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L. TRV AUARTF FAPO T KL A7 2 U v DAk

Adrenomedullin (1-62), human: #22.2-10

Sequerce:

Tyr'Arg-Gin-Ser-Met-Asn-Asn-Phie-GIn-Gly-Leu-Arg-Ser-Phe-
Gly-Cys-Arg-Phe-Gly-Thr-Cys-Thr-Val-Gin-Lys-Leu-Ala-His-Gin-
lts-Tyr-Gin-Phe-Thr-Asp-Lys-Asp-Lys-Asp-Asn-Val-Ala-Pro-Arg-
Ser-Lys-lle-Ser-Pro-Gin-Gly-Tyr-NH, (difulfide bridage Cys"®-

Fmaoc solid phase synthesis
TentaGel S NH, Resin

Coupling Emoc-Rink Amide Linker? DIC/ HOBt (%: 3: 3 eq)
In-process test: Kaiser Test

Washing Solvent DMF

Capping AcOf DO/ bIPEA

Washing Solvent MeOH, DMF

De-Fmoc 20% Piperidine.in DMF
In-process test: Kaiser Test

Coupling Fmoc-Amino Acid/ DICY HOBE (3: 3: 3 eq)
In-process test: Kaiser Test

Washing Solvent DMF ’

Capping Ac,Or DO/ DIFEA

Washing Solvent MeOH, DMF

De-Fmoc 20% Piperiding in DMF

Washing Solvent DMF, MeOH

Drying Under vacuum

"
- Protected Peptide-Resin

Mobile Phase A: 0.1 % TFA in H20O
Mobile Phase B; 0.1 % TFAin ACN

side fraction were re-purified
A
Main Pool {in-process criterion: = 95%}

Salt Exchange C18, 15um, 1004
conveit saft to‘acetate salt

R
Purified Peptdie {Acetate Salt)
Lyophilzation Manifold Type

Purified Peptide Powder {Acetate Salt)

-13-

Fmoc-Aming Acid used

B a
Cleavags ReagentK
. Composition: TFA /H20/Phenol/Thioaniscle/EDT (10mL; 0.5mL: 0.75g: 0.5mL: 0.25mL}
Ratio: 12~ 15 mL of Reagent K/ g of peptide resin
Reaction time: 3- 4 hours
Reaction temperature; 25+ 5C.
Precipitation Ether
Filtration Remove solvent
Washing Ether :
Drying Under vacuum
v
Crude Linear Peptide
Oxidation Oxidation to form disulfide bridge between Cys'® and Cys?.
v
Crude Cyclic Peptide
Purification C18, 15um, 100A

|_N-term AA PG C-temn
Fmoc- Ala -OH
Fmoc- Arg {Pbt} -OH
Fmoc- Ashy (Trt) -0OH

Fmoc- Asp (OtBu} -OH
Fmac- Cys {Tr) -OH
Emoc. Gin (Irt) -OH
Fmoc- Gly (OtBu} -OH
Fmoc- GCly -OH
Fmoc- His - {Trty .| -OH

| _Emoc- e -OH-
Fmoc- Leu -OH
Fmoc- S (Bac) -OH
| Fmoc. ot B ~OH
[ Fmoc- he -OH
Fmoc- Pro -OH
moc- Set (184} -OH
Fmoc- Thr {Eoc) -OH
Fmoc- TIp [OBuy | -OH

Fmoc- Ty u) -OH
Fmoc- val -OH




2. APCT R/ AT 2V lot #51020 43Hri R

T AAERICAN PEFTLDE

CERTIFICATE

~Produci No.: 22-2-10 Adrenomedullin (1-52), human M.W 6028.9

H-Tyr-Arg-Glo-Ser-Met-Asn-Asn-Phe-Glo-Gly-Leu-Arg-
Ser-Phe-Gly-Cys-Arg-Phe-Gly-Thr-Cys-Thr-¥al-Gin-Lys:
Leu-Ala-His-Gln-lle-Tyr-Gin-Phe-Thr-Asp-Lys-Asp-Lys-
Asp-Asn-Val-Ala-Pro-Arg-Ser-Lys-{le-Ser-Pro-Gln-Gly-
Tyr-NH; )
{Disulfide bridge Cys16-- Cys21)

