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1. Title	

Low-dose	 Interleukin-2	 treatment	 of	 active	 Sjögren’ssyndrome:	 a	 randomized,	
double-blind	and	placebo-controlled	clinical	trial.	

2. Abstract	

Low-dose	 recombinant	 human	 interleukin-2	 (rhIL-2,	 trade	 name:	 Xinjier)	 has	
been	 reported	 to	 be	 effective	 in	 the	 treatment	 of	 various	 autoimmune	 or	
inflammation-related	diseases	in	a	series	of	pilot	open-label	clinical	studies,	but	its	real	
effects	on	autoimmune	diseases	has	not	been	confirmed	 in	clinical	 trials	with	strict	
control	groups.	This	study	aims	to	confirm	and	clarify	the	safety	and	efficacy	of	rhIL-2	
for	 Sjögren’s	 syndrome(SS)	 in	 a	 randomized,	 double-blind	 and	 placebo-controlled	
clinical	trial,	and	further	evaluate	the	effect	of	the	treatment	on	immune	cell	subsets	
to	explore	the	immune	mechanism	of	treatment.	

3. Background	

Primary	Sjögren’s	syndrome	(pSS)	is	a	chronic	autoimmune	disease	characterized	
by	xerostomia,	xerophthalmia	and	multiple	organ	 involvement,	 including	peripheral	
neuropathy,	 lymphadenopathy,	 renal	 tubular	 acidosis	 and	 interstitial	 lung	 disease.	
Recent	studies	have	demonstrated	that	dysregulation	of	T	cells	and	B	cells	is	critical	in	
the	development	of	pSS1.	The	production	of	multiple	autoantibodies	is	 indicative	of	
the	 loss	 of	 B	 cell	 tolerance.	 Currently	 available	 treatment	 for	 SS	 is	 symptomatic	
andempirical.	 Sicca	 manifestations	 are	 treated	 through	 administration	 of	 topical	
therapies,	such	as	saliva	substitutes	and	artificial	tears.	Patients	with	systemic	damage	
are	 generally	 treated	with	 corticosteroids	 in	 combination	with	 immunosuppressive	
agents2.	

Low-dose	 rhIL-2	 has	 been	 used	 to	 treat	 autoimmune	 diseases	 such	 as	 HCV-
induced	 vasculitis	 and	 type	 1	 diabetes	 (T1D)3,	 4.	 This	 project	 aims	 to	 confirm	 the	
efficacy	and	safety	of	rhIL-2	in	the	treatment	of	SS.	
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4. Objectives	

The	 study	 aims	 to	 clarify	 the	 safety	 and	 efficacy	 of	 low-dose	 rhIL-2	 in	 the	
treatment	 of	 SS,	 and	 further	 explore	 the	 immune	 mechanism	 of	 low-dose	 IL-2	
treatment.	

5. Study	Design	

5.1. Sjögren’s	Syndrome	(SS)	

Adjust	the	drug	treatment	for	active	SS	based	on	the	original	treatment	as	follows:	
Experimental	group�n=30��original	treatment	plan	+	rhIL-2	
Control	group�n=30��original	treatment	plan	+	placebo	

5.2. Procedures for Blinding	

We	designed	a	double-blind	study.	There	was	no	difference	in	the	drug	packaging	
or	 dosage	 between	 rhIL-2	 and	 placebo.	 Independent	 third	 party	 handle	 the	 blind	
bottom	generation	and	on-site	blinding.	Using	SAS	9.3	statistical	software	to	generate	
one	random	coding	table	in	a	ratio	of	1:1,	namely	SS	01-60.	The	selected	subjects	were	
randomly	assigned	to	the	experimental	group	or	the	control	group.	

5.3.	Emergency	Unblinding	

Each	subject	will	have	an	emergency	unblinded	envelope	 in	which	the	specific	
medication	used	by	the	subject	is	recorded	and	can	only	be	opened	when	necessary.	
Emergency	 envelopes	 are	 kept	 by	 researchers	 responsible	 for	 this	 trial.	 The	 main	
investigator	 must	 be	 notified	 before	 opening	 the	 envelope,	 and	 the	 emergency	
envelope	 can	 be	 opened	 after	 approval.	 After	 unblinding,	 the	 subject	 will	 be	
discontinued	 from	 further	 administration	 of	 study	 agent	 and	 will	 be	 treated	 as	 a	
shedding	case.	

5.4.	Drug	Allocation	

Subjects	who	meet	the	inclusion	criteria,	according	to	their	 indications,	will	be	
provided	with	the	drugs	by	the	drug	administrators	in	the	order	of	enrollment	time.	
The	drug	will	also	be	provided	in	the	order	of	the	drug	number	from	small	to	large.	
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5.5.	Concomitant	Therapy	Requirement.	

The	 original	 treatment	 regimen	 included	 glucocorticosteroid	 with	 or	 without	
immunosuppressive	agents,	in	which	prednisone	acetate	was	initiated	in	the	dosage	
of	 �	 7.5	mg/d.	 	

5.6.	Study	Population	

Sixty	cases	of	SS,	either	outpatient	or	inpatient.	

5.7.	Inclusion	and	Exclusion	Criteria	

5.7.1	Inclusion	Criteria	Applicable	to	All	Subjects	 	
Male	or	female	18-70	years	of	age	at	time	of	screening.	
Diagnosis	 of	 primary	 Sjögren’s	 syndrome	 (according	 to	 the	 2002	 AECG	

classification	criteria)5	for	 �3	months	before	screening.	
European	League	Against	Rheumatism	Sjögren’s	Syndrome	Disease	Activity	Index	

(ESSDAI)	≥5.	
Positive	tests	for	RF,	anti-SSA	or	anti-SSB	antibodies*.	
Patients	with	a	diagnosis	of	primary	Sjögren’s	syndrome	with	more	than	10	 	
years	disease	duration	must	have	at	least	one	systemic	feature	of	following	items,	

Hypergamaglobulinaemia*	(IgG	over	16.8g/L	[Upper	limit	of	normal	level])	
or	Low	complement	C3	/	C4*,	or	Cryoglobulinaemia*	 	

OR	 	
Active/past	history	since	diagnosis	of	the	following	(ascribed	to	Sjögren’s	
syndrome)	
	 	 	 Purpura	/	cutaneous	vasculitis,	 	
	 	 	 Lymphadenopathy,	 	
	 	 	 Persistent	parotid	salivary	gland	swelling	not	due	to	infection,	 	
	 	 	 Peripheral	neuropathy	
	 (previously	documented	by	nerve	conduction	tests),	 	
	 	 	 Interstitial	lung	disease	confirmed	by	HRCT,	 	
	 	 	 Renal	tubular	acidosis	requiring	treatment,	 	
CNS	disease	ascribed	to	Sjögren’s	syndrome	(confirmed	by	MRI),	 	
Myositis	(CK>2	times	the	ULN)	and	EMG	or	biopsy	evidence	of	myositis,	 	
Inflammatory	arthritis.	

An	unstimulated	salivary	flow	rate	greater	than	0	ml	in	15	minutes.	�	
Symptomatic	oral	dryness	(�	 50/100	on	VAS).	�	
Symptomatic	fatigue	(�	 50/100	on	VAS).	�	
Symptomatic	pain	(�	 50/100	on	VAS).	�	
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Patients	on	corticosteroids	(�7.5	mg/d	prednisone	or	equivalent),	DMARDs	(e.g.	
methotrexate,	hydroxychloroquine,	azathioprine,	MMF,	leflunomide,	ciclosporin	etc.),	
or	pilocarpine***	must	have	been	on	a	stable	dose�for	4	weeks	prior	to	receiving	the	
first	infusion	of	study	medication	and	expected	to	remain	on	this	dose	throughout	the	
study.	If	they	have	stopped	any	of	these	drugs	they	should	have	been	off	it	for	at	least	
4	weeks	prior	to	receiving	study	medication.	�	

Given	their	written	informed	consent	to	participate	in	the	trial	and	expected	to	
be	able	to	adhere	to	the	study	visit	schedule	and	other	protocol	requirements.	�	

	
*Anti-Ro	antibody	test,	IgG,	RF,	C3/C4	and	Cryoglobulinaemia	assays	performed	

within	 3	months	 of	 screening	may	 be	 used	 to	 confirm	 eligibility.	 If	 greater	 than	 3	
months	repeats	should	be	performed	locally	at	screening	to	confirm	eligibility.	�	

VAS	range	0-100mm	with	100mm	corresponding	to	worst	severity.	�	
***Pilocarpine	or	drugs	with	similar	pharmacological	action	should	not	be	used	

within	12	hours	of	the	assessment	visits	at	screening,	baseline,	week	12,	week	24	(end	
of	study).	�	

	
5.7.2 Exclusion	Criteria	

Patients	will	be	excluded	from	the	trial	for	the	following	reasons,	
Diagnosis	of	Secondary	Sjögren’s	syndrome.	
Any	AECG	 exclusion	 criteria	 not	 covered	 elsewhere	 (graft	 versus	 host	 disease,	

primary	lymphoma	excluding	PSS,	sarcoidosis).	
Stable	disease	activity	(IgG	 016.8	g/L)	at	the	time	of	enrolment.	
Prior	rituximab	or	monoclonal	antibody	usage.	
Severe	comorbidities:	including	
	 	 	 Heart	failure	(�	 grade	III	NYHA)	
	 	 	 Renal	insufficiency	(creatinine	clearance	 �30	ml/min);	
	 	 	 Hepatic	 insufficiency	 (serum	 ALT	 or	 AST	 >3	 times	 the	 ULN,	 or	 total	
bilirubin	>ULN	for	the	central	laboratory	conducting	the	test).	
Other	 severe,	 progressive	 or	 uncontrolled	 hematologic,	 gastrointestinal,	

endocrine,	 pulmonary,	 cardiac,	 neurologic,	 or	 cerebral	 disease	 (including	
demyelinating	diseases	such	as	multiple	sclerosis).	

Known	allergies,	hypersensitivity,	or	intolerance	to	IL-2	or	its	excipients.	
History	 of	 severe	 allergic	 reaction	 to	 monoclonal	 antibodies	 or	 to	 murine,	

chimeric,	or	human	proteins	or	their	excipients.	
Had	a	severe	infection	(including,	but	not	limited	to	hepatitis,	pneumonia,	sepsis,	

or	pyelonephritis);	had	been	hospitalized	for	an	infection;	or	had	been	treated	with	IV	
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antibiotics	for	an	infection,	within	2	months	prior	to	the	first	administration	of	study	
agent.	

Chest	radiograph	within	3	months	prior	to	the	first	administration	of	study	agent	
that	showed	an	abnormality	suggestive	of	a	malignancy	or	current	active	 infection,	
including	TB.	

Had	 a	 nontuberculous	mycobacterial	 infection	 or	 opportunistic	 infection	 (e.g.,	
cytomegalovirus,	pneumocystosis,	aspergillosis)	within	6	months	prior	to	screening.	

Infected	with	 HIV	 (positive	 serology	 for	 HIV	 antibody)	 or	 hepatitis	 C	 (positive	
serology	 for	 Hep	 C	 antibody).	 If	 seropositive,	 consultation	 with	 a	 physician	 with	
expertise	in	the	treatment	of	HIV	or	hepatitis	C	virus	infection	was	recommended.	

Infected	with	hepatitis	B	virus.	For	patients	who	were	not	eligible	for	this	study	
due	to	hepatitis	B	virus	test	results,	consultation	with	a	physician	with	expertise	in	the	
treatment	of	hepatitis	B	virus	infection	was	recommended.	

Had	any	known	malignancy	or	has	a	history	of	malignancy	within	the	previous	5	
years	(with	the	exception	of	a	non-melanoma	skin	cancer	that	had	been	treated	with	
no	evidence	of	recurrence	for	 �3	months	before	the	first	study	agent	administration	
or	cervical	neoplasia	with	surgical	cure).	

Had	uncontrolled	psychiatric	or	emotional	disorder,	 including	a	history	of	drug	
and	alcohol	abuse	within	the	past	3	years	that	might	prevent	the	successful	completion	
of	the	study.	

Received,	or	was	expected	to	receive,	any	live	virus	or	bacterial	vaccination	within	
3	months	before	the	first	administration	of	study	agent,	during	the	study,	or	within	4	
months	after	the	last	administration	of	study	agent.	Had	a	BCG	vaccination	within	12	
months	of	screening.	

Pregnancy,	lactation	or	women	of	child-bearing	potential	(WCBP)	unwilling	to	use	
medically	approved	contraception	whilst	receiving	treatment	and	for	12	months	after	
treatment	has	finished.	

Men	whose	partners	are	of	child-bearing	potential	but	who	are	unwilling	to	use	
appropriate	medically	approved	contraception	whilst	receiving	treatment	and	for	12	
months	after	treatment	has	finished.	

5.8	Subject	withdrawal	or	discontinuation	

Discontinuation	of	Study	Treatment	 	
A	subject	will	be	withdrawn	from	the	study	for	any	of	the	following	reasons:	 	
An	AE	temporally	associated	with	study	agent	infusion	or	injection	
Withdrawal	of	consent	 	
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Participation	being	deemed	unlikely	compliant	with	medical	follow-up	or	study	
visit	schedule	 	

Malignancy	
Pregnancy	or	planning	to	become	pregnant	within	the	study	period	 	
The	initiation	of	prohibited	medications	or	treatments	 	
Lost	to	follow-up	 	
Death	 	
If	a	subject	is	lost	to	follow-up,	every	reasonable	effort	must	be	made	by	the	study	

site	personnel	to	contact	the	subject	and	determine	the	reason	for	withdrawal.	The	
measures	taken	to	follow-up	must	be	documented.	When	a	subject	withdraws	before	
completing	the	study,	the	reason	for	withdrawal	is	to	be	documented	in	the	CRF	and	
in	the	source	document.	Study	drug	assigned	to	the	withdrawn	subject	may	not	be	
assigned	 to	 another	 subject.	 Subjects	 who	 withdraw	 from	 this	 study	 will	 not	 be	
replaced.	 A	 subject	who	withdraws	 from	 the	 study	will	 have	 the	 following	 options	
regarding	the	optional	research	samples:	 	

The	collected	samples	will	be	retained	and	used	in	accordance	with	the	subject's	
original	informed	consent	for	optional	research	samples.	 	

The	subject	may	withdraw	consent	for	optional	research	samples,	in	which	case	
the	samples	will	be	destroyed	and	no	further	testing	will	be	needed.	 	

6. Study	Drug	Information	

6.1.	Drugs	

Recombinant	human	Interleukin-2,	placebo	

6.2.	Dose	and	administration	

The	 patients	 received	 low-dose	 IL-2	 or	 placebo	 for	 3	 cycles.	 The	method	 is	 1	
million	units	subcutaneously	administrated	every	other	day	(rhIL-2	1×106	IU,	SC,	Qod)	
for	a	period	of	14	days.	After	a	14-day	break,	another	cycle	started.	All	the	patients	will	
be	treated	for	the	first	12	weeks	which	included	three	treatment	cycles	with	IL-2	or	
placebo	and	followed	up	for	further	12	weeks	without	study	medicine.	

6.3.	Concomitant	therapy	

All	pre-study	therapies	administered	up	to	30	days	before	entry	 into	screening	
must	 be	 recorded	 at	 screening.	 All	 concomitant	 therapies	 must	 be	 recorded	
throughout	the	study	and	any	changes	must	be	recorded	throughout	the	study.	Every	
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reasonable	effort	 should	be	made	to	keep	concomitant	medications	stable	 through	
Week	24	or	early	termination.	

	
6.3.1	Immunomodulators	

If	receiving	immunomodulators,	subjects	should	be	receiving	stable	dosing	from	
screening	through	Week	24	or	early	termination.	A	reduction	in	immunomodulators	is	
allowed	only	 if	 the	subject	develops	unacceptable	side	effects,	with	the	 implication	
that	this	may	affect	interpretation	of	the	subjects’	clinical	data.	 	

	
6.3.2	Antimalarial	Medications	

Stable	treatment	with	hydroxychloroquine	is	permitted	through	the	trial.	
	

6.3.3	Corticosteroid	Therapy	
Unnecessary	dose	changes	are	discouraged,	and	any	dose	adjustments	should	be	

made	in	increments.	Changes	in	corticosteroids	are	allowed	for	medical	necessity,	but	
the	degree	and	timing	of	the	adjustment	should	be	carefully	considered	as	this	may	
have	an	impact	on	the	study	results.	

The	 original	 treatment	 regimen	 included	 glucocorticosteroid	 with	 or	 without	
immunosuppressive	agents,	in	which	prednisone	acetate	was	initiated	in	the	dosage	
of	<7.5mg/d.	 	

If	 subjects	 experience	 a	 worsening	 in	 their	 disease	 activity	 while	 tapering	
corticosteroids,	 further	 dose	 decreases	 may	 be	 suspended,	 and/or	 their	 oral	
corticosteroid	 dose	 may	 be	 temporarily	 increased	 if	 deemed	 necessary	 by	 the	
investigator.	 	

	
6.3.4	Nonsteroidal	Anti-inflammatory	Drugs	 	

Subjects	 treated	with	NSAIDs,	 including	aspirin	and	selective	cyclooxygenase-2	
(COX-2)	 inhibitors,	 and	 other	 analgesics	 should	 receive	 the	 usual	 marketed	 doses	
approved	in	the	country	in	which	the	study	is	being	conducted.	Prescriptions	of	NSAIDs	
and	other	regularly	administered	analgesics	should	not	be	adjusted	for	at	least	2	weeks	
prior	to	the	first	administration	of	the	study	drug	and	through	Week	24,	and	may	be	
changed	only	if	the	subject	develops	unacceptable	side	effects.	The	addition	of	new	
NSAIDs	to	the	treatment	regimen	is	not	permitted	during	the	period	between	0	and	
12	weeks.	Minor	adjustments	in	NSAID	therapy	are	allowed	after	Week	12	although	it	
is	 recommended	 that	 the	use	of	any	NSAIDS	 remain	as	 stable	as	possible,	 and	any	
notable	changes	should	be	recorded.	

	
6.3.5	Topical	Medications	
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Topical	medications	are	permitted;	however,	topical	compounds	cannot	include	a	
prohibited	medication.	Topical	ointments	or	creams	of	cyclosporine	A	are	prohibited	
through	Week	24;	however	ophthalmic	use	is	permitted.	Topical	ophthalmic	drugs	can	
be	used,	such	as	sodium	hyaluronate	eye	drops	 for	dry	eyes	and	deproteinized	calf	
blood	extract	eye	gel.	Low	potency	topical	steroids	are	allowed	except	on	day	of	study	
visit.	Medium	to	high	potency	topical	corticosteroids	are	not	allowed	during	the	study.	
For	72	hours	prior	to	study	visit,	topical	medications	should	not	be	applied	to	lesions	
under	evaluation.	 	

7. Study	Procedures	

7.1.	Screening	Phase	

Written	informed	consent	must	be	obtained	and	reviewed	by	investigator	before	
any	screening	data	is	collected.	The	screening	visit	must	be	performed	no	more	than	
4	weeks	prior	to	the	randomization	visit	(Week	0).	In	addition,	to	be	eligible	for	study	
participation,	subjects	must	have	received	approval	for	study	randomization	following	
review	and	adjudication	of	screening	SS.	 	

Repeat	or	unscheduled	samples	may	be	taken	for	safety	reasons	or	for	technical	
issues	with	the	collection	or	analysis	of	specific	samples.	 	

All	 screening	 evaluations	 establishing	 subject	 eligibility	will	 be	 performed	 and	
reviewed	by	 investigator	before	subject	can	be	randomized.	All	enrollment	subjects	
must	meet	the	classification	criteria	for	these	diseases.	

7.2.	Double-Blind	Treatment	Phase	

7.2.1.	Week	0/Day	of	Randomization	 	
At	Week	0,	eligible	subjects	will	be	randomly	assigned	 in	a	1:1	ratio	to	receive	

either	recombinant	human	Interleukin-2	or	placebo	in	a	blinded	manner.	 	
	

7.2.2.	Placebo-controlled	Treatment	Period	 	
The	patients	were	treated	with	low-dose	rhIL-2	or	placebo	in	the	same	way.	
Low-dose	IL-2	treated	with	a	12-week	treatment	including	3	treatment	cycles.	IL-

2	at	a	dose	of	1	million	IU	or	placebo	was	administered	subcutaneously	every	other	
day	for	2	weeks,	followed	by	a	2-week	break	in	each	treatment	cycle.	
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7.3.	Follow-up	Phase	

The	observation	period	was	12-week	treatment	and	the	12-week	follow-up.	The	
clinical	 manifestations,	 autoantibodies	 and	 other	 related	 laboratory	 tests	 were	
collected,	the	patients	with	SS	were	assessed	with	ESSDAI	score	assess	the	degree	of	
remission	of	their	condition.	Adverse	drug	reactions	were	monitored	before	and	after	
different	courses	of	treatment.	

7.4.	Subjects	Withdrawing	from	Study	Participation	

Subjects	who	withdraw	from	study	participation	will	not	be	required	to	return	for	
any	follow-up	assessments.	 	

7.5.	Efficacy	Evaluations	

Efficacy	evaluations	will	be	done	based	on	the	primary	and	secondary	outcome	
measures	 (see	section	7.5.3).	A	complete	 list	describing	all	efficacy	evaluations	and	
endpoints,	and	which	evaluations	are	included	in	the	composite	endpoints	is	provided	
in	Attachmenttable	1	&	2.	All	efficacy	evaluations	should	be	consistently	performed	by	
the	study	investigator	to	achieve	comparable	measures	over	time.	These	data	will	be	
reviewed	at	every	visit	that	these	data	are	collected	and	may	require	reconciliation	of	
inconsistencies	across	assessments.	

	
7.5.1.	Endpoints	 	
Primary	Endpoint	
	 	 	 	 The	primary	endpoint	was	defined	as	an	improvement	of	ESSDAI	to	≥	3	points	by	
week	24	
Major	Secondary	Endpoints	

The	secondary	endpoints	includedother	clinical	responses,	safety	and	changes	of	
immune	cell	subsets	including	Treg,	Tfh,	Th17	cell	and	CD8+T	cells.	 	

7.6.	Follow-up	

7.6.1.	Baseline	follow-up	
(1)	 General	 information:	 including	 name,	 sex,	 age,	 contact	 number,	 course	 of	

disease.	
(2)	 Clinical	 symptoms	 and	 signs:	 including	 rash,	 fever,	 oral	 ulcer,	 foamy	 urine,	

disease	activity	score	and	so	on.	
(3)	Laboratory	examination:	blood	routine	examination,	liver	and	kidney	function,	

ANA,	anti-SSA,	anti-SSB,	RF,	immunoglobulin,	ESR,	CRP,	T	cell	and	B	cell	subsets,	IL-2,	
TGF-12β	and	other	cytokines.	

 

7.6.2.	Follow	up	visits	



Low-dose	Interleukin-2	treatment	of	active	Sjögren's	syndrome	(trade	name:	Xinjier)	
IL002-1.0	version/2014-11-29	

13	

Follow	up	once	every	2	weeks	in	the	first	3	months	(6	times),	and	then	follow	up	
once	a	month:	

(1)	 According	 to	 disease	 activity	 score,	 including	 ESSDAI	 score,	 to	 observe	
whether	the	clinical	symptoms	are	relieved.	

(2)	Monitoring	of	changes	in	serological	indicators�Every	4	weeks,	blood	routine	
examination,	 liver	 and	 kidney	 function,	 according	 to	 the	 disease	 related	
autoantibodies	such	as	anti-SSA,	anti-SSB,	RF,	immunoglobulin,	ESR,	CRP	to	evaluate	
the	condition.	

(3)	Laboratory	flow	detection:	At	week	0,	6,	12	and	24,	CD4+T	and	CD8+T	cells	
subtypes	were	detected	by	flow	cytometry,	to	evaluate	the	changes	of	cell	group	ratio	
before	and	after	treatment.	

(4)	Cytokines:	the	levels	of	IL-2,	IL-6,TGF-13β	and	other	cytokines	were	detected	
by	ELISA	at	0,	6,	12	and	24	weeks.	

	
7.6.3.	Evaluations	 	

A	 complete	 list	 describing	 all	 efficacy	 evaluations	 and	 endpoints,	 and	 which	
evaluations	are	included	in	the	composite	endpoints	is	provided	in	Attachment2.	 	

 

7.6.3.1.	ESSDAI	
The	European	League	Against	Rheumatism	 (EULAR)	organized	an	 international	

collaboration	of	global	SS	experts	in	2010	to	develop	two	recognized	disease	activity	
indicators7.	That	is,	the	SS	patient	reporting	index	(EULAR	Sjögren’s	syndrome	patient	
reported	index)	based	on	the	patient's	subjective	symptoms	and	the	SS	disease	activity	
index	based	on	the	patient's	objective	systemic	symptoms.	(EULAR	Sjögren’s	syndrome	
disease	activity	index,	ESSDAI).	

At	screening	(Attachment	6),	ESSDAI	is	an	index	of	disease	activity	that	covers	12	
aspects	 of	 the	 body,	 including	 systemic	 conditions,	 lymphadenopathy,	 glands,	 skin,	
joints,	lungs,	kidneys,	muscles,	peripheral	nervous	systems,	the	central	nervous	system,	
blood	system	and	biochemistry.	Each	aspect	is	divided	into	3	~	4	levels	according	to	its	
activity	 degree,	 and	 the	 weight	 of	 each	 aspect	 is	 obtained	 by	 multivariate	 linear	
regression	model.	Score	only	the	symptoms	associated	with	the	disease	to	avoid	the	
effects	of	 long-term	clinical	 symptoms.	The	 final	 score	ranges	 from	0	to	123,	and	0	
indicates	disease-free	activity.	
7.6.3.2.	Fatigue,	pain	and	dryness	VAS	score	

Visual	 analogue	 scale	VASs	 (scores	 range	 from	0	 [none]	 to	100mm	 [worst]	 for	
dryness,	pain,	and	fatigue).	

