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1 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS 

Abbreviation or Term Definition 

AE  adver se  event  
ANOV A  Anal ysi s of  V ar i ance  
AUC  Ar ea  under  t he pl asma c oncent rati on versus  t i me c ur ve  
AUC 0 - la s t  Ar ea  under  t he concentr at i on t i me c ur ve fr om zer o ( pre - dose )  t o ti me of  

l ast  mea sur abl e concentr at ion  
AUC 0 - t  Ar ea  under  t he concentr at i on t i me c ur ve fr om zer o ( pre - dose )  t o ti me t  
AUC 0 - ta u  Ar ea  under  t he concentr at i on - t i me c ur ve f r om t i me zer o t o t au ( dosi ng 

i nter val )  
AUC 0 - inf  Ar ea  under  t he concentr at i on t i me c ur ve fr om zer o ( pre - dose )  

ext rapol ated t o infi nit e t i me  
% AUC e xtrap  Per cent  of  AUC extr apol at ed t o i nfi nit y  
BMI  body mas s i ndex  
C  Cel si us  
C I  Conf i denc e i nt er val  
C la s t  Conce ntr at ion of  st udy dr ug cor r es ponding t o t he ti me of  t he last  

mea sur able c once nt r at ion  
C ma x  Peak conc ent rati on obser ved  
CD Cel iac  di seas e  
CL  T ot al  body clea ranc e  
C la s t  Last  mea sur abl e  dr ug concent rati on  
CRU  
DMC  

Cl i ni cal  Resea rch Unit  
Dat a Monit or i ng Commi t t ee  

ECG  el ect rocar diogr am  
F IH  f i rst - i n - hu man  
GFD  Gl ut en - f r ee diet  
Ln Nat ural  l ogar it hm  
Me dDRA  Me dical  Di ct ionar y f or  Regul at or y Acti vi t ies  
n, N  number  
PK  phar mac oki neti c( s)  
PT  pr eferr ed t er m  
MRT  Me an r esi dence  t i me  
R a c c  Acc umul at ion i ndex  
SAE  se ri ous adver se event  
SAP  st at isti cal  anal ysi s plan  
SD  st andar d devi at i on  
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Abbreviation or Term Definition 

SOC  syst em or gan c l ass  
SOP  st andar d oper ati ng pr oce dur e  
T EAE  T reat ment - e mer gent  adver se e vent  
T IMP - GL IA  T ol erogeni c Immune Modifyi ng Par t i cl es - Gl i adi n  
T LFs  T abl es, li st i ngs a nd fi gur es  
T la s t  Time of  l ast  mea surable c once ntr at i on  
T ma x  Time t o pea k concentr at i on, obser ved  
λ z T er mi nal  phas e eli mi nati on r ate c onstant  
t 1/2  T er mi nal  phas e half - l i f e  
V s s  V olume of  di st ri but ion  
WHODRUG  Worl d Heal th Or gani zati on Dr ug Di ct ionar y  
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2 STUDY OVERVIEW 

This s tud y wa s a P has e 1 , first - i n -human ( F IH), 2 - part, mul ti center stud y to assess t he saf et y, 
tol erabil it y and  ph armac okinetics (P K) of T IMP - G LIA in subj ects wit h ce li ac disease ( C D ) . 
P art A included an a cc ele rated tit rati on  2 + 2 and t radit ional 3 + 3 desi gn w it h rapid dos e 
e scalation durin g which s uccessi ve cohorts of subj ects  re ceived a single dos e of T IMP -G LIA . 
P art B followed  as a r epe at dose desi gn usi ng 3 co horts at dose levels of 2,  4 and 8 mg/k g up to a 
max im um of 650 mg.  
C onsenti ng subj ects we re  screen ed withi n 28 da ys (Da y -28 to -1 ) prior to a dmi ssi on to t he 
c li nical  rese arch unit  (C R U) on Da y -1 fo r baseli ne assessments.   

Table 1: Planned Dose Levels and Rationale 

 Part A 
Single Dose 
mg/kg Rationale 

Accel erated Titrati on 
2+2  

Lev el 1  = 0.1  100x  below NOAE L  
10x  below P AD for ini ti al 
pharmacolo gic acti vit y  

Lev el 2  = 0.5  20x  below NOAE L  
S tandard 3+3  Lev el 3  = 1.0  10x  below NOAE L  

Lev el 4  = 2.0  2x  escalation  
Lev el 5  = 4.0  2x  escalation  
Lev el 6  = 8.0  2x  escalation  
Lev el 7 *  = 10.0  At P AD for compl ete inh ibi ti on 

of DTH  
 Part B Repeat dose mg/kg  

Accel erated Titrati on 
2+2  

Lev el 1  
Lev el 2  

2 mg/k g  
4 mg/k g  

 

Lev el 3  8 mg/k g to a 
max im um of 650 
m g  

Max im um dos e found to be safe 
and tol erable in P art A .  

DT H= d elayed  t yp e h yp er sen si tivit y; P AD = p har mac o lo g ic ac tive d o se; NO AE L = no  o b s er ved  effec t le vel.  
*D ue to  ad ver se r ea ctio ns i n t he 8  mg /k g d o se gr o up ,  p atien ts wer e no t d o sed  at the 1 0  mg /kg le vel.  

