PAT VAN PE

Trdm cam la trang thai bénh ly phé bién trong linh vyc tam than hoc,
dac trung bai su tic ché toan bd cac mit hoat dong tdm than. Trén lam sang,
trdm cam c6 thé xuét hién trong r6i loan cam xuc va cac rdi loan tim than
khéc (cac r6i loan lién quan dén stress, réi loan khi sic thuc ton, réi loan
lién quan téi dung chét. . .). Trong cac 16i loan cam xuc ndi sinh, trAm cam
trongrdi loan cam xac ludng cuc chiém mot ty 1¢ dang ké.

Viéc chan doan rdi loan cam xic ludng cuc dé& dang hon khi bénh
nhan da c6 tién sir xuat hién nhimng giai doan hung cam, hung cam nhe. Tuy
nhién, du dic trung cia rdi loan cam xtc ludng cuc I 13 nhiing giai doan
hung cam, nhung van c6 téi 51,6% bénh nhéan c6 biéu hién nhiing giai doan
dau tién 1a nhitng giai doan trAm cam, va viéc chan doéan rdi loan cam xuc
ludng cuc II cang khé khan khi kho nhan dién nhitng giai doan hung cam
nhe.Van dé nhén dién sém rdi loan cam xutc ludng cyc tir nhitng giai doan
tram cam ban dau 13 mot thach thic v6i cac nha 1am sang. Do nhitng nét
twong dong triéu chimg voi trim cam trong bénh 1y khac, din dén cham tré
khi quyét dinh sir dung thudc chinh khi sic trong diéu tri va anh huong dén
tién luong bénh.Viée sir dung thudc chéng tram cam don thudn & bénh nhan
tram cam ludng cuc khong chi gdy nhiing hdu qua nhu lam tang cac giai
doan rdi loan cam xtc, cac trang thai hén hop, gdy trang thai hung cam, tu
sat, ting s6 ngay mat chtrc ning & bénh nhan trim cam ludng cyc... ma con
lam tang chi phi diéu tri tryc tiép 1an gian tiép cho gia dinh va xi hoi.

So vdi cac giai doan hung cam hay hung cam nhe, cac giai doan tram
cam anh huong 16n hon, dang ké hon téi cac chirc ning ca nhan, nghé
nghi¢p, xa hoi; su suy giam cdc chire ndng nay co twong quan rd rét voi
mtc d6 ning cia trAm cam. Muyc tiéu diéu tri 1a giup bénh nhan sém thuyén
giam bénh, ngin ngira xuat hién céc trang thai cam xuc khac, ning cao hiéu
biét ciia bénh nhén va gia dinh dé ting cudng sy tuan tha diéu tri nhdm cai
thién chét lugng cudc séng. Trude day, do su thiéu hiéu biét vé bénh ly,
thiéu cac phuong tién diéu tri phu hop, viéc diéu trj trdm cam trong 16i loan
cam xuc ludng cuc con gip nhidu khé khan. Tuy nhién, nhitng nim gan day
Vi su tién bo trong cong nghiép duge pham, tim 1y tri liéu, cach thic quan
Iy, cling nhu nhiing hudng dan diéu tri ludn dugc cap nhat voi cac bang
ching khach quan, viée diéu tri da c6 nhiing thay d6i _phu hop hon.

Trén thé gidi di co nhitng nghién ciru déc diém 1am sang tram cam
trong rdi loan cam xuc ludng cuc nham hd trg chan doan sém. Pong thoi co
nhitng nghién ctru danh gia vé diéu tri, quan 1y trdm cam trong r6i loan cam

xtic ludng cyc. Tuy nhién, tai Viét Nam cac nghién ciru vé vin d& nay van
con han ché va chua diy di. Do d6 chiing toi thuc hién dé tai “Nghién ciru
dac diém lim sang va thuc trang diéu tri tram cim & nguwoi bénh roi logn
cdm xiic lwong cwe tai Vién Stec khoé Tam than” véi 2 muc tiéu:
1. M6 td cic ddc diém lam sang tram cdm trong roi logn cam xiic hedng cu.
2. Bdnh gia thuc trang diéu tri tram cam trong 16i logn cam xiic ludng cuc.

Nhirng dong gop mai ciia ludn an

- Nghién ctru mé ta 1am sang (c6 hoi hoi ciru va theo ddi dén sau ra vién
12 thang) giup tim ra nhimg dac diém dic trung, nhimg sy khac biét,
g0p phan vao hé thong md ta 1am sang biéu hién rdi loan bénh (nhiing
ddc diém khac biét giira trAm cam ludng cuc va cac loai tram cam khac
nhu trdim cam don cyc, thuc ton hay tim cin), hinh thanh nén nhimng
gia thiét tao tién dé cho cac nghién ctru chuyén siu.

- Day la nghién ctru déu tién tai Viét Nam theo doi nguoi bénh r6i loan
cam xuc ludng cuc dén 12 thang sau ra vién nén da theo doi dugc thuc
trang tuan thu diéu tri, su tai phat, tai dién cia bénh va su anh huéng
dén cac chuc nang ca nhan, nghé nghi€p va xa hoi sau ra vién.

B cuc ludn 4n

Luéan an dai 144 trang vadi 4 chuong duoc bd cuc nhu sau: Pat van dé: 2
trang; Chuwong 1: Tong quan tai lidu 40 trang; Chuong 2: Di twong va

phuong phap nghién ciru 15 trang; Chuong 3: Két qua 34 trang; Chuong 4:

Ban luan 50 trang; Két luan va kién nghi 3 trang.

Luan 4n bao gdbm 35 bang, 19 biéu dd. Ludn 4n c6 191 tai liéu tham
khao bao gom 16 tai liéu tiéng Viét va 175 tiéng Anh.

CHUONG 1: TONG QUAN TAI LIEU

1.1. TRAM CAM VA ROI LOAN CAM XUC LUONG CUC
1.1.1. Khai niém veé trAm cam va roi loan ciam xuc ludng cuc

Trim cam 1a mot trang thai bénh ly cia cam xuc, biéu hién bang qua
trinh trc ché toan bd cac hoat dong tam than: chu yéu 1a (e ché cam xuc, trc
ché tu duy, va uc ché van dong.

R6i loan cam xac ludng cuc (RLCXLC) 1a mot roi loan cam xtic man
tinh, dic trung boi cac giai doan hung cam (GPHC) hay hung cam nhe xen
k& 1an nhau hay di kém vdi cac giai doan tram cam (GDTC). RLCXLC con
duoc goi la roi loan hung trdm cam, rdi loan luong cuc, r6i loan phé luong
cuc.



1.1.2. Pinh nghia va phén loai rdi loan cam xiic ludng cue

ICD — 10: RLCXLC 1 rdi loan déc trung boi it nhat tir hai giai doan
bénh vé6i khi sic va mirc d6 hoat dong cua bénh nhan bi roi loan rd rét. Roi
loan nay bao gdm timg luc ¢6 sy tang khi sic, sinh lyc va hoat dong (hung
cam nhe hodc hung cam) va nhiing luc khac cé sy giam khi sdc, sinh luc va
hoat dong (trAim cam). Cac giai doan bénh l3p lai chi c6 hung cam hodc
hung cam nhe ciling dugc phan loai 1a RLCXLC.

DSM -1V - TR, DSM - V RLCXLC xay ra ngay ca chi voi mot thoi ky
tang khi sic don 1¢ ma khéng phai do lam dung chét hodc mét bénh co thé.
1.1.3. Bénh nguyén, bénh sinh rdi loan cim xic ludng cue

= Yéu td di truyén va bam sinh
*  Yéu t) sinh hoc than kinh
= Yéu té nhan thirc
»  Yéu tb xa hoi, moi trucmg
1.2. PAC PIEM TRAM CAM TRONG RLCXLC
1.2.1. Pac diém chung cia trim cim
1.2.2. Nhirng diic diém trAm cim trong roi loan cam xic ludng cue
1.2.2.1. Bdc diém triéu chung

Phé bién trong trim cam ludng cuc hon 1a don cuc: céc triéu chimg
khong dién hinh; trim cam loan than; trang thai tram cam hdn hop; trim cam lo
au/kich dong; tram cam suy nhugc; tinh dé bi kich thich/con tirc gian.
1.2.2.2. Dién bién ciia bénh Iy

Phé bién trong trém cam ludng cyuc hon la don cuc: khoi phat bénh
som; tai dién nhanh; xudt hién tram cam sau sinh; chu ky nhanh; céc giai
doan trAm cam ngén; trén nén khi chat hung phan.
1.2.2.3. Tién sir gia dinh

Nhiing ngudi c6 tién st gia dinh c6 ngudi rdi loan ludng cuc c6 mot
nguy co rat cao (hon 50%) tu phat xuét hién cac con hung cam & do tudi 30.
1.2.2.4. Si khéng dap vmg véi diéu tri

Phé bién trong trim cam ludng cyc hon 1a don cyc: hung cam do
thudc CTC; loan than, trang thai hon hop, hodc tu sat do thudc CTC; khong
dap tmg véi thuée CTC; dung nap véi thuée CTC; chu ky nhanh.

1.3. PIEU TRI TRAM CAM TRONG RLCXLC

1.3.1. Nguyén tac diéu tri

% Nguyén tic diéu tri co ban cua Hoi Tam thin Hoa Ky (APA 2009)

¢ Nhitng nguyén tac diéu tri co ban cia hé thong diéu tri ri loan cam xuc
va lo au ciia Canada (CANMAT 2013)

+ Cac muc tiéu can thiép

% Ké hoach diéu tri cu thé . )
Bang 1.1: Muc tiéu cia cac phwong phap diéu tri doi voi RLCXLC (Eduard Vieta)

Muc tiéu

Céc giai doan cép tinh

Piéu tri thud A X
cu tn thuoc Cac giai doan loan than.

Dy phong tai dién
biéu tri lo du va mat ngu

Phoi hg’!) d.l ou tr.; Ngén ngura tu sat
thuoc va diéu tri . 1
A1 * | Tranh lam dung thuoc
tam ly

Tuén thu diéu tri
Cai thién cac tat ching.

Thong tin vé va diéu chinh v6i bénh 1y man tinh
Cai thién chirc nang gitia cac giai doan bénh

Nang do cam xuc

Piéu tri tamly | Nang d& tir gia dinh

Nhén biét sém céc tién triéu

Dbi phd voi hau qua tim 1y x3 hoi cua cac giai

doan bénh trong qua khir va tuong lai.

1.3.2. Cac Ira chon diéu tri
1.3.2.1. Piéu tri giai doan cap

Céc thude duge khuyén dung phd bién nhit trong diéu tri giai doan
cép clia tram cam ludng cuc 1a thuée CKS, va thudc CTC. Huéng din diéu
tri rdi loan cam xuc va lo 4u cua Canada (CANMAT 2013) da dua thém vao
cac thude chéng loan than khong dién hinh ca trong don tri li€u va diéu tri
phdi hop trong trAm cam ludng cuc cp tinh. CANMAT 2013 ciing di co
hudng dan riéng biét cho tram cam ludng cuc I va II.
1.3.2.2. Piéu tri duy tri

Muc dich chinh cta diéu tri duy tri bao gdm phong tai phat, giam cac
triéu chimg dudi ngudng, va giam nguy co tu sat. Muc dich cing can phai
bao gom giam tan s6 chu ky, 6n dinh cam xac ciing nhu cai thién chirc ning
tong thé.
1.3.2.3. Piéu tri tram cam luong cuc khang tri

Viée diéu trj trdm cam ludong cuc khang tri giai doan cép tinh 1a phuc
tap va co it co s& bang chimg. Khi cic lya chon hang thir nhat va hang tht
hai khong c6 hi¢u qua, bién phap thay thé hiéu qua mot 1an nira 1a sdc dién
(ECT). Bén canh d6 mot sé phuong thirc dleu tri nhu kich thich néo sau,
kich thich than kinh phé vi...tuy nhién con rit han ché vé mit bang chimg
nghién ctru.



1.4. MQT SO NGHIEN CUU TRONG NUOC VA TREN THE GIOI
1.4.1. Nghién ciru vé déc diém lam sang ciia tram cam trong RLCXLC

Ghaemi va cong su duoc tién hanh nam 2004 nhim xac dinh mot s6
ddc diém trdm cam, 36 bénh nhan RLCXLC I va II dugc so sanh véi 37
bénh nhan rdi loan tram cam tai dién (RLTCTD), két qua khi phan tich hoi
quy da bién c6 hiéu chinh, 5 yéu t& du bao manh nhét 1a: cac GPTC ngén,
khoi phat sém, hung cam do thudc CTC, trdm cam sau sinh va céc triéu
chimg trAm cam khong dién hinh.

Tai Viét Nam, tac gia Vii Van Dan (2012) va Nguyén Vin Hb
(2013), cac bénh nhan trAm cam ludng cuc déu gap ty 1€ cao cac tri€u
chung dic trung, triéu chimg phd bién va triéu ching co thé cia trAm cam.
Tuy nhién, cac nghién ctru tai Viét Nam con han ché trong viéc chi ra cac
dic diém phén biét giira trdm cam ludng cuc va tram cam don cuc.

1.4.2. Nghién ciru vé thuc trang diéu tri tram cam

Trén thé gidi, viéc xdy dung cac hudéng dan diéu tri nhu da dé cap o
trén dua trén cac bang chimng khoa hoc tir cac thir nghiém 1am sang, cho
thiy cac thudc (dic biét 1a cac thude ¢ hang thir nhat) ¢6 vai tro trong viée
diéu tri giai doan cip, diéu tri duy tri va lam giam dwoc nguy co tai dién, tai
phat giai doan bénh, tranh chuyén pha cam xuc.

Nguyén Vin Cudng (2013) nghién clru quetiapin diéu tri trim cam
ludng cuc, thiy 61,1% thuyén giam hoan toan, nhém phdi hop thude co
hiéu qua cao hon nhom dung quetiapin don thuan. Vii Vin Dén (2012),
thuéc CKS sir dung phd bién nhat 1a valproat, thudc chdng tram cam phd
bién nhat 14 mirtazapin.

