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The Enemy Within: NICE, Not Really

Given Meechan et al’s attempt to cite NICE in support of their
critique of the two reviews, it seems important to point out that
NICE has, for nearly 20 years, been calling for exactly the same
thing as the two reviews, i.e. better research that can actually
determine whether ECT does work and precisely how unsafe it is:

Further research is urgently required to examine the long-term efficacy
and safety of ECT, including its use as a maintenance therapy and its
use in particular subgroups who may be at increased risk, for example
older people, children and young people, and during pregnancy. ... In
addition to the use of appropriately validated psychometric scales, out-
come measures should include user perspectives on the impact of ECT,
the incidence and impact of important side effects such as cognitive func-
tioning, and mortality. (NICE, 2003)

Read J, 2022



The Enemy Within: FDA

Similarly, Meechan et al’s claim about FDA endorsement fails to
inform readers that the FDA’s (2020) regulation code 21(G) states that
a notice must be displayed next to ECT machines warning that “The
long term safety and effectiveness of ECT has not been demonstrated.’

Read J, 2022



Episodic vs Continuous lliness

AEpisodic
A Unipolar depression
A Bipolar disorder

AContinuous

A Schizophrenia
AParkinsons Disease
AOCD

ASIB in autism



Three Phases of Treatment

Full Recovery

Remission
\‘ Recurrence

No Depression Relapse

Relapse

Response

Treatment Phases
Time » (67 12 weeks) (6 months) (1 or more years)

| > | > | >

Adapted from: Kupfer DJ. Long-term treatment
in depression. J Clin Psychiatry 1991;52(5,
suppl):28-34



ECT Medical Analogies

Acute (index) ECT is like penicillin for
pneumonia

Maintenance ECT is like nitrofurantoin
(Macrodantin for recurrent UTI



Definitions

AContinuationECT given after an episode of
depression t@revent relapse back into the same
episode.Arbitrarily defined as 6 months post
remission.

AMaintenanceECTc ongoing ECT given to prevent
recurrence of a new episodé¢ depression.
Arbitrarily defined as after 6 months post
remission, can last for years, perhaps indefinitely.

AOC/M ECE

Modified from Dr. Shane Gill



Post Acute Remission Treatment Options

ANo treatment
ArTMStDCS
APsychotherapy
AMedication(s)
AC/M ECT
AC/M ECT plus medication(s)

AC/M ECT plus medication(s) plus psychotherapy




Scholarship in Electroconvulsive Therapy

APubMed Citations (as of 16/3/22)

Search Term # Citations

Maintenance 583
electroconvulsive therapy

Maintenance ECT 484




How Big Is the Evidence Base?
(since 1990, estimates)

ARCTs before PRIDE
An=~175

APRIDE
An= 64

AOther Studies (e.g. retrospective chart reviews)
An=~600

ACase Reports
An= ~200



Brown et al. (2014):

Systematic Review of C/M ECT

Electronic Databases:
CINAHL, LILACS, MEDLINE(R), PASCAL,
PUBMED, PSCYINFO, SCOPUS,

WEB OF KNOWLEDGE, CLINICAL TRIALS.GOV,
COCHRANE DATABASE OF CLINICAL TRIALS,

CSA NEUROSCIENCE

1514 titles

282 titles retained

182 duplicates

100 titles

- 4 abstracts
not retrievable:
- 1 article
retrievable

96 abstracts

103 abstracts

34 articles

Manual Search
Journal of ECT, Convulsive Therapy,
Proquest, Conference Papers Index,
OCLC Papers First, OCLC Proceedings
First, Canadian Agency for Drugs and
and Technologies in Health Database,
NICE Technology Appraisals, reference
checking |

16 titles

— -9 abstracts
not retrievable

- 1 article
retrievable

7 abstracts

36 articles

6 studies



Brown et al. (2014): Systematic Review

AFour/six studies showed superior effect of C/M ECT over medications
alone

AC/M ECT monotherapy less efficacious than C/M ECT + medication
AC/M ECT on a flexible schedule better than fixed
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RESULTS OF FOUR YEARS ACTIVE THERAPY FOR CHRONIC
MENTAL PATIENTS AND THE VALUE OF AN
INDIVIDUAL MAINTENANCE DOSE OF ECT

GUNTHER E. WOLFF, M.D.

More than 4 years have passed since we
started a more active treatment for our geri-
atric female mental patients at the Camarillo
State Hospital. The systematic use of ECT
for this type of elderly patient has never
been attempted before though some are on
record who have received occasional ECT
for acute emergencies.

