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CONTRACT INFORMATION DATE: 13 September 133
1. TITLE OF PROPOSED PROCUREMENT:
Yeasurements of Jsnetration or Jetention of Liquid Compounds by Human 3kin

2. TOTAL BESTIMATED COST: (3. CONTRACT REQUEST NO.:
1355000, 3¢ | 2-MT-4
. PROJECT NUMBER:, TITLz : COST BY PROJECT: |TYPE OF FUNDS:
1032230L1079-31 | 3iological to Az,000 reek | TGS appropriaticn
- Jdew Agents (U 813,000 Y83 £.0. 5=3Th=20, C.C. 357
| 3 5,000 TYL | TYCh funds
5. CONTRACT PROJECT OFFICER: NAME : DIVISION: PHONE NO.:
Zr. lliard 1. 4ershon Porzicolosy k257
ALTERNATE CONTR. PROJ. OFFICER: NAME: DIVISION: PHONE NO.:
Zr. Hloon 1. Joio2 02 of assuflir | I

6. SCOPE: ]
1. Jerviezs ¢ be rerdormed:

(1} The contractor shall furnish the necessary facilities, nerscmnel, =quirtent,
zaterials and supplies to investigate microanatony and physiology of mman skin renetra-
ticn by various substances applied in vitro and in viwvo.

(2) The investigation shall include development of techniques for determining
renetration rates of various liquid compounds applied on skin of human volunteers. Pre-
Z22rred techuiques will measure penetration of compounds which do not produce overt physio-
logical effects, dut safe use with volunteers is the prime consideration. Changes to be
xeasured may include, but are not limited to, the following:

{a) Alteration of surface counts of radiolabel in skin.

(v) Migration of radiolabel, as determined by differences in skin surface
count with time, before and after scotch tape stripping.

{c} Detection of radiclabel in body fluids or bicpsy specimens.

{d) Accumilation of penetran: in human epidermal cell space in amounts
datectable by chemical or physical means at ziven intervals after spplicatican.

(e) Measurable alterations in normal structure, chemical composition, or
enzymatic activity in the epidermal cell space or less superficial skin layer.

(f) Vasomotor effects as indicated by local color or temperature changes.

{g) Alteraticn of skin function as oy inhidbition of sweatin: or sebaceous
secreticn, r»ilomotor activiiy, psychogalvanic skin response, etc.

\3) Applicatlons on volunteers shall de sreceded by studies vo 2stablish in
vitro rates of reretration through freshly excised human sikin. Such gtudies shall be
cenducted under conditicns of controlled temperature and humidity approxipating ia
vivo states. These studies shall be used to 2liminate compounds which fall tc peneirate
szin at rates consistent with in vivo detection by radictracer and/or other zeasuring
tecaniques.

1
ACmLC Form 5-4hka (20 Apr 60)



6. 3COPE (Comtinued)

(k) Studies shall bte designed to charscterize binding properties of erstinous
layers in humen siin. Thess studies may inveolve, but are act liwited to, the fallowing:

{a) iffects of mmidity, temporature, sweating, or other snvircrmental
influerces on 'Mesrvelr’ functicns of skin.

(b} Differences (n resorvoir sffect with 7arious compounds.

¢, Influences on Henetration and/or reservolir =ffect resuliing frem
feratin mdlllcaticn oy ydrastion, surfactants, silicones, seratclytics, ate.

{5) Zolicles Zor selection of ligquid test jeneirants ahall be estublished by
agreement Letween the comtroctor and the Technical Representative of We Jontracting
officer.

B. Drewings snd Specifications: X/4
C. Matarials to be Furnisbed by Contracter: X/A
D. ZSeports Wy Contractor:

(1) The contractor shall rrepare and submit the following technical reports,
which shall be prepared in accordance with Army formmt (CHDL Memo 335-1}), 1o de
supplied to the contractor by the Technical Representative of the Contracting Jfficer.

(a) Twenty-four (24) copies and a repmoducible msster copy (Auplimat
o azalid) of a Semi~-Annual Prograss Report shall be susbitted seven (7) months af'ter
inttiaticn of work undey this contract.

() Twenty-forr {24) copies and s reprofucidle mester copy (duplimat
or ozalid) of a Fiual Compyrehensive Jupeavy Beport, simmarizing performance for the
antire year, and including conclusions and recommendations, shall be aulmmitted
thirteen (13) months after initistion of work wder this contmmet.