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. POI TUQONG NGHIEN CUU
2.1.1. Tiéu chuén lya chon

Bénh nhan dugc chén doén xac dinh RLCXLC hién GDTC theo tiéu
chuén chan doan cua ICD-10 (F31.30, F31.31, F31.4, va F31.5).
2.1.2. Tiéu chuin loai trir

Bénh nhéan khong ddng ¥ tham gia, bo cude do khong mudn tiép tuc
theo doi. Bénh nhan hién dang mic cc bénh ly ndi ngoai khoa tinh trang
ning. Bénh nhin méc cic bénh can trd kha ning giao tiép (khong do tram
cam)

2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thoi gian va dia diém nghién ctu

Nghién ctu dugc thyc hién tir 01/2011 dén 11/2017 tai Vién Stc

khoé Tam thén va noi cu tri cua nguoi bénh sau khi bénh nhan ra vién.

2.2.2. Thiét ké nghién ciru

Nghién ctru dugc thyc hién theo phuong phap mo ta chum ca bénh va
theo ddi doc tir thoi diém lac vao, luc ra vién va tai céc thoi diém 3, 6, 9 va
12 thang sau khi ra vién.

2.2.3. C& miu nghién ctru

C& mau thuan tién léy t6i da cac bénh nhén co thé tiép can. Thuc té ching
t01 thu thap dugc 71 bénh nhan trong qué trinh nghién ctru, trong d6 c6 70 bénh
nhan theo d6i dugc toan bd qua trinh — 1a nhitng bénh nhan dugc danh gia dﬁy da
tir lc vao vién, ra vién va cac thoi diém 3, 6, 9, 12 thang sau khi ra vién, con 1
bénh nhan d tu sat sau 7 ngay ra vién do tinh trang trdm cam & ngudi bénh, vin
duogc tinh vao trong nghién curu.

2.2.4. Cac cong cu nghién ciru

Bénh 4n nghién ctru, Bang phan loai bénh qudc té 1an thir 10 (ICD-10),
S6 tay chén doan va thong ké cac rdi loan tim than phién ban 5 (DSM-5) ciia
Hiép hoi Tam than hoc Hoa Ky, Thang diém dénh gia trim cam BECK, Thang
danh gia chung vé 14m sang CGI, Bénh 4n diéu tri cia bénh nhén:

2.2.5. Cac bién sb nghién ciru
2.2.5.1. Céc bién s6 dic diém nhan khau, xa hoi, tién sir ban than va gia dinh
2.2.5.2. Cac bién sb tridu ching 1am sang va diac diém phan biét tram cam
ludng cuc véi cac tram cam khac
2.2.5.3. Céc bién sb vé diéu tri
2.2.6. Cach thirc thu thap so liéu
Nghién ctru dugc thyc hién qua cac budc:

Budc 1: Lua chon bénh nhéan

Budc 2: Thu thap s liéu trong thoi gian nim vién

Budc 3: Thu thap s6 liéu sau khi bénh nhan ra vién

Loai bo cac bénh nhan khong du tiéu chuin trong ting budc.

Céch tién hanh chung: hoi bénh, kham tam than chung, danh gia cac
triéu ching 1am sang theo timg giai doan, lam tric nghiém tam 1y theo giai
doan, ghi chép lai mau biéu theo mot quy trinh théng nhét va hoan thién hd
so bénh an nghién ctu.

2.2.7. Xir 1y s6 liéu, ban luin két'lu@n va cong bd khoa hoc
2.3. PHAN TiCH VA XU LY SO LIEU

S6 liéu thu thap dugc trong nghién ciru duge xir ly bang phan mém
SPSS 25.0. M6 ta quan thé nghién ctru bang thuat todn mé ta tinh gid tri trung
binh, do 1éch chuén, ty 1€. Ngoai suy Kkét qua b?mg cac thuat toan: test ¢,
Fisher’s exact test, kiém dinh gia tri trung binh voi mot hé'tng s, kiém dinh ty 16
véi mot hé'mg s0 v6i mire do tin cay p< 0,05, tinh ty 1& mic phai tich lity.



2.4. SAI SO VA CACH KHAC PHUC

Céc sai s6 nh¢ lai: cach khic phuc 1 hoi thong tin tir nhiéu ngudn
(bénh nhan, nguoi than, hd so cil), sai s tiém tang do chon mau: khéc phuc
bang viéc thuyét phuc bénh nhan va ngudi nha nd lyc hop tac nghién ciru.
2.4.PAO PUC NGHIEN CUU

Nghién ciu duge thyc hién voi muc dich phuc vy cho cong tac khoa
hoc, nang cao chét luwong dich vu cham s6c BN. Pay 1a nghién clru mo ta,
nghién ciru vién dong vai trd quan sat, khong dwa ¥ kién diéu tri v6i cac nha
lam sang, do d6 khong lam anh hudng dén tinh khach quan ciia két qua diéu tri.
Viéc nghién ciru duge sy dong v cia BN va gia dinh nguoi bénh. Dé tai da
duoc thong qua boi Hoi dong xét dé cuong ctia Truong Dai hoc Y Ha Noi.

) CHUONG 3: KET QUA

3.1. PAC PIEM CHUNG NHOM POI TUQNG NGHIEN CU'U

Nghién ctru cia ching i bao gdm 71 bénh nhan. Trong qué trinh thyc
hién nghién ctru, ¢6 01 bénh nhéan da tw sat ngay sau 7 ngay ra vién do tinh trang
trAm cam, nén s6 ddi twong dugc theo ddi sau ra vién chi con 70 bénh nhan.

Badng 3.1. Pdc diém gidi tinh, nhém tuéi

Gioi o 2 Je
Tudi Nam Nir Tong so
Trung binh (X+ SD) 39,67+ 15,66 | 43,91 +£12,54 | 42,34+ 13,90
Tong so (n (%)) 28 (39,4) 43 (60,6) 71 (100)

Do tudi trung binh ciia nhom nghién ciru 1a 42,34 + 13,90. Ty 1€
nir/nam xap xi 1,5/1.
3.2. PAC PIEM LAM SANG TRAM CAM TRONG RLCXLC
3.2.1. Pic diém tién sir rdi loan/ bénh
3.2.1.1. Tién sir gia dinh

11,4% bénh nhan c6 tién sir gia dinh mic RLCXLC, 7% bénh nhan
¢6 tién sir gia dinh mac bénh tim than phén liét (TTPL).
3.2.1.2 Tuéi khoi phat

Bdng 3.2. Pdc diém tudi khoi phat

Pic diém n Ty 18 (%)
<24 29 40,8
25— 34 13 18,3
3544 11 15,5
45-59 18 254
> 60 0 0
Tuoi khoi phat trung binh 31,92+ 13,44

Nhom khai phat trude 25 tudi chiém ty 1€ cao nhat (40,8%).

3.2.1.3. Pac diém giai doan bénh ddu tién i
Bang 3.3. Dac diém giai doan bénh dau tién

Tién sir giai doan bénh diu tién n Ty 18 (%)
Tram cam 39 54,9
Hung cam 26 36,6
Hung cam nhe 6 8,5

54,.9% béI}h nhén co giai doan‘bénh dau tién 1a tram cam, chiém ty 1¢ cao nhat.
3.2.1.4. Bdc diém s6 giai doaon trd,m cam bénh triedc vao vién
Bang 3.4. DBdc diém so giai doan bénh trudc vao vién

Pic di¢m n Ty 18 (%)
0 16 22,5
1-2 28 394
Sé giai doan trAm cam 3-5 17 239
6-10 4 5,6
> 10 6 8,5

S6 GDTC tir 1-2 chiém phan 16n (39,4). Tuy nhién, co ty 18 cao (23,9%)
bénh nhan c6 tir 3-5 giai doan bénh, va c6 14,1% bénh nhén cé tir 6 giai doan
bénh tro 1én, dic biét c6 8,5% bénh nhan c6 trén 10 giai doan bénh.
3.2.1.5. Thoi gian kéo dai giai doan tram cam trude vao vién

Bdng 3.5. Thoi gian kéo dai cdc giai doan tram cam truée vao vién

Bi:lc dlém n Ty lé (%)
) > -
Phan 16n céc giai doan 3 the’mg 29 52,7
trAm cam c6 thoi gian kéo 3-6 thing 15 27,3
dai ¢ > 6 thang 11 20,0
Tong s6 55 100

52,7% bénh nhan ¢ phan 16n cic GDTC c6 thoi gian kéo dai dudi 3 thang.
3.2.2. Pic diém tram cam ¢ bénh nhan nghién ciru
3.2.2.1. Dac diém thé bénh theo ICD-10

50% 21,1 25,4 29,6 23,9
w ] [] ]
F31.30 F31.31 F31.4 F31.5

Biéu do 3.1. Béc diém thé bénh theo ICD-10
Nhom BN trdm cam muc d6 nhe/ vira va nhom trdm cam muc do
ning co ty 1& gan twong dwong nhau, trong d6, nhém BN tram cam ning
khong c6 loan than (F31.4) chiém ty 1¢ cao nhét 29,6%.



3.2.2.2. Bdc diém phan loai réi loan cam xiic hedng cuwe theo DSM-5

ERLCXLCI

ERLCXLCII

Biéu do 3.2. Pdc diém phdn loagi thé bénh theo DSM-5

Phén 16n BN duoc chin doan RLCXLC I (74,6%).
3.2.2.3. Cac triéu chung ddc trung thoi ki toan phat

Trong thoi ki toan phat, cac triéu chimg déc trung cua mot GDTC la khi
sic tram glam quan tam thich thi, giam nang lugng ting mét moi déu xuét
hién & nhom ddi tuong nghién ciru véi ty 18 cao: > 97% cod cac triéu chimg khi
sic tram, giam nang lugng tang mét moi, 61,1% - 78,6% co biéu hién giam
quan tam thich thi. Sy khac biét khong c6 y nghia thong ké & 2 nhom.
3.2.2.4. Céc triéu chitng phé bién thoi ki toan phat

Céc triéu chimg phd bién thoi ki toan phat chiém ty 1& cao & ca 2
nhom nghién ctru 1a bi quan nhin twong lai am dam, thiéu tap trung va RL
an udng kém RL c4n ning tuong tmg va RL gic ngu.

Ty 18 BN ¢ y tudng ty sat va toan ty sat chiém ty 16 43,7% ¢ giai
doan hién tai.
3.2.2.5. Cdc triéu chimng co thé thoi ki toan phat

Trong nhém nghién ciru, & cac GPTC trude, triéu ching tinh day
som hon 2 gi¢ hodac hon xuét hién 100% & nhom RLCXLC 11, cao hon
nhém RLCXLC I. Tuong tu, triéu ching tram cam nang 1én vao budi sang
cling ¢6 sy khac biét ¢ y nghia thong ké (p = 0,018). Triéu chimg chdm
chap tam than van dong co ty 1€ cao > 65%.

Tai giai doan hién tai, tri¢u ching giam nhu cAu tinh duc & nhom
RLXLC I cao hon nhém RLCXLC I ¢6 ¥ nghia théng ké (p = 0,031).
3.2.2.6. Loan than

Trong tién s, 20% BN co biéu hién loan than & cac GDTC, trong do,
90,9% biéu hién 1a c6 hoang tudng, 9,1% BN c6 két hop ca hoang tuong va
o giac, khong c6 BN nao c6 4o giac don ddc.

Hién tai, 25,3% BN c6 biéu hién loan than: 83,3% biéu hién la co
hoang tuong, 16,7% BN c6 ca hoang tudng va ao giac, tuong tu khong co
BN nao c6 4o giac don djc.
3.2.2.7. thdng tw sdt, toan tw sat
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Trong cac GPTC trudce, 42,9% BN RLCXLC II c6 y tudng tu sat,
cao hon nhém RLCXLC I (26,8%), su khac biét khong c6 y nghia thong ké.
Ty 1¢ toan ty sat tir 14,2% - 17,1% & ca 2 nhom.
3.2.2.8. Céc triéu chieng ciia tram cam khéong dién hinh

Céc triéu ching cua trim cam khong dién hinh xuat hién nhiéu &
GDTC trong nhém nghién ciru. Cac triéu ching con phan Gng cam xuc va
nhay cam voi sy tir chéi chiém da s & nhom RLCXLC 11, cao hon nhom
RLCXLC I (p =0,002; p=0,011). Triéu ching ngi nhiéu xuat hién 39% va
42,9% & cac BN ludng cuc I va ludng cuc II 6 cac GPTC trude.
3.2.2.9. Cdc triéu chirng trang thdi tram cam hén hop

Trong cac triéu ching hung cam/hung cam nhe & bénh nhan tram
cam ludng cyc, 21,4% bénh nhan RLCXLC II va 26,8% bénh nhan
RLCXLC I ¢6 tién s trai qua GDTC c6 triéu chimg ting hoat dong, va &
giai doan hién tai, con s6 1an luot 14 5,6% va 11,3%. Tuong tu triéu chung
néi nhiéu ciing 1a tridu chimg ¢ ty 1é tir 11,1 - 31,7% & nhém nghién ciru.
3.2.2.10. Cac triéu chuing lo du

Nghién ctru cua ching t61 thay rang cang thing tam than c6 ty 1 cao
nhét & ca 2 nhom, ca trong tién st 1an giai doan hién tai (34,0% - 57,1%), cung
v6i do triéu chimg kho thu gian cling c6 ty 1& dang ké (19,5% - 50%), tuy nhién
RLCXLC II trong tién str ¢o gap vdi ty 1& cao hon RLCXLC I (p= 0,027).

