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Abstract

Objective: To systematically evaluate the efficacy and safety of high dose (30 mg/d) mirtazapine
and low dose (15 mg/d) combined with conventional dose of escitalopram oxalate in the treat-
ment of depression and anxiety, and to find an appropriate dose of mirtazapine, so as to provide
an evidence for clinical selection. Methods: A systematic literature search was conducted in Eng-
lish and Chinese database of PubMed, the Cochrane library, Embase, China Biology Medicine disc
(CBMdisc/SinoMed), China National Knowledge Infrastructure Database (CNKI), VIP and WanFang.
Relevant randomized controlled trials (RCTs) about doses of mirtazapine in combination of esci-
talopram oxalate citalopram tablets in the treatment of depression with anxiety or depression
was collected, limited in the time from building the library to August 2020. After the articles were
screened while the data was extracted by two researchers independently, the RevMan 5.3 soft-
ware was used for Meta-analysis. Results: @ Eleven RCTs were included, involving a total of 878
patients. The results of meta-analysis showed that the total effective rate (RR = 1.20,95% CI = 1.13
-1.26,P <0.00001) and recovery rate (RR = 1.52,95% CI = 1.22 - 1.88, P = 0.0002) of the high-dose
group were significantly higher than those of the low-dose group at the end of the treatment cycle.
® After 2, 4, and 8 weeks of treatment, the HAMD score showed statistically significant differenc-
es between the high-dose group and the low-dose group (2 weeks: MD = -5.57, 95% CI = -6.04 -
-5.10, P < 0.00001). 4 weeks: MD = -4.78, 95% CI = -5.19 - -4.37, P < 0.00001; 8 weeks: MD =
-4.23,95% CI = -4.83 - -3.62, P < 0.00001); HAMA score difference between the two groups after 8
weeks of treatment was not statistically significant (P = 0.12). 3 In the end of treatment, the total
incidence of adverse reactions of high-dose group was higher than low dose group (RR =1.30,95%
CI = 1.08 - 1.55, P = 0.005). Among common adverse reactions, the incidence of weight gain had a
statistically significant difference between the two groups (RR = 2.66, 95% CI = 1.48 - 4.75, P =
0.001), and the rest of the adverse reactions between the two groups have no statistical signific-
ance (P > 0.05). Conclusion: The efficacy of the large dose (30 mg/d) of mirtazapine combined with
conventional dose of escitalopram oxalate citalopram was better than that of small dose (15
mg/d). But due to the low drug safety of high-dose group, it is recommended to choose low-dose
mirtazapine as a combination therapy to ensure the drug safety.
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1. 5|18

Pt S DA RIL, H AT RERARE B F AR T 3.22 42, AHAIRALN 4.3%, HEAPEE
BRI 4.2%, SHFPI B RA (1] AR A £ RS2 AMARRE i) — AN B ZE A, 2 5 AR AE &
B 40%~60%. £ EEHEANARE B MAVACRE R 5 A RS IR A B K KA, 5 FEORIS A, TRFRE A
o, VEITHMERE R UL AR 5 52 S5 R (2] BIR S A P R =2 R — A RO AR R s R B S-FR Al
(5-HT) F 45 HL M #1771 SSRI (Selective Serotonin Reuptake Inhibitor), AEWEEFMEHANH] 5-HT #5154k, FHKT
RAGFTRNT 5-HT BFFEREL TSI HIVE I3 AREFRE — R E R T X AR AT B o A4
iz, g T kB S-HT FAREUNHIF], KA S-HT F 8. XS LIREKT, Wk
FECGEAAR . SRR R IAR4].  H RTIEPR 1o 6 bR b 245 ) AT HIRICRE £ A8 R BB E 19697

HREHREBA LT, KT RE ISR E TR B AH R — b, JEAHE SO ER,
KT B R B 1) SR S ) P R 22 R A S R AT AR B R AR, HA RN R AR
BUNS H A IERAF T KRR KR ECP A BCR M N &, (AR S EEE AR R MR A
AT, 22 AR [6]. B EEE) H Aln R 25 TR BRI =@ TE 15~45 mg 28], FIEM
SRR B = AR, ELE A BAH SS90 5 8 AE EE I NFEAR B/ 97 3 2 VPPN PR AR A 4t
—EEA R . AT TR S R I I R B AT AR R BRI AR £ A [R] 7R oK ST B A R Y R L
A PR 229697 I BE LG BESEEG, SR Meta-23 BT (9 77 VR0 JL I AT R0R 22 A AT RGN, NIl IKIE
PSR T 1A

2. AREFZE
2.1. PNFFHE

1) BHFRBIBEHL IIRIE(RCT), WHEFIR E T SCMISEsE, 275 R A B S5 B R s A B R

2) BT RAFEAARSE AH SIS AR v A AIRE £ A5 R B AR E B 2, I Wb 48 ORE pi s ig 2
H5SFMEE 4 )Y (DSM-IV).  (HE5 TAEH LU i 517 8RS80 B (GE 10 i) (ICD-10).  (H
RS 7 K 5 IZ2WRECE 3 W)Y (CCMD-3); B FRAM, MR % /R ER(HAMD)
W =17 .

