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Abstract

e AIM: To study the clinical effect of Conbercept and
Ranibizumab for macular edema ( ME) with meta -
analysis.

e METHODS :We searched Pubmed, EMBASE, Cochrane
Library Central Register of Controlled Trials (CENTRAL),
Google scholar, ClinicalTrials. gov, CNKI, VIP and
wanfang database for studies which published between
January 1 2012 and July 1 2017, on the comparison of
conbercept with ranibizumab for the clinical effect of
secondary macular edema. The primary endpoints were
visual acuity (VA) and central macular thickness in this
study to assess the efficiency of the drugs. Review
Manager 5.3 and Stata 12. 0 were used for data analysis
with the pooled odds ratios (OR), mean difference and
95% confidence interval (Cl).

e RESULTS. Eleven RCTs involving 812 patients met

2242

inclusion criteria and included in this meta - analysis,
including 414 eyes in conbercept group and 398 eyes in
ranibizumab group. Macular edema in this study were
secondary to age-related macular degeneration, diabetic
retinopathy and retinal vein occlusion. No significant
differences in improvement of vision acuity( P=0.09) or
reduction of CMT ( P>0.05) were noted at the end of 3mo
between two groups. Compared to ranibizumab,
conbercept showed a better effectiveness in macular
edema alleviation in the end of 6mo in the present study
(OR=-58.50, 95% CI. -108.04 to -8.95; P=0.02).

e CONCLUSION: Despite evidence from the meta -
analysis of the RCTs suggesting a strong difference of the
effectiveness for macular edema between conbercept and
ranibizumab, more clinical trials are still needed to
confirm our results because of the heterogeneity in the
collected data.

o KEYWORDS: conbercept; ranibizumab; macular
edema; vision acuity; central macular thickness

Citation:Shi R, Yang L, Qi Y, et al. Comparison of Conbercept
with Ranibizumab for the treatment efficiency of macular edema: a
meta—analysis. Guoji Yanke Zazhi (Int Eye Sci) 2017317 (12) ;
2242 -2247

HE

BHY iz IR 7 RV 5 70 0 BB 58 07 8k, IR B
FAPEE ( conbercept ) F1E5 Bk FAHT ( ranibizumab ) ¥ 7 25 5
TR A R

Fi% . 5 W 7E Pubmed . EMbase . Cochrane Library Central
Register of Controlled Trials ( CENTRAL) | Google scholar
ClinicalTrials. gov A 20 R ( CNKL) | 2 32 %50 405 % (VIP)
AT 5 B4 2 ( WanFang Database ) 1 # R & # T

2012-01-01,/2017-07-01 & FXF L HREAA 745 1 H BR AL
TG IT £5 P Ak 2 M BB K I i I R T ) SO L
(visual acuity, VA) B9 2035 F1 8 BE o0 1040 90 5 &8
( central macular thickness , CMT) /£y 3= 5 ) 45 JR1 38 #n 12F
1T Meta 43 87 LR 2590 00 A %01, FH Review Manager
5.3 il Stata 12. 0 FRAFHEATEAE 387