P art A 
In P a rt A, eli gibl e subj ec ts (at l east 19 subj ects) w ere en rolled int o escal ati ng dose cohorts 
( n = 2/cohort fo r 2 dose l evels foll owed b y n = 3/ c ohort for 5 dose lev els). T IMP -G LIA w as  
a dmi nist ered as a sin gle IV infusion on Da y 1. A s tagger ed dosi n g strat e g y was  used in P art  A. 
One  subj ect i n a coho rt was  dosed at a tim e and underwent  medic al obser vati on in t he cli nic for 
at l east 48  hours post -inf usion .  
At lea st 168  hours (7 da ys) elapsed  prio r to dosing t he nex t subj ect.  Adverse events ( A Es ) , vit al 
signs, pul se ox im etr y,  ele ctroca rdiograms ( ECGs ) and laborator y d ata (s eru m chemi str y, 
c oa gulation, hematol o g y and urinal ysis , c ytoki n es )  from sampl es obt ained t hrough at l east 24 
hours postdose wer e asse ssed befor e dosi ng th e  subsequent sub ject (s).  
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AEs wer e grad ed ac cordi ng to Nati onal C an cer In sti tut e C omm on Terminolog y C riteria for 
Adverse Ev ents (C TCAE ) Version 4.0 (P ubli shed:  Ma y 28, 2009 [ v4.03: J une 14, 2010] ) or most  
c urrent v ersion.   If s afet y and tol erabil it y w er e con firmed b y the inves ti gato r, T IMP -G LIA was 
a dmi nist ered to t he nex t subj ect.  
Dose Escalation, P art A  
After all  the subje cts i n a  dose cohort compl ete d a ll  stud y p rocedu res throu gh at l e ast 168  hours 
(7  da ys) post dose, the sa f et y d ata was  review ed b y the Safet y C omm it tee. Dose  escal ati on 
proc eed ed  onl y if S tud y Stopping Criteria (“Study Stopping Rules”) we re not m et. If dos e -
li mi ti ng toxi cit y (D LT) o ccurr ed  in 1 of the subj e c ts i n the cohort, the S afet y C omm it tee could 
have de cided to i ncre ase enrollm ent at the same d ose level  b y 2 subj ects ( a ccele rated tit rati on 
c ohort) or b y 3 subj e cts ( standard 3+3 ). Afte r a r ate of D LTs ha d b een ident ified for a sp ecific 
dose  in 3 - or 6-subj e ct -co horts, the Safet y C omm it tee could hav e re comm e nd ed  that up to a total 
of 12  subj ects shoul d  be accru ed at an y dos e level  to better define th e relati onshi p  between dose 
a nd emer gin g sa fet y si gn als. It w as  also po ssi ble that t he S afet y C omm it tee could  have 
re comm end ed  an int erme diate dose (lesse r esc alati on) or redu ced dose l evel  (dose redu cti on) if 
wa rr anted b y the em er gi ng sa fet y data. Be fore co nti nuing to P art B, av ail a ble safet y dat a for all  
subj ects i n P art A through at l east 168  hours (7 da ys ) after dosin g w as  eval uated b y the Safet y 
C omm it tee.  
P art B 
P art B ev aluated 2 doses of T IMP -G LIA admi nist ered on D a ys 1 and 8.  T wo subjects wer e 
enrolled int o each o f 3 co horts at dose levels of 2, 4 and 8 mg/k g up to a ma x im um of 650 mg.  
Dose esc alation could pr oceed onl y if S tud y S top ping C riteria w er e not m et.  If dose li mi ti ng 
tox icit y (D LT ) occu rred i n  1 of the 2 subj ects i n a cohort, the Data Monit ori ng C omm it tee 
( DMC ) had the option t o decide to incr ease enroll ment at t he same dose le vel b y 2 subj e cts (2+2 
de sign).  
C li nic Residenc y and Visi ts 
S ubjects from  both parts of the stud y remain ed  in the C R U  from admiss ion (P art A: Da y -1; P art 
B:   Da y -1 and Da y 7 ) th rough the  final post -dose procedur e at 48 hours (Part A: Da y 3; P art B: 
Da y 3 and  D a y 10) and were the re after disch ar ge d if safet y pa ramete rs  we re ac ceptabl e to t he 
investi gator.  S ubjects r et urn ed  to t he C R U for foll ow-up assessments or w e re conta cted b y 
telephone as shown in t h e Schedules of Procedures for ea ch part of stud y.  
Durati on of S tud y 
P art A: Tot al durati on of the stud y investi gati onal period was  up to 91 da ys (scre ening up to 28 
da ys + 1 tre atm ent da y + follow -up at Da y 60 +/ - 3 da ys ). In addit ion, t elep hone follow -up b y a 
he alt h car e pr acti ti oner w as  required afte r the Da y 60 outpatient vis it  (i.e., Da y 90, Da y 120, 
Da y 180, all  +/ - 3 da ys ). 
P art B: Tot al durati on of the stud y investi gati onal period was  up to 91 da ys (scre ening up to 28 
da ys + 2  tre atm ent da ys, 7 da ys apart + follow -up at 60 +/ - 3 da ys a fter last dose). In addit ion, 
tele phone follow-up b y a  healt h car e pr acti ti oner was  requir ed aft er the D a y 60 outpatient vis it  
(i.e ., Da y 90, D a y 120, D a y 180, all  +/ - 3 da ys).  
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3  S T U D Y O B J E C TI V E S 

T h e pri m ar y o bj e cti v e w as t o ass ess t h e s af et y a n d t ol er a bilit y of TI M P- G LI A w h e n 
a d mi nist er e d I V as a si n gl e d os e at as c e n di n g d os e l e v els a n d as a r e p e at d o s e i n s u bj e cts wit h 
C D . 

