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APA, "What Is Addiction?”

P ESOUATON @ AMERICAN
PSYCHIATRIC
e ASSOCIATION

What Is Addiction? ]

Addiction is a complex condition, a brain disease that is manifested

. .
use despite harmful consequence. People with addiction (severe sul L '
an intense focus on using a certain substance(s), such as alcohol o1 a S I ' | O I |

.

takes over their life. They keep using alcohol or a drug even when thi

problems. Yet a number of effective treatments are available and pe,
addiction and lead normal, productive lives.

Addiction is a complex condition, a brain disease that is manifested by compulsive substance

People can develop an addiction to:

S use despite harmful consequence. People with addiction (severe substance use disorder) have
2 PeRLDand etneralucrogens an intense focus on using a certain substance(s), such as alcohol or drugs, to the point that it

© Inhalants, such as, paint thinners and glue
© Opioid pain killers, such as codeine and oxycodone, heroin

© Sedatives, hypnotics and anxiolytics (medicines for anxiety such as trar

takes over their life. They keep using alcohol or a drug even when they know it will cause
o Cocaine, methamphetamine and other stimulants . .
e problems. Yet a number of effective treatments are available and people can recover from
addiction and lead normal, productive lives.

Changes in the brain's wiring are what cause people to have intense ‘cravings-rorureurog-arna

make it hard to stop using the drug. Brain imaging studies show changes in the areas of the brain APA 2019 Website _ What Is Add|Ct|0n

l People with a substance use disorder have distorted thinking, behay
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NIDA Media Guide on "What is drug addiction?”

National Institute
on Drug Abuse
Advancing Addiction Science

Home » Publications » Media Guide » The Science of Drug Use and Addiction

Media Guide

The Science of Drug Use and Addicti

What is drug addiction?

Addiction is defined as a chronic, relapsing disorder characterize
seeking, continued use despite harmful consequences, and long-
It is considered both a complex brain disorder and a mental iline,
severe form of a full spectrum of substance use disorders, and ig
repeated misuse of a substance or substances.

Why study drug use and addiction?

Use of and addiction to alcohol, nicotine, and illicit drugs cost the
billion a year related to healthcare, crime, and lost productivity. 3
killed over 63,000 people in America, while 88,000 died from ex¢
Tobacco is linked to an estimated 480,000 deaths per year.2 (He
specified, drugs refers to all of these substances.)

How are substance use disorders catego

NIDA uses the term addiction to describe compulsive drug seekir

National Institute
on Drug Abuse

Advancing Addiction Science

What is drug addiction?

Addiction is defined as a chronic, relapsing disorder characterized by compulsive drug
seeking, continued use despite harmful consequences, and long-lasting changes in the brain.
It is considered both a complex brain disorder and a mental iliness. Addiction is the most
severe form of a full spectrum of substance use disorders, and is a medical illness caused by
repeated misuse of a substance or substances.

consequences. However, addiction is not a specific diagnosis in tie T eamormor e

Diagnostic and Statistical Manual of Mental Disorders (DSM-5)—a diagnostic manual for NIDA 2019 Website _ Media Guide on SCience Of Drug Use and AddICtlon

clinicians that contains descriptions and symptoms of all mental disorders classified by the

American Psychiatric Association (APA).
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Literature Cited in Keyes’ Rebuttal Does Not Support Causation

Study ‘

Mars
(2013)

Findings

“The large literature on the ‘gateway hypothesis’ cites tobacco, alcohol and
cannabis as the first drugs typically used prior to progression to harder drugs,
either singly or sequentially, but does not prove a causal link.” (P. 258)

“Younger pill initiates were more likely to report dependence on diverted opioid
pills prior to heroin initiation[.]” (P. 263)

Jalal
(2018)

“[t]he increase in drug poisoning mortality in 2016 is due to increased mortality
from multiple drug-specific subepidemics: synthetic opioids (most likely fentanyl)
among males, whites, and those in urban counties; heroin among young adults;
prescription opioids among the middle-aged and blacks; and cocaine and
methamphetamine among a wider age range, males, and whites.” (P. 4)