R R RGNS R, A Meta 7T AHA 11 AN R
FEHLXT B AF 5% ( randomized controlled trial, RCT) , 3L 812
MR BTG 4 414 R, TR BR S HT4L 398 IR, 2N
SEAEVEBTBEAZ I W BRvs 1L OO JIESi A AL o e JDk L 2 I
SR BEBEA D . GETT o B 25 R K B, B VG 3 R R
PO TR (3R YT 3mo) # 1 BEE F1 CMT 28 1k 22 51
TG 2E T L (P>0.05) s AEIRYT AN ) J5UA -5 By B 5E
JK T T R 2 ) ASCRAR 2 EL TR R BT LG, AP
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5 BE7K M ( macular edema, MD ) H 4% & T-4F #$ A0 G
75 K4S 1 (age—related macular degeneration, ARMD) i %]
JEEES Tk B 2E ( retinal vein occlusion , RVO) FILKH FR G F1L I JE
7% (diabetic retinopathy , DR ) L5 245 T IS 00 g 00 TR R ot
PR S B ETIG R -3 80 TAE ARERL )3 2 i) 22 5
Rz — 0 HEANLHIE 2% 1677 1B 2 B A b s il 9
BEARK I i — 20 3 w0, ek SR AR A T
A2 50 ) B B DX AR A AE DI 8 S 3ok PN S B2 T U8 3R T T 4k
RAEBBEAK AT — ST R, (E e | R 1 B RE T BE IR |
PRSP Bl S 4 i M DGR O T P 1 N B 4 3 1 A
FHALRR S T HAENG AR AT Z S BEE AT T 1
PN Bz A= K [HF ( vascular endothelial growth factor, VEGF) 4]
Th i FEBHEAK b K95 ThAE TG T IZ AT, 3T VEGF 2624
Yy H AT 28 A TR T 25 A 28 AL R K i i — 2R 24,
HEARWER /N BERBENILS, Hrh R BT
S B N S5 B I FH 1A R DG P R 1 A B K i 7
5 AT AT EE L 2017 4R BT 35 IR B £
e RF8 45 |, AH b D1 AR BT ( bevacizumab ) #1855 BRBLHT
FA] 1 75 3 ( aflibercept ) Kb 4 PR 9 P 2% B K i ( diabetic
macular edema, DME) 3 E0 L 1 F FEIRITROR T4
HE2AE Ry 1 Py A BT LS AT 75 45 A4 AR RL i) B A P
e, PR AT 22 0 /R FHHE 200 FE VR YT 8 5K i i A
FHH B ERTRY . BATREEE N E R EZAWE
BEHLXT REBIFST LA PFAk AT VG 35 F1E 2R LT XT TR T7 A R
FAIEBEAR I AR, I 25 R M A G —, B, A
5T IE T Meta 3BT 04 7 78%F 11 ASAH B IG RIRIR A T A
FoHT, I PR VEGF 2580347 7 B BEK Bb 19 73%
1 X &RITFE
1.1 345
1.1, 1 MAFRAE (1) K38 K BENLXT BB T 5T (randomized
controlled trial ,RCT) ; (2) 156 WP A 55 XF 5 0y 45 Fp S 1l
ML PEBERG T 351 4k M B BREK M R 35 (3) T i it
Ry FERAPY  F R R BT A X LU ST 5 (4) 45 )R 48 b AL 3
L7 o 3 sl B A O WA R B R B (central macular
thickness , CMT) H /b —Tji ; (5) BF 5% 2 /D RFLE 3mo,
L2 HBRARE (1) BIBUWERTSE ; (2) R HETE R
Bdls, HRBOICR, o 38 BOUs SCH SCRk; (3) AR BEBLXT
PRI 5 (4) F ISR B SCHR 5 (5) 83k IR IA .
1.2 Fi&
1.2.1 RERME  RAZ A AL A 19 77 25 5
TE SO SO R R K R T 2012-01-01,/2017-07 -

01 1y 3C k., H K5 mE . DL G 8 6] “ Ranibizumab ™,
“Conbercept” , “anti—VEGF” | “ macular edema” , “macular
oedema” , “ randomized controlled trial 7 ¥£ #b 3C % 45 F¢
Pubmed , EMbase , Cochrane Library Central Register of
Controlled Trials ( CENTRAL ). Google scholar #lI
ClinicalTrials. gov ST R oA~ 1 I R N S A |
“Ranibizumab ", “ Conbercept ™, “ K #A P4 &7, «“ &5 Bk 1
P, “anti-VEGF” , “ $T LA N B A R 7, B B K
i, < BEAL X AT 7 Fb R ( CNKT) | 235 24k
(VIP) 17 J5 U ¥8 i ( WanFang Database ) W #E47T & G 1M
SMMKER . 5350, %5 T e B 58 51 Y AH G SCHR
ITANTRR, ARG ES .
1.2.2 FRHRER SR 4h Bds i 4 Bl 79 4% 2 57 i) F
FEN BRI B 2 A 2SR B, xR 0 R E RN S AT
HAFIVE B0 E £ B A TERRERY SCHR Qi o3 B e 3ot
PHE, $RIBON B R—EE 4 Rt kR
IfE) 25 AR S BE DTN ]
1.2. 3 WRETM ST E 19PN R ] CoChrane P}
{E ™ Handbook 5. 1 $&HLAYT7 7 . ML 7 & 5 IE 1 s B 75
A3 PCRRRE 5 2 75 5 1% 2 5 A A 5 BN i 5 =
A TR R D o 5 T 77
1. 2.4 M AEHR 1097 1.3 .6mo BLHT K Bl U5 1 I 4L )
(BIEHAA LogMAR L3 iEAT 2304 ) #1 CMT 53697 Rif
FHE AL AR BE