3.2.3. Pic diém dap tng diéu tri
3.2.3.1. Xudt hién trang thai hung cam, hung cam nhe sau bat dau diéu tri

9,8% bénh nhan RLCXLC I va 14,3% bénh nhan RLCXLC II ¢6 biéu
hién xuit hién GDHC/ hung cam nhe trong tién sir khi bt dau diéu tri.
3.2.3.2. Xuat hién trang thai tram cam hon hop sau bat dau diéu tri

Tinh trang xuét hién trang thai tram cam hon hop chiém 34,1% va
21,4% lan lugt & nhém RLCXLC I va RLCXLC II & trong tién str. Giai
doan hién tai, tinh trang trén xuat hién vai ty 1¢ it hon véi tong 1a 11,3% va
xuét hién chii yéu & RLCXLC 1.
3.2.3.3. Xuat hién ¥ twong, hanh vi ty sat sau bat dau diéu tri

Sy xuét hién y tudng ty sat trong qua trinh diéu tri c6 & 14,3% va
2,4% & bénh nhan RLCXLC II va I & cac GPTC trudce. Giai doan hién tai,
chi ¢6 3,8% bénh nhan RLCXLC I xuat hién tinh trang ¢6 ¥ tuong, hanh vi
tu sat sau khi bat dau diéu tri.
3.2.3.4. Dung nap diéu tri

28,6% bénh nhan RLCXLC II xuét hién tinh trang dung nap diéu tri trong
qua khu, ty 1€ ndy 6 nhom RLCXLC 112 9,8%. 14,5% bénh nhan trong qua kit
¢ tinh trang dung nap diéu tri, hién tai trong khi ndm vién, chi c6 1,4%.
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3.3. PAC PIEM PIEU TRI TRAM CAM TRONG RLCXLC
3.3.1. Ddc diém so0 ngay diéu tri theo thé bénh
Bang 3.6. So ngay diéu tri theo thé bénh

Lo S6 ngay diéu tri
Dac diem — p
(X £SD)
Loai RLCXLC I 21,25+ 10,64 041
i RLCXLC II 23,22 +12,25 ’
Nhe 20,44 + 7,83
Mirc d6 bénh Vira 22,31+ 12,375 0,92
Ning 21,61 + 10,74
N Khong 2221 +11,95
Loan than Co 2039 £ 7,77 0.17
e 2 Khong 22,82+ 11,83
Triéu ching co thé o 20,44 £ 9.96 0,41

Thoi gian diéu tri trung binh cia nhom nghién ctru la 21,75+11,02
ngay. Khong co sy khac biét co ¥ nghia théng ké vé sé ngay trung binh diéu
tri cia cac nhom véi cac mirc do tram cam tir nhe vira va nang, ciing nhu
gitra hai nhéom RLCXLC I va RLCXLC II.

3.3.2. Pic diém sir dung thudc
e Ddc diém sit dung phoi hop thudc:
Bdng 3.7. Pdc diém sir dung phoi hop thube

Pic diém n Ty 18 (%)

Don trj liéu CTC 2 2,8
Pon tri liéu ATK 5 7,0
CKS + ATK 7 9,9
CKS + CTC 8 11,2
ATK + CTC 16 22,5
CKS + ATK + CTC 33 46,5

Téng 71 100

Pa s cac bénh nhan duoc didu tri phéc dd da hoa tri v6i 3 loai thude.
Thubdc ATK va CTC duge sir dung phd bién & hon 75%. Thuée CKS méi
duoc chi dinh ¢ 67,6%.

o Dic diém sir dung thuéc chinh khi sdc

Phan 16n cac bénh nhan dugc diéu tri véi valproat (44 bénh nhan, véi
lidu trung binh téi thiéu 1a 727,2 mg/ngdy, liéu trung binh t6i da 852,2
mg/ngay).
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o Dic diém sir dung thuéce an than kinh

An than kinh thuong duoc chi dinh 13 quetiapin (41 bénh nhan,
v6i liéu trung binh t6i thiéu 1a 199,4 mg/ngay, liéu trung binh tbi da
304,9 mg/ngay),

Vé thoi gian trung binh st dung, cic ATK thé hé méi ¢6 thoi gian sir
dung hon 10 ngay (quetiapin 18,7+10,1, olanzapin 14 + 8,8, risperidon 10,6
+ 4,4). Haloperidol chi duoc sir dung ngin ngay (2,9 + 2,0).

e Ddc diém sir dung thudc chong tram cam

Phan 16n cac bénh nhan duoc sir dung thuéc CTC sertralin va
mirtazapin (liéu trung binh téi thiéu lan luot 1a 78,8 mg/ngay va 27,7
mg/ngay; lidu trung binh t6i da l1an luot 119,2 mg/ngdy va 35,8 mg/ngay).
Hai loai CTC nay dugc st dung trong thoi gian ngén nhét, voi sertralin
trung binh 19,3 ngay, mirtazapin trung binh 12,7 ngay.

e Ddc diém cdc tac dung khéng mong muon (TDKMM)

TDKMM thudng gip nhit 1 ting cén (77,5%). Pa s6 cac TDKMM
thuong gap & mirc d6 nhe. TDKMM duy nhit & mirc d6 ning 1a trang thai
bdn chén bat an (1,4%).

3.3.3. Pac diém su thuyén giam cac triéu chirng trAm cam:
o Thuyén giam cac triéu chung dac trung (N=71)

Su thuyén giam céc tridu ching dic trung kha rd rét, khi sic tram
giam tlr 97,2% xubng 29,6%; mat quan tam thich thu giam tir 63,4% xudng
8,5%, giam nang lugng ting mét moi tir 100% xudng 35,2%.

e Thuyén giam cdc triéu chimg phé bién (N=71)

Tat ca cac triéu ching phd bién déu c6 sy thuyén giam, trong do
thuyén giam hoan toan & 43% s6 BN c¢6 y tuong hanh vi tu sat. Cac triéu
chimg bi quan, nhin twong lai am dam, triéu ching rdi loan cam giac ngon
miéng va cin ning, tridu chimg thiéu tip trung thuyén giam nhiéu lan luot
tir 91,5%, 88,7%, 81,7% xubng con 9,9%, 8,5%, 1,4%.

e Thuyén gidm cdc triéu chimg co thé (N=71)

Triéu chimg co thé hay gip nhét 1a trim cam ndng 1én vao budi sang,
triéu chimg giam cam giac ngon miéng giam lan luot tir 91,5%, 84,5% xudng
con 15,5%, 1,4%. Cac triéu chimg c6 sy thuyén giam hoan toan la thiéu hodc
mét phan (mg cam xuc, triéu chimg giam can nang (tr 26,8% va 53,5%).
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3.3.4. Pic diém tinh trang bénh lic ra vién (N="71)
Bdng 3.8. Trén thang diém CGI

Vao vién 1 tudn Ra vién p
Mic d6 bénh 55107 | 448+0,72 | 324071 | 0001
0 b S1£0.7 | 4480, 2071 001
Sy céi thién chung 2.61£0.55 | 146£0.53 | <0,001°
Chi 56 hiéu qua 7.51%2,56 | 1,67= 1,47 | <0,001°

a: 5o sdnh tai thoi diém vao vién va sau 1 tuan;
b: so sanh tai thoi di€ém sau 1 tuan va ra vién

Bang 3.9. Trén thang BECK

Thoi Mikc do nhe Mire dé vira Mikc d9 Diém

X hodc khong cé : ning .
diém n % n % n % trung binh
Vao vién 9 12,6 29 | 40,8 33 46,5 | 28,79 £9,64
Ra vién 69 97,2 2 2,8 0 0 11,62 + 3,58

 Trén thang diém CGl va thang diém Beck, c6 sy cai thién ¢ ¥ nghia
thong ké gitta hai thoi diém vai p<0,05.
3.3.5. Sy tudn tha di€u tri

92,9
100% 714

58,6 pan 62,9
ol 22,9 186

5,7

0% 1,4
3 thang 6 thang 9 thang 12 thang
=0==Khong tuan thu =¢=Tuan thi khong hoan toan

Tuan tha hoan toan
Biéu do 3.3. Pdc diém tudn thi diéu tri (N = 70)

Theo thoi gian ti 1€ tuan thu diéu tri hoan toan giam dan tir 92,9% tai
thoi diém 3 thang chi con 18,6% sau 1 nam.
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3.3.6. Sur ti dién, tai phat sau 12 thang theo déi (N= 70)

40% 31,59
30% M .
20% 12,86 === Tram cam
10% 1 . 2,88 4,22988 Hung cam nhe
0% ’ © v 1,43 7 Hung cdm
10% 3 6 9 12 ' 7
Thang Linear (Hung cam)

Ty 1¢ mdc phdi tich liy. .
Biéu do 3.4. Su tdi dién, tdi phat sau 12 thang theo doi

Ngay tai thoi diém 3 thang, da xuat hién ti 1¢ bénh nhén tai phat trim
cam 4,3%, ti 1¢ trim cam méc phai tich Iy ting din dén sau 12 thing chiém t6i
31,6%. Tai mdc thoi gian nay, khong xuét hién bénh nhan c6 hung cam nhe.
Sau 12 thang, ti 16 hung cam nhe méc phai tich liy 1a 2,9%. Tai mbc thoi
diém theo dbi 3 thang, khong xuét hién bénh nhan co hung cam. Sau 12
thang, ti 1& hung cam méc phai tich liy 12 4,3%.

3.3.7. Chitc niing c4 nhan, nghé nghiép, xa hdi sau 12 thing theo doi
Bdng 3.10. Chikc ndng cd nhén, nghé nghiép, xd héi sau 12 thang (N= 70)

Mirc do anh hwong Khén
%) | . & Nhe | Vira | Ning
L anh hwong
Chirc nang
Chirc nang ca nhan 473 51,4 443 0
Chirc nang xa hoi 43 54,3 41,4 0
Chtic nang ngh¢ nghiép 17,1 50,0 31,5 1,4

Sau 1 nam theo ddi, muc d6 anh hudng cua bénh dén chic ning
ca nhan va chirc nang xa hdi chu yéu la nhe (51,4%) va vura (44,35),
khong c6 mirc 6 nang. 1,4% bénh nhan bi anh huéng ning dén chirc ning
nghé nghiép.
3.3.8. Mot s6 yéu t6 lién quan anh hwéng dén sy tai phat, tai dién rdi
loan cam xtc lwdng cue sau 12 thang theo doi diéu tri
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Bdng 3.11. Mt s6 yéu t6 lién quan dén su tdi phdt, tdi dién sau 12 thang
dieu tri (N=70)

Pic diém Yeéu to lien OR (95%Cl) p
quan
bac qdiém nhan Nir 1,42(0,53- 3,79) 0,62
khau, xa hoi Thanh thi 0,85(0,32- 2,22) 0,81
RLCXLC I 2,23(0,75- 6,62) 0,17
Tién sir >3 giai
doan trim cam 2,50(1,76- 8,73) 0,04
bic diém lam sang Hoang tudng 0,89(0,30- 2,68) 0,53
Ao giac 0,71(0,06-8,26) 0,63
Y tuong hanh vi | 64 60,6 01) 0,20
tu sat
o Khongdune | 1 ss0,21-234) | 0,03
Pac diém diéu tri Khong hodic kém
tuan tha didu tri 1,89(1,23-2,99) 0,007
Chuc nang céd nhan, | Anh hudng vira
nghé nghiép, xa hdi hodc nang 1,41 (1,21- 2,87) 0,02

Nhom bénh nhan ¢6 s6 GDTC trude tdi thidu 14 3 ¢6 ti 18 tai phat cao
RLCXLC gip 2,5 lan so v6i nhom c6 it hon 3 GDTC (p = 0,04). Vé dic
diém diéu tri, ti 18 tai phat cua nhom khong sir dung thudc CKS cao gap
1,55 ti 16 tai phat ciia nhom sir dung thude CKS véi p =0,03. Nhom khong
hodc kém tuan tha diéu tri (ding thudc khong déu, khong dung chi dinh hay
ngung thuéc) co ti 1¢ tai phat cao hon 1,89 14n so véi nhom tuén thu didu tri
v6i p = 0,007. Nhém bénh nhan c6 anh hudng vira hodc ning vé cac chirc
ning ca nhan, nghé nghiép xa hoi co ti 1é tai phat cao gap 1,41 lan so vdi ti
1€ cua nhom c6 sy suy giam nhe hodc khong suy gidm cic chitc nang ca
nhan nghé nghiép xa hoi véi p = 0,02.

CHUONG 4: BAN LUAN
4.1. PAC PIEM CHUNG NHOM DPOI TUQNG NGHIEN CUU
4.2. PAC PIEM LAM SANG TRAM CAM TRONG RLCXLC
4.2.1. Dic diém tién sir rdi loan bénh
4.2.1.1. Tién sir gia dinh mdc RLCXLC
11,4% bénh nhén co tién st gia dinh mic RLCXLC, va 7% co nguoi
nha mic TTPL, ching t6i khong khai thac thay bénh 1y tam than ndi sinh khéc.
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Benazzi (2004) khi nghién ciu vé tram cam & bénh nhan RLCXLC 1I, thay
rang mot ty 18 rat cao khoang 50% ddi tuong co gia dinh mic RLCXLC.
4.2.1.2. Tuéi khoi phat

Theo két qua nghién ciru ctia chung t6i, 40,8% khoi phat bénh trude
25 tudi, chiém ty 1& cao nhat trong nhom ddi tugng nghién ciru. Mot nghién
ctru da qubc gia duoc thuc hién bai Weissman va cs (1996) khi danh gia vé
ty 1é r6i loan trAm cam va RLCXLC, tudi khéi phat trung binh cua
RLCXLC phan 1én dao dong tir 17,1 (Edbonton) dén 23,0 & Han Qudc, chi
¢6 mot vai qubc gia nhu Tay Duc (29,0 tudi) va Pueto Rico (27,2 tudi).
4.2.1.3. Pac diém giai doan bénh dau tién

54,9% bénh nhan khdi phat giai doan bénh dau tién 1a GDTC, 36,6%
1a GPHC, chi ¢6 8,5% xuat hién GDHC nhe. Két qua nghién ctru ctia chiing
t6i phit hop véi Vit Minh Hanh (2008) khi nghién ctru vé dic diém 1am sang
cia GDTC trong RLCXLC thiy ring 55% bénh nhan khoi phat lan dau
bang GDTC, 35% khoi phat bang GPHC va chi ¢6 10% khoi phat bang
GDPHC nhe.
4.2.1.4. Pac diém so giai doan bénh trudc vao vién

S6 GDTC tir 1-2 chiém 39,4%, s6 GDTC tir 3-5 chiém 28,9%, dic
bict 1a c6 5,6% bénh nhan c6 6-10 GDTC, va 8,5% bénh nhan co6 >10
GPTC. Két qua nghién ctru cua chung t6i phu hop véi Forty va cs (2008)
khi nghién ctru dic diém khac biét gitra tram cam don cyc va trAim cam
ludng cyc trén 1036 bénh nhan tram cam, sé GDTC trung binh ctia nhém
RLCXLC 1a 5, va ¢ r6i loan trAm cam dién hinh 14 4, su khac biét co ¥
nghia thong ké (p = 0,006).
4.2.1.5. Thoi gian kéo dai giai doan tram cam

52,7% bénh nhan tra 10i phan 16n cac GDTC kéo dai dudi 3 thang,
27,3% bénh nhan tra 101 thoi gian tu 3-6 thang va chi c6 20% bénh nhan
tra 101 phan 16n thoi gian kéo dai trén 6 thang. Nhu vay, thoi gian kéo dai
ngén, dac biét 1a dudi 3 thang cua mot GPTC duong nhu 1a mot yéu t du
bao RLCXLC.
4.2.2. Pic diém 1am sang trAm cim trong réi loan cam xic lwdng cuc
4.2.2.1. Ddc diém thé bénh theo ICD-10

Ty 1& bénh nhan trAim cam muc d nhe va vira (F31.3) chiém 46,5%,
va nhom dbi tugng trdm cam mirc do nang (F31.4 va F31.5) chiém 53,5%,
trong d6 c6 t&i 23,9% bénh nhan tram cam ning c6 loan than (hoang tudng,
4o giac...).