“The epidemic of drug overdoses in the U.S. has been inexorably tracking along
an exponential growth curve since at least 1979, well before the surge in opioid
prescribing in the mid 1990s.” (P. 7)

McCabe
(2021)

“[T]he vast majority of prescription opioid exposure does not lead to heroin use.”
(P. 1)

“[H]eroin incidence and prevalence rates were significantly greater among those
who reported nonmedical prescription opioid misuse.” (P. 1)
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Jalal (2022) - Ob

Contents lists available at ScienceDirec

International Journal of Drug Policy

journal homepage: www.elsevier.comocateidrugpe

Respanse
Reply commentary by Jalal and Burke

Donald S. Burke™', Hawre Jalal"

Deportment of Epidemiology, Gradhuste School of Public Health, Universty of Pitsburgh, Pitsbargh, PA, USA

" School of Epidamiology and Public Hfealih, Universky of Ottaws, Ottars, ON, Canada

We thank the commentors for their excellent commentaries. Rather
than respond point by paint, in the interest of readability we have orga-
nized our reply 10 addresscs all four expert commentarics collective

our have been admirably d in the comm
key points are:

taries.

+ Annual rates of accidental drug overdoses in the USA from
have been inereasing exponentially for four decades

+ Paradoxically this overall smooth epidemic trajectory is the sum of
multiple sub-epidemics of shifting drugs, geographies, and sex, race,
and urbanicity

« There is a strong age cohort effect, with every birth year cohort after
World War Il showing a faster increase in OD death rates than the
preceding birth year colort

+ Deviations from the long-term trajectory are temporary, with return

exponential growth pattern.

ment and visualizations have facilitated these dis-

Il drugs

In this reply we pose and then answer seven questions drawn from
the expert commentaries:

1. Is the exponential growth trajectary real or coi d does the
fitted curve have future as well as retrospective predictive power?

2. Is the exponential growth pattern of accidental overdose deaths in
the USA unusual?

3. 1 the curve truly exponential?

4. I the exponential growth inevitable?

5. What is causing the exponential growth trajectory?

6. How did we make these disco

7. What do we need 10 do to understand the exponential growth pat-
tem?

jes?

Is the exponential growth trajectory real or coincidence, and does
the fitted curve have future as well as retrospective predictive
power?

We first discovered the exponential trajectory of USA accidental drug
averdose deaths five years ago using then available death record data
through 2015, and prompily reported this observation in a short note to
bioRxiv entitled “Exponential growth of the USA Overdose Epidemic”
(Buchanich et al., 2017),

* Corresponding author.

E-mail address: ¢ it (D.S. Burke).

050/ 2022 Elsevier B.V. All rights reserved.

Our Science paper was published 18 months after this initial of
vation and used data through 2016 (Jalal et al., 2018). For the big
note, we observed that in the 37 years from 1979 through 2015, acc

D case counts increased by an average of 9% per year (9% g
for case counts, 7.4% growth for case rates per unit population) &
a simple yet remarkably predictable exponential curve where case
purely a function of the year:

Cases in year ¥ = 10571 + 0372.0049781)

with a log lincar R% = .99, At that time, we proposed that this si
but predictable pattern was likely to continue into the foresecab]
We fo er of expected OD deaths in thel
next five years by simply extrapolating the 1979-2015 {
curve for five more years, from 2016 through 2020, Fig. | shows)
the year-by-year forecasts we made five years ago are closely ali
with the subsequently recorded actual data. As we had hypothes
annual OD death counts continued to increase exponentially. Th
served (© expected ratios for each year 2016-2020 were respectively
1.09 (54,793/50,199); 1.12 (61,311/54,689); 0.99 (58,908/59,579);
0.96 (62,172/64,908); and 1.18 (83,558/70,713). The total number of
accidental OD deaths that we forecasted for the five-year interval 2016-
2020 was 300,089, elose 10 the actual recorded total of 320,742 (ob-
served to expected it is always possible that these
accurate forecasts made five years ago were coincidental, this seems

ob-

expanential growth curve for yet another five years, from 2021 162025,

asshown in Fig. 1. While we fervently hope that curve will be deflected,
if it is not, the forecasted five-year total will be close to an additional
half million (460,523) accidental overdose deaths.

