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BRehEEMSM (TBI) BETPEHUERZA Y (ASM) KIfER . REAFERN AIFELERR K.

T BATR PG EE TBI(Z B AR B L RAFTEMERIET)RA ASM i X E#T T RG R BMAMEES

o ABE. TH. HEBMER (PICO) mEmT: (1) FEE TBI H MRSk B BB KL BEEBMZEH
ASM 57 F ASM?(2) Wi fEH ASM, R &AL ZhFiiE (LEV) SR 2549/ BX Z %4 (PHT/fPH
T)?(3) WREH ASM, MR FEHK 55

(> 7 ve.STR) B R [7)? 3 B4 Jo 2 L 0 R . RS 1. AR B, JET SR MIhRESE R . JRATRER T A
il 5 A 20 2%
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GiR: BYIMSCEREZAT 1998 B E, KA 33 B T BIMERM: PICO 1: RA1%H KI ASM 51 ASM #
ot BRI R ME . BEIBURRE. AREABIT-RNEREEMEENFRRSEHE . PICO 2:5 LEV #tt,
BAT%E ZI PHT/fPHT X ERARUR R EB - R A M EENFRRBE RN, RE MR LEV KRR K
gD, RREMFHED. PICO 3:fEH ASM B EIBK SEEN RSB ER A EREEEER, REKHMER A
SM L SHANERAAREGERBEE.

Zi2:1R % GRADE #ri#t, BATENHFEE TBI FBBE T LAMERH ASM SAMEH ASM(EE#ES. IEERER). WF
i, RATEIN LEV LT PHT/fPHT(F#H%, iEERERK), FENFE(S 7 X, HHHE, EERER).
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Sof - PR 6145 VE R A5 05 (TBI) A B i 583, I R A
AN TP AAAE A e it . F b, JLIUERXT A
M2 1 R A R T BT AL TR A PR R 24520 (ASM) [
fF . FREpf R ASE T 1 22 7 [1-3]. H&IEXT ASM
A G EIE FH PR S 850 T 52 Bk b 1 g — 2P A — 2 [4-
6]. HAEU, MEoeTHEE TBI AE R 3 TS 0N
KAERIZH T8 5 7%
20194F10H, & EGER oo 7 — N/
TS, NWEEE B A EWIR T R, FE
BATBI. LA M. B RVEIEAIG Mk
Jias i AN aR e AR . FEk, FRATTN4E TBI
JE IR RAE T T A

AT E AE MO FE R B R (1) {EFE TBI &3
AN AZAE P TR ASM 5 ASM?2(2) TS
ffH ASM, =& & MAR S H A 2 Hi vt (LEV) 8k
22 FL AN/ BEER LT (PHT/fPHT)?(3) W R AE ] AS
M, TR I S FEEL R & 22 /02

%

KA RARIE @A . )& APEfE 420 (GRADE)
JIEHIER (7, 8], /NABEE EJEJAF A SR)IY5E R
T GRADE #2851l [9].
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FUEZY Y S R AN A ZE 4t 0] = SO 2 | D 1 7k it
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MWz FERE P42 (JAF. EJG. DO. ET. SFZ 1 SR)
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55 BB R . HAR SN A BRI PR
WA I8 T B0y o B 0 TR 45 i /N AL e 22
HAE ML P 2 4R B 2 0 2 T 00 TR SO L TR AE
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§ lovel of confidence level of confidence confidence rating
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:g Study design Initial \ Reasons for considering lowering Confidence
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_&' in an estimate across those considerations
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EA Dose response
g All plausible > Moderate
4 confounding & bias D0
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| o e |
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- * would suggest a
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-- J e J _
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g Quality Balance S| would not
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B 1 A TIPRIERER e, BEENBE R WREK GRADE 7k,
MU FHERBER . ZUOPE. SRV K GRADE 44

PR R —H, MREEFEERA BN —H. XME GRADE N&HT

TBI PICO 1:ASM 5 Rt 4R BRL% T+ EE TBI
B B BN T ?

FBr AR R TETBI KA 14 K P B4 1 B A1)

— PP A SN R AR S5 SR A ZE 2T I T 11 T
g, HpadE 9024 48 [17-27]. Hp, YT
FG T LEV 5 ASM(N = 2457)[18, 20, 25, 2
71, NTWFF G T PHTAPHT 5 22@ FI8E ASM(N
=3311)[19, 21-25], PHIRFFELHEZ Fh

ASM(PHT. fPHT. WK, A [ELLZA

LEV)57C ASM HIEL (N = 3256) [17, 26]. {HFEZM
&, IR A =4, ¥ LEV M PHT 57C ASM 34T
EAL[25]. XAt

1% ASM KR53 243 M, X I8 4H 4 4o 20 DL 3 4 B A2
T, Horh U PRI 5T 2 BE AL G BRAES [23, 2
4], FFHHEBAE B . P TP AL R A
B A X R ZH A 9T 4 FEBR AE 2 T 2 A28, 29].
BRI S, AR ASM(ELFHE PHT) A B4 b 5
AR KA

2 LEV) 5 A ASM 8z B (A L (RR) 0.72, 9
5% CI 0.40—1.29, P =0.27). %R, ANEWRZELE
ERFH T2 = 68%, P=0.001)
BENLATAEREALITE 5T 2 [8(12 = 0%, P = 0.42)E P45 A
ASM AW FEZ B2 = 0%, P=0.54;F2a, b),
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a

ASM no ASM Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
2.21RCTs
Young 1983h 5 136 4 108 93% 0.99(0.27,3.61] 1983 T
Temkin 1990 7 208 26 196 12.7% 0.25(0.11,0.57] 1990 —_—
Subtotal (95% CI) 344 304 22.0% 0.46 [0.12,1.72] e -
Total events 12 30
Heterogeneity: Tau*= 0.63; Chi*= 3.08, df=1 (P = 0.08), F= 68%
Test for overall effect: Z=1.16 (P = 0.25)
2.2.2 Non-RCTs
Rish 1973 18 1136 17 465 13.9% 0.43[0.23,0.83] 1973 —
Ohimor 1996 0 44 0 41 Not estimable 1996
Sundararajan 2015 o 17 20 108  36% 0.15(0.01,2.34] 2015 —_—r
Zangbar 2016 9 324 27 1471 13.2% 1.51[0.72,3.19] 2016 ™
Inglet 2016 2 557 21 1554  83% 0.27 [0.06,1.13] 2016 T
Khor 2018 10 272 7 250 11.7% 1.31[0.51,3.40) 2018 -T
Pruitt 2019 12 522 2 121 81% 1.39(0.32,6.13] 2019 N
Pease 2022 1 139 6 210 53% 0.25[0.03, 2.07] 2022 —
Glaser 2022 44 783 10 362 13.8% 2.03[1.04,4.00] 2022 ==
Subtotal (95% Cl) 3794 4582 78.0% 0.83 [0.44, 1.56] L 3
Total events 96 110
Heterogeneity: Tau® = 0.45; Chi*=18.97, df=7 (P = 0.008); F=63%
Test for overall effect: Z= 0.58 (P = 0.56)
Total (95% ClI) 4138 4886 100.0% 0.72 [0.40, 1.29] £ 3
Total events 108 140
Heterogeneity: Tau®= 0.53; Chi*= 27.87, df= 9 (P = 0.001), F= 68% b t t {
Test for overall effect: Z=1.11 (P =0.27) 0.001 Favoulj:s ASM Favou1rs°no ASM 1000
Test for subaroup differences: Chi*= 064, df=1 (P=0.42). F=0%

b ASM no ASM Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
2.1.1 ASM (no details) vs no ASM
Inglet 2016 2 557 21 1554 7.7% 0.27 [0.06,1.13] 2016
Glaser 2022 44 783 10 362 126% 2.03[1.04,4.00) 2022 ™
Subtotal (95% CI) 1340 1916  20.3% 0.81[0.11, 6.09] i
Total events 46 31
Heterogeneity: Tau®=1.80; Chi*=6.41, df=1 (P = 0.01), F= 84%

