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(57) Abstract: Provided in the present invention is a peptide for preventing or treating sepsis. The peptide can improve symptoms of
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Also disclosed are a pharmaceutical composition or a food composition containing the peptide as an active ingredient, a usage of the
peptide for preventing or treating sepsis, and a kit comprising the peptide and instructions.
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o) 4¢e] opu] setto] Wt e =5 ¥l
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WA H =5 Sk A £8it) o & 5o, FE =9 At S A 7],
717 Fol 4 WA 7|3, A4 o] p WA 7] F o) obvl etk W sk}
e 5 9ot

3w A Aol 4] obm] e abo] e THe A1el 4] o 2 ] = 2 E 3 = 227] 9]
B OV e AbE Wk o] 2 Doofol 2 W o] LtkE & E ke,
ool whe}, g of A5 A FE] == D-of] i ikS E9EkE FEEYU
ATk g, Bk o] v 2 = o A 3] E] == 1Y 3 1 & (post-translational

=

modification)d H| 3 o}V =4t 58 Zoheh = itk e w9 o =

214+l (phosphorylation), & $}(glycosylation), ©}4! $h(acylation) (ol 71 ],

o} A &l Sl(acetylation), V] 2] 2= F & &} (myristoylation) =

) & 2 $}(palmitoylation) & 3 ), €7 $}(alkylation),

7+ 213521 S}(carboxylation), 3] =52 &} (hydroxylation), 3 S} W+-5-(glycation),

1] $ E] d 3}(biotinylation), 71| 7 E] 4 S}(ubiquitinylation), &} 24 4 2 2]

Hl (o A, v eR-A A goln| =3}, ol =gl B F A W sh(of A T,

olgsl& HE X9 gA]) & Eghstt), =8k, = 757 A 0] EE A 517

9] gk 7Fal A (crosslinker)E 3] A A ol A A ofrh= 55} wkg-Eol o] 3

A 7] opr Ak o] W E), o ATl o k7], FFE R A] 7] Bt Alo] I A ¢l ol A 9

Hglof 2 opn| Ak o] Wk 2 gl
A A o A E FE = A iR ¥

g

E = Aol o gk FFS M A A] G BEA ofn| Ak X $
HEA 28] o &2 A7) ofn kel 27|, Al 5]~ )

ofu| \eAh(EF AL B of 2F 2 EAL), 54 o} k(S FEF R B of 2wk,
A op | AT, o] Aol Al kel W v E] ), ek

A D EG e o] HEY ol v, Ak o2 Eo] X A4S

WA 7] ] 5= o r] =4k X Bho] - -ofol] & 4| o] T}, 7HE =3} A
WA} 1L 32 Ala/Ser, Val/lle, Asp/Glu, Thr/Ser, Ala/Gly, Ala/Thr, Ser/Asn,
Ala/Val, Ser/Gly, Tyr/Phe, Ala/Pro, Lys/Arg, Asp/Asn, Leu/lle, Leu/Val, Ala/Glu, al
Asp/Gly, Z18] 31 o] &3 Jhdf| 9l AEolt}, B4 X gk b2 o = b3 329}
Fag=3
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[Table 1]
Al obvl gl (ol A]H ]l ZT] A gk ukghA gk 7] 2] 2
Ala (A) val; leu; ile Val
Arg (R) lys; gln; asn Lys
Asn (N) gln; his; asp, lys; arg Gln
Asp (D) glu; asn Glu
Cys (C) ser; ala Ser
Gln (Q) asn; glu Asn
Glu (E) asp; gln Asp
Gly (G) ala Ala
His (H) asn; gln; lys; arg Arg
Ile (I) leu; val; met; ala; phe; norleucine Leu
Leu (L) norleucine; ile ; val; met; ala; phe Ile
Lys (K) arg; gln; asn Arg
Met (M) leu; phe; ile Leu
Phe (F) leu; val; ile; ala; tyr Tyr
Pro (P) ala Ala
Ser (S) thr Thr
Thr (T) ser Ser
Trp (W) tyr; phe Tyr
Tyr (Y) trp; phe ; thr; ser Phe
Val (V) ile; leu; met; phe; ala; norleucine Leu

(661 WEI=e] AR erH Haol ol Ao A Kol WL @) X3k el
EUHEE 249 &, o E U AE = WA SIA 2 E A8k
SlojAl o] o] &e] B}, (b) 34 F-HolAM o] F7] Eabe] Hak = A

FAE=d oA o5 F3, i (o) 49 WAE F-X 8= Qo] A ¢
ol 59 17} 43 Adolg X eg AEgto A St H &)=
4o 4 Al 71Eske] v aF o ® itk

[67] (1) 24 =2 F0] 2], met, ala, val, leu, ile;
[68] (2) T/ X571 cys, ser, thr;

[69] (3) 2FAd: asp, glu;

[70] (4) $2 7173+ asn, gln, his, lys, arg;
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[71] (5) &) kel F S v X = X171 gly, pro;

[72] (6) W3F=: trp, tyr, phe.