Is the exponential growth pattern of accidental overdose deaths
in the USA unusual?

Qur papers have focused on the growth of accidental drug overdose
deaths in the USA, and we not systematically examined the tra-
jectories of other causes of death. To 2

ative analyses we have developed a new visu

period, and bisth cohort (APC) data that we call “hexamaps™ (Jalal &
Bu

served 7.4% Growth for Case Rates Along

Exponential Curve

Our Science paper was published 18 months after this initial obser-
vation and used data through 2016 (Jalal et al., 2018). For the bioRxiv
note, we observed that in the 37 years from 1979 through 2015, acciden-
tal OD case counts increased by an average of 9% per year (9% growth
for case counts, 7.4% growth for case rates per unit population) along
a simple yet remarkably predictable exponential curve where cases are
purely a function of the year:

Jalal (2022) p. 1
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Compton (2022) — “Astonishingly Smooth Exponential Curve”

I | By adding in an ad-
ditional two decades of data, the work by Jalal and colleagues revealed

expemential increases in drug overdoses mplications for cpitemiciogy nd. x| @11 @stonishingly smooth exponential curve of increasing drug overdose
oo ooty . st ~ | deaths over the entire 38-year period examined. While the diagnostic
approaches shifted during this long time frame, Jalal and colleagues’
work is a reminder that broad trends may still be examined in the set-
ting of data inconsistency. The resulting curve revealed that the rising
and receding roles of various opioids in the overdose epidemic are just
the most recent iteration of the shifting sub-epidemics of overdose from
different substances, involving multiple substances in the early years,

D mEne with cocaine predominant in the 1990s followed by opioids since the

) e . late 1990s. These patterns, along with shifting involvement of demo-

s e = graphic groups and geographic areas, have converged in a steady surge
syt s s = of drug overdose mortality nationally in the United States. What can ex-
O PR ST s ) plain these results, particularly the ways that multiple subcomponents

merge into a single growth curve, is a key question.

journal homepage: www.elseviercomiocate/drugpo

+nih.gov (W.M. Compton).

0955-3959/Published by Elsevier B.V.

Compton (2022) p. 1
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Caulkins (2022) —

Contents lists available at ScienceDirect

International Journal of Drug Policy

journal homepage: www.elsevier.com/locate/drugpo

Commentary

Should drug use trends be studied holistically, or piece by piece?

Jonathan P. Caulkins

Carnesge Mellon University, Hein Colege, 5000 Forbes Ave, itsburgh PA 15213, USA

fi®

Jalal et al.’s challenge

Cantemporary academic literature that strives (o

overdose deaths, ¥, is not just some obscure detail
single most important outcome in our field.

i is argu

pat-
terns of drug use tends to focus on distinetions, contextual explan
tions, and special populations. There are exceptions. Historians David
Musto (1999) and Da 120) write about broad trends
and fundamental forces,
pose a cultural theory that spans drugs and s set in explici
“postmodern outlook that holds a more fractionated and tenuous view
for the influence of various cultural elements” (pp.218-219). However,
scanning the tables of contents of leading journals reveals a proclivity to
“complexify” - diving into particular cutcomes for a particular subpop-
ulation in a particular country or region, often with a particular drug
or class of drugs. It is a literature that embraces every tree, but less
frequently steps back to contemplate the forest.

Against that backdrop, the analysis of Jalal et al. (2018),
Jalal et al. (2020), and Jalal & Burke (2021) is like a satellite photo-
i been overlooked by the armies

of specimen-collecting scientists on the ground. They show that for 40
years, trends in total drug-related deaths manifest great stability. To be
specific, total deaths grew exponentially at a startlingly regular annual
rate, whereas trends for individual drugs followed traditional epidemic
curves, rising 10 a peak and then receding (albeit not yet for opioids).
Furthermore, Jalal et al. (2020) show interpretable regularity in birth-
eohort specific trends in total deaths.