	
7.6.3.3.	MFI-20	 	

The	 questionnaire	 comprises	 20	 items	 for	which	 the	 person	must	 specify	 the	
extent	 to	which	 the	 particular	 statements	 relates	 to	 him/her	 on	 a	 five-point	 scale,	
ranging	from	“Yes”,	that	is	true	or	“No”,	that	is	not	true.	An	equal	number	of	items	is	
worded	in	a	positive	and	in	a	negative	direction	to	counteract	response	tendencies.	
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Higher	scores	indicate	a	higher	degree	of	fatigue.	
	

7.6.3.4.	Short-Form-36	 	
The	RAND	short-form	(SF)-36	questionnaire	is	a	self-administered	multi-domain	

scale	with	36	items9.	Eight	health	domains	cover	a	range	of	functioning	(Attachment	
3):	 	

-Limitations	in	physical	function	 	
-Limitations	in	usual	role	activities	 	
-Bodily	pain	 	
-General	mental	health	(psychological	distress	and	well-being)	 	
-Vitality	(energy	and	fatigue)	 	
-Limitations	in	social	functioning	due	to	physical	or	mental	health	problems	 	
-Limitations	 in	 usual	 role	 activities	 due	 to	 personal	 or	 emotional	 problems	

General	health	perception	 	
-The	subscales	are	scored	from	0	to	100	 	
The	 scoring	 yields	 a	 Physical	 Component	 Summary	 score	 and	 a	 Mental	

Component	 Summary	 score,	 a	 total	 score,	 and	 subscale	 scores.	 Higher	 scores	
represent	better	outcomes.	It	is	appropriate	for	persons	over	the	age	of	14	and	may	
be	completed	 in	5	 to	10	minutes.	Translations	are	available	 in	most	 languages;	 the	
instrument	has	undergone	extensive	linguistic	and	cultural	validation.	 	

The	concepts	measured	by	the	SF-36	are	not	specific	to	any	age,	disease10,	or	
treatment	group,	allowing	comparison	of	relative	burden	of	different	diseases	and	the	
benefit	of	different	treatments.	A	change	of	3	points	in	any	of	the	subscales	or	5	points	
for	the	component	score	is	associated	with	clinically	meaningful	change.	

7.7.	Biomarkers	

The	collection,	preparation,	storage	and	shipment	of	blood,	serum	and	urine	are	
detailed	 in	 the	 Time	 and	 Events	 schedule	 (Table	 1)	 and	 the	 Laboratory	 Manual.	
Biomarkers	may	 include,	 but	 are	 not	 limited	 to,	 ESR,	 CRP	 and	 other	 inflammatory	
markers,	cell	surface	markers,	auto-antibodies	such	as	anti-SSA,	anti-SSB,	RF,	CD4+	T	
and	CD19+	B	cell	subsets,	cytokines,	(including	IL-2,	IL-4,	IL-6,	IL-7,	IL-10,	IL12p70,	IL-
15,	IL-17A,	IL-21,	IFN-γ,	TGF-β,	IFN- α)	and	other	categories	of	biomarkers	potentially	
involved	in	the	development	and	the	progression	of	SS.	

	
7.8.	Sample	Collection	and	Handling	
	 	 	 	 The	 actual	 dates	 and	 times	 of	 sample	 collection	 must	 be	 recorded	 on	 the	
laboratory	requisition	form.	
	 	 	 	 Refer	to	the	Time	and	Events	Schedule	(Attachment	Table	2)	for	the	timing	and	
frequency	 of	 all	 sample	 collections.	 Instructions	 for	 the	 collection,	 handling,	 and	
shipment	 of	 samples	 are	 found	 in	 the	 laboratory	manual	 that	will	 be	 provided	 for	
sample	collection	and	handling.	
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8.	 	 Study	drug	information	

8.1.	Physical	Description	of	Study	Drug	

Recombinant	human	interleukin-2,	the	main	ingredient	of	which	is	recombinant	
human	interleukin-2,	from	recombinant	Escherichia	coli.	The	excipients	are	mannitol,	
sodium	dodecyl	sulfate,	disodium	hydrogen	phosphate,	sodium	dihydrogen	phosphate,	
human	albumin.	The	placebo	is	the	same	excipients	as	IL-2.	

8.2.	Subcutaneous	administration	

The	patients	received	low-dose	IL-2	or	placebo	for	3	cycles.	The	specific	method	
is	1	million	units	with	2	ml	for	injection	and	dissolve	every	other	day	subcutaneously	
(rhIL-2,	1	106IU,	SC,	Qod)	for	a	period	of	14	days.	After	a	14-day	break,	another	cycle	
started.	

8.3.	Packaging	

The	 investigational	 supplies	 will	 be	 uniquely	 packaged	 to	 assure	 that	 they	 are	

appropriately	managed	throughout	the	supply	chain	process.	

8.4.	Labeling	

Study	 drug	 labels	 will	 contain	 information	 to	 meet	 the	 applicable	 regulatory	

requirements.	

8.5.	Preparation,	Handling,	and	Storage	

All	study	agent	must	be	stored	at	controlled	temperatures	ranging	from	2
	 to	
8
,	not	frozen,	and	protected	from	light.	Vigorous	shaking	of	the	product	should	be	
avoided.	 Prior	 to	 administration,	 the	 product	 should	 be	 inspected	 visually	 for	
particulate	matter	and	discoloration.	If	discoloration	(other	than	a	slight	yellow	color),	
visible	opaque	particles,	or	other	foreign	particles	are	observed	in	the	solution,	the	
product	should	not	be	used.	
Aseptic	procedures	must	be	used	during	 the	preparation	and	administration	of	 the	
study	material.	Exposure	to	direct	sunlight	should	be	avoided	during	preparation	and	
administration.	 	
 

8.6.	Drug	Accountability	

The	investigator	is	responsible	for	ensuring	that	all	study	drug	received	at	the	site	
is	inventoried	and	accounted	for	throughout	the	study.	The	study	drug	administered	
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to	 the	 subject	 must	 be	 documented	 on	 the	 drug	 accountability	 form.	 Study-site	
personnel	must	not	combine	contents	of	the	study	drug	containers.	

Study	 drug	 must	 be	 handled	 in	 strict	 accordance	 with	 the	 protocol	 and	 the	
container	label,	and	must	be	stored	at	the	study	site	in	a	limited-access	area	or	in	a	
locked	cabinet	under	appropriate	environmental	conditions.	Unused	study	drug,	and	
study	drug	returned	by	the	subject,	must	be	available	for	verification	by	the	Sponsor's	
study	 site	 monitor	 during	 on-site	 monitoring	 visits.	 The	 return	 to	 the	 Sponsor	 of	
unused	study	drug,	or	used	returned	study	drug	for	destruction,	will	be	documented	
on	the	drug	return	form.	When	the	study	site	 is	an	authorized	destruction	unit	and	
study	drug	supplies	are	destroyed	on-site,	this	must	also	be	documented	on	the	drug	
return	form.	

Potentially	hazardous	materials	such	as	used	infusion	bags,	needles,	syringes	and	
vials	should	be	disposed	of	 immediately	 in	a	safe	manner	and	therefore	will	not	be	
retained	for	drug	accountability	purposes.	

Study	drug	should	be	dispensed	under	the	supervision	of	 the	 investigator	or	a	
qualified	member	of	the	study-site	personnel,	or	by	a	hospital/clinic	pharmacist.	Study	
drug	will	be	supplied	only	to	subjects	participating	in	the	study.	Returned	study	drug	
must	 not	 be	 dispensed	 again,	 even	 to	 the	 same	 subject.	 Study	 drug	 may	 not	 be	
relabeled	or	reassigned	for	use	by	other	subjects.	The	investigator	agrees	neither	to	
dispense	the	study	drug	from,	nor	store	it	at,	any	site	other	than	the	study	sites	agreed	
upon	with	the	Sponsor.	

9.	 	 Safety	Evaluations	

9.1	Adverse	Event	

Adverse	drug	reactions	include	any	symptoms,	syndromes	or	diseases	that	may	
affect	 the	health	of	patients	 treated	with	 IL-2,	as	well	as	clinically	 relevant	 findings	
from	laboratory	tests	or	other	diagnostic	procedures.	

The	adverse	reactions	may	be:	new	diseases;	the	deterioration	of	the	symptoms	
or	signs	of	the	treatment	state;	accompanied	by	the	deterioration	of	the	disease,	etc.	

Severe	adverse	reactions	refer	to	the	following	adverse	events	that	occur	at	any	
time	during	the	course	of	medication	or	during	observation.	A	consequence	that	may	
endanger	the	patient	or	require	action	to	prevent.	

	
9.1.1	Assessment	for	seriousness	

An	adverse	event	is	any	untoward	medical	occurrence	in	a	clinical	study	subject	
administered	a	medicinal	(investigational	or	non-investigational)	product.	An	adverse	
event	does	not	necessarily	have	a	causal	relationship	with	the	treatment.	An	adverse	
event	can	therefore	be	any	unfavorable	and	unintended	sign	(including	an	abnormal	
finding),	 symptom,	 or	 disease	 temporally	 associated	 with	 the	 use	 of	 a	 medicinal	
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(investigational	 or	 non-investigational)	 product,	 whether	 or	 not	 related	 to	 that	
medicinal	 (investigational	 or	 non-investigational)	 product.	 (Definition	 per	
International	Conference	on	Harmonisation	[ICH])	 	

This	 includes	any	occurrence	 that	 is	new	 in	onset	or	aggravated	 in	 severity	or	
frequency	from	the	baseline	condition,	or	abnormal	results	of	diagnostic	procedures,	
including	laboratory	test	abnormalities.	 	

Note:	All	Adverse	Events,	for	time	of	last	adverse	event	recording.	 	
Serious	Adverse	Event	 	
A	serious	adverse	event	based	on	ICH	and	EU	Guidelines	on	Pharmacovigilance	

for	Medicinal	Products	for	Human	Use	is	any	untoward	medical	occurrence	that	at	any	
dose:	 	

Results	in	death	 	
Is	 life-threatening	(The	subject	was	at	risk	of	death	at	the	time	of	the	event.	 It	

does	not	refer	to	an	event	that	hypothetically	might	have	caused	death	if	it	were	more	
severe.)	 	

Requires	inpatient	hospitalization	or	prolongation	of	existing	hospitalization	 	
Results	in	persistent	or	significant	disability/incapacity	 	
Is	a	congenital	anomaly/birth	defects.	
Is	a	suspected	transmission	of	any	infectious	agent	via	a	medicinal	product.	
Is	Medically	Important	
Medical	 and	 scientific	 judgment	 should	 be	 exercised	 in	 deciding	 whether	

expedited	reporting	is	also	appropriate	in	other	situations,	such	as	important	medical	
events	 that	 may	 not	 be	 immediately	 life	 threatening	 or	 result	 in	 death	 or	
hospitalization	but	may	jeopardize	the	subject	or	may	require	intervention	to	prevent	
one	 of	 the	 other	 outcomes	 listed	 in	 the	 definition	 above.	 These	 should	 usually	 be	
considered	serious.	 	

If	 a	 serious	 and	unexpected	 adverse	 event	 occurs	 for	which	 there	 is	 evidence	
suggesting	a	causal	relationship	between	the	study	drug	and	the	event	(eg,	death	from	
anaphylaxis),	 the	 event	 must	 be	 reported	 as	 a	 serious	 and	 unexpected	 suspected	
adverse	reaction.	 	

	
Unlisted	(Unexpected)	Adverse	Event/Reference	Safety	Information	 	

An	adverse	event	is	considered	unlisted	if	the	nature	or	severity	is	not	consistent	
with	the	applicable	product	reference	safety	information.	For	rhIL-2,	the	expectedness	
of	 an	 adverse	 event	 will	 be	 determined	 by	 whether	 or	 not	 it	 is	 listed	 in	 the	
Investigator's	Brochure.	 	

	
Adverse	Event	Associated	with	the	Use	of	the	Drug	 	

An	 adverse	 event	 is	 considered	 associated	 with	 the	 use	 of	 the	 drug	 if	 the	
attribution	is	possible,	probable,	or	very	likely	by	the	definitions.	 	

	
9.1.2	Severity	criteria	 	
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An	 assessment	 of	 severity	 grade	 will	 be	 made	 using	 the	 following	 general	
categorical	descriptors:	 	

Mild:	 Awareness	 of	 symptoms	 that	 are	 easily	 tolerated,	 causing	 minimal	
discomfort	and	not	interfering	with	everyday	activities.	 	

Moderate:	 Sufficient	 discomfort	 is	 present	 to	 cause	 interference	 with	 normal	
activity.	

Severe:	 Extreme	 distress,	 causing	 significant	 impairment	 of	 functioning	 or	
incapacitation.	Prevents	normal	everyday	activities.	 	

The	investigator	should	use	clinical	judgment	in	assessing	the	severity	of	events	
not	directly	experienced	by	the	subject	(eg,	laboratory	abnormalities).	 	

	
9.1.3	Treatment	measures	for	adverse	drug	reactions	and	related	cost	

The	 common	 adverse	 reactions	 of	 rhIL-2	 in	 low	 dose	 injection	 can	 recover	
spontaneously	after	discontinuation.	

Whole	body:	fever	and	chills	are	more	common	when	IL-2	is	applied	at	high	doses,	
which	is	related	to	dose.	Nausea,	vomiting	and	flu-like	symptoms	are	relatively	rare.	
Once	 they	 appear,	 they	 can	 be	 continued	 to	 be	 observed	 and	 usually	 recover	 by	
themselves.	

Injection	site	local:	swelling,	callus,	pain,	can	continue	to	observe,	can	recover,	if	
sustained	no	relief,	if	necessary	to	reduce	the	dose	or	stop	medicine.	

For	 larger	 doses:	 capillary	 leakage	 syndrome,	 hypotension	 and	 other	
manifestations,	should	be	stopped	immediately,	and	medication	should	be	used	when	
necessary	to	improve	capillary	permeability	and	hypotension.	

Note:	 this	 study	 is	 a	 low-dose	 treatment	 study	 of	 rhIL-2,	 and	 the	 clinical	
application	and	previous	research	results	show	that	no	adverse	reactions	caused	by	
over-dose	IL-2	have	occurred	yet.	

10.	Statistical	analysis	

10.1.	Subject	Information	

For	all	subjects	who	receive	at	least	1	dose	of	study	drug,	descriptive	statistics	will	
be	provided	for	demographic	and	baseline	characteristics.	Efficacy	analyses	are	done	
in	a	modified	 intention-to-treat(mITT)	population	of	subjects	who	receive	at	 least	1	
dose	of	study	drug.	The	data	are	also	analyzed	in	a	per-protocol	population	of	subjects	
who	are	 sufficiently	 compliant	with	 treatment	and	do	not	have	significant	protocol	
violations.	All	subjects	who	are	randomized	and	receive	at	least	1	dose	of	study	agent	
will	be	included	in	the	safety	analysis.	 	
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10.2.	Sample	Size	Determination	

Sample	size	and	power	of	the	study	was	calculated	based	on	the	proportion	of	
patients	achieving	primary	endpoint	in	either	group.	Assuming	that	the	proportion	of	
patients	 receiving	 placebo	 group	 at	week	 12	would	 be	 30%	 and	 the	 proportion	 of	
patients	 in	 low-dose	 IL-2	 group	would	be	75%,	 30	patients	were	 required	 for	 each	
group	to	have	90%	or	higher	power	to	detect	this	difference	at	a	5%	significance	level.	
	

10.3.	Efficacy	Analyses	

For	 clinical	 characteristics	 and	 laboratory	 parameters,	 the	 primary	 efficacy	
analysis	 is	 a	modified	 intention-to-treat	 analysis	 that	 included	 all	 patients	who	 are	
randomly	assigned	to	 this	 trial	and	underwent	at	 least	one	efficacy	assessment.	All	
efficacy	analyses	will	be	performed	on	the	per-protocol	population.	

	
10.3.1	Primary	endpoint	analysis	
	 	 	 	 	 	 The	primary	endpoint	was	was	defined	as	an	 improvement	of	ESSDAI	 to	≥	3	
points	by	week	24.	
	 	 	 	 	 	 Logistic	 regression,	 adjusting	 for	 baseline	 stratifications	 will	 be	 used	 to	
analyzed	 the	binary	 efficacy	 variables.	 Continuous	 variables	were	 assessed	with	 an	
analysis	of	covariance	(ANCOVA)	model,	including	treatment	group,	baseline	score.	For	
continuous	variables,	treatment	differences	across	time	points	were	evaluated	using	a	
mixed	model	for	repeated-measures	analysis,	with	visit,	treatment	group,	treatment-
by-visit	 interactions	 included	 in	 the	model.	Generalized	Estimation	Equations	 (GEE)	
method	in	a	logistic	repeated	measures	model	for	categorical	variables,	controlling	for	
confounder	variables.	

A	nominal	significance	level	of	0.05	(two-sided)	was	applied	to	all	the	analyses.	
	

10.3.2	Major	secondary	analyses	

	 	 	 	 	 For	 SS,	 Key	 secondary	 endpoints	 were:	 dynamics	 of	 immune	 cell	 subsets	

including	Treg	and	B10	cells	and	serum	cytokines;	a	30-mm	or	greater	improvement	at	

week	12	versus	baseline	on	dryness	VAS,	pain	VAS,	 fatigue	VAS;	at	 least	2	of	3	VAS	

scores,	change	from	baseline	 in	disease	scores,	 including	ESSDAI,	dryness	VAS,	pain	

VAS,	 fatigue	 VAS,	 multiple	 fatigue	 index-20	 (MFI-20),	 SF-36	 physical	 component	

summary	(PCS),	or	MCS	scores,	systemic	manifestations,	immunoglobulin	A	(IgA),	IgG,	

and	 IgM,	complement	3	and	complement	4,	erythrocyte	sedimentation	rate,	ocular	
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parameters,	including	Break-Up	Time,	Schirmer	I	test,	salivary	gland	ultrasound	scan	

scores	(SGUS)(38)	and	safety.	 	

Continuous	 responses	will	 be	 analyzed	 using	 an	 analysis	 of	 covariance	model	with	
treatment	 group	 as	 a	 fixed	 factor	 and	 baseline	 stratifications	 as	 a	 covariate.	
Nonparametric	methods	would	be	adopted	when	the	normality	assumption	is	violated.	
Logistic	regression,	adjusting	for	baseline	stratifications	will	be	used	to	analyzed	the	
binary	 efficacy	 variables.	 Continuous	 variables	 were	 assessed	 with	 an	 analysis	 of	
covariance	 (ANCOVA)	 model,	 including	 treatment	 group,	 baseline	 score.	 For	
continuous	variables,	treatment	differences	across	time	points	were	evaluated	using	a	
mixed	model	for	repeated-measures	analysis,	with	visit,	treatment	group,	treatment-
by-visit	 interactions	 included	 in	 the	model.	Generalized	Estimation	Equations	 (GEE)	
method	in	a	logistic	repeated	measures	model	for	categorical	variables,	controlling	for	
confounder	variables.	

	
10.3.2	Other	planned	analyses	
Statistical	analyses	 for	baseline	demographic	and	disease	characteristics	were	done	
using	t	tests,	Mann-Whitney	U	for	comparisons	of	continuous	variables	and	Chi	square	
test	for	comparison	of	categorical	variables.	 	
	 	 	 	 Fisher's	exact	test	will	be	used	for	discontinuations.	For	patients	who	discontinue	
the	study	at	any	time	for	any	reason,	the	baseline	data	and	the	clinical	data	of	each	
visit	will	be	recorded.	 	
A	nominal	 significance	 level	of	0.05	 (two-sided)	was	applied	 to	all	 the	analyses.	All	
statistical	analyses	were	carried	out	by	SPSS	(version	17,	IBM)	and	Graph	Pad	Prism	
(Version	5.0,	Graph	Pad	Software).	

10.4	Safety	analyses	

	 	 	 	 Safety	analyses	will	be	based	on	the	population	of	subjects	who	receive	at	least	1	
dose	 of	 either	 study	 agent.	 All	 reported	 adverse	 events	 with	 onset	 during	 the	
treatment	 phase	 will	 be	 included	 in	 the	 analysis.	 For	 each	 AE,	 the	 percentage	 of	
subjects	who	experience	at	least	1	occurrence	of	the	given	event	will	be	summarized	
by	treatment	group.	Routine	safety	evaluations	will	be	performed.	The	incidence	and	
types	of	infections	and	inject	site	reactions	will	be	analyzed	for	this	study.	

Special	attention	will	be	given	to	those	subjects	who	discontinue	treatment	due	
to	an	adverse	event	or	who	experience	a	serious	adverse	event.	
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11. Data	Quality	Assurance/Quality	Control	

	 	 	 	 Steps	 to	 be	 taken	 to	 ensure	 the	 accuracy	 and	 reliability	 of	 data	 include	 the	
selection	 of	 qualified	 investigators	 and	 appropriate	 study	 sites,	 review	 of	 protocol	
procedures	with	the	investigator	and	study-site	personnel	before	the	study,	periodic	
monitoring	visits	by	 the	Sponsor,	and	direct	 transmission	of	clinical	 laboratory	data	
from	a	central	 laboratory	 into	 the	Sponsor's	data	base.	Written	 instructions	will	be	
provided	for	collection,	handling,	storage,	and	shipment	of	samples.	 	
Guidelines	for	CRF	completion	will	be	provided	and	reviewed	with	study-site	personnel	
before	 the	 start	 of	 the	 study.	 The	 Sponsor	 will	 review	 CRFs	 for	 accuracy	 and	
completeness	during	on-site	monitoring	visits	and	after	transmission	to	the	Sponsor;	
any	discrepancies	will	be	resolved	with	the	investigator	or	designee,	as	appropriate.	
After	upload	of	the	data	into	the	study	database	they	will	be	verified	for	accuracy	and	
consistency	with	the	data	sources.	 	
	 	 	 	 The	unit	of	experimental	data	should	be	unified,	such	as	g/l	for	immunoglobulin	
units.	All	data	was	arranged	before	the	study.	

12. Data	management	

The	 researchers	 should	 record	 the	cases	and	data	of	 the	paper	and	electronic	
database	in	detail,	accurately	and	timely.	

13. Ethics	

Approved	 by	 the	 ethics	 committee	 of	 Peking	 University	 people's	 hospital.	 All	
patients	obtained	informed	consent.	

14. Summary	and	data	preservation	

Keep	the	original	records.	
Make	data	summary	according	to	database,	statistic	unit	is	in	charge	of	statistic	

processing.	The	paper	informed	consent	form	and	CRF	form	will	been	keep	until	the	5	
years	after	the	study	finished.	
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ATTACHMENT	

1.	Time	and	Events	Schedule	for	SS	Design	

	 	 Blinded	Study	and	follow-up	

Visit	 V0	 V1	 V2	 V3	 V4	 V5	 V6	 V7	 V8	 V9	 V10	

Week	

Screenin

g	

-4-0w	

0w	
2w�

3d	

4w�

3d	

6w

�3d	

8w�

3d	

10w

�3d	

12w

�3d	

16w

�3d	

20w

�3d	

24w

�3d	

Informed	consenta	 √	 	 	 	 	 	 	 	 	 	 	

Medical	history	 √	 	 	 	 	 	 	 	 	 	 	

Inclusion	criteria�	 	 √	 	 	 	 	 	 	 	 	 	

Exclusion	criteria�	 	 √	 	 	 	 	 	 	 	 	 	

Complete	blood	

countb	
√	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	

Urinalysisc	 √	 	 	 	 	 	 	 √	 	 	 √	

Renal	tubular	

function	d	
√	 	 	 	 	 	 	 √	 	 	 √	

Urine	HCG	e	 √	 	 	 	 	 	 	 	 	 	 	

HBV	 √	 	 	 	 	 	 	 	 	 	 	

HCV	 	 √	 	 	 	 	 	 	 	 	 	 	

Liver	function	f	 √	 	 	 	 	 	 	 √	 	 	 √	

Renal	functiong	 √	 	 	 	 	 	 	 √	 	 	 √	

Serum	lipidh	 √	 	 	 	 	 	 	 	 	 	 	

	 Serum	glucose	 √	 	 	 	 	 	 	 	 	 	 	

Electrolytei	 √	 	 	 	 	 	 	 √	 	 	 √	

ESR	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

CRP	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

Ig	isotype	profile	 	

	 +C3,	C4g	
√	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	

Autoantibodiesk	 √	 	 	 	 √	 	 	 √	 	 	 √	

Cytokinesl	 	 √	 	 	 √	 	 	 √	 	 	 √	
ECG	 √	 	 	 	 	 	 	 	 	 	 	

Ocular	

examinations	
√	 	 	 	 	 	 	 √	 	 	 √	

Pulmonary	function	

m	
√	 	 	 	 	 	 	 √	

	

	
	

	
√	
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Labial	gland	biopsy	
n	

√	 	
	 	 	 	 	 	

	 	
	

Salivary	gland	

ultrasonography	
√	 	

	 	 	 	 	 √	
	 	

√	

Collect	and	

distribute	study	

drug	

	 √	 √	 √	 √	 √	 √	 	 	 	 	

Safety	

assessments�	
	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

ESSDAI	score	 	 √	 	 	 	 	 	 √	 	 	 √	

Multidimensional	

Fatigue	Inventory-

20	

	 √	 	 	 	 	 	 √	 	 	 √	

VAS	score	 	 √	 	 	 	 	 	 √	 	 	 √	
Short	Form-36	

Health	Survey	
	 √	 	 	 	 	 	 √	 	 	 √	

CD4+T	cell	 	 √	 	 	 √	 	 	 √	 	 	 √	
CD8+T	cell	 	 √	 	 	 √	 	 	 √	 	 	 √	
Diary	card

�Collect,	review�	
	 √	 	 	 	 	 	 	 	 	 √	

Note�	
a. Screening	visit	must	be	performed	no	more	than	4	weeks	prior	to	the	randomization	

visit	(Week	0).	Medical	history	included	demographics,	diagnosis,	vital	signs,	whether	
initial	 treatment,	 family	 history,	 smoking,	 drinking,	 allergic	 history,	 major	 medical	
history,	medication	history,	physical	examination.	

b. Complete	blood	count:	hemoglobin,�hematocrit,�white	blood	cell	(WBC)	count	with	
differential	 (basophils,	 eosinophils,	 lymphocytes,	 monocytes,	 neutrophils),	 platelet	
count.	

c. 	Urinalysis:	 Red	 blood	 cells,�WBC,	 epithelial	 cells,�crystals�or	 hemegranular	
casts,�bacteria.	

d. Renal	 tubular	 function:	 including	 urinarybeta-2-microglobulin	 (β2-MG),	 urinary	 N-
acetyl-β-glucosaminidase	(NAG)	and	retinol-binding	protein(RBP).	

e. Urine	HCG:	Urine	pregnancy	test.	
f. Liver	function:	aspartate	aminotransferase�alanine	aminotransferase�albumin�total	

protein.	
g. Renal	 function:	 creatinine,	 blood	 urea	 nitrogen	 (BUN),	 glomerular	 filtration	 rate	

(eGFR).	
h. Serum	 lipid:	 total	 cholesterol,	 triglyceride,	 low	 density	 lipoprotein,	 high	 density	

lipoprotein.	
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i. Electrolyte:	sodium,	potassium,	calcium,	chloride,�	carbon	dioxide-combining	power	
(CO2-CP).	

j. Ig	isotype	profile	+	C3,	C4:	IgA,	IgM,	IgG,	γ-globulin,	C3,	C4.	
k. Autoantibodies:	ANA,	anti-SSA,	anti-SSB,	RF.	
l. Cytokines:	IL-2,	TNF- α,	IFN- γ,	IL-6,	IL-21,	IL-17,	TGF-β,	sIL-2Rα,	et	al.	
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2. VAS	score�

	

(1) How	severe	has	your	dryness	been	during	the	last	2	weeks?	