Két qua nghién ciru ciia ching t6i gidng v6i cua Vii Minh Hanh
(2008) va Vii Van Dan (2012), ty 1& chin doan cac thé bénh F31.3
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(RLCXLC hién GDBTC nhe va vira), F31.4 (RLCXLCX hién GPTC nang
khong c6 loan than) va F31.5 (RLCXLC hién GDTC nang c6 loan than) lan
luot 1a 40%, 35% va 25%.

4.2.2.2. Bdc diém phan logi RLCXLC theo DSM-5

74,6% bénh nhan dwoc chan doan RLCXLC I, va phan con lai 25,4%
bénh nhéan chan doan RLCXLC II, ty 16 RLCXLC I gap khoang 3 lan so véi
RLCLCXI.

Két qua nghién ctru cta chung t6i ¢6 sy khac biét voi cac nghién ctru
dich te hoc vé RLCXLC trén thé gioi. Kathleen (2011) nghién ctru ty 1€ va
cac yeu t6 lién quan trong ri loan pho ludng cuc ¢ 11 nude (M, Chau Au,
Chau A) cho két qua, ty 1¢ tron doi va ty 1¢ 12 thang RLCXLC 11 0,6% va

0,4%, & RLCXLC II thi cic con sd nay lan luot 1a 0,4% va 0,3% (ty 1¢
RLCXLC I: RLCXLC II khoang 1,5:1) Ly giai phu hop cho van dé nay c6
thé 1a tinh trang chén doan sai RLCXLC II véi cac rdi loan khac, dic biét 1a
RLTCTD boi viéc kho khan trong viéc phat hién mét GPHC nhe. Mot
GPHC nhe thuong biéu hién it hon so véi hung cam va c6 thé xuit hién ma
khong c6 hodc suy giam khong dang ké trong cong viéc ciing nhu trong
cudc sdng x hoi cua bénh nhan.
4.2.2.3. Cac triéu chitng ddc trung thoi ki toan phat

O thoi ki toan phat, cic tridu ching dic trung ciia moét GDTC déu
xuét hién véi ty 1¢ cao, cu thé: khi sic tram (96,2-100%), giam quan tam
thich thu (61,1-78,6%) va giam ning lugng ting mét méi (97,6-100%). Két
quéa nghién ctru cua chung t6i phit hop véi mot sé nghién ctru khac. Theo
Vil Van Dén (2012), cic bénh nhan tram cam ludng cuc diéu tri tai vién,
100% bénh nhan ¢6 biéu hién khi sic trdm véi biéu hién nét mat budn, thy
0 vO cam, dau khd, 92,5% bénh nhan mét quan tam thich thil véi nhitng tha
vui trude day, 90% bénh nhan biéu hién giam nang luong, thiéu sinh Tuc.
4.2.2.4. Cdc triéu chirng phé bién thoi ki toan phat

Trong cac triéu ching phd bién ciia moét GDTC, & nhém nghién ctru
ctia chung t6i, ndi bat 1én 1a biéu hién bi quan, nhin twong lai am dam
(73,2% - 94,4%), twong ty nhu trong trAim cam don cyc, nhén thirc vé& ban
than trong RLCXLC ciing 14 kiéu hinh nhén thirc tiéu cyc. Morgan va cs
(2005) nhan thay trong GDTC ctia RLCXLC, 68 ,2% bénh nhan than phlén
tinh trang kém tap trung, cung véi do, biéu hién rbi loan gidc ngu véi biéu
hién mat ngu dau gidc chiém t6i 54,5%, mic du tinh ddy som hon 2 gio 1a
dac diém mat nga dic trung trong GDTC.
4.2.2.5. Cdc triéu chitng co thé thoi ki toan phdt

Nghién ctru cta chiing t6i vé céac triéu ching co thé cua trdm cam,
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két qua théy réng triéu chirng kich dong tam thin van dong, 53,7% bénh
nhan RLCXLC I va 78,6% bénh nhan RLCXLC II di timg c6 biéu hién nay
trong tién st bénh ly.

C6 thé thay rang, viéc ghi nhan triéu chimg thay doi hoat dong tim
than c6 mat & tram cam ludng cuc, nhung cham chap hay kich dong la dac
diém cua trAm cam ludng cuc van con 1 van dé can nghién ciu. Két qua
nghién ciru cta chung toi thiy duong nhu chdm chap tim than van dong 1a
dic diém cua tram cam ludng cyuc hon 1a don cuc.
4.2.2.6. Triéu chirng logn than

Trong tién sir, 20% bénh nhén c6 biéu hién loan thin & GDTC, trong
d6, 90,9% 13 hoang tudng, 9,1% bénh nhan c6 biéu hién két hop ca hoang
tudng va ao giac, khong co bénh nhan nao c¢é ao giac don doc. O giai doan
hién tai, 25,3% bénh nhan c6 biéu hién loan than: 83,3% biéu hién la c6
hoang tudng, 16,7% bénh nhén cé biéu hién két hop ca hoang tuong va ao
giac, tuong ty khong c6 bénh nhan nao c6 ao giac don doc.

Nghién ctru trén 4972 bénh nhéan (bao gdm céc chan doan bénh 1y noi
sinh khac nhau) cua Baethge (2005), ¢6 10,5% bénh nhan RLCXLC hién tai
GDTC c6 loan than, RLCXLC hién tai GDHC c6 loan than 1a 11,2%, trong
khi d6 bénh nhan TTPL thi c6 t6i 61,1% c6 loan than va ¢ bénh nhan tram
cam don cuc, con sb nay chi 1a 5,9%; khi so sanh véi loan than caa TTPL,
biéu hién loan than cia RLCXLC néi chung thudng nhe hon.
4.2.2.7. Ytu’éng tw sat, toan ty sat

Trong tién sir, 42,9% bénh nhan RLCXLC 1I da tirng c6 ¥ tudng tu
sat, va & bénh nhan RLCXLC I 14 26,8%. O giai doan hién tai, 33,3% bénh
nhan RLCXLC 11 va 26,4% bénh nhan RLCLC I ¢6 y tudng tu sat.

Nhu viy, ¥ tudng, toan tu sat 13 triéu ching 1am sang can dugc quan
tam khong chi boi mirc 6 nghiém trong cua tinh trang bénh, ma con c6 thé
1a yéu té giup nha 1am sang dinh huéng ban chét bénh Iy RLCXLC (du con
thiéu cac bang chimg).
4.2.2.8. Cdc triéu chimng tram cam khong dién hinh

Céc triéu chung cua trAm cam khong dién hinh c6 hién dién & GDTC
trong nhom nghién ctru. Céc tri€u chimg con phan ung cam xuc va nhay cam
v6i sy tir chbi chiém ty 18 cao & ca 2 nhom, ké ca cac giai doan trude 1an giai
doan hién tai, khong c6 su khac biét ty 1¢ con phan (rng cam xuc gita 2 nhom,
nhung nhay cam voi sy tir chdi cao hon nhiéu & nhém RLCXLC I, su khac
biét co y nghia théng ké (p=0,002, p=0,011). Triéu ching nga nhiéu xuét
hién 39% va 42,9% & cac bénh nhéan ludng cuc I va Il & cac giai doan trude
day, hién tai cac tri€u chiing nay hién dién voi ty 1¢ it hon, bén canh d6, cam
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gidc chan tay nang nhur chi ciing 14 tridu chimg phd bién.

Nhu vay, qua nghién ciru c6 thé théy dugc, viéc phat hién céc triéu
chimg nhu con phan mg cam xiic, an nhiéu, ngii nhiéu, chan tay nang nhu
chi, nhay cam vdi sy tir chdi ciia trdim cam khong dlen hinh c6 thé gitp cac
béc si 1am sang sém can nhic bénh nhin dang mic trim cam ludng cuc,
thay vi 14 tram cam don cuc, khi bénh nhan chua trai qua mot GPHC hay
hung cam nhe.
4.2.2.9. Céc triéu ching trang thai tram cam hon hop

Trong cac triéu ching hung cam/hung cam nhe & bénh nhan tram
cam ludng cuc, 21,4% bénh nhan RLCXLC II va 26,8% bénh nhan
RLCXLC I c6 tién s trai qua GDTC c6 triéu chimg ting hoat dong, va &
giai doan hién tai, con s6 1an luot 14 5,6% va 11,3%. Tuong tu triéu ching
noi nhiéu ciling 1a triéu chimg co ty 18 tir 11,1 - 31,7% & nhoém ddi twong
nghién ctru. Két qua nghién ctru cia chung to6i phu hop véi Goldberg (2009)
khi thay ring ¢ cac bénh nhan trim cam ludng cuc, s6 bénh nhan co tir 1-3
tridu chimg hung cam chiém ty 1& cao nhit 54%.
4.2.2.10. Cdc triéu chitng cia tram cam lo du

Nghién ctru cua chung t61 thay rang cang thiang tim than c6 ty 1& cao
nhét & c 2 nhom, ca trong tién sir 1an giai doan hién tai (34,0% - 57,1%),
cling véi d6 triéu ching kho thu gidn ciing co ty 1¢ dang ké (19,5% - 50%),
tuy nhién RLCXLC II trong tién sir co gip véi ty 1é cao hon RLCXLC I (p=
0,027).

Cac tri€u ching lo au trén co thé thudc bénh canh ciia mdt hodc
nhiéu rdi loan lo 4u dong dién véi RLCXLC, hodc don thuan la cac triéu
ching 1€ té dudi ngudng mot chén doan 14m sang cho mot loai rdi loan lo
au. Nghién ctru lam sang thay rang, RLCXLC thuong dong dién & muc do
cao voi cac rdi loan lo 4u nhu rdi loan hoang so, r6i loan am anh nghi
thirc, &m anh so xa hoi. Tuy nhién, cac rdi loan lo au nay ciing phd bién
gap ¢ RLTCTD.
4.2.2.11. Pdc diém biéu hién dap vmg véi diéu tri

Khi danh gia vé cac hinh thirc dap tng diéu tri pha cdp GDTC & bénh
nhan RLCXLC, ching t6i thu duwgc mét s6 két qua nhu sau:

e Xudt hién GPHC, hung cam nhe khi bt dau diéu tri pha cdp GDTC trong
qué khir véi ty 18 10,9% cho toan bo nhom dbi twong. Trong do, ty 1& gap
cao hon & RLCXLC II 14,3% so v6i 9,8% RLCXLC 1.

e Xudt hién GDTC hén hop sau khi bat dau diéu tri v6i ty 18 cao hon &
nhém RLCXLC I (sy khac biét khong c6 ¥ nghia théng ké).

o Xudt hién ¥ tuong, toan ty sat, hanh vi ty sat sau khi diéu tri xuit hién
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déc biét ty 1€ cao 14,3% bénh nhan RLCXLC II.

o Tinh trang dung nap diéu tri: 14,5% bénh nhan trong tién s ¢ hién
tugng nay, cu thé 28,6% bénh nhan 1a RLCXLC II, 9,8% bénh nhéan
RLCXLC L.

4.3. THU'C TRANG PIEU TRI TRAM CAM TRONG RLCXLC

4.3.1. Pic diém s6 ngay diéu tri theo thé bénh

Thoi gian diéu tri trung binh ctia nhém nghién ciru 1a 21,75+11,02
ngay. Két qua nay phu hop véi Ben Abla (2006) thoi gian ndm vién trung
binh ctia tram cam trong RLCXLC 14 20,7 ngay.

4.3.2. Dic diém sir dung thudc

* Dic diém sir dung phéi hop thudc

Thube ATK va CTC duoc sir dung phd bién & hon 75%. Thudc CKS
moi duge chi dinh & 67,6%. Trong nghién ctru Vi Van Dan (2012) chi co6

50% trudng hop dwoc diéu tri bang thubc CKS, 95% s6 bénh nhan duoc

ding thuée CTC. Theo Bond D.J va cs (2008), ty 1¢ ting khi sic lién quan

dén thude CTC & giai doan didu tri cap 1a 14,2% d6i voi RLCXLC 1 va

7,1% dbi véi RLCXLC 1II; ¢ giai doan diéu tri duy tri la 23,4% d6i voi

RLCXLC I va 13,9% ddi véi RLCXLC 1.

* Pdc diém sir dung thuéc chinh khi sdc

Trong nghién ctru cua chung t6i, thubc CKS dugc chi dinh nhiéu nhét
1a valproat (61,97%). Theo huéng dan diéu tri cia Dy 4n Luu dd st dung
thubc Texas 2007 hay Hoi Duoc Iy Tam than Anh 2016, valproat 1a chi dinh
hang dau trong diéu tri don tri lidu ciing nhu trong didu tri phbi hop &

RLCXLC.