[73] H-H.E24 2|3k o] & a1 T 9] ol o] 7Y S BEYE YR
3k o 2 A o] Fo 7 Flot), FE| = o] A Fgl YA FF2E A= A
Aol gl o gk Al ~E|Ql X7 Ak o2 Al o2 X $HE o] A7)
AL AbekA QA S A 7] AL o) g T A S A S R T o R
wah, Al 2=E 9] A3HE)S 7] FE =l 7heho] Z1o b AdS A A
AT

[74] FE =9 T2 {89 ofn| =4t Hol A= ghA o] & 54l s) d§lo] Wsld
Zlolth, Wslet o= e S| A WA H skt o] o] B 1) o] A4
(e FE = ol EA)skA] %= st o] o] = sl F-9 o FUTE
LHER AT

[75] ﬁ“ﬂ‘zglrﬂﬂ*‘i}—b— ﬁﬁéﬂof’aN Oﬂﬁﬂﬂﬂr -A A Aol

S A9 Qlel o] opn ek o) S Y] E of 2~ upEiRl S
[ BAA7]7] 913 14 Aot wehA, o] EFIE = A 22
37 2 e sl A3t =, kA Aol FEl ZA 8 H9 7 A w
O-A4d4d S| ZAsh= I N-oP LA EA, AP EL B JHAR 2 F9
SHE gl =S Ao ek, 7H A SR AR B Edle
B2 7] = AL sk ARE 53-8 A 2 E T B 5.5 EEA A S AR
5 3l

[76] FE| =R S A g ol o Brh= sl o] ] Y] dwd ElEE
M EE gretias obw nAt A& Wshalzl o B e A = d
(N-1 A 5 =e] 514l o) o) o] ). o] 2] g i 8hi= shuf o] o] A=l B

i) = 2 GAle] el BIFsA Y o] & V]2 A oM
ofFod 4212 3t} (O-91 A d =5 8t 7919 ).
[77] 02 Felol M EAL 7 EElo] =g g sk, i BAE A g,
& £ GAA GCG CGC CCG GCG CTG CTG ACC AGC CGC
CCG AAA M AN AW Z 3)= 7RI, Sjak Shah=
FAFNA FA 71l wheh S50 Al Qbell gl = vk ol & B P
Vo] EM, Bl 25, AHER Lol nhole] 2ok A RS HEA ]+
Ak, Em AR AU = ppo] AR FARSHE W 5ol Atk <
T A A, A EFF A E, = sk A3 A, o7

180 A 52, o 2] vk 2o} A Z 9lr), &4 4 Shol

S

+

O
e, 2B R E o] A, ol Lokl o} ol o1 52
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[78]
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[80]

[81]