No	dryness	 	 	 	 	 	 	 	 	 	 	 Maximal	 imaginable	
dryness	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 	 1	 	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 	 5	 	 	 	 6	 	 	 	 	 7	 	 	 	 8	 	 	 	 9	 	 	 	 10	

(2)How	severe	has	your	fatigue	been	during	the	last	2	weeks?	

No	fatigue	 	 	 	 	 	 	 	 	 	 	 Maximal	 imaginable	
fatigue	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 	 1	 	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 	 5	 	 	 	 6	 	 	 	 	 7	 	 	 	 8	 	 	 	 9	 	 	 	 10	

(3)How	severe	has	your	pain	(joint	or	muscular	pains	in	your	arms	or	legs)	been	during	the	last	2	
weeks?	

No	pain	 	 	 	 	 	 	 	 	 	 	 Maximal	 imaginable	
pain	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 	 1	 	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 	 5	 	 	 	 6	 	 	 	 	 7	 	 	 	 8	 	 	 	 9	 	 	 	 10	

The	total	score	is	the	meanscore	of	the	3	scales.	
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3.	 EULAR	 Sjögren’s	 syndrome	 disease	 activity	 index	 (ESSDAI):	 Domain	 and	 item	

definitions	and	weights.	

Domain	[Weight]	

Constitutional	[3]	
Exclusion	of	fever	of	infectious	origin	and	voluntary	weight	loss	

No	=	0	 Absence	of	the	following	symptoms	
	

Low	=	1	 Mild	 or	 intermittent	 fever	 (37.5°–38.5°C)/night	 sweats	 and/or	
involuntary	weight	loss	of	5	to	10%	of	body	weight	

	

Moderate	=	2	 Severe	 fever	 (>38.5°C)/night	 sweats	 and/or	 involuntaryweight	 loss	
of	>10%	of	body	weight	

	

	
Lymphadenopathy	[4]	
Exclusion	of	infection	

No	=	0	 Absence	of	the	following	features	
	

Low	=	1	 Lymphadenopathy	 � 	 1	 cm	 in	 any	 nodal	 region	 or	 � 	 2	 cm	 in	
inguinal	region	

	

Moderate	=	2	 Lymphadenopathy	 � 	 2	 cm	 in	 any	 nodal	 region	 or	 � 	 3	 cm	 in	
inguinal	region,	and/or	splenomegaly	(clinically	palpable	orassessed	
by	imaging)	

	

High	=	3	 Current	malignant	B-cell	proliferative	disorder	
	

	
Glandular	[2]	
Exclusion	of	stone	or	infection	

No	=	0	 Absence	of	glandular	swelling	
	

Low	=	1	 Small	glandular	swelling	with	enlarged	parotid	(�	 3	cm),	or	limited	
submandibular	or	lachrymal	swelling	

	

Moderate	=	2	 Major	glandular	swelling	with	enlarged	parotid	(>	3	cm),	orimportant	
submandibular	or	lachrymal	swelling	

	

	
Articular	[2]	
Exclusion	of	osteoarthritis	 	

No	=	0	 Absence	of	currently	active	articular	involvement	
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Low	=	1	 Arthralgias	in	hands,	wrists,	ankles	and	feet	accompanied	bymorning	
stiffness	(>30	min)	

	

Moderate	=	2	 1	to	5	(of	28	total	count)	synovitis	
	

High	=	3	 �	 6	(of	28	total	count)	synovitis	
	

	
Cutaneous	[3]	
Rate	as	“No	activity”	stable	long-lasting	features	related	todamage	 	

No	=	0	 Absence	of	currently	active	cutaneous	involvement	
	

Low	=	1	 Erythema	multiforma	
	

Moderate	=	2	 Limited	cutaneous	vasculitis,	including	urticarial	vasculitis,or	purpura	
limited	to	feet	and	ankle,	or	subacute	cutaneouslupus	

	

High	=	3	 Diffuse	 cutaneous	vasculitis,	 including	urticarial	 vasculitis,or	diffuse	
purpura,	or	ulcers	related	to	vasculitis	

	

	
Pulmonary	[5]	
Rate	as	“No	activity”	stable	long-lasting	features	related	todamage,	or	respiratory	involvement	
not	related	to	the	disease(tobacco	use	etc.)	

No	=	0	 Absence	of	currently	active	pulmonary	involvement	
	

Low	=	1	 Persistent	 cough	 or	 bronchial	 involvement	 with	 noradiographic	
abnormalities	on	radiography	
Or	radiological	or	HRCT	evidence	of	interstitial	lung	diseasewith:	
No	breathlessness	and	normal	lung	function	test.	

	

Moderate	=	2	 Moderately	 active	 pulmonary	 involvement,	 such	 asinterstitial	
lung	disease	shown	by	HRCT	with	shortness	ofbreath	on	exercise	
(NHYA	II)	or	abnormal	lung	functiontests	restricted	to:	70%	>DLCO≥	
40%	or	80%>FVC≥60%	

	

High	=	3	 Highly	 active	 pulmonary	 involvement,	 such	 as	 interstitiallung	
disease	shown	by	HRCT	with	shortness	of	breath	at	rest(NHYA	III,	
IV)	or	with	abnormal	lung	function	tests:DLCO<	40%	or	FVC<	60%	
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Renal	[5]	
Rate	as	“No	activity”	stable	long-lasting	features	related	todamage,	and	renal	involvement	not	
related	 to	 the	 disease.If	 biopsy	 has	 been	 performed,	 please	 rate	 activity	
basedonhistologicalfeatures	first	

No	=	0	 Absence	of	 currently	 active	 renal	 involvement	withproteinuria<	
0.5	g/d,	no	hematuria,	no	leucocyturia,	noacidosis,	or	long-lasting	
stable	proteinuria	due	to	damage	

	

Low	=	1	 Evidence	 of	 mild	 active	 renal	 involvement,	 limited	 to	
tubularacidosis	 without	 renal	 failure	 or	 glomerular	
involvementwith	proteinuria	(between	0.5	and	1	g/d)	and	without	
hematuria	or	renal	failure	(GFR	 �60	ml/min)	

	

Moderate	=	2	 Moderately	active	renal	involvement,	such	as	tubularacidosis	with	
renal	 failure	 (GFR	 <60	 ml/min)	 or	 glomerularinvolvement	 with	
proteinuria	between	1	and	1.5	g/d	and	without	hematuria	or	renal	
failure	 (GFR	 � 60	 ml/min)	 or	 histological	 evidence	 of	 extra-
membranousglomerulonephritis	 or	 important	 interstitial	
lymphoidinfiltrate	

	

High	=	3	 Highly	active	renal	 involvement,	such	as	glomerularinvolvement	
with	proteinuria	>1.5	g/d	or	hematuria	or	renalfailure	(GFR	<60	
ml/min),	 or	 histological	 evidence	 ofproliferative	
glomerulonephritis	or	cryoglobulinemia	relatedrenal	involvement	

	

	
Muscular	[6]	
Exclusion	of	weakness	due	to	corticosteroids	

No	=	0	 Absence	of	currently	active	muscular	involvement	
	

Low	=	1	 Mild	 active	 myositis	 shown	 by	 abnormal	 EMG	 or	 biopsy	 with	 no	
weakness	and	creatine	kinase	(N	<CK	 �	 2N)	

	

Moderate	=	2	 Moderately	active	myositis	proven	by	abnormal	EMG	orbiopsy	with	
weakness	(maximal	deficit	of	4/5),	or	elevated	creatine	kinase	(2N<CK	
�4N)	

	

High	=	3	 Highly	 active	 myositis	 shown	 by	 abnormal	 EMG	 or	 biopsy	 with	
weakness	(deficit	 �	 3/5)	or	elevated	creatine	kinase	(>4N)	

	

	
PNS[5]	
Rate	as	“No	activity”	stable	 long-lasting	features	related	todamage	or	PNS	 involvement	not	
related	to	the	disease	 	
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No	=	0	 Absence	of	currently	active	PNS	involvement	
	

Low	=	1	 Mild	 active	 peripheral	 nervous	 system	 involvement,	 such	 aspure	
sensory	 axonal	 polyneuropathy	 shown	 by	 NCS	 ortrigeminal	 (V)	
neuralgia	

	

Moderate	=	2	 Moderately	active	peripheral	nervous	system	involvementshown	by	
NCS,	such	as	axonal	sensory-motor	neuropathywith	maximal	motor	
deficit	 of	 4/5,	 pure	 sensory	 neuropathywith	 presence	 of	
cryoglobulinemic	vasculitis,ganglionopathy	with	symptoms	restricted	
to	 mild/moderateataxia,	 inflammatory	 demyelinating	
polyneuropathy	 (CIDP)with	 mild	 functional	 impairment	 (maximal	
motor	deficit	of4/5or	mild	ataxia),	
Or	cranial	nerve	involvement	of	peripheral	origin	(except	
trigeminal	(V)	neralgia)	

	

High	=	3	 Highly	active	PNS	involvement	shown	by	NCS,	such	as	axonal	sensory-
motor	 neuropathy	 with	 motor	 deficit	 � 3/5,	 peripheral	 nerve	
involvement	 due	 to	 vasculitis(mononeuritis	 multiplex	 etc.),	 severe	
ataxia	 due	 toganglionopathy,	 inflammatory	
demyelinatingpolyneuropathy	 (CIDP)	 with	 severe	 functional	
impairment:	motor	deficit	 �3/5	or	severe	ataxia	

	

	
CNS[5]	
Rate	as	“No	activity”	stable	 long-lasting	features	related	todamage	or	CNS	 involvement	not	
related	to	the	disease	 	

No	=	0	 Absence	of	currently	active	CNS	involvement	
	

Low	=	1	 Moderately	active	CNS	features,	such	as	cranial	nerveinvolvement	of	
central	origin,	optic	neuritis	or	multiplesclerosis-like	syndrome	with	
symptoms	restricted	to	puresensory	impairment	or	proven	cognitive	
impairment	

	

High	=	3	 Highly	 active	 CNS	 features,	 such	 as	 cerebral	 vasculitis	
withcerebrovascular	 accident	 or	 transient	 ischemic	 attack,seizures,	
transverse	 myelitis,	 lymphocytic	 meningitis,multiple	 sclerosis-like	
syndrome	with	motor	deficit.	
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Hematological	[2]	
For	anemia,	neutropenia,	and	thrombopenia,	only	auto-immunecytopenia	must	be	considered	
Exclusion	of	vitamin	or	iron	deficiency,	drug-induced	cytopenia	

No	=	0	 Absence	of	auto-immune	cytopenia	
	

Low	=	1	 Cytopenia	 of	 auto-immune	 origin	 with	 neutropenia	 (1000	
<neutrophils	 <	 1500/mm3),	 and/or	 anemia	 (10	 <	 hemoglobin<	 12	
g/dl),	and/or	thrombocytopenia	(100,000	<	platelets	<150,000/mm3)	
Or	lymphopenia	(500	<	lymphocytes	<	1000/mm3)	

	

Moderate	=	2	 Cytopenia	 of	 auto-immune	 origin	 with	 neutropenia	 (500	 �	
neutrophils	 �	 1000/mm3),	 and/or	 anemia	 (8	 �	 hemoglobin	 �	
10	 g/dl),	 and/or	 thrombocytopenia	 (50,000	 � 	 platelets	 �

100,000/mm3)	
Or	lymphopenia	(�500/mm3)	

	

High	=	3	 Cytopenia	 of	 auto-immune	 origin	 with	 neutropenia(neutrophils	 <	
500/mm3),	 and/or	 or	 anemia	 (hemoglobin	 <8	 g/dl)	 and/or	
thrombocytopenia	(platelets	<50,000/mm3)	

	

	
Biological	[1]	

No	=	0	 Absence	of	any	of	the	following	biological	feature	
	

Low	=	1	 Clonal	component	and/or	hypocomplementemia	(low	C4	orC3	or	
CH50)	and/or	hypergammaglobulinemia	or	high	IgGlevel	between	
16	and	20	g/L	 	

	

Moderate	=	2	 Presence	 of	 cryoglobulinemia	 and/orhypergammaglobulinemia	
or	 high	 IgG	 level	 >	 20	 g/L,	 and/or	 recent	 onset	
hypogammaglobulinemia	or	recent	decreaseof	IgG	level	(<5	g/L)	

	

	

CIDP=	chronic	inflammatory	demyelinating	polyneuropathy;	CK=	creatine	kinase;	CNS=	

central	 nervous	 system;	 DLCO=	 diffusing	 CO	 capacity;EMG=	 electromyogram;	 FVC=	

forced	vital	capacity;	GFR=	glomerular	 filtration	rate;	Hb=	hemoglobin;	HRCT=	high-

resolution	 computedtomography;	 IgG=	 immunoglobulin	 G;	 NCS=	 nerve	 conduction	

studies;	NHYA=	New	York	heart	association	
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4.	MOS	36-Item	Short	Form	Survey	Instrument	(SF-36)	

Choose	one	option	for	each	questionnaire	item.	
1.	In	general,	would	you	say	your	health	is:	

	 ①	Excellent	②	 	 Very	good	③	Good	④	Fair	⑤	Poor	
2.	Compared	to	one	year	ago,	how	would	you	rate	your	health	in	general	now?	

	 ①	Much	better	now	than	one	year	ago	 	
②	Somewhat	better	now	than	one	year	ago	
③	About	the	same	 	
④	Somewhat	worse	now	than	one	year	ago	
⑤	Much	worse	now	than	one	year	ago	 	
(The	score	is	1,	2,	3,	4,	5	for	①-⑤)	
3.	The	following	items	are	about	activities	you	might	do	during	a	typical	day.	Does	

your	health	now	limit	you	in	these	activities?	If	so,	how	much?	
	 (1)	 Vigorous	 activities,	 such	 as	 running,	 lifting	 heavy	 objects,	 participating	 in	

strenuous	sports	
①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
(The	score	is	1,	2,	3	for①-③the	same	below)	
	 (2)	 Moderate	 activities,	 such	 as	 moving	 a	 table,	 pushing	 a	 vacuum	 cleaner,	

bowling,	or	playing	golf	 	
①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (3)	Lifting	or	carrying	groceries	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (4)	Climbing	several	flights	of	stairs	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (5)	Climbing	one	flight	of	stairs	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (6)	Bending,	kneeling,	or	stooping	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (7)	Walking	more	than	a	mile	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (8)	Walking	several	blocks	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (9)	Walking	one	block	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
	 (10)	Bathing	or	dressing	yourself	

①Yes,	limited	a	lot	 	 ②Yes,	limited	a	little	 	 ③No,	not	limited	at	all	
4.	 	 During	the	past	4	weeks,	have	you	had	any	of	the	following	problems	with	

your	work	or	other	regular	daily	activities	as	a	result	of	your	physical	health?	 	
	 (1)	Cut	down	the	amount	of	time	you	spent	on	work	or	other	activities	

①Yes	 	 ②No	
(The	score	is	1,	2	for	①-②the	same	below)	
(2)	Accomplished	less	than	you	would	like	
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①Yes	 	 ②No	
	 (3)	Were	limited	in	the	kind	of	work	or	other	activities	

①Yes	 	 ②No	
	 (4)	Had	difficulty	performing	the	work	or	other	activities	(for	example,	it	took	

extra	effort)	
①Yes	 	 ②No	

	 5.	 	 During	the	past	4	weeks,	have	you	had	any	of	the	following	problems	with	
your	work	or	other	regular	daily	activities	as	a	result	of	any	emotional	problems	(such	
as	feeling	depressed	or	anxious)?	

(1)	Cut	down	the	amount	of	time	you	spent	on	work	or	other	activities	
①Yes	 	 ②No	

	 (The	score	is	1,	2	for	①-②	the	same	below)	
(2)	Accomplished	less	than	you	would	like	 	

①Yes	 	 ②No	
	 (3)	Didn't	do	work	or	other	activities	as	carefully	as	usual	

①Yes	 	 ②No	
6.	 	 During	 the	 past	 4	 weeks,	 to	 what	 extent	 has	 your	 physical	 health	 or	

emotional	problems	interfered	with	your	normal	social	activities	with	family,	friends,	
neighbors,	or	groups?	

①Not	at	all	 	 ②Slightly③Moderately	 	 ④	Quite	a	bit	 	 ⑤Extremely	
(The	score	is	5,	4,	3,	2,	1	for	①-⑤)	
7.	 	 How	much	bodily	pain	have	you	had	during	the	past	4	weeks?	

①None	 	 ②Very	mild	 	 ③Mild	 	 ④Moderate	 	 ⑤	Sever	 	 ⑥Very	severe	
(The	score	is	6,	5.4,	4.2,	3.1,	2.2,	1	for	①-⑤)	
8.	 	 During	the	past	4	weeks,	how	much	did	pain	interfere	with	your	normal	work	

(including	both	work	outside	the	home	and	housework)?	 	
①Not	at	all	 	 ②	A	little	bit	 	 ③Moderately	 	 ④Quite	a	bit	 	 ⑤Extremely	
(If	neither	7	nor	8	is	yes,	the	score	is	6,	4.75,	3.5,	2.25,	1.0	for	①-⑤;if	7	is	yes	and	

8	is	no,	the	score	is	5,	4,	3,	2,	1	for	①-⑤)	
9.	These	questions	are	about	how	you	feel	and	how	things	have	been	with	you	

during	the	past	4	weeks.	For	each	question,	please	give	the	one	answer	that	comes	
closest	to	the	way	you	have	been	feeling.	

How	much	of	the	time	during	the	past	4	weeks...	
	 (1)	Did	you	feel	full	of	pep?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

(The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (2)	Have	you	been	a	very	nervous	person?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
	 (3)	Have	you	felt	so	down	in	the	dumps	that	nothing	could	cheer	you	up?	
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①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
	 (4)	Have	you	felt	calm	and	peaceful?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (5)	Did	you	have	a	lot	of	energy?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (6)	Have	you	felt	downhearted	and	blue?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (7)	Did	you	feel	worn	out?	
①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	

time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	
	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
	 (8)	Have	you	been	a	happy	person?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (9)	Did	you	feel	tired?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
10.	 	 During	the	past	4	weeks,	how	much	of	the	time	has	your	physical	health	or	

emotional	 problems	 interfered	with	 your	 social	 activities	 (like	 visiting	with	 friends,	
relatives,	etc.)?	

①All	of	the	time	 	 ②	Most	of	the	time	 	 ③A	good	bit	of	the	time	 	 ④Some	of	the	
time	 	 ⑤A	little	of	the	time	 	 ⑥None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
11.	 	 How	TRUE	or	FALSE	is	each	of	the	following	statements	for	you.	
(1)	I	seem	to	get	sick	a	little	easier	than	other	people	

①	 	 Definitely	true	②	Mostly	true	③	Don't	know	④	Mostly	false	⑤Definitely	false	
(The	score	is	1,	2,	3,	4,	5	for	①-⑤)	
	 (2)	I	am	as	healthy	as	anybody	I	know	

①Definitely	true	②Mostly	true	③Don't	know	④Mostly	false	⑤	Definitely	false	
	 (The	score	is	5,	4,	3,	2,	1	for	①-⑤)	
	 (3)	I	expect	my	health	to	get	worse	

①Definitely	true	②Mostly	true	③Don't	know	④Mostly	false	⑤	Definitely	false	
	 (The	score	is	1,	2,	3,	4,	5	for	①-⑤)	
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	 (4)	My	health	is	excellent	
①Definitely	true	②Mostly	true	③Don't	know	④Mostly	false	⑤	Definitely	false	

	 (The	score	is	5,	4,	3,	2,	1	for	①-⑤)	

SF-36	score	calculation	

 

  

Item	 Score	 Item	 Score	 Item	 Score	 Item	 Score	

1	 	 3-(9)	 	 7	 	 9-(9)	 	

2	 	 3-(10)	 	 8	 	 10	 	

3-(1)	 	 4-(1)	 	 9-(1)	 	 11-(1)	 	

3-(2)	 	 4-(2)	 	 9-(2)	 	 11-(2)	 	

3-(3)	 	 4-(3)	 	 9-(3)	 	 11-(3)	 	

3-(4)	 	 4-(4)	 	 9-(4)	 	 11-(4)	 	

3-(5)	 	 5-(1)	 	 9-(5)	 	 	 	

3-(6)	 	 5-(2)	 	 9-(6)	 	 	 	

3-(7)	 	 5-(3)	 	 9-(7)	 	 	 	

3-(8)	 	 6	 	 9-(8)	 	 Sum	 	
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5.Multidimensional	fatigue	inventory-20,	MFI-20	
	

No.	 Item	 Yes	 	 	 1	 	 	 2	 	 	 3	 	 	 4	 	 	 5	 	 No	

1	 I	feel	fit	 




	

2	 Physically	I	feel	only	able	to	doa	little	 




	

3	 I	feel	very	active	 




	
4	 I	feel	like	doing	all	sorts	of	nicethings	 




	
5	 I	feel	tired	 




	
6	 I	think	I	do	a	lot	in	a	day	 




	

7	
When	I	am	doing	something,	Ican	keep	
my	thoughts	on	it	






	

8	 Physically	I	can	take	on	a	lot	 




	
9	 I	dread	having	to	do	things	 




	
10	 I	think	I	do	very	little	in	a	day	 




	

11	 I	can	concentrate	well	 




	

12	 I	am	rested	 




	

13	
It	takes	a	lot	of	effort	toconcentrate	on	
things	






	

14	 Physically	I	feel	I	am	in	a	badcondition	 




	

15	 I	have	a	lot	of	plans	 




	

16	 I	tire	easily	 




	
17	 I	get	little	done	 




	
18	 I	don’t	feel	like	doing	anything	 




	

19	 My	thoughts	easily	wander	 




	

20	
Physically	 I	 feel	 I	 am	 in	 anexcellent	
condition	






	

- Item	2,	5,	9,	10,	13,	14,	16,	17,	18,	19	were	positively	formulated.	
- Item	1,	3,	4,	6,	7,	8,	11,	12,	15,	20	were	negatively	formulated.	

Higher	scores	indicate	a	higher	degree	of	fatigue	
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1. Title	 	

	 	 	 	 Low-dose	 Interleukin-2	 treatment	of	active	Sjögren’s	 syndrome:	a	 randomized,	
double-blind	and	placebo-controlled	clinical	trial.	

2. Abstract	 	

	 	 	 Low-dose	recombinant	human	interleukin-2	(rhIL-2,	trade	name:	Xinjier)	has	been	
reported	 to	be	effective	 in	 the	 treatment	of	 various	autoimmune	or	 inflammation-
related	diseases	in	a	series	of	pilot	open-label	clinical	studies,	but	its	real	effects	on	
autoimmune	 diseases	 has	 not	 been	 confirmed	 in	 clinical	 trials	 with	 strict	 control	
groups.	 This	 study	 aims	 to	 confirm	 and	 clarify	 the	 safety	 and	 efficacy	 of	 rhIL-2	 for	
Sjögren’s	syndrome	(SS)	in	a	randomized,	double-blind	and	placebo-controlled	clinical	
trial,	 and	 further	 evaluate	 the	 effect	 of	 the	 treatment	 on	 immune	 cell	 subsets	 to	
explore	the	immune	mechanism	of	treatment.	

