine milligram equivalents (MME). For example, tablets containing
>61-80 12 hydrocodone, 5 mg, and acetaminophen, 300 mg, taken 4 times a day would
= contain a total of 20 mg of hydrocodone daily, equivalent to 20 MME daily;
M h . 1 extended-release tablets containing oxycodone, 10 mg, and taken twice a day
orphine would contain a total of 20 mg of oxycodone daily, equivalent to 30 MME
daily.
Oxycodon e 1.5 € Tapentadol is a p-receptor agonist and norepinephrine reuptake inhibitor.
Morphine milligram equivalents are based on degree of p-receptor agonist
OKYmDrPhoﬂe 3 activity, but it is unknown if this drug is associated with overdose in the same
= dose-dependent manner as observed with medications that are solely
Tapeni'ad(}l 0.4 y-receptor agonists.
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The CDC Guideline on Opioid Prescribing
Rising to the Challenge

Yngvild Olsen, MD, MPH

&!& H# H
H H H
= ## #7
7 ¥ 7 <
g
H es
.

JAMA Published online March 15, 2016

40



&l& .

g 1 o e

41



H o
<

H .0 #
H
H .0 # O
i HH
H H How

S :

#H/ ; ,
"o :
H
1 S 60 FE 5# B )R

42



~

% # H##

43



Hit
I #
LA ! !
0) Bl
# # 0
5w #H0
*(*!"
# # 5
0O # T
L5
Qo
e
, 9 #
P 00
b
=@ 2B

44



Annals of Internal Medicine

—

IDEAS AND OPINIONS

A Startling Injustice: Pain, Opioids, and Addiction

Jessica Gregg, MD, PhD

ike other residents and medical students in the late

1990s, | was taught to assess the "5th vital sign"—
pain—and address it, usually with opioids. My col-
leagues and | were taught that the medical community
had long ignored the treatment of pain and it was now
time to redress that wrong. Our teachers, medical
boards, and professional associations (and always in
the background, the pharmaceutical companies) urged
us to assess and treat pain aggressively (1).

Thus, with no training in pain management, and no
training in addiction, | was soon prescribing large
doses of opioids to treat pain in patients who were
clearly not improving and who were marginally func-
tional at best. They crowded the examination room with
physical complaints and stories of unemployment, frac-
tured households, and deepening depression. Accord-
ing to their Global Assessment of Functioning, they
were drowning in dysfunction. According to my 15-
minute clinical assessment, this meant | should raise
their methadone dose.

Fast-forward 15 years. Since 1999, the United
States has seen a 300% increase in sales of prescription
opioids and a similar increase in deaths from overdos-
ing on pain pills. More Americans now die of overdose
of prescription pain pills than of heroin or cocaine. In
some states, opioid-related deaths exceed deaths from
motor vehicle accidents (2, 3). If they survive overdose,
many individuals addicted to prescription pain killers
will eventually turn to heroin, which is cheaper and of-
ten easier to obtain (4).

Through good intentions and bad medicine, the
medical community helped create a deadly epidemic.
Now, in an act of startling injustice, we are abandoning
its victims.

Ann Intern Med. 2015;162:651-652.
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- VADEMECUM -

— ———————=— SUL DOLORE
La Legge 2872010

e Azione a livello somatico,
viscerale e nervoso

e Adatto per il dolore
oncologico

* Azione tempestiva

OPPIOIDI &

Infine, numerose evidenze in letteratura dimostrano che gli oppioidi non
sono farmaci pericolosi o in grado di indurre dipendenza: quando si
prova dolore, infatti, si attivano nell'organismo dei meccanismi recetto-
riali del tutto diversi rispetto a quelli che entrano in gioco nei soggetti
tossicodipendenti, che ricorrono agli oppiacei per provare sensazioni di
piacere.

Ciononostante, in Italia gli oppioidi sono ancora ampiamente sottouti-
lizzati.
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Effectiveness of non-steroidal anti-inflammatory drugs
for the treatment of pain in knee and hip osteoarthritis:
a network meta-analysis

Bruno R da Costa*, Stephan Reichenbach*, Noah Keller, Linda Nartey, Simon Wandel, Peter Jini, Sven Trelle

Summary

Background Non-steroidal anti-inflammatory drugs (NSAIDs) are the backbone of osteoarthritis pain management.
We aimed to assess the effectiveness of different preparations and doses of NSAIDs on osteoarthritis pain in a
network meta-analysis.