(¢) Tour (4) copies of an Informsl Quarterly letter Repcrt shall be gud-
mitted on o before 15 December 1963, 15 March 196k, 15 June 1565 and 15 September 1956k
M.M-Mwmwxmwmmmmuumm(aos
days of such date. These latiars shall cover pature of work in progress, significant
achievements since the previous report, 4iffirultiss being encountered, and placs for
the followring period.

(2} Tistrivution shell de made to the following addressess directly by the
contractor in the mmber of copies stipulated below:

{a) uarterly lLetter Jororts: Tuee (3) copies of 2ach of the required
<uarterly Reports shall be furnished to

Commnding Officer

U. 3. Ay Chemical Reeearch and Development ILaboratories
ATTE: Contract Froject Officer {(hy ncme)

HAgewood Arsenal, Maryland

ACRIC Porm S-hha® (Contimed)



5. SCOPE (Comtimmed)
Ope copy of Juarterly Seport shall be furnished to:
Director, Procuremnt

ATIN: Contruct Hegotiator and Admintstrmtar (by came)
U. 3. Army Bdgewvood Avgenal, Maxryland

(b) 3emi-dupmal Zrugress Revorts

-l Thirteen (13) copies of the report, plus & reproducible magter
cory, seall be forwarcded to the Jormanding Officer, U. s.mcmm&smchmd
Dem.}o;mnt Laboratories, Hgewood Arsenal, 4., ATIN: Contract Project Officer (by
neng ) .

-2~ Ome {1) 2o0py of this revort will be forwarded to ihe Directar,
‘rocurement, U. 3. Army 3gewood arsenal, § s ATIN: Contract Hegotiator and
Adpinistyator (by asme).

~3~ Pen (10} eopdes of this report shall be sddressed to the
Commander, Armed Sexvices Tochnisal Informstion Ageacy, ATIN: TIPCE, Arlington Hall
Station, Arlinzto 12, Virginia.

-1~ Thirteen (13) coples of the report, plue & reproiucible omzter
Wmuwummwz(z)(h}-hm

-2- Oom (1) copy of this repart will be aldressed as shown in
parazreph D(2)(1}-2- above.

~3- Ten (10) copdes of this report will be addressed as shown in
peragrazh D(2)(d)-3~- above.

(3) T™e contractor shall suhmit two (2) copies of a Moothly Status and Fiscal
Report, ACHIC Form 3-9, showing the status of the work deing sccomplished, ssoumt of

mtmwmmmm, and sstimatod expenditures foxr the
next pariod, to the Divestor, Procurement sdiressed ss shown in paregregh D{(2){b)-2-

shove .

(4} *The comtrector shall fwwmish copies of matarial intended for pblication
g:plmn&ed, if such mterial hea been supparied in any degree by Departmest of

(3) >Distribution shall e made to the fullowing addregssees directly by the
contractor in the mupber of coples stiplated balow:

{a) Ome (1) copy of sny supparted mamuecript shall ds gsubmittad to
the Comsanding Officer, U. 3. Army Chemical Resempch and rr*mmatorioc,
Sdgewood Arsenal, ¥i., ATIN: Contract Project Officer (by nsoe), ce {1) week or
wore, ior to relesge for publication.

ACmIC Porm 5-hked (Contimved)



6. 3CCPE (Continmed)

(v) 8ix (6) reprints of eny supparted publication shall be fwruished,
vhen available, to the Contract Froject Officer, addressed as in parsgraph D(S)(as)

above .

(¢) ome (1) reprist of sny supported ypublicatiocn shall be Purnished,
vhon availabls, to the Direcior, Procuzwment, U. 3. amy ddgswood Arsensl, Maryland,
ATTN: Contrect Hegotiator apd Administrator (by name).

