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Effects of hormone replacement therapy to lipid in

postmenopausal women: A systemic review
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[ Abstract]Objective : To evaluate the effects of hormonal replacement therapy (HRT) on lipid in postmenopausal women by meta—
analysis. Methods ; Databases of PubMed, Ovid and Embase were searched from January 1985 to December 2012. Randomized con—
trolled trials (RCTs) assessing the efficacy of different HRT for cardiovascular diseases(CVD) in postmenopausal women were col-
lected. Pooled odds ratio(OR) with the 95% confidence interval (CI) was calculated using random—effect or fixed—effect model when
appropriate.Total cholesterol(TC) , high density lipoprotein cholesterol(HDL-C),low density lipoprotein cholesterol (LDL-C), triglyc—
erides (TG) ,homocysteine (HCY) were used based on Cochrane’s recommend. Results;Twenty—two RCTs involving a total of 1 507
premenopausal or postmenopausal women were included in the meta—analysis.Three group were divided:transdermal HRT group,con—
trol 1 group(oral HRT), control 2 group(blank control group).Levels of TC and HCY were decreased significantly in transdermal HRT
group than in control 2 group(MD=0.29,95%CI=0.03 to 0.55,P=0.030), (MD=0.71,95%Ci=0.10 to 1.32,P=0.020). Levels of HDL-
C(MD=-0.02,95%CI=-0.13 to 0.09,P=0.750) and TG(MD=-0.02,95%CI=-0.11 to 0.06,P=0.590) were not significantly changed
in transdermal HRT group and control 1 group. Levels of LDL-C were decreased significantly in transdermal HRT estrogen—only
subgroup (MD=0.31,95%CI1=0.13 to 0.48,P=0.001). There was no significant change in level of TC,LDL-C,TG and HCY between
transdermal HRT group and control 1 group(MD=0.03,95%CI=~0.14 to 0.20,P=0.730) , (MD=-0.04,95%CI=-0.13 to 0.04,P=
0.270), (MD =0.05,95% CI=-0.16 to 0.26,P=0.650), (MD =
0.32,95%CI=-0.47 to 1.11,P=0.420). Levels of HDL-C(MD=
0.01,95%CI=-0.10 to 0.12,P=0.860) were not significantly
changed,but in estrogen—only subgroup,levels of HDL~C were

EBNLB. %) 48, Fmail: 18375671316@163.com,
HRFE ek h Ll E,
iB{E1{E# : 7k 7 15, Email : Zhanglw6652@sina.cn,,

£ 56 H AR : http://www.cnki.net/kems/detail/50.1046.r.20160513.1009.034 html
(2016-05-13) decreased obviously,and there were significantly statistic dif-



— 899 —

BRERKEEIR 2017 £ 42 £ 78 ( Journal of Chongging Medical University 2017.Vol.42 No.7 )

ferences between transdermal HRT group and control 1 group(MD=0.19,95%CI=0.10~0.28, P=0.000). Conclusion:There is no dif-
ference between transdermal HRT and oral HRT concerning lipid and HCY. Compared with females do not receive HRT,females had

transdermal HRT had better lipid and HCY ;therefore transdermal HRT may be conducive to preventing CVD.

[Key words )system review ; hormonal replacement therapy ; cardiovascular disease;blood lipid ; homocysteine

R R 45 & ~60 L ANFFh A ELEEH
FEARFH A IK 90%1", W EAMFEIAYT (hormone re—
placement therapy, HRT) & 4f X 45 28 #H 5% fidt )% [a] &
TR — RS PRI, AT B R MR AR AR IR,
BB AT R R KA R OIS i Z R B
3T (Heart and Estrogen/Progestin Placement Study,
HERS) LA & — 2/ EY i i PR SE SR AR A S HF HRT
X R G VE T, i i@ AR #1130 (Women s
Health Initiative, WHI) B 523 BB A FHZ5 A OB R
FRIE IR BT, #EIL, HRT Xh.0 %
IR (cardiovascular disease, CVD) B2 5 [ FEHIY
BAR— B SS F A5 O 8 M R AR AR O AR R 3
FIPLHIC [BABARIER B EX—EHR, &HF
FYHE IR Cochrane WMEMIEFEM R TEMN ik, &
WD £ FMXT L HRT 5 0 i)k HRT & fZHRT
BRI/ 0 BR XTI B | (W) 2L 2 B 20 AR (homo-
cysteine, HCY) 2 I # B ML XF BB i 58 (randomized
controlled trials, RCT), BRI LB AFHARRE
HRT X} 1 f§ \HCY B NT, B HRT X CVD B &
MR, 35 A6 PR A FER FH HRT 824K 58
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1.1.4 WMEHEIE 35 AAEE B (total Cholesterol, TC) 2
g% A EEEE (high density lipoprotein Cholesterol, HDL-C) .
1R B RS I FH BB (low density lipoprotein cholesterol, LDL—

