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Inclusion	criteria	

• Type	1	diabetes	

• 18-70	years	of	age		

• Duration	of	diabetes	less	than	60	months	from	diagnosis	

• Written	informed	consent	to	participate	
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Exclusion	criteria	

• Hypersensitivity	to	aldesleukin	or	any	of	the	excipients	

• History	of	severe	cardiac	disease	

• History	of	malignancy	within	the	past	5	years	(with	the	exception	of	localized	carcinoma	of	
the	skin	that	had	been	resected	for	cure	or	cervical	carcinoma	in	situ	

• History	or	concurrent	use	of	immunosuppressive	agents	or	steroids.		

• History	of	unstable	diabetes	with	recurrent	hypoglycaemia	

• Active	autoimmune	Hyper	or	hypothyroidism	

• History	of	live	vaccination	two	weeks	prior	to	first	treatment	

• Active	clinical	infection	

• Major	pre-existing	organ	dysfunction	or	previous	organ	allograft	

• Females	who	are	pregnant,	lactating	or	intend	to	get	pregnant	during	the	study	

• Males	who	intend	to	father	a	pregnancy	during	the	study	

• Donation	of	more	than	500	ml	of	blood	within	2	months	prior	to	aldesleukin	administration	

• Participation	in	a	previous	therapeutic	clinical	trial	within	2	months	prior	to	aldesleukin	
administration	

• Abnormal	ECG	

• Abnormal	full	blood	count,	chronic	renal	failure	(Stage	3,4,5)	and/or	evidence	of	severely	
impaired	liver	function	(ALT/AST	>3xULN	at	screening;	alkaline	phosphatase	and	bilirubin	2	x	
ULN	at	screening	(isolated	bilirubin	>2	x	ULN	is	acceptable	if	bilirubin	is	fractionated	and	
direct	bilirubin	<35%)).	

• Positive	HBsAg	or	HepC	serology	or	HIV	test	

• Any	medical	history	or	clinically	relevant	abnormality	that	is	deemed	by	the	principal	
investigator/delegate	and/or	medical	monitor	to	make	the	patient	ineligible	for	inclusion	
because	of	a	safety	concern.	
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Study	drug	administration	

The	trial	drug	will	be	the	standard	commercial	stock	of	aldesleukin	(Marketing	Authorisation	Holder:	
Novartis	 Pharmaceuticals	 UK	 Limited).	 Aldesleukin	 is	 produced	 by	 recombinant	 DNA	 technology	
using	an	Escherichia	coli	strain,	which	contains	a	genetically	engineered	modification	of	the	human	
interleukin	2	(IL-2)	gene.	

The	drug	is	provided	as	powder	for	solution	for	injection	or	infusion.	For	all	injections,	aldesleukin	is	
first	 reconstituted	 under	 aseptic	 conditions	 as	 per	 Proleukin®	 SmPC.	 Solutions	 are	 then	 further	
diluted	 to	 the	 required	 concentration	 in	 glucose	 5%	 and	 the	 appropriate	 volume	 drawn	 up	 into	
sterile	U-100	insulin	syringes.	

The	 first	 dose	 of	 aldesleukin	 will	 be	 self-administered	 by	 participants	 at	 the	 trial	 site	 following	
instruction	by	an	appropriately	 trained	delegated	member	of	 the	 trial	 team.	Participants	 can	 then	
administer	 further	 doses	 either	 at	 the	 trial	 site	 or	 in	 the	 community.	 Alternatively,	 doses	may	 be	
administered	 by	 an	 appropriately	 qualified	member	 of	 the	 trial	 team.	 The	 date	 and	 time	 of	 each	
dose	administered	at	the	trial	site	will	be	recorded	in	the	source	documents.	In	the	community,	the	
date	and	time	of	each	dose	administered	will	be	recorded	 in	the	participant’s	study	diary	that	will	
become	 part	 of	 the	 source	 documents.	 The	 study	 diary,	 injection	 sites	 and	 count	 of	 unused	
medication	will	be	carried	out	at	each	study	visit	while	on	treatment	to	confirm	compliance.		