G524 3T . R Hl RevMan 5. 2 Fll Statal2. 0 Fcf44F A
TEAIAIT S SCHRAEAT 7€ 1 255 3 A, 7E 53 H iR Z Hix 3
SEA BB T R BN . P<0. 05 27K PR 41 [H]
(022 5 HA BT B 50, i ir s R R AR B R . 3t
ERORER B R i 22 B R IR AU £z
(weighted mean difference, WMD) 7E 4 %% i R #F 47 43
BT, 245 5 L) 26 (5] F6) 347 50 25 A1 95% W] {5 X 8] ( confidence
interval, CI) 7R . THECF R - BUE 7 U3R  JF R
B IR LU RO R 7 B &5 R LU IF EUAE L (OR)
H195% AIAF X 8] (95% CI) 3R o 43 B S5 Jo 1k A 6 Al &
i 75 I SR T ) S8 AR B SRR 4% W 5 ) 1 e B e,
JMEE A P RS TR 56 BEA T IEAR 24 P>0. 05, <50% ,
AT 1 S BT AN AR G v 5 S0, e T 1T 7 2%
ORI E A7 8500 B A 9F 5 24 P<0. 05, >50% B, R
BEATLASN AR AL HEA T R8N (B 1 & 5T . ASBIF9E R AT 31 3
11 R AT VAN, 25 TC BT i, 25 W R IR AR R
i o 7 XU 352 70N
28R
2 RER MR RS LA FAHOC SR 136
(B ER 2 134 i, N TRER 2 /) BT STk s A
Note Express H1 AT , 38 ixf o] 32478 2 | 42 30, il B SCik
125 8 e ZC AN 11 TR % BRI 5, &3 812 HRP
(E1,31),
2.2 XEMRERIIEN  AWFFEHRYE Cochrane XU {7 1
A T HGEAT SCHRAR TN A 11 T RCT™ " {1
BEAL D76, Horp 2 5% RCT 38 7 IE#R I BEPL T 56, JF 48 1
SYBCREGEC 7 R RCT SEAT TRUE 7 PR
T vl GEPE/IN ;5 B RCT X 45 Rt T H i, 11 J SCHk
S5 )R BAE e B AN AE PR I A . ASBIFSE AN A Y S
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< R PR % (n=134) ATH % (n=2)
v v
=
= HEB T 52 R K R (n=93)

—

) SCHk G 75 (n=93)
g 59 B 3 75 (n=70)
§ —_— )| ® ASE LRSS B H AR
3 v © 255y 4k KR B 5

43030 4 T (n=23)

— —>| G2
3 ® Ofii g H K Al A
73, 20 ERCTIL#R (n=11) ® 375 lNon-RCT
=

B1 X#EeRREE,

Blinding of participants and personnel(performance bias)

Random sepuence generation(selection bias)

Blinding of outcome assessment(detection bias)

Allocation concealment(selection bias)

Incomplete outcome data(attrition bias)

Selective reporting(reporting bias)

—

Other bias

I T T T 1
0% 25% 50% 75% 100%

. Low risk of bias D Unclear risk of bias . High risk of bias

2 XHHREFIEM  Random sequence generation: f& 75 >R FH B HIL 75 1 ; Allocation concealment; J& 75 >R FH 43 it B2t & ; Blinding of
participants and personnel ; /& 75 % F H 1 ; Blinding of outcome assessment ; 25 F 2 75 5% F B #5 £ 47 PF4 ; Incomplete outcome data ; J& 75 17
TEARTE AL R ; Selective reporting : A& 75 X 45 R A TR B4