Jalal et al.'s core empirical observation is easy to state formally. If
we let

Y,

# of overdose deaths in the U S. in year t
# of overdose deaths in the U.S. in year t of drug i.
then by definition Y, is the sum over i of the X,..

Jalal et al. observe that ¥, shows steady exponential growth over
nearly 40 years (1979-2016) even though the ind X,’s do not.
There are two possible explanations for this em y: (1) It
is sheer coincidence or (2) Some force or tendency “coordinates” the
substance-specific X,'s to make their sum grow steadily.

Forty years seems too long to shrug off as coincidence. However, if
this stability is not just coincidence, then we are left with an embar-
rassing admission. Despite billions of dollars in funding and decades
of research conducted by tens of thousands of bright scholars, few of
us has even thought about the possibility that some mechanism may
be “coordinating” different drug-specific time trends in death rates, let
alone identified what that mechanism might be. And the trend in total

E-mail address: caulki

0955-3959/ 2022 The Author(s). Published by Elsevier B.V. This is an open access article under the CC BY license (hip:

In this 1will first think about some possible ca
ing mechanisms, but find none satisfying. Il then make a pitc|
might just be a coincidence, but close with agnosticism about 1
and consternation about the way our field has not yet fully §
with the Jalal et al. challenge.

Mechanisms that might coordinate different drug-speeific oves
trends

Overdose deaths are a sequelae of drug consumption, wh
market-related phenomenon, 50 it is natural to divide the hunt {
dinating mechanisms into factors related to drug demand, drug
and broader social and cultural trends.

“Contagious spread” is a familiar demand-side driver of exp
growth because initiation into the acti
or amount of that activity; in the
when the derivative of X is proportional to X, then X(t) will be e
tial. Such “epidemic models” explain exponential growth of d
infectious diseases like COVID-19, rumors, and new product af
But those are drug-specific stories that explain exponential g1
X, not exponential growth in the aggregate across drugs

One can imagine stories that would apply across drugs. Fd
ple, if most drug dependence is eaused by growing up in chaoti
and parents’ drug dependence creates chaotic home situations
kids, then that feedback loop could create exponential growt
number of people with substance use disorder (SUD). However
grew much faster than did SUD. General population surveys al
rible source for studying growth in drug dependence (Reute
& Midgette, 2021), but it is telling that over the 17 years from 2002 to
2019, the U.S. household survey's estimates of per capita rates of de
pendence on an illicit drug other than marijuana grew by only 17 per
cent. That's an annual growth rate of 0.9 percent vs. the average annual
growth of 7.4 percent that Jalal et al. estimate for deaths.

Somehow the sequence of drugs-of-choice and/or the way those
drugs were used combined to produce steady growth in deaths per per
son with SUD. That's a real puzzle for demand side explanations because
there is no underlying demand for overdose deaths per se. There may be
«demand for euphoria, intexication, and self-medication, but not death.

“Turning to supply side theories, it is easy to interpret trends in fatal
overdoses from specific drugs as being influenced by supply side factors;

Caromens;

Great Stability In Drug-Related Death Trends”

Against that backdrop, the analysis of Jalal et al. (2018),
Jalal et al. (2020), and Jalal & Burke (2021) is like a satellite photo-
graph showing remarkable order that had been overlooked by the armies
of specimen-collecting scientists on the ground. They show that for 40
years, trends in total drug-related deaths manifest great stability. To be
specific, total deaths grew exponentially at a startlingly regular annual
rate, whereas trends for individual drugs followed traditional epidemic
curves, rising to a peak and then receding (albeit not yet for opioids).
Furthermore, Jalal et al. (2020) show interpretable regularity in birth-
cohort specific trends in total deaths.