Drug	storage	and	supply	

Commercial	supply	of	aldesleukin,	obtained	via	usual	hospital	route,	will	be	used	for	this	study.	Vials	
will	be	stored	as	per	SmPC.	at	2ºC	to	8ºC	(in	a	refrigerator)	in	the	original	package	in	order	to	protect	
from	 light.	 The	 vials	 must	 not	 be	 frozen.	 Vials	 will	 be	 stored	 securely	 with	 access	 restricted	 to	
appropriate	individuals.	

Previous	 (unlicensed)	data	supports	stability	and	sterility	of	 reconstituted	diluted	 IL-2	preparations	
(reconstituted	with	Water	for	Injection	as	per	the	Proleukin®	SmPC	and	further	diluted	with	glucose	
5%)	 for	 up	 to	 14	 days	 at	 2-8ºC	when	 syringes	 are	 prepared	by	 qualified	 health-care	 professionals	
under	aseptic	conditions.	A	maximum	shelf	life	of	7	days	will	be	assigned	to	the	prepared	doses	for	
this	study.	

The	 pharmacy	 at	 the	 participating	 site	 will	 dispense	 aldesleukin	 for	 this	 trial	 upon	 receipt	 of	 a	
suitably	signed	trial	specific	prescription.	For	each	individual	participant,	multiple	individual	doses	of	
a	 single	 concentration	 of	 the	 aldesleukin	 may	 be	 prepared	 under	 aseptic	 conditions	 for	
administration	 in	 individual	 insulin	 syringes	 for	each	7	days	of	 the	 treatment	period.	All	doses	not	
used	within	the	7-day	period	will	be	returned	to	the	pharmacy	at	participating	site	and	a	record	of	
their	disposal	will	be	made.	
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Co-primary	endpoints	-	Definitions	of	Tregs,	Teffs	and	CD25	expression	within	the	CD3+CD4+	
fluorescence-activated	cell	sorting	(FACS)	gate		

Tregs:	Tregs	%	CD25highCD127low	within	the	CD3+CD4+	gate	

CD25	expression	on	Tregs:	Mean	fluorescence	intensity	(MFI)	of	CD25	allophycocyanin	(APC)	within	
the	Treg	(CD3+CD4+CD25highCD127low)	gate	

Teffs:	Teff	populations	(non-Tregs)	account	for	all	the	other	CD3+CD4+	cells	that	are	not	defined	as	
Tregs	within	the	CD3+CD4+	gate:	

• Effector	memory	%	CD45RA−CD62L−	

• Central	memory	%	CD45RA−CD62L+	

• Naïve	Teffs	%	CD45RA+CD62L+	

• Effector	memory	RA+	(TEMRA)	CD45RA+CD62L−	

• Central	memory	%+	Effector	memory	%	=	Total	Memory	effectors	%	

• Change	in	the	ratio	Naïve	effectors	%:	Total	Memory	effectors	%	defines	the	Teff	
primary	endpoint.	
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Supplementary	tables	

Table	S1	Dose	and	frequency	allocation	according	to	cohort	
LE
AR

N
IN
G
	

COHORT	1	

	 0.09	x106	
IU/m2	

0.47	x106	
IU/m2	

0.20	x106	
IU/m2	

0.32	x106	
IU/m2	

14	daily	 2	 2	 	 	

10	daily	 	 2	 	 	

5	daily	 2	 	 	 	

2	daily	 2	 2	 	 	

COHORT	2	

10	daily	 1	 	 	 	

5	daily	 	 2	 	 	

4	daily	 1	 1	 	 	

3	daily	 1	 2	 	 	

CO
N
FI
RM

IN
G
	 COHORT	3	

3	daily	 	 	 5	 4	

COHORT	4	

3	daily	 	 	 	 8	
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Table	S2	Dose	and	frequency	allocation	according	to	population.  