T h e  s e c o n d ar y o bj e cti v es w e r e: 

  T o c h ar a ct eri z e t h e P K of TI M P- G LI A b as e d u p o n c o n c e ntr ati o ns of TI M P- G LI A i n 
pl as m a o v er ti m e i n s u bj e cts wit h C D. 

  T o e st a blis h a s af e a n d t ol er a bl e d os e t h at m a y b e t est e d d uri n g a f ut ur e P h as e 2 p r o of- of-
c o n c e pt st u d y i n s u bj e cts wit h C D.  

4  G E N E R A L M E T H O D S  

4. 1  A n al y sis P o p ul ati o ns 

S af et y P o p ul ati o n : T h e s af et y p o p ul ati o n w as d efi n e d as all s u bj e cts w h o si g n t h e st u d y-s p e cifi c 
i nf orm e d c o ns e nt d o c u m e nts a n d r e c ei v e d at l e ast o n e d os e of st u d y m e di c ati o n.  

P h a r m a c o ki n eti c P o p ul ati o n : T h e P K c o n c e ntr ati o n p o p ul ati o n w as d efi n e d as all s u bj e cts w h o 
r ec ei v e d at l e ast o n e d os e of st u d y dr u g ( a n d ti m e of d osi n g is k n o w n) a n d h a d at l e ast 1 dr u g 
c o n c e ntr ati o n m e as ur e m e nt.  T h e P K p ar a m et er p o p ul ati o n w as d efi n e d as all s u bj e cts w h o 
r ec ei v e d at l e ast o n e d os e of st u d y dr u g a n d h a d at l e ast 1 P K p ar a m et er r e p ort e d.   

In cl usi o n of s u bj e cts i n t h e P K a n al ysis d at as et s ( P K A D) wit h missi n g d at a or pr ot o c ol 
d e vi ati o ns w as c o nsi d er e d b y t h e p h ar m a c o ki n eti cist o n a c as e- b y -c as e b asi s. 

4. 2  S u m m a ri z ati o n of D at a 

St u d y r es ult s w er e s u m m ari z e d b y P art A a n d P art B a n d b y tr e at m e nt ( d os e) gr o u p u nl ess 
ot h er wis e s p e c ifi e d.   

N o i m p ut ati o n of mi ssi n g d at a w as p erf or m e d.  N o wi n d o wi n g of visit s w a s p erf or m e d u nl ess 
ot h er wis e s p e cifi e d. 

4. 3  S a m pl e Si z e J ustifi c ati o n a n d R a n d o mi z ati o n  

N o s a m pl e si z e c al c ul ati o n w as p erf or m e d.  T h e s a m pl e si z e w as b as e d u p o n pr e c e d e nt s et b y 
ot h er  cli ni c al st u di es of si mil ar n at ur e a n d is c o nsi d er e d s uffi ci e nt t o a c hi e v e t h e st u d y 
o bj e cti v es. 

4. 4  St ati sti c al O ut p ut P r o d u cti o n a n d V ali d ati o n 

All st atisti c al a n al ys es w er e p erf or m e d usi n g S A S V 9. 3 or hi g h er ( S A S I n stit ut e, I n c, C ar y, 
N or t h C ar oli n a, U S A).  V ali d ati o n a n d q u alit y c o ntr ol of t h e t a bl es a n d li sti n gs, w hi c h dis pl a y 
t h e res ult s of t h e st atisti c al a n al ysis of t h e d at a fr o m t his st u d y, f oll o w e d  t h e a p pr o pri at e 

st a n d ar d o p er ati n g pr o c e d ur es ( S O P s). 
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5 SUBJ ECT DI SPOSITI ON  

The number of subje cts who wer e treat ed , compl eted the stud y, and dis co nti nued stud y dru g 
pre maturel y w ere summ a riz ed in t abular format fo r the safet y population  an d disp la yed in a 
subj ect l ist ing. The numb er of subj ects who wer e i n the safet y population, who compl ete d the 
stud y, and who disconti n ued from t he stud y, alon g with re ason of stud y di sconti nuati on, were 
summ ariz ed in t abular fo rmat b y P a rt, treatm ent group, and over all  for all  e nrolled subj ects.  In 
addit ion, t he number of s ubjects i n the PK concent rati on population and in the P K plasma 
paramete r population we re summ ariz ed b y p art, tr eatm ent group, and ov era ll .  S ubject 
dispo sit ion i nformation was  displ a ye d for th e saf et y population i n a subj e ct l ist ing . 