3) Tt R AL RN B R (15 mg/d, BERTARAD), TAREEER & &) PEEK I 24 (10~20 mg/d);
RIS ZH F IR 2K BT (30 mg/d, BERTARAD), HIREER 3R] PE LS 2% (10~20 mg/d).

4) 5 RAREQO AR T ROV F bR AE T IR IT R A SR A BRI A, IR
HAMD V55 S 85 2 7], WorZ = GRITRIVESY — W97 R POmARIT RIS % 100%, HAMD JEr % >
75%F8 R, HAMD Jil7r % > 25%45~ A %, HAMD 7> % AE 25% L TR B, BEE =(EE
NEL + ARNB)/EFH B < 100%, IR = BEAB/EE S x 100%; @ 6972, 4, 8 JHEH
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HAMD V¥ 73 PP X B 5B A AR R g @ I)T I S HAMA 773 PP 41 5 il Be 4 £ e
BRI @ A VEIRbR N BEIGYT RIS O, 25 0 SR BN RS R AR RN RN R AR

2.2. HERRFRAE

@ [BIBE 2 #7 SCHR S s sl @ ASRESR AT RCEAR BEAT 25 6 20 M B ™ B R (KSR ©)
RRRISCHR:; @ EERMUAE, SIFPEO. B ARSI RS, MR R AL e, Xt
AHE L)L -

2.3. R

SRH R 5 [ SGAE Y R 7%, DLIARAE . SKECE. BRRSCA] Al =2, SRR 2. IR
HRSCAE 2R ], K2R P ] AR R 2 SRR O E (SinoMed) s HP B 42 SCEHE 2E(CNKD) 435 40085 22 (VIP)
JiT B¥E FE s UL depression. mirtazapine Escitalopram. dose JHJE 46 & 4], #452% PubMed. Cochrane library-.
Embase 24/ . Kz BFBREZE S 2020 45 8 H . [FIN, @d AN SCERNSE IR, BERMAEX T AR
SEIBATAD 78 TR -

2.4. CHRTHE R FERHRER

SCHR IR 07 326 A0 S TR S B PRI AL BT FU B ML AT IR LU &5 2R, 5 RIS SRAS — BB, IR
PRtk o FESIBRE R SCHR S, I B BRI L, HERR BB AR 5 L T S AT S W AR HERR ST
Wk, 5 FRE— P A SO AR E 2 BAIN Meta-0 8o ARHE Cochrane HE7E 5T E PP R AT A BTRHE
ERBATHER R, AREHE: O BFE . KREMD: @ BIAXNRICTEE. At R
FARIT R © WHRMREAR LTI @ 29977 dahs K2 i et itr. © BiEtRigmZ

2.5. ANCRREI R BT

® KH Cochrane F} 5.1.0 #EFEHT RCT i 4 KU PFA T B9 NI FE FIBENL T V5 R &
s BRI e B . R T IR BRI S BT 7T 45 R DA KR 75 A7 A H A (A XU S5 DR R BEA TV . 1% FE
G 5T E L AT G LU XA S5 R, 45 PP B A — IR, W, @ SN SCERE > 10
145 R FR AR 2 B = B TR0 K R e
2.6. GtEH*

N Rev Man5.3 B AF#E4T Meta-43 4T, 4L 1A il FH 25502 (MDYE NG i BT RS Fa AR, — 9
AR 5K RS EERRYE N GE -4 T RN FE AR, BAS X% B N 95% (95% CI). EE(FH Q it & Al
I Giit Bt AT R0, IR DA I R, 45 12> 50%, "I ABEFERIAELE SRRk, 2 A BE AL
RN HEAT Meta-70HT; 45 12 < 50%, NS FCal [F 5, 00 P [ 5E RN B A HEAT Meta-73 4T
3. &R
3.1. XHFERERERER

