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Scheme 1 Synthetic route of Eptifibatide
Conditions; a. HBTU/HOBt/DIEA ; b. Protected amino acids, HBTU/HOBt/DIEA; ¢. lodine/DMF; d. TFA/TIS/H,0
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Table 1 Effect of different reactors on the yield of Eptifibatide

Reactors Anchoring yield/ % Yield/ % N, protecting

Self-assembled reactor 100.0 86.6 Yes
Commercially available reactor for SPPS 82.0 28.4 No
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Table 2 Comparison of anchoring yield in AA-resin synthesis by different kinds of resin

Type of resin Rink amide AM resin Rink amide MBHA resin Sieber resin
Substitution/ ( mmol -g ") 0.58 0.57 0.69
Anchoring yield/ % 97.6 94.8 60.0
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Table 3 Effect of solvent on the anchoring yield

Solvent DMF NMP DCM/DMF THF/DMF
Anchoring yield/% 100.0 98.1 97.1 98.5
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Table 4 Effect of coupling reagent on the anchoring yield

Coupling reagent HBTU TBTU HATU DIC
Anchoring yield/% 97.3 95.4 95.5 83.3
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Fig.2 Effect of reaction time on the anchoring yield
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Solid-phase Synthesis of Eptifibatide in a
Multifunctional Reactor

SHENG Zecui®, ZHOU Cheng®, ZHANG Lingzhi*, ZHU Liangliang”, JIANG Bo*,
CHEN Yingwen, ZHU Shemin’, SHEN Shubao""
(“College of Biotechnology and Pharmaceutical Engineering,
Nanjing University of Technology ,Nanjing 210009 , China ;
*College of Material Science and Engineering , Nanjing University of Technology ,Nanjing 210009 , China ;
“Chemistry and Chemical Engineering Depariment , Xuzhou Normal University , Xuzhou 221116, China)

Abstract A home-made reactor possessing functions including reaction, blending, bubbling, protecting with
N, and filtration was fabricated. The effects of the type of resin, solvent, coupling reagent and reaction time on
the yield of cyclic eptifibatide were investigated. The results showed the overall yield was up to 86. 6% , using
Rink Amide AM resin as solid supporter, HBTU/HOBt/DIEA as the coupling reagent, DMF as the solvent
and reaction 2 hours in the reactor. The purity of the product as revealed by HPLC could reach 98% .
Keywords Eptifibatide , solid-phase synthesis reactor, Fmoc method