6 D EMOGRAPHI C AND BASELI NE CHARACTERI STI CS  

For quanti tative va riables  (e. g. , a ge, h ei ght, wei ght , bod y mass index  [ BM I] ), disease dur ati on 
( ye ars ), and glut en f ree d iet durati on (months), summ ar y statis ti cs (numbe r  [ n] , mean, st andard 
deviation [ S D] , mi nim um, m edian, and max im um) were p resent ed for th e safet y population.  For 
the q uali tative variables ( e.g. , s ex , race, ethni cit y, and H LA t ype), result s w ere summ ariz ed as 
c ounts  and per centa ges f or the safet y population. Indivi dual demo graphic i nformation for the 
safet y population wer e di spla yed in s ubje ct l ist ings.  
F or the followin g va riabl es: H LA -DQ2 Qual, H LA-DQ8 Qu al, H LA -D Q A1 High R es. Allel -1, 
H LA-DQ A1 Hi gh R es. Allel -2, H LA-D QB1 Hi gh R es. Allel -1, H LA-D Q B1 Hi gh R es. Allel -2, 
we re displ a ye d in a subje ct l ist ing.  
C eli ac disease hist or y, da te of biops y/di a gnosi s an d treatm ent we re  displ a yed in a subject l ist ing.  

7 P ROTOCOL DEVI ATI ONS 

All protocol deviati ons were pr esented in a subj ect  li sti ng.  

8 M EDI CAL AND S URGI CAL HI STORY  

Medical and sur gic al hi stor y it ems  w ere coded usi ng the M edical Dictiona r y fo r Re gulator y 
Ac ti vit ies (MedDRA) co ding  s ystem (ve rsion 20.1).  The number and per c ent of subjects wit h 
past and curr ent m edical disorders we re pr esented overall  b y S OC  and pre fe rred term , and 
finding s  we re displ a yed i n a subj ect l ist ing.   

9 PHYSI CAL EXAM 

A compl ete ph ysical ex a mi nati on (PE)  was  done at  S creenin g fo r both P ar t A and P art B.  
Abbreviated P Es  w ere co ll ected on Da ys -1, 3, 7, 14, 30 , and 60 for P art A of the stud y. 
S im il arl y, abbrevi ated P Es  were coll ected on D a ys -1, 3, 7, 10, 14, 38 , and 60 for Part B o f the 
stud y.  An y cli nicall y si gnificant findings w er e re corded on the advers e ev ent forms.   All findi ngs 
we re displ a ye d in s ubject  li sti ngs.  
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10  PRI OR AND CON COMI TANT MEDICATI ON  

S umm aries of the conco mi tant medicati ons were done b y Anatom ical The rapeuti c C hemi cal 
(ATC) Cl ass and Pref err ed Name usin g the W orl d Healt h Or ga niz ati on (W HO) dicti onar y 
(version W HO Mar2017 Enhanced ).  The sum mar ies present ed  the numb er and perc enta ge o f 
subj ect s usi ng e ach medi cati on.  S ubject s who rep orted  more than on e med icati on withi n the 
sa me ATC class o r wit hi n the same pre fer red te r m were count ed onl y on c e withi n each lev el.  
The  subj ect  li sti ng includ e d all  prior and concomi tant medicati ons.  

1 1  D RUG EXPOSURE  

For Part A, subj e ct s re cei ved an int ravenous i nfusi on on Da y 1.  Fo r Part B,  subj ect s rec eived an 
int ravenous i nfusion on Da ys 1 and 8.  
S umm ar y statis ti cs of the  tot al dose rec eived (m g) were p resented.  
All findi ngs we re displ a yed in s ubject l ist ings.  

12  SAFETY ANALYS ES    

1 2 .1  Adv ers e Events 
Adverse events we re cod ed usi ng the M edical Dic ti onar y for R e gulator y A cti vit ies (MedDRA)  
c oding s ystem (v ersion 2 0. 1).   An over all  sum mary table was  pr esented b y treatm ent group  that 
summ ariz ed all  treatm ent -emer gent advers e ev ents, all  serious treatm ent - emer gent adv erse 
e vents, all  dru g-r elated a dverse ev ents, all  stud y d rug disconti nuati on s  due to adverse events, 
number  of de aths, and all  severe tr eatm ent - emer ge nt adverse events for the safet y population.  In 
addit ion , for the saf et y p opulation, frequen c y tabl es  wer e pres ented b y tre a tm ent group , S ystem 
Or gan C lass (S OC) and p refe rred t erm  for all  treat ment -emer gent advers e e vents , for all  
tre atm ent -eme r gent adv e rse events b y sev erit y, an d for all  treatm ent -emer gent advers e events b y 
c ausali t y.  The f requen c y table s  wer e orde red b y S OC . S ubject l ist ings of all  adverse events we re 
a lso be provided.   
S ubjects who had more t han 1 of the same advers e event w ere counted onl y onc e for th at event . 
S ubjects who had more t han one adv erse event wi thi n a S ystem Or gan C las s were counted onl y 
once in t hat S ystem O r ga n C lass . 
All adverse events  we re l ist ed b y tre atm ent group ,  subj ect, and ti mi ng of ev ent .  