YIRS OB FE S B O STk 177 7, SIBREE SCHRERIA 124 &, @R D s bs dlf i 2 5
HERRSCRR 100 55, P4 SCE IR EHERR STk 13 55, EWATTFEARUER] 11 55 RCTs #H1T Meta-734T, 3t
v & 878 i, HAxtIE 439 ), SEZIGAH 439 . SCHERTRIEIRAE A a5 RILIE 1, IR FEAHE
B 1o
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Figure 1. The process and results of literature screening

B 1. XEFERIE R AR

Table 1. Basic data of included literature

F 1. MAFARBERZER

.
) 1% SR P51 e T b B ] B
ANFF 5 FTRYE SRR
5 LY ik (T/C) (TIC, %) (o) (TIC, ) T TR g5 RRbR
1 WRFKHT 2015 [8]  60/60  39.5+7.8/389+82  63/57 9.0+3.4/94+37 A+C B+C 8 00O6)
2 f#Hl 2016 [9] 30/30 S 33/27 0.5~3.8 A+D B+D 8 0PO6)
3 A EHE 2017 [10]  64/64  32.6+2.5/32.1+22  71/57 12+05/13+05 A+C B+C 10 00O6)
4 X E# 2017 [11]  55/55 39.4+7.6/388+8.1  69/41 EST§: A+D B+D 8 0O6)

5 JW# 2018 [12]  30/30  32.9+5.4/322+52 3723 12+0917+14 A+C B+C 8 00
6 RENE 2018 [13] 25725 35.6+33 33/17 1.6+04 A+C B+C 10 DG

Pip AR
3 +3. S+l + +

7 5 2018 [14] 30/30 41.3+3.5 38/22 25+12 A+D B+D 8 0B

8 FH2018[15]  39/39 33.3+24/329+26 4335 12+02/1.5+03 A+D B+D 9 066)
9 FEZ2019[16]  36/36  52.3+6.8/51.6+£7.1  33/39 NETE A+C B+C 8 OOBe®@
10 BI%£ 2019 [17]  30/30 573+32 34/26 55+1.2 A+C B+C 8 0606
11 TKLLME 2020 [18]  40/40  422+2.4/428+25  38/32 ySET A+D B+D 12 OE®B

A: FIEREF 15 mgpo qd; B: KFIEKEF 30 mgpo qd; C: HERZF] PUEKEE > 10 mg~20 mg; D: BRI A PHEGE > 10 mg. @ &
BHHE; @ ZEERE; @ HAMD T4 @ HAMA iT5; © ZRARKMAEER.

3.2. ANNEREIREIEMN

FE 11 3 RCTs i, Hob g 6 Rk L& 7 BAAIIBENL Y7 A 5 AR EE, H& 6 Rl &
H5RWAELRE TG FRES: 11 R SCREIRIE K BRaml, SCRRBTE TN A& 2.
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Table 2. The form of quality evaluation on literature

2. XHRETNR

N BT i ke L s

WU 2015 (8] BEHLECTRIE B KB KRR KX @ il
91 2016 9] KR KRR KR KRR KR % il
#5645 2017 [10] KILR RIE KR RRE KK % il
KUERE 2017 [1] KLk KiK. KR KRR RRW % il
I 2018 [12] mdCERE  RIE KRR KRR R % il
RER2018[13]  BMOEEIHGE & KRR KRR KKV % il
e KR KR KRR ORIRE kD % e
T 2018 [15] B LAl ECER X% & R L KK KT & AER
#2019 16] KL B kB RRE Eki & i
B 2019 17) BB e B KB KRR Eki & i
HOME2020(18)  BbLECERE B KRR KRR EXi & i

3.3. Meta- D HTER

1) BRECERAN 11 Tse, SRMERRERNP =054, P =0, RpaSHEsCaEmR, B E E 8N
PR HEAT o0 AT, S5 R BORSEI AR TT 5 S SR E TR (RR = 1.20, 95% CI = 1.13~1.26, P <
0.00001) 1. 14 2.

Xakal AFAL Risk Ratio Risk Ratio
S S E T E T Nei M-H, Fi % C M-H, Fi 059%
& W 2018 24 25 18 25 52% 1.33[1.03, 1.72]
X K% 2017 52 55 41 55 11.8% 1.27 [1.07, 1.50] =
k4t 2020 38 40 32 40  92% 1.19[1.00, 1.41] —
2 50H 2017 62 64 54 64 156% 1.15[1.02, 1.29] =
RkAk W] 2015 54 60 50 60 14.4% 1.08 [0.94, 1.24] ™
F k2018 38 39 30 39 86% 1.27 [1.06, 1.52] ==
Fise T 1)-pE R 2018 29 30 22 30 6.3% 1.32[1.05, 1.65] —=
#4 2019 34 36 32 36 92% 1.06 [0.92, 1.22] ™
fi#yl 2016 28 30 25 30 7.2% 1.12[0.93, 1.35] T
Fi#i 2018 28 30 21 30 6.1% 1.33[1.04, 1.72] =
B 2019 28 30 22 30 6.3% 1.27 [1.01, 1.61] —~
Total (95% CI) 439 439 100.0%  1.20 [1.13, 1.26] ¢
Total events 415 347