Test for overall effect: Z=0.20 (P = 0.84)

21.2LEVvs no ASM

Zangbar 2016 4 208 13 735  9.7% 1.09[0.36, 3.30] 2016 I
Khor 2018 10 272 7 250 108% 1.31[0.51,3.40] 2018 I
Pruitt 2019 12 522 2 121 7.5% 1.39(0.32,6.13] 2019 A
Pease 2022 1 139 6 210 4.9% 0.25[0.03,2.07] 2022 e
Subtotal (95% CI) 1141 1316 32.9% 1.08 [0.58, 2.01] e
Total events 27 28

Heterogeneity: Tau®= 0.00; Chi*= 2.14, df= 3 (P = 0.54), F= 0%

Test for overall effect: Z= 0.25 (P = 0.80)

21.3PHTvs no ASM

Rish 1973 18 1136 17 465 12.8% 0.43[0.23,0.83] 1973 ==
Young 1983h 5 136 4 108 86% 0.99[0.27,3.61] 1983 —ip—
Temkin 1990 7 208 26 196 11.7% 0.25[0.11,0.57] 1990 —_
Ohimor 1996 0 44 0 41 Not estimable 1996

Sundararajan 2015 o 17 20 108  33% 0.15(0.01,2.34] 2015 S S
Zangbar 2016 5 116 14 736 10.4% 2.27[0.83,6.17] 2016 T
Subtotal (95% CI) 1657 1654 46.8% 0.59 [0.25, 1.41] <
Total events 35 81

Heterogeneity: Tau*= 0.63; Chi*=13.60, df= 4 (P =0.009), F=71%

Test for overall effect. Z=1.18 (P =0.24)

Total (95% ClI) 4138 4886 100.0% 0.77 [0.44,1.35] L 3
Total events 108 140

Heterogeneity: Tau®= 0.54; Chi*= 29.54, df= 10 (P = 0.001); F= 66% D001 01 10 1000

Test for overall effect: Z= 0.91 (P = 0.36)

Test for subaroup differences: Chi*=1.24, df= 2 (P = 0.54), F= 0%

Favodrs ASM Favours no ASM

Bl 2 TBI PICO 1 TR ZEY (ASM) SAGEF ASM 77 REIBURE R . T8I B AT BR R ROZEN, L ASM 5F Asm, HFENLS5IEREHL
BRI E (a) R A REHUBARE (b) B ASM KB, 23 AsMm KB ER, —TEA ZH(EZRVEE, KFEMT ASM) TR 7 H5 IRA R
AL, PUBE R E R TH [25] RCT=PENLYT HE A5 MH= B 45 /R - /R LEV=7 Z 0 B 3 PHT=2R S 304 /B R R e, =B 5 X [A]
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Tl & tem & 75 (TBL ZWERERE > 14 X)

AT SRS T BB R /E (N =2741) [17, 23, 3
0-32], HP oL 23, 32]

(N =482)., =IiHFFELk4k T PHT 5% &5 23, 32]
o JC ASM [31] (N =544), —TiWFstbi 7 LEV 5
Jc ASM [30] (N = 86), 7—IiHf 7L L T % Fh ASM
5 ASM [17] (N =2111). ASM Tl %5 25 /) S s
2 (A JE N 30 K [30] &£ 12 A [23] £ 18 4V H
[32], FFH MW FL b AR BAR UL (17, 31]. BT
BFIE A 6 AN H [31] 21 18 A~ H [32] B 2 4E [23,  30]
ANEE, I HAE— DI T R B AR BLBA[17]. BT
o, ASM X TR i BRI A A VA A OR

(RR 0.75, 95% CI0.37-1.52, P=0.42), HIEJk-

FT A W78 2 (M A7 R i (12 = 67%, P =0.02), Jf
H. Rand- Z [B14F £ 5 (1) 57 ot 4

B FAERENLR S (12 = 68%, P =0.08), {HAHTF{E
HAE ASM [T 2 [8](12 = 0%, P =0.65;K] 3a,
b).

ASM H5F ASM A R E K R %

A — TR FE A T ASM LRI B ZH A R 35 40F (N
=404) [23], REBRAXRTWEW LA R F4 aiff
TE SUAS R HAR (a0 R B 2 B HIE

R IRE R, BE RS A B LA RN 4 (D
SMB). fEIXITF7TH, PHT 41208 & #FH A 37 4
(8%)RAN RN, ALFE R Z . 4 ek 0 g 7
. I 196 A EE A 25 B(13%)KAEDNR K
M(RR 1.39, 95% CI 0.87-2.23, P =10.16). # —Ii#f
Ft[30]

INAEASM(LEV)H F R &5 A R (B LIE. 557 .
WEHE/WEIE. 0IZPES . HRE. K. DR, SkE.
AR RIR. INFIR, FEFFRU . AR, W
B.OBEEL RO k. Bk, BN S A B
. MAHERSSE VM ST E. P57
1 B AL IR T 5 1 LEV 3897, 40% (9N H B0 AR
iE, 1 ANRBUEEMERAES.

ASM #L57% ASM AMBET- R/ Thes 4R

INTHTE FEPRAE T 4552 ASM VRIT IR B 5 K% AS
M JGIT RSB HIZET- 3 [17, 23, 24, 26, 30,
32] (N =4149). =it 5i¥ PHT 522 Ak1T 1t
B

o JC ASM [23, 24,
b

[30], BH P AKESF ASM 56 ASM #4771 LhEg
[17, 26]. =TFEHLIALE[23. 24, 32]F1 =13
MNAEFEHLIFFE[17 26+ 30]. BEVIHITE Y 7 K [2
4, 26] %

32], ¥ LEV 57 ASM #47

18 I~ H [32] &EW4E [23, 30], I HAE—I0HF 7 A IF
REARYA[17]. SRS, ASM AT HEA BE
FM(RR 1.14, 95% CI10.69-1.89, P =0.52). &W5T
Z A SERTIEA2 = 81%, P <0.0001);sR10, [
LA AR AL 7 20 2 [V ANAFAE S S o 1

SR T2 = 0%, P =0.75)FANE ASM I 5E(12 =
0%, P=0.90;Kl4a, b). BEHLIRE ER ASM XFET %R A
AR . fE—WEAEREALET S, AFIT ASM a8

=5 [17](RR 2.30, 95% CI 1.73-3.04) ] fit 2 I VA7 1
7%, ARG E I B H AT R
FIFR 0] GE T A A GESRTS ASM. —THiAEXT 1145 44 65 %
PLE TBI & 1 B BYERE 5E R, 5 R#Z ASM A
T ML, 352 ASM JRITII A 7 RIET- R
TERHE 53 A b 23 BEAR XU L (HR) 0.48, 95% CI10.2
8-)

0.81, P=0.006), REFIEREN

ASM ZH b A TBI( S %048 TBI A HO RS 22,
It H ASM ZH i 5 % 3 75 EHLMGE S [26]. 30
KA1 AER), ASM HRFET- A AT G ASM
ZH o 7 ZHL AR IR A R AR i A e B SO AN E TR IRAS I
BIAAL . AW 7T ASM 576 ASM 347 LL 5 I F
fliTheess B, B s ooUs =2 45 3R 5k b7 7 BF 45
RERTH.

