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1. TAV I RTIFRAPC)T RV A5 2V v OERKRE

Adrenomedullin (152), human: £22.210

Sequence:

Tyr-Arg-Gin-Ser-Met-Asn-Asn-Phe-Gin-Glyd eu-Arg-Ser-Phe-
Gly-Cys-Arg-Phe-Gly-Thr-Cys-Thr-Val-Gin-Lys-Leu-Ala-His-Gln-
Hle-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™.

Fmoc solid phase synthesis

Fmoc-Amino Acid used

| N-term PG Cterm
Fmoc- Ala -OH
|_Fmoc- Arg {Pbf) -OH
| _Fmoc- Astl {Trt) -OH
| Fmoc- Asp {OtBu) -CH
Fmoc- qii_s (Tr) -OH
Emoc- Gln (It -OH
Fmoc- Glu {OBy’ -CH
Fmoc- SI} -OH
Fmoc- is (Iro) -OH
| _Fmoc- lle -OH
| _Fmoc. Leu -OH
| _Fmoc. Ly (Boc) -QH
| _Fmoc- MWiel -QH
| _Fmoc. Phe -OH
Fmoac- Pro -OH
Fmoc. Ser By ~of
moc. I {Eoc -OH
Moz D T01B0] ~DH
[ Fmoc T G2 ~OH
[ Fmoc- Vel “OH

TentaGel S NH; Resin
Coupling Fmoc-Rink Amide Linkerf DIGf HOBE(%: 3: 3 eq)
In-process test: Kaiser Test
Washing Solvent DMF
Capping A0 DM DIPEA
Washing Solvent MeGH, DMF
De-Fmoc 20% Piperidine in DMF
In-process test. Kaiser Test
Coupling Fmoc-Amino Acidf DIC/ HOBE (3: 3; 3 eq)
In-process test: Kaiser Test
Washing Solvent DMF
Capping AcOf DOMY DIFEA
Washing Solvent MeOH, DMF
De-Fmoc 20% Piperidine in DMF-
‘Washing Sotvent DMF, MeOH
Drying Under vacuum
v
Protected Peptide-Resin
a
Cleavage Reagent K .
Composition: TFA /H20/PhenolThioanisole/EDT (10mL: 0.5mL: 0.75g: 0.5mL: ¢.25mL)
Ratio: 12~15 mL of Reagent K g of peplide resin
Reaction time: 3 - 4 hours
. Reaction temperature; 25+ & C
Precipitation Ethsr
Filtration Remove solvent
Washing Ether )
Dwing - Under vacuum
¥
Crude Linear Peptide
Oxidation Oxidalion to form disulfide bridge between Cys'® and Cys®

Cruds Cyclic Peptice
Purification 18, 15um, 100A
Mobile Phase A 0.1 % TFAIn H20
Mobile Phase B 0.1 % TFAin ACN
side fraction were ro-purified.
Main Pool {in-process criterion: 2 95%)

SaltExchange | C18, 15um, 100A
convert salt to acetate salt

v
Purified Peptdie (Acetate Salt}

Lyophilization Manifold Type
Purified Peptide Powder (Acetate Salt)

-11-




2. APCT R/ A5 =2V 2 1ot #51020 HHrkE 2

GHERICAN PEFTIGE

CERTIFICATE

Product No.: 22-2:10 Adrenomedullin (1-52), human MW 60289

H-Tyr-Arg-Glo-Ser-Met-Asn-Asn-Phe-Gln-Glv-Lew-Aryg-
Ser-Phe-Gly-Cys-Arg-Phe-Gly-Thr-Cys-The-Val-Gln-Lys-
Leu-Ala-His-Gln-Te-Tyr-Gin-Fhe-Thr-Asp-Lys-Asp-Lys-
- Asp-asn-Val-Ala-Pro-Arg-Ser-Lys-Tle-Ser-Pro-Gin-Gly-
Tyr-NH, ‘
(Disulfide bridge Cys16 ~ Cys21)

Date of Mfg: 12 Dec 05 Lot #: 051020 CaoeHapNuOrSs
ATTRIBUTE CRITERIA RESULTS
1. Coler/Appearance White to off-white powder White Powder
2. Purity (%) 295% 97.3 %
[HPFLE]
3. Amino Acid Composition Ala 170 -2.30 Ala 206
[Hitachi 1.5 8800] Arg 340 -4.60 Arg 411
Asx 510 -6.90 Asx 600
Cys  L70 -230 ) Cys  L78
Glx 510 -6.90 Glx  5.87
Gly 340 -4.60 Gly 3.2
His 085 ~L15 His 108
fle 170 -230 He 196
Leu L70 -230 Lew 202
Lys 340 - 460 Eys 4.18
Met Q.85 - 113 Met 0.87
Phe 3.40 -4.60 © Phe 388
Pro T L70 -2.30 Pro 229
Ser 340 - 4560 Ser 350
Thr 233 -3.43 Thr 287
Tyr 2355 -345 © Tyr 283
val 1.70 -2.30 Val .24
4. Mol Wt ! Mol Wi 6028.9: 2.0 6028.2
[Wass Speetcametry}
5. Peptide Content Report 85.0%

