February 23, 1951

Dre Ee C. Kleiderer
Eli ILilly and Compuny
Indienapolis 6, Indiana

Dear Trvi

I am wvriting to let you know about progress in the plisms substiitute
field, and especiully Vo find out if there is any chence thet Fli Lilly
would be intcrested in the memufacture of O:iy’ool": elatin,

I understond thet contr ets are bein, lot for a mreiber 5f wnitg -
of the oruer of m:llions - of perlston arl Jextron. asll Teol vory
strongly thit Oxrpolyrelatin s o plasme substiltuie sooserdo: uO cither of
theue two, 4nd «lso superior to gelatin solution mr transi I feel
that the fate of pﬁr#ston and dertran in *the hwn n ody zin, and
thut thege subsilinees m.y prodiaece scrious injuri o 1o tine «fter
their injection. On the other hind, I belleve thut -~ : e thet pel-
atin and O polrelatin cre rupldly hydrolyzed, and they would nol vroe
duce sorious lons~time damsges. Thore ore several acdhwrh t(;‘] of Ox ‘30]3!-
gelatin over peletine One oI ther is that o wsoluvion with satisfactory os-
motic »roperties is licuid, whereas o solvtion of gel: +i=" 1tk sotisfzctory
osmotic properticg is u pel ¢t roon Lo scroiur £y ond Has < o Tody
terrersture for injection. another re.l v nii e of tin is
th.v the Jinel step, sutoclaving with bydrogyon jeror ’Lue, ;'L is to destruc—
tiorn of o rogens, =0 that Cuopols; c,latin PreD: rutiona are Wt c1Tily Nohe
pyrosenic, wheress I undezstend Wt herc L & 1 pCoooreen
of pelatin rep.y iions beciuse oi ryrorenicity.
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Une sspect of Oxypolyrelatin that needs Turther siudy is the noture of
the c¢-emicul sction of plyoxal and hyrdrogen ~uro. ice on ¢’ tine fihere is
the possibility that the hydrolyzed Oxrpol- {el‘""bin coent.ins wndesirable
materials formed from the amino wecid residues in gelstin by the action oi‘
glyoxal and h; uroger peroxide. We do not Lave sny evidence that such notere
ials are present, tul ve are investigatin, this cucstions
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Le are slgso investigating the uhole nroblen oi aliterstion of relatin to
procduce a nore sotisfactory nlasme subst 1:«:11{;3, with the ires thot Herd
use of glyoxnl can be eliminateds Ve have been worliing wicr & new co
from the Public Health Service for several nonths, and the Office of Neval
Rasesrch hes also  ivem us 4 coutricty sov uorik on nl.ogv. substl tubes.




Dr. Kleiderer —rom cfen/51

You muy be interested to ¥mow that T heve heen serving as the chairran
of & comulttee that is plsnning @ very larce seale vrogram in the protein
gynthesis field - thot is, the wmufucture of larpe polypeptides, and their
investigation as to uczefulness ss plasma substitutes or for other medical
Purposts.  We are planning to investigate the phisiclopienl properties of
moderutel, anall poptides es well as of the very hijh nolymners in conncem
tior with this worke The Navy +i1l support our srogren of resecrch on the
structure of proteins, since information sbout the structure of proteins nmay
be important in sn atteampt to mmufseture rrotein snbstlitvies for special
PUrDoscSe

dith hest regurds, I am

Sincerely ours,

Linus Paulineey
[Sa)