SAFETY	POPULATION	
	

0.09	x106	
IU/m2	

0.47	x106	
IU/m2	

0.20	x106	
IU/m2	

0.32	x106	IU/m2	

14	daily	 2	 2	 0	 0	

10	daily	 1	 2	 0	 0	

5	daily	 2	 2	 0	 0	

4	daily	 1	 1	 0	 0	

3	daily	 1	 2	 5	 12	

2	daily	 2	 2	 0	 0	

ANALYSIS	POPULATION	

14	daily	 1	 2	 0	 0	

10	daily	 1	 2	 0	 0	

5	daily	 2	 2	 0	 0	

4	daily	 1	 0	 0	 0	

3	daily	 1	 2	 4	 8	

2	daily	 1	 1	 0	 0	
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Table	S3.		Adverse	events	by	severity	and	type	in	the	safety	population	(N=	37)	

Type	of	Adverse	
event	

Category	 Events	 Participants	

Total	AEs	 Most	common	AEs	(>10%)		
- Hypoglycaemia	
- Injection	site	erythema	
- Injection	site	nodule	

	
94	(13.5%)	
230	(33.1%)	
234	(33.7%)	

	
20	(54.1%)	
35	(94.6%)	
33	(89.2%)	

Adverse	events	
- Unexpected		
- Expected	adverse	events		
- Related		
- Unrelated		

	
127	(18.3%)	
567	(81.7%)	
479	(69.1)	
215	(31.0%)	

	
34	(91.9%)	
37	(100%)	
	

Unexpected		 Unexpected	adverse	events	by	severity	(N/%)	
- Mild	
- Moderate	

	
	108	(85%)	
19	(15%)	

	
32	(86.5%)	
11	(29.7%)	

Most	common	(>10%)	unexpected	AEs		
- Headache	
- Nasopahryngitis	

	
22	(17.3%)	
18	(14.2%)	

	
12	(32.4%)	
16	(43.2%)	

Unexpected	adverse	events	(N/%)	by	relatedness	
- Unrelated		
- Related		

	
120	(94.5%)	
7	(5.5%)	

	
	
	

Expected			 Expected	adverse	events	by	severity	(N/%)	
- Mild	
- Moderate	

	
562	(99.1%)	
5	(0.9%)	

	
37	(100%)	
3	(8.1%)	

Most	common	expected	AEs	(>10%	AEs)	
- Hypoglycaemia	
- Injection	site	erythema	
- Injection	site	nodule	

	
94	(16.6%)	
230	(40.6%)	
234	(41.3%)	

	
20	(54.1%)	
35	(94.6%)	
33	(89.2%)	

Expected	AEs	
- Related	
- Unrelated	

	
472	(83.2%)	
95	(16.8%)	

	
	

Unrelated	AEs		 Unrelated	adverse	events	by	severity	(N/%)	
- Mild	
- Moderate	

	
196	(91.2%)	
19	(8.8%)	

	
35	(94.59%)	
11	(29.73%)	

Most	common	unrelated	AEs	(>10%)		
- Headache	
- Hypoglycaemia	

	
22	(10.2%)	
94	(43.7%)	

	
12	(32.4%)	
20	(54.1%)	

Unrelated	adverse	events	(N/%)		
- Expected	
- Unexpected			

	
95	(44.2%)	
120	(55.8%)	

	
21	(56.7%)	
34	(91.9%)	

Related	AEs		 Drug-related	AEs	according	to	cohorts		
			Cohort	1	

- Injection	site	erythema	
- Injection	site	nodule	
- Nausea	and	vomiting	symptoms	

			Cohort	2	
- Acne	
- Eosinophilia	
- Injection	site	erythema	
- Injection	site	nodule	

	
	
	
55	(49.1%)	
56	(50.0%)	
1	(0.9%)	
	
