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WHAT IS OPIOID AGONIST THERAPY?
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Opioid agonist therapy (OAT) is a cost-effective
treatment for people who inject drugs

Historically, OAT is an oral therapy

OAT involving methadone and buprenorphine have a
large evidence base demonstrating their
effectiveness in reducing opioid use and related
mortality

An estimated 5-10% of people who use opioids
are not attracted to, or do not benefit from current
OAT therapies

-
2% MONASH
0 University

MONASH
University

MONASH ADDICTION
RESEARCH CENTRE




WHAT TO DO FOR THOSE REFRACTORY TO OAT?

ORIGINAL ARTICLE

Diacetylmorphine versus Methadone for the Treatment of Opioid Addiction

Eugenia Oviedo-|oekes, Ph.D., Suzanne Brissette, M.D., David C. Marsh, M.D., Pierre Lauzon, M.D., Daphne Guh, M.Sc., Aslam Anis, Ph.D., and Martin T. Schechter, M.D.,
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EDITORIAL AUG 20, 2009
BACKGROUND 3 L .
Heroin Prescription and History

Studies in Europe have suggested that injectable diacetylmorphine, the active dient in heroin, can

be an effective adjunctive treatment for chronic, relapsing opioid dependence.

METHODS CORRESPONDENCE NOV 26, 2009
. - - Diacetylmorphine versus Methadone for Opioid Addiction
In an open-label, phase 3, randomized, controlled trial in Canada, we compared injectable yimorp - P

diacetyimorphine with oral methadone maintenance therapy in patients with opioid dependence that

ory to treatment. Long-term users of injectable heroin who had not benefited from at least

attempts at treatment for addiction (ineluding at least one methadone treatment) were

ed to receive methadone (111 patients) or diacetylmorphine (115 patients). The primary MEM

addiction treatment or drug-free status and a ) CareerCenter

reduction in illicit-drug use or other illegal activity according to the European Addiction Severity Index.
PHYSICIAN JOBS AUGUST 27, 2021
RESULTS
rticipants. On the basis of an intention-to- Rheumatology New York

The primary outcomes were determined in 95.2% of the par

sed at 12 months, were rete:

the diacetylmorphine group was 87.8%, as Rheumatology, Phelps Memorial Hospital Center - Northwell
Health

the rate of retention in addiction treatment

compared with 54.1% in the methadone group (rate ratio for retention, 1.62; 95% confidence interval

illegal activity was 67.0%
40; 95% CI, 1.11 to 1.77;

vimorphine injections were

[CI], 1.35 to 1.95; P<0.001). The reduction in rates of illicit-drug use or oth
Surgery, General
Breast Surgeon - Northwest Cancer Center Dy,

7% in the methadone group (ra

in the diacetylmorphine group and
P=0.004). The most common seri erse events associated with dia
overdoses (in 10 patients) and seizures (in 6 patients). Family Medicine
CONCLUSIONS
New York

Injectable diacetylmorphine was more effective than oral methadone. Because of a risk of overdoses and
ologists - Westchester- Northwell Health

diacetylmorphine maintenance therapy should be d in settings where prompt medical

seizures,

intervention is available. (ClinicalTrials.gov number, NCT00175357.)
Nephrology Jacksonville, Florida

* Injectable OAT (iOAT), typically involving self-
administration of short-acting opioids such as
diacetylmorphine and hydromorphone

* Has proven to be effective in treating those opioid-
dependent people who inject drugs who do not
respond to treatment with conventional OAT

* iOAT may provide increased treatment coverage for
people who inject drugs

CONCLUSIONS

selzures, diacetylmorphine maintenance therapy should be delivered in settings where prompt medical

intervention is available. (ClinicalTrials.gov number, NCT00175357.]
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SUPERVISED IOAT DOESN’T SOLVE EVERYTHING

* iOAT carries a greater risk relative to oral/sublingual
OAT

* Provided in a highly structured way with
supervised administration requiring dedicated
infrastructure and oversight by medical and nursing
staff

* Those receiving iOAT must come to a dedicated
service to self-administer supervised injections 2-
3 times a day

* Not all at-risk clients who might benefit from iOAT
are willing to enter this form of treatment
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WHAT ABOUT UNSUPERVISED IOAT THEN?