— Tt AL X R A 6 A5 FH s T A A 2200 B 22 PP A T
PHT Az B E 17 TBI J5 1 > H A 1-2 £/
Re
BEIEPR6]. | DAB, —FIERIZH §EK(GCS <8)
112 5 3 J0i8: 58 A 480 B 22 (78 %
$%52 PHT W8 #H 582 2EAIMEE M, 47% &
FEHAT I . 7EABLE REAE S8 B B N, R LE
2 3d PHT [ NAE — R A PHZ0 0 B 27 P RN 4k 45
YRR . 2 GCS > 8 MRS 5%, 5
ZRFIAALL, #:%Z PHT RIT S 5 #H M4 O 548
PR ZESR . 1A AN R 7 5
ORI GCS < 8 JE# #5217 PHT, {HICIEIHEAT
il 12 SR, BE AL % 7
PHT ZH R0 22 BEFRI2H 2 (R () I 2 48 bn, o8 g miis
BF Y GCS < 8 i/ > 8. #R1M, 7E 12 & 24 N HKIBE
Vi), AL S fdid PHT A
TEFERE I 8121 SiEMR DR LA W %
ANEbr b, 25 12 A H FIE 515 25 1 250 28 B Ak
T EE
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a

ASM no ASM Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
241RCTs
Young 1983 1" 85 8 74 21.8% 1.20[0.51,2.82] 1983 -
Temkin 1990 36 170 26 153 28.3% 1.25(0.79,1.96) 1980 r
Subtotal (95% Cl) 255 227 50.2% 1.24[0.83,1.85)
Total events 47 34

Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 (P=0.94); F= 0%
Test for overall effect. Z=1.03 (P = 0.30)

2.4.2 non-RCTs

Wohns 1979 5 50 6 12 19.5% 0.20[0.07,0.55]) 1979 s

Klein 2012 5 46 8 40 19.0% 0.54(0.19,1.53] 2012 —r

Inglet 2016 2 557 4 1554 11.3% 1.39(0.26, 7.60) 2016 —_—

Subtotal (95% CI) 653 1606 49.8% 0.46 [0.16, 1.29] -

Total events 12 18

Heterogeneity: Tau®= 0.45; Chi*=4.42, df=2 (P=0.11), F=55%

Test for overall effect: Z=1.48 (P=0.14)

Total (95% Cl) 908 1833 100.0% 0.75[0.37,1.52] -

Total events 59 52

Heterogeneity: Tau*= 0.41; Chi*=12.21, df= 4 (P=0.02),; F=67% 0001 oh 10 1000

Test for overall effect: Z=0.80 (P=0.42)
Test for subgroup differences: Chi*= 3.08, df=1 (P = 0.08), F=67.6%

Favours ASM Favours no ASM

b ASM no ASM Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
2.3.1 any ASMvs no ASM
Inglet 2016 2 557 4 1554 11.3% 1.39(0.26, 7.60] 2016 S
Subtotal (95% ClI) 557 1554 11.3% 1.39 [0.26, 7.60] ~—
Total events 2 4
Heterogeneity: Not applicable
Test for overall effect: Z=0.38 (P = 0.70)
2.3.2 LEVvs no ASM
Klein 2012 5 46 8 40 19.0% 0.54(019,1.53] 2012 -
Subtotal (95% Cl) 46 40 19.0% 0.54 [0.19, 1.53] <
Total events 5 8
Heterogeneity: Not applicable
Test for overall effect: Z=1.16 (P = 0.25)
2.3.3 PHT vs no ASM
YWohns 1979 5 50 6 12 19.5% 0.20[0.07,0.55] 1979 ——
Young 1983 1" 85 8 74 21.8% 1.20[0.51,2.82] 1983 -
Temkin 1990 36 170 26 153 28.3% 1.25[0.79,1.96] 1990 I
Subtotal (95% CI) 305 239 69.7% 0.72[0.26, 1.99]
Total events 52 40
Heterogeneity: Tau®*= 0.66, Chi*=10.94, df= 2 (P=0.004); F=82%
Test for overall effect. Z= 0.64 (P=0.52)
Total (95% ClI) 908 1833 100.0% 0.75[0.37,1.52] -
Total events 59 52

ine 1R - . iR - - - I s ! 1 1 '
Heterogeneity: Tau®= 0.41; Chi*=12.21, df=4 (P=0.02), F=67% o001 01 10 1000

Test for overall effect. Z=0.80 (P=0.42)

Test for subaroup differences: Chi*= 0.87, df= 2 (P = 0.65). F= 0%
Bl 3 TBI PICO 1 HLBRM 250 (ASM) S ASM JsT B EIBUNZ . TBI BEM RN R (FE RSN, B ASM 5T ASM, 1ZBENLSJERENL
BB (a) FIAEFIREHUBUSAREL ¥ ASM 28 (b). RCT=PEALN HRAI; MH= 8 K¢/R-F B /R LEV=2 ZH PG, PHT=2R Z S /BER T 84, 0= B 5
X ]

Favours ASM Favours no ASM

24 A B TAECRAFEFZEBIGL P < 0.05). X XEHHRRE
BymE ], —HE4525, PHT BOA R ZISSIAATRE R NAZIRBIMA JLA MRS . B, TBI™HEARZKE X%
EIpUdias ASHEIA]
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a ASM no ASM Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
2.8.1RCTs

Young 1983b 12 136 11 108 15.0% 0.87(0.40,1.89] 1983 ——
Young 1983 11 85 9 74 14.4% 1.06[0.47,2.43] 1983 S
Temkin 1990 49 208 41 196 20.7% 1.13[0.78,1.62] 1980 T
Subtotal (95% ClI) 429 378 50.1% 1.07 [0.79, 1.46) &

Total events 72 61

Heterogeneity: Tau®= 0.00; Chi*=0.36, df=2 (P=0.84); F=0%
Test for overall effect: Z= 0.45 (P = 0.66)

2.8.2 Non-RCTs

Klein 2012 5 46 3 40  8.6% 1.45(0.37,5.69) 2012 —
Inglet 2016 79 557 96 1554 21.7% 2.30[1.73,3.04) 2016 -
Glaser 2022 41 783 30 362 196% 0.63(0.40,1.00) 2022 ——

Subtotal (95% CI) 1386 1956 49.9% 1.27 [0.46, 3.55] i
Total events 125 129

Heterogeneity: Tau®= 0.68; Chi*= 22.50, df= 2 (P < 0.0001); F=91%
Test for overall effect: Z= 0.46 (P = 0.65)

Total (95% CI) 1815 2334 100.0% 1.14 [0.69, 1.89] ’

Total events 197 180

Heterogeneity: Tau®= 0.28; Chi*= 26.91, df= 5 (P < 0.0001); F=81% 0_505 0?2 5 250
Test for overall effect: Z=0.52 (P = 0.60) Favours ASM Favours no-ASM

Test for subgroup differences: Chi*=0.10, df=1(P=0.75), F=0%

b ASM no ASM Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
2.7.1 ASM (no details) vs no ASM
Inglet 2016 79 557 96 1554 21.7% 2.30[1.73,3.04] 2016 -
Glaser 2022 41 783 30 362 196% 0.63[0.40,1.00) 2022 ==
Subtotal (95% ClI) 1340 1916  41.3% 1.22[0.34,4.33) o
Total events 120 126

Heterogeneity: Tau®= 0.80; Chi*= 22.48, df=1 (P < 0.00001); F= 96%
Test for overall effect. Z=0.31 (P = 0.76)

2.7.2 PHT vs no ASM

Young 1983b 12 136 11 108 15.0% 0.87[0.40,1.89] 1983 e
Young 1983 11 85 9 74 14.4% 1.06[0.47,2.43] 1983 e s
Temkin 1990 43 208 41 196 20.7% 1.13[0.78,1.62] 1980 -
Subtotal (95% CI) 429 378 50.1% 1.07 [0.79, 1.46)] Q
Total events 72 61