3. Background	 	

	 	 	 	 Primary	Sjögren’s	syndrome	(pSS)	is	a	chronic	autoimmune	disease	characterized	
by	xerostomia,	xerophthalmia	and	multiple	organ	 involvement,	 including	peripheral	
neuropathy,	 lymphadenopathy,	 renal	 tubular	 acidosis	 and	 interstitial	 lung	 disease.	
Recent	studies	have	demonstrated	that	dysregulation	of	T	cells	and	B	cells	is	critical	in	
the	development	of	pSS.	The	production	of	multiple	autoantibodies	is	indicative	of	the	
loss	 of	 B	 cell	 tolerance.	 Currently	 available	 treatment	 for	 SS	 is	 symptomatic	 and	
empirical.	Sicca	manifestations	are	treated	through	administration	of	topical	therapies,	
such	 as	 saliva	 substitutes	 and	 artificial	 tears.	 Patients	 with	 systemic	 damage	 are	
generally	treated	with	corticosteroids	in	combination	with	immunosuppressive	agents	
This	project	aims	to	confirm	the	efficacy	and	safety	of	rhIL-2	in	the	treatment	of	SS.	

4. Objectives	 	

	 	 	 	 The	 study	 aims	 to	 clarify	 the	 safety	 and	 efficacy	 of	 low-dose	 rhIL-2	 in	 the	
treatment	 of	 SS,	 and	 further	 explore	 the	 immune	 mechanism	 of	 low-dose	 IL-2	
treatment.	
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5. Study	Design	

5.1. Sjögren’s	Syndrome	(SS)	

Adjust	the	drug	treatment	for	active	SS	based	on	the	original	treatment	as	
follows:	

Experimental	group�n=30��original	treatment	plan	+	rhIL-2	
Control	group�n=30��original	treatment	plan	+	placebo	

5.2. Procedures for Blinding  

	 	 	 	 We	designed	a	double-blind	study.	There	was	no	difference	in	the	drug	packaging	
or	dosage	between	recombinant	human	rhIL-2	and	placebo.	Independent	third	party	
handle	 the	 blind	 bottom	 generation	 and	 on-site	 blinding.	 Using	 SAS	 9.3	 statistical	
software	to	generate	one	random	coding	tables	in	a	ratio	of	1:1,	namely	SS01-60.	The	
selected	subjects	were	randomly	assigned	to	the	experimental	group	or	the	control	
group.	

5.3.	Emergency	Unblinding	

	 	 	 	 Each	subject	will	have	an	emergency	unblinded	envelope	 in	which	the	specific	
medication	used	by	the	subject	is	recorded	and	can	only	be	opened	when	necessary.	
Emergency	 envelopes	 are	 kept	 by	 researchers	 responsible	 for	 this	 trial.	 The	 main	
investigator	 must	 be	 notified	 before	 opening	 the	 envelope,	 and	 the	 emergency	
envelope	 can	 be	 opened	 after	 approval.	 After	 unblinding,	 the	 subject	 will	 be	
discontinued	 from	 further	 administration	 of	 study	 agent	 and	 will	 be	 treated	 as	 a	
shedding	case.	

5.4.	Drug	Allocation	

	 	 	 	 Subjects	who	meet	the	inclusion	criteria,	according	to	their	 indications,	will	be	
provided	with	the	drugs	by	the	drug	administrators	in	the	order	of	enrollment	time.	
The	drug	will	also	be	provided	in	the	order	of	the	drug	number	from	small	to	large.	

5.5.	Concomitant	Therapy	Requirement.	

The	 original	 treatment	 regimen	 included	 glucocorticosteroid	 with	 or	 without	
immunosuppressive	agents,	in	which	prednisone	acetate	was	initiated	in	the	dosage	
of	<10mg/d.	 	

5.6.	Study	Population	 	

	 	 	 Sixty	cases	of	SS,	either	outpatient	or	inpatient.	
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5.7.	Inclusion	and	Exclusion	Criteria:	

5.7.1	Inclusion	Criteria	Applicable	to	All	Subjects	 	
Male	or	female	18-70	years	of	age	at	time	of	screening.	

Diagnosis	 of	 primary	 Sjögren’s	 syndrome	 (according	 to	 the	 2002	 AECG	

classification	criteria)5	for	
3	months	before	screening.	

European	League	Against	Rheumatism	Sjögren’s	Syndrome	Disease	Activity	Index	

(ESSDAI)	≥5.	

Positive	tests	for	RF,	anti-SSA	or	anti-SSB	antibodies*.	

Patients	with	a	diagnosis	of	primary	Sjögren’s	syndrome	with	more	than	10	 	

years	disease	duration	must	have	at	least	one	systemic	feature	of	following	items,	

Hypergamaglobulinaemia*	(IgG	over	16.8g/L	[Upper	limit	of	normal	level])	

or	Low	complement	C3	/	C4*,	or	Cryoglobulinaemia*	 	

OR	 	

Active/past	history	since	diagnosis	of	the	following	(ascribed	to	Sjögren’s	

syndrome)	

	 	 	 Purpura	/	cutaneous	vasculitis,	 	

	 	 	 Lymphadenopathy,	 	

	 	 	 Persistent	parotid	salivary	gland	swelling	not	due	to	infection,	 	

	 	 	 Peripheral	neuropathy	

	 (previously	documented	by	nerve	conduction	tests),	 	

	 	 	 Interstitial	lung	disease	confirmed	by	HRCT,	 	

	 	 	 Renal	tubular	acidosis	requiring	treatment,	 	

CNS	disease	ascribed	to	Sjögren’s	syndrome	(confirmed	by	MRI),	 	

Myositis	(CK>2	times	the	ULN)	and	EMG	or	biopsy	evidence	of	myositis,	 	

Inflammatory	arthritis.	

An	unstimulated	salivary	flow	rate	greater	than	0	ml	in	15	minutes.	�	

Symptomatic	oral	dryness	(
	 50/100	on	VAS).	�	

Symptomatic	fatigue	(
	 50/100	on	VAS).	�	

Symptomatic	pain	(
	 50/100	on	VAS).	�	

Patients	on	corticosteroids	(�7.5	mg/d	prednisone	or	equivalent),	DMARDs	(e.g.	

methotrexate,	hydroxychloroquine,	azathioprine,	MMF,	leflunomide,	ciclosporin	etc.),	

or	pilocarpine***	must	have	been	on	a	stable	dose�for	4	weeks	prior	to	receiving	the	

first	infusion	of	study	medication	and	expected	to	remain	on	this	dose	throughout	the	

study.	If	they	have	stopped	any	of	these	drugs	they	should	have	been	off	it	for	at	least	

4	weeks	prior	to	receiving	study	medication.	�	

Given	their	written	informed	consent	to	participate	in	the	trial	and	expected	to	

be	able	to	adhere	to	the	study	visit	schedule	and	other	protocol	requirements.	�	
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*Anti-Ro	antibody	test,	IgG,	RF,	C3/C4	and	Cryoglobulinaemia	assays	performed	

within	 3	months	 of	 screening	may	 be	 used	 to	 confirm	 eligibility.	 If	 greater	 than	 3	

months	repeats	should	be	performed	locally	at	screening	to	confirm	eligibility.	�	

VAS	range	0-100mm	with	100mm	corresponding	to	worst	severity.	�	

***Pilocarpine	or	drugs	with	similar	pharmacological	action	should	not	be	used	

within	12	hours	of	the	assessment	visits	at	screening,	baseline,	week	12,	week	24	(end	

of	study).	�	

	

5.7.2 Exclusion	Criteria	
Patients	will	be	excluded	from	the	trial	for	the	following	reasons:	
Diagnosis	of	Secondary	Sjögren’s	syndrome.	
Any	AECG	exclusion	criteria	not	covered	elsewhere	 (graft	versus	host	disease,	

primary	lymphoma	excluding	PSS,	sarcoidosis).	

Stable	disease	activity	(IgG	�16.8	g/L)	at	the	time	of	enrolment.	
Prior	rituximab	or	monoclonal	antibody	usage.	
Severe	comorbidities:	including	

	 	 	 Heart	failure	(
	 grade	III	NYHA)	
	 	 	 Renal	insufficiency	(creatinine	clearance	�30	ml/min);	
	 	 	 Hepatic	 insufficiency	 (serum	 ALT	 or	 AST	 >3	 times	 the	 ULN,	 or	 total	

bilirubin	>ULN	for	the	central	laboratory	conducting	the	test).	
Other	 severe,	 progressive	 or	 uncontrolled	 hematologic,	 gastrointestinal,	

endocrine,	 pulmonary,	 cardiac,	 neurologic,	 or	 cerebral	 disease	 (including	
demyelinating	diseases	such	as	multiple	sclerosis).	

Known	allergies,	hypersensitivity,	or	intolerance	to	IL-2	or	its	excipients.	
History	 of	 severe	 allergic	 reaction	 to	 monoclonal	 antibodies	 or	 to	 murine,	

chimeric,	or	human	proteins	or	their	excipients.	
Had	a	severe	infection	(including,	but	not	limited	to	hepatitis,	pneumonia,	sepsis,	

or	pyelonephritis);	had	been	hospitalized	for	an	infection;	or	had	been	treated	with	IV	
antibiotics	for	an	infection,	within	2	months	prior	to	the	first	administration	of	study	
agent.	

Chest	radiograph	within	3	months	prior	to	the	first	administration	of	study	agent	
that	showed	an	abnormality	suggestive	of	a	malignancy	or	current	active	 infection,	
including	TB.	

Had	a	nontuberculous	mycobacterial	 infection	or	opportunistic	 infection	(e.g.,	
cytomegalovirus,	pneumocystosis,	aspergillosis)	within	6	months	prior	to	screening.	

Infected	with	HIV	 (positive	 serology	 for	HIV	 antibody)	or	hepatitis	 C	 (positive	
serology	 for	 Hep	 C	 antibody).	 If	 seropositive,	 consultation	 with	 a	 physician	 with	
expertise	in	the	treatment	of	HIV	or	hepatitis	C	virus	infection	was	recommended.	

Infected	with	hepatitis	B	virus.	For	patients	who	were	not	eligible	for	this	study	
due	to	hepatitis	B	virus	test	results,	consultation	with	a	physician	with	expertise	in	the	
treatment	of	hepatitis	B	virus	infection	was	recommended.	
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Had	any	known	malignancy	or	has	a	history	of	malignancy	within	the	previous	5	
years	(with	the	exception	of	a	nonmelanoma	skin	cancer	that	had	been	treated	with	

no	evidence	of	recurrence	for	
3	months	before	the	first	study	agent	administration	
or	cervical	neoplasia	with	surgical	cure).	

Had	uncontrolled	psychiatric	or	emotional	disorder,	including	a	history	of	drug	
and	alcohol	abuse	within	the	past	3	years	that	might	prevent	the	successful	completion	
of	the	study.	

Received,	 or	 was	 expected	 to	 receive,	 any	 live	 virus	 or	 bacterial	 vaccination	
within	3	months	before	the	first	administration	of	study	agent,	during	the	study,	or	
within	4	months	after	the	last	administration	of	study	agent.	Had	a	BCG	vaccination	
within	12	months	of	screening.	

Pregnancy,	 lactation	or	women	of	child-bearing	potential	 (WCBP)	unwilling	 to	
use	medically	approved	contraception	whilst	receiving	treatment	and	for	12	months	
after	treatment	has	finished.	

Men	whose	partners	are	of	child-bearing	potential	but	who	are	unwilling	to	use	
appropriate	medically	approved	contraception	whilst	receiving	treatment	and	for	12	
months	after	treatment	has	finished.	

5.8	Subject	withdrawal	or	discontinuation	

Discontinuation	of	Study	Treatment	 	
A	subject	will	be	withdrawn	from	the	study	for	any	of	the	following	reasons:	 	
An	AE	temporally	associated	with	study	agent	infusion	or	injection	
Withdrawal	of	consent	 	

Participation	being	deemed	unlikely	compliant	with	medical	 follow-up	or	study	visit	
schedule	 	

Malignancy	
Pregnancy	or	planning	to	become	pregnant	within	the	study	period	 	
The	initiation	of	prohibited	medications	or	treatments	 	
Lost	to	follow-up	 	
Death	 	
	
If	a	subject	 is	 lost	 to	 follow-up,	every	reasonable	effort	must	be	made	by	the	

study	site	personnel	to	contact	the	subject	and	determine	the	reason	for	withdrawal.	
The	measures	 taken	 to	 follow-up	must	be	documented.	When	a	 subject	withdraws	
before	completing	the	study,	the	reason	for	withdrawal	 is	to	be	documented	in	the	
CRF	and	in	the	source	document.	Study	drug	assigned	to	the	withdrawn	subject	may	
not	be	assigned	to	another	subject.	Subjects	who	withdraw	from	this	study	will	not	be	
replaced.	 A	 subject	who	withdraws	 from	 the	 study	will	 have	 the	 following	 options	
regarding	the	optional	research	samples:	 	

The	collected	samples	will	be	retained	and	used	in	accordance	with	the	subject's	
original	informed	consent	for	optional	research	samples.	 	
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The	subject	may	withdraw	consent	for	optional	research	samples,	in	which	case	
the	samples	will	be	destroyed	and	no	further	testing	will	be	needed.	 	

6.	 	 Study	Drug	Information	

6.1.	Drugs	

Recombinant	human	Interleukin-2,	placebo	

6.2.	Dose	and	administration	

The	patients	 received	 low-dose	 IL-2	or	 placebo	 for	 3	 cycles.	 The	method	 is	 1	

million	units	subcutaneously	administrated	every	other	day	(rhIL-2	1�106U,	SC,	Qod)	
for	a	period	of	14	days.	After	a	14-day	break,	another	cycle	started.	All	the	patients	will	
be	treated	for	the	first	12	weeks	which	included	three	treatment	cycles	with	IL-2	or	
placebo	and	followed	up	for	further	12	weeks	without	study	medicine.	

6.3.	Concomitant	therapy	

All	pre-study	therapies	administered	up	to	30	days	before	entry	into	screening	
must	 be	 recorded	 at	 screening.	 All	 concomitant	 therapies	 must	 be	 recorded	
throughout	the	study	and	any	changes	must	be	recorded	throughout	the	study.	Every	
reasonable	effort	 should	be	made	to	keep	concomitant	medications	stable	 through	
Week	24	or	early	termination.	

	
6.3.1	Immunomodulators	

If	receiving	immunomodulators,	subjects	should	be	receiving	stable	dosing	from	
screening	through	Week	24	or	early	termination.	A	reduction	in	immunomodulators	is	
allowed	only	 if	 the	subject	develops	unacceptable	side	effects,	with	the	 implication	
that	this	may	affect	interpretation	of	the	subjects’	clinical	data.	 	

	
6.3.2	Antimalarial	Medications	

Stable	treatment	with	hydroxychloroquine	is	permitted	through	the	trial.	
	

6.3.3	Corticosteroid	Therapy	
Unnecessary	dose	changes	are	discouraged,	and	any	dose	adjustments	should	be	

made	in	increments.	Changes	in	corticosteroids	are	allowed	for	medical	necessity,	but	
the	degree	and	timing	of	the	adjustment	should	be	carefully	considered	as	this	may	
have	an	impact	on	the	study	results.	

The	 original	 treatment	 regimen	 included	 glucocorticosteroid	 with	 or	 without	
immunosuppressive	agents,	in	which	prednisone	acetate	was	initiated	in	the	dosage	
of	<7.5mg/d.	 	
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If	 subjects	 experience	 a	 worsening	 in	 their	 disease	 activity	 while	 tapering	
corticosteroids,	 further	 dose	 decreases	 may	 be	 suspended,	 and/or	 their	 oral	
corticosteroid	 dose	 may	 be	 temporarily	 increased	 if	 deemed	 necessary	 by	 the	
investigator.	 	

	
6.3.4	Nonsteroidal	Anti-inflammatory	Drugs	 	

Subjects	treated	with	NSAIDs,	including	aspirin	and	selective	cyclooxygenase-2	
(COX-2)	 inhibitors,	 and	 other	 analgesics	 should	 receive	 the	 usual	 marketed	 doses	
approved	in	the	country	in	which	the	study	is	being	conducted.	Prescriptions	of	NSAIDs	
and	other	regularly	administered	analgesics	should	not	be	adjusted	for	at	least	2	weeks	
prior	to	the	first	administration	of	the	study	drug	and	through	Week	24,	and	may	be	
changed	only	if	the	subject	develops	unacceptable	side	effects.	The	addition	of	new	
NSAIDs	to	the	treatment	regimen	is	not	permitted	during	the	period	between	0	and	
12	weeks.	Minor	adjustments	in	NSAID	therapy	are	allowed	after	Week	12	although	it	
is	 recommended	 that	 the	use	of	any	NSAIDS	 remain	as	 stable	as	possible,	 and	any	
notable	changes	should	be	recorded.	

	 	

6.3.5.	Topical	Medications	

Topical	medications	are	permitted;	however,	topical	compounds	cannot	include	a	
prohibited	medication.	Topical	ointments	or	creams	of	cyclosporine	A	are	prohibited	
through	Week	24;	however	ophthalmic	use	is	permitted.	Topical	ophthalmic	drugs	can	
be	used,	such	as	sodium	hyaluronate	eye	drops	 for	dry	eyes	and	deproteinized	calf	
blood	extract	eye	gel.	Low	potency	topical	steroids	are	allowed	except	on	day	of	study	
visit.	Medium	to	high	potency	topical	corticosteroids	are	not	allowed	during	the	study.	
For	72	hours	prior	to	study	visit,	topical	medications	should	not	be	applied	to	lesions	
under	evaluation.	 	
	

7.	 	 Study	Procedures	 	

7.1.	Screening	Phase	 	 	

Written	informed	consent	must	be	obtained	and	reviewed	by	investigator	before	
any	screening	data	is	collected.	The	screening	visit	must	be	performed	no	more	than	
4	weeks	prior	to	the	randomization	visit	(Week	0).	In	addition,	to	be	eligible	for	study	
participation,	subjects	must	have	received	approval	for	study	randomization	following	
review	and	adjudication	of	screening	SS.	 	

Repeat	or	unscheduled	samples	may	be	taken	for	safety	reasons	or	for	technical	
issues	with	the	collection	or	analysis	of	specific	samples.	 	
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All	 screening	 evaluations	 establishing	 subject	 eligibility	will	 be	 performed	 and	
reviewed	by	 investigator	before	subject	can	be	randomized.	All	enrollment	subjects	
must	meet	the	classification	criteria	for	these	diseases.	

7.2.	Double-Blind	Treatment	Phase	 	

7.2.1.	Week	0/Day	of	Randomization	 	
At	Week	0,	eligible	subjects	will	be	randomly	assigned	 in	a	1:1	ratio	to	receive	

either	recombinant	human	Interleukin-2	or	placebo	in	a	blinded	manner.	 	
	

7.2.2.	Placebo-controlled	Treatment	Period	 	
The	patients	were	treated	with	low-dose	rhIL-2	or	placebo	in	the	same	way.	
Low-dose	IL-2	treated	with	a	12-week	treatment	including	3	treatment	cycles.	IL-

2	at	a	dose	of	1	million	IU	or	placebo	was	administered	subcutaneously	every	other	
day	for	2	weeks,	followed	by	a	2-week	break	in	each	treatment	cycle.	

7.3.	Follow-up	Phase	

The	observation	period	was	12-week	treatment	and	the	12-week	follow-up.	The	
clinical	 manifestations,	 autoantibodies	 and	 other	 related	 laboratory	 tests	 were	
collected,	the	patients	with	SS	were	assessed	with	ESSDAI	score	assess	the	degree	of	
remission	of	their	condition.	And adverse drug reactions were monitored before and 
after different courses of treatment.	

7.4.	Subjects	Withdrawing	from	Study	Participation	 	

Subjects	who	withdraw	from	study	participation	will	not	be	required	to	return	for	
any	follow-up	assessments.	 	

7.5.	Efficacy	Evaluations	

Efficacy	evaluations	will	be	done	based	on	the	primary	and	secondary	outcome	
measures	 (see	section	7.5.3).	A	complete	 list	describing	all	efficacy	evaluations	and	
endpoints,	and	which	evaluations	are	included	in	the	composite	endpoints	is	provided	
in	Attachment	table	1	&	2.	All	efficacy	evaluations	should	be	consistently	performed	
by	the	study	investigator	to	achieve	comparable	measures	over	time.	These	data	will	
be	reviewed	at	every	visit	that	these	data	are	collected	and	may	require	reconciliation	
of	inconsistencies	across	assessments.	

	
7.5.1.	Endpoints	 	
Primary	Endpoint	
The	primary	endpoint	was	defined	as	an	improvement	of	ESSDAI	to	≥	3	points	by	week	
24	
Major	Secondary	Endpoints	

The	secondary	endpoints	included	other	clinical	responses,	safety	and	changes	of	
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immune	cell	subsets	including	T	cell	and	B	cell	subsets.	 	

7.6.	Follow-up	

7.6.1.	Baseline	follow-up	
(1)	 General	 information:	 including	 name,	 sex,	 age,	 contact	 number,	 course	 of	

disease.	
(2)	 Clinical	 symptoms	 and	 signs:	 including	 rash,	 fever,	 oral	 ulcer,	 foamy	 urine,	

disease	activity	score	and	so	on.	
(3)	Laboratory	examination:	blood	routine	examination,	liver	and	kidney	function,	

ANA,	anti-SSA,	anti-SSB,	RF,	immunoglobulin,	ESR,	CRP,	T	cell	and	B	cell	subsets,	IL-2,	

TGF-12β	and	other	cytokines.	
 

7.6.2.	Follow	up	visits	
Follow	up	once	every	2	weeks	in	the	first	3	months	(6	times),	and	then	follow	up	

once	a	month:	
(1)	 According	 to	 disease	 activity	 score,	 including	 ESSDAI	 score,	 to	 observe	

whether	the	clinical	symptoms	are	relieved.	

(2)	Monitoring	of	changes	in	serological	indicators�Every	4	weeks,	blood	routine	
examination,	 liver	 and	 kidney	 function,	 according	 to	 the	 disease	 related	
autoantibodies	such	as	anti-SSA,	anti-SSB,	RF,	immunoglobulin,	ESR,	CRP	to	evaluate	
the	condition.	

(3)	Laboratory	flow	detection:	At	week	0,	2,	4,	6,	8,	12	16,	20	and	24,	CD4+	T	and	
CD19+	B	cells	were	detected	by	flow	cytometry,	to	evaluate	the	changes	of	cell	group	
ratio	before	and	after	treatment.	

(4)	Cytokines:	the	levels	of	IL-2,	IL-6,	TGF-β	and	other	cytokines	were	detected	by	
ELISA	at	0	and	12	weeks.	

	
7.6.3.	Evaluations	 	

A	 complete	 list	 describing	 all	 efficacy	 evaluations	 and	 endpoints,	 and	 which	
evaluations	are	included	in	the	composite	endpoints	is	provided	in	Attachment	2.	 	

 

7.6.3.1.	ESSDAI	
The	European	League	Against	Rheumatism	 (EULAR)	organized	an	 international	

collaboration	of	global	SS	experts	in	2010	to	develop	two	recognized	disease	activity	
indicators.	That	is,	the	SS	patient	reporting	index	(EULAR	Sjögren’s	syndrome	patient	
reported	index)	based	on	the	patient's	subjective	symptoms	and	the	SS	disease	activity	
index	based	on	the	patient's	objective	systemic	symptoms.	(EULAR	Sjögren’s	syndrome	
syndrome	disease	activity	index,	ESSDAI).	

At	screening	(Attachment	6),	ESSDAI	is	an	index	of	disease	activity	that	covers	12	
aspects	 of	 the	 body,	 including	 systemic	 conditions,	 lymphadenopathy,	 glands,	 skin,	
joints,	lungs,	kidneys,	muscles,	peripheral	nervous	systems,	the	central	nervous	system,	
blood	system	and	biochemistry.	Each	aspect	is	divided	into	3	~	4	levels	according	to	its	
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activity	 degree,	 and	 the	 weight	 of	 each	 aspect	 is	 obtained	 by	 multivariate	 linear	
regression	model.	Score	only	the	symptoms	associated	with	the	disease	to	avoid	the	
effects	of	 long-term	clinical	 symptoms.	The	 final	 score	ranges	 from	0	to	123,	and	0	
indicates	disease-free	activity.	

 

7.6.3.2.	Fatigue,	pain	and	dryness	VAS	score	
	 	 	 	 Visual	 analogue	 scale	VASs	 (scores	 range	 from	0	 [none]	 to	100mm	 [worst]	 for	
dryness,	pain,	and	fatigue).	
	
7.6.3.3.	MFI-20	 	

The	 questionnaire	 comprises	 20	 items	 for	which	 the	 person	must	 specify	 the	
extent	 to	which	 the	 particular	 statements	 relates	 to	 him/her	 on	 a	 five-point	 scale,	
ranging	from	“Yes”,	that	is	true	or	“No”,	that	is	not	true.	An	equal	number	of	items	is	
worded	in	a	positive	and	in	a	negative	direction	to	counteract	response	tendencies.	
Higher	scores	indicate	a	higher	degree	of	fatigue.	