Heterogeneity: Chiz = 8.97, df = 10 (P = 0.54); I? = 0%

Test for overall effect: Z = 6.59 (P < 0.00001) 02 05 ! 2 5

KARA lEA

Figure 2. Forest plot of Meta-analysis in final total response rate between two groups

2. PRLE R B AMEN Meta- T IR E

2) PEREXTAINI 6 T FLEAT SR ME T, AR EE TN P = 0.84, TP =0, $RSHFITIR LN
S, N FH [ RN RL A3 AT, 43 BT 4 SRR B SR G AL VR YT S 1 R 0 v T R ZH(RR = 1.52, 95% CI
=1.22~1.88, P = 0.0002), WL/ 3.

3) HAMD ¥ #& BN SCERHYRYT 2, 4, 8 FfG skie 4RIt B 41 HAMD 1P #7697 2 5
{1 HAMD $E4r 20N 4 TRE5E, SERUMER IR S5 N P = 0.99. 17 =0, N[ E RSB RHEAT /007, 4555
JNIRTT 2 R4 HAMD 15 2 5 B Giit 253 L (MD = =5.57, 95% CI = —6.04~-5.10, P < 0.00001), 'L
4o VBIT 4 R W4 HAMD W 99N 6 T 78, SRR LS A P = 0.12. I = 43%, HT I’ <50%,
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li5] S FH [ 3 RS A 3R AT b, S5 R BoRIBYT 4 JE 54 HAMD W55 12 = Al Ee it (MD = —4.78,
95% CI =—5.19~—4.37, P <0.00001), WK 5. #6597 8 A5 P4 HAMD $F4r 40N 8 T 78, i MEAG L6 45
NP <0.0001 I =79%, BT I*>50%, FEREHFFTIALFER T, KA BT 5
Hré R sIadT 8 JA a4l HAMD 14 I 2 RAFE G 1T = X (MD = —4.23, 95% CI = —4.83~-3.62, P <
0.00001), MLI5 6.

K htal AAL Risk Ratio Risk Ratio

r T T i M-H, Fix M-H, Fix
KK 2018 12 25 4 25 48% 3.00 [1.12, 8.05] S
XK 2017 30 55 21 55 253% 1.43[0.94, 2.16] "
2 56HE 2017 18 64 12 64 145% 1.50 [0.79, 2.85] T
KRk 2015 32 60 2 60 26.5% 1.45[0.97, 2.19) I
{245 2019 18 36 13 36 15.7% 1.38[0.80, 2.38] B
fitHl 2016 16 30 1 30 13.3% 1.45[0.82, 2.59) T =
Total (95% CI) 270 270 100.0%  1.52[1.22,1.88] >
Total events 126 83
Heterogeneity: Chiz = 2.09, df = 5 (P = 0.84); I2= 0% 0‘ 5 055 ; 2 5
Test for overall effect: Z = 3.78 (P = 0.0002) : ')\, FUL AL

Figure 3. Forest plot of Meta-analysis in final cure rate between two groups

[ 3. AL RERRE Meta- 53 7RKE

KAl piRAL Mean Difference Mean Difference

r r Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI 1V, Fix % Cl
XK % 2017 232 2 55 288 23 55 33.9% -5.60[-6.41,-4.79] -
Wk 2015 23.3 21 60 289 24 60 33.8% -5.60[-6.41,-4.79] -
HiJeHi /) EEIR 2018 232 21 30 288 25 30 16.1% -5.60 [-6.77, -4.43] o
fi#l 2016 23.2 21 30 286 25 30 16.1% -5.40[-6.57,-4.23] -
Total (95% Cl) 175 175 100.0% -5.57 [-6.04, -5.10] ¢
Heterogeneity: Chiz = 0.09, df = 3 (P = 0.99); I2 = 0% B 1’ o 5 0 5 1=0
Test for overall effect: Z = 23.26 (P < 0.00001) FAEL AL

Figure 4. Forest plot of Meta-analysis in HAMD score after treating 2 weeks between two groups

