woslitne it g e Baes 0 Fin

(M.A (Psychology), CASAC (USA) B.S (USA) (MBBS, F.C.P.S - Psychiatry)

MBBS,(Diplomate of the American Board of Psychiatry & Neurology) ;51 d::;.{# }(] j . U' /(

KARAGHIIPSYGHIATRIGEHO S PIT/A'L"




d\l’e.m Gilaliig Guals yite
Y B OIS

o Ch el i w5 S o (LIS
K@ﬂcc‘a‘3kgd)&;]gféjgb{ﬁjl/jtféd'_j}‘fﬁuw‘aubwm;Kul“/(gwycjf
GILL 8055 o002 3L Pt 3 e U G G hos it P padio ol
LSS e Biis

e

-unwu/ié'gi;{a?lﬁ‘ablggﬁ;fw% Pl
(g_b@gﬁ;uﬁééyf'futuﬁ;x»mﬁ)

A AL A PR E e T By

e QI 2 B R e P oot A
LI LB s e kTG
(Psychotherapy)_@zl/,'gamﬁlantﬁ»u/ﬁg
-uﬂcfijgl?nJcﬁ;Jj/L“‘aélg@/fJ(Hypnosis)u’/r'.g"
_ﬁuﬂ lﬂggb?i;‘)ui’ &)uﬁ/ﬁ(ﬂ Y-y J&j?ék«ﬂﬁd’z) d/ﬂ ./
LT Lt et etz Ll it LK
LUl E 2 & JUg e SIS e s e G SRl L L s
el e U AL Ry i G
T IL LU,
-‘L(LE'%;(MU!‘“&/UW(LAWN)JJ@?

R - D D I e

f b il Unslolore /w(u’;guf“ﬁtaj K /ug%o




Joer QLA Lot G

e 19l 22l PpiSseteshle$
uz"éfjﬁ)cjﬁ’/;b?
2
w&jx}))J'LJ&'L%}ébﬂ

i U pda s G
b4

3E
2O (D




S 2 A A Ao
2021l




’%JJZJ

e b Ty Fornludly A5 0LY
-‘Ldzlgﬁﬂtﬂuf':buﬁ&)@’ul,»ﬂ

BV e g i g | 55 A28 !

0

515590t /r;ML'/dﬂ"le

10 T i i) i et 515

FOR DONATION

Title : SYED MUBIN AKHTAR / KAUSAR PARVEEN
Meezan Bank Ltd. Account # : 0131-0100002099
IBAN : PK95 MEZN 0001 3101 0000 2099

B 111-760-760 (® 0344-2645552 (F) kph.org.pk &R www.kph.org.pk



a2

R,
«—
3

1 tSiaeS e eSS S bl Lawl ur pp bl SISl e s 1

(DEEP BRAIN STIMULATION FOR INTRACTABLE OBSESSIVE-COMPULSIVE DISORDER:
PROGRESS AND OPPORTUNITIES)

16 et 16
(Autobiographical Memory and ECT)

56 U e SIS el sl5E Py -56

(How Aging, Stress, and Depression Contribute to Vascular Disease:)

59 -14+59
(CANADA,)




62

69

73

79

Ity KLM,g}’ -62

= AIdP UYL 69

- SV e Uit - T9




ézi@wiur"ﬁ//;ﬁéﬁﬁnw&wg
S RPN ALIS
flf/}’dﬁ%

Ajp.psychiatryonline.org

S S K WL il 1§ S (OCD)AIL = 0B 70 Ure U1
WP e &S ot §17 8 EL(DBS) Deep Brain Stimulation U -«
SR Lo E5E S7 i S 5L (DBS)E WL Fhpetocn,
Ventral anterior —&<*« - Sl e L ipl 5L U2, Zywul/:ldbgjélg
ur"d/i(OCD)(@J’//@wc(DBS)&L(VALIC)Iimb of internal capsule
W o8 t6usIn Sl unte by £ Lol ity 25 ind £

U e sl e S1F sl

L St ok 6 Fu S AT %l 1t 046 S Ur2 0 52% w0t L Gle £ &2 12
Y-BOGS /e JESF L L AL Z b (1§ 25% - 34%G Fe 35% 1
.’ag/ KJ/E: Ul:35%_§, L“Lgtff(YaIe - Brown Obsessive Complusive Scale)
JAKGS G e 25% B (Carast o St 58 ool bl o1
GIius, 31%@/5»?6@”‘5«5%& U2 89% A U U Ui e U
BB A el

AMJJ'L:@/?(}/L/M_,{fu‘d/d/CL}(DBS)CU&KUL;,(LLLV}QLJ‘;J'

Karachi Psychiatric Hospital Bulletin Month OF January 2022



2

:-k(ls(f:ﬁuﬁU}‘?3/¢,l?i5)—‘aL“nJiG‘Lg)b/,"iﬁuﬂz/muﬁ(ocmrq,j/

SURGERY &1z (
HARDWARE sl (¥
PROGRAMMING L5/ 2ed (r

A& T v 615k § P b Pt £ 7V 2 2 el
{.Lz’./ﬁ/@iﬁ;g;J(Electrodes)i/.ufu:*"’ﬁ/&;g;d/u)'_fgﬂfaﬂ
LU 3o e Sy SR S e PSS ok
St Lns$H AL R LS e 2 bl 2 SFTESHS
_JffJL/f&J@u

ZMBOuﬁu%lfug:(Transient hypomania)u}?..éf,?r}u’)uuﬁuﬂ./»é39
ek J(Impulsivity) S e U 44 195 (Agitation) e[ 17

e 05t 0 S L 0B U Fuble Eun Fed Sus

L LB o erb{ st il s et S Sl LS
lgu”guf&/é‘uiaruag d/(f‘L - (General Anesthesia)fn;lzg/?/)b(u
2 5L el sl ol 2 Py LGP e & $2p i {«,Cf
15 é:ﬁ( Electrodes)& = Ry Sou L/C}‘,,éd/( Electrode) & #
AN s e SF T K frd Ao e ie LG9 Lo
o;g)ui'uf"é/6cuﬁ?-lnu’wlKf?d/_gcuﬁ(Hemisphere)u:"uiuiél.;

(e o AU 00 bl GI2 I 165 S e by o e LIt TG

Karachi Psychiatric Hospital Bulletin 2 Month OF January 2022



3

e UG UHOCD) A = 2 it

&f&U%a/:/JL/?Fd/:l%c«/:/d/;«@;,g/“iéémdiﬁﬁ.#ﬁ%ﬂ
}%/4611&/?»1/5&%6’86 &/?J;M/)Lébf‘agﬂ'fKLM)}?/&VV'L:«/&
_‘L;é{}ug KL/}F:J;!

b Ul el b K 0 6T S e b L Z(0CD)A

MB-unet e Lipd & nivd J1nibbed 1y ny Us,L(OCD)A

ey .Ll"étl?"‘"u“’}"duz_m&uﬁéL;/uuw@u&LOCDéu'L(DBS)J?
_ug2_éuwu‘iy@w&lz;}u”ﬁ/,&-‘agﬁszng

éua;4/kuj}cdv¢~t€ (DBS) L £( Parkinsonism).<- L' AL
w_q:Uuﬁ’/ju}t&tﬁwaé(DBS)&aLu&L(OCD)ﬂ;ﬁ@LT&v
S, :«LWML@WL(DBS)&J}TJU)'_‘L oo pa sl %J'JJLJTLL?L
P65 (AFAR Ly fud { At b Plan S L S e bl i bed?
ind Lo gEml Py lbWe rtd "Gl etbd usg AL
Ledd QiU lnat pamd o g-gr e Efel b1 Sz u¥
Ut e Bty e o £t s K g 1 g 2
SAU L (OCD) fs fral 5L (DBS)E T b S Leudd i
«Nucleus Accubens<Ventral Striatumfﬁuﬁu"/gﬁf/l.;/?/;bu”l}_‘aGlgl'
_ugé%/‘u.;;wpuf’uﬁ@ed Nucleus of Stria Terminalis 4|

e b el FFALDBS e JUlnl i SUsbiS e (L 2

Karachi Psychiatric Hospital Bulletin 3 Month OF January 2022




4

L(DBS)EIL loc o s 75 U Qo] st I s in i
_ug%gwpuf é&u,g.m.w

ANt e ol M0t (DBS)E ek L = 555ss
2t & nleslosdl {lrg -t ii1 S Cortico - Striato - Thalamo Corticaly
S(OCD) fisy -t LS APl Zslsleonsibel 1t Z e bt S S
B AN W= R I SRS

ety el Qe e (DBS) Lk FHbL & e ]
I IS L 2 e Yty S =3 U U (8 Qs
,_‘gL“lgggf“g‘@@rc«ifugr;yéé_d!;z'_nuf(OCD)u"/L(TJL(FIGEE)J/’{
22 PSP Ut PN FS 2 5L Fe bBE U L ( OCD) fRasslis o
r.|\/|R|Léth“(w_fu”{;dﬂouﬁ.;gp;fut_u;ﬁié_/au}l;Ltzg(wl
e e bl F(THREE DIMESIONAL) G2/ & G2 it - e b o
et 7 LA Z(DOPAMINE )L sius s, L OCD) A ey S ot o
el e Ly el i SaE il o g 2 5L B AFAR o
LS A L(OCD) fi i jee blo S Sl & 315 Tk, S
Ew s KUl §F g b ol =MD - LSS d LS p
¥ 2 (Ventral Striatum)&&y».ﬁfmf&wﬂ*’,4/5£AFAR"AJ!_QZ
S S S fE (Dﬁéiu’l_% Frlorsletd, f/ﬁ&irguﬁ‘«.zy;
T et

Sellbiedt 2 2Z(0CD) Al & Sk (DBS) Ut 2SI rL s
Selldid £ Fr S8t PALGF e Jesmlie b

Karachi Psychiatric Hospital Bulletin 4 Month OF January 2022



5

@/}w,{.ao%igu NHS)@/')'LJU}V_‘L)}?}"D%KLJ’ZMLJL:«A/}M b
L L bt S stwa L uput P8 (DBS) St Ll e §
A Lk DBSUATL £ us, L(OCD)Fr 6inad 66U 1o s S VB 1
SR sty st 5 B(DBS) F 2 8L LUNHS e S S ST L

ce Gl G INL L iy il ST e e B sl S ol

oLy @(kf,/@@mu”i S JI-B s ke U P &5; S(DENY){ §
AT 16 5F8 9 1-(OPEN LABEL FASHION)- Ll L/ Tt
UKt A Ll Do Bt G5 521 DOUBLE BLIND STUDY
i A1 K (DBS)E ek F Ut 5L (DBS)p el FFIUE -t
e Jnd 5L (DBS)E WL Sl Y e Pl FIus g 54,3 L 568
U PSS NI o 1L e EIS UL e\ i _ns
B T e

