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Management of depression in outpatient settings
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ECURRENT EPISODES OF MAJOR DEPFRESSION, WHICH IS A COMMOMN
and serious illness, are called major depressive disorder; depressive episodes
AL " that occur in conjunction with manic episodes are called bipolar disorder.
Major depressive disorder accounts for 4.4 percent of the total overall global disease
burden, a contribution similar to thatof ischemic heart disease or diarrheal diseases.?
The prevalence of major depressive disorder in the United States is 5.4 to 8.9 percent?
and of bipolar disorder, 1.7 to 3.7 percent.3 Major depression affects 5to 13 percentof
medical outpatients, * yet is often undiagnosed and unwreared.5® Moreover, it is often
undertreated when correcdy diagnosed.®
The demographics of depression are impressive. Among persons both with major
depressive disorder and bipolar disorder, 75 to 85 percent have recurrent episodes.” ®
In addition, 10 to 30 percent of persons with a major depressive episode recover incom-
pletely and have persistent, residual depressive symptoms, or dysthymia, a disorder
with symptoms that are similar to those of major depression but last longer and are
milder.®? Patients who have diabetes, epilepsy, or ischemic heart disease with concom-
itant major depression have poorer outcomes than do those without depression.10.11
The risk of death from suicide, accidents, heart disease, respiratory disorders, and stroke
is higheramong the depressed. 213 Effectve treanmentof depression may reduce mor-
tality or improve the outcome after acute myoecardial mfarctioni+or stroke s and lower
the risk of suicide. 1t
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1. Tram cam c6 pho bien khéng?




Tram cam la hau qua cta cudc song hién dai?




Chirng mat den (melancholia)

(Hypocrates - 5 thé ky trudc Cong nguyén)
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Daan nhaap

o Traam caiim lag beanh lyu phoa biean thooeng
gaep trong noai khoa toang quaut*:
— Noung thou hai sau cao huyeat aup, ngang voui
TMCT
~ 10% beanh nhaan ngoaii truu cou traam caium naeng
~ Xuaat noa: 5.7% (nam), 11.7% (noo)**

*Hirschfeld RMA, et al. The National Depressive and Manic-Depressive Association consensus statement on the
undertreatment of depression. JAMA 1997;277:333-40.

**The Third National Health and Nutrition Examination Survey (NHANES Ill 1988- 94) Bethesda, Md: National Center
for Health Statistics; 2002.




Tram cam ding thr2
trong ganh nang bénh ly toan cau

Percent of total disease burden

9.0 Bénh mach vanh

E -

Tram cam nang
5.0 Bénh ly tim mach
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4.7 Lam dung rwou
4.4 Tal nan giao thong
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3. Ung thw phoi
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Tram cam lam giam chat lwong song

Hypertension h
Cancer
Diabetes
Stroke

Emhysema

Depression

Heart disease

Arthritis

100 150 200 250

Quality Adjusted Life Years (QALYSs) ‘lost’ in population of 2,558 older adults over 4

years. Adjusted for age, gender, and comorbid medical conditions.
Unutzer et al, Intl Psychogeriatrics, 2000




Tan suat tram cam nang
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MKaton and Sullivan. J Clin Psychiatry. 1989;51(suppl 6):3.




Tan suat tram cam trong bénh Noi khoa

o Bénh tim mach 15-23%
o Tieu dworng 11 - 12%
o COPD 10 - 20%

o TBMMN 30-50%

}eazton W et al. Biol Psychiatry, 2003




2. Anh hwéng cua tram cam
trong bénh ly noi khoa




Anh hwéng cta tram cam
tren benh ly noi khoa




Average direct and indirect annual costs in dollars attributable to mood
disorders per individual employee

.T-t.“.lrol‘ depreision
B Bipolar dinorder

Absentesism Presenteeism Total

Kessler et al. Prevalence and effects of mood disorders on work performance
nationally representative sample of US workers. Am J Psychiatry 2. 6; 163:15F
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“Chi ph1 cho bénh tram cam &
My gan bang ngan sach nghién

cuu khong gian ciua NASA”







Anh hwéng cta tram cam
tren benh ly noi khoa

Thich
ng
sai lac

Bénh suat va




“Maladaptive responses”

o Lam nang thém nhirng TC co thé (dau)

o Tang théi quen xau (hut thuoc, map phi, thieéu van
dong)

o Giam kha nang tw cham séc va tuan tha thuoc
men

o Tac dong sinh ly trwe tiep:
— Didu hoa hé TK TV, dbi thi va hé mién dich

Katon W. Gen Hosp Psychiatry. 1996;18(4):215-219.