It was our hope to relieve the condition
of the most pitiful patients. Some were com-
pletely withdrawn, refused to eat, tried to
commit suicide or in a most morbid way
played with or ate their excrements. Others
were destructive to themselves or their sur-
roundings, tearing up their mattresses, bang-
ing the doors, screaming at the top of their

has convinced us more of the value of ECT
in certain cases than our results during the
last 4 years. We have been using every
method to help our patients. Many have
become more cooperative, relaxed and ame-
nable to psychotherapy with tranquillizing
drugs. However, quite a number could not
maintain their improvement and others con-
tinued to be very disturbed, either depressed
or hyperactive. They received ECT and
the majority have shown improvement which
no other therapy had accomplished.

Of 200 patients now on active treatment,
61 are receiving tranquillizing drugs only;
82 are on ECT only; and 57 are on ECT
plus tranquillizing drugs.



American Journal of Psychiatt957

AGCNRY Y& SELISNASYOS 2F Hp &SI N&A
that some diseases will never be cured permanently and that certain
patients are able to carry on only by getting a maintenance dose of
their medication whether this is digitalis for tledronic cardiac,

Insulin for the diabetic or B2 for the pernicious anemic. No doctor
would ever dream of discontinuing an established maintenance dose
because he would know that he might endanger the health or even
the life of his patientWe felt that a similar consideration should be
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ORIGINAL ARTICLE —

Continuation Electroconvulsive Therapy
vs Pharmacotherapy for Relapse Prevention

in Major Depression

A Multisite Study From the Consortium for Research

in Electroconvulsive Thervapy (CORE)

Charles H. Kellner, MD; Bebecca G, Knapp, PRD: Georgios Petrides, MD; Teresa A Bwmmans, MO
Mustafo M. Husain, MI3; Keith Rasmussen, M Marting Mucller, PhD; Hilary [, Bomstein, DHA;
Kevin OConnar, MDY Glenn Sovith, PhIY, Melavie Biggs, PhD; Someel H. Bailine, MDY

Chitra Malur, M Eunsil Yine, M5 Shawn Mo lintock, RS

Shirlene Sampson, MDD Max Fink, MD

Backgrownd: Although eleciroconvulsive therapy
{ECT) has been shown to be extremely elfective for
the acute treatment of major depression, it has never
been systematically assessed as a strategy for relapse
'pn._-w-:nﬁcln.

Ohjedtive: To cvaluate the comparative efficacy of con-
timuation ECT (C-ECThand the combination of lithium
carbonate plus norripeyline hydrochloride {C-Pharm)
in the prevention of depressive relapse,

Dasign: Muliisite, randomized, parallel design, G-month
rrial performed From 1997 o 2004,

SeMing: Five academic medical centers and their owt-
patient psychiatry clinics,

Patients: Two hundred one patients with Strucowred
Clinical Imerview [or DSM-IV—diagnosed unipolar de-
pression who had remitted with a course of bilateral BCT.

Interventions: Random assignment o 2 treatment
groups recelving elther C-ECT {10 treatments) or
C-Pharm for & months,

Main Dutcome Measure: Felapse of depression,
compared berween the C-ECT and C-FPharm growps.

Reswlts: In the C-ECT group, 37.1% experienced dis-
ease relapse, 46,1% continued 1o have disease remission
at the study end, and 16.8% dropped out of the shedy, In
the C-Flarm group, 31.6% experienced disesse relapse,
#5.3% continued 10 have disesse remisskon, and 22.1%
dropped out of the study. Both Kaplan-Meter and Cox pro-
portional hazards regression analyses indicated no statis-
tically significant differences in overall survival curves and
time to relapse for the groups. Mean =50 time 1o relapse
for the C-ECT group was 9,1 2 7.0 weeks compared with
6.7 x4 6 weeks for the C-Fharm group (F= . 13). Both groups
had relapse proporiens significantly lower than a hisvor-
cal placehe control from a similarly designed stwdy.

Concusiens: Goth C-FCT and C-Pharm were shown to
be superior oo hisgorical plau'r]:u:- contral, bat both had
lieited ellicacy, with more than hall of patiens either
experiencing disease relapse or dropping out of the suwdy.
Even more cllective strategies for relapse prevention in
maood disorders are urgently needed.