Date of MIg: 12 Dec 05 Lot #: 051020 CrosHapeNua 054
ATTRIBUTE CRITERIA RESULTS
1. Color/Appearance " White to off-white powder White Powder
2. Purity (%) : =95% : 97.3 %
. [HPIC] L o
" 3. Amino Acid Composition Ala 170 -2.30 Ala 206
[Hitachi 1.5 8300) Arg 340 -4.60 © Arg 41l
. Agx 510 -6.90 . Asx 600
Cys 170 -2.30 Cys 175
Glx 510 =690 Gix  5.87
Gly 340 <460 Gly 392
His 085 -1.15 His 1.08
Jle 176 -2.30 He 1.96
Leu 170 -2.30 Leu 202
Lys 3.40 -4.60 Lys 4.18
Met 085 -1.15 Met 0.87
Phe 3.40 -4.60 Phe 3.88
Pro 170 -2.30 Pro 229
Ser 340 -4.60 Ser 3.50
Thr 255 -3.45 Thr 2.87
Tyr 235 -345 Tyr 2.83
Val 170 -2.30 . Val 2.4
4. Mol Wi Mol. Wt 60289+ 2.0 6028.2
) [Mass Spectrometry] ‘
5. Peptide Content Report 85.0%

[% N by Elemental Analysis)

THIS MATERIAL IS FOR INY RIGATION (NON HUMAN) USE ONLY

Quality Control: @Q N O - DATE: 33 Qzc ¢S

AMERICAN PEPTIDE COMPANY, INC.

Headguattars

1271 dverids Chetsea
4 CA 92083 USA

Moy,
Tel 81- 29745

Tet 44 Tt 750-537
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- Sample Name: Adrenomedullin 1-52/051020; Dale Acquired: 19.Dec.C5 06:22:16 PM, Vial 1] Injsction: 2
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BAPCT KL/ AT a2y lot 160303 Z34T s 2
(10t#60303 1T FERERRERITIIREER)

RMERICAN PEF (7
Page 1 ol 2

CERTIFICATE OF ANALYSIS

 CODENe:20.161  PEPTIDE 22-2-10 M.W 6028.86
SEQUENCE: H-Tyr-A.rg—Gln—Scr—i\'Ict—Asn-Asu-Phc-(;!’n{;ly-Lcu— '

Arg-Ser-Phe-Gly-Cys-Arg-Phe-Gly-Thr-Cys-The-
Val-Gln-Lys-Len-Ala-His-Gin-lle-Tyr-Glo-Phe-Thr-
Asp-Lys-Asp-Lys-Asp-Asn-Val-Ala-Pro-Arg-Ser-Lys-

He-Ser-Pro-Gln-Gly-Tyr-NH2

{Disulfide Bridge between C.‘ys““-f,‘_\\fs”)

C164H406Ngn 01783
Diate of Mig: 03 May, 06 ~ Lot #: 060303 ' Rev 01
ATTRIBUTE 'SPECIFICATION © RESULTS
L Color/Appearance White Powder White Powder
2. Purity (%) = 05.0% 97.3%
{HPLC System) : '
3. Water Conteni (%0w/w) <10.0% 8.2%
- iKarl Vischer) o ’
4. Aminvc.r Acid Composition Ala 170-2.30 - Ala '2~09
{Hitachi model L-8800A} Arg 340-4.60 Arg 390
Asx 5.10-6.90 ‘ Asx  5.64
Cys  except Cys  except
Glx  3.10-6.90 Glx 5,37
Gly 3.40- 4.60. Gly 4.00
His 0.85-1.15 ’ . His  1.07
He 1.70-2.30 Tie 1.99
Leuw 1.70-2.30 Leu  2.00
Lys  3.40 - 4.60 Lys 4.10
Met  Report Met (.82
Phe 3.40-4.60 - Phe 3.96
Pro 1.70-2.30 Pro 1.79
Ser  Report Ser 3.14
Thr 2.35-345 Thr 2.72
Tyr 2.35-345 Tyr 2.66
Val 170230 Val 1.87