ADDICTION SSA =0

RESEARCH REPORT

* An alternative to supervised iOAT has been

Perceptions of injectable opioid agonist treatment proposed where clients are given iOAT without
(iOAT) among people who regularly use opioids in the need the administer on site

Australia: indings from a cross-sectional study in three

Australian cities * Increases treatment access for clients who do not
Suzanne Nielsen' (), Paul Sanﬂlippo';\'endda Belackova®* (7, Carolyn Day™* [, Ed Silins™* (7, I’eSPOnd tO COnVentiOnaI OAT and are unable or
Nicholas Liﬂzeriss'ﬁ._ﬁa.irrllgndo ?runn y Jason Srehel)r_a , Kari Lnr;casterd. Iﬁnhert Hii®, . o . . .

james BE“ . Pa.ul DI'.‘.'!IE . l..DI.IISﬂ Uegenha.r‘d Yy HIEhI.IEI Far‘rell & BI’IOI‘]}' I.ZI’HHEE u nWI I I I ng to en roll In Cu rrent Superv|sed IOAT
Background and sims  Nol zll people experiencing opioid dependence benefit rom oral opioid agonist treatmeni. The

amm o L sy was Lo cx

settings

crileria acoord with in
= Parficipants 3

iewed December 200 7-Ms
3. Messurements  Primary oulc
anls who would be eligible o

* We currently don’t know the risks vs benefits
or cost effectiveness of unsupervised iOAT vs
existing treatments

proportion of particips
I Tar i0AT, 1

s =182

93%CI= 1.0O0-1.12p. A

S Conclusions Interest in injectable opioid agonist treatment does not appear to be universal among people who regularly
st in injectable o use opioids. Among study participants who expressed interest in injectable opioid agonist treatment, most did not meet

Conclusions  Inier

comman eligibility criteria.

common eligibility criteria.

What are the risks and benefits for unsupervised iOAT in the conte
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METHODS

We used a decision tree model
to model the impacts of different
unsupervised iOAT coverage
scenarios to estimate overdoses
(fatal and non-fatal) and treatment
costs per 10,000 people per
annum

In our simulated population of
10,000 people in Australia we had
7 groups

Group 1: OAT (Initiating methadone maintenance)

Group 2: OAT (On stable to methadone maintenance)

Group 3: OAT (Initiating buprenorphine maintenance)

( Population j

7

Group 4: OAT (On stable buprenorphine maintenance)

Group 5: iOAT (Supervised)

S D N A R

Group 6: iIOAT (Unsupervised)

Group 7: No OAT
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Maloxone
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METHODS

* Parameters identified through PubMed with Scenarios
keywords (injectable opioid agonist therapy, 1) OAT only (status-quo)

methadone, buprenorphine, naloxone, maintenance

therapy, hydromorphone, diacetylmorphine) and 2) Investment in supervised iOAT only (5% supervised

search from the reference list of key systematic IOAT)
reviews 3) A mix of supervised iOAT and unsupervised iOAT
based on willingness to enter supervised versus
* Our measurements unsupervised treatment (OAT + 5% supervised

iOAT + 5.69% unsupervised iOAT)

4) The same resource allocation as scenario 2 but

. . with a mix of supervised and unsupervised iOAT

* Cost to lives ratio (OAT + 1.2% supervised iOAT + 10% unsupervised
iOAT)

* Overdose

* Overdose mortality




LET’S TAKE SUPERVISED IOAT FOR EXAMPLE

10,000 people
who inject drugs

C Population

7
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SCENARIO 3: OAT + 5% supervised iOAT + 5.69% unsupervised iOAT

0.04 PWID

21.60 PWID

0.00 PWID

0.20 PWID

0.00 PWID

1.08 PWID

456.53 PWID



RESULTS

Total overdose deaths per annum

wn

Cost per life saved per annum (AS)
59.0M
$8.0M
57.0M
S6.0M
55.0M I
54.0M
53.0M
52.0M
S1.0M

5

Total cost per annum (AS)
$50.0M
$45.0M
$40.0M
$35.0M
$30.0M
$25.0M
$20.0M
$15.0M
$10.0M
$5.0M

S

Additional costs per annum (AS)

525.0M

520.0M

$10.0M

55.0M

Deaths Averted per annum

i 1 I

05

0

B Scenario 1 - Status quo
B Scenario 2 - 5% Supervised iOAT only

Scenario 3 - 5% Supervised iOAT and 5.69%
unsupervised iOAT

Scenario 4 - 1.2% Supervised iOAT and 10%
unsupervised iOAT

* Within a population of 10,000

people over a |-year period...