3. Tac déng cua tram cam trén:

- Tieu dwdng

- Bénh mach vanh




Tram cam — Tieu dwdng




Tudi trung binh ctia TC va TP

Depression
45 - 64

Typejz DM
40460

Depression
18 - 39







Tram cam la mét nguy co’ cia tieu dwong

Fig. 1 Forest plot showing the
relative risk and 95% CI of each
study and the pooled relative
risk (RR) and 95% Cl using both
the fixed effects model and
random effects model

Eaton et al., 1996 [13]
Kawakami et al., 1999 [16]
Camethon et al., 2003 [12]
Arrovo et al., 2004 [11]
Golden et al., 2004 [15]
Kuman «t al., 2004 [18]
Palinkas et al., 2004 | 19]

van den Akker et al., 2004 [10]

Everson-Rose et al., 2004 [14]

Pooled RR: fixed eflects model

Pooled RR: random effects model

26% elevated risk
37% elevated risk

2.0

Relative risk

Knol MJ et al. Diabetologia 2006; 49: 837



Loi song tram cam - tiéu dwong

Tram cam

/—/%

An ubng Thiéu hoat Ngl kém Hut thude
déng

Tang can Khang
Insulin
\—

Y

Tiéu dwong




Tieu dwong ‘Trﬁm cam

axis Cortisol

Cac yéu to tam ly

Cam giac bénh tat

Thi€u ton trong ban than

Giam chat lugng cudc song
Tan phée

!

Tram cam




Trém cam lam téng gép déi nguy co

TO type 2




Tram cam lam nang thém triéu chirng TD
— Odds Ratios

Tay chan lanh

Té tay chan

Dau dau chi

Tiéu nhiéu

Doi nhiéu

Khat nhiéu

Run

Nhin mo

Mudn ngat

Buon ngu ban ngay

0 1

28
Ludman et al. Gen Hosp Psychiatry, 2004




Tram cam lam giam tuan tha BT
tren BN TD

40

Lipid Lowering ACE Inhibitors
Oral Meds

Hypotglycemic - 979
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Lin E et al., Diabetes Care, 2004




Tram cam lam tang ty 1é HbA1c > 8%

p<.001; Major>None
p<.01; Minor>None

N=4225
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Major
Depression Group
Adjusted for demographics, medical comorbidity, diabetes severity, diabetes type and duration, treatment type

asg clinic.
Katon et al, Diabetes Care, 2004




Tram cam va tiéu dudng

1/3 BN DTD c6 bién chirng veé than kinh, vong
mac, than bi tram cam.

Tw sat thwodng nam trong nhém BN BDTP c6 BC
Thudng dé tai phat hon (90%)

Tram cam lam tang HbA1c 1%

Nguy cd NMCT, BMV, BC mat tdng gép 2 lan
Chi phi BT tdng gap 4.5 lan

World Psychiatry Association Bulettin - 0506




Tram cam va bénh mach vanh




Tram cam lam tang so NCTM

> 3 Cardiac Risk Factors (%)
100

90 - B Non Depressed B Depressed
80 T
70 7 62.5
60
50
40
30
20
10
0

Diabetic Patients With CVD Diabetic Patients Without CVD
N=3010 N=1215

Katon et al, J Gen Intern Med, 2004




Tram cam lam tang ty 1é hut thuoc

18 p<0.001; Major>None
16881 p<0.01; Minor>None
145 N=4225

1 €
[0

None Minor Major

Depression Group

Adjusted for demographics, medical comorbidity, diabetes severity,diabetes type and duration, treatment type,

HhA1c and clinic.
Katon et al, Diabetes Care, 2004




Tram cam lam tang ti 1é béo phi (BMI >30)

80

70 p<.001; Major>None
p<.01; Minor>None
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Depression Group

Adjusted é%demographics, medical comorbidity, diabetes severity, diabetes type and duration, treatment type,
HbA1c andxlinic
Katon et al, Diabetes Care, 2004