Methods For this network meta-analysis, we considered randomised trials comparing any of the following
interventions: NSAIDs, paracetamol, or placebo, for the treatment of osteoarthritis pain. We searched the Cochrane
Central Register of Controlled Trials (CENTRAL) and the reference lists of relevant articles for trials published
between Jan 1, 1980, and Feb 24, 2015, with at least 100 patients per group. The prespecified primary and secondary
outcomes were pain and physical function, and were extracted in duplicate for up to seven timepoints after the start
of treatment. We used an extension of multivariable Bayesian random effects models for mixed multiple treatment
comparisons with a random effect at the level of trials. For the primary analysis, a random walk of first order was used
to account for multiple follow-up outcome data within a trial. Preparations that used different total daily dose were
considered separately in the analysis. To assess a potential dose-response relation, we used preparation-specific
covariates assuming linearity on log relative dose.

Findings We identified 8973 manuscripts from our search, of which 74 randomised trials with a total of 58 556 patients
were included in this analysis. 23 nodes concerning seven different NSAIDs or paracetamol with specific daily dose of
administration or placebo were considered. All preparations, irrespective of dose, improved point estimates of pain
symptoms when compared with placebo. For six interventions (diclofenac 150 mg/day, etoricoxib 30 mg/day, 60 mg/day,
and 90 mg/day, and rofecoxib 25 mg/day and 50 mg/day), the probability that the difference to placebo is at or below a
prespecified minimum clinically important effect for pain reduction (effect size [ES] —0-37) was at least 95%. Among
maximally approved daily doses, diclofenac 150 mg/day (ES -0-57, 95% credibility interval [CrI] —0-69 to —0-46) and
etoricoxib 60 mg/day (ES —0-58,—0-73 to —0-43) had the highest probability to be the best intervention, both with 100%
probability to reach the minimum clinically important difference. Treatment effects increased as drug dose increased,
but corresponding tests for a linear dose effect were significant only for celecoxib (p=0-030), diclofenac (p=0-031), and
naproxen (p=0-026). We found no evidence that treatment effects varied over the duration of treatment. Model fit was
good, and between-trial heterogeneity and inconsistency were low in all analyses. All trials were deemed to have a low
risk of bias for blinding of patients. Effect estimates did not change in sensitivity analyses with two additional statistical
models and accounting for methodological quality criteria in meta-regression analysis.

Interpretation On the basis of the available data, we see no role for single-agent paracetamol for the treatment of
patients with osteoarthritis irrespective of dose, We provide sound evidence that diclofenac 150 mg/day is the most
effective NSAID available at present, in terms of improving both pain and function. Nevertheless, in view of the safety
profile of these drugs, physicians need to consider our results together with all known safety information when
selecting the preparation and dose for individual patients.

www.thelancet.com Published online March 17,2016 http://dx.doi.org/10.1016/50140-6736(16)30002-2
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Does paracetamol still have a future in osteoarthritis?

*Nicholas Moore, Francesco Salvo, Mai Duong,
Sinem Ezgi Gulmez

A crucial need remains to find new painkillers for
osteoarthritis. Have any new analgesics been released
since ibuprofen and diclofenac came out inthe early 1970s,
apart from the clinically minor COX-2 selective NSAIDs? All
existing painkillers are merely minor variations on those
early NSAIDs or opioids. Can't we do better?

www.thelancet.com Published online March 17,2016 http://dx.doi.org/10.1016/S0140-6736(15)01170-8
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Original Investigation

Cannabinoids for Medical Use

A Systematic Review and Meta-analysis

Penny F. Whiting, PhD; Robert F. Wolff, MD; Sohan Deshpande, MSc; Marcello Di Nisio, PhD; Steven Duffy, PgD;
Adrian V. Hernandez, MD, PhD; J. Christiaan Keurentjes, MD, PhD; Shona Lang, PhD; Kate Misso, MSc;
Steve Ryder, MSc; Simone Schmidlkofer, MSc; Marie Westwood, PhD; Jos Kleijnen, MD, PhD

IMPORTANCE Cannabis and cannabinoid drugs are widely used to treat disease or alleviate
symptoms, but their efficacy for specific indications is not clear.