C) . H il =K (triglycerides, TG ) JHCY "t 1 UM E WA MM

BHE

1.1.5 HEBRPRE 5 LIRIASRHEARRT R HEBRARE
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dermal hormone replacement therapy) OR transdermal hormone

‘therapy) OR transdermal estrogen) OR transdermal estradiol

(((({((({(cardiovascular}) OR vascular) OR cerebrovascular
disease)} OR stroke) OR coronary heart disease) OR ischaemic
heart disease) OR venous thromboemb*) OR deep vein throm—
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homocysteine ((clinical) OR control) OR randomized. A5} [A] 3
1985 FEE 2012 4F 12 A,
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T TR AL LU T LA T  OREHLRSI =4
QA BT RIVEIE ; OF A E 5L B E ¥k X 45 RIPH
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Cochrane B 18 113 & ,Web of Knowledge 540 15 ,VIP 13
B ,CBM 47 58, T BB 18 8 ,CNKI 20 5, @t 912607
SRR A AR R SCIR A T 2 SO R A RS
SO TG 3 B HEBR AR — 2B I A, A A Gk 22 5, 0
B 1EiR,

| megscitn=1 so4) |

A 4

RIS E S 30K (n=519)

A4

| memmnmEnm |

HEBRE H (R (n=164)

15 PR I HE (n=48)

> EWTE S R SR (n=67)
FRBIXT BEHER (n=51)
4538 (n=97)

A 4

| B2 scsm(n-20) |

SRR (nh )
BRI RARF (n=49)
BFRERAFF (n=37)