I, FPhaes 3chedule and Couplation Date:

4 This contract will be for a period of Wwo (2) yeers, commncing on 1 December
1963 and ending on 30 Hovesber 1355.

ACHIC Form S-hhel (Comtimumd)



7. GOVERNMENT FURNISHED PROPERTY:

ITEM ESTIMATED CQOST LOCATION

One (1) Thnpezaxure & humidity Coatrol Cost Western Reserve Univ,
Chamber, Model #FR-2510, Po#haaeo $4,398; October 1962 Lakeside Hospital
One (1) Pulsating Hamogenizer, Capacity Cost ¢
20-100 ml, Voucher /D 215-2 $50; May 1950
Two (2) Penstration Chambers ;B 17913 Cost )

375 sach; February 1000
One {1 Power Supply Unit for Hydrogen _ Cost
Lamp 32965, Ordar ;USA 06-02 @203; Jawery 1959
One (1) Backplate Assembly Eydrogen Cost
Damp 35240, Order AUSA X~ 536; Jamaary 1959
Labelad and Unlabelsd chemicals not Unknown USA CRDI, B2gewood
readily svailsble to contractor Arsenal, Maryland

8. JUSTIFICATION:

Development of percutanecusly effective agents is now divectly related to penetration
of human skin by liquid campounds. Unfortunately, little is known of penetration rates
for liquids applied on man. The foregoing scope is intendsd to incorporate all essential
steps for scquisition of a list of panetrsnts effective in vivo. These Laeboretories ur-

gently need such dats for selection of vehicles snd analysis of chemical or physical
properties appropriste for design of new agents.

Scareity of quantitative data on penstration of ldquids, or sclids, through inmtact
human skin relates to inadequacy of msthodg for making such measuremsnts. Therefore,
development and utilization of a variaty of techniques may be necessary to provide data
on penetration rate for various non-drugs. Such techniques must be sensitive. They mast
also prove safe for humn volunteers. We now must apply compounds and doses vhich pro-
duce measurebles systemic sffects, but measurement oflocal effects of small domes would
be decidedly preferabla.

Other benefits will accrue during davelopment of measuring techniques. Xnowledge
of tissue binding of both water and applied compound will be gained during efforts to
aliminate variablea. Any information gained in these areas may contridute to our utili-
zation of the "reservoir effact” for progphylaxis or military applications. Also,
elucidation of bdarrier properties may aid in selection of deconteminants and additives

to facilitate agent penetration.

ACmlC Form 5-44b (20 Apr 60)



9. GOVERNMENT ESTIMATE OF COSTS: Pyig6h (1 Dec 53 - 31 July 64, eight mouths)

A. Materials . . . . . . . . . . e e e e 4 e e e e« e s s e a4 4 e e $ 1.2«:‘.%
B. Labor
1. Manufacturing or shop labor
Pos. hrs. at per hr. . $
Pos. hrs. at per hr. . $
Pos. hrs. at per hr. .3
2. Engineering labor
Pos. hrs. at per hr. $
Pos. hrs. at per hr. $
Pos. hrs. at per hr. $

3. Research labor

2rin Investigator  Pos. b4l hrs. aty -p. per hr. . . §__ -0
Mod Lab Technician  Pos. 1333 hrs. atgp o per hr. . . $_3,199.00
Med Lab Technician  Fos._ 857 hrs. atgo o per hr. . . $ 1,601.00
Post Doc. mnmgu.n.) 333 $.4o 799.00
Tot e e e e e e e e e e e e e e e e e e e e e e e e e e . B 5,599.00

C. OVERHEAD (When actual rates are known, use such rates. Univ.
and Res. Inst. usually apply one rate to all classes of labor)

150 of Ttem B. 1. v v v v v v 4w v v e e e e . o $
90% of ITtem B. 2. v v v v v v v e v e e e . $
50% Bhof ItemB. 3. . . . . . ... ... ... . $ 280,00
Total . « « « v . . L oL e e e e e e e s . . 3 2,800.00

D. Other direct costs
1. Special equipment and/or special facilities

(Specify) . '*S!E below - - - - - - - - - -+ $_3,000.00

2. Travel . . D TR Yo's s 's

3. Communlcatlon Co. o 8 50.00

b Other(ﬂonomia tommVolmem} - $_1,h00.00

Total « e s e e s & & & s = & & e $_#,a$‘m_
E. Consultation costs days

At $50 to $100 per day . .+ . . 4 e v e e e e e e e e e e e e e . $
F. GENERAL & ADMINISTRATIVE EXPENSE (N/A to Univ. & Res. Inst.)

10% of Items A thru E inclusive . . . . . . e e e e e e 0 3
G. Total A thru F T R Y ! k900
H. FEE (8% of Item G) (N/A to Universities, etc.) . . . . . . . ... $
I. Contingency . « v v v v v v v i e e e e e e e e e e e e e e e 8 551,00
J. Estimate for Fiscal PUrpoSeS . . « « v v v o v v« v v v v o o . . B 15 ace se

, -

#Euipmant: Infra-red and radiocactive detecting equimment.