(PE L T S 1AL (DBS)E kL Skl
ce Db B Lo (DBS) L (UM s e SIS S8
_w/’%éaiwu”uﬁwﬁfui»ﬂn&fu‘f

B (i F 524,032 6L Lt L5 S AN DBS) L F i,

B K e QLU ¥ (DBS) o 6 ot Wl ALl S T2 i3 L )
S S T LG ol 1AL el (DBS) el e el 3tk
(e b St K (DBS) LWk Ui & Ml ibefomnur put
Z Ltk Sl _F & nﬁ@u), Gl o £ Ku!fuu_fi’uiu, =ik S (OoCD) Sy

Karachi Psychiatric Hospital Bulletin 5 Month OF January 2022



6

Bl Lt (DBS)FEALAL

Gy -ty £ 5T (OCD) PP ¥ se e bUS 4 50% by bl o

M ISP LA LG Ui ez PSS e s S ol Ut i 2

o $o S STty V“C./?urfoérg U2 2L s (FDA) L sl

LS Fe iy e b e AL L st EOCD LA o

eroi e & S(DBS)E b6 Ft e Ll rd £ OCDUs s Fe i

Lt L WDBS S AS Sl L Gy b Pl s PSS S e
-« JE(Hypomania) S Ut = 21 -t sF e 15 Ly

Z(ocD)JfrL Al Kulé( DBS).(Ventral Striatum)<2 SSrL Els
Lot § bl ile i pfloe (Pelbnd 5L G5y petiiad oy
o (e85 (Electrodes) i@y 4, £ DBS e sUL sl b Ut (AT
et W08 A bl e drBes L A S U
23§ G awbl LODENY)GIE &F Ul -2 (A DB SHE L
LAt § L UET=d (/DT TACTOGRAPHY)

St - E(Electrodes)s 4. o U bl e Uiz ALidsS
r.‘j’“i,_z;tg&/)j};?/?q‘;@/ul_@%/uél}ﬁﬁg/»_uuj@_}%
A tnaibnlie (DBS)SH R LA Sapy e S el 018
St 8 S (DBS)L F2 5L st Freswae it S S S
e eSS Ll e b0 Sl stS a2 F L

Karachi Psychiatric Hospital Bulletin 6 Month OF January 2022



7

TOURETTE'S S f Kl Qb L Z(0CDI, ¥

dpd/e Lsite L EH S kUI-< SrJi1K DBS UL SYNDROME

i P 20D 2 3L 1o s i1 S 10K o b VTh e S
Lyl Spod Lt

Karachi Psychiatric Hospital Bulletin 7 Month OF January 2022



8

DEEP BRAIN STIMULATION FOR INTRACTABLE
OBSESSIVE-COMPULSIVE DISORDER: PROGRESS AND

OPPORTUNITIES

Wayne K. Goodman, M.D., Eric A. Storch, Ph.D., Jeffrey F. Cohn,
Ph.D., and Sameer A. Sheth, M.D., Ph.D.

Ajp.psychiatryonline.org
Reference Link: https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7239379/

In this issue of the Journal, Denys et al. describe the response of 70
patients with severe and intractable obsessive-compulsive disorder (OCD)
treated with bilateral ventral anterior limb of the internal capsule (VALIC) deep
brain stimulation (DBS). This is the largest cohort study of DBS for OCD ever
reported and includes detailed clinical outcomes and safety data that led the
authors to conclude that VALIC is generally effective and safe for patients with

severe and chronic OCD whose symptoms were nonresponsive to a wide
range of medications as well as exposure and response prevention therapy.

At the 12-month follow-up, 52% of patients were categorized as
"responders,” and 17% were categorized as "partial responders," as
determined by ?35% and 25% - 34% decreases, respectively, in scores on the
Yale-Brown Obsessive Compulsive Scale (Y-BOCS) . The 35% metric is used
as a more stringent criterion for DBS, whose invasiveness warrants a higher
bar, but a 25% decrease is also considered to be an acceptable measure of
response in clinical trials. Combining these two categories, 69% of patients
showed meaningful clinical improvement. On the other hand, that leaves 31%

who experienced no relief from their obsessive-compulsive symptoms.

This study adds to a growing body of evidence that DBS is generally safe
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and well tolerated for patients with intractable OCD (4, 5). Adverse events
were categorized as either related to surgery, the hardware, or programming.
Among the 11 serious adverse events, two patients developed postsurgical
infections involving components of the device that required explanation and
reimplantation several months later. Six patients required revision surgery to
correct malposition of the electrodes. Importantly, no intracerebral
hemorrhages or seizures were reported. There were three suicide attempts
without sequelae, and only one was classified as related to stimulation
changes in a patient who was reported to be disappointed with her response to

DBS.

Transient hypomania occurred in 39% of patients, along with agitation
(30%) and impulsivity (19%). It is unclear whether the authors' use of the term
hypomania, which connotes a clinically significant mood disorder lasting days,
is synonymous with a mirth response, the immediate induction of a
smile/laughter and euphoria during DBS programming. Some studies maintain
that a mirth response during initial programming may be a positive predictor of]
eventual OCD outcome. In the Denys et al. study, implantation of DBS leads
was performed under general anesthesia, rendering behavioral testing
impossible. In our hands, we use intraoperative behavioral effects (i.e., mirth
response and absence of anxiety) to confirm electrode placement, and, if
necessary, we will adjust the position of the lead until a mirth response is
obtained. We have used this approach in our last seven patients and have
elicited a mirth response from at least one hemisphere (one lead) in each

case. To date, six of these seven patients are responders (unpublished data).

Together, these published (and unpublished) data suggest that the presence
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of a mirth response-whether intraoperatively or in the first programming
session-may be a necessary (but not sufficient) condition tied to OCD
response. Further research is needed to confirm this observation and to
determine whether the mirth response is truly a signature of target

engagement or simply a convenient clinical marker to guide programming.

The creation of a worldwide database for OCD...would be an important
step toward defining predictors of response.

Currently, programming adjustments for DBS for OCD are made largely on
the basis of acute beneficial effects on "mood," "energy," and "anxiety" as
described by the patient and evaluated by the clinician. In contrast to DBS for
tremor, in which immediate symptomatic benefits are observable, direct effects
on the core obsessive-compulsive symptoms are not discernable during a
programming session. Instead, parameters are adjusted, in a largely
trial-and-error fashion, based on changes in OCD symptom severity since the
last visit. We are exploring the use of Automated Facial Affect Recognition
(AFAR), a computer-vision machine-learning based approach that objectively
measures real-time changes in anatomically based facial actions and positive

(and negative) valence of emotional state to aid in programming.

As stated in this article and elsewhere, sustained positive effects on mood
and anxiety invariably precede improvement in OCD during DBS targeting the
VALIC (or related neighboring regions such as the ventral striatum, nucleus
accumbens, or bed nucleus of the stria terminalis). On the other hand,
improvement in mood does not guarantee a successful outcome for OCD.

Patient-rated measures of increased energy and motivation accompany the

positive mood effects of ventral striatum DBS for OCD. It is noteworthy that no
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patient in the Denys et al. cohort requested explanation, including those who
were OCD nonresponders. The authors attribute this preference to the
beneficial effects of DBS on mood and anxiety.

The prevailing neurocircuit-based framework for the pathophysiology of
OCD points to dysfunction in specific cortico-striato-thalamo-cortical loops. The
first study of DBS for OCD targeted the ALIC based on prior positive
experience with stereotactic ablation in this region and supported by the
rationale that fibers coursing through the ALIC, forming part of the relevant
cortico-striato-thalamo-cortical circuit, would be interrupted, along with the
symptoms of OCD. The original assumption that high-frequency DBS (e.g.,
130 Hz) would act as "functional ablation" has been challenged by emerging
basic neuroscience research showing that the therapeutic mechanisms of DBS
are far more complex. Several research groups have proposed that DBS
exerts neuromodulatory effects, both locally and distally throughout the
cortico-striato-thalamo-cortical circuit, that normalize hyperconnected network
activity in OCD.

An alternate but complementary hypothesis is that ventral striatum DBS for
OCD affects the balance between positive and negative valence systems in
the brain such that circuit bias is changed in the direction of reward/approach
over harm avoidance. Figee et al. highlighted the importance of disordered
reward processing in OCD based on several lines of evidence, including a
functional MRI study showing diminished nucleus accumbens activity during a
reward anticipation task in patients with OCD compared with healthy control

subjects. A study using single-photon emission computed tomography found

that nucleus accumbens DBS induced striatal dopamine release in patients
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with OCD. Using AFAR, we have been able to demonstrate that ventral
striatum DBS can turn up the gain on positive valence affect. For the most
part, patients with OCD are driven by harm avoidance, and their compulsions
are aimed at preventing negative outcomes and are not inherently
pleasurable, thus differentiating compulsions from behavioral addictions.
During ventral striatum DBS, patients with OCD become more engaged in
rewarding activities, but without close monitoring and careful adjustments,
there can be overshoot into excessive reward-seeking behaviors as
manifestations of a hypomanic state. Better management of this behavioral
side effect of ventral striatum DBS is one of the aims of a current project
funded by the National Institutes of Health (NIH) to develop adaptive DBS for
OCD (clinical trials identifier, NCT03457675). In this NIH study, local field
potentials are being recorded chronically from the ventral striatum together
with other neural and behavioral data in an effort to identify classifiers of
hypomania and exacerbations of OCD.

The main limitation of the Denys et al. study is that the majority of patients
received DBS in an open-label fashion. The first 16 patients were enrolled in a
double-blind sham-controlled crossover study that showed active DBS as
superior to sham DBS; the remaining 54 patients were treated openly.
Concerns have emerged about higher than expected sham response rates in
double-blind trials of DBS for treatment-resistant depression, including for the
ventral striatum target. In a recent meta-analysis (N=24), Schruers et al. found
evidence for nonstimulation effects of DBS on symptoms of OCD. However,
Denys et al. point out that the magnitude of the sham effects identified by

Schruers el al. is smaller than the mean Y-BOCS reduction shown in their
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study. To address sham response-due to either insertion effects or expectation
bias-our preferred study design for DBS in psychiatric disorders is to conduct a
blinded, discontinuation phase at the conclusion of open-label DBS. This
approach allows for individualized programming to optimize outcome, establish
a stable continuation period, and then identify sham responders by gradually

withdrawing stimulation over a period of several weeks.