* Pac diém sir dung thuéc an than kinh

ATK duoc chi dinh phd bién nhét 1a quetiapin (41 bénh nhén, voi

lidu trung binh t6i thiéu 1a 199,4 mg/ngay, lidu trung binh t6i da 304,9

mg/ngay). Két qua nay phu hop voi nhiéu hudng dan diéu tri hién nay,

quetiapin vira ¢ vai tro nhu thudc chéng loan than dong thoi c6 vai tro nhu
thudc CKS, 1a Iya chon hang dau trong diéu tri don tri liéu cling nhu diéu tri
phdi hop véi cac thude khac trong diéu tri RLCXLC.

* Ddc diém sir dung thudc chong tram cam

Trong nghién ctru ciia ching t6i, thubc CTC duoc sir dung nhiéu nhat
1a sertralin va mirtazapin (36,6%). Két qua nay ciing tuong tu nhu két qua
ctia Vi Vian Dén (2012) va Vii Minh Hanh (2008). Cac nghién ciru gin day
cho thiy SSRI c6 thé dung nap tot nhét, dap g nhanh nhét va it lién quan
dén nguy co gy hung cam hodc 1am nhanh chu ky so véi CTC ba vong.

* Dic diém tac dung khéng mong muon
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Két qua cho thay rang trong thoi gian nim vién va theo di mot nam,
tat ca cac triéu chimg TDKMM xuat hién rai rac ¢ cac mirc d6 khac nhau.
TDKMM thudng gip nhét 1a ting can (77,5%). Theo Gonzalez, theo ddi 1
niam bénh nhan RLCXLC duoc diéu tri bang olanzapin, xuat hién 20,56%
TDKMM ngoai thap, 51,40% tang cén, bon chdn bét an 9,35%.Su khac biét
nay c6 thé do nghién ctru ciia ching t6i c6 nhiéu phdi hop thude trong diéu
tri, trong khi cic nghién ctru nudc ngoai chi nghién ctru mét thude trong
don tri liéu RLCXLC.

4.3.3. Pic diém thuyén giim cac tri¢u chirmg
* Thuyén giam cdc triéu chung ddc trung

Trong nghién ciru ndy, ching t6i nhan thiy sy thuyén giam cac triéu
chung dac trung kha rd rét.

Tac gia Vi Minh Hanh (2008) vaVii Van Déan (2012) nghién ctru cling
cho thay tai lic vao vién, bénh nhan co biéu khi sdc tram va giam nang luong
& ty 18 rat cao (100% va 90%), ty 1é mét quan tam thich thi cao hon mét chut
so voi nghién clru cua chiing t6i 1a 92,5%. Tuy nhién, cac tdc gid nay khong
chi ra hiéu qua thuyén giam cua cac triéu chimg nay sau khi diéu tri.

* Thuyén giam cdc triéu ching phé bién

Nghién ctru cua ching t6i chi ra c6 43,7% bénh nhan c6 y tuong
hanh vi tu sat lac vao vién va sau khi dugc didu tri ndi trd, cac bénh nhan
khong con triéu chimg nay. Theo Nguyén Vin Cuong, s bénh nhan
RLCXLC hién GDTC c6 y tudng hanh vi tu sat chlem ty 1€ it hon (22%),
tuy nhién tic gia ciing nhan dinh két qua tuong tu vé sy thuyén giam cua
triéu ching nay sau 3 tuan diéu tri bang cac phac d6 quetiapin don doc hodc
quetiapin phdi hop thude khéc 1a thuyén giam hoan toan.

* Thuyén giam cdc triéu chitng co thé

Tt ca cac triéu chimg co thé cta bénh nhan RLCXLC hién GDTC
déu thuyén giam sau khi duoc diéu tri.

4.3.4. Dac diém tinh trang bénh lc ra vién
* Déc diém trén thang CGI

Diém trung binh CGI- S giam dan trong qua trinh diéu tr tai vién:
khi vao vién 5,51 + 0,7, sau 1 tudn 4,48 + 0,72 va khi ra vién 3,2 +
0,71.Piém trung binh CGI- I sau 1 tuan diéu tri 2,61 + 0,55 va khi ra vién la
1,46 + 0,53. Khi so sanh vé su khac biét cua CGI- [ chung t6i nhan théy co
su khac biét v6i p < 0,001. Theo Nguyén Vin Cudng, diém CGI — S trung
binh khi m&i vao vién 14 2,6 + 1,5 sau 3 tudn giam xudng con 2,5 + 1,1.

* Dgc diém trén thang BECK
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Diém trung binh cia thang Beck 1a 28,79+9,64 diém. Két qua nay
cao hon so voi nghién ctru ciia Forty L. va cs (diém trung binh cia thang
Beck 1a 11,66 diém véi bénh nhan RLCXLC va 18,12 diém véi trAm cam
don cuc). S6 bénh nhéan c6 diém cua thang Beck & mirc d6 tram cam nhe 1a
35%, mic d6 vua 32,5%, nang 1a 30%. Piém trung binh cua thang Beck
cao (28,79 diém) duoc giai thich 1a da sb bénh nhan dugc chan doan 1am
sang & mirc d§ vira va nang (>45% & muc d6 nang).

4.3.5. Pic diém sy tudn thi sau 12 thang theo déi (N=70)

Két qua theo doi théy réng, tai thoi diém 3 thang c6 92,9% bénh nhan
tuan thi diéu tri hoan toan, chi c6 1,4% bénh nhan khong tuan thu. Nhu vay,
¢6 thé thdy rang, dé bénh nhén tudn thu diéu tri van 1a mot thach thirc vai cac
nha 1am sang, boi sy da dang cac yéu t6. Can c¢6 sy phdi hop clia nha 1am sang,
bénh nhén, nguoi nha, ciing nhu can ¢6 cac chinh sach xa hoi dé tao diéu kién
cho ngudi bénh c6 thé tiép can dich vu y t& voi chi phi hop 1y.

4.3.6. Sur tai dién, tai phat sau 12 thang theo doi
Bdng 4.1. So sanh ty Ié tdi phat, tdi dien ciia chiing téi véi mét s6 tac gia

Tac gia A .

Dic ditm Vaquez va | Terao va Chiing toi

: cs cs
Nam 2015 2017 2018
S6 bénh nhan 3904 966 70
Thoi gian theo doi (ndm) 2,1 1 1
Ty 1¢ téi phat, tdi dién (bat ki giai 55.2 20.1 36.6
doan nao - %)
Téi phat tram cam (%) 11,4 31,59
Téi phat hung cam (%) 13,9 4,29
Téi phat hung cdm nhe (%) 2,88

4.3.7. Chirc ning ca nhan, nghé nghiép, xi hdi sau 1 nim theo déi (N=70)
Két qua nghién ctru ctia ching t6i sau 1 nam theo ddi cho thiy mirc do
anh huong cia bénh dén chirc ning c4 nhan chi yéu nhe (51,4%), va vira
(44,3%), khong c6 truong hop anh huong nang. Theo Bauer va cs (2001),
Judd (2005), cac su tiép dién triéu chung tram cam 13 yéu t6 du doan co gia
tri nhat vé thleu so6t chirc nang.
4.3.8. Mot 56 yeu to lién quan t6i tai phat, tai dién giai doan bénh (N=70)
Vé cac yéu té dic diém nhan khau hoc, khong c6 mdi lién quan cO y
nghia thdng ké véi p< 0,05 gitra sy tai phat RLCXLC va cac déac diém nhu
tudi, gidi, dia diém cu tro. Két qua nghién clru cua ching toi twong ty nhu
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nhiéu nghién ctru trén thé gisi. Theo Vosough va cs khi dénh gia vé cac yéu
t6 diac diém nhan khau hoc co lién quan véi ti 1€ tai phat RLCXLX cho
thiy, khong c¢6 su két hop giira cac yéu t& nhu tudi gii va noi cu tra vai ti
1€ tai phat bénh.

Trong nghién ciru cta chiing t6i, khong c6 mdi lién quan c6 ¥ nghia
théng ké gitra thé bénh hay cac dac diém loan than, c6 y tudng tu sat voi sy
tai phat cac giai doan cia RLCXLC trong mdt nam theo ddi sau ra vién.
Nghién ciru ciia chung t6i tuy chua chi ra duge méi lién quan gitra thoi gian
ctia cac GDTC trude d6 véi toe do tai phat cac giai doan tiép theo, nhung
ciing phit hop mot phan véi cac gia thuyét vé anh huong cua cac giai doan
bénh trudce, khi sb lugng cac giai doan cang ting thi su tai phat cac giai
doan ké tiép cang dién ra nhanh hon.

Lién quan dén cac dic diém diéu tri, nghién ctru ciia chung t6i cho
thiy ti 1 tai phat ciia nhom khong sir dung thudc CKS cao gip 1,55 ti 16 tai
phat cia nhom st dung CKS véi p = 0,03. Két qua nay phu hop véi li
thuyét Ve vai trd ciia cac thude CKS, vira c6 tac dung diéu trj trong giai
doan cap, vira ¢ tac dung phong tai phat trong diéu tri duy tri. Trong
nghién ciru ciia Silverstone va cs, cac thude CKS trong d6 c6 lithium co tac
dung hi€u qua trong viéc phong ngua tai phat cac giai doan cia RLCXLC.

Vé sy tuan thu trong diéu tri, nghién ctru cua ching t6i chi ra nhom
khong hodc kém tuan thu diéu tri c6 ti 18 tai phat cao hon 1,89 14n so v6i nhom
tudn thu diéu tri voi p= 0,07. Nghién ctru ctia Vosough va cs nhém bénh nhan
dimg thudc trong giai doan diéu tri duy tri c6 nguy co tai phat cao hon ¢6 y
nghia théng ké so véi nhém duoc diéu tri thuong xuyén véi p< 0,05.

Nhoém bénh nhan ¢6 anh hudng vira hoac nang vé cac chuc nang cé
nhan, nghé nghiép xa hoi c6 ti 1& tai phat cao gép 1,41 1an so véi ti 1& cua
nhém ¢6 su suy giam nhe hodc khong suy giam céc chirc ning c4 nhan nghé
nghiép xa hoi voi p< 0,05. Sau giai doan diéu tri cip, cac triéu ching ton du
kéo theo viéc anh huong dén cic chirc ning ca nhéan, nghé nghiép xi hoi.
Nhitng van dé suy giam chirc ning nay lai tiép tuc déng vai trd nhu mot
stress thuc d:fly tai phat cac giai doan cia RLCXLC. Nghién ciru cua Gitlin
da chi ra sy suy giam chirc nang xa hoi 1a mét yéu td dy béo tai phat nhanh
trong vong 5 nam theo ddi, dac biét cac chirc nang x& hoi va gia dinh bi anh
hudng nhiéu c6 thé du bao su tai phat sém mot GPTC ciia RLCXLC.
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KET LUAN
1. Pic diém tram cam trong roi loan cam xiic lrdng cue

- Nhom bénh nhan c6 tién st gia dinh méc cac bénh tdm thin nodi sinh
chiém mot ty 1¢ dang ké (16i loan cam xuc ludng cuc: 11,7%, tim than phan
liét 7%).

- Bénh thuong khoi phat ¢ nguoi tre dudi 25 tudi (40,8%), giai doan dau
tién chu yéu la giai doan trim cam (54,9%). S6 bénh nhan c6 tir 3 giai doan
trAm cam chiém 38,1%; thoi gian kéo dai cac giai doan tram cam dudi 6 thang:
80%.

- Bénh canh 14m sang phan 16n 1a trdam cam khong dién hinh: con phan
ung cam xuc: 63,4%, nhay cam voi sy tir chdi: 57,7%.

- Céc triéu chimg tram cam hdn hop ciing xuat hién trong nhom nghién ctru:
n6i nhidu 22,5% (gap nhiéu hon trong 1oi loan cam xtc ludng cuc II).

- Céc triéu cerng ctia lo au, loan than >25%, 6 y tudng tu sat va toan tu
sat 43,7%, con tuc glan dé bi kich thich (39, 4%) déu chiém ty 18 cao.

2.  Thuec trang diéu tri trAm cam trong réi loan cam xic ludng cue

- Hon 90% bénh nhan trong nghién ctiru dugc st dung phac do da tri liéu.
Su phéi hop thudc an than kinh véi chéng trim cam chiém >75%, cac thudc
thuong dung nhat 1a quetiapin, sertralin va mirtazapin. Thudc chinh khi sic chi
méi duoc chi dinh & 67,6%, phd bién nhat 14 valproat. Thoi gian diéu tri trung
binh 14 21,75+11,02 ngay.

- Téc dung khong mong mudn thudng gip nhét 14 tang can (77,5%).

- Sau 12 thang theo d&i, nghién ctru ghi nhan ty 1¢ tai phat/tdi dién cao:
biéu hién béng giai doan trdm cam 31,59%, ty 1€ it hon & hung cam nhe 2,88%
va hung cam 4,29%.

- Cac yéu td lién quan dén su tai phat, tai dién bénh bao gém: tién st co it
nhét 3 giai doan tram cam, khong ding chinh khi sic, kém hogc khong tuén thu
diéu tri, chirc ning ca nhan, nghé nghiép, xa hoi bi anh huéng (OR va p lan
lugt 1a 2,5 va 0,04; 1,55 va 0,03; 1,89 va 0,007; 1,41 va 0,02).

KIEN NGHI

- Khi chin doan mot giai doan tram cam, can khai thac ki ludng tién st gia
dinh méc réi loan cam xuc ludng cyc, dic diém dién bién bénh 1y, cac triéu
ching khong dién hinh (tram cam khong dién hinh, trdm cam lo 4u...), t1en su
dap tng diéu tri voi chong trAm cam dé co thé can nhic chan doan som rdi loan
cam xuc ludng cyc tir nhitng giai doan trim cam dau tién.

- Can tuyen truyén, gido duc cho bénh nhan va ngudi nha vé phat hién, didu
tri s6m roi loan cam xuc ludng cuc, vai tro cia tudn thu diéu tri dé giam nguy
co tai phat/ tai dién cua réi loan cam xuc ludng cuc.
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INTRODUCTION

Depression is a common psychiatric condition which is characterized
by the inhibition of all mental aspects. Depression does not only present in
endogenous mood disorders but also in several other mental disorders
including stress-related, another medical condition-induced and substance-
induced mood disorders... Among endogenous mood disorders, depression
in bipolar affective disorder accounts for a substantial number of cases.