2	(2.0%)	
1	(1.0%)	
50	(49.0%)	

	
	
	
11	(91.7%)	
10	(83.3%)	
1	(8.3%)	
	
2	(25.0%)	
1	(12.5%)	
7	(87.5%)	
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- Malaise	
- Migraine	headaches	

			Cohort	3	
- Injection	site	erythema	
- Injection	site	nodule	
- Oropharyngeal	pain	

			Cohort	4	
- Asthenic	condition	
- Dry	eye	
- Injection	site	erythema	
- Injection	site	nodule	
- Nasopharyngitis	

Nausea	and	vomiting	symptoms	

47	(46.1%)	
1	(1.0%)	
1	(1.0%)	
	
68	(55.3%)	
54	(43.9%)	
1	(0.8%)	
	
3	(2.1%)	
1	(0.7%)	
57	(40.1%)	
77	(54.2%)	
3	(2.1%)	
1	(0.7%)	

6	(75.0%)	
1	(12.5%)	
1	(12.5%)		
	
9	(100%)	
9	(100%)	
1	(11.1%)	
	
3	(37.5%)	
1	(12.5%)	
8	(100%)	
8	(100%)	
3	(37.5%)	
1	(12.5%)	

Drug	related	injection	site	reactions	per	number	
of	doses	

- Injection	site	erythema	per	number	of	
dose	

- Injection	site	nodule	per	number	of	dose	
	

	
	
230/323	
(71.2%)	
234/323	
(72.4%)	

	
	
	
	

Drug	related	injection	site	reactions	per	number	
of	doses	per	cohort	
Cohort	1	

- Injection	site	erythema	per	number	of	
dose	

- Injection	site	nodule	per	number	of	dose	
Cohort	2	

- Injection	site	erythema	per	number	of	
dose	

- Injection	site	nodule	per	number	of	dose	
Cohort	3	

- Injection	site	erythema	per	number	of	
dose	

- Injection	site	nodule	per	number	of	dose	
Cohort	4	

- Injection	site	erythema	per	number	of	
dose	

- Injection	site	nodule	per	number	of	dose	

	
	
	
55/78	
(70.5%)	
56/78	
(71.8%)	
50/80	
(62.5%)	
47/80	
(58.8%)	
68/85	
(80.0%)	
54/85	
(63.5%)	
57/80	
(71.3%)	
77/80	
(96.3%)	

	
	
	
11	(91.7%)	
	
10	(83.3%)	
	
7	(87.5%)	
	
6	(75.0%)	
	
9	(100%)	
	
9	(100%)	
	
8	(100%)	
	
8	(100%)	
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Table	S4.	Safety	parameters	(safety	population)	

Parameter	 Baseline	 Follow	up		 Normal	range	

hsCRP	(mg/L)	
	

2.55	(±5.72)	 1.90	(±2.47)	 ≤3	

Sodium	(mmol/L)	
	

138.75	(±2.32)	 138.6	(±2.4)	 133-146	

Potassium	(mmol/L)	
	

4.36	(±0.25)	 4.35	(±0.28)	 3.5-5.3	

Albumin	corrected	calcium	(mmol/L)	
	

2.32	(±0.09)	 2.36	(0.13±)	 2.08-2.65	

Urea	(mmol/L)	
	

5.55	(±1.6)	 5.69	(±1.34)	 2.5-7.8	

Creatinine	(umol/L)	
	

72.39	(±14.92)	 71.3	(±11.3)	 F:	44-97	
M:	62-115	

Alanine	transaminase	(U/L)	
	

21.97	(±15.42)	 24.9	(±22.7)	 7-40	

Aspartate	aminotransferase	(U/L)	
	

20.31(±7.23)	 22.71	(±12.76)	 ≤	34	

GGT	(U/l)	
	

17.11	(±12.04)	 20.9	(±23.8)	 F:	0-37	
M:	0-72	

Alkaline	phosphatase	(U/L)	
	