1 2 .2  La bo rato ry  Tes ts  (Hema to log y , Serum Chemi s try , Coa gulati on and 
Uri naly si s ) 

S afet y l aborator y t ests  were coll e cted at S cr eenin g, D a y -1, D a ys 2, 3,  7, 1 4, 30 , and 60 for Part 
A. For Part B, sa fet y lab orator y tests  we re coll e cted at S cre ening, Da y -1, Da ys 2, 3,  7, 9, 10, 14, 
38, and 60.  
F or hematolo g y,  se rum c hemi str y, and coa gulatio n quanti tative tests , sum mar y st ati sti cs (n, 
mea n, S D, mini mum , median, and ma x im um) were present ed for the obs er ved values at e ach 
ti me point for the safet y population.  S umm ar y statis ti cs were also pr esent ed for the chan ge from 
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baseli ne values to e ach p ostbaseli ne ti me point.  In these displ a ys, b aseli ne  was  defined as the 
sampl e coll ected p rior to the first dos e of stud y me dicati on . 
All l aborator y result s , inc ludi ng urinal ysis  and scr eenin g laborato r y result s  (e. g., dru g and 
a lcohol tests, H IV and h e pati ti s B and C  serolo g y) , were displ a ye d in s ubject l ist ings, with t hose 
va lues fall in g outsi de the  laborator y r efe renc e r an ge fla gged.  La borato r y r efer enc e ran ges wer e 
provided b y the labor ator y sit e(s) and we re includ ed in an appendix  of the cli nical st ud y r eport .  

1 2 .3  Vi tal  Sig ns  a nd Pul se Oxi metry  
For Part A, vit al si gns we re coll ect ed  at S cre enin g,  Da y -1, D a y 1 at hours 1 , 2, 4, 8, and 12, and 
Da ys 2, 3, 7, 14, 30 , and 60. For Part B, vit al si gn s were coll ected at S cree ning, Da y -1, Da y 1 at 
hours 1, 2, 4, 8, a nd 12, a nd Da ys 2, 3, 7 at hours 1, 2, 4, 8, and 12, and Da ys  10, 14, 38 an d 60.  
P ulse ox imetr y measu re ments were coll ected on Da y 1 at pred ose and hou rs 1, 2, 4, 8, 12, and 24 
for P art A and th en for P art B, puls e ox im etr y m e asurements w ere coll ecte d on Da ys 1 and 8 at 
predose and hou rs 1, 2, 4 , 8, 12, and 24.  
S umm ar y statis ti c s (n, mean, S D, mini mum , median, and max im um) were presented fo r the 
observed valu es for s ysto li c and diastol ic blood pressure, puls e, or al t emper ature and puls e 
ox im etr y  at each ti me poi nt b y tre atm ent group for  the safet y population.  S umm ar y statis ti cs 
we re also present ed for t he chan ge from bas eli ne values to each post  b aseli ne ti me point.  In 
these  displ a ys, b aseli ne was defined as the values  that are obtained im medi atel y p redose to each 
treatm ent .   
All vi tal signs and puls e ox im etr y r esult s were dis p la ye d in s ubject l ist ings.  

1 2 .4  El ectro ca rdio g ra ms  
For Part A, 12 -lead ECG s  were coll ected in tripl ic ate at S cre enin g and D a y -1. S ingle EC Gs a re 
coll ected on D a y 1 at t he following ti mes: predose,  1, 4, 12, 24 , and 48 hour s  post dose.  Foll ow 
up ECGs on Da ys 7,  14, 30 and 60 are onl y coll ec ted if a prior ECG w as ab normal and cli nicall y 
sig nificant.  
For Part B, 12 -le ad ECG s  were coll ected in tripl ic ate at S cre enin g and D a y -1. S ingle EC Gs we re 
c oll ected on D a y 1 and D a y 8 at t he followin g ti mes: predose, 1, 4, 12 , 24, and 48 hours  
post dose. Foll ow up EC Gs on Da ys 14, 38 , and 6 0 were onl y c oll ected if a  prior ECG was 
a bnormal and cli nic all y s ignificant.  
S umm ar y statis ti cs (n, mean, S D, mini mum , median, and max im um) were presented fo r the 
observed valu es for h eart  r ate, RR , P R , QRS , QT and QTc F at e ach ti me p oint  b y treatm ent 
group for the sa fet y popu lation.  S umm ar y statis ti cs were also present ed for the chan ge from 
baseli ne values to e ach p ostbaseli ne ti me point.  In these displ a ys, b aseli ne  was  defined as the 
va lues that ar e obtained i mm ediatel y pr e -dose on Da y 1.  
All data will  be li sted in subj ect l ist ings, includi ng abno rmal EC G result s.  

1 2 .5  El ectro ca rdio g ra m Telemetry  
For Part A, conti nuous, real -ti me ca rdiac moni tori ng w as  uti li z ed st arting a ppr ox im atel y 1 hou r 
prior to t he start of stud y drug infusion t hrou gh 8 h ours post dose. This occu r red on both Da ys 1 

Page 11 of 175

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se



Sta ti st ica l Anal ysis Plan V er sion 2.0 
COUR Phar mac eut ica ls Devel opment  Company Prot ocol  T GLIA -5.001  Oct ober  9, 2018 

12 

and 8 for Part B. S tart an d end date/ti me of the tel emetr y was do cumented withi n the source and 
an y findings w er e approp riatel y cha racte riz ed  as n ormal, abnormal not clini call y si gnific ant or 
a bnormal clini call y signi ficant.  Th ese d ata w ere a ll  presented in subj ect l ist ings.  