Arch Gen Psychiatry, 200663 1337- 1344

ITH THE RECOGHI-
tion that for most
patkents, rmood dis-
orders are chronic

for major depressive episodes.'* 1t ks also
used clinically as a contimuation and msabn-
tenance reatment, despite a lack of well-
designed wrials o supporn such use ® We

Autbor Alliliacions ane listed an
thee erd ol this armicle,

relapsing illnesses,
physicians and researchers have murned
their attention from acute treatment sirad-
egies to the evaluation of relapse preven-
gion strategies. Electroconvulsive therapy
CECTY has repeatedly been demonstrated
s r'xln.'mr]:.-' effective acule treatment

evaluated the role of continuwation ECT
[C-ECT) as a relapse prevention sirategy
compared with a combination pharmaco-
therapy (C-FPharm} strategy, lithinm car-
bonate plus nortriptyline hydrochboride, in
a multicenter randomized contrelbed wrial
FBecaese treatment options for relapse pre-

ARCH GEM PSYCHIATEY V0L 63, DHEC T
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Continuation ECT vs. Pharmacotherapy

Phase | Interim Phase I
Nortriptyline +
Lithium
ECT Randomization

Continuation

3x/week ECT
bilateral
Week1 2 3 4 6 8 10 12 16 20 (24)

(3x/week)



Enrollment Phase Il

Randomized(n=201)

ITT Sample
(n=184)

C-ECT
(n=89)

C-Pharm
(n=95)

Relapsed

Not
Relapsed

Not Relapsed

Relapsed




Relapse Status at 6 Months

O Non-relapse [ Relapse M Early Exit

34% 37% 3204
20% 17% 22%

(n=184) (n=89) p=ns (N=95)




Kaplan-Meier Curves for C-ECT and C-Pharm

itted
—
[

C-ectT — —— Pham




Conclusion

AContinuation ECT is an effective
alternative to pharmacotherapy for
relapse prevention.

(Note: this is CECT alone, not combined with medications)



ORIGINAL STUDY

Individualized Continuation Electroconvulsive Therapy

and Medication as a Bridge to Relapse Prevention After

an Index Course of Electroconvulsive Therapy in Severe
Mood Disorders: A Naturalistic 3-Year Cohort Study

Hakan Odeberg, MD,*{ Bruce Rodriguez-Silva, MD,{ Pirjo Salander, MD,{
and Bjorn Martensson, MD, PhD:

Abstract: Electroconvulsive therapy (ECT) is recognized as an
effective acute treatment for mood disorders but is associated with
high risk of relapse. To minimize this risk, we introduced as a routine
individually tapered continuation ECT with concomitant medication
(C-ECT + Med) after an index series in January 2000. In August
2002, a chart review of all patients (n =41) who had received C-ECT +
Med for more than 4 months was carried out. Sixteen patients also
participated in an extensive interview. Mean duration of administered
C-ECT at follow-up was 1 year, but for most patients (63%), C-ECT
had been terminated. For 49% of patients, adjustments between ECT
sessions had been made due to early signs of relapse. Two weeks was
the most common interval between sessions for patients with ongoing
C-ECT. The frequency of lithium-treated patients had increased from
12% before index to 41% during C-ECT. However, the rated response
to the drug varied.

Need for hospital care 3 years before and after the initiation of C-
ECT + Med was compared in a second evaluation of the cohort. The
number of patients hospitalized, number of admissions, and total days
in hospital were all significantly reduced. Hospital days were reduced
by 76% (P < 0.001). Three patients with previously cumulative years
in hospital are described as case vignettes after 6 years with no or
minimal need for further hospitalization. This study supports
previous findings that individually tapered C-ECT + Med can
maintain initial response to ECT and serve as a bridge to long-term
relapse prevention.

Key Words: electroconvulsive therapy, continuation
electroconvulsive therapy, continuation pharmacotherapy, mood
disorder, relapse prevention

(J ECT 2008:24:183-190)

stopped immediately after remission is achieved. This
distinguishes practice of ECT from pharmacological treat-
ment, which is normally continued for stabilization or used
eventually for long-term relapse prevention once the patient
has responded. To avoid relapse after ECT, psychotropic
medication can be introduced during or immediately after the
acute treatment series. In early studies with tricyclics alone,
this strategy seemed to be rather successful, preventing relapse
in approximately 80% of cases. ' However, in modern studies,
relapse rates of approximately 50% within 6 to 12 months—
despite intensive pharmacological treatment—have repeat-
edly been reported, with pre-ECT medication resistance
indicating even more unfavorable outcome.”” In a study by
Sackeim et al,* relapse within 1 year after index ECT was
84% on placebo, 60% on nortriptyline alone, and 39% on a
combination of nortriptyline and lithium, thus establishing
the latter combination as the to-date best proven pharmaco-
logical strategy for relapse prevention after acute ECT for
major depression.

Continuation ECT (C-ECT) and maintenance ECT are
other strategies for relapse prevention after the index series.
Maintenance ECT is defined by the American Psychiatric
Association as continuation treatment continued beyond 6
months.® However, because of the arbitrary character of the
distinction between these 2 modalities, the combined term C-
ECT has been proposed for the treatments offered to patients
whose symptoms are in remission’; this term will be used in
this study. Because of the practical difficulties and side effects
of maintained initial treatment frequency, C-ECT sessions are
typically spaced up to once per month during a period of 2 to 4
months.