4. FLEETT 2 EFE HAMD iE4 B Meta- 2 AT 2R 4K E

K4l AFAL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed.95% Cl IV, Fixed. 95% CI
£t 2018 22.64 1.84 25 26.33 1.48 25 19.4% -3.69[-4.62,-2.76] L
X E % 2017 19.3 22 55 244 21 55 25.8% -5.10[-5.90, -4.30] -5
WAk EH 2015 194 23 60 245 22 60 25.7% -5.10[-5.91, -4.29] -
4 sl - 2018 193 22 30 244 21 30 14.1% -5.10[-6.19,-4.01] -
#E4= 2019 16.39 5.88 36 19.43 6.03 36 2.2% -3.04[-5.79, -0.29]
fi#l 2016 194 23 30 245 22 30 12.8% -5.10[-6.24,-3.96] -3
Total (95% Cl) 236 236 100.0% -4.78 [5.19, -4.37] ¢
Heterogeneity: Chiz = 8.71, df = 5 (P = 0.12); I = 43% _1’0 5 5 5 1=0
Test for overall effect: Z = 22.96 (P < 0.00001) KRR IR

Figure 5. Forest plot of Meta-analysis in HAMD score after treating 4 weeks between two groups

& 5. FLEETT 4 AE HAMD iES B Meta- M T 25K [E

KFhtal ANFRRAL Mean Difference Mean Difference
udy or Suk I ean D a ean D a eig Random. 95% CI IV. Random, 95% CI
e E W 2018 18.23 1.07 25 2411 1.07 25 15.0% -5.88 [-6.47, -5.29] -3
X % 2017 53 1.2 55 95 17 55 15.3% -4.20 [-4.75, -3.65] -
WAk 2015 54 13 60 95 18 60 15.2% -4.10 [-4.66, -3.54] 3
#iSeit )y 2018 53 1.2 30 94 19 30 13.4% -4.10 [-4.90, -3.30] -
#¥7 2019 8.44 4.06 36 10.62 4.51 36 6.1% -2.18 [-4.16, -0.20] —
fi## 2016 54 13 30 95 1.8 30 13.4% -4.10 [-4.89, -3.31] =2
JH#i 2018 6.82 3.14 30 10.37 3.03 30 8.1% -3.55[-5.11, -1.99] -
BpsE 2019 542 1.26 30 9.56 1.75 30 13.6% -4.14 [-4.91, -3.37] B2
Total (95% CI) 296 296 100.0%  -4.23 [-4.83, -3.62] ‘
Heterogeneity: Tau? = 0.55; Chi? = 32.97, df = 7 (P < 0.0001); I? = 79% " 1’0 5 5 5 1’0
Test for overall effect: Z = 13.64 (P < 0.00001) KA R4

Figure 6. Forest plot of Meta-analysis in HAMD score after treating 8 weeks between two groups
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4) HAMA P49 2 e 58, $2H0 7IR9T 8 B M4l HAMA P55, it 45 R4 P < 0.00001 .
* = 98%, $7~ #-WF FC 1A 7776 52 35 0 7 ok , IS F B LS BB AR EAT 4047 » 485 B B iB 9T 8 Jl G 41 HAMA
P 2R TG 7E L (MD =—-4.09, 95% CI =—9.27~1.09, P = 0.12), W& 7,

5) 2y RN R AR RN R RN R AN 10 BT, FRERKESERN P = 008, I* =
42%, PR EWICRIAAEER BRI R, BBV AT 04, 45 R SR SLie H e R B
RAERE T4 (RR = 1.30, 95% CI = 1.08~1.55, P = 0.005), W& 8. Hrszobd A E B InfA B &0
RAEZF R ET XA, WHZERHA 25 U(RR = 2.66, 95% Cl = 1.48~4.75, P = 0.001), ML E
Zi AR RN R AR ZE R TG (P > 0.05), WL 3.

KFhtal AL Mean Difference Mean Difference
r i V., R Y 1V,
E¥2% 2019 8.25 2.91 36 9.67 286 36 49.5% -1.42 [-2.75, -0.09]

B 2019 6.15 1.68 30 12.86 1.73 30 50.5%  -6.71[-7.57,-5.85]
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Figure 7. Forest plot of Meta-analysis in HAMA score after treating 8 weeks between two groups
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Figure 8. Forest plot of Meta-analysis in rate of total adverse reaction between two groups
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Table 3. Meta-analysis of adverse reaction rate of mirtazapine in different doses combined with escitalopram oxalate
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Figure 9. Funnel plot of final total response rate
9. RBEMENRIE
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Test for overall effect: Z = 27.60 (P < 0.00001) KR N4

Figure 10. Forest plot of Sensitivity Analysis in HAMA score after treating 8 weeks between two groups
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