An important takeaway from the Denys et al. study is the clinical value of
providing exposure and response prevention therapy during DBS. Importantly,
all patients had previous failed trials of exposure and response prevention
before becoming eligible for DBS. One of the confounds of the study is that it
is hard to disentangle the effects of DBS alone from that of combined DBS and
exposure and response prevention therapy. The majority of patients (N=57)
received individualized exposure and response prevention sessions from a
skilled therapist starting at different time points after the activation of DBS. The
first 16 patients received weekly sessions for 24 weeks during open-label DBS
.Exposure and response prevention therapy appeared to augment the effects
of DBS on OCD beyond benefits already achieved through DBS; patients
attained an average point reduction of 7.3 (SD=11.3) on the Y-BOCS after
exposure and response prevention (in addition to the 8.3 [SD=7.8] Y-BOCS
point reduction post-DBS). However, the absence of a control group for
exposure and response prevention does not allow for definitive conclusions.
During a subsequent double-blind discontinuation phase of this cohort (N=16),
all responders rapidly and completely relapsed once DBS was turned off,
despite having been treated with exposure and response prevention. The

authors suggest that the gains seen with exposure and response prevention
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therapy were dependent on the presence of active DBS. Preclinical studies
show that nucleus accumbens DBS enhances fear extinction, which may help

explain how it augments exposure and response prevention in humans.

Overall, the response rates reported by Denys et al. are in line with recent
meta-analytic findings showing that DBS is a highly effective intervention for
more than 50% of patients with severe, chronic, and treatment-resistant OCD.
The current findings from the Netherlands are germane to clinicians and
patients in the United States, where an overlapping brain region, the ventral
striatum, is approved by the Food and Drug Administration (under a
Humanitarian Device Exemption) as a DBS target in the treatment of refractory
OCD. While ventral striatum DBS is an important option for intractable OCD,
there is room for improvement in outcome rates, magnitude of response, and

mitigation of DBS-induced side effects, particularly hypomania.

There are several opportunities for improving outcomes of ventral striatum
DBS for OCD. One such approach is individualization of DBS lead placement
using measures of structural connectivity within the brain, usually with diffusion
tensor imaging (DTI). Proponents argue that because the connectivity profile
of each patient's brain is unique, the target should be defined in a personalized
manner, taking into account individual variability. Although Denys et al. did not
use DTI tractography in this series, they have separately reported their
retrospective experience, using it to help identify optimal lead location. There is
still controversy in this arena, however, as other investigators have arrived at

sometimes conflicting conclusions. Studies that test these methods using
prospective targeting are needed.

Unfortunately, there are no established clinical predictors informing us
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which patients are most likely to respond to DBS. We rely mostly on iliness
severity, chronicity, and well-documented evidence of treatment resistance to
determine eligibility for DBS in adults with a primary diagnosis of OCD. This
assessment is coupled with a robust informed consent process that covers
risks, potential benefits, and alternatives. The creation of a worldwide
database for OCD, like the one developed for DBS in Tourette's syndrome,
would be an important step toward defining predictors of response. Finally, we
need to leverage state-of-the-art neurotechnologies (like chronic sensing of
local field potentials) to learn more about the neurocircuitry of OCD to discover
biomarkers of response and to identify nodes (besides those already studied)

that may be targeted to directly modulate the symptoms of OCD.
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Autobiographical Memory and ECT:

Harold A. Sackeim, PhD
Link:https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4141894/

Abstract

Amnesia for autobiographical information is the most critical adverse
cognitive effect of ECT.1-3 Following ECT, many patients report persistent
memory loss for events that occurred during the ECT course and the weeks
and months before the course.4,5 Indeed, some patients report a dense
retrograde amnesia (RA), with gaps in memory of autobiographical events
(e.g., vacations, illnesses, weddings, etc.) extending back several years. This
phenomenon stands in contrast to the improvement in many

neuropsychological domains seen shortly following the ECT course.

Janis9-11 and Squire12-16 pioneered the study of postECT RA for
autobiographical information. Their descriptions of this phenomenon, derived
from studies of small samples using limited instruments, nonetheless is largely
consonant with the conclusions of modern research. Many, if not most,
modern studies of autobiographical RA following ECT have used either the
Columbia University Autobiographical Memory Interview (CUAMI) or the
Columbia University Autobiographical Memory Interview - Short Form
(CUAMI-SF). My research team and | at the New York State Psychiatric
Institute (NYSPI) and Columbia University developed these instruments, based

on an earlier measure, the Personal Memory Interview, authored by Weiner
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and Squire. In a recent review in this journal, Semkovska and McLoughlin21
claimed that studies using the CUAMI and CUAMI-SF should be dismissed
and their findings regarding RA ignored. Indeed, in their earlier meta-analysis
of the objective cognitive effects of ECT they did not include autobiographical
amnesia among the domains examined because of their contention that the
standard measures in ECT to assess this domain, the CUAMI and CUAMI-SF,

lack reliability and validity.

Were the position of Semkovska and McLoughlin taken seriously (and it
should not be), the implication would be that, after nearly 80 years of clinical
use, the field of ECT has failed to assess properly its most critical and
persistent side effect, and the one that is the most frequent source of patient
complaint. In fact, Semkovska and McLoughlin go further and conclude that by
rejecting the findings using these scales, there is no empirical evidence that

ECT results in RA for autobiographical information at any time point.

Later, we will examine the basis for Semkovska and McLoughlin's
misgivings about these scales and see that they are patently wrong, based
principally on a fundamental misunderstanding about our work, or otherwise,
remarkably narrow. However, before evaluating Semkovska and McLoughlin's
concerns and deciding whether or not to throw the baby out with the bath
water, let's examine the baby - what have we learned with the CUAMI and

CUAMI-SF.

Studies Using the CUAMI

Four consecutive, double-blind, randomized trials were conducted at the

NYSPI. The CUAMI was developed during the first of these trials, which
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contrasted right unilateral (RUL) and bilateral (BL) ECT, with both administered
with an electrical dosage just above the seizure threshold. The CUAMI was

then used in the next three studies.

The CUAMI is administered in a structured interview format. The baseline
interview conducted prior to ECT involves queries about 281 personal events
or event details. The events include illnesses and hospitalizations, work
history, places of residence, travel and entertainment activities, and significant,
as well as, everyday events experienced by the patients, their families, or their
friends. Of these queries, 185 items require a descriptive response, such as
providing an address or naming a person. Other items require a yes/no, date,
or list answer. To test for a temporal gradient in RA, there are 28 queries
explicitly about recent events (i.e., took place within the prior year), and 40
queries explicitly about remote events (i.e., took place more than 1 year
earlier). A subset of these recent and remote event queries are matched for
item content. To examine RA as a function of the affectivity of memories,
inquiries also deliberately focus on negatively-charged, positively-charged, and
emotionally-neutral events. Subsets of the queries about negative and positive
events are also matched for content. For example, participants identify both
the best and worst trip they had ever taken and are asked to provide the same
details about these events.

In the 3 NYSPI studies to use the CUAMI, interviews were conducted with
depressed patients while medication-free prior to ECT, medication-free within
a few days of terminating the randomized ECT course, and at two-month
follow-up. In the third study, the CUAMI was also administered at a six-month

follow-up to further examine the persistence of deficits.
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The baseline CUAMI interview in depressed patients typically took between
1-3.5 hr. In the first NYSPI study to use the CUAMI, family members or close
friends were also administered the interview (from the point of view of the
patient) to identify a subset of items that could be corroborated for accuracy.
This was done to guard against the possibility that depressed patients may be
especially likely to be inaccurate in their recall of prior events and that
inconsistency in responses over time could be due to more accurate recall at
later time points. In this first study, of the 75 patients with baseline CUAMI
data, a family member or close friend corroboration interview was available in
52 instances.

In this first study, a normal control sample was also interviewed on one
occasion. This group, negative for lifetime psychiatric disorder, was matched
to the patient sample in the distributions of age, gender, education,
socioeconomic status, and verbal 1Q.26 The purpose of the normal control
group was to estimate the extent to which productivity of memory at baseline
was reduced in the patient group, thereby perhaps biasing postECT RA
measures.19 In the second and third studies to use the CUAMI, a similarly
selected normal control group was tested on two occasions, averaging about 4
weeks apart, corresponding to the average interval between preECTand
immediate postECT testing in patients. This allowed for the determination of
the extent to which CUAMI amnesia scores in patients exceeded the rates of

normal forgetting or inconsistency in memory reports over time.
In all studies, CUAMI interviews after baseline (e.g., immediate postECT)

only inquired about items that had a definite reply at baseline. Inquiries were

not made about items that at baseline participants said they did not know or
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could not remember the answer or that the query did not apply to them. In this
way, a subset of items was identified for each participant such that the
participant had evidence of a definite memory at baseline. Thus, the CUAMI
RA scores concerned only material that was previously "known" and did not
attempt to quantify the extent that participants would provide responses at

follow-up when they could not do so at baseline.

The CUAMI elicits multiple details about 43 discrete events (e.g., best trip =
a trip to Italy). If at follow-up testing, the participant did not spontaneously
recall a specific event or were inconsistent in the event reported (e.g., now a
trip to California instead of ltaly), they were reminded about the original
description. When participants explicitly recognized the original event,
subsequent queries about details pertained to the event described at baseline.
When participants did not recognize the original event, there was no

questioning about the details of this event.

The primary outcome measures in all three NYSPI studies using the
CUAMI focused on the 185 items requiring a descriptive response (43 discrete
events and 142 event details). The key measures of RA were the percentage
of responses at follow-up that were consistent with responses at baseline and
the number of pure memory failures. Pure memory failures were instances in
which the participant could no longer provide any information about a query
that was previously definitely answered. Consistency (or its inverse,
inconsistency) provides a more liberal measure as it includes, as indexing RA,
both pure memory failures and changes in the description of events and event
details.

The first study using the CUAMI at NYSPI randomized patients to right
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unilateral (RUL) and bilateral (BL) electrode placements.19,23 Patients were
also randomized to low (just above seizure threshold [ST]) and moderate (2.5
x ST) dosage conditions. Patients who did not meet response criteria received
a second, crossover course of BL ECT at 2.5 x ST, regardless of their original

randomized treatment assignment.

The findings in this study, reported in detail by McElhiney et al.,19
demonstrated that immediately following the randomized ECT course, patients
treated with BL ECT were more inconsistent in their responses and had
substantially more pure memory failures than patients randomized to RUL
ECT. This advantage for RUL ECT was maintained across multiple
consistency measures, including separate analyses for recent and remote
events, and affectively-charged and neutral events. In contrast, there was no

indication that electrical dosage condition impacted on RA scores.

At two-month follow-up, patients who received a second, crossover course
of BL ECT had inferior RA scores than those who received only one course of]
ECT. Indeed, relative to the assessment immediately after the randomized
ECT course, RA scores deteriorated in the crossover patients and improved
somewhat in the patients who received only one ECT course. Furthermore,
there were also effects of initial electrode placement on the long-term RA
measures. Patients randomized to BL ECT had inferior consistency scores at
the two-month reassessment than patients randomized to RUL ECT.