In cases that patients have a history of manic or hypomanic episodes,
there is no question that they are diagnosed with bipolar disorder. But in
actual fact, 51.6% patients with bipolar disorder I initially present with a
depressive episode, while identifying hypomanic episodes in bipolar disorder
II is really difficult. This matter of fact comes into the conclusion that the
diagnosis of the first bipolar depressive episodes is, while very important,
also extremely challenging for clinicians. Due to the same presence of
depression with many other disorders besides bipolar disorders, patients with
bipolar depression are usually not given mood stabilizers at first, which
directly affects the outcomes. At the same time, antidepressants used in
monotherapy for patients with bipolar depression lead to many consequences
including the increase of mood features, cause of mixed features, progress to
maniac episode, increase of suicidal risk, increase of illness duration and
therefore increase the financial burden for family and society.

In comparison with hypomanic and manic episodes, depressive
episodes cause greater distress or impairment in patients’ individual, social,
occupational, or other important areas of functioning; the level of
functioning’s impact relates to the severity of depressive features. The
treatment goal is remission of current episode and prevention of other mood
episodes, advance in patients and caregivers’ understanding about the
illness in order to maintain high level of adherence, and finally the
improvement of quality of life. As a result of the lack of both understanding
of the condition and proper treatments, there used to be lots of challenges
while treating patients with bipolar depression. In recent years, there has
been many positive changes in treatment of bipolar depression owing to the
evolution of psychopharmacological industry and psychological therapy,
new approach of managing, as well as the update of many evidence-based
guidelines.

There have been several international researches studying about
clinical features of bipolar disorder to help clinicians with the diagnosis and
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many trials assessing the treatment and management of bipolar depression.

However, in Viet Nam, the statistical evidence about this disorder is still

limited and inadequate. That’s why we carried out “Studying clinical

features and treatment status of depression in patients with bipolar
disorder at National Institute of Mental Health” with the aims of:

1. Describing clinical features of bipolar depression,

2. Assessing treatment of bipolar depression.

Thesis contributions

- This descriptive study (retrospective interview, 12-month follow-up)
results in the description of clinical features and differences found in
our particular setting which contributes to clinical pictures of the
disorder (especially the findings of new features to differentiate bipolar
depression with unipolar depression, medical condition-induced and
stress-related depression) in order to establish hypotheses for further
studies.

- This is the first study in Viet Nam to follow-up patients with bipolar
disorder 12 months after being discharged which gives perspectives in
treatment adherence, relapse, recurrence and impacts on patients’
individual, occupational, and social functioning.

Thesis structure

- The dissertation consists of a total 144 pages including 4 main parts: 2
pages of Introduction, 40 pages of Overview, 15 pages of Objectives
and Methods, 34 pages of Results, 50 pages of Discussion, 3 pages of
Conclusion and Further Perspectives.

- The dissertation includes 35 tables and 19 figures. There are 191
references, 16 in Vietnamese and 175 in English.

Chapter 1
OVERVIEW

1.1. DEPRESSION AND BIPOLAR AFFECTIVE DISORDER
1.1.1. Definitions of depression and bipolar disorder

Depression is an emotional condition in which all aspects of mental
state including mood, thinking, and behaviors are inhibited.

Bipolar affective disorder — also known as manic-depressive
disorder, bipolar disorder, bipolar spectrum disorder — is a chronic mood
disorder, characterized by the alternating times of manic or hypomanic and
depressive episodes.

1.1.2. Diagnosis and classification of bipolar affective disorder
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ICD-10: Bipolar affective disorder is characterized by two or more
episodes in which the patient's mood and activity levels are significantly
disturbed, this disturbance consisting on some occasions of an elevation of
mood and increased energy and activity (hypomania or mania) and on
others of a lowering of mood and decreased energy and activity
(depression). Repeated episodes of hypomania or mania only are also
classified as bipolar.

DSM-IV-TR, DSM-V: Bipolar disorder can be diagnosed after one
distinct period of elevated mood not related to substance use or another medical
condition.

1.1.3. Etiology and pathogenesis

=  Genetics

= Neurobiological factors

= Cognitive factors

= Socio-environmental factors
1.2. CLINICAL FEATURES OF BIPOLAR DEPRESSION
1.2.1. General features of depression
1.2.2. Clinical features of depression in bipolar disorder
1.2.2.1. Clinical manifestations

More common in bipolar depression than unipolar depression:
atypical features, psychotic features, mixed features, anxious distress/
agitation, melancholic features, irritation/ irritated mood.
1.2.2.2. Progress

More common in bipolar depression than unipolar depression: early
onset, short duration between recurrent episodes, peripartum onset, rapid
cycling, short depressive episodes, hyperthymic temperament.
1.2.2.3. Family history

More than 50% people having a family member diagnosed with
bipolar disorder develop at least one manic episode before the age of 30.
1.2.2.4. Treatment resistant

More common in bipolar depression than unipolar depression:
antidepressants-induced mania, psychotic features, mixed features,
antidepressants-induced suicide, antidepressant resistance, antidepressant
tolerance, rapid cycling.

1.3. TREATMENT OF DEPRESSION IN BIPOLAR AFFECTIVE
DISORDER
1.3.1. Treatment principles
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% Basic treatment principles of American Psychiatric Association (APA
2009)
% Basic treatment principles of Canadian Network for Mood and Anxiety
Treatments (CANMAT 2013)
» Goals of intervention
» Detailed treatment plan
Table 1.1: Treatment goals for bipolar disorder (Eduard Vieta)

7

B3

B3

Goals

Pharmacological | Acute phase
monotherapy Psychotic episode

Preventing recurrence

Combination of . . . .
Treating anxiety and insomnia

pharmacological - %
. Preventing suicide
and psychological e .
thera Avoiding prescription drug abuse
py Adherence
Improving disabilities
Information about and adjusting to chronic disease
Improve function between disease stages
Psychological ?;nn?fll Orslil s%[;?ort
monotherapy Y Supp

Noticing early prodromal symptoms
Coping with the social psychological consequences
of past and future episodes.

1.3.2. Treatment options
1.3.2.1. Acute phase

The most commonly recommended medications for acute phase of
bipolar depression are mood stabilizers and antidepressants. CANMAT
2013 includes atypical antipsychotics in both monotherapy and
combination, and also has separate guidelines for bipolar disorder I and II.
1.3.2.2. Maintenance phase

The main goals of maintenance treatment are to prevent recurrence,
reduce subthreshold symptoms, and lower suicidal risk. The goal should
also include reducing cycling frequencies, stabilizing emotions as well as
improving overall functioning.
1.3.2.3. Resistant bipolar depression

The treatment of acute bipolar depression is complex and has little
supporting evidence base. If the first and second line options are ineffective,
another effective alternative is electrocution (ECT). In addition, clinicians can
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also consider some other treatments such as deep brain stimulation, vagal nerve
stimulation ... though there is very limited evidence about these methods.

1.4. REVIEW OF CURRENT LITERATURE
1.4.1. Researches on clinical features of depression in bipolar disorder

In 2004, Ghaemi et al compared clinical features of depressive
episode between a group of 36 patients diagnosed with BD I and BD II and
a group of 37 patients diagnosed with recurrent MDD. The study, using
multivariate regression analysis, indicated 5 strongest predictors including
short-term depressive episodes, early onset, antidepressant-induced mania,
postpartum depression, and depression with atypical features.

In Viet Nam, both researches by Vu Van Dan (2012) and Nguyen
Van Ho (2013) found high rates of major, common, and somatic features of
depressive episode presented in bipolar depression. Still, there has been
very limited evidence on features to distinguish bipolar and unipolar
depression.

1.4.2. Researches on treatment of bipolar depression

Based on scientific evidence from clinical trials, most well-known
treatment guidelines suggest that pharmacological therapy (especially first-
line medications) does not only shows efficacy in both acute and
maintenance phase but also reduces the risk of recurrence, relapse and
switch to opposite polar mood episodes.

Nguyen Van Cuong (2013) studied treatment efficacy of quetiapine
in bipolar depression and found a rate of 61.1% participants enrolled having
complete remission. Also, the combination group showed better outcomes
than the group receiving quetiapine monotherapy. In another study on this
topic, Vu Van Dan (2012) reported valproate as the most commonly used
mood stabilizer and mirtazapine as the most commonly used antidepressant.

CHAPTER 2: METHODOLOGY

2.1. OBJECTIVES
2.1.1. Selective Criteria

The patients enrolled in our study were diagnosed with bipolar
affective disorder, current episode depression according to ICD-10’s criteria
for (F31.30, F31.31, F31.4, and F31.5).
2.1.2. Exclusive Criteria

We excluded patients who didn’t agree to participate in the study,
didn’t meet up with the requirements during the progress, have other
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serious medical conditions, or have difficulties in reading and/or
communication (not due to depression)

2.2. METHODS

2.2.1. Settings

The study was conducted from January 2011 to November 2017 at National
Institute of Mental Health and patients’ residences after being discharged.

2.2.2. Design

A case series was conducted with follow-up assessments at admitted
point, discharged point and 3rd, 6th, 9th, and 12th months after being
discharged.

2.2.3. Sample size

Patients were recruited convieniently and as many as possible. In
reality, we recruited 71 patients at first in which 70 patients were followed
with whole duration (from the admitted time to 12" month after being
discharged), and one successfully suicided because of depression 7 days
after being discharged who still be in population research.

2.2.4. Tools

Interview reports, The International Classification of Diseases — 10™
edition (ICD-10), The American Psychiatric Association’s Diagnostic and
Statistical Manual — 5™ edition (DSM-5), Beck’s Depression Inventory
(BDI), The Clinical Global Impression (CGI), medical records.

2.2.5. Variables
2.2.5.4. Demographic and social characteristics. personal and family history.
2.2.5.5. Clinical manifestations and features to distinguish bipolar
depression from depression of other disorders.
2.2.5.6. Treatment variables.
2.2.6. Data collecting methods
Stage 1: Participants recruitment
Stage 2: Data collecting during hospital stay
Stage 3: Data collecting after discharge
Exclude the patients did not meet the each steps criteria.

General procedure: interview, mental state examination, periodic
clinical assessment, periodic psychological testing, recording in unified
process and record completion.

2.2.7. Data analysis, discussion and establishment
2.3. DATA ANALYSIS AND INTERPRETATION

The collected data was analyzed by the software SPSS 25.0. We

described study population using the following values: mean, standard



31

deviation and ratio. The results were extrapolated by the following tests: y2,
Fisher's exact test, comparing mean value with a constant, comparing the
ratio with a constant with p < 0.05, cumulative incidence ratio.
2.4. BIAS AND SOLUTIONS
Recall bias, solution: Ask the information from many sourses (patients,
their relatives, medical records...). Potential bias due to choosing sample,
solution: encourage patients and their relatives to participate and follow the
research.
2.5. STUDY ETHICS

This study is used for research purpose only and aims to improve
health service quality. No intervention into treatment course of the patients
has been made. Participation in this research is voluntary. The study was
thoroughly approved by The National Scientific and Technical Research
Council of Hanoi Medical University.

CHAPTER 3: RESULTS
3.1. GENERAL FEATURES
Our study recruited 71 patients. Throughout the research progress,
01 patient suicided 7 days after discharge due to depressive state, which
results in a total of 70 patients by the end.
Table 3.1. Mean age and gender

Gender Male Female Total
Age
Mean (X £ SD) 39.67+15.66 | 43.91 £12.54 | 42.34 £ 13.90
Total (n (%)) 28 (39.4) 43 (60.6) 71 (100)

Mean age of the patients is 42.34 + 13.90. Female/male ratio is
approximately 1.5/1.
3.2. CLINICAL FEATURES
3.2.1. Medical history
3.2.1.1. Family history

11.4% patients have family history of bipolar disorder (BD), 7% have
family history of schizophrenia (SCZ).
3.2.1.2 Age of onset

Table 3.2. Age of onset

Groups n %
<24 29 40.8
25-34 13 18.3
35-44 11 15.5

32

45-59 18 25.4
>60 0 0
Mean age of onset 31.92+13.44
40.8% patients have the first episode before the age of 25.
3.2.1.3. The first episode
Table 3.3. The first episode

Episode n %
Depression 39 54.9
Mania 26 36.6
Hypomania 6 8.5

54.9% patients have the first episode of depression.
3.2.1.4. Number of previous depressive episodes before admission
Table 3.4. Number of previous depressive episodes

Groups n %
0 16 22.5
1-2 28 39.4
Number of depressive
episodes 63—_150 I 47 253 69
> 10 6 8.5

The group of patients having 1-2 episodes accounts for the highest
rate of 39.4%. The number of patients having 3-5 episodes also has high
percentage (23.9%), 14.1% patients have at least 6 episodes, and 8.5% have
more than 10 episodes beforehand.
3.2.1.5. Previous depressive episode duration

Table 3.5. Previous depressive episode duration

Groups n %
< 3 months 29 52.7
Duration 3-6 months 15 27.3
> 6 months 11 20.0
Total 55 100

52.7% patients have previous depressive disorders mostly lasting less
than 3 months.
3.2.2. Clinical manifestations
3.2.2.1. Grades of severity according to ICD-10
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40% 29.6
211 254 23.9
S B B B
0%
F31.30 F31.31 F31.4 F31.5

Figure 3.1. Grades of severity according to ICD-10
The proportions of mild/moderate depressive episode and severe
depressive episode are comparable. The group of patients having current
episode severe depression with psychotic features (F31.4) accounts for the
highest rate (29.6%).
3.2.2.2. Classification according to DSM-5

H Bipolar Disorder |

Bipolar Disorder Il

Figure 3.2. Classification according to DSM-5

Most patients were diagnosed with BD 1 (74.6%).
3.2.2.3. Major features in syndromic phase

In syndromic phase, depressive episode’s characteristics including
depressed mood, loss of interest and enjoyment, and reduced energy leading
to increased fatigability and diminished activity are all highly presented in
participants: > 97% patients having depressed mood and reduced energy
leading to increased fatigability, 61.1% - 78.6% having loss of interest and
enjoyment. There is no significant difference found when comparing two
groups BD I and BD II.
3.2.2.4. Common features in syndromic phase

Common features with the highest prevalence in both groups
(patients with BD I and BD II) are bleak and pessimistic views of the future,
reduced concentration and attention, diminished appetite, and disturbed
sleep.