[ N by Elerental Analysis]

THIS MATERIAL IS FOR INVESTIGATION (KON HUMAN) USE ONLY
Quality Control: %ﬂ: DATE: 7% Uoe ¢S

g —
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BLAPCT R/ A5 2 U lot £60303 AR
(1ot#60303 (X FEREARABRIC TR )

HERICAN FEFT) e
Page T of 2

CERTIFICATE OF ANALYSIS

CODE No: 20,161 PFEPFIDE 22-2-10 MW 6028.86
SEQUENCE: H-Tyr-Arg-Gln-Ser-Met-Asn-Asn-Phe-Gln-Gly-Leu-

Arg-Ber-Phe-Gly-Cys-Arg-Phe-Gly-Thr-Cys-Thr
- ¥Walk-Glp-Lys-Lew-Ala-His-Glo-Ue-Tyr-Gln-Phe-Thr-
Asp-Lys-Asp-Lys-Asp-Asn-Val-Ala-Pro-Arg-Ser-Lys-
He-Ser-Pro-Gin-Gly-Tyr-WH2

(Disulfide Bridge between Cys'-Cys”")
CagytyoaMaqUrsS; :

Date of Mia: 63 May, 05 Lot #: 860303 Rev 31
ATTRIBUTE SPECIFICATION : RESULTS
1. Color/Appearance White Powder ) White Powder
2. Parity (%) =95.0% 97.3%
(HPLC System)
3. Water Conteat (Sowiw) =10.0% 8.2%
(Karl Fischer)
4. Amino Acid Compesition Ala 170230 Ala 209
{Hitacht model L-88004) Arg  3.40-4.60 Arg 2.80
Asx  5.10-6.90 Asx 5.64
Cys  except Cys  exeept
Glx  5.10-6.90 Glx 537
Gly 340460 Glv  4.00
His 0.85-1.15 His 1.07
fle 170-2.30 e 199
Lew 1.70--2.30 . Leu 200
Lys 340460 Lys 4.10
Met  Report ' ‘ Met 0.82
Phe 3.40-4.60 Phe 3.596
Pro 170230 Pro 179
Ser Report Ser 314
Thr 2.35-345 Thr 2.72
Tyr 2.55-345 Tyr 2.66
Val  1.70-2.30 Val 1.87

AMERICAN PEPTIDE COMPANY, INC.

Head
TITE. By GeRMUE 1271 Avenidz Chefssa 1-2-1 Kubagaoka
Sunraesale, Ca G4085 LISA Wisla, ©A BR0E 3 ¥ 020104 Japan
Tl SOE-TIZTEM Fax 4087337803 Tel: TEO-S9T-G820  Fax PAG-SUT-8878 311 Faxz B1-297-45-6352

-14 -



AHERICAR PEPTIDE

Page 2 of 2
CERTIFICATE OF ANALYSIS
CODE No: 20,161 PEPTIDE 22-2-10 MW 6028.86
SEQUENCE: H-Tyr-Arg-Gla-Ser-Fet-Asn- Asn-Phe-Gin-Gly-Leu-
) Arg-Ser-Phe-Gly-Cys-Arg-Phe-Gly-The-Cys-Thr-
Val-Gln-Lys-Leu-Ala-is-Gln-He-Tyr-Glo-Phe-Thr-
Asp-Lys-Asp-Lys-Aap-Asn-Val-Ala-Pro-Arg-Ser-Lys-
le-Ser-Pro-Gla-Gly-Tyr-NH2
(Disutfide Bridge between Cys'-Cys™)
CageH e MapOerSs
Drate of Mio: 03 May, 06 Lot #: 060303 ; ey
3. Peptide Content =750 % , 85.8 %
(Nitrogen Anulysis)
6. Mol We. Mol Wi, 6028.9 + 2.0 60284
(blass Spectrometry)
7. Primary Counter fon jacae)  Report Results ' 6.1%
(HPLEY
§.  Mass Balance 95%-105% 1001%
9. Solubility Clear and Colorless Clear and Colorless

In Hi
THIS MATERIAL WAS PREPARED FOLLOWING ¢GMP GUIDELINES

T p .‘5 X i i — i
CQuality Assuranée: i\}iTW;, 55 1{{5\/3 ‘ DATE: 4§ }}fq,;»;j Qgg

Wiare, har
Tol: g1-Rev-a4-8311  F

-15-
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