Thus technical factors in the administration of ECT, specifically electrode
placement and receiving 2 vs. 1 courses of ECT, but not electrical dosage,
impacted on CUAMI RA scores. There is the theoretical possibility that when a

subgroup demonstrates greater inconsistency over time in memory reports,
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increased rather than decreased accuracy in memory recall may be mediating
this difference. There were three sets of evidence that indicated that this was a
very unlikely explanation of the effects found with the CUAMI. Across multiple
analyses, the effects obtained with inconsistency scores were tracked by those
obtained with scores for pure memory failure, the "don't remember" responses.
It would be absurd to argue that the higher rate of pure memory failure with BL
or crossover ECT reflected an improvement in the accuracy of recall, since
patients in these groups were more commonly stating they did not remember
the answer to a query that they previously provided a definite response. While
the effects seen with the primary consistency measure were tracked by the
measure of pure memory failure, the effect sizes tended to be greater with the

consistency measure. This led to its preferential use in subsequent studies.

A second reason for doubting that improved accuracy over time
substantially impacted on the CUAMI findings concerned the corroboration
provided by family members and friends. In the patient group as a whole, there
was greater consistency over time for corroborated vs. non-corroborated
items, demonstrating perhaps a difference in the memorability or resistance to
RA of events and event details known by others. Regardless, when restricting
analyses to only corroborated baseline reports, the pattern of findings was
unaltered. For example, the effects of treatment parameters (electrode
placement, number of ECT courses) were maintained. Indeed, in light of the
fact that there was marked redundancy in the effects observed with all items
and only corroborated items, the use of family/friend corroboration was

deemed unnecessary and dropped in future studies using the CUAMI.

The third factor impacting on the role of improved accuracy was the fact
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that in this study consistency scores at two-month follow-up were computed in
two ways. By one method, responses at two-month follow-up were rated as
consistent only if they matched the response at baseline. By a second method,
responses were scored as consistent if they matched either the baseline or
immediate postECT response. The second method allows for the theoretical
possibility that patients provide a more accurate response at immediate
postECT relative to baseline and then maintain that response at follow-up.
However, intensive analyses revealed no difference between these scoring
methods in the patterns revealed at two-month follow-up. Consequently, in all
future work, the CUAMI and CUAMI-SF consistency scores have been

computed only in relation to agreement with baseline responses.

The negative findings in this first study are also noteworthy. In line with
previous research on anterograde memory and RA for public events, there
was no evidence that RA for autobiographical information was associated with
clinical outcome. Some psychological theories of ECT mechanisms had
argued that RA, especially for negative memories, was responsible for ECT's
therapeutic benefit. In contrast, whether examined using dichotomous
classification of response or using continuous measures of symptom severity,
there was no indication that symptomatic improvement covaried with CUAMI
RA scores. Indeed, in contrast to some theories of mood congruence, there
was also no evidence that the degree of RA varied for positively- vs.
negatively-charged memories for the sample as a whole or as a function of

clinical outcome.

The second NYSPI study to use the CUAMI randomized depressed
patients to 3 forms of RUL ECT (1.5, 2.5 or 6.0 x ST) or a gold standard BL
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ECT (2.5 x ST).24 CUAMI consistency and pure memory failure scores were
primary outcomes measures immediately following ECT and at two-month
follow-up. The principal findings were that immediately following ECT patients
randomized to BL ECT had significantly more inconsistency and more pure
memory failures than each of the three RUL groups, which did not differ from
each other. Particularly important clinically was the fact that high-dosage RUL
ECT (6 x ST) was superior in CUAMI RA measures than the BL ECT (2.5 x
ST) condition. Furthermore, the advantage of a single course of RUL ECT over
a single course of BL ECT remained signficant at the two-month follow-up.
These findings replicated the findings of the prior study and indicated that
electrode placement was more critical than dosage condition in moderating RA
for autobiographical information and that electrode placement effects could be

discerned two months after the completion of ECT.

The last NYSPI trial to use the CUAMI randomized depressed patients to
pulse width (ultrabrief: 0.3 ms vs. standard brief pulse: 1.5 ms) and electrode
placement (RUL ECT at 6 x ST vs. BL ECT at 2.5 x ST) conditions. In this
study only CUAMI consistency scores were reported, although the effects
again were paralleled in pure memory failure scores (unpublished data).
Immediately following ECT, there were marked effects of pulse width,
electrode placement, and number of treatments. Patients who received
standard brief pulse ECT (1.5 ms) were markedly less consistent in their

responses than patients treated with an ultrabrief stimulus (0.3 ms.). Patients
treated with BL ECT had poorer consistency scores than patients treated with

RUL ECT, regardless of pulse width. Further, across the sample, a larger

number of treatments was associated with poorer consistency scores.
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Follow-up investigations were conducted immediately following receipt of a
crossover course (BL ECT, 1.5 pulse width, 2.5 times ST) in nonresponders,
and at two- and six-month follow-up in all patients. The findings again
indicated that receipt of a second, crossover course of ECT resulted in further
deterioration of CUAMI consistency scores. At the two-month and six-month
follow-ups, patients who received ultrabrief ECT, whether RUL or BL, had
markedly superior consistency scores compared to patients treated with a
single course of RUL or BL brief pulse ECT or who had received a second
crossover course. While there were indications that patients treated with a
single course of brief pulse BL ECT or crossover ECT had inferior scores at
both follow-ups than patients treated with a single course of RUL ECT, the
effects of pulse width were far more substantial. Thus, it was concluded that
choice of pulse width profoundly impacts on the extent of long-term RA for
autobiographical information. It was also observed that the number of ECT
treatments administered in the randomized phase was associated with RA
scores at the two- and six-month follow-up, with more treatments linked to
greater RA.

While conducting these randomized clinical trials, we also used the CUAMI
to examine key issues in our understanding of ECT-induced RA for
autobiographical information. Clinically, it is critical to identify predictors of the
extent of long-term RA in order to identify beforehand the most vulnerable
patients or to modify the administration of the treatment to lessen the
probability of long-term adverse outcomes. Two possibilities had been
previously suggested. There is a widely held view that individuals

withpre-existing cognitive impairment or neurological insult may be more at
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risk for persistent negative cognitive outcomes following ECT. It had also been
speculated that the disorientation that immediately follows ECT seizure
termination is a form of rapidly shrinking RA. It was thought that the more
severe the disorientation, as measured by time to recover full orientation, the

greater the RA following the treatment course.

Sobin et al. used the sample from the first NYSPI trial to apply the CUAMI
to test whether modified Mini-Mental State (mMMMS) scores prior to ECT and
postictal orientation recovery times during ECT predicted CUAMI consistency
scores. Indeed, there were strong, linear relationships between both baseline
mMMS score and postictal reorientation time in predicting the extent of RA at
the CUAMI assessment during the week following ECT. These effects
remained signficant when controlling for age, dosage and electrode placement
condition, absolute electrical dosage, seizure duration, and total number of]
ECT treatments. The associations with baseline mMMS score and with
postictal reorientation time were also signficant when predicting the RA
consistency score assessed two months following the ECT course. Thus, this
study presented the first empirical evidence that pre-existing global cognitive
impairment and the duration of postictal disorientation predicted the magnitude

of RA following ECT both in the short- and long-term.

Sackeim et al. recorded resting, eyes closed, 19-lead EEG prior to ECT,
before the penultimate treatment, and during the week following the ECT
course in the sample that also participated in the first of the NYSPI trials to
apply the CUAMI. They demonstrated a specific topography of EEG changes
in the theta band correlated with CUAMI consistency scores during the week

following ECT. Increased theta band activity in left frontotemporal regions was
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associated with increased RA. The same topographic EEG pattern was also
associated with the duration of postictal disorientation during the ECT course,
providing further linkage between this phenomenon and RA for
autobiographical information. In contrast, other EEG changes were associated
with the change in mMMS scores, demonstrating specificity in
neuropsychological correlates. The findings associating RA with increased left
frontotemporal theta activity were consonant with the view that the altered
septohippocampal function subserved the neuropsychological deficit. It has
long been thought that dysfunction in medial temporal lobe structures, and the
hippocampus in particular, contribute to the RA following ECT.

The foregoing studies demonstrated that CUAMI RA scores are sensitive to
aspects of treatment administration (i.e., electrode placement, pulse width,
treatment number), individual differences in global cognitive status prior to
ECT, and the duration of postictal disorientation during the ECT course. These
scores were also found to covary with a specific topographic pattern of altered
physiological activity. Brakemeier et al. using the sample from the third NYSPI
trial to apply the CUAMI, linked CUAMI consistency scores to an entirely
different domain, patient's self-evaluation of their memory functioning.

Historically, studies of patient subjective reports of cognitive function
following ECT found no relationship with objective neuropsychological
measures. Indeed, at time points when objective amnestic effects can be
readily identified, ECT patients typically report improved cognitive status on
subjective measures like the Squire Memory Complaint Questionnaire (SMCQ)
and Cognitive Failures Questionnaire (CFQ). Change in scores on these

subjective instruments usually covary strongly with the extent of clinical
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improvement, raising doubt about their validity. In addition to administering the
SMCQ and CFQ, Brakemeier et al. used a novel instrument, the Global
Self-Evaluation of Memory (GSE-My) (see also). The GSE-My has only a
single item, modeled after Clinical Global Impression (CGIl) scales. Using a
Likert-scale, patients rate the extent to which they believe the course of ECT

helped or hurt their memory.

Across the sample, as expected, patients had improved scores on the
SMCQ and the CFQ when assessed during the week following the randomized
ECT course. In contrast, as a group, the sample reported poorer memory
function on the GSE-My. Also in contrast to the GSE-My, the traditional scales
were insensitive to the forms of ECT administered or number of treatments.
On the GSE-My, however, patients who received ultrabrief RUL ECT had the
most positive evaluations and differed significantly from the brief pulse, RUL
ECT group. Across the sample, a larger number of ECT treatments was
associated with reports of greater impairment on the GSE-My. Associations
were also examined between the three subjective measures and five
measures of cognitive change, including the CUAMI. No signficant relationship
emerged with the SMCQ or the CFQ with any neuropsychological measure. In
contrast, GSE-My scores showed trends with a measure of spatial anterograde

amnesia and a measure of RA for public events. A significant association was
found for a measure of verbal anterograde amnesia. However, by far,
the most robust association was found with the CUAMI consistency
score. Greater subjective memory impairment following ECT was

associated with more severe RA.
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Studies Using the CUAMI-SF

A major drawback of the CUAMI is its time demands; baseline interviews
can require more than 3 hours to administer, and considerable additional time
is needed for transcribing and scoring these interviews. It was clear that this
instrument could be used with severely depressed patients only in highly
specialized research settings, especially given the typical time pressures to
start ECT. From a measurement viewpoint, it was also clear that the CUAMI
was highly reliable, as it had revealed persistent deficits months after ECT,
and strong relations with treatment parameters, individual difference
measures, physiological indices, and patient self-report. However, it is likely
that the instrument has many extraneous items, as the principal dependent
measures derived only from the subset of items that required a descriptive
response, while other types of items were ignored. Furthermore, the
instrument includes sampling of recent and remote events, and
emotionally-charged (positive and negative) and neutral events. These items
were included to examine the intrinsic characteristics of the RA, but were likely
"overkill" in providing a measure of the overall severity of RA for
autobiographical information. Thus, the CUAMI-SF was created to address the
need for a much briefer instrument for use in multisite studies and in routine

clinical practice.