	
7.6.3.4.	Short-Form-36	 	

The	RAND	short-form	(SF)-36	questionnaire	is	a	self-administered	multi-domain	
scale	with	36	items.	Eight	health	domains	cover	a	range	of	functioning	(Attachment	3):	 	

-Limitations	in	physical	function	 	
-Limitations	in	usual	role	activities	 	
-Bodily	pain	 	
-General	mental	health	(psychological	distress	and	well-being)	 	
-Vitality	(energy	and	fatigue)	 	
-Limitations	in	social	functioning	due	to	physical	or	mental	health	problems	 	
-Limitations	 in	 usual	 role	 activities	 due	 to	 personal	 or	 emotional	 problems	

General	health	perception	 	
-The	subscales	are	scored	from	0	to	100	 	
The	 scoring	 yields	 a	 Physical	 Component	 Summary	 score	 and	 a	 Mental	

Component	 Summary	 score,	 a	 total	 score,	 and	 subscale	 scores.	 Higher	 scores	
represent	better	outcomes.	It	is	appropriate	for	persons	over	the	age	of	14	and	may	
be	completed	 in	5	 to	10	minutes.	Translations	are	available	 in	most	 languages;	 the	
instrument	has	undergone	extensive	linguistic	and	cultural	validation.	 	

The	 concepts	measured	by	 the	SF-36	are	not	 specific	 to	 any	age,	disease��,	 or	
treatment	group,	allowing	comparison	of	relative	burden	of	different	diseases	and	the	
benefit	of	different	treatments.	A	change	of	3	points	in	any	of	the	subscales	or	5	points	
for	the	component	score	is	associated	with	clinically	meaningful	change.	

7.7.	Biomarkers	

The	collection,	preparation,	storage	and	shipment	of	blood,	serum	and	urine	are	
detailed	 in	 the	 Time	 and	 Events	 schedule	 (Table	 1)	 and	 the	 Laboratory	 Manual.	
Biomarkers	may	 include,	 but	 are	 not	 limited	 to,	 ESR,	 CRP	 and	 other	 inflammatory	
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markers,	cell	surface	markers,	auto-antibodies	such	as	anti-SSA,	anti-SSB,	RF,	CD4+	T	
and	CD19+	B	cell	subsets,	cytokines,	(including	IL-2,	IL-4,	IL-6,	IL-7,	IL-10,	IL12p70,	IL-

15,	IL-17A,	IL-21,	IFN-γ,	TGF-β,	IFN-  α)	and	other	categories	of	biomarkers	potentially	
involved	in	the	development	and	the	progression	of	SS.	 	

	
7.8.	Sample	Collection	and	Handling	
	 	 	 	 The	 actual	 dates	 and	 times	 of	 sample	 collection	 must	 be	 recorded	 on	 the	
laboratory	requisition	form.	
	 	 	 	 Refer	to	the	Time	and	Events	Schedule	(Attachment	Table	2)	for	the	timing	and	
frequency	 of	 all	 sample	 collections.	 Instructions	 for	 the	 collection,	 handling,	 and	
shipment	 of	 samples	 are	 found	 in	 the	 laboratory	manual	 that	will	 be	 provided	 for	
sample	collection	and	handling.	

8. Study	drug	information	

8.1.	Physical	Description	of	Study	Drug	

Recombinant	human	interleukin-2,	the	main	ingredient	of	which	is	recombinant	
human	interleukin-2,	from	recombinant	Escherichia	coli.	The	excipients	are	mannitol,	
sodium	dodecyl	sulfate,	disodium	hydrogen	phosphate,	sodium	dihydrogen	phosphate,	
human	albumin.	The	placebo	is	the	same	excipients	as	IL-2.	

8.2.	Subcutaneous	administration	

The	patients	received	low-dose	IL-2	or	placebo	for	3	cycles.	The	specific	method	
is	1	million	 international	units	with	2	ml	 for	 injection	and	dissolve	every	other	day	

subcutaneously	 (rhIL-2,	 1�106IU,	 SC,	Qod)	 for	 a	period	of	 14	days.	After	 a	 14-day	
break,	another	cycle	started.	

8.3.	Packaging	

	 	 	 	 The	 investigational	 supplies	will	 be	uniquely	 packaged	 to	 assure	 that	 they	 are	

appropriately	managed	throughout	the	supply	chain	process.	

8.4.	Labeling	

	 	 	 	 Study	 drug	 labels	 will	 contain	 information	 to	 meet	 the	 applicable	 regulatory	

requirements.	

8.5.	Preparation,	Handling,	and	Storage	

All	study	agent	must	be	stored	at	controlled	temperatures	ranging	from	2�	 to	
8�,	not	frozen,	and	protected	from	light.	Vigorous	shaking	of	the	product	should	be	
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avoided.	 Prior	 to	 administration,	 the	 product	 should	 be	 inspected	 visually	 for	
particulate	matter	and	discoloration.	If	discoloration	(other	than	a	slight	yellow	color),	
visible	opaque	particles,	or	other	foreign	particles	are	observed	in	the	solution,	the	
product	should	not	be	used.	
	 	 	 	 Aseptic	procedures	must	be	used	during	the	preparation	and	administration	of	
the	study	material.	Exposure	to	direct	sunlight	should	be	avoided	during	preparation	
and	administration.	 	

	  

8.6.	Drug	Accountability	

The	investigator	is	responsible	for	ensuring	that	all	study	drug	received	at	the	site	
is	inventoried	and	accounted	for	throughout	the	study.	The	study	drug	administered	
to	 the	 subject	 must	 be	 documented	 on	 the	 drug	 accountability	 form.	 Study-site	
personnel	must	not	combine	contents	of	the	study	drug	containers.	

Study	 drug	 must	 be	 handled	 in	 strict	 accordance	 with	 the	 protocol	 and	 the	
container	label,	and	must	be	stored	at	the	study	site	in	a	limited-access	area	or	in	a	
locked	cabinet	under	appropriate	environmental	conditions.	Unused	study	drug,	and	
study	drug	returned	by	the	subject,	must	be	available	for	verification	by	the	Sponsor's	
study	 site	 monitor	 during	 on-site	 monitoring	 visits.	 The	 return	 to	 the	 Sponsor	 of	
unused	study	drug,	or	used	returned	study	drug	for	destruction,	will	be	documented	
on	the	drug	return	form.	When	the	study	site	 is	an	authorized	destruction	unit	and	
study	drug	supplies	are	destroyed	on-site,	this	must	also	be	documented	on	the	drug	
return	form.	

Potentially	hazardous	materials	such	as	used	infusion	bags,	needles,	syringes	and	
vials	should	be	disposed	of	 immediately	 in	a	safe	manner	and	therefore	will	not	be	
retained	for	drug	accountability	purposes.	

Study	drug	should	be	dispensed	under	the	supervision	of	 the	 investigator	or	a	
qualified	member	of	the	study-site	personnel,	or	by	a	hospital/clinic	pharmacist.	Study	
drug	will	be	supplied	only	to	subjects	participating	in	the	study.	Returned	study	drug	
must	 not	 be	 dispensed	 again,	 even	 to	 the	 same	 subject.	 Study	 drug	 may	 not	 be	
relabeled	or	reassigned	for	use	by	other	subjects.	The	investigator	agrees	neither	to	
dispense	the	study	drug	from,	nor	store	it	at,	any	site	other	than	the	study	sites	agreed	
upon	with	the	Sponsor.	

9. Safety	Evaluations	

9.1	Adverse	Event	

Adverse	drug	reactions	include	any	symptoms,	syndromes	or	diseases	that	may	
affect	 the	health	of	patients	 treated	with	 IL-2,	as	well	as	clinically	 relevant	 findings	
from	laboratory	tests	or	other	diagnostic	procedures.	
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The	adverse	reactions	may	be:	new	diseases;	the	deterioration	of	the	symptoms	
or	signs	of	the	treatment	state;	accompanied	by	the	deterioration	of	the	disease,	etc.	

Severe	adverse	reactions	refer	to	the	following	adverse	events	that	occur	at	any	
time	during	the	course	of	medication	or	during	observation.	A	consequence	that	may	
endanger	the	patient	or	require	action	to	prevent.	

	

9.1.1	Assessment	for	seriousness	

An	adverse	event	is	any	untoward	medical	occurrence	in	a	clinical	study	subject	
administered	a	medicinal	(investigational	or	non-investigational)	product.	An	adverse	
event	does	not	necessarily	have	a	causal	relationship	with	the	treatment.	An	adverse	
event	can	therefore	be	any	unfavorable	and	unintended	sign	(including	an	abnormal	
finding),	 symptom,	 or	 disease	 temporally	 associated	 with	 the	 use	 of	 a	 medicinal	
(investigational	 or	 non-investigational)	 product,	 whether	 or	 not	 related	 to	 that	
medicinal	 (investigational	 or	 non-investigational)	 product.	 (Definition	 per	
International	Conference	on	Harmonisation	[ICH])	 	

This	 includes	any	occurrence	 that	 is	new	 in	onset	or	aggravated	 in	 severity	or	
frequency	from	the	baseline	condition,	or	abnormal	results	of	diagnostic	procedures,	
including	laboratory	test	abnormalities.	 	

Note:	All	Adverse	Events,	for	time	of	last	adverse	event	recording.	 	
Serious	Adverse	Event	 	
A	serious	adverse	event	based	on	ICH	and	EU	Guidelines	on	Pharmacovigilance	

for	Medicinal	Products	for	Human	Use	is	any	untoward	medical	occurrence	that	at	any	
dose:	 	

Results	in	death	 	
Is	 life-threatening	(The	subject	was	at	risk	of	death	at	the	time	of	the	event.	 It	

does	not	refer	to	an	event	that	hypothetically	might	have	caused	death	if	it	were	more	
severe.)	 	

Requires	inpatient	hospitalization	or	prolongation	of	existing	hospitalization	 	
Results	in	persistent	or	significant	disability/incapacity	 	
Is	a	congenital	anomaly/birth	defects.	 	
Is	a	suspected	transmission	of	any	infectious	agent	via	a	medicinal	product.	 	
Is	Medically	Important	
Medical	 and	 scientific	 judgment	 should	 be	 exercised	 in	 deciding	 whether	

expedited	reporting	is	also	appropriate	in	other	situations,	such	as	important	medical	
events	 that	 may	 not	 be	 immediately	 life	 threatening	 or	 result	 in	 death	 or	
hospitalization	but	may	jeopardize	the	subject	or	may	require	intervention	to	prevent	
one	 of	 the	 other	 outcomes	 listed	 in	 the	 definition	 above.	 These	 should	 usually	 be	
considered	serious.	 	
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If	 a	 serious	 and	unexpected	 adverse	 event	 occurs	 for	which	 there	 is	 evidence	
suggesting	a	causal	relationship	between	the	study	drug	and	the	event	(eg,	death	from	
anaphylaxis),	 the	 event	 must	 be	 reported	 as	 a	 serious	 and	 unexpected	 suspected	
adverse	reaction.	 	

	
Unlisted	(Unexpected)	Adverse	Event/Reference	Safety	Information	 	

An	adverse	event	is	considered	unlisted	if	the	nature	or	severity	is	not	consistent	
with	the	applicable	product	reference	safety	information.	For	rhIL-2,	the	expectedness	
of	 an	 adverse	 event	 will	 be	 determined	 by	 whether	 or	 not	 it	 is	 listed	 in	 the	
Investigator's	Brochure.	 	

	
Adverse	Event	Associated	with	the	Use	of	the	Drug	 	

An	 adverse	 event	 is	 considered	 associated	 with	 the	 use	 of	 the	 drug	 if	 the	
attribution	is	possible,	probable,	or	very	likely	by	the	definitions.	 	

	
9.1.2	Severity	criteria	 	

An	 assessment	 of	 severity	 grade	 will	 be	 made	 using	 the	 following	 general	
categorical	descriptors:	 	

Mild:	 Awareness	 of	 symptoms	 that	 are	 easily	 tolerated,	 causing	 minimal	
discomfort	and	not	interfering	with	everyday	activities.	 	

Moderate:	 Sufficient	 discomfort	 is	 present	 to	 cause	 interference	 with	 normal	
activity.	

Severe:	 Extreme	 distress,	 causing	 significant	 impairment	 of	 functioning	 or	
incapacitation.	Prevents	normal	everyday	activities.	 	

The	investigator	should	use	clinical	judgment	in	assessing	the	severity	of	events	
not	directly	experienced	by	the	subject	(eg,	laboratory	abnormalities).	 	

	
9.1.3	Treatment	measures	for	adverse	drug	reactions	and	related	cost	

The	 common	 adverse	 reactions	 of	 rhIL-2	 in	 low	 dose	 injection	 can	 recover	
spontaneously	after	discontinuation.	

Whole	body:	fever	and	chills	are	more	common	when	IL-2	is	applied	at	high	doses,	
which	is	related	to	dose.	Nausea,	vomiting	and	flu-like	symptoms	are	relatively	rare.	
Once	 they	 appear,	 they	 can	 be	 continued	 to	 be	 observed	 and	 usually	 recover	 by	
themselves.	

Injection	site	local:	swelling,	callus,	pain,	can	continue	to	observe,	can	recover,	if	
sustained	no	relief,	if	necessary	to	reduce	the	dose	or	stop	medicine.	

For	 larger	 doses:	 capillary	 leakage	 syndrome,	 hypotension	 and	 other	
manifestations,	should	be	stopped	immediately,	and	medication	should	be	used	when	
necessary	to	improve	capillary	permeability	and	hypotension.	

Note:	 this	 study	 is	 a	 low-dose	 treatment	 study	 of	 rhIL-2,	 and	 the	 clinical	
application	and	previous	research	results	show	that	no	adverse	reactions	caused	by	
over-dose	IL-2	have	occurred	yet.	
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10.	 	 Statistical	analysis	

10.1.	Subject	Information	

For	all	subjects	who	receive	at	least	1	dose	of	study	drug,	descriptive	statistics	will	
be	provided	for	demographic	and	baseline	characteristics.	Efficacy	analyses	are	done	
in	a	modified	 intention-to-treat(mITT)	population	of	subjects	who	receive	at	 least	1	
dose	of	study	drug.	The	data	are	also	analyzed	in	a	per-protocol	population	of	subjects	
who	are	 sufficiently	 compliant	with	 treatment	and	do	not	have	significant	protocol	
violations.	All	subjects	who	are	randomized	and	receive	at	least	1	dose	of	study	agent	
will	be	included	in	the	safety	analysis.	 	

10.2.	Sample	Size	Determination	

Sample	size	and	power	of	the	study	was	calculated	based	on	the	proportion	of	
patients	achieving	primary	endpoint	in	either	group.	Assuming	that	the	proportion	of	
patients	 receiving	 placebo	 group	 at	week	 12	would	 be	 30%	 and	 the	 proportion	 of	
patients	 in	 low-dose	 IL-2	 group	would	be	75%,	 30	patients	were	 required	 for	 each	
group	to	have	90%	or	higher	power	to	detect	this	difference	at	a	5%	significance	level.	

10.3.	Efficacy	Analyses	

For	 clinical	 characteristics	 and	 laboratory	 parameters,	 the	 primary	 efficacy	
analysis	 is	 a	modified	 intention-to-treat	 analysis	 that	 included	 all	 patients	who	 are	
randomly	assigned	to	 this	 trial	and	underwent	at	 least	one	efficacy	assessment.	All	
efficacy	analyses	will	be	performed	on	the	per-protocol	population.	

	
10.3.1	Primary	endpoint	analysis	
	 	 	 	 The	primary	endpoint	was	was	defined	as	an	improvement	of	ESSDAI	to	≥	3	points	
by	week	24.	

	 	 	 	 Logistic	regression,	adjusting	for	baseline	stratifications	will	be	used	to	analyzed	

the	binary	efficacy	variables.	Continuous	variables	were	assessed	with	an	analysis	of	

covariance	 (ANCOVA)	 model,	 including	 treatment	 group,	 baseline	 score.	 For	

continuous	variables,	treatment	differences	across	time	points	were	evaluated	using	a	

mixed	model	for	repeated-measures	analysis,	with	visit,	treatment	group,	treatment-

by-visit	 interactions	 included	 in	 the	model.	Generalized	Estimation	Equations	 (GEE)	

method	in	a	logistic	repeated	measures	model	for	categorical	variables,	controlling	for	

confounder	variables.	

A	nominal	significance	level	of	0.05	(two-sided)	was	applied	to	all	the	analyses.	

10.3.2	Major	secondary	analyses	
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	 	 	 	 For	SS,	Key	secondary	endpoints	were:	dynamics	of	immune	cell	subsets	including	

Treg	and	B10	cells	and	serum	cytokines;	a	30-mm	or	greater	improvement	at	week	12	

versus	 baseline	 on	 dryness	 VAS,	 pain	 VAS,	 fatigue	 VAS;	 at	 least	 2	 of	 3	 VAS	 scores,	

change	 from	 baseline	 in	 disease	 scores,	 including	 ESSDAI,	 dryness	 VAS,	 pain	 VAS,	

fatigue	VAS,	multiple	fatigue	index-20	(MFI-20),	SF-36	physical	component	summary	

(PCS),	or	MCS	scores,	systemic	manifestations,	immunoglobulin	A	(IgA),	IgG,	and	IgM,	

complement	3	and	complement	4,	erythrocyte	sedimentation	rate,	ocular	parameters,	

including	 Break-Up	 Time,	 Schirmer	 I	 test,	 salivary	 gland	 ultrasound	 scan	 scores	

(SGUS)(38)	and	safety.	 	

Continuous	responses	will	be	analyzed	using	an	analysis	of	covariance	model	with	

treatment	 group	 as	 a	 fixed	 factor	 and	 baseline	 stratifications	 as	 a	 covariate.	

Nonparametric	methods	would	be	adopted	when	the	normality	assumption	is	violated.	

Logistic	regression,	adjusting	for	baseline	stratifications	will	be	used	to	analyzed	the	

binary	 efficacy	 variables.	 Continuous	 variables	 were	 assessed	 with	 an	 analysis	 of	

covariance	 (ANCOVA)	 model,	 including	 treatment	 group,	 baseline	 score.	 For	

continuous	variables,	treatment	differences	across	time	points	were	evaluated	using	a	

mixed	model	for	repeated-measures	analysis,	with	visit,	treatment	group,	treatment-

by-visit	 interactions	 included	 in	 the	model.	Generalized	Estimation	Equations	 (GEE)	

method	in	a	logistic	repeated	measures	model	for	categorical	variables,	controlling	for	

confounder	variables.	

	

10.3.2	Other	planned	analyses	
	 	 	 	 Statistical	 analyses	 for	 baseline	 demographic	 and	 disease	 characteristics	 were	

done	using	t	tests,	Mann-Whitney	U	for	comparisons	of	continuous	variables	and	Chi	

square	test	for	comparison	of	categorical	variables.	 	

	 	 	 	 Fisher's	exact	test	will	be	used	for	discontinuations.	For	patients	who	discontinue	

the	study	at	any	time	for	any	reason,	the	baseline	data	and	the	clinical	data	of	each	

visit	will	be	recorded.	 	

	 	 	 	 A	nominal	significance	level	of	0.05	(two-sided)	was	applied	to	all	the	analyses.	

All	statistical	analyses	were	carried	out	by	SPSS	(version	17,	IBM)	and	Graph	Pad	Prism	

(Version	5.0,	Graph	Pad	Software).	
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10.4	Safety	analyses	

	 	 	 	 Safety	analyses	will	be	based	on	the	population	of	subjects	who	receive	at	least	1	
dose	 of	 either	 study	 agent.	 All	 reported	 adverse	 events	 with	 onset	 during	 the	
treatment	 phase	 will	 be	 included	 in	 the	 analysis.	 For	 each	 AE,	 the	 percentage	 of	
subjects	who	experience	at	least	1	occurrence	of	the	given	event	will	be	summarized	
by	treatment	group.	Routine	safety	evaluations	will	be	performed.	The	incidence	and	
types	of	infections	and	inject	site	reactions	will	be	analyzed	for	this	study.	

Special	attention	will	be	given	to	those	subjects	who	discontinue	treatment	due	
to	an	adverse	event	or	who	experience	a	serious	adverse	event.	

11. Data	Quality	Assurance/Quality	Control	 	 	

	 	 	 	 Steps	 to	 be	 taken	 to	 ensure	 the	 accuracy	 and	 reliability	 of	 data	 include	 the	
selection	 of	 qualified	 investigators	 and	 appropriate	 study	 sites,	 review	 of	 protocol	

procedures	with	the	investigator	and	study-site	personnel	before	the	study,	periodic	

monitoring	visits	by	 the	Sponsor,	and	direct	 transmission	of	clinical	 laboratory	data	

from	a	central	 laboratory	 into	 the	Sponsor's	data	base.	Written	 instructions	will	be	

provided	for	collection,	handling,	storage,	and	shipment	of	samples.	 	

	 	 	 	 Guidelines	 for	 CRF	 completion	 will	 be	 provided	 and	 reviewed	 with	 study-site	

personnel	before	the	start	of	the	study.	The	Sponsor	will	review	CRFs	for	accuracy	and	

completeness	during	on-site	monitoring	visits	and	after	transmission	to	the	Sponsor;	

any	discrepancies	will	be	resolved	with	the	investigator	or	designee,	as	appropriate.	

After	upload	of	the	data	into	the	study	database	they	will	be	verified	for	accuracy	and	

consistency	with	the	data	sources.	 	

	 	 	 	 The	unit	of	experimental	data	should	be	unified,	such	as	g/l	for	immunoglobulin	

units.	All	data	was	arranged	before	the	study.	

12.	Data	management	

The	 researchers	 should	 record	 the	cases	and	data	of	 the	paper	and	electronic	
database	in	detail,	accurately	and	timely.	



Low-dose	Interleukin-2	treatment	of	active	Sjögren's	syndrome	(trade	name:	Xinjier)	
IL002-3.0	version�2015-12-21	

21	

13.	Ethics	

Approved	 by	 the	 ethics	 committee	 of	 Peking	 University	 people's	 hospital.	 All	
patients	obtained	informed	consent.	

14.	Summary	and	data	preservation	

Keep	the	original	records.	
Make	data	summary	according	to	database,	statistic	unit	is	in	charge	of	statistic	

processing.	The	paper	informed	consent	form	and	CRF	form	will	been	keep	until	the	5	
years	after	the	study	finished.	
	 	



Low-dose	Interleukin-2	treatment	of	active	Sjögren's	syndrome	(trade	name:	Xinjier)	
IL002-3.0	version�2015-12-21	

22	

ATTACHMENT	

1.Time	and	Events	Schedule	for	SS	Design	

	 	 Blinded	Study	and	follow-up	

	 	 	 	 	 Visit	 V0	 V1	 V2	 V3	 V4	 V5	 V6	 V7	 V8	 V9	 V10	

Week	

Screenin

g	

-4-0w	

0w	
2w�

3d	

4w�

3d	

6w

�3d	

8w�

3d	

10w

�3d	

12w

�3d	

16w

�3d	

20w

�3d	

24w

�3d	

Informed	consenta	 	 √	 	 	 	 	 	 	 	 	 	 	

Medical	history	 √	 	 	 	 	 	 	 	 	 	 	

Inclusion	criteria�	 	 √	 	 	 	 	 	 	 	 	 	

Exclusion	criteria�	 	 √	 	 	 	 	 	 	 	 	 	

Complete	blood	

count	b	
√	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	

Urinalysis	c	 √	 	 	 	 	 	 	 √	 	 	 √	

Renal	tubular	

function	d	
√	 	 	 	 	 	 	 √	 	 	 √	

Urine	HCG	e	 √	 	 	 	 	 	 	 	 	 	 	

HBV	 √	 	 	 	 	 	 	 	 	 	 	

HCV	 	 √	 	 	 	 	 	 	 	 	 	 	

Liver	function	f	 √	 	 	 	 	 	 	 √	 	 	 √	

Renal	function	g	 √	 	 	 	 	 	 	 √	 	 	 √	

Serum	lipid	h	 √	 	 	 	 	 	 	 	 	 	 	

	 Serum	glucose	 √	 	 	 	 	 	 	 	 	 	 	

Electrolyte	i	 √	 	 	 	 	 	 	 √	 	 	 √	

ESR	 √	 	 	 	 	 	 	 √	 	 	 √	

CRP	 √	 	 	 	 	 	 	 √	 	 	 √	

Ig	isotype	profile	 	

	 +C3,	C4	g	
√	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	

Autoantibodies	k	 √	 	 	 	 √	 	 	 √	 	 	 √	

Cytokines	l	 	 √	 	 	 	 	 	 √	 	 	 	

ECG	 √	 	 	 	 	 	 	 	 	 	 	

Ocular	

examinations	
√	 	 	 	 	 	 	 √	 	 	 √	

Pulmonary	function	

m	
√	 	 	 	 	 	 	 √	

	

	

	

	
√	
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Labial	gland	biopsy	
n	

√	 	
	 	 	 	 	 	

	 	
	

Salivary	gland	

ultrasonography	
√	 	

	 	 	 	 	 √	
	 	

√	

Collect	and	

distribute	study	

drug	

	 √	 √	 √	 √	 √	 √	 	 	 	 	

Safety	

assessments�	
	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

ESSDAI	score	 	 √	 	 	 	 	 	 √	 	 	 √	

Multidimensional	

Fatigue	Inventory-

20	

	 √	 	 	 	 	 	 √	 	 	 √	

VAS	score	 	 √	 	 	 	 	 	 √	 	 	 √	
Short	Form-36	

Health	Survey	
	 √	 	 	 	 	 	 √	 	 	 √	

CD4+T	cell	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

CD19+B	cell	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

Diary	card

�Collect,	review�	
	 √	 	 	 	 	 	 	 	 	 √	

Note� 

a. Screening visit must be performed no more than 4 weeks prior to the 
randomization visit (Week 0). Medical history included demographics, diagnosis, 
vital signs, whether initial treatment, family history, smoking, drinking, allergic 
history, major medical history, medication history, physical examination. 

b. Complete blood count: hemoglobin, �hematocrit, �white blood cell (WBC) 

count with differential (basophils, eosinophils, lymphocytes, monocytes, 
neutrophils), platelet count. 

c.  Urinalysis: Red blood cells,�WBC, epithelial cells, �crystals�or hemegranular 

casts, �bacteria. 

d. Renal tubular function: including urinary beta-2-microglobulin (β2-MG), 

urinary N-acetyl-β-glucosaminidase (NAG) and retinol-binding protein (RBP), 
measure when	necessary. 

e. Urine HCG: Urine pregnancy test: If a woman is capable of pregnancy, she must 
check it. 