74.11	(±20.25)	 80.8	(±23.9)	 30-130	

TSH	(mU/L)	
	

1.55	(±0.92)	 1.85	(±1.06)	 0.35-5.50	

Free	T4	(pmol/L)	
	

15.42	(±2.4)	 15.06	(±1.74)	 10.0-19.8	

Red	blood	cells	(109/l)	 4.79	(±0.42)	 4.74	(±0.40)	 F:	3.90-5.20	
M:	4.00-5.65	

Haemoglobin	 144.9	(±12.2)	 142.0	(±13.3)	 F:	120-156	
M:	135-172	

Haematocrit	(L/L)	 0.42	(±0.03)	 0.41(±0.03)	 F:	0.355-0.455	
M:	0.395-0.505	

Mean	cell	haemoglobin	(pg)	 30.21	(±1.53)	 29.93	(±1.8)	 F:	27.0-33.5	
M:	27.0-33.5	

Red	cell	distribution	width	(%)	 13.2	(±0.54)	 13.05	(±0.71)	 11.0-16.0	

Platelet	count	(109/l)	 224.4	(±44.4)	 234.5	(±51.6)	 150-370	

White	blood	cells	(109/l)	 5.71	(±1.76)	 5.57	(±1.65)	 3.90-10.20	

Neutrophils	(109/l)	 3.49	(±1.61)	 3.36	(±1.36)	 1.50-7.70	

Lymphocytes	(109/l)	 1.53	(±0.37)	 1.56	(±0.34)	 1.50-7.70	
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Monocytes	(109/l)	 0.41	(±0.14)	 0.42	(±0.16)	 0.10-0.90	

Eosinophils	(109/l)	 0.16	(±0.16)	 0.15	(±0.10)	 0.10-0.90	

Basophils	(109/l)	 0.05	(±0.04)	 0.04	(±0.02)	 0.00-0.20	
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Table	S5.	Clinical	FACS	analysis	(safety	population)	

Parameter	 Baseline	 Follow	up		

CD19%	 12.2	(±3.9)	 12.3	(±4.3)	

CD19	Total	B	cells	(*109	/L)	 0.2168	(±0.17)	 0.19	(±0.08)	

CD3%	 74.8	(±6.1)	 75.1	(±5.6)	

CD3	Total	T	cells	(*109	/L)	 1.16	(±0.30)	 1.19	(±0.27)	

CD4%	 47.1	(±7.5)	 48.1	(±8.1)	

CD4	Total	(*109	/L)	 0.73	(±0.23)	 0.76	(±0.21)	

CD56%	 12.4	(±5.8)	 12.1	(±5.6)	

CD56	(*109	/L)	 0.19	(±0.09)	 0.18	(±0.08)	

CD8%	 25.4	(±6.6)	 24.9	(±6.7)	

CD8	Total	(*109	/L)	 0.39	(±0.13)	 0.39	(±0.14)	

Lymphocytes	count	(*109	/L)	 1.53	(±0.37)	 1.58	(±0.33)	

Treg	%	CD4	T	cells	 7.13	(±1.66)	 7.28	(±1.87)	

Treg	Absoulte	(*109	/L)	 0.05	(±0.02)	 0.05	(±0.02)	

Treg	CD25	Mean	FI	 2401.8	(±794.7)	 2292.4	(±748.1)	

Treg	CD25	MEF	 2863.8	(±754.9)	 2558.7	(±520.5)	

Non-Treg	gated	panel	 	 	
Naïve	%	 42.4	(±15.1)	 39.6	(±15.3)	

Naïve	absolute	(*109	/L)	 0.28	(±0.14)	 0.28	(±0.15)	

Temra	%	 1.01	(±1.95)	 0.7	(±1.7)	

Temra	absolute	(*109	/L)	 0.006	(±0.013)	 0.004	(±0.01)	

Total	memory	%	 56.6	(±15.9)	 59.9	(±15.9)	