Heterogeneity: Tau®*= 0.00; Chi*= 0.36, df= 2 (P = 0.84); F=0%
Test for overall effect: Z=0.45 (P = 0.66)

2.7.3LEVvs no ASM

Klein 2012 5 46 3 40 B86% 1.45(0.37,5.69] 2012 s Ee—
Subtotal (95% CI) 46 40 8.6% 1.45[0.37, 5.69] i
Total events 5 3

Heterogeneity. Not applicable
Test for overall effect: Z= 0.53 (P = 0.59)

Total (95% ClI) 1815 2334 100.0% 1.14 [0.69, 1.89] <

Total events 197 180

Heterogeneity: Tau®= 0.28; Chi*= 26.91, df= 5 (P < 0.0001); F=81% 0 bs 052 5 250
Test for overall effect: Z=0.52 (P = 0.60) ' Fa\}ours ASM Favours no ASM

Test for subaroup differences: Chi*=0.21, df= 2 (P=0.90), F= 0%
&l 4 181 PICO 1 HLERAZIY (ASM) SAGEFT ASM BISE TR 45 0. %t T8I BEF MR TR TERNT, W ASM 576 AsMm,  F6EFREHLR AR
RN SAEREABR BT (a) FI ASM KR 2
| (b)e RCT=REHLX MR H: MH= 84 /R- 7 5 /] LEV=2 b i 8 PHT = 5 JE 4 2 % JEil, Cl=B 5 X 1)
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WA, KZHEFRE TR TBI M EHEEE IR ER[L
2]. HSL b, KEHCCEEPNRME S AR S
R0 AR E B R R SR ] AR AR o TR
WEFVEAL e i R TBI B, & SO RS & i
5 BN . R A A b TR 5
FEESLEAG O BIRARTE

XFF > 6-24 /NI B R AL D REBARAL/BE GC
S<10[17-21. 23. 24. 30-32], FIFHF 74l A 15 00
AN

tBI P EFR VP59 . — TR Y Marshall it 5L Z 45
H(CT) Vo 7 TBII = EFRE [22], 75— Tif#
SRR R ARG VRS [25], HATE RN T B
SN AR S AR B R, RIRR S R S TBI
FIZANbRE. LA, BT [23, 30] ¥65€ T TBI
24 /B YR R AE AN ANARAE A G ANT 28 X Tt
Sl RAE TS K AEAE ASM BIEFTTT 46 2 Bl .

HWR, B2 AN A 1) 5 T X 7 3 R B 30
RAEEAT 32 LI e 48 & S AN R VE K AEAE T
BI KWifa <7 KW

[18, 19, 21-25], iy P4 A F A4 AT Ar) e A
TBI $6 5/ E B 108 [17, 20]. EPIRAFF . B
SR M e SN TBI J5= 8 RHKIA 2 4F [23, 30], fE—
T ¢, B R A SN TBI > 8 RIFKIA 18
ANH[32], fE—TUF T, MR B e X > 14 K
[31], FH—TF 523 A 8 5 e BB 1 I ) FE B2 1
Tlo BR T ANFIRIBE VT T 4F, ASM 45 25 RF 42 [R) 1 2
RN, M7 REHKIL 18 M H [32]-

B =, BT R R FE0 . R — e AgE ST A
FARIN, AE 5 — LR R T 28 50% S
5% . 1F Wohns fl Wyler FAFFH, 50% I EETE
14 RJFRKV5[31]. Tem-kin #REFK, ASM A1} E
I BE VT ZRAE 1 SERT N 57%, 2 SEIF WAL BE Ui
FH)N 53 % [23]. MHELZ R, Young 25 N. [32] I}
1 18 N H I BT %N 84%, Klein 25 N [30] #i
& 2 VTN 79%:

ZEDY, W A 4 SR AR A WU 2= (19, A
I AR ASE I 55 P PR R A E B ) AT P IO 9 4k
T AEPRSE V. s PR B3 5 B 1A 80T A 1 Bt 4l B 488 P ki
18, 23]. SR, X7 #BEA bR Ak 1) i H, 1]
W77 %, WA RAuRSa 20 RS Y
TPz T e E I, S HAEAT AR — TR 5 AR A
A A5 B 2H I PR R A S TR R AE 1 2
. T EEEE TBI JEMiA 52% PR R AE 2R
P R, S R E e o P A B A D 2 [29],
F b iZ HE R A T RER A

ASM ZHFTC ASM ZH i Eb SR AR 1 ™ B Ay, A5 0 A2
TEZ B R A IR A Rl a i BF .
AN, ATAR ST ER A T E A el 1] 0 ) 4 8 i
(B o EE T Mo e P 74 A ek o = 0 e 52 5 1) 174 15 o
MHGHIN[33, 34], REHETE K& b, R
Ji L, P FRg A B mT R AR Ay T A A A o R R AR
%,

A, ANBEAERNLE L ] RRAAEVR T 2. T
BI B Bk 56 ™ 5 (1) £R 3 AT BB BE A5 AT AEBES2 ASM.
M, V697 W N T R 1 g SRR A Ay TR T
I, ATREARSE ] ASM. WA — IRk 5 FET- R KW
FLIE e VAR T EE S E. BT RE
B ER AT 1K, Ik ASM 4LR1JC ASM 412 [H]
(F1IR HY 2R AT BEAS P47 o

N, BRI E TASMBIHE, RN
SR E LA AT K [19, 21, 23, 24, 30-3
21, AEVHIUAIE 50V A K 7 B B I K [18, 2
1], JIF H—2etft 5t BE v A S 50 815 B A vEAL
WKE[17, 20, 25-27]. FEASLEHfHSZIHEE ASM
PUABIVEIT KPR R T, 15-74% 1) B35 E A 70 30
A AbF I HCIRA [19, 22, 24, 30, 32]. IM4h, R
B LEV W78 17 TR 15 T 2
Y7k [30]. A% 55 mg/kg/ I HI 75 P IR
85% A TEREAN4 2 30 RIIR TGN [30]. ™
TivEfh LEV 570 ASM W70 A i A= B,
WA W25 KT [20, 25]. —Mfd KA L
EV(500 %55, &R )BT 7L IF AR /K~ [18].
iR 1R, 5REBUE AL, faE
WA RGUEHN LEV & SiGRRIEE E R, ZRIER
N HEAG[35]. Kk, RIBLEE 8 /BT 1000 = e ek
£ 12 /M 1500-2000 Z 5L LEV 51l 8k BVRIT 4
W AT Be kB [35]. B TEZ T 7Eh, Kb
I3 A ASM KCEATREAL T VG 7 IRES, BRI 3k
7l PG 3 B RO /N AT B AR A o — TR XT 866 44
TBI & & 1 B 7R B, Bes2inyT i g h 5L
ARG JE o A E I SRR A 2 2 5

LEV <1000 mg/&. 1500 mg/KB% > 2000 mg/ < -

e 77 R A A 3R AT o L T N 1) T R R v R L
P AE CA b, I LS I 57 & 4H P B R AR 12 W T e
e
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FE = 00[36]. BhAk, RN TR, WEHERRER <
30 mL/min {8 R A < 1000 mg, 17 LEFE
# >30 mL/min [} 8 #F 5K MRAH 1000 mg k. HT
KAGE LEV K, AR ZE R

AT SE o A TR 2 1 i 3 s b B A L2 W
FIEA M EHEEAATIHRTUEN. )5, XT
852 BAET7 I WL TR Y, IF HLIEA 5 RSN R AE
J& LEV F & .