R1 NEXEHAFRERL

S—VEH Ny V% B A% T it it VBIT S BETIA] (mo) WMEEFE bR
st 2016 wARMD 25/25 JREAEIPE A/ TR T 3 WA .CMT
T 2017 DR 33/33 FREFAVE S R R AT 3 Ll
Sy 2017 BRVO 40/40 FREAIP A/ R ER BT 136 CMT
B 15 2016 wARMD 30/30 FRMIPE S/ TR AL 3 CMT
PUEE A 2017 CNV 53/53 FREFAVE S R R AT 36 M3 .CMT
B g 17 2017 wARMD 42/43 AP/ F R LT 3 M3 .CMT
ks B A (18] 2017 wARMD 49/49 FRAIPE S/ B ER AL 3 CMT
MRl 2016 DR 36/24 FREAATY A/ TR ER BT 3 CMT
Wi a5 2016 DR 35/37 FREMIVE SRR ST 136 My .CMT
=S¥/ 2016 BRVO 53/47 FEFAVE %/ R BT 3 MF7 .CMT
Li 21 2017 BRVO 18/17 FEAAVE L/ FR Bk BT 123456 M)y .CMT

TE PR I A S B BEAE P ( wet age-related macular degeneration, wARMD ) ; #5 JR 955 F ] JIE03% 4% ( diabetic retinopathy , DR) 5 # ] i3
7 # K BH.ZE ( branch retinal vein occlusion, BRVO) ; k&% J55HT A& 1L % ( choroidal neovascularization, CNV') 3 Uy R 5 JEE B ( center macular

thickness, CMT)

WA T S AR 2 s, TSRS R AT AR FIERERRPUIRIT 3mo B AU AL ) MGE 45 R IEAT Meta 4047,
ey, $7n JCHH i % R A
2.3 Meta D& R
2.3. 1A BEBUTHMAMIN RCT BT 007, 25 R8s . RS 5 & R PTEIR T 3mo B X F
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Conbercept Ranibizumab Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
qE 2017 34 53 40 53 2089% -0.11[-0.29, 0.06] e T
S 2016 36 53 26 47 197% 013 [-0.06,0.32] TS
afEEE 2016 20 25 12 25 9.9% 0.32 [0.07,057] T
thig 2017 8 33 ] 33 13.0% 006[0.14,0.26) R
FPEAT 2017 30 42 25 43 16.8% 013[0.07,0.33] T
b4, 2016 Ky 53 26 47 197% 003[0.16,0.23] I TR
Total (95% ClI) 259 248 100.0% 0.07 [-0.01,0.15] &>
Total events 159 135
Heterogeneity: Chi*=8.97, df=5(P=011), F= 44% '_1 -D'.S 0 075 1'

Test for overall effect: Z=1.67 (P =0.09)

Favours [Conbercept] Favours [Ranibizumab]

http .//ies. ijo. cn
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3 WAHBMNERMAMER I REHKERIER.
Conbercept Ranibizumab Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.3.1 wAMD
akEEE 2017 -46.9 19.4 49 -46.7 22 43 149% -0.20 [-8.41,8.01] i o
ofEEE 2016 -57.07 462 25 -4003 313 25 16.4% -17.04 [19.23,-14.85] 4
2% 2016 -148.34 39.2 30 -152.67 4297 30 96% 433[16.48, 25.14] =
FPBAT 2017 -416 201 42 -4018 21 43 147% -1.42 1016, 7.32) B
Subtotal (95% Cl) 146 147 55.5% -4.95 [-16.90, 7.00] L 3
Heterogeneity: Tau®=120.27, Chi*= 28.40, df= 3 (P < 0.00001), F=89%
Test for overall effect Z=0.81 (P=0.42)
1.3.2DR
#MEA 2016 -24204 1133 36 -246.72 15.77 24 152% 468 [-2.63,11.99] =
PR, 2016 -29245 7321 35 -251.59 6015 37 6.4% -40.86[-71.91,-9.81] SRR
Subtotal (95% Cl) 71 61 21.5% -15.49[-59.82, 28.85] ~=aE R

Heterogeneity: Tau®= 904,52, Chi*=7.83, df=1 (P = 0.005); F=87%
Test for overall effect: Z= 0.68 (P = 0.49)

1.3.3RVO

LiF 2017 -176.12  59.32 18 -161.17 66.74 17 42% -14.95[-56.87, 26.97] S A T
S8 2016 -22426 2613 53 -229895 2115 47 145% 569 [-3.59,14.97) b
Bf 2017 -313.8 101.23 40 -289.2 8935 40  42% -2460[-66.44,17.24) S T R
Subtotal (95% Cl) 1 104 229% -1.52[-18.68,15.63] >
Heterogeneity: Tau®= 84 46; Chi*= 2.69, df= 2 (P = 0.26); F= 26%