e A9z 47
58 nhA (o7t 9
vho] 2 v, Hi= o,
cerevisiae TRP1
EHE L8 5= Qi)
AFEE 9= T8 3 HEHE o V40 2 pcDNA 2] 54 2 col
El, pCR1, pBR322, pMal-C2, pET, pGEX(Smith, et al., Gene 67:31-40 (1988))<}
e T e ol Sekav =, pMBY B o] Al 9] 1 A RP49E 72
F e =, NMO89e 22 hA| 19] =82 f Ie A 9F 452 914 DNA, % M13
H A EY @ 7hee] 9h%] DNAS 22 914 DNA; &5 Sehln =
o At A DNA B 23] Alo] M d3 AREst7] fls] M Eetarn= 9}
4] DNAS] £ 027 H iod WM o] vt L+ & WE = 54
719, A e 2R EE R A E TS B9 g Hui A
oot d st 9, 2E ol Fof A R g EA 9, AL FE
=87 MAAL A S e A
o] Yol =R E o] E SR A A
FFHNEE sl ou gk ite] W E == pEDS} 242 DHFR/M EE# A o] E
&-%3% W E(Randal J, Kaufman, 1991, Randal J. Kaufman , Current Protocols in
Molycular Biology, 16, 12 (1991))2 ¥ 3ttt} &= FFElY Al G 2/H Bl o
ZEA N F-F2uE | o 7t pEE14(Celltech). §}2~E}Ql v} vl-o] #] ~(EBV) E+=
& H91(EBNA) 2| 4] o] stol] o] 934 &S %] Al s}z W E], o AT
pREP4(Invitrogen), pCEP4(Invitrogen), pMEP4(Invitrogen), pREPS(InVitrogen)
pREPY(Invitrogen), ¥ pEBVHis(Invitrogen)”7} AF-&-2 = It} A& A] 52 ]
W E] 2.4= Re/CMV(Invitrogen), pRC/RSV(InVr[rogen) o] v}, ¥y Oﬂ }% =]
T A= WA Yo} vlo] e 2= 7 & W E = pSCl1, pMI601, pTKgptF1S5 ©]
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[108] & o] nhehA g A o &2 RS Faetr] Hef Al Al e
7P A e BEE E g v A g A ol & o] WolEo] oF VA&
low Aol A st E 5= vk W TR AES FiAEe] e g
ol & 3] o] ot YtfshaL, i AE 2 L Aol 7] AlE A o E
WAoo Eoigo] AAHY]E VU whekA, g 2, 58 o) o4
5184 = A o), AFd S8 H Aol dud el ex e deE H
e WYEES AT U So], BLE Ve d WolE WollA 4] e
T awe ofW Ztolgti o) 71 Hhth = WA 8} A v A 8 B
¥ A o gk E g ol EekE T i 2 o Al ARl A o &2 A
TA A e YEh o A AL 7] E E X RE, G A= S 8] A E el o4l
ol = g o] Al WS E ol oM G B v Aol vk
Heb7t el = das & olal e Aol

[109]
[110]

[111]
[112]
[113]

[114
[115
[116
[117
[118

—_— e e e

[119]

[120]

e o] AAIE 93 FH
AAd 1: FE =9 &

MAMZ 19 FE| = (o] 8} "PEP 1"0] g} $hHE F ol el o fE =
Aol wha) A 2Tt A A o2, E] =52 ASP48S(Peptron, Inc.,
) skl ) A)E 0] -83}] Fmoc 217 34 HH(solid phase peptide synthesis,
SPPS)& &3l C-E e ofv]iedt shubA AS Yoo 2 A sk itk vha 3t
o], e =g o C-Eee] AWUA o smqbo] Ao F2bd A5 ARSI
o Ah v 42k

NH,-Lys(Boc)-2-chloro-Trityl Resin

NH,-Ala-2-chloro-Trityl Resin

NH,-Arg(Pbf)-2-chloro-Trityl Resin

FE = A of] ARS8 B o} A4k Y £ N-term©] Fmoc &2
1 & (protection) ¥ a1, 7] &= K Akl A A A ¥ = Trt, Boc, t-Bu (t-butylester),
Pbf (2,2,4,6,7-pentamethyl dihydro-benzofuran-5-sulfonyl) & 0.2 H 3 ¥ Z-&
AF&SFA T ol A o b3t o

Fmoc-Ala-OH, Fmoc-Arg(Pbf)-OH, Fmoc-Glu(OtBu)-OH, Fmoc-Pro-OH,
Fmoc-Leu-OH, Fmoc-lIle-OH, Fmoc-Phe-OH, Fmoc-Ser(tBu)-OH,
Fmoc-Thr(tBu)-OH, Fmoc-Lys(Boc)-OH, Fmoc-GIn(Trt)-OH, Fmoc-Trp(Boc)-OH,
Fmoc-Met-OH, Fmoc-Asn(Trt)-OH, Fmoc-Tyr(tBu)-OH, Fmoc-Ahx-OH,
Trt-Mercaptoacetic acid.