AMERICAN PEPTIDE COMPANY, INC.
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. CERTIFICATE OF ANALYSIS

CODE No: 20.161 " PEPTIDE 22-2-10 M.W 6028.86
SEQUENCE: H-Tyr-Arg-Gln-Ser-Met-Asn-Asn-Phe-Gin-Gly-Leu-

Arg-Ser-Phe-Gly-Cys-Arg-Phe-Gly-Thr-Cys-Thr-
Val-Gin-Lys-Leu-Ala-His-Gin-1le-Tyr-Gln-Phe-Thr-
Asp-Lys-Asp-Lys-Asp-Asn-Val-Ala-Pro-Arg-Ser-Lys-

" lle-Ser-Pro-Gla-Gly-Tyr-NH2

(Disulfide Bridge between Cys"-Cys™}
CagaHangNzOS;

Date of Mig: 03 May, 06 Lot #: 060303 Rev 01

w

Peptide Content : 2750 % 858 %
(Nitrogen Analysis} . :

6. Mol Wt T Mol Wt 6028.9+2.0 6028.4
 (Mass Spectrometry)

7. Primary Counter fon jaccere  Report Results 6.1%
(HPLCY )
8. Mass Balance | 05%-105% , 100.1%
5. Solubi]itif : Clear and Colorless Clear und Colorless
In [izﬂ

THIS MATERIAL WAS PREPARED FOLLOWING ¢GMP GUIDELINES

Quality Assurangmﬁﬂw\j , J‘{;QL"”} o DATE: 20 Jud pr

AMERICAN PEPTIDE COMPANY, INC.

Heaadyuarues

7P E. Evalyn Aveaus 1271 Avanida Chigts 1-2-1 Kuboyzoka
& af, (oA BS08G6 USA whatg, CA G2 Miarty.
Tal: A0B-733-TE04  Fas: 408733 7803 . Tel FHO-ROT-BA2D Fax ol BE-F0T.45
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Sample Name: 20,161 7080303 Date Acquired. 5312008 1204707 PMPDT, Val 20 iyecton: 1

ag9s | zeq 4 06 .0t

Frogassing Method 20_ 181 TFA Purity TIS2006 -

12.90

1509

19

1600
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4. XTF RPFERFET KL A5 2 ) VOERRE

_RTFFHEHR
Adrenomedullin (Human): hAMﬁ%ﬁ%&Uﬁxﬁ%ﬂiﬁ
DRERTFF w'“ﬁﬁ(non-GMPﬁﬁ)
Uloz—[,:r: .'E’xvsé-lt-'ult}.’S«‘:I’l»}'i:c»(l sid-C 1 LleE s Are Tam-Phie ) -:—’___]

‘ Hog-His-Cin-Flo-Ty H F-Cilre 3 » ’——J HMMA]I
M(nonﬁw or GMP&EJ
hAMEEEH
I#1 | HBoc TFA&&E |
~ hAME:Boctk |

T2 | BRE HF fn38
hAMHFHEARTFF(2SHEEK)

T3 | SSERE 2am

| HB8 S ERHPLC |

o (FERF=RIL-K/0.1% RITILA OBED
TE4 | #HH CM-toyopearl

(BEBEF v E=r LK)
I#5 | HH 4 ERHPLC
' (7= RYIL-K/0.1% FUTILA OFE)

TG | HBxE Dowex 1x2 @aik)

I#7 | #4NL3#@  Sephadexaai
~ #aEl Adrenomedullin (Human)

|

DEFGEHF) ELRRE LR ESH ()

-19-