1 2 .6  Serum Cy to ki nes  
For Part A, c ytoki n es  we re coll ect ed on Da y 1 at predose , 8 hours, 24 hou r s, Da ys 7 and 14, and 
a t addit ional ti me points if cli nicall y indi c ated .  S im il arl y, f or Pa rt B, c ytok ines were coll ected on 
Da ys 1 and 8 at pr edose, 8 hours, 24 hours, Da ys 14 and 21, and at additi o nal t im e point s if 
cli nicall y indi cat ed.  
C yto kines coll ect ed include: EGF, GM -C S F, GRO  α, fractalkine, INF- α, INF- γ, IL- 2, IL- 2 
R eceptor S olubl e, IL-6, IL- 1α, IL- 1β, IL-4, IL- 5, IL-8, IL-10, IL - 12, IL- 13,  IL- 17, IP - 10, MIP1α,
MIP1β, TNF- α.  
S umm ar y statis ti cs (n, mean, S D, mini mum , median, and max im um) were presented fo r the 
observed valu es b y treat ment group for the sa fet y population.  S umm ar y statis ti cs were also 
pre sented fo r the ch an ge from baseli ne valu es to e ach post  baseli ne ti me po int .  In these displ a ys, 
baseli ne was  d efined as t he values that a re obtaine d Da y 1 predos e.   
All c ytoki n e r esult s wer e  displ a yed in s ubje ct l ist ings.  

1 2 .7  Cel ia c Serol ogy , Anti -Drug  Anti bo dy  a nd I mmune Co mpl ex e s  
For Parts A and B, IgA a nd Tissu e Trans glut ami nase S pecific IgA Ab (tT G) wer e  all  coll e cted at 
S creenin g and at post  dose upon appe aran ce of celi ac diseas e -r elated s ympt oms .   
De ami nated Gliadin P ept ide Ab (DGP) IgG  was c oll ected at S cre enin g, Da y 1 pr edose, 48 hours, 
Da ys 7, 14, 30 and 60 fo r  P art A and at S cr eenin g,  Da y 1 predos e, 48 hours , Da y 7, Da y 8 
predos e, D a ys 10, 14, 38 and 60 for Part B.  
Imm une compl ex  endpoint  C 1q Bindi ng Assa y w as  coll ected on D a y 1 at predose, 48 hours, 
Da ys 7 , 14, 30 and 60 fo r  P art A.  For Pa rt B, thi s im mune compl ex  endpoint  was  coll ected D a y 
1 a t predose, 48 hou rs, D a y 7, Da y 8 at p redose, a nd at Da ys 10, 14, 38 and  60.   
I mm une compl ex  C 3a , C5a and S C 5B-9 w ere coll ected fo r subjects enroll e d int o P art B at pre -
dose , 15 and 30 mi nutes, and 24 hours post -dose.  
S umm ar y statis ti cs (n, mean, S D, mini mum , median, and max im um) were presented fo r C1q 
Bindi ng Assa y, DGP  IgG , C 3a, C 5a and S C 5B-9 f or the observe d values b y treatm ent group fo r 
the sa fet y population.  S umm ar y statis ti cs we re als o presented fo r the ch an ge from baseli ne 
va lues to each post  b aseli ne ti me point.  In thes e dis pla ys, bas eli ne was  d efi ned as the values th at 
a re obtained Da y 1 pr edo se.  
All endpoints  were displ a ye d in a subject l ist ing.  

1 2 .8  Ma s t Cel l  Acti va ti on , Co mpl ement Acti v a tio n and Supplementa ry  
V a s cula r/Thro mbo ti c Ass ess ment  

S ympt oms o f anaph ylax is/ anaph yl actoi d respons e  were followed up with a ddit ional laborator y 
testing for mast cell  acti v ati on (Tr yptase), compl e ment acti vati on (C3a, C 5a, C H50, C5 -9) and 
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for vascula r/thromboti c markers ( D -dim er, vW F, IC AM -1, Fibrino gen, P ro t hrombin Fra gment 
1,2 and P -selecti n).   Pre dose sampl es wer e obtai ned from all s ubjects, wit h addit ional post  dose 
sampl ed taken from s ym ptom ati c subj ects as need ed if cli nicall y indi cated b y the appea ranc e of 
s ympt oms.  
All result s were p resente d in a sub ject l ist ing.  

1 2 .9  Gl ia di n -Speci fi c T Cel l  Proli fera ti o n and Cy to ki ne Rel ea s e (PBMC)  
For Part A, Gliadin -speci fic T Cell P roliferati on a nd C ytoki ne R eleas e par ameters w ere coll ected 
at predose and Da y 7  (4 a nd 8 mg/k g onl y) , addit ional testi ng could be don e , as  needed.  
S im il arl y, for P art B, the paramete rs we re coll e cte d at predose f or both Da ys 1 and 8, Da y 14, 
and as need ed.  
The par ameters includ e T cell  P roliferati on Ind ex , IFN - γ, IL- 1β, TNF- α, IL-2, IL-4, IL- 5, IL- 6, 
IL - 10 and IL- 13. 
S umm ar y statis ti cs (n, mean, S D, mini mum , median, and max im um) were presented fo r the 
observed valu es at ea ch t im e point  for the safet y p opulation.  S umm ar y stat ist ics were also 
pre sented fo r the ch an ge from baseli ne valu es to e ach post baseli ne ti me poi nt.  In thes e displ a ys, 
baseli ne was  d efined as t he sampl e coll ect ed prior  to t he first dos e of stud y medicati on.  
All par amete rs wer e displ a ye d in a subject l ist ing.  