Caulkin (2022) p.1
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Keyes and Cerda (2022) — Response to Jalal (2018)

of Drug Palicy 104

022) 103675

Contents lists available at ScienceDirect

International Journal of Drug Policy

journal homepage: v elsevier comviocateldrugpo

Commentary

Dynamics of drug overdose in the 20th and 21st centuries: The exponential
curve was not inevitable, and continued increases are preventable §

Katherine M. Keyes ", Magdalena Cerd4"

* Deparement of Epidemiclogy, Maliman School of Publc Hoatd, Columbla Untvesity, New York, NY, USA
" New I

Drug poisoning deaths in the United States continue to be & pub-
lic health erisis. Over 840,000 Americans have died from drug poi-
soning due to overdose since the late 19905 (The Drug Overdose Epi
21); oploids have been the predomi-
nant class of drugs contributing to the increase. The nature and the
dynamics of this overdose crisis are complex, heterogencous by gea-
graphic location, type of drug and co-occurring drugs, and they affect

ifferent generations of Americans in different ways. In this commen-
tary, we discuss a series of studies that have examined the dynam-
ics of drug overdose i the last forty years in the US, beginning with
Jalal et al. (2018). We focus on contextualizing public health, policy,

and prevention implications of the trends in ovendose, underscoring
that the increases in drug poisoning deaths in the US have had both
common and distinct causes at each stage and by each specific drug
that thereby require policy responses that are both general across sub-
stances and unique to some. Moreover, our view is that the variation
acmss period, space, and coborts lustrates that cach stage of the unfurl-
ing opioid and other drug overdose epidemic was, and continues to be,
preventable.

demic: Behind the Numbers,

Exponential increases in overdose: multiple intersecting
epidemies that were preventable

In & series of studies, Jalal and colleagues analyzed the functional
form of the rise in drug poisoning deaths in the United States since
1979 (Jalal & Burke, 2021; Jalal ct al, 2018, Jalal, Bucha

e, Rabers, & Burke, 2020). They found that while specifc druga
contributing to drug poisoning increases have varied over the course of
forty years, the overall mathematical function has been routinely expo-
nential, beginning in at least the late 19705, The rise
has exhibited variation by age. period. and cobort (Husng,
2018; Jalal, Buchanich, Sioclai, Roberts, & Burke, 2020), and the over-
all the rise has bee pul ipe

bega
¥
ago, Jalal et al. conclude that the drug epidemic n the US has been a
* Correspanding sutbar.
E-mal address: k2 1046 colsmbia.edu (KM, Keyes).
bttps://doi.org./10.1016/) Arugpo.2022.103675

0955.3959/ 2022 Published by Elsevier BY.

‘fundamental long term process” and that the cpidem
longer.

The observation that drug overdase deaths, when
gether, fit a long-term exponential curve underscores §
been, and remain, root drivers that contribute to hare
drug types. Factors that drive increases in overdose di
of the type of drug involved include stigmatization and
of people who use drugs (Davis, Green, Lasalle, & Belets

(Friedman ctal., 2020 Teai etal., 2019). The shape of th
long left tail indicate high siatistical precision in predicti
drug overdos death across the nation across the last 40
ing us that public health and policy interven tions require
of the social determinants of health of people who use (
date and overlsy the many subepidemics involved in {
overdose deaths. Reducing drug overdose deaths will ¢
on improving housing, health care access, and reducing
system involvement.

¥et Jalal et al also note that that overall expanentia

in different geographic locations, each of which have add
prevention and intervention implications. Thus, the rem:
tion power of the exponential surve should not be mi
indicate that these deaths were, or continue to be, iney
an accurate reading of the exponential curve of drug o
in the US is as an interplay between fundamental socia
processes that continue to place individuals at risk for (
ders, and specific drug access and supply facters that pl:
at risk and accelerate specific types of drug deaths. As
et al., prescription opioids, heroin, synthetic opioids an
contributed to a rise in drug paisoning at different tin
ent ages, and different locations. Taken together, we 3¢
et al. that overdose death increases involve fundamental
are the result of long-term economic and sodal conditio
with Jalal et al. in condluding that the epidemic will n
tinue longer; we have the public health and public pol