&5, 576 ASM gAMLk, %+ ASM FARFH A4
RIEAEAER AR . Fsz b, WS IEEhE i i (Med
DRA) H# 1994 A H KK [37], FKEEZ P4
BFF R (NTH) EH 2] 1998 4- A4 BLSREHE 22 4= I 2= 53
2= (DSMB) 1157 NIH #%8B)i) TIT #IlE R 38 [38]. %
SrHr RS T = RIS I 7E 1990 4= 2 mir itk
1T7[23+ 24, 32], WOUEERENIEF 21 31]BAERR
FAPR A E SURATZ BTHEAT I

4R B 5

UEFE I 1 B i Aoy RURSE TP AR KDy, SRR
TR OGR4 R (SR A A S SO A A
ARFELFFGETF), IR B0 2 (BEHL 5 AR6E
B 1)o BERE SCE 1 O £35S AT LAFE AP 7238 1 A0 2
B, L CERM I R FEHU IR 5 AR
5.

e

AT F R R TBI AR B3, Al LUAE iR
T ASM(Ja 2 A3 Bt B 18] F8 20 BA 8 ASM(HEFERR
559, UEHE R ES).

PR TEI G 1B 55 R, GANEH ASM #lt, #
NTRE LRI ASM X 2 R R 1 AT A TE . R
G IE T [ 45 RA AT 1422 19 B B 2 715 B2 i T 7
BT CL TR 1.0) 0 X LER T FE BT BETHBEHL
GIERERL) LR ASM ZEZHPHT 5 LEV) 77 [/ 5 257
Hr o IEH, PRI T JET5) A R R F
1) R AP EBIAETE 77 H E #1857 R TIE »
i B KT RE LT B 1052, €75 H R PR 5
B, LUIRTIGERIN R ZER . BT 25 0 & 2 7677 7K
Fo LR EAE, & A LR KR EHGG DA
BT )G i H JE TBI B2 T WA, HH

AN RFHHFAE DSMB 118 K #FH MedDRA & it
1T RGN,

TBI PICO 2:LEV 5 PHT/fPHT R & %A TH & TBI
R B B RO R (ETRBG?
T BRI R R ETBI XA /5 14 K Py B EBEATI)

— IR SIEGIN T 10 WiwFTE, Hh s 174
1 %, VM5 T LEV 5 PHT &7 B WEOW & AE
B [39-48]. Hirf, Z=IHHFFT (N=342) SEBEALXT
HERE8 [39,

45, 48] 17 A~ (N=1399) ZAEREHLIT

TR UL E #) [40-44, 46, 47]. RS, 5 PHT/{PHT
A, fiH LEV Jf A & 25 jb 5 R & /E(RR 1.0
7, 95% C10.84-1.36,

P=0.58). HBIHZH(12=0%, P=0.52)B;5EH]AITE
BEPLFIEZ [[(12=0%, P=0.52;/56). 57 —IGREHLNT
JE 1T (N=379) [49]

HeEBRAE BIR Sy dr 2 4, H RS PHT #E4TLL
B, KRR ASM (8] () WU K AE R %A 5
HZF(RR 2.94, 95% CI0.66-13.06, P=0.16).

B R BN R B (TBL K>14 KRR )

B =T FRMNZEZE T, AN T 208 H &,
Pl LEV 5 PHT 697 MR & A 9T 2% [17-2
5] Hrb, —IHFRN=135)NBENLT IR IR L6 [48],
W I(N=73) Ry AEBE HLXT HE e

[41, 44]. SRS, AFEBLZ AAFEID S R A T
(RR =0.54, 95% CI 0.30-1.00, P=0.05)H#|F LEV,
B B B 72 55 %5 A R T LEV(0.36, 95% CI0.15-0.8
6, P=0.02). FAH

ST B A A i (12=0%,

P=0.41) ZEHL A TEFE YL TE2 F(12=39.7%, P=0.2
0,8 7). 275 KEE

SR BR X IR AR [32,  49] M HERRTE LR Hr 2 4b,
KU EA TR I R ER 5 PHT (N=379) [49] Bk PHT 52
E k-

tal (N=105) [32]. HE R EHEREEZER

P ASM 2 [R] F13E & PR R AE % (RR 1.23, 95% CI
0.72-2.08, P =0.45 Z#CHR). [23];RR 1.29, 95% C
I

0.31-5.38, ZF ik $ P=0.72. [32]).
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UiF b E 15
F%Z 124
BRI R (E
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£ 1(8)

w TBI H# 9 PHT/fPHT 5 LEV AR EHRESR
plis
- Z PUSHRE SE AL T LEV LA PHT/fPHT 4LHIR B 3£
e i (N=1169) [39, 41, 42, 47], RAGTEUCSEMFLEA (L o
i & fho T R RS, RS BT RA TS
3 s J7 AL 57 A
=] é § — IBE AL IR EE T A 1E DSMB [39]. PHTZ15614
°E, z (15.9%) B3, G8BISTHN A R,
.= 2}%8 g R G WUMRE/ 4> & JOE S SLLRAAE . BRI
£z IREE: P WL AAE . EUUKE T M. M RGEL. A
el o SCE s BV, PR EACP)FHRG . 55, IRnk, B i 3
= - = Gl BHERH. BpEdHim. S8R, K. Rk
=5 N i VR X G RN R G VAT O R & K1 O 2 I (1 AN 2
25 A = L MR RGE . REIKIAS . RS RZ
= I 2. D R BRSO WUREZE . RIIE . Ak
" ©s £ B PR AFAE R BT
; =9 & (9.4%) LEV 2H &3 (RR 0.49, 95% CI10.23-1.07, P=0.
= §§ ) 07). HWFFZ MAFTE W& 7 % (12=78%, P=0.00
§ ) ﬁ 3), (HBENLE SR EAEBE N 78 2 1 AR LE B3 Sl PR
= " 2=57.5%, P=0.13;1& 8.— L[l B A 7 % 200 44 TBI
. m ek E BF AT T
5 PmgT5E |2 LEV 5 PHT HRZAT RITE I (%A Btk #
f—K L 4’? BE2amw |Z RIH AR AIAE Y047 R8) Z (R 3 K3
£ ASM Z [AMFIERE 2R, B WA R ERHBR
£ = (PHT 41 80%, 1fii LEV 418 71%
3 £ o 2, P=0.189)[50]- i [ml Bk Ak i A WSk 2 o A 6
< il S 1(24% vs 8%;P=0.018)F14%52 PHT ) &3 [¥13: B i 1] #2
Fa &
= £ 5 LEV HILL[51].
% ! = = E—TEEAL B8 RE8 [39]1 7, 5 LEV(52.9%, n=1
= == §)FILL, PHT Al % 57#(55.6%, n=10). {£ -
o BEAEREHLAT I BEFC (N = 813) 1, 5 PHT #HLL, #52
K= LEV () 3 F 40 2 AEBEI 0 5K (1.2% vs.9.6%
i = E [P =0.001] 1 11.8 vs.73 4 7.5 X [P = 0.001]), 1fi'F
K& 5 = X 3 ASM AL A R FALE PHT 4 5 9% WL(0% vs.
= & 2.9%;P = 0.001)[42]. £ —Wit5E [41], PHT 24+
@ e 5 2R S B R 3 B (78.6% [n = 11] vs.20%
= - SE [n=1];P =0.038), JH PHT HRBERBREE02
=2 B £ = 0.22 vs.0;P = 0.014).
B 2= PHT/fPHT 5 LEV [IET-% [ DhRe%: R =TT L3P T #% PH
= E § % g % T/fPHT YT HIEE S LEV AR ILIBET% (N = 974) [39, 4
A - <=8 i
=& 3
$E3
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Yes
DESIRABLE EFFECTS Trivial
UNDESIRABLE EFFECTS Trivial
Low
Possibly
important
uncertainty or
variability
Does not
favor either
the
intervention
or the
comparison
o ey