Odeberg et al

100%
I Before
B During
80%
60%
40%
20%
0% =
No < 1 month 1-2 >2
months months

Time in hospital

FIGURE 2. Percentage of patients with no hospital days, short-
term, intermediate, or long-term hospitalization, 3 years before
and during 3 years of C-ECT + Med (n = 41).



Right Unilateral Ultrabrief Pulse ECT in Geriatric
Depression: Phase 1 of the PRIDE Study

Charles H. Kellner, M.D., Mustafa M. Husain, M.D., Rebecca G. Knapp, Ph.D., W. Vaughn McCall, M.D., M.S.,

Georgios Petrides, M.D., Matthew V. Rudorfer, M.D., Robert C. Young, M.D., Shirlene Sampson, M.D.,

Shawn M. McClintock, Ph.D., Martina Mueller, Ph.D., Joan Prudic, M.D., Robert M. Greenberg, M.D.,

Richard D. Weiner, M.D., Ph.D., Samuel H. Bailine, M.D., Peter B. Rosenquist, M.D., Ahmad Raza, M.D., Ph.D.,

Styliani Kaliora, M.D., Vassilios Latoussakis, M.D., Kristen G. Tobias, M.A., Mimi C. Briggs, B.A., Lauren S. Liebman, B.A.,
Emma T. Geduldig, B.A., Abeba A. Teklehaimanot, M.S., Sarah H. Lisanby, M.D., the CORE/PRIDE Work Group

Objective: The Prolonging Remission in Depressed Elderly
(PRIDE) study evaluated the efficacy of right unilateral ultra-
brief pulse electroconvulsive therapy (ECT) combined with
venlafaxine for the treatment of geriatric depression.

Method: PRIDE was a two-phase multisite study. Phase 1 was
an acute course of right unilateral ultrabrief pulse ECT,
combined with open-label venlafaxine at seven academic
medical centers. In phase 2 (reported separately), patients who
had remitted were randomly assigned to receive pharmaco-
therapy (venlafaxine plus lithium) or pharmacotherapy plus
continuation ECT. In phase 1, depressed patients received
high-dose ECT (at six times the seizure threshold) three times
per week. Venlafaxine was started during the first week of
treatment and continued throughout the study. The primary
outcome measure was remission, assessed with the 24-item
Hamilton Depression Rating Scale (HAM-D), which was ad-
ministered three times per week. Secondary outcome mea-
sures were post-ECT reorientation and safety. Paired t tests

were used to estimate and evaluate the significance of change
from baseline in HAM-D scores.

Results: Of 240 patients who entered phase 1 of the study,
172 completed it. Overall, 61.7% (148/240) of all patients met
remission criteria, 10.0% (24/240) did not remit, and 28.3% (68/
240) dropped out; 70% (169/240) met response criteria. Among
those who remitted, the mean decrease in HAM-D score was
24.7 points (95% Cl=23.4, 25.9), with a mean final score of 6.2
(SD=2.5) and an average change from baseline of 79%. The
mean number of ECT treatments to remission was 7.3 (SD=3.1).

Conclusions: Right unilateral ultrabrief pulse ECT, combined
with venlafaxine, is a rapidly acting and highly effective treatment
option for depressed geriatric patients, with excellent safety and
tolerability. These data add to the evidence base supporting the
efficacy of ECT to treat severe depression in elderly patients.

Am J Psychiatry 2016; 173:1101-1109; doi: 10.1176/appi.ajp.2016.15081101
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Prolonging Remission in Depressed Elderly

(PRIDE)

PHASE |

RUL UBP ECT + VLF

ECT el

Week 1 2 3 4

\ )
Y

~1 month

Randomize
Remitters

PHASE I

STABLE
4 ECT + Flex ECT

/ + VLF + Li
C::::> PHARM

Y
6 months



PRIDE ECT Procedures Peodal
ADose Titration (5, 10, 15, 20 %) |
A6x Seizure Threshold RUL (0.25 ms) ECT
3/wk

AAnesthesia

AGchopyrroIatao.z mg IVJfirst procedure only)
AMethohexital(0.75 mgikg)
A Succinylcholin®.7s mgikg)

Al RSIljdzZr 1S &SAT dzNB xmpa Y2i
AMidcourse dose increase if response
plateaus
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169/240

80 -
70 -
61.7
60 -
48/240
50 -
=
1]
© 40 -
[+H]
o
30 - 27.9
20 - 68/240
10.0
a 24/240
0 _
Remitters Nonremitters Dropouts)

1Remission: Lasttwo HRSD,, O 10

responders

PRIDE Phase | Remiss@md Response Proportions

711240

Nonresponderj

Response:

O 50%,decrease
(Baseline - Last)