SMUEA Form 5-Lhc! (Rev 6 Dec 62) Replaces ACmlC Form 5-k4lic, 20 Apr 60, which may be usec



9. GOVERNMENT ESTIMATE OF COSTS: (FY¥1965) (1 August 1964 - 31 July 1965, twelve months)

A Materials . . . . . . . L .. L0 e 8 1,800.00
B. ILabor
1. Manufacturing or shop labor
Pos. hrs. at per hr. . 3
Pos. hrs. at per hr. . $
Pos. hrs. at per hr. . . $
2. IEngineering labor
Pos. hrs. at per hr. $
Pos. hrs. at per hr. $
Pos. hrs. at per hr. $

3. Research labor
Prin Investigatar Pos. _&3T  hrs. at =0- per hr. . .
¥Mad Lab Technician Pos. 2000 hrs. ati®®.40 per hr. . .
¥ad Lab Technician Pos. 3000 hrs. at§2.40 per hr. . . $ 2 .
Post Doctorel Asst (M.D.) 500 &.ho 1,200.
Total . . . . . . e e e e e e e e e e Ce e e $~5’§QQ4QQ__

C. OVERHEAD (When actual rates are known, use such rates. Univ.
and Res. Inst. usually apply one rate to all classes of labor)

]

8

8

150% of Item B. 1. . . . . c e e .. 3
0% of Item B. 2. v v v v v v v e e e e e e . $
0% xXgf of Item B. 3. . . . . . . . . ... .. ... 8% %,200.00
Total . . . .« o . o Lo h e s e e e s e s e e e o S oD

D. Other direct costs
1. Special equipment and/or special facilities

(Specify) .« « ¢ v v v i o i e e e b

2. Travel . . . . . . . 0 e e e oo $ o000

3. Communication . . . . . . . . . . .. .. .. 3 75.00

4. Other (Homoreria.for Humn.Volunteers). . - - $_2,000.00

Total « ¢ v v 0 et e e e e e e e e e e e e e e e e e e e $ 2 £75..00
E. Consultation costs days

At $50 to $100 per day . . v 4 e v e 4 e e e e e e e e e e e e e B
F. GENERAL & ADMINISTRATIVE EXPENSE (N/A to Univ. & Res. Inst.)

10% of Items A thru E inclusive . . . . . « « « v v v v v v v v .o o $
G. Total A thru F s e e e 8 e e e e s 4 s e e e e s s e s e e . s = $W—
H. FEE (8% of Item G) (N/A to Universities, etc.) . . . . . . . . . . $
I. Contingency v « v v v v v v v et e e e e e e e e e e e e e e e B 285,00
J. Estimate for Fiscal PUrpoSEsS . . . v ¢« ¢ v v 4 « @ o 4 v 0 e e .. $]8 30090

2
SMUEA Form S5-4ic (Rev 6 Dec 62) Replaces ACmlC Form 5-4lc, 20 Apr 60, which may be use:



9. GOVERNMENT ESTIMATE OF COSTS: FYA966 (1 Aug 65 - 30 Nov 65, four months)

A. Materials .

B. Labor

1. Manufacturing or shop labor

Pos. hrs.
Pos. hrs.
Pos. hrs.

2. Engineering labor

Pos. hrs.
Pos. hrs.
Pos. hrs.

3. Research labor

n Investigator Pos. _22 hrs.
tﬂi Iab Technician Pos. Z hrs.
Med lab Technician Pos._ 333 hrs.

Poot Doctorate Asst (M.D. )157
Total . .

C. OVERHEAD (When actual rates

. ¢ 600.00

at per hr. . $
at per hr. . $
at per hr. . $
at per hr. $
at per hr. $
at per hr. $
at =J= per hr $ ~J=
at 392,40 per hr $ 1,001.00
at . per hr $_ T199.00

. 401.00
e e e e e e $_JZ;§Q1;QQ_

are known, use such rates. Univ.

and Res. Inst. usually apply one rate to all classes of labor)