Low-dose	Interleukin-2	treatment	of	active	Sjögren's	syndrome	(trade	name:	Xinjier)	
IL002-3.0	version�2015-12-21	

24	

f. Liver function: aspartate aminotransferase�alanine aminotransferase�albumin�

total protein. 
g. Renal function: creatinine, blood urea nitrogen (BUN), glomerular filtration rate 

(eGFR). 
h. Serum lipid: total cholesterol, triglyceride, low density lipoprotein, high density 

lipoprotein. 
i. Electrolyte: sodium, potassium, calcium, chloride,�  carbon dioxide-combining 

power (CO2-CP). 

j. Ig isotype profile + C3, C4: IgA, IgM, IgG, 
-globulin, C3, C4. 

k. Autoantibodies: ANA, anti-SSA, anti-SSB, RF. 

l. Cytokines: IL-2, TNF- α, IFN- γ, IL-6, IL-21, IL-17, TGF-	, sIL-2Rα, et al. 

m. Pulmonary function: when necessary. 
n. Labial gland biopsy: when necessary. 
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2. VAS	score�

	

(1) How	severe	has	your	dryness	been	during	the	last	2	weeks?	

No	dryness	
	 	 	 	 	 	 	 	 	 	 Maximal	 imaginable	

dryness	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 	 1	 	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 	 5	 	 	 	 6	 	 	 	 	 7	 	 	 	 8	 	 	 	 9	 	 	 	 10	

(2)How	severe	has	your	fatigue	been	during	the	last	2	weeks?	

No	fatigue	
	 	 	 	 	 	 	 	 	 	 Maximal	 imaginable	

fatigue	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 	 1	 	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 	 5	 	 	 	 6	 	 	 	 	 7	 	 	 	 8	 	 	 	 9	 	 	 	 10	

(3)How	severe	has	your	pain	(joint	or	muscular	pains	in	your	arms	or	legs)	been	during	the	last	2	

weeks?	

No	pain	
	 	 	 	 	 	 	 	 	 	 Maximal	 imaginable	

pain	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 	 1	 	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 	 5	 	 	 	 6	 	 	 	 	 7	 	 	 	 8	 	 	 	 9	 	 	 	 10	

The	total	score	is	the	mean	score	of	the	3	scales.	
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3.	 EULAR	 Sjögren’s	 syndrome	 disease	 activity	 index	 (ESSDAI):	 Domain	 and	 item	

definitions	and	weights.	

Domain	[Weight]	

Constitutional	[3]	
Exclusion	of	fever	of	infectious	origin	and	voluntary	weight	loss	

No	=	0	 Absence	of	the	following	symptoms	
	

Low	=	1	 Mild	 or	 intermittent	 fever	 (37.5°–38.5°C)/night	 sweats	 and/or	

involuntary	weight	loss	of	5	to	10%	of	body	weight	
	

Moderate	=	2	 Severe	 fever	 (>38.5°C)/night	 sweats	 and/or	 involuntary	weight	 loss	

of	>10%	of	body	weight	
	

	

Lymphadenopathy	[4]	
Exclusion	of	infection	

No	=	0	 Absence	of	the	following	features	
	

Low	=	1	 Lymphadenopathy	 
 	 1	 cm	 in	 any	 nodal	 region	 or	 
 	 2	 cm	 in	

inguinal	region	
	

Moderate	=	2	 Lymphadenopathy	 
 	 2	 cm	 in	 any	 nodal	 region	 or	 
 	 3	 cm	 in	

inguinal	region,	and/or	splenomegaly	(clinically	palpable	or	assessed	

by	imaging)	

	

High	=	3	 Current	malignant	B-cell	proliferative	disorder	
	

	

Glandular	[2]	
Exclusion	of	stone	or	infection	

No	=	0	 Absence	of	glandular	swelling	
	

Low	=	1	 Small	glandular	swelling	with	enlarged	parotid	(�	 3	cm),	or	limited	

submandibular	or	lachrymal	swelling	
	

Moderate	=	2	 Major	glandular	swelling	with	enlarged	parotid	(>	3	cm),	or	important	

submandibular	or	lachrymal	swelling	
	

	

Articular	[2]	
Exclusion	of	osteoarthritis	 	

No	=	0	 Absence	of	currently	active	articular	involvement	
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Low	=	1	 Arthralgias	in	hands,	wrists,	ankles	and	feet	accompanied	by	morning	

stiffness	(>30	min)	
	

Moderate	=	2	 1	to	5	(of	28	total	count)	synovitis	
	

High	=	3	 
	 6	(of	28	total	count)	synovitis	
	

	

Cutaneous	[3]	
Rate	as	“No	activity”	stable	long-lasting	features	related	to	damage	 	

No	=	0	 Absence	of	currently	active	cutaneous	involvement	
	

Low	=	1	 Erythema	multiforma	
	

Moderate	=	2	 Limited	cutaneous	vasculitis,	including	urticarial	vasculitis,	or	purpura	

limited	to	feet	and	ankle,	or	subacute	cutaneous	lupus	
	

High	=	3	 Diffuse	cutaneous	vasculitis,	including	urticarial	vasculitis,	or	diffuse	

purpura,	or	ulcers	related	to	vasculitis	
	

	

Pulmonary	[5]	
Rate	as	“No	activity”	stable	long-lasting	features	related	to	damage,	or	respiratory	involvement	
not	related	to	the	disease	(tobacco	use	etc.)	

No	=	0	 Absence	of	currently	active	pulmonary	involvement	
	

Low	=	1	 Persistent	cough	or	bronchial	 involvement	with	no	 radiographic	

abnormalities	on	radiography	

Or	radiological	or	HRCT	evidence	of	interstitial	lung	disease	with:	

No	breathlessness	and	normal	lung	function	test.	

	

Moderate	=	2	 Moderately	 active	 pulmonary	 involvement,	 such	 as	 interstitial	

lung	disease	shown	by	HRCT	with	shortness	of	breath	on	exercise	

(NHYA	 II)	 or	 abnormal	 lung	 function	 tests	 restricted	 to:	

70%	>DLCO≥	40%	or	80%>FVC≥60%	

	

High	=	3	 Highly	 active	 pulmonary	 involvement,	 such	 as	 interstitial	 lung	

disease	shown	by	HRCT	with	shortness	of	breath	at	rest	(NHYA	III,	

IV)	or	with	abnormal	lung	function	tests:	DLCO<	40%	or	FVC<	60%	
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Renal	[5]	
Rate	as	“No	activity”	stable	long-lasting	features	related	to	damage,	and	renal	involvement	not	
related	 to	 the	 disease.	 If	 biopsy	 has	 been	 performed,	 please	 rate	 activity	 based	
onhistologicalfeatures	first	

No	=	0	 Absence	of	currently	active	renal	 involvement	with	proteinuria<	

0.5	g/d,	no	hematuria,	no	leucocyturia,	no	acidosis,	or	long-lasting	

stable	proteinuria	due	to	damage	

	

Low	=	1	 Evidence	 of	 mild	 active	 renal	 involvement,	 limited	 to	 tubular	

acidosis	 without	 renal	 failure	 or	 glomerular	 involvement	 with	

proteinuria	 (between	0.5	 and	1	 g/d)	 and	without	hematuria	or	

renal	failure	(GFR	
60	ml/min)	

	

Moderate	=	2	 Moderately	 active	 renal	 involvement,	 such	 as	 tubular	 acidosis	

with	 renal	 failure	 (GFR	 <60	ml/min)	 or	 glomerular	 involvement	

with	proteinuria	between	1	and	1.5	g/d	and	without	hematuria	or	

renal	failure	(GFR	
60	ml/min)	or	histological	evidence	of	extra-

membranous	 glomerulonephritis	 or	 important	 interstitial	

lymphoid	infiltrate	

	

High	=	3	 Highly	active	renal	involvement,	such	as	glomerular	involvement	

with	proteinuria	>1.5	g/d	or	hematuria	or	renal	failure	(GFR	<60	

ml/min),	 or	 histological	 evidence	 of	 proliferative	

glomerulonephritis	 or	 cryoglobulinemia	 related	 renal	

involvement	

	

	

Muscular	[6]	
Exclusion	of	weakness	due	to	corticosteroids	

No	=	0	 Absence	of	currently	active	muscular	involvement	
	

Low	=	1	 Mild	 active	 myositis	 shown	 by	 abnormal	 EMG	 or	 biopsy	 with	 no	

weakness	and	creatine	kinase	(N	<CK	�	 2N)	
	

Moderate	=	2	 Moderately	active	myositis	proven	by	abnormal	EMG	or	biopsy	with	

weakness	(maximal	deficit	of	4/5),	or	elevated	creatine	kinase	(2N<CK	

�4N)	

	

High	=	3	 Highly	 active	 myositis	 shown	 by	 abnormal	 EMG	 or	 biopsy	 with	

weakness	(deficit	�	 3/5)	or	elevated	creatine	kinase	(>4N)	
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PNS	[5]	
Rate	as	“No	activity”	stable	long-lasting	features	related	to	damage	or	PNS	involvement	not	
related	to	the	disease	 	

No	=	0	 Absence	of	currently	active	PNS	involvement	
	

Low	=	1	 Mild	 active	 peripheral	 nervous	 system	 involvement,	 such	 as	 pure	

sensory	 axonal	 polyneuropathy	 shown	 by	 NCS	 or	 trigeminal	 (V)	

neuralgia	

	

Moderate	=	2	 Moderately	active	peripheral	nervous	system	involvement	shown	by	

NCS,	such	as	axonal	sensory-motor	neuropathy	with	maximal	motor	

deficit	 of	 4/5,	 pure	 sensory	 neuropathy	 with	 presence	 of	

cryoglobulinemic	 vasculitis,	 ganglionopathy	 with	 symptoms	

restricted	 to	 mild/moderate	 ataxia,	 inflammatory	 demyelinating	

polyneuropathy	 (CIDP)	 with	 mild	 functional	 impairment	 (maximal	

motor	deficit	of	4/5or	mild	ataxia),	

Or	cranial	nerve	involvement	of	peripheral	origin	(except	

trigeminal	(V)	neralgia)	

	

High	=	3	 Highly	active	PNS	involvement	shown	by	NCS,	such	as	axonal	sensory-

motor	 neuropathy	 with	 motor	 deficit	 � 3/5,	 peripheral	 nerve	

involvement	 due	 to	 vasculitis	 (mononeuritis	multiplex	 etc.),	 severe	

ataxia	 due	 to	 ganglionopathy,	 inflammatory	 demyelinating	

polyneuropathy	 (CIDP)	 with	 severe	 functional	 impairment:	 motor	

deficit	�3/5	or	severe	ataxia	

	

	

CNS	[5]	
Rate	as	“No	activity”	stable	long-lasting	features	related	to	damage	or	CNS	involvement	not	
related	to	the	disease	 	

No	=	0	 Absence	of	currently	active	CNS	involvement	
	

Low	=	1	 Moderately	active	CNS	features,	such	as	cranial	nerve	involvement	of	

central	origin,	optic	neuritis	or	multiple	sclerosis-like	syndrome	with	

symptoms	restricted	to	pure	sensory	impairment	or	proven	cognitive	

impairment	

	

High	=	3	 Highly	 active	 CNS	 features,	 such	 as	 cerebral	 vasculitis	 with	

cerebrovascular	 accident	 or	 transient	 ischemic	 attack,	 seizures,	

transverse	 myelitis,	 lymphocytic	 meningitis,	 multiple	 sclerosis-like	

syndrome	with	motor	deficit.	
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Hematological	[2]	
For	anemia,	neutropenia,	and	thrombopenia,	only	auto-immune	cytopenia	must	be	considered	
Exclusion	of	vitamin	or	iron	deficiency,	drug-induced	cytopenia	

No	=	0	 Absence	of	auto-immune	cytopenia	
	

Low	=	1	 Cytopenia	 of	 auto-immune	 origin	 with	 neutropenia	 (1000	 <	

neutrophils	 <	 1500/mm3),	 and/or	 anemia	 (10	 <	 hemoglobin	 <	 12	

g/dl),	and/or	thrombocytopenia	(100,000	<	platelets	<	150,000/mm3)	

Or	lymphopenia	(500	<	lymphocytes	<	1000/mm3)	

	

Moderate	=	2	 Cytopenia	 of	 auto-immune	 origin	 with	 neutropenia	 (500	 �	

neutrophils	�	 1000/mm3),	 and/or	 anemia	 (8	�	 hemoglobin	�	

10	 g/dl),	 and/or	 thrombocytopenia	 (50,000	 � 	 platelets	 �	

100,000/mm3)	

Or	lymphopenia	(�500/mm3)	

	

High	=	3	 Cytopenia	 of	 auto-immune	 origin	 with	 neutropenia	 (neutrophils	 <	

500/mm3),	 and/or	 or	 anemia	 (hemoglobin	 <	 8	 g/dl)	 and/or	

thrombocytopenia	(platelets	<50,000/mm3)	

	

	

Biological	[1]	

No	=	0	 Absence	of	any	of	the	following	biological	feature	
	

Low	=	1	 Clonal	component	and/or	hypocomplementemia	(low	C4	or	C3	or	

CH50)	 and/or	 hypergammaglobulinemia	 or	 high	 IgG	 level	

between	16	and	20	g/L	 	

	

Moderate	=	2	 Presence	 of	 cryoglobulinemia	 and/or	 hypergammaglobulinemia	

or	 high	 IgG	 level	 >	 20	 g/L,	 and/	 or	 recent	 onset	

hypogammaglobulinemia	or	recent	decrease	of	IgG	level	(<5	g/L)	

	

	

CIDP=	chronic	inflammatory	demyelinating	polyneuropathy;	CK=	creatine	kinase;	CNS=	

central	nervous	system;	DLCO=	diffusing	CO	capacity;	EMG=	electromyogram;	FVC=	

forced	vital	capacity;	GFR=	glomerular	 filtration	rate;	Hb=	hemoglobin;	HRCT=	high-

resolution	computed	 tomography;	 IgG=	 immunoglobulin	G;	NCS=	nerve	conduction	

studies;	NHYA=	New	York	heart	association	
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4.	MOS	36-Item	Short	Form	Survey	Instrument	(SF-36)	 	

Choose	one	option	for	each	questionnaire	item.	
1.	In	general,	would	you	say	your	health	is:	

	 ①	 	 Excellent	②	 	 Very	good	③	 	 Good	④	 	 Fair	⑤	 	 Poor	
2.	Compared	to	one	year	ago,	how	would	you	rate	your	health	in	general	now?	

	 ①	 	 Much	better	now	than	one	year	ago	 	
	 ②	 	 Somewhat	better	now	than	one	year	ago	
	 ③	 	 About	the	same	 	
	 ④	 	 Somewhat	worse	now	than	one	year	ago	
	 ⑤	 	 Much	worse	now	than	one	year	ago	 	
(The	score	is	1,	2,	3,	4,	5	for	①-⑤)	
3.	The	following	items	are	about	activities	you	might	do	during	a	typical	day.	Does	

your	health	now	limit	you	in	these	activities?	If	so,	how	much?	
	 (1)	 Vigorous	 activities,	 such	 as	 running,	 lifting	 heavy	 objects,	 participating	 in	

strenuous	sports	
	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
(The	score	is	1,	2,	3	for	①-③the	same	below)	
	 (2)	 Moderate	 activities,	 such	 as	 moving	 a	 table,	 pushing	 a	 vacuum	 cleaner,	

bowling,	or	playing	golf	 	
	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (3)	Lifting	or	carrying	groceries	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (4)	Climbing	several	flights	of	stairs	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (5)	Climbing	one	flight	of	stairs	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (6)	Bending,	kneeling,	or	stooping	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (7)	Walking	more	than	a	mile	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (8)	Walking	several	blocks	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (9)	Walking	one	block	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
	 (10)	Bathing	or	dressing	yourself	

	 	 	 ①	Yes,	limited	a	lot	 	 ②	Yes,	limited	a	little	 	 ③	No,	not	limited	at	all	
4.	 	 During	the	past	4	weeks,	have	you	had	any	of	the	following	problems	with	

your	work	or	other	regular	daily	activities	as	a	result	of	your	physical	health?	 	
	 (1)	Cut	down	the	amount	of	time	you	spent	on	work	or	other	activities	

	 	 	 	 	 ①	Yes	 	 ②	No	
(The	score	is	1,	2	for	①-②	the	same	below)	
(2)	Accomplished	less	than	you	would	like	
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	 	 	 	 	 ①	Yes	 	 ②	No	
	 (3)	Were	limited	in	the	kind	of	work	or	other	activities	

	 	 	 	 	 ①	Yes	 	 ②	No	
	 (4)	Had	difficulty	performing	the	work	or	other	activities	(for	example,	it	took	

extra	effort)	
	 	 	 	 	 ①	Yes	 	 ②	No	

	 5.	 	 During	the	past	4	weeks,	have	you	had	any	of	the	following	problems	with	
your	work	or	other	regular	daily	activities	as	a	result	of	any	emotional	problems	(such	
as	feeling	depressed	or	anxious)?	

(1)	Cut	down	the	amount	of	time	you	spent	on	work	or	other	activities	
	 	 	 	 	 ①	Yes	 	 ②	No	

	 (The	score	is	1,	2	for	①-②	the	same	below)	
(2)	Accomplished	less	than	you	would	like	 	

	 	 	 	 	 ①	Yes	 	 ②	No	
	 (3)	Didn't	do	work	or	other	activities	as	carefully	as	usual	

	 	 	 	 	 ①	Yes	 	 ②	No	
6.	 	 During	 the	 past	 4	 weeks,	 to	 what	 extent	 has	 your	 physical	 health	 or	

emotional	problems	interfered	with	your	normal	social	activities	with	family,	friends,	
neighbors,	or	groups?	

	 	 ①	Not	at	all	 	 ②	Slightly	 	 ③	Moderately	 	 ④	Quite	a	bit	 	 ⑤	Extremely	
(The	score	is	5,	4,	3,	2,	1	for	①-⑤)	
7.	 	 How	much	bodily	pain	have	you	had	during	the	past	4	weeks?	

	 	 ①	None	 	 ②	Very	mild	 	 ③	Mild	 	 ④	Moderate	 	 ⑤	Sever	 	 ⑥	Very	severe	
(The	score	is	6,	5.4,	4.2,	3.1,	2.2,	1	for	①-⑤)	
8.	 	 During	the	past	4	weeks,	how	much	did	pain	interfere	with	your	normal	work	

(including	both	work	outside	the	home	and	housework)?	 	
	 	 ①	Not	at	all	 	 ②	A	little	bit	 	 ③	Moderately	 	 ④	Quite	a	bit	 	 ⑤	Extremely	
(If	neither	7	nor	8	is	yes,	the	score	is	6,	4.75,	3.5,	2.25,	1.0	for	①-⑤;	if	7	is	yes	

and	8	is	no,	the	score	is	5,	4,	3,	2,	1	for	①-⑤)	
9.	These	questions	are	about	how	you	feel	and	how	things	have	been	with	you	

during	the	past	4	weeks.	For	each	question,	please	give	the	one	answer	that	comes	
closest	to	the	way	you	have	been	feeling.	

How	much	of	the	time	during	the	past	4	weeks...	
	 (1)	Did	you	feel	full	of	pep?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

(The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (2)	Have	you	been	a	very	nervous	person?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
	 (3)	Have	you	felt	so	down	in	the	dumps	that	nothing	could	cheer	you	up?	
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	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
	 (4)	Have	you	felt	calm	and	peaceful?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (5)	Did	you	have	a	lot	of	energy?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (6)	Have	you	felt	downhearted	and	blue?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (7)	Did	you	feel	worn	out?	
	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	

the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	
	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
	 (8)	Have	you	been	a	happy	person?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	6,	5,	4,	3,	2,	1	for	①-⑥)	
	 (9)	Did	you	feel	tired?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
10.	 	 During	the	past	4	weeks,	how	much	of	the	time	has	your	physical	health	or	

emotional	 problems	 interfered	with	 your	 social	 activities	 (like	 visiting	with	 friends,	
relatives,	etc.)?	

	 	 ①	All	of	the	time	 	 ②	Most	of	the	time	 	 ③	A	good	bit	of	the	time	 	 ④	Some	of	
the	time	 	 ⑤	A	little	of	the	time	 	 ⑥	None	of	the	time	 	

	 (The	score	is	1,	2,	3,	4,	5,	6	for	①-⑥)	
11.	 	 How	TRUE	or	FALSE	is	each	of	the	following	statements	for	you.	
(1)	I	seem	to	get	sick	a	little	easier	than	other	people	

①	 	 Definitely	true	②	 	 Mostly	true	③	 	 Don't	know	④	 	 Mostly	false	⑤	 	 Definitely	
false	

(The	score	is	1,	2,	3,	4,	5	for	①-⑤)	
	 (2)	I	am	as	healthy	as	anybody	I	know	

①	Definitely	true	②	Mostly	true	③	Don't	know	④	Mostly	false	⑤	Definitely	false	
	 (The	score	is	5,	4,	3,	2,	1	for	①-⑤)	
	 (3)	I	expect	my	health	to	get	worse	

①	Definitely	true	②	Mostly	true	③	Don't	know	④	Mostly	false	⑤	Definitely	false	
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	 (The	score	is	1,	2,	3,	4,	5	for	①-⑤)	
	 (4)	My	health	is	excellent	

①	Definitely	true	②	Mostly	true	③	Don't	know	④	Mostly	false	⑤	Definitely	false	
	 (The	score	is	5,	4,	3,	2,	1	for	①-⑤)	

SF-36	score	calculation	

 

  

Item	 Score	 Item	 Score	 Item	 Score	 Item	 Score	

1	 	 3-(9)	 	 7	 	 9-(9)	 	

2	 	 3-(10)	 	 8	 	 10	 	

3-(1)	 	 4-(1)	 	 9-(1)	 	 11-(1)	 	

3-(2)	 	 4-(2)	 	 9-(2)	 	 11-(2)	 	

3-(3)	 	 4-(3)	 	 9-(3)	 	 11-(3)	 	

3-(4)	 	 4-(4)	 	 9-(4)	 	 11-(4)	 	

3-(5)	 	 5-(1)	 	 9-(5)	 	 	 	

3-(6)	 	 5-(2)	 	 9-(6)	 	 	 	

3-(7)	 	 5-(3)	 	 9-(7)	 	 	 	

3-(8)	 	 6	 	 9-(8)	 	 Sum	 	
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5. Multidimensional	fatigue	inventory-20,	MFI-20	

No.	 Item	 Yes	 	 	 1	 	 	 2	 	 	 3	 	 	 4	 	 	 5	 	 No	

1	 I	feel	fit	 �	�	�	�	�	

2	 Physically	I	feel	only	able	to	do	a	little	 �	�	�	�	�	

3	 I	feel	very	active	 �	�	�	�	�	

4	 I	feel	like	doing	all	sorts	of	nice	things	 �	�	�	�	�	

5	 I	feel	tired	 �	�	�	�	�	

6	 I	think	I	do	a	lot	in	a	day	 �	�	�	�	�	

7	
When	I	am	doing	something,	I	can	keep	
my	thoughts	on	it	

�	�	�	�	�	

8	 Physically	I	can	take	on	a	lot	 �	�	�	�	�	

9	 I	dread	having	to	do	things	 �	�	�	�	�	

10	 I	think	I	do	very	little	in	a	day	 �	�	�	�	�	

11	 I	can	concentrate	well	 �	�	�	�	�	

12	 I	am	rested	 �	�	�	�	�	

13	
It	takes	a	lot	of	effort	to	concentrate	on	
things	

�	�	�	�	�	

14	 Physically	I	feel	I	am	in	a	bad	condition	 �	�	�	�	�	

15	 I	have	a	lot	of	plans	 �	�	�	�	�	

16	 I	tire	easily	 �	�	�	�	�	

17	 I	get	little	done	 �	�	�	�	�	

18	 I	don’t	feel	like	doing	anything	 �	�	�	�	�	

19	 My	thoughts	easily	wander	 �	�	�	�	�	

20	
Physically	 I	 feel	 I	 am	 in	 an	 excellent	
condition	

�	�	�	�	�	

- Item	2,	5,	9,	10,	13,	14,	16,	17,	18,	19	were	positively	formulated.	
- Item	1,	3,	4,	6,	7,	8,	11,	12,	15,	20	were	negatively	formulated.	

Higher	scores	indicate	a	higher	degree	of	fatigue	



PROTOCOL AMENDMENTS  

Protocol Version  

Original Protocol  22 Oct. 2014 

Final Protocol    21 Dec. 2015 

 

The final protocol was used to conduct the study in place of any preceding version 
of the protocol.  