A 4

|mAm%iﬁmﬂn | HAb(n=81)
1 TR REE

2.2 X #REAXRZEB P ERN

221 SCEREEAEER 22 BAGMSERE NI, HPW
BSCEHCN A — B R AR RE 4, EBUE B PRI 1 53
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et WFFEIRIAEAE R B (P=83%, P=0.000) , RFIREHLE
PRI, 8558 9 (MD=0.03,95%CI=-0.14~0.20, P=0.730) ,
2 ATHEIE TC WERLEITFEN  ERORSHEN 2
BICRE AT A E BT (P=0% ,P=0.47) , 5% A Bl €
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0.810), BIERHETES/NT 4 538 SCBREITHURE ST, 45
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Fig.1 Literature screening process and results
1 ANHARNEFER
Tab.1 Characteristics of included studies
PR TR/ A _
ABETE B R R SR 1 P Al
Bukowska 20057 P2 3H 24 21 0 HCY
Dansuk 20049 +HEHH 31 70 70 16 TC HDL-C
Evio 20007 = 124 21 21 0 HCY
Hemelaar 20038 i 24 134 33 37 0 TC HCY HDL-C LDL-C
Ho 20062 PEER 6H 18 51 49 TC TG HCY
Kawano 200313 HA 3AH 12 12 30 TC TG HDL-C LDL~C
Kilic 201010 THH 6H 0. 46 39 TG HDL-CHCY
Kunnari 20082 2 6H 38 35 0 TC TG HDL~C LDL-C
Castelo—Branco 200013 FHEF 12H 30 30 0 TC TG HDL-C LDL-C
Schram 199514 22 128 60 27 30 TC TG HDL-C LDL-C
Seed 20000 EE 6H 33 45 0 TC HDL-C LDL-C
Sendag 200204 +HE 61 42 42 83 TC TG HDL-C LDL-C
Stevenson 2004!1" HE 64 28 0 27 TC HDL-C LDL-C
Teede 20020% BWAFITE 128 17 0 17 TC HDL-C LDL-C TG
Vehkavaara 20010 38 38 11 9 0 TC TG HDL-C LDL-C
Zacharieva 20022 AR 3H 16 12 7 TC TG HDL-C LDL-C
Zagura 2003024 . EE 7H 21 20 TC HDL-C LDL-C
Campagnoli 200272 BXA 6H 58 59 0 TC TG HDL-C LDL-C
Del Agua 20112 %E 6A 21 0 21 TC HDL-C TG
Strandberg 20037 32 65 32 32 0 ~ TC TG HDL-C LDL~C
Adami 19932 BARH 128 24 20 TC TG HDL-C LDL-C
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" . HRT # iR HRT 4 Mean Difference Mean Difference
S HRTE DM HRT4 Mean Difference  Mean Difference Bk )
Study or Subgrou Moo SD Totel Mean SD Total Weight 1V, Radom,95%CI IV , Random, 95%CF Studs ;r;am(u* Mean_SD Total Mean SD Torel Weight IV, Random,95%C7 IV, Random, 95%C/
- 321
Adami,$.1993® -0.255 0.233 031 3% —r
" mizoosﬂﬂ oﬁ > 24-0.168 oo 20 9.3% -0.09 [-0.25,0.08] 1. Kunnari,A.2008(2 001 04 38 -02039 35 7.0% 019[0.01,037) P
unnari,A. g ; 98 38 054 096 35 60% -0.13(-0.58,0.32) Hemelaar,M,2003% 0 044 33 01044 37 67% 0.10-0.11,031] L
Castelo,B.C.2000" 022 1109 30 02070758 30 56% 001[-0.47,0.49} ] Seed,M.200001 0.1 05 33 004 048 45 65% 0.06(-0.16,0.28] ——
Campagnoli,C.2002% 042 104 58 028 115 59 65% 0.14[-0.26,0.54] — Vehkavaara,5.2001%% 004 01 11-024011 9 gi% 0.280.19,037) —-—
Sendag,F.20029 0434 0988 42 0460815 42 6.7% —-0.03 [-0.41,0.36] ____‘— Zagura,B.2003% -0.08 036 21-021 04 20 63% 013(-0.10,036] T
Kawano,H.20031 0.026 0424 12 0.1030.396 12 7.4% -0.08 [-0.41,025] Subiotal ( 95%CI ) 136 146 34.6%  ©0.19 [0.10,0.28] [ J
Schram,].H.1995 014 122 30 04 07 27 53% -026(-0.77,025] Heterogeneity : Tau?=0.00; Chi%=5.53 , df=4(P=0.24) ; P=28%
Ho, LY. 2006™ 0367 0.825 18 0334 0.88 18 45%  003[-0.52,0.59] L Test for overall effect; Z=4.07(P<0.000 1)
Hemelaar,M,2003% 02 104 1 56% -0.20{~0.68,0.
S:M zm e 33 04 i 27 43: 0.20{-0.68,020]  mmemmmndemnnn 322 IFIBER
,M.2000¢ X 36 33 068 1 5 4.3% -0.04{-0.67,0.59] - Adami,$.1693 -0217 0379 24 0.206 0.588 20 54%_0.42(-0.72,-0.12]
Dansuk,R.20044 0.804 0.153 70 0375 0.14 70 10.1%  0.43[0.38,048] o Castelo,B.C.200009 006 033 58-021 039 59 77%  027(0.14,0.40] -
Zacharieva,5.2002% 015 023 16 o1 033 12 87%  0.05[-0.17,027] — Sendag,F.200209 0.106 0318 42 068 146 45 43% —0.05-0.16,0.05) -t
Strandberg TE2003% 03 073 32 04 058 32 74%  0.10(-0.22,042] — KawanoH.2003'® 0026 0227 12 0375 0.14 70 101% 0.05(-0.13,024] -t
Vehkavaara,5.20010% 031 031 11 001 021 9 86%  0.30[0.07,0.53—tmstom= SchramJH.1995 008 036 30 0. 033 12 87% -0.04[-0.23,0.15] -
Zagura,B.2003% 008 125 21 04t 11 20 36% -033(-1.05,039] :tr;nd:rrgg,stls;wam 001 034 32 -04 058 32 4;»‘51: -0.03[-0.18,0.12) -t
Total(95%CT) 468 468 100%  0.03(-0.14,020] ubtotal(95%C1) 198 102 42.5% -0.01[-0.16,0.13] ¢
’ A P H + Tau’=0.03; Chi=25.25 ,df=5(P=0.000 1); =80%
Heterogeneity: Tau’=0.07; Chi?=80.18, df=14(P<0.000 01);P=83% O Y S e
Tost ot ovorl affoct, Z-0.35(P-0.73) -1 0. .51 Test for overall effect; Z=0.16(P=0.87)
‘est for ove fect: 2=0.35(P=0. S HRTE TR HRTH
323 O
Castelo,B.C.2000%  —0.186 0.592 30 0.31 0453 30 5.8%-0.50[-0.76,~0.23] w=rw=—
2 HBESHRA 1 FTWHNE TC £ EMERE DansukR20049  —0.040 004 7001220047 70 8.6%-017-0.19,-0.16]
, , y Subtotal(95%C1) 100 100 144% —0.31(-0.62,001] ~elii
Fig.2 Comparison on TC’ s level among transdermal HRT Heterogeneity : Tau=0.04 Chi*=5.69,,df=1 (P=0.02); P=82%
Test for overall effect: Z=1.91(P=0.06)
group and control 1 group
323 Bt
e Zacharieva,8.2000®  -0.05 007 16 -0.13 006 12 85%  0.08(0.03,013) -
232 HDL-C 14 TBFRMAARKA 5% R4 1 # HDL-C Stbtoal(95%CD) 16 12 85%  00§003,0.13) ¢
. Heterogeneity: Not applicable
y
AL, BFAIAAETE S FPE (P=95% , P=0.000) , SRAHBHHL ~ Tot b vord e 23 25(6-0000

