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By-product profile influenced by fol ag
Isolation of cells =N
Typical operations
A R for inclusion body
Cell disruption via homogeniser '*‘\. Y w processes
2 <!
Isolation and Purification Q M‘ - -
Folding

va
Enzymatic cleavage g

Prepurification and
ion via i

lon-exchange chromatography

Reversed-phase chromatography

Crystallisation and lyophilisation

Blending / filing

Reproduced with permission from sanofi-aventis groupe.
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Insulin 327 Wi JHHE R Y1
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PBA insulin MIT il R Il Fe -
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BRI 5 2R A P i R A MR B, VR 4 S P L AR 1 7 it B B 5 1 o
Sk, MBS R, RIDERLLE,  PEG ALASURIES RN PEG (LA, Hi%
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1
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H
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3.2 —RA—EHE

R T KIS, BUE S h Bl B 2 o Bk 2=, I E e
Pl — i — KR RIA 3 P EZEHIHOR TG #5352 LAPS, PhaseBio HJ ELP,
AntriBio [¥] PEG/PLGA f(ER.

FHE M LAPS BEARFIH Fe MBEE, ReBkZACET Fo HRAFF AL, ToMEE
WA, 1ASMNE Tinker 515 KT (b 22 BB

« Therapeutic agent
Protein (glycosytated, non-glycosylated), peptide (natural, synthetic or modified), nucleotidet

«Flexible linker
Flexible conjunction site, non-peptidy! linker

+Non-glycosylated Fc

Effector function free, no antigen ion to APC, FcRn i long-action mechanic

PhaseBio [ ELP KM A5 87 (1 A R 8AR AP, R S BRI R
N 3TCHRMTIEBITIE 8B TLo

S Gene encoding biopolymer (90-120 repeats)
(-]
n
(- lwessconovsome protein in E. coli
HN L i C OO
Increase
Temperature
B
!
Decrease
Temperature
Highly Non-
Aok i Water Shell .
Excluded * ~«
Water of h i 4
Hydration Shell 1 f !
l e /\/\/\
Body Temperature
L - b= . . - e 1 '
F o S R ek [ ' N N
- W 5 5 o ¢ | 4
Concentraton
Non-phase Transition State Dissipates. Phase Transition State
Relatively Unstructured Ordered Structyre .|

AntriaBio WIZEAN | MK AALEIAR: PEG AR AT PLGA TERZERE .

+ I in=

5 kDa PEG attached to the N-terminus of

insulin’s B-Chain using site-specific amine
PEGylation.

End Result: AB101

Drug dispersed evenly
throughout microspheres

o

3.3 APAEGFEVERR RN ZAEEMERS R
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