B 5 TBI PICO 1 % TBI fE Bt B HE4E ASM(T-TR) 5 A HERE ASM(ELER) Il .45 . {fF GRADEPro GDT X1 (F 7w B #i 4% K 22 Evidence Prime In
L

LEV PHT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
29.1RCTs
Szaflarski 2010 5 34 3 18 3.4% 0.88[0.24,3.28] 2010 —
Khan 2016 7 77 4 77 42% 1.75[0.53,5.74] 2016 —_———
Younas 2018 38 70 32 66 54.6% 1.12[0.81,1.56] 2018 t
Subtotal (95% CI) 181 161  62.3% 1.14 [0.84, 1.55]
Total events 50 39

Heterogeneity: Tau®*= 0.00; Chi*= 067, df=2{(P=0.72); F=0%
Test for overall effect: Z=0.83 (P = 0.41)

2.9.2 non-RCTs

Jones 2008 1 15 0 12 06% 2.44[0.11,54.97) 2008 >
Inaba 2013 6 406 6 407 47% 1.00[0.33,3.08] 2013 T

Kruer 2013 1 20 1 89  0.8% 4.45[0.29,68.17) 2013 >
Caballero 2013 5 18 21 72 86% 0.95(0.42,2.18] 2013 ——

Radic 2014 23 164 21 123 20.0% 0.82(0.48,1.41] 2014 =

Gabriel and Rowe 2014 0 5 3 14 0.7% 0.36[0.02,5.92] 2014

Kancharla 2019 4 24 2 30 23% 2.50[0.50,12.51] 2019 -]

Subtotal (95% CI) 652 747  37.7% 0.97 [0.65, 1.43] <

Total events 40 54

Heterogeneity: Tau®*=0.00; Chi*=3.71,df=6 (P=0.72), F=0%
Test for overall effect: Z=0.17 (P = 0.86)

Total (95% CI) 833 908 100.0% 1.07 [0.84, 1.36] >
Total events 90 93

Heterogeneity: Tau®= 0.00; Chi*= 4.79, df=9 (P = 0.85), F= 0%
Test for overall effect: Z= 0.55 (P = 0.58)

Test for subaroup differences: Chi*=0.41,df=1 {P=0.52), F=0%

& 6 TBI PICO 2 /£ Z R P38 5 R 3 /R R IIRYT BIMON R IE AR . SAIREAI IR £ Z W P 5 R R BER ZSURAT LR, X TBI BEH R
RO R RSO AT R . RCT=RENIN B MH= 8 56 /R-T B /R LEV=7C Z N Fa3H PHT=R R I BB L e =B R X )

20

4

005 0.2
Favours LEV Favours PHT
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LEV PHT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
2.10.1 RCTs

Younas 2018 6 69 16 66 48.2% 0.36[0.15,0.86] 2018 ——

Subtotal (95% CI) 69 66 48.2% 0.36 [0.15, 0.86] i

Total events 6 16

Heterogeneity: Not applicahle
Test for overall effect: Z=2.30 (P = 0.02)

2.10.2 non-RCTs

Gabriel and Rowe 2014 0 5 2 14 4.4% 0.50([0.03,8.95 2014

Kancharla 2019 6 24 9 30 47.4% 0.83[0.34,2.01] 2019 i
Subtotal (95% CI) 29 44 51.8% 0.80 [0.34, 1.86]

Total events 6 11

Heterogeneity: Tau®= 0.00; Chi*=0.11,df=1 (P=0.74); F=0%
Test for overall effect: Z=0.52 (P = 0.60)

Total (95% ClI) 98 110 100.0% 0.54 [0.30, 1.00] -

Total events 12 27

Heterogeneity: Tau®= 0.00; Chi*=1.80, df= 2 (P=0.41); F=0% 0 iJS 0?2 é 210
Test for overall effect: Z=1.97 (P = 0.05) ' Fa\)ours LEV Favours PHT

Test for subdroun differences: Chi*=1.66, df=1 (P =0.20), F= 39.7%

& 7 TBI PICO 2 /£ Z PP 3H R 38/ R 30T MR R AE S R . B RRENUSSIR AL 2 Z 0 738 SR 3L (B ST AT LR, X9 TBI &R
ERIIRRAEERETEEN . RCT=FENLN RIRT,MH= 84 /R-F B /R LEV=TE Z I Pa 3 PHT= R R/ R 3 0-EE K 1

LEV PHT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
211.1RCTs
Szaflarski 2010 18 34 10 18 30.8% 0.95[0.57,1.60] 2010
Subtotal (95% CI) 34 18 30.8% 0.95 [0.57, 1.60]
Total events 18 10
Heterogeneity: Not applicable
Test for overall effect: Z=0.18 (P = 0.86)
2.11.2 non-RCTs
Inaha 2013 32 406 42 407 321% 0.76[0.49,1.18] 2013 —-
Radic 2014 6 163 26 122 248% 0.17[0.07,0.41] 2014 i
Gabriel and Rowe 2014 1 5 1" 14 123% 0.25[0.04,1.50] 2014
Subtotal (95% CI) 574 543 69.2% 0.35[0.11,1.12] e
Total events 39 79
Heterogeneity: Tau®= 0.79; Chi*=10.07, df= 2 (P = 0.007); F= 80%
Test for overall effect: Z=1.76 (P = 0.08)
Total (95% CI) 608 561 100.0% 0.49 [0.23, 1.07]) e
Total events 57 89
Heterogeneity: Tau?= 0.43; Chi*= 13.83, df= 3 (P = 0.003); F= 78% 0 305 052 é 250
Test for overall effect: Z=1.80 (P = 0.07) ’ Févours LEV Favours PHT

Test for subgroup differences: Chi*= 2.35, df=1 (P=0.13), F=57.5%
B 8 TBIPICO 2 EZNFEE SR ZE/HEZRNAREMAER . R ENBARR A Z N FEE SRR R /MRERIN 18I BESRFHERNE

M. RCT=FENLYT BRI,
MH=8 45 /R- B /K LEV=/E L4 3 PHT =25 % S /i K % el Cl=B 5 X [

46]. AN —TFEHLRES (N = 52) [39] MW TAERENLEE  ARBITA2 = 7%, P =0.34)sEEHLHT FE A AEREHLAT 78
J5 (N =922) [42, 46]. BEUINIEIA 7 K [39, 42, 46] ZIA(12=0%, P=0.99;K 9). PIIHIFE [39, 41] &
%6 M [39]. MRS, EIPIET R B, PH H Glas-gow iR ERY & (GOSE) BUAKIT EE K (D
T/PHT #1 LEV 2 [0 %A 5% 2 5(RR 1.06, 95% CI10. RS) B EIEALThAES R, HRAA —WHH ks 7
66-1.72, P=0.80). [39], BlbTERIC B . 72
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LEV PHT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

2121RCTs

Szaflarski 2010 4 34 2 18 8.9% 1.06[0.21,5.24] 2010 —1

Subtotal (95% CI) 34 18 8.9% 1.06 [0.21, 5.24] e

Total events 4 2

Heterogeneity: Not applicahle

Test for overall effect: Z= 0.07 (P = 0.94)

2.12.2 non-RCTs

Inaba 2013 22 406 15 407 499% 1.47[0.77,2.79] 2013 i

Kruer 2013 6 20 37 89 41.2% 0.72[0.35,1.47] 2013 —-

Subtotal (95% Cl) 426 496 91.1% 1.05[0.52, 2.11] -ip-

Total events 28 52

Heterogeneity: Tau*=0.14; Chi*= 214, df=1 {P=0.14), F=53%

Test for overall effect. Z=0.13 (P = 0.80)