Test for overall effect Z=0.17 (P = 0.86)

Total (95% CI) 328 312 100.0% -5.36 [-15.36, 4.64] ﬂ

Heterogeneity: Tau*= 157.68; Chi*= 73.25, df=8 (P < 0.00001); I*= 89%
Test for overall effect. Z=1.05 (P = 0.29)
Testfor subaroun differences: Chi*=0.36. df=2 (P=084). F=0%

100 -50 0 50 100
Favours [Conbercept] Favours [Ranibizumab]

4 WRIFABEEEHRX CMT #HTITASH . SREERTIEes,

MIT ek % 22 K L8t 22 & L (OR =0.07,95% CI.
-0.01 ~0.15,P=0.09) , W 3,

2. 3. 2 BEWMHRAOMAMBEEE AT Hr A SR, R
5 B 5 s [ R SR 9 AN TR) I8 97 AT J5 CMT #9281k
HEATXT HOAE 9T, B0H SR T X B e vl 22 i I U, Horp
BIECRYT VEGF 2593657 i A0 19 F5E 52 B8 11 2 1L, s o 22
H4fE Cochrane handbook T4 {18 il 47 40 55 45
LU A7 AE— 2 B S i, L 28 ORI 20 BT oA e B 5 o
SRR, A AR FHBEATLASE Y A4 T & 5 9 AR Bt 177 B[]
FANTRIG) CMT #7250 07, 45 S AR - B 75 38 7B 2R
FRGTAEVRYT AR 1) Ji 95 9 T S 50 1) 880 R /K e i G ik %5
(P oy =0.42,P,,=0.49 P, =0.86) , A if tL 5 W
AN 7] ) J5 R i AN S A I S B Pk R R (P = 0. 84) , I
4, RS % T ¥ B /K b 30 300 R 01 R0 A 22 51
AV BIMEL TIEST 1.3 6mo BB BEAK I A5 100, 45 S48
NRIT 1. 3mo B, B 4L CMT 22 73 B4 it 22 2 X
(P,,=0.72,P, =0.22),1f{A¥7 6mo B, FEAHPE & 797
ZH A BRI A AR I R TR BR 4L (OR =
-58.50,95% CI:-108.04 ~ -8.95 P=0.02) . [a] i} 20

AT A SRR R AN R %) B 1 5[] X6 T S a5 R 7 A
i, AN S AR R PR (P=0.10) , WK 5
2.4 RENMIMEREE  AUIER B R Sk
f9 771253 SI%F Meta 73BT B AR g F CMT (1% 25 21 1547 B0k
PETHT , G5 R HEBRTT IS Meta 37 45 5 — 3, Ui B 0F
FATFARFGE MR, 25 R T 58 B3R 9T 3mo BHHL )
FICMT A AR D B 2R, 22 8 e < 1 (181 6.7) |, 1]
AL Statal2. 0 #4447 Begger’s Fll Egger’s Ko, 25 S 42
7 1897 3mo WAL S , Begger’s I P=0.26 , Egger’s 5 56
P=0.247;CMT: Begger’s 4 P=0.788, Egger’s K P=
0. 685, MHa | E A P AL, vl IO I & R 4
31Fit

10 e K BEL 2 | ik 408 M85 24 104 W B A ) 5
U 5 2 A0 DO JBE 1 A P 5 T R 2 A AR T | A A
oA et ke 4, M 5 30 VEGE 7K T, ot i
VEGF 7] 5 |2 il — ¥ Do JI5% 5 B 1) B R ot A7 3 375 1 184 o, Y
PR BN HZUE B, JE - BORBEA M &4, R
HESE, VEGF (T8 5 B BEAK i i) = R G R VI
HHREBYUE — R R B g BE BT v BL (Fab) |, 02 i
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Conbercept Ranibizumab Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
211 1m
LiF 2017 -25456 6534 18 -22017 73.24 17 37% -34.39[-80.47,11.69] N
JE 2017 -50.27 2599 53 -163.87 4422 53  53% 113.60([99.79,127.41) I o=
skEEE 2017 -344  21.44 49 -43.4 28 49 54% 9.00[-0.87,18.87) e
Ba/ 2017 -310.2 4512 40 -276 47.23 40  51% -34.20 [-54.44,-13.96] T 2
BF#; 2016 -102.34  28.98 30 -9317 392 30 52% -9.17 [26.61, 8.27] .
Subtotal (95% CI) 190 189 24.7% 10.14 [-45.23, 65.52] —=agfgeee—