Applicable section(s) Description of change(s) 

Endpoints The secondary endpoints included other clinical responses, 
safety and changes of immune cell subsets including Treg, 
Tfh, Th17 cell and CD8+T cells. CD4 and CD19 B cells. 
 

Follow up visits Laboratory flow detection: At week 0, 6, 12 and 24, 
CD4+T and CD8+T cells At week 0, 2, 4, 6, 8, 10, 12, 16, 
20 and 24, CD4+T and CD8+T cells sbutypes were 
detected by flow cytometry, to evaluate the changes of cell 
group ratio before and after treatment. 
 

 Cytokines:the levels of IL-2, IL-6,TGF-β and other 
cytokines were detected by ELISA at 0, 6, 12 and 24 
weeks. 
 

Time and events 
schedule for SS 
design 

In the schedule form: 
ESR: V0, V2, V4, V5, V6, V7, V8, V9, V10. 
CRP: V0, V2, V4, V5, V6, V7, V8, V9, V10. 
Cytokines:V1,V4,V7,V10. 
CD8+T cell, CD19+B cell 
CD4+T cell: V1, V2, V3, V4, V5, V6, V7, V8, V9, 

V10. 
CD19+B cell: V1, V2, V3, V4, V5, V6, V7, V8, V9, 

V10. 
 
 

 



Time and events 
schedule for SS design 

Note: 
d Renal tubular function: including urinarybeta-2-   
  microglobulin (β2-MG), urinary N-acetyl-β- 
  glucosaminidase (NAG) and retinol-binding  
  protein(RBP), measure when necessary. 

 
e Urine HCG: Urine pregnancy test: If a woman is  
  capable of pregnancy, she must check it. 
 
m. Pulmonary function: when necessary. 
 
n. Labial gland biopsy: when necessary. 
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1. ϯʕ 
    Z�μʋDˑ-2ȯɼȺ�žŐɠˬËŭ�ϙǫ�¼ʖ�ġƎ�Ĳɟ#ŕ͢ϵ� 
 
2. Ϧʕƶ͈ 
    Z�μλ˟AʋDˑ-2	rhIL-2�çàÎ�ȌÌĹ
ʕ�Ŋ̈́�ː�Şƽž
#ŕʤʹ͜Ǒ�øćʳ̡΅vɿžƒ̡΅ɗʆʘ{ʄʅȯɼ"ǣƾ�XǕ}ø̡

΅vɿžʄʅ"ʍʚĥɼƾĺǋ�ȁʍĲɟ͢ϵʩ͜�ǩʤʹǏø΢Γϙǫ�¼

ʖ�ġƎ�Ĳɟ#ŕ͢ϵǱǑʩ rhIL-2ȯɼŐɠˬËŭʍġxžÝǣƾž�Íǐ
Θ�Ȓƭ˒ͥȯɼĲ΍ ž Tˠ̌:ýʍūáJǑʩ}ȯɼʍvɿǫ�� 
 
3. ʤʹ̋Ǚ 
    ¶¾žŐɠˬËŭǕ�ʳJÂŐ�ʛŐÝćíģÀ˕$ɥŭʍƍž̡΅v
ɿžʄʅ�¤ƣÚôʰˣʅÁ�Ʉŋˤʅ�̆ķˇζ"șÝϊͲž̅ʄʅ�ǡ

Εʍʤʹ́Ǒ�Tˠ̌Ý Bˠ̌ʍčͬø PSSʍ¾ɲ¾ń"ͻʜ̢{λ͈ʍ^
ɳ 1�ćʳ̡΅Ɲ\ʍ>ɲϩʮʜ Bˠ̌˹Àžʍ č�ʕ�Ĳ SSʍȯɼǕĲ
ʆÝˣϵžʍ�Őɠ́ɫǕŘɳŀΫɼȱǱĥɫ�đæɃǠHÝAņȶɃȯ

ɼ�x΅ƨīʍʅA΢ŏ_ɳˎʎͲɖˑ˺ËvɿƜ��ȯɼ 2�ǩʤʹǏøʩ

͕ rhIL-2ȯɼŐɠˬËŭʍǣƾžÝġxž� 
 
4. ʤʹʕʍ 

ǩʤʹǏøʩ͕rhIL-2ȯɼŐɠˬËŭʍǣƾžÝġxž�ÍǐΘ�Ȓƭ˒
ͥȯɼʍvɿǫ�� 

 
5. ʤʹ͚͔ 
 
5.1. ŐɠˬËŭ 

 νĲȺ�žŐɠˬËŭø¶ȯɼÿʦ�ͬǂ̱ɤȯɼđ�� 
͢ϵ˟	n=30
�¶ŏ͌ȯɼǈȂÿʦ�ͬǂ�μ+Z�μλ˟AʋDˑ-2 
Ĳɟ˟	n=30
�¶ŏ͌ȯɼǈȂÿʦ�ͬǂ�μ+ġƎ� 

 
5.2. ʖȱʍĥǉ 
    ǩ͢ϵιɳ¼ʖʍ͚͔ǈȱ�λ˟AʋDˑ-2ÝġƎ�̱ɤʍ¤͆Ć͋�ɳ
ȱɳμǋň��ιɳɧʻʍʿ�ǈΘ̾ʖřʍɲƏÝɫúʖȱʍĥǉ�ιɳ SAS 
9.3˧͔ΈL�Ƨ 1:1ʍȚ`>ɲϙǫˮʣ́�² SS01-60�wΟʍÀ͢˷Ķϙǫ
̈́�ήw͢ϵ˟ƒĲɟ˟� 
 
5.3. ˓Žƴʖ 

Ș!À͢˷άQǣ�!˓ŽƴʖfĴ�fĴ"͗Ũ3ͥÀ͢˷_ɳʍ~\̱

ɤ�ø˓Žƅ��Ϟ͈ʟΦ}Ɣɳ̱ɤǐƖ̐ƗŞ�˓ ŽfĴɴÊ"ųͰͱʍʤ

ʹ˷ƒ̱�ōeˇ�øƗŞfĴJ�ŴϨ΢ʟͥ"ų%͈ʤʹ˷�ů�}ƚ�Ï
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ǈÆƗŞ˓ŽfĴ�ƴʖÏͥÀ͢˷Ķ̈́ˢȏ͢ϵ�^$̶̖ʅ`ăɮ� 
 

5.4. ̱ɤ�ήǈȱ 
ʾË˚w͈ȦʍÀ͢˷�ȀƩ}ΞŘʆ�ɴ̱àˇɮØƧwΟǐϊʍtÏ

ϧŖ�Ƨ̱ɤÈEķ�ĊʍϧŖbȋ¾ƽ̱ɤ� 
 

5.5. Ëœɳ̱͌Ĥ 
¶ȯɼǈȂ¤ƣɖˑ�ƒ��vɿƜ���θζȷĽǲͻĖ�μ≤7.5mg/d� 

 
5.6. ʤʹA˴ 

ψ͠ƒ[ϕȯɼʍŐɠˬËŭƃ˷ 60`� 
 
5.7. wΟÝƬϖǽ� 
 
5.7.1. wΟǽ� 

1�ɷžƒďž��ø˃Ο͍͛ǐŒЁø 18-70Ņ	Ô 18º 65Ņ
�\λ
̢ĸ 35kg� 

2�͠ǆ$¶¾žŐɠŭ	ȀƩ 2002 Œ AECG �ˉǽ�
3��ø˃Ǽ�

ʩ̢͠ĸ 3!Ǣ� 
3�ʄʅȺ�Ś	EESDAI
≥5�� 
4�RF�Ɲ SSAƒƝ SSBƝ\όž� 
5�͠ǆ$¶¾žŐɠˬËŭ�ʅʷͼΓ 10 Œʍƃ˷ŴϨ~ǣJ�̢ĸ�
!ː˧ɥŭ� 
Ϲɭ̻ʋ̽ʆ*	IgG>16.8g/L
ƒZ̀\ C3/C4*�ƒ�ɭ̻ʋ̽ʆ*� 
ƒ̡͠ǆ$J�ʄʅJǱʍȺ�žƒǌŬʅÇ 	ɴŐɠˬËŭšͻ
� 
  ˔ʊ/ʎ́̽ˇɗ� 
  Ʉŋˤʅ� 
  ϢƊǺšͻʍƥ˪ž̝̇̚Ċ� 
  ĆÚʰˣʅÁ	ǟǣʰˣRĳ͢ϵ͗Ũ
� 
  HRCT͜ĥϊͲž̅ʄʅ� 
  Ϟ͈ȯɼʍ̆ķˇζ"ș� 
ŐɠˬËŭšͻʍ"ǹʰˣː˧ʄʅ 	ˣMRI͜ĥ
� 
˼ɗ	CKĊ7 2gȐŏ�ϔ
Ý˼ɶ÷ƒȺȅ͜ĥ˼ɗ� 
ɗʆž{̨ɗ� 
5�15�ο�Ǩ�ɖæɃȻɩĊ7 0ml� 
6�ʆɦžÂŐ	VAS͝��50mm
� 
7�ʆɦžʁ£	VAS͝��50mm
� 
8�ʆɦžʃʇ	VAS͝��50mm
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9�øƮÀϳȋȯɼʤʹȵĵ�ŘɳˎʎͲɖˑ	≤7.5mg/dťʍǲƒʘŧ
�μʍ}Gɖˑ
�DMARDs	đɵȢ̼Ù�˳Ȥé�ʧåìÙ�ÒǠϺ˶β
γ�Ǳȟˈɥ�ɪĝˑˀ
ƒ§˱°à***ŴϨʸĤȯɼ 4Ú�œ�øǂ!ʤʹ
"ǡĐeƥ�μ�Á�đǷʅAmɳ}"N]�ʳ̱ɤ�Ω'øƮÀȯɼʤʹ

�Řmɳ̢ĸ 4Ú� 
10�¸�͢ϵǐϨ˥4ʅA0ϤÖʟÍƉ0�œŎǦʅA̐ĉΧĠʤʹϙ

͔͛�Ý}G͖Ĥ0ʍ͈Ȧ� 
 
*ø˃ΟÏ�!Ǣ�Θ̾Ɲ RoƝ\ȅȽ�IgG�RF�C3/C4º�ɭ̻ʋ̽

ʆȅȽʩĤʅAǕÓËȁ�đǷͼΓ 3!Ǣ�ŘøǩùȅǼǐλąȅǼ�Jʩ
͕}ǕÓËȁ� 

VAS͝�̭ô$ 0-100�100ĲŘǡ�λʷŚ� 
***ø˃Ο�ÿ˞�12Ú�24Ú	ʤʹˤǯ
͝Uʍ 12ķǐ�țǷ̩ϴ

ʫƒ~ǣˉW̱ɮ^ɳʍ̱ɤʱȏ_ɳ� 
 
5.7.2. Ƭϖǽ� 

N]ʾËJ�ǽ�ʍÀ͢˷Ř̈́Ƭϖ� 
1�͠ǆ$˨¾žŐɠˬËŭ� 
2�N] AECGƬϖǽ�ȫǣ¤ƣʍ}Gƅ�	ʶȆɤƝĮ%ʅ�Ƭϖ pSS

ʍ¶¾žɄŋʈ�ˤ̨ʅ
 
3�ʅƅʸĤ	w˟ǐ IgG �16.8 g/L
 
4�)�_ɳ�ĔǓƒ}G­Ɲ� 
5��λœ¾ʆ�¤ƣų�͂ʼ	≥ NYHA III˘
�̆�̐�x	˼ίɆϖ

ɩ≤30 ml/min
�˽�̐�x	̽Ɇ ALTƒ ASTĊ7�gȐŏ�ϔ�ƒſ̊˖ˑ
Ċ7Ȑŏ�ϔ
 

6�}G�λʍ�Θńžʍƒ�ÆƯʍ̽ɃĞ�̉˾���Ȱ�̅�ų�
ʰˣƒ̕ʄʅ	¤ƣ̖ϸϥʄʅ�đć¾žʨ¥
� 

7�ŊʟʍΓƿ�Ϲ½Řžƒ IL-2ƒ}͸ũ��˹À� 
8�ƃǣ�λƊǺ	¤ƣX�ϔ7˽ɗ�̅ɗ�̳̽ʆ�̆ʏ̆ɗ�EBʅ

ș�ˤǿƊǺ
�ƒòƊǺ[ϕ�ƒŘɳϳ�ȯɼ� 2!Ǣ_ɳϡ̒Ɲɲˑȯɼ
ƊǺ� 

9�øϳȋ_ɳʤʹ��� 3 !Ǣ�̎Ϋ X ˞ɡǖʮǣƂž̇ʈƒŧ�Ⱥ
�žƊǺ	¤ƣˤǿʅ
ʍşŏ� 

10�˃ Ǽ� 6!Ǣ�ǣϢˤǿ�Ǹǭ̳ƊǺƒǫQžƊǺ	đŇˠ̌ʅș�
̅ï̺ʅ�ǝϟ̳ʅ
� 

11�ƊǺ HIV	HIVƝ\όž̽ɆĞ
ƒ�ý˽ɗ	Hep CƝ\όž̽Ɇ
Ğ
�đǷ̽Ɇόž�ŝ͖Þͤøȯɼ̧ɍʅșƒ�ý˽ɗʅșƊǺǈϤǣ�χ

ʍ©ɲ� 
12�ƊǺ-ý˽ɗʅș�Ĳ7ɴ7-ý˽ɗʅșȅȽˤǷ˸�ʾËǩʤʹ

ǰLʍƃ˷�ŝ͖Þͤ~ǣȯɼ-ý˽ɗʅșƊǺ��ʟ͞ʍ©ɲ� 
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13�øΓ· 5Œ�ǣN]ŊʟʍƂž̇ʈƒǣƂž̇ʈÇ	ϢϾ̦ˑʈʎ
́ʉϖĆ�øϳ!ʤʹ��_ɳ� 3!Ǣ��ǋą¾ΜͯʍϢϾ̦ˑʈʎ́ʉ
ƒƕǪȯƈʍĪϫ̇ʈ
� 

14�ǣ�ÀƯ�ʍˌʰƒƅ˩ϛʪ�¤ƣøΓ· 3Œ�ǣÕșÝαΰÇ�
ΗÆ̐ĕʪʤʹʍϧ�ĢƏ� 

15�øϳȋȵĵʤʹ�� 3!Ǣ��øʤʹǧϊƒøǡÏ�ȋȵĵʤʹ�
Ï 4!Ǣ��ƮÀƒϩǧƮÀN]Ⱥʅșƒˠ̳ɿ̪ȵĵ�ø˃ǼÏ 12!Ǣ�
Ʈʳ3°D̪� 

16�źě�ã2ƒǣɲ̄ɔ�ʍĒď	WCBP
øƮÀȯɼǧϊÝȯɼˤ
ǯÏ 12!Ǣ��Ƌ_ɳˣ©Ğƚ�ʍΨěƱǉ� 

17�}Vcǣɲ̄ɔ�X�ƋøƮÀȯɼǧϊÝȯɼˤǯÏ 12!Ǣ�_
ɳΞŧʍˣ©Ğ͕ÆʍΨěƱǉʍɷž� 
 
5.8. Ν�ǽ� 

À͢˷đǷ�ɫ�ΛN�ʳ5L�ŘΝ�ʤʹ� 
1�À͢˷�ɫ3ǐϊ��ȵĵʤʹ̱ɤʘ{ʍ�̥5L� 
2�À͢˷ƷñʟƅÍƉ� 
3�ǋȱĢƏϙ͔͛�� 
4�Ƃž̇ʈ� 
5�À͢˷øʤʹǧϊēęƒ͔�ēę� 
6�_ɳ3ʱɳʍ̱ɤƒȯɼ� 
7�č͛� 
8�ȓ<� 

 
    đǷÀ͢˷č͛�ʤʹņ^AØŴϨľ�˺ːÀ͢˷œǑʩƷ�ʍ¶ò�
ŴϨ͗Ũϙ͛ι¿ʍƱǉ�ŧÀ͢˷øĢƏʤʹ�Ʒ��Ʒ�ʍ¶òŘ͗Ũø

CRF́Ý¶Ė͗Ũ"��ή˥À͢˷ʍʤʹ̱ɤ�̐�ή˥}GÀ͢˷�Ʒ�
ʤʹʍÀ͢˷�̐̈́¿H�Ʒ�ʤʹʍÀ͢˷Ĳ7ʤʹǽǩÆlJ�ΟƢ�e

ɹŊƻϝʍǾàœbɟ¶ĖʟƅÍƉ_ɳǾà�ƒƷñĲʤʹǾàʍʟƅÍ

Ɖ�τȗǾà���Θ̾Ï˪ȅȽ� 
 
6. ͢ϵ̱ɤfƁ 
 
6.1. ̱ɤ 
λ˟AʋDˑ-2�ġƎ� 

 
6.2. �μÝɳȱ 
À͢˷ƮÀ3!ɼʷʍZ�μIL-2ƒġƎ��~\ǈȂ$�1ʌ�­YrhIL-2�

ʎ�ȵĵ�ϚǍ˥̱�Κ˪˥̱14ċ�ϊȎ14ċÏŞĖʿ6!ɼʷ�Ɣǣƃ˷�
12ÚƮÀ3!ɼʷʍIL-2ƒġƎ�ȯɼ�)Ï12Úm̱ϙ͛� 
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6.3. Vϙȯɼ 
ƔǣΘw˃Ο�30ċ�ʍʤʹ�ɳ̱ŴϨø˃Οǐ͗Ũ�ʤʹΓʷ"ƔǣV

ϙȯɼÝN]Á¥άŴϨ͗Ũ�ŘľÆ̐eƥɳ̱ʸĤ�ʿ24Ú� 
 
6.3.1. vɿ̨ͬ� 
đǷƮÀvɿ̨ͬ��À͢˷ŘͥE˃Ο�ʿ24Ú�μάʸĤ�vɿ̨ͬ�

C̐øÀ͢˷�ɫ�ÆƮÀʍ�^ɳǐ�μ�˸ ΗÆ̐ūáÀ͢˷#ŕǁƩʍ͐

ͫ� 
 
6.3.2. Ɲɽ̱ 
ǂ!ĥϵ"ÆJ_ɳʸĤ�μʍ˳Ȥéȯɼ� 

 
6.3.3. ˎʎͲɖˑȯɼ 
�Ͽ¢�Ŵ͈ʍ�μÁ¥�N]ͬǂά͈ͭƌ�©ɼ�Ŵ͈ǐr͙ƼÁˎʎ

Ͳɖˑȯɼ�X}ʷŚÝǐǫ͈ͭƌ˶̹�ò}Æ̐ūáʤʹˤǷ� 
�ĖȯɼǈȂÔˎʎͲɖˑ	θζȷĽǲͻĖ�μ≤7.5mg/d
Vƒ�Vvɿ

Ɯ��� 
đǷÀ͢˷øɖˑ�μΓʷ"ʄʅȺ�Ś�λ�ÆǛmΘ�Ȓ�μ�Ý/ƒđ

Ƿʤʹ͕$Ŵ͈�}ÂǥˎʎͲɖˑ�μÆ#ǐƳϹ� 
 
6.3.4. Ϣɸ\ˉƝɗ̱ 

ŘɳNSAIDs	¤ƣϐÉ§ǶÝΟƢžCOX-2Ɯ��
Ý}Gȏʇ̱ʍÀ͢
˷ŘƮÀöĬ͌Ĥʍŏ͌�μ�NSAIDsăǈÝ}Gŏ͌ȏʇ̱øŘɳϳ�ʤʹ
̱ɤ�2Ú̢ʿ24Ú�Řͬǂ�Äǣ�ɫ�ÆƮÀʍ�̥½ŘǐƖ̐ǞƼ�ø0-
12Ú�ȯɼǈȂ"�r͙�ɳǇʍNSAIDs�øʿ12ÚÏ�r͙űͬNSAIDs̱ɤ�
Xư̯NSAIDsɳ̱ľÆ̐eƥʸĤ�͈͗ŨN]ǖ̷ƼÁ� 

 
6.3.5. Ćɳ̱ 
    r͙_ɳĆɳ̱�X�̐Ôǣʱȏʍ̱à�24Úǧϊ�r͙_ɳɪĝˑʍĆ
ɳ̱̞ƒ2̞�Xr͙_ɳ}ʛ̱�r͙_ɳĆɳʛ̱�Țđɳ7ȯɼŐʛʆʍ

ɬɯζπʛ̱ȥÝķɣ̽·̻ʋƳ¿ɤʛ̍�ø͍͛ǍJĆÆɳZƾMĆɳʎͲ

ɖˑ�"ϹƾMʍĆɳˎʎͲɖˑ�r͙_ɳ�͍͛�72ķǐ�Ǩˣ͝U�Řø
ʎ́Ͻ̟ƨīă_ɳĆɳ̱� 

 
7. ʤʹΓʷ 
 
7.1. ˃ΟώȖ 
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ʤʹ˷ø̲¿ǁƩ�ŴϨœ¿ůœǿĥʟƅÍƉ0�˃ Ο͍͛ŴϨøϙǫ͛

͍	ʿ 0Ú
� 4Ú�ĢƏ�ÃĆ�À͢˷øĨŌ˃Ο SSÏŴϨŊˣƮÀʤʹ
ϙǫ�˟� 

$ġxͻ͊ƒ$ιϝÝ�ǵɥĤǾàʍƛǪ¶ò�Æ̐QλąƒϰĆιϝǾ

à� 
ʤʹ˷øϙǫ�˟�ĶΘ̾ƔǣɳǱǑʩÀ͢˷ǕÓʾËǰLʍ˃Ο͝U�

ƔǣÀ͢˷ŴϨɐ;Η;ʄʅʍ�ˉǽ�� 
 
7.2. ¼ʖȯɼώȖ 
 
7.2.1. ʿ 0Ú/ϙǫ�˟Ǎ 
øʿ 0Ú�ʾËǰLʍÀ͢˷ĶJ 1:1Ț`̈́ϙǫ¼ʖ�ήøAλ˟ʋDˑ

-2˟ƒġƎ�˟� 
 
7.2.2. ġƎ�ĲɟʍȯɼώȖ 
À͢˷JÍǾǈŠƮÀZ�μ rhIL-2ƒġƎ�ȯɼ� 
À͢˷ƮÀ3!ɼʷʍZ�μIL-2ƒġƎ��Ș!ɼʷ41ʌ�­YZ�μIL-

2ƒġƎ��ʎ�ȵĵ�ϚǍ˥̱2Ú�)Ï2Úm̱ϙ͛� 
 

 
7.3. ϙ͛ώȖ 

͋ıǧ$ 12Úȯɼº 12Úϙ͛�ƻϝƃ˷#ŕ́ɫ�̡ ΅Ɲ\Ý}Gʘ{

ĥϵĩȅǼ�ŐɠˬËŭƃ˷Θ̾ ESSDAI͝�͝U}ʅƅ˭͐ʷŚ�øȯɼ�
ÏʑȽ̱ɤ�̥½Ř� 
 
7.4. Ʒ�ʤʹʍÀ͢˷ 
Ʒ�ʤʹʍÀ͢˷�Q̈́ÅñΘ̾ϙ͛͝U� 

 
7.5. ǣƾž͝U 

ǣƾž͝UĶÿ7%͈Ýȋ͈ˢɘˤǷȽ͝	ͦ͊ 7.5.3
�ƲΛƔǣǣƾž
͝UÝˢɘ�ɅËˢɘ͝U�ĭʍĢǂ�́ͦ͊ϑ́ 1Ý 2�Ɣǣǣƾž͝UŘ
̈́ʤʹ˷�̣Θ̾�Jeƥ�Ï~ǣÆȚž�Șȋ͍͛άQǿĥΗ;ǁƩŊιϝ

œʩe͝Uʍ�̣ž� 
 
7.5.1. ˢɘ 
 
%͈ˢɘ 
    %͈ˢɘǕ 24Úǐ�ESSDAI͝�Ƽè≥3�� 
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%͈ʍȋ͈ˢɘ 
ȋ͈ˢɘ¤ƣ}G#ŕŘ˂�ġxžÝvɿˠ̌:˴Á¥	¤ƣ Treg�Tfh�

Th17Ý CD8+Tˠ̌
� 
 
7.6. ϙ͛ 
 
7.6.1. ÿ˞ϙ͛ 
	1
�̤ͷǅ�¤ƣėÎ�ž��ŒЁ�˺ːɶͣ�ʅʷ� 
	2
#ŕ́ɫÝ\ŭ�¤ƣʎʂ�¾ɝ�Â̘Ɋɾ�ȳȬĿ�ʄʅȺ�͝�
ˀ� 
	3
ĥϵĩȅǼ�̽ŏ͌�˽̆�̐�ANA�Ɲ SSA�Ɲ SSB�RF�vɿ
ɭ̻ʋ�ESR�CRP�Tˠ̌Ý Bˠ̌:˴�IL-2�TGF-βÝ}Gˠ̌òĚ� 
 

7.6.2. ͍͛ 
� 3!ǢȘ 2Ú͍͛ 1ȋ	z 6ȋ
�)ÏȘ!Ǣ͍͛ 1ȋ� 
	1
ȀƩʄʅȺ�͝�	¤ƣ ESSDAI͝�
͋ı#ŕ́ɫǕÓ˭͐� 
	2
ʑȽ̽ɆĞƦǽƼÁ�Ș 4Ú�̽ŏ͌ȅǼ�˽̆�̐�ȀƩʅƅȅȽ
ʘ{Ɲ\đƝ SSA�Ɲ SSB�RF�vɿɭ̻ʋ�ESR�CRP͝Uʅƅ� 
	3
ȻŠˠ̌ȅȽ�ʿ 0�6�12Ý 24Ú�ȻŠˠ̌ǪȅȽ CD4+TÝ CD8+T
ˠ̌:˴�͝Uȯɼ�Ïʍˠ̌:˴Á¥ɩ� 
	4
ˠ̌òĚ�øʿ 0�6�12 Ýʿ 24 Ú�΢Γ ELISA ȅȽ IL-2�IL-6�
TGF-βÝ}Gˠ̌òĚʍȥő� 