Tram cam la mét nguy co doc lap ctia bénh mach vanh
Depression, Morbidity and Mortality in 730 Individuals Over 27 Years

The Glastrup Study

Acute Mi 9.5 Total Mortality

2.0+
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Relative Ri

With depression
0- @ without depression 0-

MI = myocardial infarction; Barefoot JC, Schroll M. Circulation. 1996(June 1);93(11):1976-1980




Depression Increases Cardiac Mortality

Adjusted Risk Ratio for Cardiac Mortality

OR 3.0 (1.1-7.8)

Major Depression

Minor Depression
OR 1.6 (1.0-2.7)

|
4 5 6

No Depression Depression

Penninx et al, Arch Gen Psychiatry, 2001




TY LE TU VONG TICH LUY SAU NMCT

Tram cam (N=35) /—/

Khéng tram cam (N=187)

3
Thang

Frasure-Smith N, Lesperance F, Talajic M. JAMA. 1993(Oct 20);270(15):1819-1825




NHUNG CO' CHE TRAM CAM LAM TANG NGUY CO
TU VONG SAU NHOI MAU CO TIM

o Tang nguy co’ loan nhip — dot tw
o Tang ket dinh tieu cau.
o Anh hwéng RL chuyén héa lipid.

o0 Khéng tuan thu DT:
— [t van déng hon
— Co may boé dwoc thuoc la giam 40%
— Tuan thua diéu tri (uong aspirin) kém hon

Christopher M. O’ Connor, M.D.
Forest Pharmaceuticals, Inc. Psych 2000




TRAM CAM VA TANG DONG

TMCT + TC

B Nhom ching

B Thiéu mau co tim
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Cac yéu to dong mau: yéu to tieu cau 4 (PF-4), B
Thromboglobulin (B TG) tang trong RL tram cam.

J Clin Psychopharmacol 2000 (Apr); 20(2)137-140)




SAD-H(e)ART

Sertraline Antidepressant Heart Attack
Randomized Trial

Khao sat tac dong cua Zoloft tréen LVEF




SADHART:
Left Ventricular Ejection Fraction (LVEF)

=
o

M Zoloft (N=135) M Placebo (N=125)

0.54 0.52 0.54 0.53 There were no significant
changes in blood pressure
or heart rate on either
Zoloft or Placebo

@)

The mean dose of Zoloft
was 68.8 mg/day

No

The mean “dose” of placebo
was equivalent to 70.5 mg/day

Q.
&
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Baseline

Glassman et al, JAMA, 2002




Relative Risk (95% Cls) For Cardiovascular Events: Zoloft vs.
Placebo

Relative risk for Zoloft vs. placebo
0 05 1 15 2 25 Relative risk (95% CI)

0.39 (0.08 — 1.39)

0.70 (0.23 — 2.16)

Stroke 0.98 (0.14 — 6.93)

Increased Angina 0.85 (0.53 — 1.38)

CHF 0.70 (0.23 — 2.16)

Composite* 0.77 (0.51 - 1.16)

* Composite consists of combination of
5 individual events

Glassman et al, JAMA, 2002




SADHART:
Két luan

- Trén BN tram cam nhap vién do NMCT cap hay
CDTN khéng 6n dinh:
- Tinh an toan: Khéng khéac biét vé cac chi so tim mach
gitra Zoloft va gia dworc
— Hiéu qua: Trén BN NMCT c6 tram cam nang trwérc d6
hay tram cam tai phat
- Nhém BT Zoloft cé tong so6 cac bien co tim mach
nghiém trong thap hon (khéng c6 YNTK)




ENRICHD

Enhancing Recovery in Coronary Heart Disease




ENRICHD: Objective & Study Design

Objective: To test whether early cognitive & psychosocial interventions to treat both
depression and low social support after an acute Ml will reduce death and nonfatal
recurrent infarctions
(SSRI treatment added for non-response)

Recent MI | Multicenter (73 US Sites) | N = 33,760 Screened

{

Randomized
n = 2481

Cognitive-Behavioral Therapy /\ Usual Care
n=1238 n=1243

Composite Primary Efficacy End Point: Death or Recurrent Ml

Secondary End Points: 1) Change in HAMD; 2) Change in ESSI
3) Revascularization Procedures; 4) Rehospitalizations