Total (95% Cl) 460 514 100.0% 1.06 [0.66, 1.72] »

Total events 32 54

Heterogeneity: Tau®= 0.01; Chi*= 2.14, df= 2 (P = 0.34); F= 7% t t t }

Test for overall effec_t: Z=10.26 (P=_ 0.80) 0005 Fa%clurs LEV Favours1gHT 200

Test for subgroup differences: Chi*= 0.00, df=1 {P=0.99), F=0%
& 9 TBIPICO 2 £ Z R PEIH R R BER R R FET-RE R . M AIREHUBRAREL TBI £ Z P P IR & R R BER R R BH O TR RHAT
SR, RCT=BENLX AT, MH= 248 /R - B/RLEV=7E Z R PA 3 PHT=28 R E A B R R i, 1= B S X 1)

W IR R R ISR NIIE A . [39], #:%Z LEV ¥RITIH
SEAT R TLEESZ PHT W T BRE &1 T A K
WG ANH SIS 3 AH S, 11 [P =0.006]
e ™A
6Lt3 [P =0.037];6 > H IS ) GOSE:5 vs.3 [P =0.016],
3 H[39] . TE 45 il 5 96 7™ B AR (N e B iE AT GCS)
B, HiBERS DRS %A Z57 (P =0.47), {BAE3INHAG6
N AW}, DRS HHARE
fi% 5.2 73(95% CI 0.2-10.3, P=0.42)F13.7 4>
5¥:% LEV iBIT B E M, %% LEV i B HE o
BEAK(95% CI- 1.0 £ 8.5, P=0.118)
PHT. [AIFE, 7EFHIANBE GCS I, PRI HBLek 3 4
H I GOSE & H %57, H#E 6 AR, 5 PHT M
th, %% LEV {RITIEF1 GOSE &mH 1.5 47(95% C
10.1-3, P=0.039). XL&HPs3R0], @ik GOSE Ml D
RS MifE, LEV HAHEIFK
T TBI & R R AE TP KU, B A fes2 PHT
TEEE TR, X, Gabriel 1 Rowe [41] T
FIHARKI LEV 5 PHT MG & 205 6 4
HEEAHT R A GOSE VE4r - 7L 22 57(5.6 vs.5.1;P =
0.58)[41].
R, AR R 19 B &, LEV 4 (n=5) 725k
2B GCS AL E G it 5 3R (14 vs.3;P = 0.016)
A ICU HBE(15 vs.14;P = 0.044), FH PHT 4H (n = 14)
TE2 45 KAEFN GOSE At 22 [H] ) B 1] BH ¥ 42 £(808.8
+146.0 vs.484 + 152.6, P=0.001), XnJAe4 SaLE R
IR 2 .

SCHRR =R B R PR

NAZEEBIAE LIRS &6, TBI ™ EFEE A
BE T 5. — S R VP 7R TBI &
o B SONIG AR s A . R R . R A
BINEIN

1o 1k P v B AT B IR S B GCS <10 [39,
42, 43, 45, 46, 52], HAMWFFEEFEE RS AME
S

NG s FILIRAC G g 0 e 1R S7 78 A B #7119 TBI . i
S, —LEGFIS AL ST 12 AT [45] 2624 DA [3
9, 41, 43, 48, 52] 75& 7 TBI HIHAbritt, (A
DEF T TETTLE I ASM 2 Fi 15N SR KA
[41] ZCHFIEAL [42, 46].

HR, REZHWF AR TBI KW JE 7 R UAH )
B R R AE [39, 42, 43, 45, 46, 48]:5R1M, —ULHf
FERIFEMHPEROR K AE, 72R=>8 K [41, 44] BifERL
18] AT AT B0 0 R AE [47]. BEAh, —T0HF R IEVEAL T
TR K AE
AT 24 /INEF,  ABTCIEVEALAS [R] B 18] 2 M 2H 9 ASM 1)
ZZ 5 [44].

=, AR B TR v A I g N FR I B E
JR AR R A2 Wrh[40, 43, 47, 48], R =
TR 90 75 S i rL R ), A R [A) AN [ -
TE—TF L, S IR 72 /AN, B0 0 G
i AT A2 (N = 52) [391:76 58—, & 4 i Ha 1
(n =42, 46.7%)[40]50E L HE(n = 48, 53.3%);3
Hp I A HLAAR 15 B G R 1 R R S (]
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WFF(N =27)[43]. RE—Lemt s TR, =
i FH 7 AT AR HA ORI AR TR, AR T [43]
RAV[40] “HRFATEEN[40, 43, 48], “Hi KR K 1E[4
T~ S AT 1) [43 10 < ) AP 80 A IS R " [40] - BRI BT
A, HREE TBI JEEUE R AVER —F LB W0 & A
AR, S OREIE I e S SRk AS I [29]. Rk,
Wie LEV 462 PHT 41, U A& 1E 1) 3 S22 v] G
ERBEARAL 7, R RS TE B 2 B VR T 0 BB 3 B Bk Bk
MERFRE AR EE P

Y, BEAR—LEEFEE T ASM FIE, FFfEHAE
PHT/fPHT 11 & R X 75 S kA7 1 2 LAIA VR I7 /K
“F[39, 41, 42, 47], 10— LEF 503 AA K55 &2 E
K F[40, 43, 48, 52]ERRMEHIEAS 241,
45, 46]. {EABLERASTIREE ASM LUK BIVE 7 K-
N, =N [40] )55 T IABE T /K B () (
%)
30 /INIF, PO4AEEE 11-56) #IERIE T KR EE E
I E6(52%, 71 N n = 37) 03 S A 4E R VA )T
AP (P ER
2 R, VUALER 1-5), 15— N fEiR 7L FE N 1e
RIS ] 71 7 EEAR(47.2%, n=42)[46]. F4b, ER
ik
WA AR TR E A PHT/fPHT 1 fa7 77 &
[39, 42, 47, 48], A —WHFFFEHETAERN
AEFRE BRI LEV 2590/K o — St 5045 A [ 2
&= LEV(500 250, ®RMWIR, =% CHk). [43];
BEH KB R 500 250, BEH-K. [41]) B4
fK71E LEV(500-1000 mg, fFRMIX)[47, 4813 H.
AW K EYE . BT ASM KRS BEAE A
MK L i B R AR BRI T AOR . Rk N A
FEWROR KNI BE AT . kAh, 5 LEV 4 bk,
KT PHT HA R FA M EIHAER AR

)5, 1E40 PICO 1 #4r B AEE, AN
BENLAE AT B AR AEVRIT I 2 o AT AT BT 70 0V A Hi
IR YEFR Ay VR T IR B R BRI T BRI

SR B E

UEHE R B 1, B FE R A RS VRS RS KN, R
TR RO AR 2 (L P AR S I RO A
ANRFHAIETR), FHRB 0 2 EEYL S5 AR
W3R 2).

i3

G et b R TBI A% B 1 28 358 FH FiR 14 ASM,
AT VUL H LEV i AS& PHT/fPHT SR TR ik &
YECGRIE TS, UEHE RS ARG 10). Bl 5 LEV
ML, FRATAEE KB PHT/APHT Xt 5L 3R & VE Bk,
YO AT B3 AR B M . SR, B 15
5 3% AR N R AER/D(RR 0.54, 95%

5 LEV AL, CI0.30-1.00, P=0.05)F%/DHARHE
f(RR 0.49, 95% C10.11-1.12, P =0.07)

B PHT/APHT . XL RIMIEH LT L% 2 7 (b8
WS AERENL) . R, ERTT S, ASEF 7T A FEAR
CRRIE PR« ZET2 ) FIAR K (O B 3514 8008 KN
AN, UEE LSRR B AR R AR L) .