KM, Kepes et b, Condd

ity in differens coborts af young people wha then have higher rates of
use hrough he Hfecoure (el Greler, e, Dovies, & Seafan
200 & Hasin,

‘sociatons wih birth cohorts
i suance e n the Unied Snes il anmob's and sechel e
‘Cannabis use increased among youth in the 19705, and among these

horts who were adolescents and young adults at that time, phineniiig

remained clevated throughout the Jifecourse comnared with other co.
horts (Kandel ct al., 2001). Alcohol]
trated amang ‘caly millennia

19808 (Kerr et ., 2013, while
lecets s youe sl
ery system is exponent
oMder adults (Miech, Jofston, O
flect social factors, an e

esses is ot u
deed, strong associations with birtl
ety of health outeomes deseribed fd

memesonol ouml of B Polcy 04 (2022) 163675
the epidemic curve of drug poisoning deaths as a rebukie on the systems
of regulation and care that have failed and resulted in these preventable
deaths.

Funding

None.

Declarations of Interest

e KMK has been compensated for expert witness work in litigation.

comes such as obesity (7
and smoking-related disease (Jer
assoclations are so strong that
ity octoss mary counirie ad ti
Kermack, McKendrick, & McKinlay, 2001). They refloct what Glen El
dor tores cox et w2 rsenibcs f 8 brch b we
share geopolitical exposure and awareness, competition for labor m:
" ; L nor:

he ovenone epdemic. Ao B

i f Puble Hoolh, 43013, 95114, 1011146

e |>m.(h. W. R, Scih, K
201, Messuring relations

ca-Aguicr, A, Davis, C. 5, Marsbal, B, D. L

tween. prosuive teporting stae-levl pre
el o

and opportunities as we move through the lifecourse (Elder, 2015),

“Thus it is not surprising. but in many ways iluminating, that the
‘overdose epidemic has exhibited strong birth colort patterns. It reflects
that drug use and its consequences are not inevitable outeomes of high
Tevels of exp drugs but

eration in which exposure oceurs. Cohort associations ako reflect that
prevention efforts thai atiend ta generational differences have a better
d desires and

needs of each generation underlying
programming approaches that aims to address each generatio
s potentially distinct

drug use, wil allow for a sute of
need

Conclusion

In 2010, 70,630 individuals in the US are estimated to have died
from drug poisoning (edegaard, Minifo, & W and provi
sion ot o 2050 dicrs h verdoe ncovmed during the Sars
-2 pandemic. Drug poisoning deaths undercount the total harm to

the public from other addict d tobaceo-related

lives every year, p

and public health responses over decades have been tirelessly formed
i el o protect e, deths from sl re ain o0 he v
. Hingson, & Powell, 2020, The series of papers by Jalal

Cuak, ad others, e crlically important in framing the fsues that ur-
gently require a mulii-pronged public health investment. Public health
efforts 10 el v cxpond tesmens o wnd
‘arriers o aceess continue to be urgeatly ecded. Rdhlnkmg how we
as.a public
with substance use in US will continue to save lives and reduee stigma
Rather the epidemic isoning deaths as
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Dk, Druﬂ\ il L8 ey, L_ (2019, Sse spoches 0 srsing he
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Stanford-Lancet Commission (2022)

The Lancet Commissions

Responding to the opioid crisis in North America and
beyond: rec dati f the Stanford-Lancet

Commission
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this ene focuses on 3 long eattenched peoblem that hus
already been well chiracterised. including in. several

by the Nationsl Academics of Sciences
Enpineering. and Medicine. This Commission therefare
s ca develeping 3 cboten, ampcicaly rouaded
i o