Total	memory	absolute	(*109	/L)	 0.38	(±0.16)	 0.41	(±0.14)	

Naïve/	memory	ratio	 0.94	(±0.84)	 0.84	(±0.79)	
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Table	S6.	AIC	for	all	models	(analysis	population)	

Model	 Treg	AIC	 CD25	AIC	 Teff	AIC	

Linear	dose,	linear	ferquency	 245.8	 235.93	 243.89	

Quadratic	dose,	linear	
frequency	

243.55	 236.14	 245.85	

Linear	dose,	quadratic	
frequency	

245.72	 219.52	 240.79	

Quadratic	dose,	quadratic	
frequency	

245.27	 215.0	 238.63	

Log	dose,	linear	frequency	 244.26	 235.04	 243.95	

Linear	dose,	log	frequency	 244.27	 228.82	 244.73	

Log	dose,	log	frequency	 242.88	 228.29	 244.71	

Linear	dose,	quadratic	
frequency,	interaction	

246.66	 213.44	 236.82	
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Table	S7.	Estimated	target	dose/	frequency	

Model	 Best		
dose	

Dose	
SE	

Dose		
CI	

Best	
Frequency	

Frequency	
SE	

Frequency	
CI	

Linear	dose,	linear	
frequency	

-0.082	 1.927	 -3.858,	
3.694	

-2.9	 31.9	 65.4,	59.6	

Quadratic	dose,	
linear	frequency	

0.133	 0.154	 -0.17,	
0.435	

-0.7	 10.1	 -20.4,	19.0	

Linear	dose,	
quadratic	frequency	

0.240	 0.114	 0.017,	
0.463	

3.0	 0.5	 1.7,	3.5	

Quadratic	dose,	
quadratic	frequency	

0.186	 0.048	 0.093,	
0.279	

2.6	 0.5	 1.7,	3.5	

Log	dose,	linear	
frequency	

0.067	 0.420	 -0,	757,	
0.891	

-2.5	 27.4	 -56.3,	51.2	

Linear	dose,	log	
frequency	

0.170	 0.482	 -0.775,	
1.115	

2.4	 2.7	 -2.8,	7.7	

Log	dose,	log	
frequency	

0.168	 0.252	 -0.327,	
0.662	

2.5	 2.2	 -1.8,	6.9	

Linear	dose,	
quadratic	frequency,	
interaction	

0.239	 0.126	 -0,008,	
0.485	

2.9	 0.8	 1.4,	4.4	
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Table	S8.	Best	estimated	allowable	does/	frequency	according	to	Mahalanobis	distance	and	joint	
probability	–	Linear	dose,	quadratic	frequency,	interaction	(analysis	population)	

Dose	 Frequency	 Mahalanobis	
Distance	

Joint	
Probability	

0.26	
	

3	 0.044	 0.742	

0.25	 3	 0.062	 0.737	
0.27	 3	 0.111	 0.716	
0.24	 3	 0.134	 0.702	
0.28	 3	 0.186	 0.661	
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Table	S9.	Best	estimated	allowable	dose/	frequency	according	to	Mahalanobis	distance	and	joint	
probability	-	Linear	dose,	quadratic	frequency,	interaction	(evaluable	population)	

Dose	 Frequency	 Mahalanobis	
Distance	

Joint	

Probability	

0.21	 3	 0.124	 0.696	

0.22	 3	 0.12	 0.694	

0.2	 3	 0.16	 0.663	

0.23	 3	 0.151	 0.658	

0.19	 3	 0.213	 0.603	
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Supplementary	Figures	

Figure	S1.	Eosinophilia	for	individual	participants	(safety	population)	

One	participant	on	aldesleukin	0.47	x	106	IU/m2	every	4	days	developed	transient	eosinophilia	(red);	
pre-existing	eosinophilia	resolved	in	two	participants	receiving	0.32	x	106	IU/m2	every	3	days	
(purple),	and	0.09	x	106	IU/m2	every	2	days	(blue),	respectively.	
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Figure	S2.	TPO	antibodies	and	TSH	receptor	antibodies.	Data	shown	for	individual	patients	in	
safety	population.		