TBI PICO 3:ASM ({4 HI(S 7 R)BKHI(> 7 R)Hesr A
RERATHER TBI M5 B RRmE?
ﬁﬁ;&gﬁ#ﬁ%ﬁﬁ/ﬂﬂ T8I X Z7)6 1A 18 TNHEE2 4,
214 %)

— IR XF 90 44 TBI B F b O BENLIF 7L T 7
K5 21 RIPHT, KIL 21 REFFE AR K AE 1 K&
R R, WENARF4REEZER [53].
FH—FEENL. E+ con-

trolled #F50% PHT 7 K (n=132) 5HKE 1 MH (n=
120) BRARER 6 ™ H (n=121) #H47 7 tL4% [49]. Ay
Eﬁﬁﬁ%%zﬁ\ﬁ gL, FHE3AN AR —IKASM
KF

TENRF B 25 AIR] . OF & 2, ML Fe 3 2 8k
BFIF] ASM ¥R 97 (1) 58 3 (1) e 0L v /K B8 ey, RV IX
MERIFRERGIFEEEN. A 2 FHFR
W, 7 R PHT 40 kAL M S AR (TBL 5 7 REA L)
FILL A 15%, 1 ANHARBRA SN 16%, 6 AN
JERZH N 24%(RR 1.4, 95% CI 0.8-

24, P=0.19), {HAFENZ, 16% KEE AETFHE
TBI J5 | B ESZAWEIT, 21% 18 6 4~ HBFAMK
Mo TEFRFEZARIEE T, 90% 78 1 AN H I 4Ti4
JTVEEIN, 85% 7E 6 A~ H BT AbTiE T el -

1 TBI J&, &P AR FREE0 [A] () ASM(M 1
NH[30] 218 AN H 32D R IR E R ASM
AT 22 BFIAE 6 AN [31] 28 2 4R [ U5 H9 8] ) 75 4k
[23, 30]. XLEHIERD, (HH ASM K EEHCA
SRS MR RN R E R A . fE—TF s [41], P
HT 1325 250 812N 10.6 K
(n=14) 5 LEV ] 4.6 X (n=5) fHEL (P=0.112),

M BRI AR A 22 (M 8 RIT 4R
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F 2TBIPICO 2:FEF TBI (EFE BH £ N HH SRR R /BERZE T S HITMER

e PG BEBE
I BT A —BHRR It g HAh con- FEkR-Fh RGP RO 4R (9
R By i3 REYN 5% CI) 5% CI)
LIRS K (F
3[39, 45, 48] BHLIL FEE AN T EE ] N bigel 50/181 39/161 RR1.14(0.84) M 34 4~ AA HEN
R (27.6%) (24.2%) % 1.55) 1000(M (i8]
HF39
H£ 1331
LR R AE
74044,  Wig fR™E AN PRt VN ] 40/652 (6.1%) 54/7A7 (7.2%) RR0.97(0.65) 4 Ab24 AAAA HE)
46, 47] 7T £ 1.43) 10000 fRME
Wb 25 F|
H% 31)
i IR R 1
1[48] FEHLAL FEE AN E T EE ] T E ] bzl 6/69 (8.7%)  16/66 (24.2%) RR0.36(0.15 A 155 AAAA I
e
TR %0.86) 10000 1K
206 % 34
)
IR MR K 1
241, 4] Wi R E AN T EE AN B 6/29 (20.7%) 11/44 (25.0%) RR0.80(0.34) %A 50 £t AAAA N
B9t % 1.86) 1000(M R
HT 1654
£215
HZ)
AR
1[39] LA T EE ] N FEE A E B 18/34 (52.9%) 10/18 (55.6%) RR0.95(0.57) #A»>284 AA I
R % 1.60) 1000(M I
b7 239
%333
HZ)
ARFM
341, 42, 4 WM FEE R R™E R™E FEER — YA 39/574 (6.8%) 79/543 RR0.350.11) AR 953% AAAA HIH
IER K
#
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£ 2(8)

TBI J& 6 AN A)2 18] PHT ZH(Wk 100 & AE R N 14%) Al
LEV ZH (W e K EZ68 0, P =0.53).

FHS5KH ASM AR BHERAER E—T RS, BZ7KP
HT. 1 /H VPA 16 /A VPA B # &R R HEAMRERE
AL [49].

58 ASM 58] ASM [FET % [ TR R

— TR B, R IRER 1 N H (120 L EEH N
15 %, 13%)8 6 ™ H IS 5 1E 2 SFNIET-HR
BEm(SENRE)

5352 PHT 7 RIEZ 21 AR 17 N, 14%)HELEL
(132 A9 N, 7%:P =0.07), RIS LE U B 45 Eifh
7 AL e R Ak [49]. A A X 5

F% 471 1)

#%H(9
5% CI)
4 112)

RR1.05(0.58) AAAA 1000 (M EE

RR 1.06(0.5%) AAAA 1000 (A HE)
z50 11\ RAKH 49 Ngb 2

% 5 o4\ IERKHT 88 N2
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%U
2 8
Zih

[ eVt (0 S PICORY BN RE L)« AKETA I (eht T30 PR R AR AR AR /N B L 1 X I8 8 I SR KNS T ) LA R R Do, 2 A 1

t: B TR 1A RRA 6 4B IR # 2 SR T
ot 5o — TP PHT 12 A 7 15 %8 1A 7710 TBI
LA S 8 FNHILE FOBEHLA I JC R I, PHT £ 1 A 5
# 5 MR, (212 AR, FALLI6].
= 3 g fE 12 & 24 N A 20, PHT 4L(HLCM 2 11 PHT) 32
SR < & TP RIS T A, B A i 8 R
E FNTTTHAT RO b T X RR A [6]. IXUeHHRR W], PHT
= B EHNAN, JFH S ASM ) 0 KR4
£ i s TR 0 0 24 24 R A0 D ) 38 T i
- - 2 No MR, HHLEBENLEZ T RPHT. 14N kR k6
= A F P RRIGTT 0 SIS, B VA R 1 6
E 5 = RREAA DGR, 140 6475124 A i
= £ 8 SIS 2 M SRRV 5 th i 2 5[5
= SHRsh R R
o g 25 SUH TR ST LA T TBI B ASM 1554
K KE ] [53]0 S 53— U HLY BRGAR e TR T AR
gﬂg Rp SR 8] (1 5 F AN [E] R ASM(VPAFIPHT), H'E&RA
& i £e LA B B R KAS W 1, M35 P b A
£ = . AR B X, 9 FLARK — b4 2 1 A A6 A
g HIIBE VS A 5F ASM[49] . BhAh, i T KR 4 i P P
o Z g% F R0 6 S, 52 SRR JCE, 9 47 4 KAV e S0
E & HE A SR IR o 0 20 4 0 U [
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gEA IR [55]. T — IR R I, 20% 119 B Rk
B B BEHT 24 /N FE B I S A AR R
1 B FL IR B, 31X 3R BRSPS 00 T AT REFR 22 >
48 /NI I [33]. {81 2HELPS2B 43 #4738 —
A2 01

TEFR S TBI & VRO & AE T 0 48 A RE 4L i)
B o W FRRAVEE T AR E JE B N ASM 5 %
BEFAEEL, 3 ASM FREEIN A B R 56 5T PE A AS
M fisem, RUEEATAEBGR AEER . kb, =T A
SM K HEIE M EEIERE G R, FralEx FH—
& ASM(B14n LEV), FFH%E W FAARIEbRAEAL RS &R
S AR FE. &5, AR VEM TBI A#E+ L
EV 35 AR ASM (i 4n 4 mT b Ji ) 1 4 FH 45 482 B
8]

4R B 5

BOR T AR EOGER (A R (W R M . AN RS F. JE
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