BRI RL AT , 45 8 (MD=0.01,95%CI=-0.10~0.12, P=
0.860),2 B TiHj /5 HDL-C B MERTHEITFE L, &
HORBHEN 2 S XEE, BE | TP O R HRT 4hn
BB ME R AR REARN, HAKBETMAZEE
AN R WL, AT L0 M , G 20 M 3R P A BRI 4
YRITRTS HDL-C b ER TG4 L (MD=0.19,95%CI=
0.10~0.28, P=0.000) , 2 i HRT H LB . HIRFEEIES
INF 4 43 B SCER AT OB E 48T , 45 R BR (MD=0.06,95%
CI=-0.07~0.20,P=0.340) , /R 45 RF €, W& 3 B,

Total (95%CI) 450 450 100% 0.01[-0.10,0.12]
Heterogeneity: Tau*=0.04; Chi*=257.69 ,df=13(P<0.000 01) ; ~=95%
Test for overall effect: Z=0.18(P=0.86)

. Test for subgroup differences: Chi%=12.59,df=3(P=0.006) ; P=76.2%

3 HIASMAE 1 FRME HDL-C £EMFHFHE
Fig.3 Comparison on HDL-C’ s level among transdermal HRT

-0.5-0.25 0 0.25 0.5
SZFHRTH DB HRTH

group and control 1 group

233 LDL—C 12 B SCEREE RAMA L FE HRT A 5% R4 1
B LDL-C L& 0., BHoT a8 (P=46% , P=0.040) ,
SRR B e BN R 4T, S5 5R A (MD=-0.04,95%CI=-0.13~

F 2 MAXEHRETNR
Tab.2 Quality of the studies included

ZRESET  TEHEER ZR M \

IASTHR BENUFS SRR A KB - o HAb b Jadadi¥43
Bukowska 2005 U U L L L U L 5
Dansuk 2004 U U H U L U U 2
Evis 20007 ] U H U U U U 2
Hemelaar 20038 L L L L L L L 7
Ho 2006 U U L L U L L 4
Kawano 200317 U U H U U U U 3
Kilic 201000 L U U U L L L 5
Kunnari 20082 L L L L L L L 7
Castelo 200013 U U U U L L L 4
Schram 199504 U U H U L U U 3
Seed 200009 U U H U L U L 3
Sendag 200209 L L H U L L L 6
Stevenson 20047 U U L L L L L 5
Teede 200218 L L L L L L L 7
Vehkavaara 200117 L U L L L L L 6
" Zacharieva 2002 H H H U L U U 1
Zagura 20032 U U L L L U L 4
Campagnoli 20027 L U U L L U L 5
Del Agua 20117 U U H U L U U 2
Strandberg 200324 L L H U L U L 5
Adami 199329 H H H U U U U 2
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0.04,P=0.270),2 HIEIFHi /G LDL-C WER LEITHE
S, BIBRAR R B2 SCRR , 5540 0 FE AN A8 R A T BURk M 43
W ERAR R AL FET,, BREREE., WHE 4,