43.7% have ideas or acts of self-harm or suicide in current episode.
3.2.2.5. Somatic features in syndromic phase
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In previous depressive episodes, the symptom of waking in the
morning 2 hours or more before the usual time appears in 100% patients
with BD II, which is higher than the group of patients with BD 1. Likewise,
in both groups, the incidence rate of the symptom of depression worse in
the morning are significantly different (p=0.018). Definite psychomotor
retardation is a common feature with high rate of 65%.

In current episode, the incidence rate of marked loss of libido is
significantly higher in BD II group comparing to BD I group (p=0.031).
3.2.2.6. Psychotic features

In previous depressive episodes, 20% have psychotic features —
90.9% had delusions, 9.1% had both delusions and hallucinations, 0% had
hallucinations only.

In current episode, psychosis occurs in 25.3% of study population:
83.3% with delusions, 16.7% with both delusions and hallucinations, and
0% with hallucinations alone.
3.2.2.7. Suicidal ideation and attempts

In previous depressive episodes, 42.9% patients with BD II have
suicidal ideations, which is the higher rate than BD I group (26.8%) — the
difference is not statistically significant. The prevalence of suicidal attempts
ranges from 14.2% to 17.1% in two groups.
3.2.2.8. Atypical features

Atypical features of depressive episode are common among patients
in our study. Mood reactivity (i.e., mood brightens in response to actual or
potential positive events) occurs more in BD II than BD I group (p=0.002;
p=0.011). The incidence rates of hypersomnia in previous episodes in BD |
and BD II group are 39% and 42.9% respectively.
3.2.2.9. Mixed features

The symptom “increase in goal-directed activity” presents in both
previous episodes (21.4% patients with BD II, 26.8% with BD I) and
current episode (5.6% BD Il and 11.3% BD I). Also, “talkative” is common
with prevalence ranged from 11.1 — 31.7% in study population.
3.2.2.10. Anxious distress

Our study shows that “feeling keyed up or tense” and “feeling
unusually restless” account for the highest incidence rates in both groups of
patients with BD I and BD II, in both previous and current episode(s)
(34.0% - 57.1% and 5% - 50%). Yet, the symptom of feeling restless is
more common in BD II group (p=0.027).

3.2.3. Treatment response
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3.2.3.1. The presence of mania or hypomania during treatment

9.8% patients with BD I and 14.3% patients with BD II in our study
switch to maniac/hypomanic episode during treatment.
3.2.3.2. The presence of mixed features during treatment

The incidence rates of the presence of mixed features in depression
episode during treatment of previous episodes are 34.1% and 21.4% in BD |
and BD II group, respectively. In current episode, the average rate is 11.3%,
mainly contributed by BD I group.
3.2.3.3. The presence of suicidal thoughts and acts during treatment

In previous episodes, the incidence rates of the presence of suicidal
ideation during treatment in BD I and BD II group are 2.4% and 14.3%,
respectively. In current episode, only 3.8% patients with BD I come up with
suicidal ideation.
3.2.3.4. Treatment tolerance

In previous episodes, treatment tolerance appears in 28.6% patients
with BD II and in 9.8% patients with BD 1. The average incidence rate of
treatment tolerance is 14.5% in previous episodes and 1.4% in current
episode.
3.3. TREATMENT OF BIPOLAR DEPRESSION
3.3.1. The length of stay in hospital

Table 3.6. The average length of stay (ALOS) in hospital
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Treatment n %
Antidepressant(s) monotherapy 2 2.8
Antipsychotic(s) monotherapy 5 7.0
Combination of mood stabilizer(s) and antipsychotic(s) 7 9.9
Combination of mood stabilizer(s) and antidepressant(s) 8 11.2
Combination of antidepressant(s) and antipsychotic(s) 16 22.5
Combination of mood stabilizer(s), antidepressant(s)
. . 33 46.5
and antipsychotic(s)
Total 71 100

Groups ALOS ()_( + SD) p
. . BDI 21.25+10.64
Classification BD I 232021225 0.41
Mild 20.44 +7.83
Grade of severity Moderate 22314+ 12.375 0.92
Severe 21.61 £10.74
. Without 2221 +11.95
Psychotic features With 20392777 0.17
. Without 22.82+11.83
Somatic features With 20442996 0.41

The average length of stay in hospital is 21.75+11.02. No statistically
significant difference of ALOS is found between groups of different grades of
severity, BD classification, with and without psychotic and somatic features.
3.3.2. Medication use

Table 3.7. Medication use on study population

Most patients in our study are prescribed three-drug combination
(46.5%). Antipsychotics and antidepressants are prescribed in more than
75% of study population. The percentage is 67.6% with mood stabilizers.

o Mood stabilizers:

Most patients in our study are prescribed valproate (44 patients, the
average minimum dose is 727.2 mg/day, the average maximum dose is
852.2 mg/day).

e Antipsychotics:

The mostly prescribed antipsychotic is quetiapine (41 patients, the
average minimum dose is 199.4 mg/day, the average maximum dose is
304.9 mg/day).

Atypical antipsychotics are likely to be prescribed for more than 10
days (quetiapine 18.7£10.1, olanzapine 14 =+ 8.8, risperidone 10.6 + 4.4).
Haloperidol is used in shorter term (2.9 & 2.0).

o Antidepressants

Most patients in our study are prescribed with sertraline and
mirtazapine. The average minimum dose of these two drugs is 78.8 mg/day
and 27.7 mg/day, while the average maximum dose is 119.2 mg/day and
35.8 mg/day, respectively. These two drugs also have the shortest duration
of use (19.3 days with sertraline and 12.7 days with mirtazapine).

o Adverse effects

The most common adverse effect is weight gain (77.5%). Mostly, the
adverse effects are mild. The most severe adverse effect reported is akathisia (1.4%).
3.3.3. Reduction of depressive symptoms
e Reduction of major features (N=71)

There is significant reduction of major features of depressive episode
reported. The incidence rate of depressed mood decreases from 97.2% to
29.6%, loss of interest and enjoyment from 63.4% to 8.5%, reduced energy
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leading to increased fatigability and diminished activity from 100% to
35.2%.
o Reduction of common features (N=71)

There is reduction of all common features of depressive episode
reported, 43% patients having suicidal ideas and acts fully recover from
suicidal behaviors. The incidence rates of bleak and pessimistic views of
the future, diminished appetite, reduced concentration and attention
decrease respectively from 91.5%, 88.7%, 81.7% to 9.9%, 8.5%, 1.4%.

o Reduction of somatic features (N=71)

The incidence rates of two most common somatic features including
depression worse in the morning and marked loss of appetite reduce from
91.5% and 84,5% to 15.5% and 1.4% respectively. Remission is reported in
the symptoms of lack or loss of emotional reactivity, and weight loss (pre-
treatment rates are 26.8% and 53.5%).

3.3.4. Outcomes at discharge (N=71)
Table 3.7. Outcomes according to CGI

At After one At p
admission week discharge
Severity scale 551+0.7 | 448+£0.72 | 3.2+0.71 = 0'0012
<0.001
Improvement scale 2.61+0.55 | 1.46+0.53 | <0.001°
Efficacy index 7.51+£256 | 1.67+1.47 | <0.001°

a: compared at admission with after one week;
b: compared after one week and at discharge

Table 3.8. Outcomes according to BDI

Minimal or Moderate Severe
Time mild depression | depression | depression | Mean score

n % n % n %
At admission 9 12.6 29 | 40.8 | 33 | 46.5 | 28.79+9.64
At discharge 69 97.2 2 2.8 0 0 11.62 £3.58

There is significant improvement of the outcomes assessed by CGI
and BDI shown in the results (p<0.05).
3.3.5. Treatment adherence
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Figure 3.3. Treatment adherence (N = 70)
Over time, adherence rate declines steadily from 92.9% at 3 months
to 18.6% after one year.
3.3.6. Relapse and recurrence after 12-month follow-up (N= 70)

40% 31.59

30%
20%
10% 4.29 2.88 4.29
1.43 o
0.00 - v
0% 1.43 2.88
0 3rd 6th 9th 12th
Months
=@=Depressive ==@=Hypomanic Manic

Commulative incidence ratio.

Figure 3.4. Relapse and recurrence after 12-month follow-up (n = 70)

At three months, relapse rate is 4.3%; the rate elevates to 31.6% after
twelve months. The incidence rates of the presence of hypomanic and
maniac episode rise from 0% at three months to 2.9% and 4.3% at twelve
months respectively.

3.3.7. Individual, occupational and social functioning after 12-month
follow-up
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Table 3.9. Individual, occupational and social functioning after 12-month
follow-up (N= 70)

airment grading
(%) None Mild | Moderate | Severe
Functioning
Individual 4.3 514 44.3 0
Social 4.3 54.3 41.4 0
Occupational 17.1 50.0 31.5 1.4

After 12-month follow-up, most patients report mild to moderate
individual and social functioning impairment (51.4% and 44.35%), 1.4%

report severe occupational functioning impairment.

3.3.8. Risk factors associated with relapse and recurrence of bipolar

disorder after 12-month follow-up

Table 3.10. Risk factors associated with relapse and recurrence of bipolar
disorder after 12-month follow-up (N= 70)

Features Risk factors OR (95% C)) p
Socio- Female 1.42 (0.53-3.79) 0.62
demographic ]
characteristics Urban residence 0.85(0.32-2.22) 0.81

BDII 2.23 (0.75- 6.62) 0.17
~ - -
=3 previous depressive |, 50 4 76 g73) | 0,04

o episodes
Clinical X
features Delusions 0.89 (0.30- 2.68) 0.53

Hallucinations 0.71 (0.06-8.26) 0.63
Suicidal ideation or |y g4 (9 60.6.01) | 0.20
behavior
Notprescribed mood |4 55191 234y | 0.03
stabilizers
Treatment
Non- or poor adherence | 1.89 (1.23-2.99) 0.007
Functioning Moderate tosevere |y 4y 191287 | 0.02
1mpairment
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Relapse rate is 2.5 times higher in group of patients having at least 3
previous depressive episodes than in group of patients having less than 3
episodes; 1.55 times higher in group of patients not treated with mood
stabilizers than in group of patients treated with mood stabilizers (p=0.003);
1.89 times higher in group of patients with non- or poor adherence
(irregular use, wrong indication or drop out) than in group of patients with
high level of adherence (p=0.007); 1.41 times higher in group of patients
with moderate to severe functioning impairment than in group of patients
with none to mile functioning impairment (p=0.02).
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CHAPTER 4: DISCUSSION
4.1. GENERAL FEATURES
4.2. CLINICAL FEATURES
4.2.1. Medical history
4.2.1.1. Family history

11.4% patients in our study have family history of BD and 7% have
family history of SCZ. There is no report about any other endogenous
mental illness. A study on patients with BD II by Benazzi (2004) also found
a high rate of 50% participants having family history of BD.
4.2.1.2. Age of onset

40.8% patients have the first episode before the age of 25. This group
of patients account for the majority in our study. A multinational study
conducted by Weissman et al (1996) aiming to assess the rate of depressive
disorder and bipolar disorder reported the mean age of onset ranging from
17.1 in Edmonton to 23.0 in South Korea, few countries had quite different
numbers including Western Germany (29.0) and Puerto Rico (27.2).
4.2.1.3. First episode

54.9% patients in our study initially presents with depressive episode,
36.6% with manic episode, and 8,5% with hypomanic episode. This result
is in accordance with some previous researches. According to Vu Minh
Hanh who carried out a study of clinical features of bipolar depression in
2008, 55% patients in the study had the first episode of depression, 35% of
mania, and only 10% of hypomania.
4.2.1.4. Previous episodes before admission

The group of patients having 1-2 depressive episodes accounts for the
highest rate of 39.4%. The number of patients having 3-5 depressive episodes
also has high percentage (23.9%), 14.1% patients have at least 6 depressive
episodes, and 8.5% have more than 10 depressive episodes previously.

The results are in accordance with the research done by Forty et al
(2008) comparing clinical features of unipolar and bipolar depression on
1036 patients having depressive episode: mean number of previous
depressive episodes was 5 in BD group and 4 in MDD (p=0.006).
4.2.1.5. Previous depressive episodes’ duration

52.7% patients have previous depressive disorders lasting less than 3
months, 27.3% from 3-6 months and 20% more 6 months. Short duration
(less than 3 months particularly) of previous depressive episodes seems to
be a predictor of BD.

4.2.2. Clinical manifestations
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4.2.2.1. Grades of severity according to ICD-10

The proportion of patients diagnosed with current episode mild to
moderate depression (F31.3) is 46.5%. Patients with current episode severe
depression (F31.4 and F31.5) account for 53.5%, 23.9% among these have
psychotic features (delusion, hallucinations ...).

This result is in accordance with Vu Minh Hanh (2008) and Vu Van
Dan (2012), the proportions of F31.3, F31.4, F31.5 groups in these studies
were 40%, 35% and 25%.
4.2.2.2. Classification according to DSM-5

74.6% patients are diagnosed with BD I and 25.4% diagnosed with
BD II, which means the ratio of BD I/BD II being approximately 3:1.

This result is quite different from most previous studies on BD
epidemiology worldwide. In a study about prevalence and risk factors
associating with bipolar spectrum disorders in 11 countries (the USA,
Europe and Asia) done by Kathleen (2011), the lifetime and 12-month
prevalence of BD I were 0.6% and 0.4%, of BD II were 0.4% and 0.3%
(BD I/BD II ratio about 1.5:1). The difference may be the result of that BD
IT is misdiagnosed due to difficulty to identify hypomanic episode.
Hypomania often has less manifestations than mania and may cause no
significant impairments to patient’s professional and social life.
4.2.2.3. Major features in syndromic phase

In syndromic phase, depressive episode’s characteristics including
depressed mood, loss of interest and enjoyment, and reduced energy leading
to increased fatigability and diminished activity are all highly presented in
participants: > 97% patients having depressed mood and reduced energy
leading to increased fatigability, 61.1% - 78.6% having loss of interest and
enjoyment. This result is comparable to reports from some other authors.
According to Vu Van Dan (2012) who enrolled inpatients diagnosed with
bipolar depression, the number of patients presenting with depressed mood
accounted for 100%, 92.5% have loss interest and past enjoyment, and 90%
have reduced energy leading to increased fatigability.
4.2.2.4. Common features in syndromic phase

Among common features of depressive episode, the one with the
highest prevalence found in our study is bleak and pessimistic views of the
future (73.2% - 94.4%), which is well-known as a feature of unipolar
depression and may be the result of negative perception. Morgan et al
(2005) reported the rate of 68.2% patients with bipolar depressive episodes
complaining of reduced concentration and attention, 54.5% c/o difficulty
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falling asleep as opposed to waking up 2-hour earlier which is common in
depressive episode.
4.2.2.5. Somatic features in syndromic phase

The results show high rate of “agitation” (presented at least once in 53.7%
of patients with BD I and 78.6% of patients with BD II in previous episodes).