The items on the CUAMI-SF concern 6 events: last major overnight trip,
last New Year's Eve, last birthday, most recent employment, most recent
medical illness, and details about an important family member or friend. For
each of these six categories, five queries are made to probe memory of]

specific details, producing a total of 30 items. The event and detail queries
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were selected from the much larger set in the CUAMI on the basis of two
criteria. First, we identified events and details that produced high and
equivalent rates of response at baseline in the depressed patients and
matched normal control sample administered the CUAMI at NYSPI. Second,
among potential items, we selected those that maximized the difference
between RUL and BL ECT in the randomized NYSPI studies. We presumed
these selection criteria would enhance sensitivity of the instrument to RA for

autobiographical information.

The CUAMI-SF is administered and scored in a manner similar to the
CUAMI. In particular, at follow-up testing, inquiries are only made about items
that had a definite response at baseline. Thus the collection of memories
subject to assessment is individualized for each participant and memory
consistency is tested only for items that at baseline provoke an identifiable
memory. Scoring at follow-up allows partial credit when reports partially
correspond to baseline responses. The baseline response is automatically
scored 2 if a definite and identifiable memory is elicited and otherwise scored
0, corresponding to reports that participants do not know or remember the
answer to the question or that the query does not apply to them. Only queries
scored as 2 at baseline provide the material tested at follow-up. Follow-up
responses are scored as 0 (no response or fully inconsistent), 1 (partially
consistent), or 2 (fully consistent). The RA score used in research with the
CUAMI-SF is the total score at a follow-up relative to the score at baseline.
This reflects the percent consistency in responses and is maximally 100%,

with increasing inconsistency resulting in lower scores. The CUAMI-SF usually

takes 15-20 minutes to administer.
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The CUAMI-SF was first applied in the multisite study examining efficacy
and cognitive effects in community ECT settings, often referred to as the
"Services" study. This prospective, observational study was conducted with an
intent-to-treat sample of 347 depressed patients, who received ECT at 7
different hospitals in the New York City metropolitan area. The CUAMI-SF, a
primary outcome measure in this study, was administered as part of a larger
neuropsychological battery prior to ECT, within a few days of ECT termination,
and at six-month follow-up. Normal controls, never psychiatrically ill and
matched to the patient sample in the distributions of age, gender, and
education were tested at the same intervals as patients. CUAMI-SF
consistency scores in patients were adjusted for the extent of inconsistency
found in the normal comparison sample over time. This allowed determination
of the extent to which CUAMI-SF inconsistency scores at follow-up exceeded
the normal rate of inconsistency in autobiographical recall.

In the total patient sample, deficits on the CUAMI-SF were marked at
postECT. While most neuropsychological measures showed improvement
relative to baseline at the six-month follow-up, consistency (RA) scores
remained significantly reduced compared to normal controls. In a large
neuropsychological battery, the CUAMI-SF provided the measure most
sensitive to short- and long-term impairment. Patients at the 7 hospitals did not
differ at baseline in any neuropsychological measure. However, these
hospitals differed in CUAMI-SF RA scores at both the immediate postECT and
six-month time points. These differences among the hospitals were maintained

after controlling for patient factors associated with neuropsychological

performance. Rather, these differences in the extent of RA were attributable to
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differences among the hospitals in ECT technique. Once the contribution of]

technical factors was considered, hospital differences disappeared.

Both immediately following ECT and at the six-month follow-up, patients
treated with BL ECT had greater impairment (more inconsistency) on the
CUAMI-SF than patients treated with RUL ECT. Immediately following ECT,
for all electrode placements, a larger number of ECT treatments was
associated with poorer consistency scores. However, the slope of this decline
was significantly steeper for those treated with BL than RUL or bifrontal ECT.
At the six-month follow-up, a signficant relationship with treatment number was
restricted to those treated with BL ECT. Increasing number of BL treatments

was associated with greater inconsistency on the CUAMI-SF.

This study attempted to identify individual patients with a marked and
persistent RA. To be so classified, patients had to have CUAMI-SF
consistency scores at both the immediate postECT and 6-month follow-up
time points that were more than 2 standard deviations below the average
score of the total patient sample. Of 306 patients so classified, 38 (12.4%) met
these a priori criteria for marked and persistent RA. Membership in this group
was significantly greater among patients treated with BL ECT and among

women.

Thus, the Services study found that psychiatric facilities differed in the
severity of short- and long-term RA. These hospital differences, in turn, were
attributable to variation in the practice of ECT. In particular, larger number of
treatment with BL ECT was associated with greater quantitative short- and
long-term RA deficits. Patient treated with BL ECT had greater representation

among those with especially marked and persistent deficits.
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Berman et al. examined patient subjective evaluation of memory
functioning in the Services study sample. As part of the neuropsychological
battery, the CFQ and GSE-My were administered at baseline, during the week
following ECT, and at six-month follow-up. In the total sample there was a
substantial reduction in cognitive complaints on the CFQ both immediately and
six months following ECT, replicating the well established phenomenon of]
improved cognitive self-evaluation after ECT on most instruments. In contrast,
GSE-My scores decreased at the two time points. In fact, the majority of
patients rated their memory as poorer both immediately following ECT (53.1%)
and six-months later (64.3%).

Treatment variables had no relation to CFQ scores at either time point.
Rather, the level of depressive symptomatology was strongly related to these
scores at both postECT time points. GSE-My scores also had signficant
covariation with concurrent Hamilton Rating Scale for Depression (HRSD)
scores, but these relationships were much weaker. Instead, GSE-My scores
were related to technical factors in ECT administration. In particular, six
months following ECT, patients' global self-evaluation of memory functioning
was poorer with larger numbers of treatment with BL ECT, paralleling the
effect observed on the CUAMI-SF.

Berman et al. directly examined the relationship between change in
objective neuropsychological measures (mMMMS, verbal learning task,
CUAMI-SF) and CFQ and GSE-My self-report scores. There were no signficant
associations between neuropsychological measures and the CFQ at either

time point. At both time points, GSE-My scores covaried with CUAMI-SF

scores. Self-report of greater memory impairment following ECT was

Karachi Psychiatric Hospital Bulletin 39 Month OF January 2022



40

significantly associated with more severe RA, as indexed by the CUAMI-SF
consistency scores, both immediately and six months following ECT.

Sackeim et al. conducted a multisite, randomized, double-blind trial
examining the effects of concurrent pharmacotherapy and electrode placement
on the efficacy and safety of ECT. Patients (n=319) were randomized to
treatment with nortriptyline, venlafaxine, or placebo during ECT. They were
also randomized to brief pulse RUL (6 x ST) or BL (1.5 x ST) ECT. The choice
of moderate dosage (1.5 x ST) BL ECT was key since the randomized NYSPI
trials reviewed above largely used high dosage (2.5 x ST) BL ECT, thereby
perhaps intensifying the cognitive disadvantages of this electrode placement.
Patients (and matched normal controls) underwent neuropsychological testing
at preECT baseline and within days of ECT termination. While a long-term
clinical follow-up of this sample has been published,46 that report focused only
the determinants of relapse, and noted that missing data rates for
neuropsychological measures were too high during follow-up for meaningful

analyses.

In the randomized trial, findings were reported for four primary
neuropsychological measures. Even after correction for the rate of
inconsistency among normal controls, far and away, postECT scores on the
CUAMI-SF revealed the greatest deficits. There was a signficant effect of
pharmacological condition on three of the postECT neuropsychological
measures, but the CUAMI-SF was the exception. Rather, there was a
significant difference between high dosage (6 x ST) RUL ECT and moderate
dosage (1.5 x ST) BL ECT in anterograde amnesia (verbal learning) and RA
(CUAMI-SF) scores. In both cases, patients treated with BL ECT had more
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severe amnesia than patients treated with RUL ECT.

Summary of the Findings

This review of publications using the CUAMI and CUAMI-SF examined only
those studies that | supervised. The CUAMI-SF, in particular, has been used
more broadly in ECT and related research (e.g., 47,48). Nonetheless, the
research reviewed above provided a set of remarkably robust findings, in
many cases replicated across studies. In each of the 5 distinct studies to use
the CUAMI or CUAMI-SF, among a large number of neuropsychological
measures, scores on the CUAMI or CUAMI-SF were the most sensitive to
treatment group differences. Indeed, even when controlling for the normal rate
of inconsistency in memory, RA scores on these instruments showed the
greatest deficits immediately following ECT relative to many other
neuropsychological measures. Furthermore, all 5 studies found that BL ECT
resulted in greater RA immediately following ECT than RUL ECT. Three
studies examining neuropsychological function at two- or six-months postECT
also found greater persistent deficits in patients treated with BL ECT. Similarly,
the single trial to randomize patients to different pulse widths found markedly
reduced RA on the CUAMI with ultrabrief stimulation, immediately after ECT

and at two-month and six-month follow-ups. Across these studies, relations
with treatment number were repeatedly observed. Longer courses of ECT,
especially with the BL electrode placement, were associated with
greater RA both in the short- and long-term. It is also noteworthy that

in each of these five studies RA scores and clinical outcome had no
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association.

Of special importance is the fact that RA scores on the CUAMI and
CUAMI-SF covary with patients' evaluations of the effects of ECT on their
memory. In both a highly selected research sample and a sample of patients
who received ECT in the community, self-reports that ECT induced more
negative effects on memory were associated with greater deficits on the
CUAMI and CUAMI-SF. Until these studies, no objective neuropsychological
measure had ever been found to correlate significantly with patient self-report

of memory functioning following ECT.

This body of findings provides some of the most compelling evidence
indicating that ECT can have persistent, adverse effects on memory for
autobiographical information. These findings also provide the strongest
validation to date that patients' reports of their perceived deficits correspond to
an objective reality. Yet Semkovska and McLoughlin argue that the CUAMI
and CUAMI-SF are scientifically inadequate and that the findings summarized

above should be discarded and ignored. Why?