HRSD



PRIDE Phase | Conclusions

ARULUBP ECT is a viable treatment technique for geriatric depression
ARULUBP is rapidly acting (including on suicidality)

ARULUBP is generally webhlerated



A Novel Strategy for Continuation ECT in Geriatric
Depression: Phase 2 of the PRIDE Study

Charles H. Kellner, M.D., Mustafa M. Husain, M.D., Rebecca G. Knapp, Ph.D., W. Vaughn McCall, M.D., M.S,,

Georgios Petrides, M.D., Matthew V. Rudorfer, M.D., Robert C. Young, M.D., Shirlene Sampson, M.D.,,

Shawn M. McClintock, Ph.D., Martina Mueller, Ph.D., Joan Prudic, M.D., Robert M. Greenberg, M.D.,,

Richard D. Weiner, M.D., Ph.D., SamuelH. Bailine, M.D., Peter B. Rosenquist, M.D., Ahmad Raza, M.D ., Ph.D., Styliani Kaliora, M.D.,
Vassilios Latoussakis, M.D., Kristen G. Tobias, M.A., Mimi C. Briggs, B.A., Lauren S. Liebman, B.A,, Emma T. Geduldig, BA.,
Abeba A. Teklehaimanot, M.S., Mary Dooley, M.S., Sarah H. Lisanby, M.D., the CORE/PRIDE Work Group

Objective: The randomized phase (phase 2) of the Prolonging
Remission in Depressed Elderly (PRIDE) study evaluated the
efficacy and tolerability of continuation ECT plus medication
compared with medication alone in depressed geriatric pa-
tients after a successful course of ECT (phase 1).

Method: PRIDE was a two-phase multisite study. Phase 1 was
an acute course of right unilateral ultrabrief pulse ECT, aug-
mented with venlafaxine. Phase 2 compared two randomized
treatment arms: a medication only arm (venlafaxine plus
lithium, over 24 weeks) and an ECT plus medication arm (four
continuation ECT treatments over 1 month, plus additional ECT
as needed, using the Symptom-Titrated, Algorithm-Based
Longitudinal ECT [STABLE] algorithm, while continuing ven-
lafaxine plus lithium). The intent-to-treat sample comprised
120 remitters from phase 1. The primary efficacy outcome
measure was score on the 24-item Hamilton Depression
Rating Scale (HAM-D), and the secondary efficacy outcome
was score on the Clinical Global Impressions severity scale
(CGI-9). Tolerability as measured by neurocognitive perfor-
mance (reported elsewhere) was assessed using an extensive

test battery; global cognitive functioning as assessed by the
Mini-Mental State Examination (MMSE) is reported here. Longi-
tudinal mixed-effects repeated-measures modeling was used
to compare ECT plus medication and medication alone for
efficacy and global cognitive function outcomes.

Results: At 24 weeks, the ECT plus medication group had
statistically significantly lower HAM-D scores than the medi-
cation only group. The difference in adjusted mean HAM-D
scores at study end was 4.2 (95% Cl=1.6, 6.9). Significantly
more patients in the ECT plus medication group were rated
“not ill at all” on the CGI-S compared with the medication
only group. There was no statistically significant difference
between groups in MMSE score.

Conclusions: Additional ECT after remission (here oper-
ationalized as four continuation ECT treatments followed by
further ECT only as needed) was beneficial in sustaining mood
improvement for most patients.

Am J Psychiatry 2016; 173:1110—-1118; doi: 10.11/6/appi.ajp.2016.16010118



PRIDE Phase I
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Symptom-Titrated Algorithm-Based
LongitudinalECT

STABLE



STABLE Algorithm

Phase 2: Weeks 1-4: Fixed ECT Schedule: 1 ECT 2-5 days after randomization, 1 ECT 7-12 days after
randomization, 1 ECT 14-19 days after randomization, 1 ECT 23- 28 after randomization (Total =4 ECT in one
month
Phase2: Weeks 5-24: Symptom Titrated Schedule
S Description Corresponding HAM-D Condition Relap.?'e
per week = potential
Cwirent symptomology level very low, or HAM-D¢= 6, or Low
Cwirent symptomology levellow to moderate,
? ; : 7 <HAM-D¢= 12 and HAM-Dc-HAM-Dg < 2, L
0 with only small drift from baseline level, or - gt 2 Da=2, or eE
:JaS:t ztmI—D .ill .l'elni:t::: l‘ﬂl.ltglel“ritl:lﬂat 5 7SHAM'DCS].0 and 5SHAM'D?<_:10 and —
rajectory (remission s able with less than 2 (HAM-De-HAM-Dy) < 2
point change from previous)
Cwirent symptomology level very high, or HAM-D¢= 16, or High
2 Cwirent symptomology level mmoderate to high, 11<HAM-D¢ <15, and (HAM-D-HAM-Dy) > 3, and
with trajectory increasing rapidly and large (H_RSD -HR(S:ISB); 3 < - High
drift from baseline < -
1 Patients not requiring 0 or 2 received 1 ECT T 1mel.'med1ate SRR T Moderate
= relapse potential
Dls;?l Ig(;nue HAM-Dcand HAM-Dp = 21, or patient suicidal, or patient requires psychiatric hospitalization

