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II.

Annual Report to OLAW

Institution; Southern Research
Assurance Number: D16-00025
Reporting Perlod: 01 JAN 2019 - 31 DEC 2019

This Institution's Institutional Animal Care and Use Commltlee (IACUC), through the Institutional
Official, provides this annual report Lo the Office of Laboratory Anlmal Welfare (OLAW),

Program Changes [Select A or B]

[ 1 A. There have been no changes In thls Institutlon’s program for animal care and use as
cdescribed In the Assurance, [Skip to Item 1I.]

[ x] B. Change(s) in this institution’s program for animal care and use as described in the Assurance
have occurred during thls reporting period. (FAQ.6)
Select all that apply:
[ 1 This institution’s AAALAC accredItation status has changed (PHS Policy IV.A.2,).

[ 1 AAALAC Accredited - Category 1
[ ] Non-Accredlted - Category 2

[ x 1 This institution’s program for animal care and use has changed (PHS Policy 1V,A,1.a-1.).
[Attach a full description of the changes.)

[ x ] The Indlvlidual designated by this institutlon as the Instltutional Offlcial has changed.
[Provide name, title(s), address, e-mail; phone, and fax numbers in Item V.)

[ x 1 The membership of this Instltution’s IACUC has changed. [Provide current roster of
members in Item VI.)

Semiannual Evaluations

This IACUC has conducted semiannual evaluations of the Institution’s program and inspectlons of
the Institution’s facilities (including satellite facilitles) on the dates below. Reports of the
evaluatlons and Inspections have been submitted to the Institutional Official, The reports Include
any IACUC-approved departures from the Guide with a reason for each departure, any deficlencles
(significant or minor) that were Identifled, and a plan and schedule for correction of each
deflclency. [Do not provide semiannual reports unless they include a minority view.]

A. Program Evaluations

(Two dates (month/day/year) must be provided to satisfy the PHS Policy requirement that
evaluations be done at 6 month intervals, If the IACUC conducted more than 2 evaluations of
the program during the reporting period, please attach a list showing the dates.)

| pate 2:0ctober 21,22,23,24,29,30,31 |

Date L:ApHl 23,24,26,29,30 2019
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B, Facility Inspections

[Two dates (month/day/year) must be provided to satisfy the PHS Policy requirement that
facility inspections be done at 6 month intervals, If the IACUC conducted more than 2
Inspections of each site during the reporting perlod, please attach a list showing the dates ]

Date 1: April 9,11,12,19,23 2019 Date 2: OCT 17,22,23,25
FINAL REEQBIﬁ@QE.t.Q._.IO_Z_M..%9_1.9., .1 FINAL REPORT S_e..n.t..to..IQ_OSJ.REQ.ZQ_;Q.A

III. Minority Views [Select A or B]
{ ] A. There were ho minority views during this reporting cycle,

[ x 1 B, Any minority views submitted by members of the JACUC regarding reports flled under PHS
Palley IV.F, for this reporting cycle are attached,

IV, Signatures

IACUC Chalrperson Institutlonal Official

Name: Deborah S. Gohegan Name: Dr. April Brys ‘
|

Slghature: Slgnatute: __ ) ‘

DPate: (DP TN 2020 pate: NG S 2020 :

V. Change in Institutional Official

Name Dr. April Brys i
Title: VP Drug Development Deqree/Credenllal‘ PhD

Name of Institution: Southern Research

“Address: [.,tleet, clty, state, zip code]
2000 9™ Ave South
Blrmingham, AL 35205

F-mall abrysOsouthernmsearch org

phone: [FNO® Fax:
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VI. Change in IACUC Membership [Current roster]

Institution: Southern Rasearch

YACUC Contacl Information

Address: [street, city, state, zip code]
431 Avlatlon Way

Frederick, MD 21704
E-mall: dgo_hegqggﬁ_j_sguthernresearch.org

O p e e % @

Phone:

IACUC Chairperson

Name: Deborah S, Go»hegan (Member #13)

Title: Dir Lab Operations DDV, DDV Tech Ops

| pegree/credentials: BS, LATG

44,

PHS Policy Membershlp Requirements™":

_ IACUC Roster [.P_rpvige_gq(ow or attach]

PHS Policy Membership

Name of Member/ Degree/ positlon Title/ Occupatlonal
Code* | Credential Background™ Requlre;ngqt_s_‘" ;
Sr. Mg, Vet Veterlnarian® % * !
James Toomey/ #4* | DVM Services/Attending Vet ;

Practicing Scientist *#*

Member

Member >

Member

Member

Vice-Chairperson

Non-Affiliated/Non-
Sclentist***

Member

Member

Member

Member

Member

Non-Voting_

Tprimary Locatlon-Blrmingham, AL /* Primary Locatlon-Frederick, MD
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' Names of members, other than the chairperson and veterlnarlan, may be represented by a
number or symbol in this report to OLAW. Sufficient information to determine that all appointees
are appropriately qualiflied must be provided and the Identity of each member must be readlly
ascertalnable by the Institution and avallable to authorized OLAW or other PHS representatives
upon request.