ENRICHD = Enhancing Recovery in Coronary Heart Disease; ESSI = ENRICHD Social Support Instrument.
Writing Committee for ENRICHD Investigators. JAMA, 2003




ENRICHD:
Tw vong hay NMCT
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CBT + Support
—— Usual Care

I I I I I
12 18 24 30 36

Follow-Up Time (Months)
No at Risk

Usual Care 1243 1099 1031 898 670 460 265 130
Intervention 1238 1083 1010 886 669 439 280 122

Writing Committee for the ENRICHD Investigators. JAMA, 2003; CBT: cognitive behavioral therapy




PT SSRI cho BN c6 HAM-D > 25 hay BDI <50%
sau 5 tuan

No Drug SSRI
(N=1481) (N =353) P

All-Cause Mortality 15.3% 7.4% 0.0004
CVD Mortality 9.8% 4.5% 0.0003

¢

CVD: cardiovascular disease
Writing Committee for the ENRICHD Investigators. JAMA. 2003;289:3106-3116.




SADHART & ENRICHD:
Két ludn sau 2 NC veé TC sau NMCT

- PT SSRI lam giam dang ké nhirng bién co tim
mach nang trén BN tram cam sau NMCT

- An toan: khéng cé tac dung phu dang ke ve tim
mach




RL TAM THAN O CO’' SO CHAM SOC
SUC KHOE BAN PAU

0 25% bénh nhan cé 1 RLTT.

0 88% bénh nhan c6 RLTT déen kham dau tién
tai coo s& CSSKBD.




Lam sao dé phat hién tram cam
trong boi canh noi khoa?




Figure | The iceberg of depression

OHE

Hecogirsed depression
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Bieu hién ban dau cua
tram cam trong No6i khoa: cac TC co’ thé

Triéu chirng & phong kham N&i Chuyén khoa tam than
o - 100 - 94%

83%
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Than phién co  Than phién tam R 1 N
thé 1y Than phién co Than phién tam

N=500 the ly

Bridges KW, Goldberg DP. J Psychosom Res. 1985;29:563-569.




Nhirng than phién vé co’
thwong it co NN thwce th

m Khéng c6 nguyén nhan thwc thé
m C6 nguyén nhan thwc thé
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Mét moi . . .
j Chéng mat  Nhirc pPhy Paulung Mat ngu Dau bung Té céng
dau Kho tho

Kroenke K, Mangelsdorff AD. Am J Med. 1989;86:262-266.




Nghich ly lam sang

o Chi 1/3 BN dwoc chan doan chinh xac*
o Ly do:
— Xau ho vi bénh tram cam (“social stigma”)
— Triéu chiéing toan than rat phan tan
— Thiéu hiéu biét va thai gian dé tiép can chan doan

*Hirschfeld RMA, et al. The National Depressive and Manic-Depressive Association consensus statement on the undertreatment of depression.
JAMA 1997;277:333-40.

**The Third National Health and Nutrition Examination Survey (NHANES IIl 1988- 94) Bethesda, Md: National Center for Health Statistics;
2002.
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B6i canh phat hién: Pa dang va khéong dién hinh

Mét moi kéo dai

Mat ngi

“An khong dugc”

Dau nhic

Hoi hop, “mét tim”

“Ha huyét ap”

Chong mat khong dac hiéu
Dau nguc trai

Nhic dau

C © QO NCONOR O O

Suy nhuoc than kinh

Lao suy

Bénh mach vanh

“Roi loan than kinh tim”
“Mau lén nao khong déu”
“Roi loan tién dinh”
“Viém xoang”




Chan doan
Diagnostic and Statistical Manual of Mental Disorders (DSM-IV)

Trong thang qua, 6ng ba c6 thay xuéng Trong thang qua, 6ng ba cé thay buon
sac, u sau hay vé vong khéng? chan, khéng ham thich gi khéng?