#Z Al 2F(Coupling reagent) &%=
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HBTU[2-(1H-Benzotriazole-1-yl)-1,1,3,3-tetamethylaminium hexafluorophosphate] /
HOBt [N-Hydroxxybenzotriazole] /NMM [4-Methylmorpholine] & A}-8-3} 31 U}
Fmoc A 7 = 20% <] DMF % 3] #| 2] © (piperidine in DMF)<- ©]-8-3} 31t} 3+ &
FE| =& Resinol| A 2] 2 719 B35 7] A A= At Zhe 2 (Cleavage
Cocktail) [TFA (trifluoroacetic acid) /TIS (triisopropylsilane) / EDT (ethanedithiol) / H
,0=92.5/2.5/2.5/2.5] & AF-&3}F 3 Th,

[121] obn| b4t S 7] 7 AT S8k ofn] hAko] ALy X X Aol A dkE o] 9l
BN E o] S5h] o] 710l 3 oful v E S ZH7h Mg Al 7] Bl 2 A NG
g1 g8k g S WEs o 24 7 FE EE A skelth A E A =S
TA 2R Fo ¥ = HPLCE A 8kaL, g4 o & MS= gelstal 54
Az,

[122] A Aol ARgE e = thEf a4 NA AEvtE e i, BE
FE = 9] £ 95% o] o] At

[123]

[124]  PEP 1 AlZol #3744 A& A ebd v At

[125]

[126] D AEHE

[127] NH,-Lys(Boc)-2-chloro-Trityl Resin o] B &% o} 1] =4 QT ZF) 9} AEH Al

HBTU(83 %)/HOB(8 3 #)/NMM(163 &) = DMFel| o] A 3713k 5
-0l A 24171 -0k ¥E-3-3} 31 DMF, MeOH, DMF4= 0 2 A 2 8} % t}.

[128]  2) Fmoc ©H.3.

[129] 20%2] DMF <-2] 3] 9 2] ¥ (piperidine in DMF) < 7|8} 3L 220 A 5% 7} 23]
H+-g-3} 31 DMF, MeOH, DMF<= & 2 A & 3} ) .

[130]  3) 19 29] Whg-S WHe 2 0 2 o] B = 7] =4 NH,
_E(OtBu)-A-R(Pbf)-P-A-L-L-T(tBu)-S(tBu)-R(Pbf)L-R(Pbf)-E-1-P-K(Boc)-2-chloro-T
rityl Resin)< TH& 1t

[131] 4) Ak (Cleavage): 3r7d°] ¢=H FE| = Resinol] A ZHH] & (Cleavage
Cocktail) = 7}3}o] FE] == Resinol| A 2] 3} 31 o}

[132] 5) 4o % mixture®l] Cooling diethyl etherE 71+ 3, {14 5-2] 3o Ao %l
FAE| =2 22 A 710}

[133] 6) Prep-HPLC = 4 A ¥, LC/MS= A& 213}
A 23} T

111

& A3} powder=

[134]
[135] A Ao 2: AP ] ZA
[136]
[137] 1. PEP 18] A9 AL A g o] ZA
[138]
|

[139 A7) A A o 19 whe} Aol R B4 712 99 FH 2 PEP 1 0.9% 2] 2 59|
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&l A A AH&aFITE PEP 19] Xl o gk B A ($£5:97.3 %, 91 853 %)-%
AAlate] Fol A- el 0.9% 2 5 FFA 2 5ko] 0.75 mg/mLe] 5
FAHE &N & 2A 83l Tk

[140]

[141] 2. LPSY A FAL A H o =A|

[142]

[143] o] 3 2% 2] A7 o] = (lipopolysaccharide, LPS) 2. = ¢/, &2} 9J(E. coli) 0127:B8
(ATCC 12740) (Sigma-Aldrich Co., St. Louis, MO, USA, L.3129)2] LPSZ
AF&3FGI T LPSE o] 2171 0.9% 2 95 o] &3] 0.25 mg/mL & F o=
&3l sto] ZA 8131t

[144]

[145] AA A 3:FE ALY

[146]

[147] AP FASAL s = A std 749 s Fwe S EFoH
A8, B8, 2 A1 312 Non GLP A §1 & 24 2] 339 o5& Qb 2 a1A] A
2009-183% (2009112 22y 1] dA] & #2] 7] ' 2 OECD Principles of Good
Laboratory Practice (1997)& 2 3}o] =8 3} % 1.