Our findings thus indicate that “objective evidence of definite
psychomotor changes” do present in depressive episode of bipolar disorder,
though further studies should focus on whether retardation or agitation is
specifically characterized for bipolar depression. The result in our study
supports retardation being a feature of bipolar depression.
4.2.2.6. Psychotic features

In previous depressive episodes, 20% have psychotic features —
90.9% having delusions, 9.1% had both delusions and hallucinations, 0%
had hallucinations only. In current episode, psychosis occurs in 25.3% of
study population: 83.3% with delusions, 16.7% with both delusions and
hallucinations, and 0% with hallucinations alone.

The results of a study conducted by Baethge in 2005 (N=4972
patients diagnosed with various endogenous mental disorders) reported a
proportion of patients having psychotic features being 10.5% among
patients diagnosed with bipolar affective disorder, current episode
depression, 11.2% among patients with bipolar affective disorder current
episode mania, 61.1% among patients with schizophrenia, and 5.9% among
patients with unipolar depressive disorder. The severity grading of
psychotic features is generally milder in BD than in SCZ.
4.2.2.7. Suicidal ideation and attempts

42.9% patients with BD 1I and 26.8% with BD I report suicidal
ideations in previous depressive episodes. This result suggests that
awareness of suicidal ideation and behaviors should be raised among
clinical practice because of not only its fatal risk but also its role as a
potential predictor of bipolar affective disorder (more evidence required).
4.2.2.8. Atypical features

Atypical features of depressive episode are common among patients
in our study. The symptoms of “mood response to actual or potential
positive events” and “interpersonal rejection sensitivity” occur in both BD
I and BD I groups with comparably high rates, in previous and current
episode(s). Yet, “interpersonal rejection sensitivity” is presented more in
the group of patients with BD II than BD I, the difference is statistically
significant (p=0.002, p=0.011). Hypersomnia in previous episodes is
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documented with the rates of 39% and 42.9% BD I and BD II groups
respectively. Leaden paralysis is also a quite common symptom. These
symptoms are less common in current episode.

Thus, the study suggests some features (i.e. mood response,
interpersonal rejection sensitivity, overeating, hypersomnia, and leaden
paralysis) should be noticed and soon detected to help the clinicians
consider diagnosing bipolar depression in case there is previous no
manic/hypomanic episode.
4.2.2.9. Mixed features

The symptom “increase in goal-directed activity” presents in both
previous episodes (21.4% patients with BD II, 26.8% with BD I) and
current episode (5.6% BD II and 11.3% BD I). Also, “talkative” is common
with prevalence ranged from 11.1 — 31.7% in study population. This result
is in accordance with Goldberg (2009) whose findings declare the highest
rate in the group of patients having 1-3 episodes with manic features.
4.2.2.10. Anxious distress

Our study shows that “feeling keyed up or tense” and ‘“feeling
unusually restless” account for the highest incidence rates in both groups of
patients with BD I and BD II, in both previous and current episode(s)
(34.0% - 57.1% and 5% - 50%). However, this symptom is more common
in previous episodes in BD II than BD I (p=0.027).

These anxious features can belong to clinical pictures of one or
more comorbid anxiety disorders, or a group of subthreshold symptoms of
an anxiety disorder. It’s well-known that anxiety disorders (i.e. panic
disorder, obsessive-compulsive disorder, social anxiety disorder)
commonly comorbid with bipolar affective disorder and recurrent
depressive disorder.
4.2.2.11. Treatment response

In acute phase of bipolar depression in our study population:

o The presence of mania or hypomania during treatment: 9.8%
patients with BD I and 14.3% patients with BD II in our study switch to
maniac/hypomanic episode during treatment.

o The presence of mixed features during treatment: The incidence rates
of the presence of mixed features in depression episode during treatment is
higher in BD I group (the difference is not statistically significant).

o The presence of suicidal thoughts and acts during treatment: highly
presented among patients with BD II (14.3%).
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o Treatment tolerance: The average incidence rate of treatment
tolerance is 14.5% in previous episodes, among these are 28.6% patients
with BD II and in 9.8% patients with BD 1.

4.3. TREATMENT OF BIPOLAR DEPRESSION
4.3.1. The length of stay in hospital

The average length of stay in hospital is 21.75+11.02 (days). Our
study result is comparable with Ben Abla (2006) (20.7 days).
4.3.2. Medication use
* Medication combinations

Antipsychotics and antidepressants are prescribed for more than 75%
participants. The proportion of mood stabilizers are only 67.6%. In the
study of Vu Van Dan (2012), the rates of patients prescribed with mood
stabilizers and antidepressants are 50% and 95%, respectively. According to
Bond D.J et al (2008), antidepressants-induced elevated mood presented in
14.2% BD I patients and 7.1% BD II patients in acute phase; and in 23.4%
BD I patients and 13.9% BD II patients in maintenance phase.

* Mood stabilizers

The most prescribed mood stabilizer is valproate (61.97%). According to
the Texas Implementation of Medication Algorithms 2007 and the British
Association for Psychopharmacology 2016, valproate is a first-line medication
for both monotherapy and combination in bipolar disorder treatment.

* Antipsychotics

The most prescribed antipsychotic is quetiapine (41 patients, the
average minimum dose is 199.4 mg/day, the average maximum dose is
304.9 mg/day). The result follows several updated treatment guidelines
which indicate the role of quetiapine as both an antipsychotic and a mood
stabilizer and show the reason why it’s a first-line medication used for both
monotherapy and combination in bipolar disorder treatment.

* Antidepressants

Most patients in our study are prescribed with sertraline and mirtazapine
(36.6%). This is in accordance with the findings from studies of Vu Van Dan in
2012 and Vu Minh Hanh in 2008. Latest evidences claim that, among
antidepressants, SSRIs are the best tolerated, quickest responded, and least
associated with mood switching or rapid cycling, compared to TCAs.

* Adverse effects

Our findings show that adverse effects vary in various levels of
severity. The most common adverse effect is weight gain (77.5%), other
adverse effects account for less than one third of study population:
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anticholinergic effect (32.4%), postural hypotension (26.8%), dizziness
(22.5%). As shown in a study following bipolar patients treated with
olanzapine after 1 year conducted by Gonzalez, the adverse effects included
extrapyramidal symptoms (20.56%), weight gain (51.40%), akathisia
(9.35%). The difference may be due to the fact that medication combination
is common among our study population while other researches only focus
on one medication monotherapy.
4.3.3. Reduction of depressive symptoms
* Reduction of major features

There is significant reduction of major features of depressive episode
reported. Both studies by Vu Minh Hanh (2008) and Vu Van Dan (2012)
documented very high rates of the symptoms “depressed mood” and “reduced
energy” at admission (100% and 90%) which are similar to our study results,
and higher rate of “loss of interest and enjoyment” (92.5%). However, the
proportions of symptoms after treatment are missing in both studies.
* Reduction of common features

There is reduction of all common features of depressive episode
reported, 43% patients having suicidal ideas and acts fully recover from
suicidal behaviors. This result is higher than the rate reported by Nguyen Van
Cuong (22%); the author, however, shared our point of view on treatment
efficacy after three weeks of quetiapine used in both monotherapy and
combination which resulted in full remission of the symptom.
* Reduction of somatic features

All somatic features of patients in our study show fully reduction
after treatment.
4.3.4. Outcomes at discharge (N=71)
* According to CGI

CGI-S mean score was decreased during hospitalization: 5.51+0.7 at
admission, 4.48+0.72 after 1 week of treatment, and 3.2+0.71 at discharge.
CGI-I mean score after 1 week of treatment was 2.61 £ 0.55 and at
discharge was 1.46 + 0.53. When comparing CGI-I differences, we found a
statistically significant difference of p<0.001. According to Nguyen Van
Cuong, the average CGI-S score at admission was 2.6%1.5, after 3 weeks
reduced to 2.5+1.1.
* According to BDI

The mean BDI score was 28.79 + 9.64. This result was higher than
that of Forty L. et al. (11.66 in patients with bipolar depression and 18.12 in
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patients with unipolar depression). According to BDI score, the number of
patients with mild depression was 35%, moderate 32.5%, severe 30%. The
high mean BDI score (28.79) may be explained by the fact that the majority
of patients were clinically diagnosed with moderate to severe depression
(>45% patients with severe depression).

4.3.5. Treatment adherence (N=70)

Over time, adherence rate declines steadily from 92.9% at 3 months
to 18.6% after one year. Thus, it is obvious that treatment adherence
remains a challenge for clinicians because of various factors. So, there is a
need for a cooperation of clinicians, patients, family members, as well as
social policies to help patients access to affordable health care service.
4.3.6. Relapse and recurrence after 12-month follow-up

Table 4.1. Relapse and recurrence in comparison with other authors

Authors Vaquez | Terao This
Features et al et al study
Year 2015 2017 2018
Number of patients 3904 966 70
Follow-up duration (years) 2.1 1 1
Overall relapse/recurrence rate (%) 55.2 20.1 36.6
Relapse with depressive episode (%) 11.4 31.59
Relapse with manic episode (%) 13.9 4.29
Relapse with hypomanic episode (%) 2.88

4.3.7. Individual, occupational and social functioning after 12-month
follow-up (N=70)

After 12-month follow-up, most patients in our study report mild to
moderate individual and social functioning impairment (51.4% and 44.35%),
1.4% report severe occupational functioning impairment. According to Bauer
et al (2001) and Judd (2005), the most valuable predictor of functioning
impairment is residual depressive symptoms.

4.3.8. Risk factors associated with relapse and recurrence of bipolar
disorder after 12-month follow-up (N=70)

In terms of demographical characteristics, there is no statistically
significant association (p<0.05) between BD relapse and other traits such as
age, sex and place of residence. Our research results are similar to many
studies in the world. According to Vosough et al after evaluating the
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demographic characteristics associated with relapse rates, BD shows no
association of factors such as age and residence with the relapse rate.

In our study, there was no statistically significant association between
classifications, psychotic features, suicidal ideation with relapse of BD episodes
during one-year follow-up after discharge. Our study, despite not giving the
evidence of the relation between duration of previous episodes and the rate of
relapse, partly matched with the hypotheses about the role of the previous
episodes: the more previous episodes are, the sooner relapse episode comes.

In terms of treatment features, our study found that relapse rate of
non-mood stabilizers group is 1.55 times the group of patients given mood
stabilizers (p=0.03). This result is consistent with the theory of the role of
mood stabilizers which don’t have only treatment efficacy in the acute
phase but also relapse prevention in maintenance treatment. In the study of
Silverstone et al, mood stabilizers, including lithium, have been shown to
be effective in preventing relapse in BD episodes.

Our findings also show 1.89-time higher incidence rate of relapse in
group of patients with non- or poor adherence than in group of patients with
high level of adherence (p=0.007). This is in accordance with the result of
Vosough et al: statistically significant higher relapse rate seen in patients who
stopped medication comparing to regular use patients (p< 0.05).

The group of patients with moderate or severe functioning
impairment has a relapse rate of 1.41 times higher than the group with mild
or no functioning impairment (p= 0.02). After the acute phase of treatment,
the residual symptoms lead to decline in individual, social, and
occupational functioning, which consequently acts as a stress-relieving
stimulus for BD relapse. Gitlin's research also suggested that social
functioning impairment is a predictor of early relapse within 5 years of
follow-up; while severe social and family functioning may initiate early
relapse of a bipolar depressive episode.

CONCLUSION

1. Clinical features of bipolar affective disorder

- 11.4% patients have family history of BD, 7% have family history
of SCZ; 40.8% patients have the first episode before the age of 25; 54.9%
patients have the first episode of depression.
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- The group of patients having at least 3 depressive episodes
accounts for the rate of 38.1%, 80% patients have previous depressive
disorders lasting less than 6 months.

- Atypical features of depressive episode are common (mood
reactivity 63.4%, interpersonal rejection sensitivity 57.7%).

- Mixed features are also reported in both previous and current
episode(s): talkative 22.5%, more common in BD II.

- Symptoms of Anxiety, Psychotic features (>25%), suicidal
ideations and attempts (43.7%), agitation and irritability (39.4%) all
account for substantial percentage among study population.

2. Treatment of depression in bipolar affective disorder

- >90% patients in our study receive polytherapy, which account for
the majority. >75% patients are prescribed antipsychotics and
antidepressants, the mostly used medications are quetiapine, sertraline and
mirtazapine. Mood stabilizers are used in 67.6% participants, with valproate
being the most common medication.

- The most common adverse effect is weight gain (77.5%).

- After 12-month follow-up, our findings show the incidence rate of
depressive episode relapse/recurrence is 31.59%, while the rates of the
presence of manic and hypomanic episode are 4.29% and 2.88%
respectively.

- The research also indicates some risk factors associated with
relapse/recurrence after 12-month treatment including: having at least 3
previous depressive episodes, not being prescribed mood stabilizers, non- or
poor adherence, moderate to severe functioning impairment (OR and p of each
comparison: 2.5 and 0.04, 1.55 and 0.03, 1.89 and 0.007, 1.41 and 0.02).

FURTHER PERSPECTIVES

- It is necessary to thoroughly investigate the family history of
bipolar disorder, clinical course, symptoms (atypical, mixed, anxious
features...) and also history of medication response to consider early
diagnosis of bipolar depression from the very first episodes.

- It is necessary to educate patients and their family members about
bipolar disorder — how to recognize and treat at the early stage as well as
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the role of adherence so as to improve the quality of life of patients.