** List specific position titles for ali members, Including nonafflilated (e.g., banker, teacher,
volunteer fireman; not “community member” or “retired”).

** PUS Pollcy Membership Requirements:

Veterinarian velerinarlan with tralning or expetience In laboratory animal science and
medicine or In the use of the species at the institution, who has direct or
delegated program authority and responsibliity for activities Involving
anlmals at the Institutlon.

Sclentist practicing sclentlst experlenced In research involving animals.

Nonscientist member whose primary concerns are In a nonsclentific area (for example,
ethiclst, lawyer, member of the clergy).

Nonaffiliated Individual who Is not affiliated with the Institution In any way other than as a
member of the IACUC, and is not a member of the immediate famlly of a
person who Is affillated with the Institution, This member Is expected Lo
represent general community interests In the proper care and use of animals
and should not be a laboratory animal user. A consulting veterlnarian may
not be considered nonaffillated.

[Note: all members must be appointed by the CEO (or individual with specific written delegation
to appoint members) and must be voting members. Non-voting members and aiternate members

must be so Identified.)
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SQUTHERN
RESEARCH

Solving the world's hardest problems.

The following changes to the Institution’s Program for Animal Care and Use, as described in our Assurance
D16-00025, are as follows:

4. G Deborah Gohegan took the
position of Chairperson 18 MAR 2019. The Org chart was updated In the CACUPG Issue #31, on

01 APR 2019 as approved at the 28 MAR 2019 IACUC meeting.
Policy #18 ~ Dog Walking Policy was added to the CACUPG Issue #31, on 01 APR 219 as approved

at the 28 MAR 2019 IACUC meeting,

E-'l

Dr, Ray Watts became Interim CEQ

.. .on09 MAY 2019, - : ‘ LT .
7. Dr. Watts appolnted Dr. Brys-Vice President of DDV- the IO for Southern Research on 14 MAY

2019,
8. The Org chart was updated in the CACUPG Issue f32 on 28 MAY 2019 as approved at the 23

May 2019 IACUC meeting. Dr. Ray Watts was added as Interim CEO and [ ®©

10. Guidelines for Retro-Orbital Blood Collection in Rodents was added to Policy #f 4- Policy of 8lood
Collection in Laboratory Anlmals. Pollcy #19- Policy on Sacial Acclimation was approved at 26
SEP 2019 IACUC. CACUPG #33 was updated with these additlons.

Attached Minority Views as excerpted from the IACUC minutes of 27 JUN 2019,

SouthernResearch.Org
431 Aviation Way + Frederick, MD 21701 + 301-694-3232
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SOUTHERN
)m RESEARCH

Solving the World's Hardest Prohlems

The Chaliperson asked the commitice to review (he Summary Report and asked if there were any

questlons,

Member 4 reviewad his responses to the contingencies for ACUP 19-01-0038 Amondment #1, "IND-
Supporling Studies (Pharmacokinetic nud Toxlcity) for a 3iologleal Therapeutic (H2319) in Non-Human
Primates (NHPs), Member 4 statedt he did not object 1o the approval of the Amendment, rather he dld not
endorse some of the responses thut the Sponsor made, The confingencics wlith Member 4°s minority

views in resl ave as follows:

Conthngonay 4: What s the Juslificalion for doslng with 6mg/kg? What specliically Is to be teamned from this study? Hows vili
thoso rosulls holp cliilcal troalment moving fonvard? Has a harm vs. benedit analysis been performed?