*HAM-Dg= baseline HAM-D; HAM-Dc=current visit HAM-D; HAM-Dp= previous visit HAM-D (visit preceding current visit)




PRIDE Phase Il Consort Chart

Randomized Phase P2

N=128
PHARM
N=64
Did not receive Included in ITT Included in ITT Did not receive
treatment N=61 N=59 treatment
N=3 N=5
Early termination Completed Completed Early Termination

N=22 N=39 N=33 N=26




LI and VLF in Phase ||

A VLF dose (mean): 192 mg (no difference between arms)

ALi level (mean): 0.53 mEq/l (PHARM)
ALi Level (mean): 0.36 mEq/l (STABLE



HAM-D Total Score

PRIDE PHASE Il: Longitudinal Trajectory of Modeled*
HRSD-24 Means in PHARM and STABLE* Arms

10.0 -
9.0 -
8.4 8-4
i
8.0 - T
/ **A=4.2
IR | .
7.0 'l 95%Cl: 1.6-6.9
- * %
dy. p=0.002
6.0 &
6|0
5.0 -
4.0 - =#=Pharm (modeled)
’ =@-STABLE+ (modeled) 4.2
3.0 -
2.0 I
BSL 2 4 6 8 10 12 14 16 18 20 22 24
Week

*Model contains treatment, time, treatmdayttime with HRSD baseline, site, psychosis as adjustment covariables
** D=4.2 is difference in baseline, site, psychosis adjusted least squares means for STABLE+ vs PHARM



PRIDE Phase |l Results

AAt 6 month study endpoint, mean HR3B score for STABLE4.2 vs
PHARM = 8.4 (p=0.002)

ACGIS: odds of being ratechot at all ill were 5.2 times greater for
STABLtvs PHARM

AOdds of relapsing 1.7 times higher for PHARM vs STABLE

A34.4% (21/61) of STABl&tients received at least one additional
ECT in weeks™



Relapseby Treatment Group

AOverall Relapse Rate: 16.7%

APHARM Relapse Rate: 20.3%
ASTABLHRelapse Rate: 13.1%

*Relapse defined as when a patient was removed from the study for safety because of worsening of MDD requiring ) |
alternative treatment (2 consecutive HRgB, HMZ 2 NJ LJ UASY U NBIljdzA NBR LlJae OKA I U N
suicidal).



PRIDE PHASE Il Conclusions

ASTABLEvas superior to PHARM in maintaining low depression
symptom severity for 6 months after remission

ARUL UBP was safe and well tolerated

APractitioners should be liberal in prescribing additional ECT past the
acute course (taper, continuation/maintenance)

AAIm is to prevent fulbyndromicrelapse and its attendant catastrophic
consequences



ORIGINAL STUDY

Clinical Practice Recommendations for Continuation and

Maintenance Electroconvulsive Therapy for Depression
Outcomes From a Review of the Evidence and a
Consensus Workshop Held in Australia in May 2017

Shane P Gill, FRANZCP*71} and Charles H. Kellner, MD§

Objectives: Continuation or maintenance electroconvulsive therapy
(ECT) is often provided as a strategy for post-ECT relapse prevention.
However, the evidence has been insufficient until recently to produce clear
consensus on what best practice maintenance ECT (mECT) should be like
in a real world ECT clinical service. The aims of this article are to help fill
this gap and to provide a comprehensive set of practical, clinically-based
recommendations for ECT clinicians and services.

Methods: A workshop was held at the Royal Australian and New Zealand
College of Psychiatry Congress in Adelaide on April 30, 2017. This workshop
was hosted by the authors. After a presentation on the state of the evidence, the
30 participants were asked to work in small groups to develop consensus rec-
ommendations on different aspects of mECT. These were then collated into
one comprehensive set of clinical recommendations for the practice of mECT.
Results: These best practice recommendations are set out below.
Conclusions: These recommendations will assist ECT services and clini-
cians to provide best practice mECT according to currently available evidence.