Objections to the CUAMI and CUAMI-SF

Semkovska and McLoughlin have several reservations about the use and
interpretation of these scales. The most important objection concerns a
putative lack of data from healthy controls assessed over time. The primary
dependent measure used with the CUAMI and CUAMI-SF has been the
consistency of responses with baseline reports. All individuals show some
degree of inconsistency over time in autobiographical memory recall, and

Semkovska and McLoughlin raise the concern that the rate of inconsistency

Karachi Psychiatric Hospital Bulletin 42 Month OF January 2022



43

observed following ECT in the patients in our studies was generally in the
range observed in studies of normal controls assessed at the same intervals.
By failing to measure the extent of inconsistency in controls, we could not

determine to what extent patient scores were, in fact, abnormal.

This objection evaporates on two grounds: (1) normal control data are not
necessary to interpret differences among ECT groups and (2) Semkovska and
McLoughlin apparently were not aware that the normal control data they
deemed essential had, in fact, been collected and contributed to the scoring

and interpretation in all but one study using the CUAMI and CUAMI-SF.

The focus of research using the CUAMI and CUAMI-SF has been on
determining the aspects of ECT technique that impact on the severity and
persistence of RA for autobiographical information. For example the findings to
date indicate that higher numbers of ECT treatments, especially with BL ECT
and/or wide electrical pulse width, are associated with more severe deficits
shortly following ECT as well as months later. We presumed that showing that
one treatment group differs from another (e.g., BL vs. RUL ECT) in memory
scores at six months postECT demonstrates that persistence of deficit does
occur and shows meaningful relationship to treatment parameters. We have
always been careful to note that groups with superior consistency scores may
still be manifesting a deficit, and that only comparisons to normal controls can

resolve this separate issue. In short, the availability of normal data in no way
impacts on the relative differences between ECT groups. While normal
data give us a sense of the absolute magnitude of deficit (or lack
thereof) in patient samples, such data has no statistical impact

detecting differences among patient groups. Our focus was on testing
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for group differences in randomized trials and in a large observational study.
Indeed, to my mind, detecting such differences and demonstrating them to be
persistent over time and replicable across studies provides a stronger scientific
design in establishing that ECT can have persistent effects on
autobiographical memory than simply comparing consistency scores of]
patients to normal controls.

The foregoing argues on conceptual grounds that Semkovska and
McLoughlin's insistence on normative data hardly undercuts the
meaningfulness of the previous work. Their position would be stronger were it
the case that ECT could result in enhanced consistency in autobiographical
memory. For example, could it have been in our studies that BL ECT was
associated with a normal rate of consistency over time and RUL ECT was
associated with an improved rate? Normal data would be helpful to reveal
such an unlikely pattern.

In the publication of the first NYSPI study to use the CUAMI, we noted the
absence of repeat testing of normal controls as a limitation of the work. All the
subsequent work reviewed above administered the CUAMI and CUAMI-SF to
matched normal controls on multiple occasions. Patient consistency scores
over time were adjusted for the rate of inconsistency in these matched
controls. For example, in the Services study we stated, "The scoring of the
AMI-SF necessarily results in higher scores at baseline than follow-up. The
CPT and AMI-SF scores in the patient sample were adjusted for the average
change seen in the [normal] comparison sample, removing the temporal

effects on these two measures (p. 247)." Despite this adjustment, the deficit

relative to baseline in the patient sample was profound both immediately and
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six months following ECT. Despite this adjustment, using standardized scoring,
the deficit was greater and more persistent for the CUAMI-SF than any other
neuropsychological measure.

Semkovska and McLoughlin were apparently unaware that the linchpin of
their objections had already been addressed and incorporated in the published
work on the CUAMI and CUAMI-SF. This may have been because the
description of methods in most of our reports did not mention the existence of]
a matched normal control group and the collection of CUAMI or CUAMI-SF on
multiple occasions in order to adjust patient consistency scores. The absence
of such discussion reflected the fact that the primary focus of these
publications was on group differences in consistency scores within the patient
samples attributable to variation in ECT technique and individual difference
factors. | apologize if this lack of detail regarding methods contributed to the
gross misstatement of fact by Semkovska and McLoughlin.

Thus, it may be worthwhile to clear the record and describes the pattern of
differences with normal controls in consistency scores in the second and third
NYSPI studies, the Services study, and the OPT-ECT study. Immediately
following ECT, every subgroup examined, but one, had inferior consistency
scores compared to matched normal controls. At long-term follow-up every
group described as having persistent deficits relative to another ECT group
also differed at that time point from their matched controls.

| will illustrate these points with data from the last NYSPI trial to use the
CUAMI. Recall that in this study patients were randomized to electrode

placement (RUL 6 x ST vs. BL 2.5 x ST) and pulse width (0.3 ms vs. 1.5 ms)

conditions. previously unpublished, presents average scores for the matched
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normal control group and each of the ECT groups at the time point
immediately following ECT relative to baseline. Pair-wise comparisons
revealed that all four ECT groups differed from each other, with deficits greater
with BL electrode placement and use of a brief pulse relative to an ultrabrief
pulse. Also note that the ultrabrief RUL ECT group did not differ from the
normal control group. In contrast, the differences between controls and all
other patient groups were marked, especially for those treated with a brief]
pulse.

Figure 1 Scores of healthy controls and four ECT groups on the CUAMI at
immediate postECT relative to baseline. Scores at postECT (or after 4 weeks
for controls) and baseline were standardized relative to the distribution in
patients at baseline. The baseline normalized scores were then subtracted
from the postECT normalized scores. Negative values reflect greater
inconsistency. Pair-wise comparisons showed that all groups significantly
differed from each other, except healthy controls and patients who received
ultrabrief RUL ECT. Data, previously unpublished, are from Sackeim et al.

Figure 2 is taken from the original publication25 and represents the
standardized consistency scores of the ECT groups over time. A fifth group is
added, specifically patients who did not respond to their randomized
assignment and received a second, "crossover" course of brief pulse BL ECT
(2.5 x ST). Note that the scores for four ECT groups following the randomized
course should be identical to the scores in Figure 1. They are, except that a
constant of 1.0431 was added to every patient's score. This reflected the
average inconsistency score for normal controls in Figure 1. In other words,

the data and figure reported by us in the publication corrected patient scores
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for the extent of inconsistency seen in normal controls when they were tested
a month apart. Thus the origin in this graph represents not the absolute
amount of inconsistency, but the amount of inconsistency over and above the
average seen in normal controls. In this light, it is evident that all groups had
deficits relative to normal controls, except the ultrabrief RUL ECT group at all
time points and the ultrabrief BL ECT group at the two-month and six-month
follow-ups. Thus it is evident that Semkovska and McLoughlin's main objection
is superfluous; in all recent studies, we collected the key normal data, involving
repeat testing at matched intervals, that they felt essential to interpreting
findings with the CUAMI and CUAMI-SF. Furthermore, | note that while the
normal data are useful in assessing the absolute size of deficits among patient
groups, such data has little bearing on detecting and interpreting the
differences among ECT groups in the magnitude and persistence of deficits.

Figure 2 Standardized scores on the CUAMI for the ECT groups at multiple
postECT time points. Scores were adjusted for the rate of inconsistency in
healthy controls at immediate postECT. Thus, a score of zero reflects the
extent of inconsistency in the healthy controls. Patients randomized to brief]
pulse ECT or who received crossover ECT had marked and persistent deficits
relative to both controls and patients treated with ultrabrief stimuli. Figure is
from Sackeim et al.

Another objection raised by Semkovska and McLoughlin is that these
scales lack reliability and validity.8,21,48 Here, these criticisms are narrowly
technical and largely contradicted by the body of findings with the CUAMI and
CUAMI-SF. The fact that the CUAMI and CUAMI-SF have shown robust,

replicable relationships with other variables, including ECT technical
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parameters, individual difference predictive factors, physiological referents,
and patient self-report strongly implies that these scales are reliable measuring
instruments. It is true that there are no formal reports on inter-rater reliability in
administering and scoring these scales or test-retest reliability of the key
dependent measures. However, Semkovska et al. proposed a new and more
complex scoring system for the CUAMI-SF, and administered the scale twice,
six months apart, to healthy controls and depressed (nonECT) patients. They
reported strong reliability for each of the CUAMI-SF components they
proposed. Semkovska et al. had the data to score the CUAMI-SF in the
traditional manner and report on its reliability. Although they did not do so, it is
very likely that the results would have indicated as good or better reliability
than with the new scoring methods. The larger point is that these instruments
have repeatedly shown sensitivity to key phenomena in ECT, strongly
underscoring their reliability in their use with the intended population. Formal
report on their reliability, especially that of the consistency score in ECT
samples, would be useful for archival purposes but is unlikely to prove
enlightening.

The issue of validity is also obtuse. First, Semkovska and McLoughlin
contend that the CUAMI and CUAMI-SF are "unvalidated" principally because
they were not developed in studies of brain-injured populations. Indeed, as
opposed to these instruments, Semkovska and McLoughlin recommend use of]
the Autobiographical Memory Interview by Kopelman et al. This instrument
assesses RA for three time periods, childhood, early adulthood, and recent
events, and separately for personal semantic memories and autobiographical

incidents. Since this instrument is intended to quantify RA for autobiographical
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information in brain-injured individuals (e.g., dementia, traumatic head injury),
there is no possibility of establishing a baseline for autobiographical memories,
and thus, no possibility of examining consistency of recall. Indeed, the
Kopelman AMI is scored without corroboration and as if all responses were
veridical.

Semkovska and McLoughlin fail to appreciate the extraordinary advantage
the ECT researcher/clinician has in evaluating RA relative to the
researcher/clinician working with brain-damaged populations. There is no
practical way to assess autobiographical memory prior to the onset of brain
damage, whereas ECT is a scheduled procedure. In the post hoc detection of
RA in brain-damaged samples, it is often adequate to make inquiries about
autobiographical events that are common and ordinarily highly resistant to
forgetting and to simply count the instances of "don't remember" or "don't
know" responses. This is often adequate as RA in brain-damaged samples
can be profound and, thus, gross inquiry is sufficient. In contrast, with ECT we
are often dealing with more subtle manifestations of RA, and we have the
luxury of being able to assess which memories are held by the patient at
baseline. This allows for restricting (or titrating) the inquiries at postECT to just
that material with definite memories at baseline. This practice enhances the
sensitivity of instruments to ECT-induced RA. Furthermore, the availability of]
baseline responses in no way diminishes the capacity to quantify the number
of postECT "don't know" or "don't remember" responses. Rather, the fact that
"don't know" responses are given for items that previously elicited a definite
response justifies there designation as pure memory failures. Furthermore, the

availability of a baseline allows for determination of the degree of consistency
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in recall in addition to the number of pure memory errors. As noted earlier, we
repeatedly found the consistency measure to mirror the measure of pure
memory errors in revealing effects of ECT, but with somewhat larger effect
sizes.