13  P HARMACOKI NETI C ANAL YSES  

P lasma drug concentr ati ons and a ctual sampl in g ti mes  were us ed for th e est im ati on of P K 
paramete rs of T IMP -G LIA  following a single dos e of T IMP -G LIA  durin g P art A and 2 doses of 
T IMP -G LIA durin g p art B.  P aram eters w ere esti mated usi ng n oncomp art mental m ethods  as 
im plemented in P hoenix  W inNonli n, version 7.0 . 
Blood s ampl es we re coll ected at t h e following s c heduled ti mes relative to the start of ea ch  
infusion:  
P art A, Da y 1: predos e, 3 0 mi n, 35 mi n, and 1, 4, 12, 24, 48, and 144 hours .  
P art B, Da y 1 and Da y 7:  predose, 30 mi n, end of i nfusion , and 1, 4, 12, 24, 48, and 144 hours .  

1 3 .1  Genera l  Metho ds  
The following m ethods  were uti li z ed for an al ysis  of PK data:  

 T he ex act t im e of sampl e  coll ecti on was  used fo r P K  calculati ons and for i ndivi dual
subj ect graphs ;

 The scheduled tim e of s a mpl e coll ecti on was  used  in su mm ar y statis ti cs for  concentr ati on
re sul ts and in m ean gr ap hs ;

 P redose sampl ing ti mes was  set t o a ti me value of  z ero ;

 Mis sing predose conc entrati ons and values below the lim it  of quanti tation (B LQ) b efor e
the first quantifiable con c entrati on we re set t o a c oncentrati on value o f z er o  for the PK
a nal ys e s (and for sum ma r y statis ti cs). M iss ing pos tdose values or B LQ valu es after th e
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first quanti fiable con cent rati on wer e treat ed as mi ssi ng for the PK anal ysis  (and sum mar y 
statis ti cs);  

 C oncentrati on -dep endent  P K paramete rs wer e r ep orted in t he same units as  the assa y
result s ;

 La mbd a z  (  z ) was  esti mated if a given subje ct ha s > 2 conc entrati on value s in t he
ter mi nal porti on of the cu rve and w as  repo rted if r 2  (goodn ess of fit ) >0.80 ;

 C max  was  ex cluded from all   z  esti mations ;

 The  values included in th e re gr essi on anal yses w a s  determi ned b y W inNonli n  and was
re viewed b y th e pharm ac okineticist ;

 No value for λz,  A UC 0 -i n f,  %AUC ext ra p ,  AUC 0 -ta u (if ex trapolation  i s required ) ,  V ss  (if based
on ex trapolated value for  AUC ), C L (if based on e x trapolated value for AU C ), or t ½  will
be reported for cases where a valid estimate of λ z  is not  obtained ;

 No va lue for AUC 0 -i n f ,  CL , or V ss  will  be report ed  when %AUC e xt ra p  ex ceeds 20 %, and
% AUC ex t ra p  will  be repor ted in the lis ti ngs onl y; t h e same condit ion applies to AUC 0 -t au ,
and AUC 0 -t a u -dependent paramete rs.

 A concentr ati on -ti me pro file was  consi de red inad e quatel y char acte riz ed , an d therefor e
e x cluded from the conc e ntrati on and/or PK param ete r dat as ets,  if three o r more
c onsecuti ve blood s ampl es  had mi ssi ng values ,  if C max  could not be accurat el y
determi ned , or if the re w ere less than 3 qu anti fiab le concentr ati ons i n the profile.

The  following guid eli nes appl y to t he calculati on of summar y statis ti cs for plasma concent rati ons 
and P K param eters:   

 For con centr ati ons, i ndivi dual subj ect data for th e ti me point m ust have been coll ected
withi n ±10% of the sche duled pr otocol ti me.

 For tim e point s after th e first quanti fiable con cent rati on, at l east t wo -thi rds  of the
indi vidual subj ect data  fo r the ti me point m ust have been qu anti fiable meas urements.  If
fe we r than two -thi rds of t he subj ects ha d quanti fia ble measurem ents at a gi ven ti me
point , the summ ar y statis ti cs were r eported as not  calculated.

 F or a giv en P K param ete r, at l east t wo -thi rds of su bjects m ust have had esti mable values;
otherwise, des c riptiv e sta ti sti cs for the given p ara meter was  r eported as no t calculated .
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1 3 .2  PK Parameters and Definitions 
T IMP -G LIA P K pa ramet ers will  be derived from t he plasma conc entrati on - ti me profiles for e ach 
tre atm ent for P a rt A and P art B, unless noted othe rwise, as out li ned in t he table below.  