25 HRT 48 AR HRT &

Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed ,95%CI 1V, Fixed,95%CI
Adami,8.1993" -031 0325 24 -0464 0387 20 14.1% 0.15[-0.06,0.37] ™
Kunnari,A 2008/ 039 09 38 079 088 35 3.8% -040[-081,001]
Castelo,B.C.2000 0202 1288 30 0.103 0934 30 20% 0.10{-047,0.67] T
Sendag,F.2002% 0354 0505 42 0409 084 42 4.6% -0.05[-043,0.32] .
Kawano,H.2003" 0.103 0427 12 0233 0411 12 5.7% -0.13[-047,0.21] -
Schram,].H.1995™ 014 105 30 059 077 27 2.8% -045[-0.92,0.02]
Hemelaar,M,2003® 02 093 33 06 1.04 37 3.0% -0.40{-0.86,0.06]

Seed,M.20000% 029 107 33 085 137 45 2.2%-0.56{-1.10,~0.02] -+
Zacharieva,S.20027 049 019 16 051 0.8 12 33.7% -0.02[-0.16,0.12] P —
Strandberg, T.E.2003%  -0.2 061 32 -04 065 32 67% 020{~0.11,0.51} ——
Vehkavaara $.2001™ 027 024 11 029 0.17 9 19.8% -0.02(-0.20,0.16] N
Zagura,B.20037 008 113 21 065 097 20 1.5% -0.57(-121,0.07]

Total (95%CT) 322 321 100% -0.04{-0.13,0.04] ¢
Heterogeneity : Chi*=20.44,df=11(P=0.04) ; ’=46% s

05 1
%8 HRT 4 R HRT 4

4 RABRAEHEA 1 FHREG LDL-C £EHNHHFE
Fig.4 Comparison on LDL-C’s level among transdermal HRT
group and control 1 group

234 TG 1R2UMRLERRELE HRT H ST RH 1
B TG By L, B 55 1H] R R MR I 45 1R (P=94%, P=0.000) ,

Test for overall effect; Z=1.10(P=0.27)

RUBIREFENL R RN, RRAZGNE EE M

BWE AT WA 5735 KRBT Bt . BCR I RE LA A
RUGHT S5 R NIR 2 HIRITRIG TC ZEKR B G ¥%%
5 (MD=0.05,95%CI=-0.16~0.26 , P=0.650) , LA 5, BIBR
BiE4/NTF 4 S8 SO, AT RURE T, 45 R B R (MD=
0.03,95%CI=-0.12~0.19, P=0.670) , I8/~ 45 BA8E .
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Application of CRISPR/Cas9 technology in hepatitis B virus infection
Luo Yingying, Huang Ailong,Hu Jieli )
(Key Laboratory of Molecular Biology on Infectious Diseases ,Ministry Education ,Chongqing Medical University)
[ Abstract]The clustered regularly interspaced short palindromic repeats( CRISPR )/CRISPR-associated (Cas) 9 system is an adaptive
immune system. The sgRNA guides the Cas9 protein to specifically cut target DNA sequence by recognizing the protospacer—adjacent
motif (PAM) sequence in target DNA. CRISPR/Cas9 offers several potential advantages,including the ease of customization,higher
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targeting efficiency and the ability to facilitate multiplex geno—
me editing. Due to these advantages,it has been used in gene
editing in several kinds of mammalian cells. In this review,we
discuss the mechanism of CRISPR/Cas9, application of CRISPR/
Cas9 in hepatitis B virus infection and relevant mechanism.

[Key words]clustered regularly interspaced short palindromic

repeats; gene editing; hepatitis B virus;cccDNA
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