Key Words: maintenance ECT, continuation ECT, ECT guidelines,
electroconvulsive therapy, best practice ECT, ECT recommendations

(/ ECT 2018;00: 00-00)

However, cECT will be used when reporting studies that used this
term and provided ECT for 6 months or less after an index course.
High relapse rates after successful ECT have been reported
in the literature. In a small naturalistic follow-up study, 12 of
15 patients treated with placebo after a successful course of
ECT had relapsed within 6 months.* A larger study of ECT re-
sponders managed with treatment as usual after ECT (mostly an-
tidepressant medication) found that 51% had relapsed within
6 months,” whereas an earlier prospective follow-up study of
ECT remitters, also managed with treatment as usual, found that
64% had relapsed by 6 months.® In this same study, the relapse
rate for ECT responders who had not achieved full remission
was even higher, at 77%.° In a study comparing placebo, nortrip-
tyline, and nortriptyline combined with lithium after successful
treatment with ECT, relapse rates were 84%, 60%, and 39%, re-
spectively, at 6 months.” Although this showed the benefit of con-
tinuation pharmacotherapy, and lithium in particular, the absolute
relapse rates were still high. In a Consortium for Research in Elec-
troconvulsive Therapy study of mECT, the relapse rates for those
who completed the study were 45% for continuation bitemporal
ECT alone and 41% for continuation pharmacotherapy alone.®

Piikliched BT rnmaniiale inerliide recatmimendatinne foar cos
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FIGURE 1. Decision flow-chart for mECT.



Best Practice mECT Protocol
Concluding the Index ECT Course

The index course should conclude when the patient achieves
remission, or when response plateaus, or if the patient withdraws
consent. Ideally, courses of ECT should be concluded by tapering
off the ECT frequency,”'**>%* which is often referred to as step-
down ECT, for example:

« Ifthe index course was 3 times per week, give 2 ECT in the fol-
lowing week and 1 to 2 further ECT sessions a week apart.** For
inpatients, these may be given as an outpatient after discharge.

 This can then be followed by either mECT or a medication-only
relapse prevention strategy (or both), as indicated.



Frequency of mECT Sessions

After a taper from the index course, it 1s appropriate to step
down further to approximately every 2 weeks. From here, there
is choice to do mECT in either of the following ways:

« At a fixed frequency (eg, monthly);

 Using gradually increasing intervals (eg, to 3 weeks, to monthly,
to 2 months, to even 3 months). This may be done over a period
of 6 to 12 months;

* Providing rescue ECT treatments based on early signs of re-
lapse, rather than at a predetermined frequency.
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Maintenance ECT is associated with sustained
improvement in depression symptoms without
adverse cognitive effects in a retrospective cohort
of 100 patients each receiving 50 or more ECT
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Luccarellet al., 2020

Highlights

. This study describes a cohort of 100 patients who each received at least 50
electroconvulsive therapy treatments, over a median period of 22 months

. During treatment there was an improvement in depressive symptoms and
overall self-reported mental health outcomes which is sustained throughout
the study period

. There was no detectable cognitive deficits on the Montreal Cognitive

assessment at any point during treatment
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Figure 1:
Change in QIDS, BASIS-24, and MoCA with treatment number (left) and time since first

treatment in days (right). QIDS and BASIS-24 sharply decline over then first 10 treatments
with continued slight decline in QIDS over the remainder of the study period. MoCA scores
are unchanged at any point in treatment.



Recurrence After Stopping Maintenance

Electroconvulsive Therapy
A Retrospective Case Series

Cléemence Cabelguen, MD,* Pascal Caillet, PharmD, PhD,7 Emmanuel Poulet, MD, PhD, 1§
David Szekely, MD, /| Thomas Desmidt, MD, PhD,J# Anne Pichot, RN, * Jean-Marie Vanelle, MD, PhD,*
Anne Sauvaget, MD, PhD,*** and Samuel Bulteau, MD*77

Objectives: Relapses and recurrence remain the greatest risks posed by
patients with severe mood disorders after discontinuation of electroconvul-
sive therapy (ECT). To date, despite a wide range of literature on ECT, little
is known about the rate of recurrence of depression after maintenance ECT
(mECT) discontinuation specifically. This study sought to address this la-
cuna, confronting literature data to the results of a retrospective case study.
Methods: A comprehensive review was conducted, followed by a retro-
spective analysis of 18 cases of mECT discontinuation between January
2011 and June 2016 involving patients with affective disorders.

Results: The comprehensive review revealed that only 3 studies have
assessed recurrence rate after ¢/mECT discontinuation. In our retrospective
analysis, mean (SD) mECT duration was 12.69 (12.16) months. A new
mood event (usually a depressive state) was observed in 50% of the cases,
and 44% of those recurrences occurred during the first 6 months
after discontinuation.

Discussion: Given that high recurrence rates are observed after mECT
discontinuation, the authors discuss the advantages of long-term mECT
and the choice of concomitant pharmacotherapy for severe and complex
affective disorders.