[148]

[149] AN = 222098 HE ddF0 A A5 S 2A 7
T AR PEP 15 o3 v €3 Ak A(NO) = ARl =7l &
=435

[150]  AFSd 22 g9 AE= 2 dEne| @l 47| % 7hgr w5
] SPF 2 E(Crlj:CD(SD))°] %At 8.5,

E 1007 5 797 72 A3

57, HAAT (@] £20% ©W)E

P18 2323°C, IS IS 55215%,

150~300 Lux©] At}

[151] 771489ty AEE F 4/l L5 o8 vear, 2F ol el PEP 1 R/H® =
LPSE Fo 3l

[152] ‘%0479,?_—5— E% A=) Z &) A H R, A7) A A d20) M Az

AGe Al FARR Fof sl o] Sl B

7 Aol 548 A2 71 = 2mLkg S
Axkalo] Fol ket 7F Z1F o] Fol & 8] ke o] =3 H At

[153]

[154] %2
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[Table 2]
No o F(mg/kg) FAF A FoAFmLkg) |[SET
PEP 1 LPS

Gl - - 2 12

G2 1.5 - 2 12

G3 - 0.5 2 12

G4 1.5 0.5 2 12

[155] WA, BE 5&E U8 PEP 1 2/%+= LPSE &}7] A ol 0.8mLA A

AdskArt A A v F WA LPS 7o ﬂw a-ol g3l 7] Eoll whet
Fof&}ar, LPS 5o Al H 2 5-F 304 7 2 $-of, PEP 1 Fo ]/ ol b 3l
o] & AA Tt ol @ 7] 3moll vERd vRef tkth B Fol vt
AR FLPS Fo] A H o R E 758 2 2555 (55, PEP 1 Fo] Al o =5 E
Z}7F 455 2 19540l ZH2F 0.8mLA A & &3l T ZH%‘% & o] off aff A
APRIEZFQ1IE 4 8 ATk Ao] ETIQ1 Sl A 3l P 5 2] 528 4] 9] TNF-a,
IL-1b 2 IL-69] 5 =& 433 3% 12 G1~G4ol ﬂ] oﬂﬁ TNF-o,IL-1, IL-6
FEE S48tk 2 A= 1WA E 30l YERLE QT ol SEA]E =

[156] %= 1< 3% 19 W&} 2-2F PEP 1, LPS, 2 LPS + PEP 15 F¢] 3 & g o5
A sho] & TNF—a/] FEE A% Adyjolv) = 1o YElhd ulef 7ol
LPS= I d 35S fr=gh ES] d o= TNF-a/} & == &4 347 LPS
o] S PEP 1S A& &k A} E} 19551k ZLE 9] o U] TNF-a9] & %=7}
& A8 7143k AL ek = 9l

= T
[157] %23 3% 20l w}e} 2+ PEP 1, LPS, % 1 LPS + PEP 1 & g5 doAs
AH 5] N 1169 HEE =438 Anfo|u}, & 20 LJrFJr o} o],
LPSE H & 59 Fid HE &= [L67} 3L EiézHoWUJL S Fof
3-PEP 12 A3k Az} B3} 1955 17kol] BlE o] ol ) [L62] 7| & A 3]
At As o ATk
[158] =32 #201] w2} 22} PEP 1, LPS, 2 LPS + PEP 1& g5 doAs

AFste] A IL1bY vE5 =43¢ Aol $30ﬂ LER bE9) o],
LPSE 858 g A E IL1b7} a5 E & 2] 81 A 9k LPS 59
S PEP 1S | ¢ g Ax} B} 1955 1ko]] S E o & ol 1] [L1be] H 7} &4 3]
agk As &5 Qi

f
EIAIN)

=

[159 39, 1.5mg/ke?] 18] Fol#ons R E QELSS HEFS o 5= 9T}
[160

A ol 4; B2 A

=1

[161
[162

—_— e e
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[163] (1) A3E9] &1

[164]

[165] ATCCEH-H A& HeLa Al 3252 MEM(Minimum Essential Medium)®l| 10%
F-Elo}& A (Invitrogen, USA)¥ Earle's salts, H] 2 5= o}v] =4k, A U] &
gho] F | o] E 2 100 pg/me 312 & 7} 100 units/ml
- E @ Eulo] Al (streptomycin)E A 7}3}0] 37°C, 5% CO, W] 7] ol A wlj &F5} ¢l o}

[166]

[167] @ AEAESE 2 54 B4

[168]

[169] SHA, 7] WS A EFEF 96-Y EF o] E)oll i3k v <]l 10%
F-Elo}& A (Invitrogen, USA)Z, 100 rg/mé 3 WA =1 3} 100 7 /mé
ZEfIEnto]ilS H7Fake] 37°C, 5% CO, v & 710014 124 7+ 1l 4313l vt PBS
A2 -, MEM(Minimum Essential Medium)©l| 1] 7F2] Z~E}H| o] A (starvation)=
A1} 7+ PEP 1 20 uM 100ul. #] 2] 81¢] 37°Cel] 24A] 7k 1] %3k 3 MTT ©] 4] 0]
WS o] &8to] A ZAEE 2 5AS A8t 2 A e 49 Ve
upof -t}