150% of Item B. 1. . 3
90% of Item B. 2. . $
50% KX of Item B. 3. . $ 1,401.00
Total . < $_1,401.00
D. Other direct costs
1. Special equipment and/or special facilities
(Specify) $__
2. Travel $ 20000
3. Communication . R 25,00
4. Other (mmmmvomm) $___600.00-
Total . . - $__ges.00
E. Consultation costs days
At $50 to $100 per day . $
F. GENERAL & ADMINISTRATIVE EXPENSE (N/A to Univ. & Res. Inst.)
10% of Items A thru E inclusive . . . . . .o -
G. Total A thru F . = 627.00
H. TFEE (8% of Item G) (N/A to Universities, etc.) . . . . . . . . . . §
I. Contingency $ 373.55
J. Estimate for Fiscal PUTDPOSES & « « « o o o o ¢ v v o v v v v o+ $ 6.500-50

SMUEA Form 5-hhc3(Rev 6 Dec 62)

Replaces ACmlC Form 5-44c, 20 Apr 60, which may be used.



10. SECURITY & RECOMMENDED SOURCES

a. Security Requirements Check List (DD 254) is attached

b. Recommended Sources

POTENTIAL CONTRACTCR

(Complete address and name of Principal] FACILITY CLEARANCE Number {Requested
Investigator, if known) CLEARED REQUESTED Cleared = (Date)
|
Lakeside Hospital Yes - ’
Y4estern feserve Univera'ty
Cleveland 5, Quio
Dr. Richard 3. Stoughton i) 1 Dec 63

Chief, 3ection of Dermatolocy

11. CONTRACT DISTRIBUTION

fegular Distribution.

ACm1C Form 5-44d (20 Apr 60)



PROJECT OFFICERS PROCUREMENT CHECK LIST

1. Is the statement of the work (scope) to be performed complete?

—Yes

2. Are needed drawings and specifications attached?

_H/a

3. Has DD Form 254, Security Requirements Check List, been properly filled out and
attached to the correspondence?

_Yep N

L. If competition should be limited, have the reasons been fully stated in the
certificate which requests same? Is the Certificate Limiting Competition
attached?

—Yes

5. Have funds been allocated to the project?
_XYen

6. Is a statement of the guantity, present availability, and value of Government
property to be furnished to the Contractor included with the correspondence
requesting the contract?

__Yes

7. If the Contractor should supply written reports, have the number of copies of
each report and the schedule of submission been indicated?

—Jeg

8. Has the completion date of the contract work been indicated?

—Yes

9. If materials will be delivered by the Contractor, have the times and methods
been stated?

__g%%

10. Do recommended sources require additional facilities to perform the work?
If so, have they been listed in detail?

—fes-

11. Are the proper number of copies of =ach document included with the correspondence?

—Yes-

12. Has consideration been given to Small Business?

—Yos_
ACmlC Form 5-Lhe (20 Apr 60)
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PATENT RIGHTS CHECKLIST

SUBJECT: Request for Negotiation of a Research and Development
Contract for Measurements of Penatration or Rstention of Liquid

CRDL Request No., 30~MI=h by Human Skin.

DATE: 13 September 1963

Yes No

(a) Does the proposed contract or modification X
relate to a new technological field in which there is no
significant nongovernmental experience? (Yes, No.) If so,
is it probable that inventions which may be made under the
proposed contract or modification will dominate the field
or be of critical significance in it? (Yes, No.)

(b) Do the services of the contractor under the X
proposed contract or modification largely consist of coord-
inating and directing the work of others? (Yes, No.)

(c) Does the proposed contract or modification X
require work in a field directly relating to the health
and safety of the public? (Yes, No.) If so, is it prob-
able that the availability for public use of inventions
arising out of such work will not depend on patent incentives?

(Yes, No.)
-

(d) Does the proposed contract or modification b ¢
involve circumstances similar to those of (a), (b), or (c)
above? (Yes, No.)

) (e) Does the proposed contract relate to atomic b 4
energy? (Yes, No.)

(f) Does the proposed contract cover work on X
behalf of the National Aeronautics and Space Administration?
(Yes, No.)