OBJECTIVE To conduct a systematic review of the benefits and adverse events (AEs)
of cannabinoids.

DATA SOURCES Twenty-eight databases from inception to April 2015.

STUDY SELECTION Randomized clinical trials of cannabinoids for the following indications:
nausea and vomiting due to chemotherapy, appetite stimulation in HIV/AIDS, chronic pain,
spasticity due to multiple sclerosis or paraplegia, depression, anxiety disorder, sleep disorder,
psychosis, glaucoma, or Tourette syndrome.

DATA EXTRACTION AND SYNTHESIS Study quality was assessed using the Cochrane risk of bias
tool. All review stages were conducted independently by 2 reviewers. Where possible, data
were pooled using random-effects meta-analysis.

MAIN OUTCOMES AND MEASURES Patient-relevant/disease-specific outcomes, activities of
daily living, quality of life, global impression of change, and AEs.

RESULTS A total of 79 trials (6462 participants) were included; 4 were judged at low risk of
bias. Most trials showed improvement in symptoms associated with cannabinoids but these
associations did not reach statistical significance in all trials. Compared with placebo,
cannabinoids were associated with a greater average number of patients showing a complete
nausea and vomiting response (47% vs 20%; odds ratio [OR], 3.82 [95% Cl, 1.55-9.42];

3 trials), reduction in pain (37% vs 31%; OR, 141[95% Cl, 0.99-2.00]; 8 trials), a greater
average reduction in numerical rating scale pain assessment (on a 0-10-point scale; weighted
mean difference [WMD], -0.46 [95% Cl, -0.80 to -0.11]; 6 trials), and average reduction in
the Ashworth spasticity scale (WMD, -0.12 [95% Cl, -0.24 to 0.01]; 5 trials). There was an
increased risk of short-term AEs with cannabinoids, including serious AEs. Common AEs
included dizziness, dry mouth, nausea, fatigue, somnolence, euphoria, vomiting,
disorientation, drowsiness, confusion, loss of balance, and hallucination.

CONCLUSIONS AND RELEVANCE There was moderate-quality evidence to support the use of
cannabinoids for the treatment of chronic pain and spasticity. There was low-quality evidence
suggesting that cannabinoids were associated with improvements in nausea and vomiting
due to chemotherapy, weight gain in HIV infection, sleep disorders, and Tourette syndrome.
Cannabinoids were associated with an increased risk of short-term AEs.

JAMA. 2015;313(24):2456-2473.
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Clinical Crossroads

Medical Marijuana for Treatment of Chronic Pain

and Other Medical and Psychiatric Problems
A Clinical Review

Kevin P. Hill, MD, MHS

IMPORTANCE As of March 2015, 23 states and the District of Columbia had medical marijuana
laws in place. Physicians should know both the scientific rationale and the practical
implications for medical marijuana laws.

OBJECTIVE To review the pharmacology, indications, and laws related to medical
marijuana use.

EVIDENCE REVIEW The medical literature on medical marijuana was reviewed from 1948 to
March 2015 via MEDLINE with an emphasis on 28 randomized clinical trials of cannabinoids
as pharmacotherapy for indications other than those for which there are 2 US Food and Drug
Administration-approved cannabinoids (dronabinol and nabilone), which include nausea and
vomiting associated with chemotherapy and appetite stimulation in wasting illnesses.

FINDINGS Use of marijuana for chronic pain, neuropathic pain, and spasticity due to multiple
sclerosis is supported by high-quality evidence. Six trials that included 325 patients examined
chronic pain, 6 trials that included 396 patients investigated neuropathic pain, and 12 trials
that included 1600 patients focused on multiple sclerosis. Several of these trials had positive
results, suggesting that marijuana or cannabinoids may be efficacious for these indications.

CONCLUSIONS AND RELEVANCE Medical marijuana is used to treat a host of indications, a few
of which have evidence to support treatment with marijuana and many that do not.
Physicians should educate patients about medical marijuana to ensure that it is used
appropriately and that patients will benefit from its use.

JAMA. 2015;313(24):2474-2483. doi:10.1001/jama.2015.6199
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