[170]

X 8 2= Free Text

[171] A QW5 1(PEP 1): EARPALLTSRLRFIPK

AMEWE 2(A7F 2o ekA]):
MPRAPRCRAVRSLLRSHYREVLPLATFVRRLGPQGWRLVQRGDPAAFRALVAQCLVCVPHDARPPPAAPSFRQVSCL
KELVARVLQRLCERGAKNVLAFGFALLDGARGGPPEAFTTSVRSYLPNTVTDALRGSGAWGLLLRRVGDDVLVHLLA
RCALFVLVAPSCAYQVCGPPLYQLGAATQARPPPHASGPRRRLGCERAWNHSVREAGVPLGLPAPGARRRGGSASRS
LPLPKRPRRGAAPEPERTPVGQGSHAHPGRTRGPSDRGECVVSPARPAREATSLEGALSGTRHSHPSVGRQHHAGPP
STSRPPRPYDTPCPPVYAETKHFLYSSGDKEQLRPSFLLSSLRPSLTGARRLVET [FLGSRPWMPGTPRRLPRLPQR
YWQMRPLELELLGNHAQCPYGVLLKTHCPLRAAVTPAAGVCAREKPQGSVAAPEEEDTDPRRLVQLLRQHSSPHQVY
GFVRACLRRLVPPGL #GSRHNERRFLRNTKKF I SLGKHAKL SLQEL TWKMSVRDCANLRRSPGVGCVPAARHRLREE
ILAKFLHWLMSVYVVELLRSFFYVTETTFQKNRLFFYRKSVWSKLQS G IRQHLKRVQLREL SEAEVRQHREARPAL
LTSRLRE [PKPDGLRP T VNMDYVVGARTFRREKRAERL TSRVKALF SVLNYERARRPGLLGASVLGLDDIHRAWRTE
VLRVRAQDPPPELYFVKVDVTGAYDT [PQDRLTEVIASI IKPQNTYCVRRY AVVQKAAHGHVRKAFKSHVSTLTDLQ
PYMRQFVAHLQETSPLRDAVV IEQSSSLNEASSGLEDVFLRENCHHAVR IRGKSYVACQGIPQGSILSTLLCSLCYG
DMENKLFAGIRRDGLLLRLVDDFLLVTPHL THAKTFLRTLVRGVPEYGCVVNLRKTVVNFPVEDEALGGTAFVQMPA
HGLFPWCGLLLDTRTLEVQSDYSSYARTS IRASL TFNRGFKAGRNMRRKLFGVLRLKCHSLFLDLQVNSLQTVCTNI
YKILLLQAYRFHACVLQLPFHQQVWKNPTFFLRYI SDTASLCYS ILKAKNAGMSLGAKGAAGPLPSEAVQWLCHQAR
LLKLTRHRVTYVPLLGSLRTAQTQLSRKLPGTTLTALEAAANPALPSDFKTILD

MIWE 3 (PP 12 g3 stals F2ALEE) © GM GOG CGC C0G GCG CTG
CTG ACC AGC CGC CTG CGC TTT ATT CCG AAA 4@
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At 80%01 gl M e 2 FE = e 1 del
FE| =] # Y5 ol = X Holl9] 85

[7d & 18] A7l AolA, 7] ME == AW W) FAME S FolE =
WA F o = X529 &5,

[ 7% 19] A7l 211 A, 7] E == 0.5 A 5.0mg/kg ] 13]
FogFo 2 Foly = S0 s|d 5 o E = X Roflo] &1,

[7d 13 20] A 178kl Qo) A, A7) HE| == @3] Fow = Zlol 9 dF o H)
T AR 5.

[ 138 21] WS o e X85S Yot S 19 o =it HE &
ZehelheE e =, 37 FE = L 80%0]°de] AE dedS
Zb= FE S v 2 g ol FlE s

[7d & 22] A218kel] QLo A, 7] HE| == AW ] FAME 58 T
FE| =

(78 -8} 23] A218kel] oA, 7] FE == 0.5 WA 5.0mgrkge] 13]
FoFo R Folu = A9 =
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