MILLARD M. MERSHON
signed/Project Officer
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(See paragraph 6-104,
Armed forces Industrial
Security Regulation)

DEPARTMENT OF DEFENSE

SECURITY REQUIREMENTS CHECK LIST
(CLASSIFICATION SPECIFICATIONS)

(See

Section I, Industriol

Security Manuval for Safe-
guarding Classified Informa-

(FOR PRIME AND SUBCONTRACTS INVOLVING CLASSIFIED INFORMATION) tion)
1 2. 3. 4. FACILITY SECURITY
CONTRACT NUMBER OR OTHER CFLSQR(?C';,SERT?TU;::P
THIS CHECK LIST {DENTIFICATION NUMBER THIS CHECK LISTIS DATE FORMANCE OR FOR AC-
IS FOR (Prime contracts must be shown {See note below) CESS TO CLASSIFIED
for all subcontracts) INFORMATION
a a PRIME a o
PRIME
k CONTRACT X ORIGINAL CHECK LIST 17 Sep 63 TOP SECRET
b b SUBCONTRACT b b
SUBCONTRACT REVISED CHECK LIST s T
fg.s:"l;;r?wl':.:o S‘S;'/Sorsodu ail previous x ECRE
subcontracting}
ICNVIT 1o ¢ INVITATION TO BID OR REQUEST FOR ¢ <
ATION PROPOSAL FINAL CHECK LIST FOR
k TQ?JEBé? FOgRRE- ggrgogag{sﬁg,ﬂNAUON CONFIDENTIAL
PROPOSAL Regquest No. 32-MP-4

5a NAME AND ADDRESS OF PRIME CONTRACTOR

b NAME AND ADDRESS OF COGNIZANT SECURITY OFFICE

6a NAME AND ADDRESS Of SUBCONTRACTOR (If applicable)

{Use item 15 to identify further subcontracting)

b NAME AND ADDRESS OF COGMNIZANT SECURITY OFFICE

7 SECURITY REQUIREMENTS CHECK LIST FOR SUBCONTRACTING FROM
THlsm PRIME CONTRACT [[] SUBCONTRACT WiILL BE APPROVED

AGENCY (ASTIA) SERVICES

ARMED SERVICES TECHNICAL INFORMATION

BY YES | NO
o MILITARY ACTIVITY
a REQUESTED -
Director, Procurezent
b. ADDRESS b APPROVED <
USA Rigewood Arsenal,
mm <. FIELD OF INTEREST REGISTER ISSUED v

9. GENERAL IDENTIFICATION OF THE PROCUREMENT FOR WHICH THIS CHECK LIST APPLIES (If classified, complete this item by separate correspondence)

Title: lboswrements of “onetration or Retention of Liquid Compotmds oy umen Skin.

10 PROPOSED PUBLICITY RELEASES SHALL BE SUBMITTED FOR APPROVAL PRIOR TO RELEASE [] DIRECMD THROUGH (Specify)

Pirectar, Procurement, ATTN: Ch, R#D Procurerent Division, USA Mgewood Areemal, 6.

TO THE OFFICE OF SECURITY REVIEW, OFFICE OF THE SECRETARY OF DEFENSE FOR REVIEW IN ACCORDANCE WITH THE INDUSTRIAL SECURITY MANUAL

11 RESTRICTED DATASG /IS NOT INVOLVED IN THIS CONTRACT (If mvolved, check AEC/DOD Classification Gurde)

NOTE Onginal Check Lists (Iitem 3aj are authonty for contracters to mark classified information. Revised and Final Check Lists (Items_3b and c) are

authority for contractors to remark the regraded classified information
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13 END ITEM PRODUCED UNDER CONTRACT SECRET

SECRET

{Modified Hon-

C
FIDENTIAL dling Authorized)

ON.  |CONFIDENTIAL N
CLASSIFIED

a CLASSIFICATION OF END ITEM

b EXTERNAL VIEW

¢ MILITARY APPLICATION

d NUMBERS CONTRACTED

e PRODUCTION AND PROGRAM SCHEDULES

f RATE OF DELIVERY

g NUMBERS DELIVERED

h DEGREE OF PROTECTION IN TRANSIT

UNIT COST

14. ADDITIONAL (Aftach additional sheets, if necessary)

| ° SCOPE

b

| REPORTS

<

15 REMARKS (Attach additional sheets if necessary and contnue paragraph designation)

Items 12 and 13 are not applicebles.

Although the coutrect is unclassifisd, a SECRET facility clearance hae been

REQUIRED DISTRIBUTION:
] PRIME CONTRACTOR (ftem Sa)
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TO THE APPROVING OFFICIAL BELOW

Information pertaining to classified contracts or projects, even though such information 1s unclassified,
shall not be released for public dissemination except as provided by the Industrial Security Manual
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SUBCONTRACTOR (item ba}
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D ARLINGTON HALL, ARLINGTON, VIRGINIA
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Bldg 355

Edgewood Arsenal, Maryland
21010

30 August 1963

Dear Dr. Stoughton:

I am enclosing a current draft of requirements which have been
directed to our contract office, They are subject to revision at
several points in the approximately 90 days course of procedure for
issuance of requests for bids.