No	participant	developed	de	novo	TPO	antibodies	(A)	or	TSH	receptor	antibodies	(B)	during	the	trial.	
Ticked	line	indicates	upper	limit	of	normal	range.		
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Figure	S3.	Clinical	images	and	immunohistochemical	staining	of	psoriasis	in	one	participant	
receiving	treatment	with	aldesleukin	0.32x106	IU/m2	every	three	days.	

(A-F)	Clinical	images:	There	was	no	change	in	plaque	size,	and	plaque	number	(three	lesions	on	right	
elbow,	 abdomen,	 and	 left	 ear;	 data	 not	 shown)	 during	 treatment.	 Image	 A	 to	 E	 show	 plaque	 on	
elbow	at	 subsequent	dosing	 visits	 3	 (A),	 4	 (B),	 8	 (C),	 9	 (D),	 and	10	 (E).	At	 follow	up,	 an	additional	
plaque	was	observed	on	the	abdomen,	while	the	size	of	pre-existing	plaques	remained	stable	(F).		

(G-L)	Immunohistochemical	staining:	skin	punch	biopsies	of	the	psoriatic	plaque	on	right	elbow	were	
taken	at	visit	10	and	at	follow	up	visit	12.	Histopathology	sections	were	stained	for	CD3	before	(G)	
and	after	 (J)	 treatment,	CD4	before	(H)	and	after	 (K)	treatment,	and	FOXP3	before	(I)	and	after	 (L)	
treatment.	Images	are	shown	10x	enlarged.	CD3,	CD4	and	FOXP3	positive	cells	were	counted	in	five	
random	fields	of	view	at	100x	magnification.	FOXP3	to	CD3	ratio	(0.17	before,	0.17	after)	and	FOXP3	
to	CD4	ratio	(0.13	before,	0.15	after)	remained	unchanged.	
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Figure	S4:	Percentage	change	of	CD19	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S5:	Percentage	change	of	CD19	total	B	cells	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S6:	Percentage	change	of	CD3	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	

	

	 	



28	
	

	

Figure	S7:	Percentage	change	of	CD3	total	T	cells	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S8:	Percentage	change	of	CD4	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S9:	Percentage	change	of	CD4	total	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S10:	Percentage	change	of	CD56	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S11:	Percentage	change	of	CD56	total	NK	cells	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	

	

	 	



33	
	

	

Figure	S12:	Percentage	change	of	CD8	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S13:	Percentage	change	of	CD8	total	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S14:	Percentage	change	of	lymphocytes	count	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S15:	Percentage	change	of	Treg	%	CD4	T	cells	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S16:	Percentage	change	of	Treg	absolute	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S17:	Percentage	change	of	Treg	CD25	Mean	FI	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S18:	Percentage	change	of	Treg	CD25	MEF	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S19:	Percentage	change	of	Non-Treg	Naïve	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	

	

	 	



41	
	

	

Figure	S20:	Percentage	change	of	Non-Treg	Naïve	absolute	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population	
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Figure	S21:	Percentage	change	of	Non-Treg	Temra	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S22:	Percentage	change	of	Non-Treg	Temra	absolute	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S23:	Percentage	change	of	Non-Treg	total	memory	%	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S24:	Percentage	change	of	Non-Treg	total	memory	absolute	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	
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Figure	S25:	Percentage	change	of	Non-Treg	naïve/	memory	ratio	in	individual	participants	(each	line)	by	dose	and	frequency	(safety	population)	

	

	 	



47	
	

Figure	S26:	IL-2	levels	in	individual	participants	by	dose	and	frequency	(safety	population)	
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Figure	S27:	HbA1c	(%)	in	individual	participants	(each	line)	by	dose	and	frequency	(analysis	population)	
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