In attacking the validity of the CUAMI and CUAMI-SF Semkovska and
McLoughlin's failed to appreciate this major of advantage of ECT: the
availability of a baseline allowing titration of postECT questioning as well as
quantification of consistency. In contrast, studies have administered the
Kopelman AMI to ECT samples. In all instances, the results were negative and
there was no evidence that ECT produced RA. Clearly, these negative results,
using Semkovska and McLoughlin's preferred method, contrast with the
repeatedly replicated findings using the CUAMI and CUAMI-SF of short- and
long-term deficits that were parametrically associated with ECT treatment
conditions. Thus, it is ironic that Semkovska and McLoughlin recommend a
measurement strategy that has proven wholly insensitive to ECT most
important adverse cognitive effect, while disputing the validity of a strategy that
has repeatedly demonstrated sensitivity to this effect.
In disputing the validity of the CUAMI and CUAMI-SF Semkovska and
McLoughlin admitted that these instruments have considerable face validity as
measures of RA for autobiographical information. Nonetheless, they ignored
the substantial evidence for the construct, discriminant, and predictive validity
of these instruments. These scales were developed for the express purpose of]
measuring ECT-induced RA. Comparisons to pure memory errors and the use
of family-member corroboration validated the use of the consistency score as

a measure of RA. These scales have shown the most consistent, pronounced,
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and persistent cognitive deficit likely in the history of ECT research. Long-term
deficits on these scales are predicted by specific neuropsychological
assessments prior to or during the course of ECT. Most critically, these scales
are the only measures in the history of ECT research to show signficant
covariation with patients' self-evaluation of the effects of ECT on their memory.
Thus, it is absurd to state that these scales lack validity, as if that were an
all-or-none judgment.

The emptiness of Semkovska and McLoughlin's claim about validity is
underscored by their own empirical research with the CUAMI-SF. They studied
healthy controls and non-ECT depressed patients and administered a
neuropsychological battery. By examining the correlations among their
proposed CUAMI-SF subscales and with the neuropsychological measures,
Semkovska et al. claimed to have demonstrated the validity of the new
CUAMI-SF scoring system. The irony here is that Semkovska et al. did not
study RA at all. The healthy control and depressed groups had similar
consistency scores at retesting. Their standard for claiming validity pertained
to obtaining a pattern of non-hypothesized correlations in a non-relevant
sample. Of note, with the same data Semkovska et al. could have claimed to
establish "validity" for the original CUAMI-SF, since they tested a variant that
differed only in scoring. The point here is that their standards for claiming
reliability and validity were remarkably lax when applied to their own scoring
variant of the CUAMI-SF. In contrast, Semkovska and McLoughlin dismissed
findings with the CUAMI and CUAMI-SF despite the substantial evidence
supporting their reliability and validity specifically in the assessment of]

ECT-induced RA.
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Semkovska and McLoughlin remaining reservations center on difficulties in
using the consistency measure. Since consistency scores are expected to
decrease over time, it is problematic to interpret findings as truly reflecting
deficits unless there is correction for normal rates of inconsistency. | have
already pointed out that such normative data was collected in almost all of our
studies and informed scoring and interpretation. Semkovska and McLoughlin
claim that features of the consistency score make it difficult to use in
comparisons to other neuropsychological measures. Indeed, they state that
consistency scores are particularly problematic when conducting
meta-analyses. These concerns are misplaced since any neuropsychological
measure repeatedly administered may have to be corrected for practice or
other temporal effects as seen in healthy comparison participants. Further, the
CUAMI and CUAMI-SF produce statistics (means, variance, effect sizes, etc.)
that are just as amenable to meta-analysis as other variables. Indeed,
Semkovska et al. undercut their own argument since they recently reported a
series of meta-analyses examining electrode placement and dosage effects on
postECT cognitive functions. This work included, without difficulty, findings
from studies using the CUAMI or CUAMI-SF consistency score.

Thus, it is evident that Semkovska and McLoughlin made an error in
scientific judgment when stating that finding with the CUAMI and CUAMI-SF
should be ignored. Their main reservation, the lack of normative data, proved
to be false, although they may not have been aware that this concern was
addressed in our procedures. Their claim that these instruments lack evidence
of reliability and validity is also patently false. Indeed, in many respects, these

scales have more substantial evidence supporting their validity as measures of]
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postECT RA for autobiographical information than any other instrument.
Finally, their technical reservations regarding the constraints of consistency
scores is undercut by their own use of such scores in a recent series of]
meta-analyses. Taken together, these concerns are grossly insufficient as
grounds for disregarding the evidence produced using these scales.

In defending the use of CUAMI and CUAMI-SF, | do not wish to imply that
additional research on the reliability and validity of these instruments is
unnecessary or that comparison with other methods of assessing RA for
autobiographical information would not be informative. Clearly, increased
scientific attention to the intrinsic characteristics, time course, and correlates of
this RA is desirable, precisely because this cognitive domain shows the most
persistent and severe deficits following ECT. At the same time, it is also
apparent that we should not throw out the baby with the bath water. The
CUAMI and CUAMI-SF have taught us a great deal about this potential
adverse effect of ECT. To discard this knowledge, would, in fact, be throwing
out the baby due to objections that are either erroneous or narrowly technical.
Indeed, as innovations in ECT, such as the use of ultrabrief stimulation,
markedly reduce the severity and persistence of this side effect, it will be even
more important to develop sensitive instruments to reveal any residual deficits
and/or to substantiate the claim that risk of this side effect has been

eliminated.

Implications of Semkovska and McLoughlin's Viewpoint
This is not the place to speculate on the factors that led to the gross error of

judgment that propelled Semkovska and McLoughlin to reject the findings with
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the CUAMI and CUAMI-SF. It is noteworthy, however, that in their recent
review of the measurement of RA for autobiographical information after ECT,
Semkovska and McLoughlin devote considerable space to the consideration
by the U.S. Food and Drug Administration (FDA) to reclassify ECT devices.
Essentially, they contend that the "consequences of inadequately measuring
autobiographical amnesia in the ECT literature" were "crystallized" in the FDA
executive summary report (p. 130). | agree that this report contained a number
of factual errors, such as mistaking the Kopelman AMI for the CUAMI.
However, Semkovska and McLoughlin's main objection is that the FDA asserts
in several places that ECT can result in RA for autobiographical information. In
contrast, they contend that there is no adequate evidence to support such
assertions. In an earlier publication they reveiwed 44 randomized trials and 40
observational studies. By their view none of these studies used a validated
measure of RA or found a difference relative to sham ECT, placebo, or
nonECT depressed controls. In short, they firmly support the effort to reclassify
ECT devices into a less restrictive class, and believe the FDA has made a
fundamental mistake in evaluating this adverse cognitive effect. Thus, by
claiming that the CUAMI and CUAMI-SF are unvalidated, they argue that the
consistent evidence these scales have revealed about persistent RA following
ECT should be ignored by the FDA.

For decades, the predominant view in the field of ECT was that all the
adverse cognitive effects of the treatment are transient, and untoward
cognitive effects are not seen a few days or at most a few weeks after
treatment termination. This denial of persistent deficit was so profound that it

has been proposed that patients with persistent complaints about RA for
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autobiographical information be considered as presenting with a somatoform
disorder. This denial of deficit ran counter to reports of many patients,
including those who believed ECT was lifesaving, the experience of countless
ECT practitioners who had patients' in their practice who were non-litigious
and appeared to have genuine RA, and the continuity of findings from the early
research by Janis and Squire and the studies using the CUAMI and
CUAMI-SF. Thus, important progress, both clinical and scientific, was made by
the field with the subsequent broad acceptance that RA for autobiographical
information is a potential persistent effect. The 2001 APA Task Force Report
reflected this perspective, stating in its recommended consent form that ECT
can result in "permanent gaps in memory".

Semkovska and McLoughlin wish to undo this progress. Their biased
review of the evidence, throwing out the most relevant and poignant data,
leads them to conclude that there is no evidence that ECT results at all and at
any time in RA for autobiographical information. Thus, they argue that the FDA
is ignorant or confused when considering this serious concern. |, for one, am
an adamant supporter of the effort to reclassify ECT devices, and have been
working toward this end since soon after the original APA petition in 1982 to
the FDA urging this agency to approve reclassification. However, | believe that
we do a gross disservice to our patients, the public, and ourselves when we
deny the existence of an adverse effect that has been documented in various
ways for decades and is a central concern of our patients. ECT can be of]
extraordinary clinical value, but, like all treatments, it is not without its

limitations and adverse effects.
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How Aging, Stress, and Depression
Contribute to Vascular Disease:

Link:https://www.jwatch.org/na49357/2019/06/27/how-aging-stress-and-depression-contribute-vascular

Zannas as et al. proc natlAcad, Sci USA 2019 jun 4, Elevated Expressio of]

FKBP5 protein Promotes inflammation.

Aging, stress (particularly childhood trauma), and depression are
associated with elevated risk for cardiovascular disease, but how? An
international consortium studied four large cohorts that involved more than
3000 people and identified one potentially important mechanism.
Aging, stress, and depression all were correlated not only with the incidence of
cardiovascular disease but also with increased production (expression) of a
protein called FKBPS5. In vitro experiments in human cells showed that
increased FKBPS protein leads to increased production of NF-?B (a master
molecule that activates inflammation). Diminishing the production of FKBP5 by
gene editing, and blocking the action of FKBP5 by pharmacological inhibitors,

both greatly diminished the inflammatory response.

COMMENT

Certain inherited alterations in gene structure (e.g., mutations in the gene
for the LDL cholesterol receptor) affect cardiovascular risk. However, this study

suggests that changing the expression (not the structure) of genes is one way
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that aging, lifestyle, and life events might affect risk. In showing that increased
expression of the FKBP5 gene promotes inflammation, which confers vascular
disease risk, the investigators also have identified the FKBPS protein as a

potential target for therapeutic intervention.
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CANADA

Remains of 215 children found at closed Canada indigenous boarding school

The remains of 215 children have been discovered on the grounds of a
former boarding school set up more than a century ago to assimilate Canada's
indigenous peoples, according to a local tribe. A specialist used
ground-penetrating radar to confirm the remains of the students who attended
the school near Kamloops, British Columbia, the Tk'emlupste Secwepemc
tribe said in a statement late Thursday. "Some were as young as three years
old," said Chief Rosanne Casimir, calling it "an unthinkable loss that was
spoken about but never documented" by school administrators. Its preliminary
findings are expected to be released in a report next month, she said. In the
meantime, the tribe is working with the coroner and museums to try to shed
further light on the horrific discovery and find any records of these deaths. It is
also reaching out to the students' home communities across British Columbia
and beyond. The "distressing" discovery of the remains "breaks my heart,"
Prime Minister Justin Trudeau said in a Twitter message. "It is a painful
reminder of that dark and shameful chapter of our country's history," he said.