Responae: | addrossed theso quostlons to thn sponsor, and the sponsor's respensos are as follovis;
o The hlgh dosage selection of Smglkg is based on provious finding that i vould show drug-specihie allects necessary lo
understond its uso In 2 wecks sepealed doso scenatio vithoul praducing Incldence of falalitios thal vould pravent a
moaningful evalvallon. To recap o singly dose study resull, we agreo hat mosbundilgmortalily vias observed thial ato TA
rolaled In the groups 10 and 20mglkg. Howover, & 5mylkg group oily 1 animal out of lotal § was lotind dealh, whore ihe
deconsed anlmal was found only 3 days afler injection (not sufficiont anough lime for doull ralatod (o nentropenta). So IUls
sclenllfically Juslifiablo ta prosume this Is nol TA-relnled evont and herolore naeds furlher invesligation,
[ do nol bollovo this to bo 6 aeeuralo slalomonl.  Sellng asido for a mament thal tho animal was cloarly Il
bocatisa of iho Imawnosupprossivo olfocls of the feukoponla, all of tho wiimats dosed on tha proviois sludy, at
all dosa tovols inelcling Smglky showed advoiso offects fram o lost arliclo; cdoath Is nol tha only relovant
atlvorse offact and {hero should not ba such a (unnol vislon focus on It All anlmala domonsleatad signlficant
post-toso loukopenia and anemla.  Grossly many ofher anlmals on sludy hud other Indications ol inlor
supurficial feclions, To slale Tl bocause only 1 arimal In the lowost doso group died means. Rt il Is
scionlilically justiiablo to presumo lhis Js not TA-ralalec ovent” s Indofonsiblo,  Stating (hat 3 days Is "nol
sulficiont oneugh mo for dealh related to neulroponln® is faciually naccurale. - JF
H2319 is hoing developed as an anli-cancor lreatnent for Ihose patienls vith no olher treaiment opfion. [ho goal of Ihis
study Is to shudy loxicology rrohlo of 112819 and then evaluate lis toxicily upon adminlstralion Into animals. We havo
ahewdy oslablished thal H2319 could cause severs negliopenia vhen adminisleed above ceelaln dosago lovel via shgla
closa toxicology study. Thotefore, it s sclentifically justified Lo test uslng animals the dosago level helow lhe lovel In vaich
TA-rolated moribundity/mortality vas observed (10mglky).
o Aguln, TA-elatod moribundity/morlality was obsaived was obsarved al mglkg. Aggulng otharviso cannol bo
Juslitied, - JT
o In caso of cancor pallonls who undergo chemothatapy, about 40-70% of them display neulroponla frequenlly as adverse
ovont, viero pationts’ heallh ara closely monitored and lreated (GM-CSF freatment), which is an alroady cstabtished and
wall-known methed.
o In order to accuraloly ovaluate H2319's loxicology and newiropenls inductlon it Is absolulely nocessary for us lo tost
dosage lovel equivalen! (o causing grado 3 or 4 (hospliallzed) to grado & (morlality). To do so is lo wse Smglkg s high
dose. Theraforo, {t is absolutely necossary to lasl Simgfkg In rapaated dose selling.

o Tho ohsoerved l0sl ailicle rolated anamla and lhrembocyloponla dearve moro allentlon, The anemia obsaved al
Gmg/kg on (ho provious shidy approschad lifo throatonlng lovela after Just 1 dose. Is if woilh invesligaling a
repeal dose? | sea no raason lo assuma thal (he anemla would do anylbing bul gol worse vilh & ropeal dose, ~
JT

It is Ideal lo find a dose where test subjoct monkeys saloly survive tho trealment. However Il ls more Importan! for us lo lasl
H2319's loxieily prior Lo human clinical Lial for advancad cancer palionls. Il s therefore siralegically advanlageocus and
sclontilically meaningful to adminisler wide dosa range ol H2319 lo evaluate s loxiily rather (hen lest dosas whoro il will
showlillle or no response lo monkeys. This bofils much more nicely lo Ihe goal of a loxicology study.

Agaln, thoro wero slguilicant adverse aflects obsarved in all slmals dosadl al Gmglkg. Dealh I8 not (ha only
possible advarse effact, Bul solling that aslde, doall In 33% of tho males In a dose group likely saems

signifcant. - JT
It Is to our goal lo properly assess loxicological doso range and efficacious doso rango lo ovaluale H2310's therapaulic

window, To ihls ain tho use of Smglkg Is necessary to salisfy our abjectiva.
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SOUTHERN

’m RESEARCH

solving the World's Hardest Prohlems

Contingoney 2: Revisa (ho Amendment to Include oscalalod doslng starling with the lowar doses. Please b sure to Include
the criteria for moving fonward vith ¢osing al tho highor concenlrallon ((o, If tho blood lest resuils show no sign In Improvement
at the loveer doses, vl the highor dose be administerstl?)

Responsa: Tha ACUP anendment has beon rovised to reflact lial dosing vill start vilh Groups 1and 2 (1, 3 mglkg), and
then depanding on the findings at these 2 dose lovels, Grotp 3 dosing may or may not tecur (hkhlightod toxt Iy Seclion
24). Tha crileria for moving lenward wilh doslng Group 3 (6 myfkg) 5 as lollovss: ‘

o Clinfeal signs:
o I no advarso clinical slgns are obsarved al 1 and 3 mglkg, then wa will move lorvard vith dasing Group 3

o Il advarsn clinlcal signsimaslbundity are observad, Ihon veo vill nol move forward with doslig Group 3

o Hemalology date:

It Wood pacameters appear (o be reluming to normal afler receiving 1 and 3 mglkg, then wa vall move
foreeard vilh dosing Graup 3

It blood paraniolors do nol appoar Lo ba ratuming lo normal aflor recaiving 1 and 3 mglkg, thon via vifl nol
movo forwaid with dosing Grotip 3

o In my oplnlon mora cluily vould he honoficlal here, - JT

[¢]

O

There was no further discussion,
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