Key Words: electroconvulsive therapy, maintenance, affective disorder,
depression, recurrence

(J/ ECT 2020;36: 265-271)

and recurrence, 1n unipolar_f'—11 bipol:eur,“_13 or schizoaffective

disorders.'? Elderly patients seem to be especially good candidates
for cECT and mECT, given their efficacy and tolerability in that
population,'*!” compared with psychotropic drug therapy alone.

According to French guidelines,'® ¢ECT is indicated for
most patients after the index course of ECT, especially in early re-
lapses despite preventive pharmacotherapy, when antidepressant
and mood regulation treatments are contraindicated (or not well
tolerated), and if desired by the patient.

In a randomized study of 201 patients with unipolar depres-
sive disorder, Kellner et al'® showed that pharmacotherapy (nor-
triptyline + lithium) and cECT were comparably effective for
relapse prevention: rates of recurrence at 6 months were 31.6%
and 37.1%, respectively. The average (SD) times to relapse were
9.1 (7) weeks in the cECT group and 6.7 (4.6) weeks in the phar-
macotherapy group (P = 0.13).

In a large meta-analysis, Jelovac et al*” estimated that 51.1%
of patients under continuation pharmacotherapy relapsed within
the 12 months after successful initial treatment with ECT, whereas
37.7% relapsed within the first 6 months after ECT. The 6-month
relapse rate was similar in patients receiving cECT (37.2%).

The main indications for mECT*'® are lack of sustained re-
mission under pharmacotherapy, recurrence or early relapse despite
preventlve pharmacotherapy, relapse after treatment dlsrup‘uon n
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Abstract

Objective: Maintenance electroconvulsive therapy (M-ECT) is considered an effec-
tive relapse prevention strategy in severe mood and psychotic disorders. How long
M-ECT should be continued, and what the outcome is after its discontinuation has
not been adequately studied. In our tertiary psychiatric hospital, M-ECT treatments
were suspended at the start of the COVID-19 pandemic. We aimed to determine the
6-month relapse rate and time to relapse after abrupt discontinuation of M-ECT and to
assess the impact of patient and treatment characteristics on the risk of relapse.
Methods: Eighty-one patients whose M-ECT was discontinued abruptly were fol-
lowed up prospectively for 6 months, or until relapse (i.e., hospital admission, restart
of ECT, change of pharmacotherapy, or suicide (attempt)). We used multivariable
Cox proportional hazards models to assess the impact of patient and treatment char-
acteristics on the risk of relapse.

Results: Thirty-six patients (44.44%) relapsed within 6 months following abrupt dis-
continuation of M-ECT. A greater number of previous acute ECT courses, a diagnosis
of psychotic disorder (compared with major depressive disorder or bipolar disorder),
and a shorter interval between M-ECT treatments at the time of discontinuation were
significantly associated with increased risk of relapse.

Conclusion: Almost half of the patients relapsed, similar to the relapse rate after a
successful acute course of ECT. Patients with a shorter interval between M-ECT treat-
ments at the time of discontinuation seem to be at increased risk, as well as patients

with a diagnosis of psychotic disorder, compared to patients with mood disorders.

KEYWORDS

COVID-19, discontinuation, maintenance electroconvulsive therapy, relapse
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Higlights

« The use of mECT reduced the number of psychiatric hospitalizations
and hospitalization days in Bipolar Disorder.

« The use of mECT outlines a mood stabilizing effect in Bipolar Disorder.

« This naturalistic study supports the effectiveness of mECT in Bipolar
Disorder across several mood states.



Received: 18 August 2018 Revised: 5 October 2018 Accepted: 9 October 2018

DOI: 10.1002/epi4.12294

Epilepsia Open®
CONCEPTS AND HYPOTHESES

Development of temporal lobe epilepsy during maintenance
electroconvulsive therapy: A case of human kindling?

Caroline Schotte’ | Evy Cleeren'” | Karolien Goffin™* | Borbala Hunyadi™® |

Satya Buggenhout7 | Koen Van Laere™ | Wim Van Paesschen'”

1Department of Neurology, University

Hospitals Leuven, Leuven, Belgium Summary

2L aboratory for Epilepsy Research, KU We describe a patient with new-onset temporal lobe epilepsy during prolonged main-

Leuven, Leuven, Belgium tenance electroconvulsive therapy. We suggest a possible causal relationship with
3Department of Nuclear maintenance electroconvulsive therapy through electrical kindling of the temporal
Medicine, University Hospital Leuven, 55

Leuven, Belgium

4D(—:cpartment of Imaging and KEYWORDS

Pathology, Nuclear Medicine and Molecular lect Isive th Kindline. t Llob 1
electroconvulsive therapy, kindling, temporal lobe epileps
Imaging, KU Leuven, Leuven, Belgium - - - e

5Facul‘[y of EEMCS, TU Delft, Delft, The
MNatharlanAdc