\ Néu 2 “khéng”, loai trii tram cam nang

Néu “cd” 1, tiép tuc phdng van

| 5/9

Giam khi sac
Chan nan, khdng hing tha (ahedonia) “n
Thay déi can nang > 2 tuan
Roi loan giac ngu

Cac van dé vé kha nang tam ly (psychomotor): dé kich thich hay tri don

Mat nang lugng

Cam giac toi 16i

Giam tap trung

Y nghi ty sat




Tinh chinh xac cua cong cu tam soat

D6 nhay cam 96 %

D0 chuyén biét 57 %




A SAD FACE(S)

Appetite

Sleep
Ahedonia
Depressed mood

Fatigue
Angitation
Concentration
Esteem
Suicide




Nhirng bénh c6 biéu hién nhu tram cam

Nhiém siéu vi (mononucleoside, HIV,
Ac tinh (tiéu hoa, tuy)

Mau (thiéu B12, folate)

Than kinh (sau dot qui, Parkinson)
Bénh tao keo (Lupus, RA)

Thuoc

Roi loan giac ngu (HC Pickwick)

0)
@)
0)
O
0)
0)
0)
O




Nhirng thuéc c6 thé gay tram cam

Thuoc chen beta? o Corticoids
Thudc chen Calci Indomethacin
Uc ché histamine H2 Thuoc phién

Phenyltoin

O
0]
0]
)

Clonidine Hormone dong hoa

Procainamide
Barbiturates




PIEU TRI TRAM CAM




Giao duc bénh nhan

o Don’ t:
— xem tram cam la mot khuyét tat ve dao dic hay tam ly
— “It’s all in your head”
o Do:
— mot bénh ly nhu nhitng bénh ly khac
— Piéu tri tram cam hiéu qua sé giam nhiing triéu chiing khac
— Nhan manh vé tinh pho bién ctia bénh

Mary Hooley, Gregory E. Simon. Managing depression in medical out patients. The New Eng J Med December 28, 2000
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Piéu tri bang thudc

o Co ché tac dung: chua r6

o Khéng c6 thuéc nao vuodt tréi vé mat chéng
tram cam

o Cac thudc thé hé mdi it doc tinh hon 3 vong
nhung khong lam giam nguy co tu sat

o Mac du SSRIs dat hon, téng chi phi BT van
nhu nhau do tidng s6 lan kham dé déi thuéc
hay tac dung phu

Simon GEet al. Long-term outcomes of initial antidepressant drug choice in a “real
world” randomized trial. Arch Fam Med 1999:8:319-25.

Jick SS,. BMJ 1995;310: 215-8




SSRIs

o Thudc hang dau trong DT vi dé dung, it tac
dung phu

o Tac dung phu: buén nén*, mat ngu*, but rut lo
au*, buon ngu, roi loan tinh duc

* Thudng lui dan sau 10-14 ngay
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Piéu tri bang thudc: lieu lugng

» Target dose » Step-up dose

Initial dose

5-10 days

\ 4
\ 4

Zoloft 50 mg PO qd 100 mg PO qd 150-200 mg PO qd
Venlafaxine 37.5 mg 75-150 mg PO qd 150-225 mg PO qd

Giam liéu & ngudi suy than, suy gan
Khéng ké toa qua 1 thang
SSRI: khéng can theo d6i ndong dd thudc huyét thanh




Clinical Observations Following Initiation
of Antidepressant Therapy

Synaptic effects and adverse events associated with antidepressants often occur before therapeutic
effects are observed

Synaptic effects — hours to days

AEs — hours to days

Therapeutic effects
1 to 6 weeks

I I I I
2 4 6 8

Increasing time after dosing with antidepressant

Richelson E. Mayo Clin Proc. 1994;69:1069-1081.




Tac dung phu

o Hau hét cac tac dung phu giam dan trong 1-4
tuan

o Tac dung diéu tri xuat hién cham hon

o Can khuyén khich BN tbi da, ting sé lan tiép
can dé cung co PT

Mary Hooley, Gregory E. Simon. Managing depression in medical out patients. The New Eng J
Med December 28, 2000




Than trong va tuong tac

o Thuéc 3 vong: loan nhip, ha huyét ap tu thé:
tranh st dung 6 bénh nhan cé bénh mach
vanh hay loan nhip, do ECG truéc khi su dung
va tang liéu

o Than trong khac: Bénh gan




Két hdp véi benzodiazepine

o Lgi ich: st dung trong 30-60% trudng hop dé
PT mat ngu, lo au va giam ty 1é bo BT

o Nguy ca: an than, Ié thuéc , giam tri nhé, HC
cai thuoc, tang ty I1é gay xuong, té nga, tai nan




ORIGINAL INVESTIGATION

Identitying Patients With Depression

in the Primary Care Setting

A More Efficient Method

David S. Brody, MD; Steven R. Hahn, MD; Robert L. Spitzer. MD; Kurt Kroenke, MD;
Mark Linzer, MD; Frank V. deGruy III, MD; Janet B. W, Williams, DSW

Objective: To determine if there is a core subset of de-
pressive symptoms that could be used to efficiently di-
agnose depression after administering the 2-item
PRIME-MD a screening questionnaire for depression.