"The North American crisis erserged when insuficient
regulsion of the phismsceuticl and hesitheare
indu bicd 3 peofitdriven quadruplng of apiod
preccribing. This prescriblog isvolved 3 deparre from
longestsblubed practice porms that prevaiied before the
mid 1990s— pasticularly in the expanded piescribing of

o
kbl tive Doy vevdoned on_prescripion

4 millons more have become addicied

{eg. disability, farmily brealdown, crime, unemployment,
beresement). In response 1o the Large pool of people
e od o prescription aicids. beroin

puaded. whick furtber lncresied arbidy

ol e ey 8 Bt Mrgare B,
M ok, Mo X K, i b

onathanH Chen
Seand Mackey. e Larmore Ouelicte

mber of middleclass

Cansds. An wnusually Bigh
people 30d people living in selecied rural scess
‘Appalichia in the USA. the Yukos

et waveof the cr with peevious
epidemics of opioid addic The secord
a3 heroin rexpanse &

deieand from prople sdd s opioids,
S i ey £l Eolr g e
mong Africe Americans in the USA, 36d more
genenlly i s the USA 404 Cinada. These
mogesphic <hifts persicted into the third wave of the

which began 14 35d was chancterised
bl overdases linked with

bt opiots

Koy messages
+ The proft motaves of sctar s 30 outsclnthe

h 38 fentsnyl. In 2020, Gt opioid

Canads) were T

rogulccepsysars. e furcmentbymlcamed.
+ Opioshs have 3 nature 3 both abereft andari o
heseh fcton, anc melberng Thisdusl astuee henkd
=

pei———
+ g don-bsed o o the o of

g e e efocts of sl s sstem

o

- et

marks with

lkci synthesic omm plaryrsdemrgmpeserdo

e 3 public bealth causropbe, which hus

waly worened siace the omsct of e COVIDIS

panderic. Since 1999, mote than 600000 people hive
Sk S plid smern e U 14 Cids.

the curvent rate of mort S ————

e woret yeasafthe HIVIAIDS eplemic

The first wave of the opiodd crisis began in the 19905,

when the long asting epiesd OxyCantin and atber high.

potency apicids were prescribed 1o an exwremely wide

"

adderan.

madcitions o ot ia deardar st sl
el stratege, and the ety o trestmare for

the apiokd .

hes il manAsctsr o fominting oo
viepieibing i b courtr 30 al et $hoidd

domenticaly ven oo s
s PLAINTIFF TRIAL
EXHIBIT
P-24098_00001

The Lancet Com

Finally, the Commission notes that the spate of multi-
billion-dollar lawsuits surrounding the opioid crisis in
the USA can also create conflicts of interest. We
propose that restrictions on regulatory bodies should
apply not only to material connections to the
pharmaceutical industry, but also to law firms suing
: some element of the industry and to people hired as
" expert witnesses by those firms.

ny w cption
of potential cortuption. sl maners, Any regelioe
standard for opioid prescribing or pain care risks
substantial loss of credibilty if funded by companies
that have been criminally convicted of knowingly
misrepresenting the risks and benefits of apioids.”

Recommendations for limiting influcnce on the
regulation of addictive drugs

work forthe pharmaceuticalinduste
Transfers of knowledge and skills between the public
ate sector ate not necessarily harmful to the
good and indeed might sometimes be bene
fers occur specifically to enable
ssequences for
blic cpnicism and
ation. The public good would be served by
extending the length of cooling-off periods in state and
federal law that constrain lobbying on behalf of an
industry that an elected or appointe used to
avese. (g e peopuned P alegluion s
3 woyear perod) = Fosi ¢ chould also be
considered—eg, civil servants working in regulatory
sgencer could be paid higher salaries, with added
ion incentives for senior officials with particularly
e Kreonlodge of egulotony procesces
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financial tes to the pharmaceutical industs
We have already discussed the meed to ir
organisations  that can influence  preseription
decisions (eg, medical schools) from the pharmaceu
tical industry. The need for firewalls is even stronger
when an organisation has formal legal or regulatory
power to shape prescribing. The Fed
Medical Boards' eventual decision to stop accepting
funding from the pharmaceutical and medical device
industry was a positive step, and should be uniformly
¥ US state and C n provincial medica

nst  pharmaceutical  industry
pa are justifiable entirely because
protecting patients. But such rules
also protect prescribers who pr
compassionatly, Like paticnts,
o expec hat the rules ander which ey pre
ot based on scentifc eidence nd intended selely o
benefit patients, not to enrich corporations.
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