This draft is enclosed, for your comment, on an unofficial basis
because procurement procedures are outside the scope of my duties.
Accordingly, I can commit the Goverument in no way.

I am also enclosing a copy of a list of Cl4 labeled liquids which
are listed as stock items by Nuclear-Chicago or Volk. Have you comments
on uge of these on volunteers?

Sincerely,

MILLARD M. MERSHON, VMD

* This letter was handwritten by Dr. Mershon while secretary was on leave.



cl4 Labeled Liquids Readily Available

Solvents

Acetone
Acetonitrile
Ethyl acetate
Ethyl acetoacetate
Exiorkxibexcaswrao
n Hexadecane

n Octane

0014

Alcohol
Methanol
Ethanol

Isopropanol
Glycerol

Other

Ethanolamine
Aniline

Aromatics

Benzene
Benzyl alcohol
Chlorobenzene
Toluene

Acids

Acetic
Butyric
Isobutyric
Oleic
Propionic



Mo s LUALTASIDS BAdas TUTRLISD Tae cucessary faciditien, peraonnel, equl:ment,
naterlals, and supplie o {ovestigate microanatomy and yslology of hurman skin
penetration by various substances applied in vitro and in vivo,

5. The iavestigation shall {nclude development of techniques for deterwining
snetration rates of various 1iquid compourds applied on skin of human volunteers.
“referred techniques will weassure penetration of compounds which do not produce
«vert physiological effects, but sa’s use with volunteers i3 the prime contideration,
“nanges to be measured may include, but are not limited to, the following:

(1) Alterstion of surface counds of radiolsbel in skin.

(2) MWigration of radiolabel, as datermined bv d!*ferencas i skiu surface
count with time, before and after scotch tare stripping.

(3) Detection of radiolabel In body flulds or biopsy epecimena,

(4)  Accumulation of penstrant in human epidermal cell 3pace ir amounts de-
tectable by chezical or physical memns at ziven i{ntervals afrar appl.cation,

(S) Measurable alteraeticns ln ncrmal structure, chaaical compoaition, or
enzymatic activity in the epldermal csll spacs or leas suparficial skin layer,

(8) Vasomctor sffects as indicates by local color or tsmperaturs changes,

(7) Alteration of skin function as bv Inhibitiom of sveatinz or sabacious
searetion, pllomotor activity, psychozalvanic skin responaze, etc.

c. Applicatioms on wvoiuntsers shall be precedsd by studies to establish [n vitro
rates of pemetration through freshly axclsed human askin. Such studles shall be con-
ducted wader conditions of controlled temperature and humldity approximating {a vivn
s:ates. These stucies shall be used to eliminate compounds which fail to penetrate
»kin &t retes conaistant with in vivo detection Ly radistrecer and/or otier me~sur-
ag t.dmiq.‘o

d. Stedles snall be Zesizned to characterize binding properties of k.rathnu;
layere ia human skin. These studies may ilnvolve, but ars not limited to, toe foi-

\owviag!
(1) Lffects cf humldity, temperature, 3weating, or other environmental in-
flosmecs em "reservoir" functions of skin.

(2) Differences in reservoir effact with various compounds.

(3) Influsnces cn penstration end/or resarvoir effsct resulting from kera-
tia wedi?{estion by hydration, surfactaats, sliliconss, karatolyties, ete,

pelielss for selaction of liquid test penetrents shall be eszta>liahad by

8. 5F thae Contract-

agresmont Detwecn the comtractor and the Tachnizal Represantative
ing OFFisar.



Telephone Conversation of 22 August 1963 with

SMUCR-M(T2) Dr. R. B. Stoughton, Western Reserve University
Actg Ch, rld Tox By Fld Tox Br 3 September 1963
Ch, Tox Div DMMershon/bv/5217

1. Divergence between future plans of Dr. Stoughton (per his letter of
16 August) aad needs of CRDL suggested the need for further clarification of our
neads.

2. Dr. Stoughton was told that work with AHR-483 was of interest secoadary to
information on penetration of liquid compounds. He was also informed that renewal
of his contract is not possible; that 3 new proposa. must be subject to competitive
bidding.

3. Dr. Stoughton was told to expect & request to bid from our procurement
facility in the indefinite future.
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