Heterogeneity: Tau®= 3837.12; Chi*= 22216, df= 4 (P < 0.00001); F= 98%
Test for overall effect Z=036 (P=0.72)

21.23m

LiF 2017 -176.12  59.32 18 -161.17 66.74 17 3.9%
JE 2017 -76.19  11.53 53 -70.66 11.46 53  55%
SR8 2016 -22426 2613 53 -22995 21.15 47 55%
skEEE 2017 -46.9 19.4 49 -46.7 22 49  55%
okiEER 2016 -57.07 462 25 -4003 313 25  56%
##EEA 2016 -242.04 1133 36 -246.72 1577 24 55%
8af 2017 -313.8 101.23 40 -289.2 8935 40 3.9%
5% 2016 -148.34 392 30 -152.67 4297 30 50%
EpBAf 2017 -41.6 201 42 -4018 21 43 55%
b7 2016 -29245 7321 35 -251.59 60.15 37 45%
Subtotal (95% CI) 381 365 50.4%
Heterogeneity: Tau*=107.08; Chi*=82.19, df=9 (P = 0.00001); F= 89%
Testfor overall effect Z=1.22 (P=0.22)

21.36m

LiF 2017 -262.44 389 18 -202.99 1085 17 3.2%
SR8 2016 -315.26  26.13 53 -21495 815 47 55%
skEEE 2017 -469 17.62 49 -46.7 20.2 49  55%
84 2017 -320 204 40 -2855 338 40 54%
P-4 2016 -309.07 2855 35 -21066 2812 37 53%
Subtotal (95% Cl) 195 190 24.9%

Heterogeneity: Tau®= 3041.70; Chi*= 39760, df= 4 (P < 0.00001), F=99%
Test for overall effect: Z=2.31 (P = 0.02)

Total (95% CI)

SE(RD)

0.05f

0.1r

766

744 100.0%
Heterogeneity: Tau®*=1069.83; Chi*=1135.86, df=19 (P = 0.00001); F= 98%

Test for overall effect: Z= 2.00 (P = 0.05)
Test for subaroun differences: Chi*=4.71.df=2(P=010). F=57.5%

5 RIBARKETMMEGEEIX CMT #TEANH 7. 3RS,

RD

2 !
0 -1 -0.5

6
e,

0

0.5

1

WAIT 3mo MMl MR FRIEE  BALKR: OR {H; YAk br AR

FLREFH T 8 BEK MG Y T BT VEGF 258, 721697 4 Fh 5 A
o | P B B K e 7 TR 3 R T R — e
HIHT VEGF 254, L2549 25 0L F BT A pe 38| J& —Fh 8 41 il
HBHEA, B VEGF 5Z K 1 () S 3 BREE (H RE X 35 2
VEGF 3244 2 Hh iy e R FIAE IXER 3 Fl 4 5 A e sk iR
M Fe B Gmn, HEEWESA M gmitsy
VEGF M456% I B A 7E B B AR b e SR W i Il
PRAFST 2 B, BRE AV 35 76 3R 97 4k & 1 B B K b o R R A
0 AR BREATT PG S A T Bk BRI 7 4 A AN T A
YWIFEIR YT BB I A RO R AR R AR 2 Rl 4
LA PR 25 R I ST AR B
2246

-14.95 [-56.87, 26.97]
-5.53[-9.91,-1.15] -
569 [-3.59,14.97)] 1
-0.20 [8.41, 8.01] =

-17.04 [19.23,-14.85] =
4,68 [-2.63,11.99] =

-24.60 [-66.44,17.24] =
4.33[-16.48, 25.14]
-1.42[10.16,7.32] =

-40.86 [-71.91,-9.81] —
-4.95 [-12.89, 2.99]

-59.45 [-114.07, -4.83]
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