His comments were echoed by Crown-Indigenous Relations Minister Carolyn
Bennett who also offered government support to the families and
indigenous communities for their "healing as we honor loved ones lost."

The Kamloops Indian Residential School was the largest of 139 boarding

schools set up in the late 19th century, with up to 500 students registered and
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attending at any one time. It was operated by the Catholic Church on behalf of
the Canadian government from 1890 to 1969. Some 150,000 Indian, Inuit and
Metis youngsters in total were forcibly enrolled in these schools, where
students were physically and sexually abused by headmasters and teachers
who stripped them of their culture and language. Today those experiences are
blamed for a high incidence of poverty, alcoholism and domestic violence, as
well as high suicide rates, in their communities. A truth and reconciliation
commission identified the names of, or information about, at least 3,200
children who died from abuse or neglect while attending a residential school.
The exact number remains unknown. At the Kamloops school, the principle in
1910 had raised concerns that federal funding was insufficient to properly feed
the students, according to the Tk'emlupste Secwepemc statement. Ottawa
formally apologized in 2008 for what the commission later termed a "cultural
genocide" as part of a Can$1.9 billion (US$1.6 billion) settlement with former

students.
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Sex Education for Muslims

The Quran and Hadees provide guidance in all affairs

of life.it is imperative for a Muslim to study the
Quran and Hadees, Understand them, and make

these principles a part of the daily life. The most important

human relationship is that of marriage. It is through this
institution that the procreation and training of the human

race comes about. So, it's no wonder that the Quran

and Hadees give us important guidance on this matter.

But it is unfortunate that our authors, teachers and

imams avoid this topic in their discourses due to a false
sense of embarrassment. Moreover, most of them are not

well versed in the field of medicine and psychology.

Therefore, it's only people who have knowledge of both
religion as well as medicine who should come forward to
speak and write on the subject. We have included in this
book all passages referring to sexual matters from the
Quran, Hadees and Figa. These passages provide guidance
to married as well as unmarried youngsters. If one reads
this matter it would be easier to maintain proper physical
and sexual health, along with an enjoyable marital life.
The reading of this matter as well as using it in one’s life

will be considered equal to worship.

Author: Dr.Syed Mubi
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Author:  Dr.Syed Mubin Akhter

Diplomaté Board of Psychiatry & Neurology (USA)
Availible at all Karachi Psychiatric Hospital Branches

Head office

Landhi
Nazimabad no 3, Al syed Center, Quaidabad
karachi (Opp. Swidish Institue)
Phone: (021) 111-760-760 iebplpipiotis
0336-7760760 i

We can also send these books by VPP.



For1.Q

The only IQ test oy
standardized in Pakistan. &< -

e e Qe L1 2 b00.Q) 3 uf,,»d/ ot
ULl N S2BUS 2ot R L E b5 Sug il
L5 i bl Jegt e oo A Bl L Sl

L Lpl e ol Rt e 2 St
linzral ol e e MGk st BIG e Yol Ul
_ufiélgufb)gf&g}d/ufz_.;h(l.QTest)da:jc? LTZ
St d Uz 1L (i) e Tl S e e A en
f&iﬁﬂwé/wf?uéém%gi/dL&*»J’ij’i&gjwz.nz_u
6L e Ul (122 DL b it
S d 17l (R :..._,;l,fli;,uﬂ vszﬁﬂf@dwéwd: i
S AL e P S NI PA YOI
& L e §uWipt I TS Cor )1 15
_q_g;/ﬁéj_éé_/?k&;l,sJu}.flelav‘Héuﬁ

OIS TG A 2,

I~
Auther:  Dr.Syed Mubin Akhter

Diplomate Board of Psychiatry & Neurology (USA)

Availible at all Karachi Psychiatric Hospital Branches

Quaidabad
Al syed Center,
(Opp. Swidish Institue)
Phone:35016532

Nazimabad no 3,
karachi
Phone; (021) 111-760-760
0336-7760760

Head office {

We can also send these books by VPP.



PSYCHIATRIST REQUIRED
*

"Psychiatrist required for Karachi Psychiatric Hospital"
(Pakistan)

* Diplomate of the American Board of Psychiatry
* DPM, MCPS or FCPS

Qualification Pay Scale
6 Hours | 8 Hours
F.C.P.S 150,000 | 200,000
F.C.P.S -l 60,000 80,000
M.C.P.S 90,000 | 120,000
D.PM 75,000 | 100,000
Send C.V to:

Dr. Syed Mubin Akhtar (Psychiatrist & Neurophysician)
Chairman KARACHI PSYCHIATRIC HOSPITAL

Address:

Nazimabad No.3 Karachi, Pakistan

E-mail: mubin@kph.org.pk

Phone No: (021) 111-760-760 / 0336-7760760




K.P.H. ECT MACHINE
MODEL NO. 3000

New Improved Mﬂdﬂ

Rs. 70,000/=

Wilh 5§ year full waranly and afler sale services.

Designed & Manufactured By

KARACHI PSYCHIATRIC HOSPITAL

NAZIMABAD NO. 3, KARACHI-PAKISTAN PHONE: 021-111-760-760
0336-7760760

Website: www.kph.org.pk  Email: support@kph.org.pk

This is being assembled and used in our hospital
since 1970 as well as JPMC and psychiatrists in other cities i.e

Sindh : Karachi, Sukkar, Nawabshah

Balochistan : Quetta

Pukhtoon Khuwah : Peshawar, D.I Khan, Mardan, Mansehra, Kohat

Punjah : Lahore, Gujranwala, Sarghodha, Faisalabad, Rahimyar Khan, Sialkot
Foreign : Sudan (Khurtum)

It has been found to be very efficient
and useful. We offer this machine to other doctors on a
very low price and give hundred percent guarantee for parts
and labour for a period of five years.
FIVE YEARS Guarantee, and in addition the price paid will be
completely refunded if the buyer is not satisfied for any
reason whatsoever and sends it back within one month of
purchase.



KARACHI PSYCHIATRIC HOSPITAL
KARACHI ADDICTION HOSPITAL

Established in 1970

Modern Treatment With Loving Care

Ctlee] ks - M Ol
Main Branch

Nazimabad # 3, Karachi

Phone # 111-760-760
0336-7760760

Other Branches

Male Ward: G/18, Block-B, North Nazimabad, Karachi
Quaidabad (Landhi): Alsyed Center (Opp. Swedish Institute)
Karachi Addiction Hospital:

Mubin House, Block B, North Nazimabad, Karachi

E-mail: support@kph.org.pk
Skype [.D: online@kph.org.pk
Visit our website: <www.kph.org.pk>




/ MESSAGE FOR PSYCHIATRISTS

Karachi Psychiatric Hospital was established in 1970 in Karachi. It is not
only a hospital but an institute which promotes awareness about mental disorders in
patients as well as in the general public. Nowadays it has several branches in
Nazimabad ,North Nazimabad, and in Quaidabad. In addition to this there is a
separate hospital for addiction by the name of Karachi Addiction Hospital.

We offer our facilities to all Psychiatrists for the indoor treatment of
their patients under their own care.
Indoor services include:

» 24 hours well trained staff, available round the clock, including Sundays &
Holidays.

» Well trained Psychiatrists, Psychologists, Social Workers, Recreation &
Islamic Therapists who will carry out your instructions for the treatment of
your patient.

» An Anesthetist and a Consultant Physician are also available.

» The patient admitted by you will be considered yours forever. If your patient
by chance comes directly to the hospital, you will be informed to get your
treatment instructions, and consultation fee will be paid to you.

» The hospital will pay consultation fee DAILY to the psychiatrist as follows:

- Semi Private Room
Rs 700/= Private Room
Rs 600/= General Ward
Rs 500/= Charitable Ward (Ibn-e-Sina)

The hospital publishes a monthly journal in its website by the name ‘The Karachi
Psychiatric Hospital Bulletin” with latest Psychiatric researches. We also conduct
monthly meetings of our hospital psychiatrists in which all the psychiatrists in the city
are welcome to participate.

Assuring you of our best services.

C.EO
Contact # 0336-7760760
111-760-760

Email: support@kph.orqg.pk

/




Our Prefessienal Staff for

Patient Cae

Doctors: 5. Rano Irfan
Dr. Syed Mubin Akhtar M.S (Psychology)
MBBS. (Diplomate American Board of Madiha Obaid
Psychiatry & Neurology) M.S.C (Psychology)
Dr. Akhtar Fareed Siddiqui . Danish Rasheed
MBBS, F.C.P.S (Psychiatry) M.S. (Psychology)
Dr. Anand Kumar . Naveeda Naz

MBBS, F.C.P.S (Psychiatry) M.S.C (Psychology)
Dr. Zeenatullah Anis ur Rehman

MBBS, F.C.P.S (Psychiatry) M.A (Psychology)
Dr. Javed Sheikh 10. Rabia Tabassum
MBBS, DPM (Psychiatry) M.Phil.

Dr. Syed Abdurrehman
MBBS

Dr. Salahuddin Siddiqui Social Therapists

MBBS (Psychiatrist) . Kausar Mubin Akhtar
Dr. Sadiq Mohiuddin M.A (Social Work) Director Administration

MBBS . Roohi Afroz

Dr. Habib Baig M.A (Social Work)

MBBS . Talat Hyder
. Dr. Ashfaque M.A (Social Work)

MBBS . Mohammad Ibrahim
. Dr. Salim Ahmed M.A (Social Work)

MBBS . Syeda Mehjabeen Akhtar
B.S (USA)

Muhammad Ibrahim Essa
M.A (Social Work)/ Manger

. Dr. Javeria
MBBS

. Dr. Sumiya Jibran
MBBS

. Dr. Mohsin Mehmood
MBBS

. Dr. Nareem Zafar Research Advisor

MBBS Prof. Dr. Mohammad Igbal Afridi
MRC Psych, FRC Psych

Medical Specialist:
Psychologists: Dr. Afzal Qasim. F.C.P.S

Syed Haider Ali (Director) Associate Prof. D.U.H.S
Anesthetists:

Dr. Shafig-ur-Rehman
Shoaib Ahmed Dr. Vikram

MA (Psychology)

MA (Psychology), DCP (KU) Anesthetist,
Benazir Shaheed Hospital
Syed Khurshied Javaid Trauma Centre, Karachi

General Manager




PSYCHIATRIC WARD

PATIENTS' ACTIVITY
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https://www.facebook.com/kph.org.pk/videos/612439270012267/

#® kph.org.pk
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