¢ Scenario | had 52.0% of population on

treatment with an average cost of A$
4,488 per person on treatment per annum

¢ Scenario 2 had 57.0% of population on

treatment with an average cost of A$
6,692 per person on treatment per annum

¢ Scenario 3 had 63.0% of population on

treatment with an average cost of A$
7,106 per person on treatment per annum

* Scenario 4 had 63.2% of population on

treatment with an average cost of A$
6,035 per person on treatment per annum
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RESULTS

Total overdose deaths per annum

Cost per life saved per annum (AS)

$9.0M
$8.0M
$7.0M
$6.0M
$5.0M
$4.0M
$3.0M
$2.0M
51.0M

5

Total cost per annum (AS)
$50.0M
$45.0M
$40.0M
$35.0M
$30.0M
$25.0M
520.0M
$15.0M
$10.0M
$5.0M

5

Additional costs per annum (AS)

525.0M
520.0M
515.0M
$10.0M

55.0M

Deaths Averted per annum

1 I

B Scenario 1 - Status quo
M Scenario 2 - 5% Supervised iOAT only

Scenario 3 - 5% Supervised iOAT and 5.69%
unsupervised iOAT

Scenario 4 - 1.2% Supervised iOAT and 10%
unsupervised iOAT

Scenario | had 1655 overdoses and
19 overdose deaths per 10,000
people per annum

Scenario 2 had 1534 overdoses and
17 overdose deaths per 10,000
people per annum

Scenario 3 had 1384 overdoses and
15 overdose deaths per 10,000
people per annum

Scenario 4 had 1349 overdoses and
15 overdose deaths per 10,000
people per annum
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RESULTS

Total overdose deaths per annum

Cost per life saved per annum (AS)
59.0M
$8.0M
57.0M
S6.0M
$5.0M I
54.0M
53.0M
52.0M
S1.0M

5

Total cost per annum (AS)
$50.0M
$45.0M
$40.0M
$35.0M
$30.0M
$25.0M
520.0M
$15.0M
$10.0M
$5.0M

5

Additional costs per annum (AS)

$25.0M
520.0M
515.0M
$10.0M

$5.0M

5

4.5
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Deaths Averted per annum

1 I

M Scenario 1 - Status quo

B Scenario 2 - 5% Supervised iOAT only

Scenario 3 - 5% Supervised iOAT and 5.69%
unsupervised iOAT

Scenario 4 - 1.2% Supervised iOAT and 10%
unsupervised iOAT

* Key findings:

* Scenario 3 and 4 demonstrated the
most additional overdoses and
additional deaths averted per
10,000 people per annum as there
were no significant differences
between the two scenarios

* Scenario 4 had the lowest cost per
life saved per annum
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RESULTS

Total overdose deaths per annum Total cost per annum (AS) Deaths Averted per annum .
Ss00m * SA for scenarios 3 and 4
oo " determined that the parameters
$35.0M . .
s L ; with the greatest influence on the
$25.0M ' .
10 : main outcomes (deaths averted
: oo : and cost per death averted) were:
" : * Probability of overdose with
Cost per life saved per annum (AS) Additional costs per annum (AS) W Scenario 1 - Status quo
59.0M 525.0M CO-USG
57.0M $20.0M M Scenario 2 - 5% Supervised iOAT only ° Pro babi I ity Of a fatal non-
S6.0M
il e witnessed overdose with co-
$4.0M Scenario 3 - 5% Supervised iOAT and 5.69%
$3.0M L PO unsupervised iOAT use
52.0M 55.0M
wened AT e 10 * Cost of iOAT
5 $

g
2% MONASH
O University

MONASH
University

MONASH ADDICTION
RESEARCH CENTRE




LIMITATIONS

There are several limitations to consider...

* Unable to identify reliable parameters of co-use for
benzos and EtOH for overdose risk

* Prioritize those with polysubstance dependence for
supervised treatment places

* Clinic attendance model was most applicable to
metropolitan settings

* Model does not consider additional benefits that
treating opioid dependence

* Crime, long term health outcomes, psychosocial
impacts




IMPLICATIONS

The lowest average cost per person on iIOAT treatment, excluding the status quo, was seen
with the greatest use of unsupervised iOAT without any negative impact on overdoses and
overdose deaths

While supervision may be adding more safety for clients compared to no supervision, the benefit
from cost and coverage suggests upscaling unsupervised iOAT at a greater capacity may be more
cost effective and represent no greater risk at the population level

The introduction of supervised and unsupervised iOAT and subsequent increased treatment
coverage to have a greater impact on mortality for countries like the United States and
Canada that have much higher mortality rates compared to Australia

Bottom line: Placing most resources in upscaling unsupervised iOAT may demonstrate the
greatest overall benefit without additional cost
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