Methods: One thousand patients selected randomly and
by convenience from 4 primary care clinics were as-
sessed by PRIME-MD and completed a questionnaire mea-
suring the following validation variables: functional sta-
tus and well-being, disability days, somatic symptoms,
depression severity, suicidal thoughts, health care utili-
zation, and the physician-patient relationship.
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between diagnosis based on core symptoms and major
depression (k= 0.77; overall accuracy rate, 94%). There
were significant differences (P<C.001) among patients with
negative depression screen, O to 1, 2, and 3 to 4 core symp-
toms with scores on each of the validation variables get-
ting progressively worse in these 4 groups. A cutoff point
of 2 core symptoms identified all but 3 patients with ma-
jor depression and an additional 5% of the entire sample
without major depression who were significantly (P<<.05)
worse than patients without depression on each of the
validation variables.

Conclusion: A strategy that includes the use of a 2-
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Khi nao can chuyén BS Tam than?

o BS téng quat c6 thé diéu tri tram cam :-( hiéu
qua > 75% truong hgp
o Tham van tam than:
— Mania :-), psychosis, bipolar disorder ):(
— Khéng dap ung thuodc
— Can phoi hgp thudc
— Co y dinh tu sat

Mary Hooley, Gregory E. Simon. Managing depression in medical out patients. The New Eng J Med
December 28, 2000




Theo déi (1)

o Theo do6i sat trong 3 thang dau:

— Gan 50% BN bo thuéc trong thang dau

— Tai kham méi 1-2 tuan dé cing c6 BN:
Chi thay tac dung ro sau it nhat 4-6 tuan
Chi 50% dap ung vé6i thudc dau tién

P6i thudc thid 2: hiéu qua 80%

Mary Hooley, Gregory E. Simon. Managing depression in medical out patients. The New Eng J Med
December 28, 2000




Theo dbi (2)

o Thoi gian diéu tri:

— It nhat 6 thang dé tranh tai phat

— PT thém 6-8 thang sau khi hdi phuc
o Tai kham moi 3-6 thang

o Giam liéu that cham trong 2-3 thang. Néu tai
phat, DT thém 3-6 thang




Thai gian diéu tri

First
Episode!-2

Second
episode?

Third +
Episode?3

20 40 60 80
Risk of recurrence (%) following recovery
during long-term follow-up*

*Patients were followed for 3 to 15 years following recovery of previous episode.
1. Judd LL, et al. Am J Psychiatry. 2000;157:1501-1504.

2. Mueller Tl, et al. Am J Psychiatry. 1999;156:1000-1006.

3. Frank E, et al. Arch Gen Psychiatry. 1990;47:1093-1099.




Thai gian diéu tri

First
Episode!-2

Second
episode?

Third +
Episode?3

20 40 60 80
Risk of recurrence (%) following recovery
during long-term follow-up*

*Patients were followed for 3 to 15 years following recovery of previous episode.
1. Judd LL, et al. Am J Psychiatry. 2000;157:1501-1504.

2. Mueller Tl, et al. Am J Psychiatry. 1999;156:1000-1006.

3. Frank E, et al. Arch Gen Psychiatry. 1990;47:1093-1099.







| think the saddest people always try their
hardest to make people happy. Because they
know what it’s like to feel absolutely worthless
and they don’t want anybody else to feel like that.

Robin Willlams (1951-2014)
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- “clean, well-lighted place”

- “a medical setting that provides a sense
- of support even in the darkest hours and

moments of greatest despair™

- “To provide such a sense of security is
the fundamental basis of successful
medical care™

Alan M., Jacobson. The psychological care of patients with insulin-dependent
diabetes mellitus. The New Eng.J Med vol. 334 no. 19




- Khong phai la nhan cach bénh

« Tram cam la mot bénh thuc thé cé
nguon goc rat sau xa va phuc tap (di
truyén, xa hoi, moi trueng)

+ C6 thé PT ducdc bénh tram cam