PK 
Parameter Definition Calculation Method 
C ma x maxi mu m drug concentration observed  
T ma x  ti me of maxi mu m drug concentration  observed  
C la s t  last measurable drug concentration  observed  
T la s t  ti me of last measurable drug concentration  observed  

AU C 0 - la s t  
area under the concentration - ti me curve 
from t i me zero to time of the  last measurable 
concentration (P art A  and P art B )  

linear - log trapezoidal rule  

AU C 0 - t  area under the concentration - ti me curve 
from t i me zero to time t (P art A  only)  linear - log trapezoidal rule  

AU C 0 - tau  
area under the concentration - ti me curve 
from t i me zero to tau (dosing interval) (P art 
B  only)  

linear - log trapezoidal rule  

AU C 0 - inf  

area under the concentration - ti me curve 
from t i me zero extrapolated to infinite ti me 
(possibl y applicable to P art A  and/or first 
dose for P art B  depending on t ½)  

AU C 0 - la s t  +  (C la s t /  z ) where  C la s t  is the last 
measurable (non - zero) concentration and 
 z  is the terminal eli mination  rate
constant

%AU C e xtra p  percent of A UC  extrapolated to infinit y  [A UC 0 - inf  – A U C0 - last ]/A U C 0 - inf  x 100%  

 z terminal eli minat ion rate constant 

the negative of the slope from l inear 
regression of the natural logarith m 
concentration - ti me curve dur ing the 
terminal phase  

t½  terminal eli minat ion half - l ife  Ln (2) /  z   

C L  total body clearance  D ose/A UC 0 - inf or  D os e/AUC 0 - ta u  

V s s  stead y - state volu me of distri bution  D ose/A UC 0 - inf x MRT  or D ose/A UC 0 - tau  
x MRT  

R a c c  accumulation index (P art B )  AU C 0 - inf  D ose 2/ AUC 0 - inf  D ose, or  
AU C 0 - tau  D ose 2/ A UC 0 - tau D ose 1  

C ma x /D  maxi mu m drug concentration corrected for 
dose (P art  A )  C ma x /dose  

AU C 0 - la s t /D  
area under the concentration - ti me curve 
from zero (pre - dose) to the l ast measurable 
concentration, corrected for dose  (P art A )  

AU C 0 - la s t /dose  

AU C 0 - inf /D  
area under the concentration - ti me curve 
from zero (pre - dose) extrapolated to infinite 
ti me, corrected for dose  (Part A )  

AU C 0 - inf /dose  

MRT  = mea n r esid ence  ti me; t au = d o sin g inter val.  
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sin gle -d o se MRT  = ( AUM C 0-i nf / A U C 0-inf )  –  in fu sio n d ur ati o n/2 ;  
stead y-state M RT  = {[ AUM C 0-tau + tau  ( AUC 0 -i nf - AU C 0-tau ) ] / AU C 0 -tau }  –  in f usio n d ur atio n/ 2 .  

1 3 .3  Summa ry  Stati sti cs  
S umm ar y statis ti cs (n, ari thm eti c mean, S D , perc e nt coeffici ent of variati on  [ %C V] , mini mum , 
median, and max im um) were p resented for T IMP -G LIA  concentr ati ons t hrough 144 hours after 
dosi ng of T IMP -G LIA fo r the P K population.  In a ddit ion, s umm ar y statis ti cs (n, arithm eti c 
mea n, S D , C V, mini mum, median, max im um, geometric mean [ convertin g back to t he ori ginal 
unit s] , and %C V for the geom etric mean ) we re pr esented for th e pharm aco kinetic paramet ers  for 
e ach tr ea tm ent .  All P K data wer e displ a yed in s ub ject l ist ings . 

14  SU BJ ECT LISTI NGS  

Data that we re coll e cted and enter ed int o the study dat abase but t hat a re no t di spla yed in t he 
summ ar y tabl es specified  in t he precedin g s ecti ons were p resented in subj e c t l ist ings.  These 
include  (but ar e not be lim it ed to) data from the f oll owing modul es:  

 Dosing In formation

 P rotocol Deviations

 P rior Medicati ons

 Ur inal ysis

 Telemetr y

 Dru gs of Abuse

 Hepati ti s and H IV Se rolog y

15  DATA MON I TORING COMMI TTEE 

A n independent DMC was commissioned for this study for dose levels ≥ 2 mg/kg.  The DMC
was comprised of 3 ph ysi cians wit h ex pertise in im munol ogy and/or va cci nes cli nical t rials.  A 
4 t h  ph ysician with ex perti se in celi ac dise ase se rve d as an adviso r to the D MC , but i n a non -
voti ng cap acit y.  
The DMC review ed table s and li sti ngs with t he following data:  advers e eve nts, s afet y laborator y 
tests, c ytoki nes and im m unolog y.  

16  I NTERI M ANALYSES  

No statis ti cal i nterim  ana l ys e s  w ere pla nned .  
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18  REVI SI ONS TO STATI ST I CAL ANALYSI S PLAN 

Dat e  Revi si on  Statistician’s Signature 
Oct ober  9, 2018  Updat e SAP t o mat ch Pr ot ocol  ver si on 

10.1, addi ti on of  2 cohor t s in Part  B  
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