 
7.6.3. ͝U 
ƲΛƔǣǣƾž͝UÝˢɘ�ɅËˢɘ͝U�ĭʍĢǂ�́ͦ͊ϑL 2� 

 
7.6.3.1. ESSDAI 

EULAR	ȍȹƝϱɉ˺ʔ
˟ ˡʍöϒ SS�ĬË^˟ø 2010Œŝʻ3 2!
ŔÀ͕ÆʍʄʅȺ�ž͝��²ÿ7ƃ˷%͋ʆɦʍ	EULARŐɠˬËŭƃ˷
ƞÖƦǁ
͝�Ýÿ7ƃ˷ħ͋ː˧žʆɦʍ ESSDAI	ŐɠˬËŭʄʅȺ�Ś
Ʀǁ
͝� 4,5� 
˃Οǐ	ϑL 6
Θ̾ ESSDAI͝��ğǕ͉ʒx΅ 12!ǈϤʍʄʅȺ�ž

Ʀǁ�¤ƣx΅ʆɦ�ɄŋˤʅÁ�̝ \�ʎ́Ͻ̟�{̨�̅ Ϋ�̆ ̔�˼ ˻�

Úôʰˣ�"ǹʰˣ�̽Ƀː˧ÝɲɤĞɥŭ�Ș!ǈϤ�ŀȺͿʷŚ�$ 3-4
˘�Ș!ǈϤʍǬλɴćòˑ˞žñŦȉý¿ů�ÄĲ΁ʄʅǣ{ʍʆɦ͝��

Ψvχǧ#ŕʆɦʍūá�ǡˢ͝� 0-123��0�H́ʄʅǋȺ�� 
 
7.6.3.2. Őɠ�ʁ+�ʃʇ VAS͝� 
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À͢˷Ķø�!Æ͍¥ʍȉơļ	VAS�0-100mm
�͝U}Γ· 2Úʍő
ûŐɠ�ʁ£ÝʃʇʷŚ�μļʍ�ŚE 0	H́“ǋʆɦ”
� 100	H́“ʆɦ
ǡλ”
� 
 
7.6.3.3. MFI-20͝� 
    ω³ɴ 20!Ϧʕ˟Ə�À͢˷ŴϨø9ɘμ́�ǽ�}ɥĤɦŻʍʷŚ�
E�Ǖ���Ó��ȐÑÝͰÑϦʕʍ͔�ʘˀǐ�ÆJʘ8Ɵɀ͝���ǁͽ

Ϲ�ͩǑʁ£ʷŚͽϹ� 
 
7.6.3.4. nśɦ�ͬǼ˅́ SF-36 

RANDnśɦ�ͬǼ˅́	SF
-36ω³Ǖ¤Ô 36Ϧʍ̡͝ć˫μ́�8!
nś˫Ś¤Ô�̐͝U	ϑL 3
7� 
ɲɮ�̐ϔ� 
Ǎŏ͏̦Ⱥ�ϔ� 
Ά\ʃʇ 
�̤ˌʰnś	ˌʰ´�Ýnś
 
ɲÜ�	̐μÝʁ£
 
òɲɮƒˌʰωϯΤƏʍʯQ�̐ϔ� 
ò!AƒƅƊωϯΤƏʍǍŏȺ�ϔ� 

�̤nśƊʟ 
    :ˉ͝�E 0� 100 

͝�ɴɲɮΫ�ſ��ˌʰΫ�ſ��ſ��:ˉ͝�˟Ə�͝�ͽϹ�ˤ

ǷͽĐ�14 ŅJ�Ξɳ�5-10 �οĢƏ�ćǁͧ͒ǣ˵͡ɢǩ�μ́Ŋ̈́ŔȲ
ͧ͒Ýǃ¥ǿĥ� 

SF-36͝MʍȈŹ�ɥ�νĲN]ŒЁ�ʄʅƒȯɼ˟�ÆJȚΌ�Íʄʅ
ʍʘ{ͰƠÝ�Íȯɼʍ̲ʐ�N]:ˉ 3�Á¥ƒ˟ƏΫ� 5�Á¥Ǖǣ#ŕ
Ɖ(ʍ� 
 
7.7. ɲɤǽŶɤ 

̽Ƀ�̽Ɇ�ĿɃʍƻϝ��Ą�oĜÝΔΏͦ͊ǐϊÝ5Ĺ	́ 1
Ý
ĥϵĩƕ��ɲɤǽŶɤ¤ÔX�ϔ7 ESR�CRPÝ}GɗʆǽŶɤ�ɣ ̌́Ϥ

ǽŶɤ�̡΅Ɲ\đƝ SSA�Ɲ SSB�RF�CD4+T ˠ̌Ý CD19+B ˠ̌:˴�
ˠ̌òĚ	Ô IL-2�IL-2�IL-6�IL-7�IL-10�IL-12p70�IL-15�IL-17A�IL-21�
IFN-γ�TGF-β�IFN-α
Ý}GÆ̐ø SS¾ɲ¾ń"ɁºʍɲɤǽŶɤʳˉ� 
 
7.8. ǾàƻϝÝˇɮ 

ǾàƻϝʍĥϒǍǧÝǐϊŴϨ͗Ũøĥϵĩŭɳ́"� 
øǐϊÝ5Ĺ	ϑ́ 2
"͗ŨƔǣǾàƻϝʍǐǫÝϭɩ�ƻϝ�ˇɮ

ÝΔΏǾàʍƦĳøĥϵĩƕ�"�ɳ7ǾàƻϝÝˇɮ� 
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8. ʤʹ̱ɤfƁ 
 
8.1. ʤʹ̱ɤʍũɦƲΛ  
λ˟AʋDˑ-2�}%͈Ə�Ǖλ˟Aʋˠ̌Dˑ-2�Ǳ̡λ˟Ċ˾ǭ̳�

΍�ǕɱϠη�ª6ɞÿʧζπ�ʭζȠ6π�ʭζ6Ƞπ�Aʋ̻ʋ�ġƎ�

�IL-2~ǣʘÍʍ΍�� 
 
8.2. ʎ�˥̱  
À͢˷ƮÀZ�μIL-2ƒġƎ�ȯɼ3!ɼʷ�~\ǈȱ$1ʌ�­Y�ȵĵ

2ml�ȘϚ�ċʎ�ȵĵ	rhIL-21×106IU�SC�Qod
�z14ċ�m̱14ċÏ�
ŞĖÃ�!ɼʷ� 
 
8.3. ¤͆ 
ʤʹɳ̱ĶΘ̾ɧʻ¤͆�Jʩeøǂ!aŘσΓʷ"Ĳ}Θ̾Ξŧˇɮ� 

 
8.4. ǽ˄ 
ʤʹ̱ɤǽ˄Ķ¤ÔʾËΞɳȱ͈͌ȦʍfƁ� 

 
8.5. �Ą�ăɮ�oĜ 
Ɣǣʤʹ͢�ŴϨø2°C̢8°CʍÀƯɈŚ�oĜ��ů���œΨu�ŘΨ

v�əƵǗ>à�ø˥̱)��Řʕ͍ȅǼ>àʍϮˊɤͲÝÁ̦�đǷøɌɃ

"͋ı�Á̦	ϖ3ȼϼ̦
�Æ͊ʍ�ΠǑϮˊƒ}GĆǱϮˊ���Ř_ɳ

ͥ>à� 
øʤʹǮǅʍ�ĄÝǉɳΓʷ"ŴϨ_ɳǋ̳ƹ^�ø�ĄÝ˥̱Γʷ"Ř

ΨvǜϠøʗĵόu�� 
 
8.6. ̱ɤωͱ 
ʤʹ˷Ͱͱʩeøǂ!ʤʹΓʷ"ĲøɫúƮƻʍƔǣʤʹ̱ɤΘ̾Ɇɘ

Ý͔ˆ�ĲÀ͢˷ǉɳʍʤʹ̱ɤŴϨ͗Ũø̱ɤͱŃȁ"�ʤʹɫúAØ�

ůĶʤʹ̱ɤĭí�ʍ�͇˟ËͻǱ� 
ʤʹ̱ɤŴϨ�ȁƧɟǈȂÝĭíǽ˄Θ̾ăɮ�œ�ŴϨøΞŧʍɪĀǰ

L�Ĝƽøʤʹùɘʍϔ�͛ω¨þƒυĤʍǻĚ"�Ǩˣ_ɳʍʤʹ̱ɤÝÀ

͢˷Ζñʍʤʹ̱ɤŴϨøɫúʑȽ͛ωǧϊɴ͹ çʍʤʹɫúʑȽØΘ̾

ϵ͜�Ǩ_ɳʍΖñ˥e̯Aʍ̱ɤ�ƒ_ɳΓʍϞΘ̾τȗʍ̱ɤ�Ķ̈́͗Ũ

ø̱àΝñ́"�ŧʤʹùɘǕˣΓƪǬʍτȗ­Yœ�ʤʹ̱ɤaŘøɫúτ

ȗǐ�/ŴϨø̱ɤΝñ́�͗Ũ� 
ɔø±ϗʍǮǅ�đɳΓʍΏɃ̓�νĎ�ȵĵíÝķɰŘʻ²Jġxʍǈ
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Šăɮ�ò̱àͱNʍʕʍ�̐eɹ� 
ʤʹ̱ɤŘøʤʹ˷ƒʤʹɫúAØʍËȁƏØƒ©ϕ/͠Ɣ̱�ōʍʑʞ

�Θ̾�ʤʹ̱ɤCa¸�ʤʹʍÀ͢˷_ɳ�Ζñʍʤʹ̱ɤ�ů�ȋ�¾�

²_ǕÍ�À͢˷�ʤʹ̱ɤ�ůλǇǽ͗ƒλǇ�ήJa}GÀ͢˷_ɳ�ʤ

ʹAØ�̣ÍƉ��ůĶʤʹ̱ɤEʤʹùɘJĆʍN]ùɘ�¾�/�ůĜƽ

ø�͹ ççĤʍʤʹùɘ� 
 

9. ġxž͝M 
 
9.1. ̱ɤ�̥½Ř 
̱ɤ�̥½Ř¤ƣ3À͢˷Řɳ IL-2 ȯɼΓʷ"¾ɲʍūáÀ͢˷nśʍ

N]ʆɦ�ˬ Ëŭƒʄʅ�/¤ƣ3ĥϵĩȅǼ¾ɫƒ}G͠ǆΓʷ"¾ɫʍ#

ŕʘ{ƅ�� 
 �̥½ŘÆ̐Ǖ�Ǉʍʄʅ�ȯɼɦŻʆɦƒ\ŭʍƂ¥�VϙʄʅʍƂ¥

ˀ� 
�λ�̥½ŘǕƦøɳ̱Γʷ"ƒ͋ıǧϊN]ǐh�ɫʍJ��̥5L�

¤ƣ�Ϟ[ϕ�Æ̐±īÀ͢˷ƒϞ͈ι¿ƱǉǱϩϋʍ�ʳÏǷ� 
 
9.1.1. �̥½Ř�λʷŚ�ǆ 

�̥5LǕƦø#ŕʤʹÀ͢Ĳͯø_ɳ3ʤʹ 	ͬǼƒϢͬǼ
 >à"
¾ɲʍ�̥ʍ©ɼ5L��̥5LÝȯɼ)ϊ��ĤĜøòǷ{ː�òȑ, �̥
5LÆ̐ǕN]��ʍÝƉĆʍΜͯ 	¤ƣşŏ¾ɫ
�ʆɦƒø_ɳʤʹ 	ͬ
ǼƒϢͬǼ
 >àÏ�ɫʍʘ{ʄʅ�X�ʩ�ǕÓÝʤʹ 	ͬǼƒϢͬǼ
 
>àĜøòǷ{˺�	öϒ¬ͬQ͖[ICH]ʍĤ(
� 

Η¤ƣÝÿ˞ʘȚ¾ɲʍN]Ǉ¾ʄʅƒ�λʷŚƒ¾ɲϭɩ�λ�ƒ͠ǆ

Γʷ"�ɫʍşŏˤǷ�¤ƣĥϵĩȅǼşŏ� 
ȵƉ�Ɣǣ�̥5L, ǡÏ�ȋ�̥5L͗Ũʍǐϊ
�  
�λ�̥5L 
ȀƩ ICHÝȍʔʍ�̱ɤ_ɳ͓ƑƦ®���λ�̥5LǕƦ�øN]�μ

�¾ɲJ��̥©ɼ5L� 
ȓ< 
±ºɲÜ 	5¾ǐÀ͢˷ǣɲÜ±ϗ�œ�¤ƣj͚5LǞ�λǐĶΤƏ

ȓ<
 
Ϟ͈[ϕȯɼƒŜχ[ϕǐϊ� 
ƥ˪ƒ�λȔʄ-ǋ̾$̐� 
tċɺũ/tċ˯Ϙ 
΢Γʤʹ̱ɤ¾ɲʍN]ÆɻʍƊǺRƸ 
ø©Ğ�ǕÓλ͈ 
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øΒΣl�©ĞÝʴĞʍ�ǆ��Ϟ˶̹ǕÓΞË}Gƅ��đλ͈ʍ©ɼ

5LÆ̐�Qʻ²±ºɲÜƒĳ̣ȓ<ƒ[ϕ�XÆ̐±ºÀ͢˷ƒϞ͈ŐϩǱ

ϩϋ�͟N]�ʳ�̥5Lʍ¾ɲ�J�ûϞ͈ƌλ˶̹� 
đǷ¾ɲ3�λÝƉĆʍ�̥5L��ǣ͜Ʃ́Ǒʤʹ̱ɤ�ͥ5L)ϊĜ

øòǷ{ː 	`đΓƿ½Řĳ̣ʍȓ<
�ŴϨĶͥ5LƞÖ$�λÝƉĆʍ
Æɻ�̥½Ř� 

 
Ǩ��ʍ	ƉĆʍ
�̥5L/ġx¸˶fƁ 
ŧʤʹ>àƳaʍġxfƁÝ5LʍžͲƒ�λʷŚ��̣ǐ��͍̈́$Ǩ

��ʍ�̥5L�Ĳ7 rhIL-2��̥5Lʍ¾ɲǫɩ%͈¿�7ʤʹ˷ǕÓĶ}
�øͬǼAØƕ�"� 

 
�̱ɤ_ɳʘ{ʍ�̥5L 
ȀƩĤ(�̫�̥5LÝɳ̱)ϊʍ{ːÆ̐�ËɮƒϢŏǣÆ̐ǐ��͕

$�˷ʘ{� 
 
9.1.2. �λʷŚĤ( 

�λʷŚ�˘%͈ȀƩJ�Ĥ(� 
ΊŚ�À͢˷ÆJŵÀ��ūáȯɼ��Ϟ͈ɥ�ăɮ�ĲÀ͢˷ǋūá� 
"Ś�À͢˷ϜJŵÀ�ĲÀ͢˷ȐŏȺ�ǣʗƮūá� 
λŚ�±ºÀ͢˷ɲÜ�ūáÀ͢˷�̐ƒǍŏ̾$̐��Ϟʻ²Ʒ̱ƒl

˓Žăɮ� 
     ʤʹAØŘɳ#ŕ�ǆǱ͝UÝÀ͢˷�ʗƮʘ{ʍ5L�λž 	đĥϵ
ĩşŏ
� 
 
9.1.3. ̱ɤ�̥½ŘʍăɮƱǉºʘ{Ͷɳ 

	1
Z�μȵĵɳ rhIL-2ʍŏ͊�̥½Řøm̱ÏÆ̡̾ƀą� 
	2
x΅�ŧĊ�μŘɳ IL-2ǐ�¾ɝ�İƓΌŏ͊�Η��μʘ{�Ƃ

ų�×Ð�ȻƊǾʆɦΌĸ͊��ǎ�ɫ�Æ˨˪͋ı�ćÆ̡̾ƀą� 
	3
ȵĵΫY�˖̇�ʨˤ�ʃʇ�Æ˨˪͋ı�ćÆ̡̾ƀą�̫ƥ˪

ǋ˭͐�Ŵ͈ǐ�ķ�μƒm̱� 
	4
ΌĊ�μǐ�țˠ̽ˇɇɒˬËŭ�Z̽´ˀ́ɫ�Ϟʻ²m̱�Ŵ

͈ǐιɳ̱ɤĲʆƼèțˠ̽ˇ΢ΠžºZ̽´ɦŻ� 
     Ąȵ�ǩʤʹ$ķ�μIL-2ȯɼʤʹ�#ŕŘɳÝ�ǧʤʹˤǷǖʮ�ĺǨ
�ɫΓĊ�μIL-2šͻʍ�̥½Ř� 
 
10. ˧͔�ǵ 
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10.1. À͢˷ȈΛ 
ƮÀΓ̢ĸ 1ȋ͢ϵ̱ɤȯɼʍÀ͢˷ûιϝÿ˞AÂĞº#ŕͷǅ�ǣƾ

ž�ǵÿ7ƉÑžȯɼ�ǵ	mITT
�/ĻǕ¤ƣƔǣƮÀ̢ĸ 1 ȋ͢ϵ̱ɤ
À͢˷�Íǐ/Θ̾ʾËǈȂϝ�ǵ	PP
�/ĻǕĢƏȯɼºϙ͛À͢˷�ġ
xž�ǵÿ7Ɣǣϙǫ�ƮÀ̢ĸ 1ȋȯɼÀ͢˷� 
 
10.2. ǾǩμU͔ 
ǾǩμU͔ÿ7Ș˟À͢˷Α�¶ĖˢɘʍȚ`�͚ĤĲɟ˟ 24 ÚΑ�¶

ĖˢɘȚ`$ 30%�Z�μ IL-2ȯɼ˟Α�¶ĖˢɘȚ`$ 75%�Ê̡Ϟ 28`�
ÆΑ� 90%J�ʍȅϵƾ̐�ǖ̷žȥő$ 0.05� 
 
10.3. ǣƾž�ǵ 
    ǣƾž�ǵÿ7ƉÑžȯɼ�ǵ	mITT
JºʾËǈȂϝ�ǵ	PP
�  
 
10.3.1. %͈ˢɘ�ǵ 
    ŐɠˬËŭ¶Ėˢɘ$ 24Úǐ ESSDAI͝�Ƽè≥3�� 
    ʠȐÿ˞ʍΥΎñŦȉýɳ76�ˉÁμʍ˧͔�Κ˪Áμιɳ¬ǈň�ǵ
ȉý�？ÑǁƩ�ĲȚ�Íϙ͛ǐϊ�ȯɼǣƾžʍ�ǵ�ȀƩÁμ$Κ˪Áμ

ƒ�ˉÁμ���ιɳλąȽμɅËȉýJºŔ(͝Uǈʷ�Pķ7 0.05$~ǣ
ǖ̷˧͔ĞƉ(� 
 
10.3.2. ȋ͈ˢɘ 
    ŐɠˬËŭȋ͈ˢɘ$#ŕʆɦ͝M�Őɠ VAS͝��ʃʇ VAS͝��Ő
ɠ VAS ͝�Ƽè≥50mm ʍȚ`�Őɠ VAS ͝��ʃʇ VAS ͝��Őɠ VAS
͝�Ýÿ˞ʍÁ¥�nśͬǼ）́	SF-36
�æɃ̝ȻɩJº ESR
�ĥϵĩ
Ʀǽ¤ƣvɿɭ̻ʋ A�vɿɭ̻ʋ B�Ɲ SSAƝ\�Ɲ SSBƝ\�ȶ̟ʥͅ
ǐϊ�ȶȭϹŚ�Schirmer͢ϵ�ʝǳ̝ǁμ�æɃ̝ͼĂ�ġxž͝MJº Treg
ˠ̌�B10ˠ̌:˴� 
Κ˪Áμ�ǵιɳ¬ǈň�ǵ�}"J˟�$õĤòˑ�Jÿ˞ͷǅ^$¬

Áμ�đ�ɐ;ő̾žj͚ǰL�ŘɳϢ¸ǁȅϵ�ʠȐÿ˞ʍΥΎñŦȉýɳ

76�ˉÁμʍ˧͔�？ÑǁƩ�ĲȚ�Íϙ͛ǐϊ�ȯɼǣƾžʍ�ǵ�ȀƩ

Áμ$Κ˪Áμƒ�ˉÁμ���ιɳλąȽμɅËȉýJºŔ(͝Uǈʷ�P
ķ7 0.05$~ǣǖ̷˧͔ĞƉ(� 

 
10.3.3. }G�ǵ 
ÿ˞AÂĞJº#ŕʄʅɥŭ�ǵιɳ t ȅϵ�Ϣ¸ǁȅϵȚΌΚ˪Áμ�

°ǈȅϵȚΌ�ˉÁμ�˧͔�ǵĶιɳ SPSS 17.0˧͔�ǵΈLΘ͔̾ˆ�Ɣ
ǣʍ˧͔ȅϵûιɳ¼dȅϵ�P iķ7ƒˀ7 0.05 Ķ͕̈́$Ɣȅϵň�ǣ˧
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͔Ɖ(�Æf¨ϊιɳ 95%ʍÆfŚ� 
    ̶̖�ǵ�ιɳ°ǈȅϵ͔ˆ̶̖ɩ�Ρ`ƲΛÊ̶̖À͢˷ʍAÂĞͷǅ�
%͈ƦǽÝÊǐϊɘ͋ıi� 

 
10.4. ġxž�ǵ 
   ƮÀ̢ĸ 1 ȋ͢ϵ̱ɤʍÀ͢˷û˚wġxž�ǵ�ȯɼΓʷ"Ɣǣ�̥5
Lû˚w�ǵ�νĲȘ�!�̥5L�̢ĸ¾ɲ 1 ȋʍÀ͢˷Ɣ¯Ț`Θ̾˧
͔�ǩʤʹ�ǵƊǺʍ¾ɲɩJºƊǺˉý�Íǐ�ǵȵĵ½Ř�ĳ̣Ν˟ʍ�

̥5Lƒ˷�λ�̥5LĶȁĆλ͍� 
 
11. ǁƩͲμe͜/ͲμƯ� 

$ʩeǁƩʍ�ʩžÝÆϣž˸ι¿ʍȒ϶¤ƣΟƢËȁʍʤʹAØÝΞ

ŧʍʤʹùɘ�øʤʹ)��ʤʹAØÝʤʹɫúAØ�ͻĦ͖ʷŖ�ɴe̯A

ĤǧʑȽ͛ω�JºʗƮRƸ#ŕĥϵĩǁƩE"ųĥϵĩΘw͹ çʍǁƩŗ�

ĶƳa0ϤͩǑ�ɳ7Ǿàʍƻϝ�ăɮ�ĜoÝΔΏ� 
øʤʹŞĖ)��ĶÑʤʹɫúAØƳaCRFĢƏƦ®œΘ̾ĦǼ�͹ ç

ĶøɫúʑȽ͛ωǧϊJºRΏ˥͹ ç)ÏĦǼCRFʍ�ʩžÝĢǂž;N]
ňşĶɴͬǼØƒƦĤAØέƅ͐��øĶǁƩ�΋�ʤʹǁƩŗ)Ï�Ķϵ͜

ğK�ǁƩɋʍ�ʩžÝ�̣ž� 
 
12. ǁƩˇɮ 

ʤʹAØŘ�ʩ�ºǐù͗Ũ˜ͲÝɶĚǁƩŗɢʍʅ`ǁƩ� 
 
13. ΦŲ̭͌ 

ˣ¦?ĊĞAȝ©ϕTɮĘØQƚ��ƔǣÀ͢˷û̲ůʟƅÍƉ0� 
 
14. ſˤÝǁƩeĜ 

eɹ¶Ė͗Ũ�  
ȀƩǁƩŗΘ̾ǁƩȧſ�˧͔­YͰͱ˧͔ăɮ�ʟƅÍƉ0ÝCRF́Ķ

eɹ̢ʤʹˤǯÏʍ5Œ� 
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ϑ́� 
 
1. ͢ϵȯɼǧϙ͛Ȼʷ÷ 

ώȖ 
˃Ο

ǧ 
ȯɼǧ	24Ú
 

͍͛ V0 V1 V2 V3 V4 V5 V6 V7 V8 V9 V10 

ǐϊ 
-4-0
Ú 

0
Ú 

2Ú
±3
ċ 

4Ú
±3
ċ 

6Ú
±3
ċ 

8Ú
±3
ċ 

10
Ú

±3
ċ 

12
Ú±3
ċ 

16
Ú±3
ċ 

20
Ú±3
ċ 

24
Ú

±3
ċ 

˄˲ʟƅÍƉ

0 a 
√           

ʅÇιϝ √           

wΟǽ�  √          
Ƭϖǽ�  √          
̽ŏ͌ b √  √ √ √ √ √ √ √ √ √ 
Ŀŏ͌ c √       √   √ 

̆ķˇ�̐ d √       √   √ 
Ŀ HCG e √           
-˽́ϤƝ¶ √           
�˽Ɲ\ √           
˽�̐ f √       √   √ 
̆�̐ g √       √   √ 
̽̑ h √           
̽ˎ √           
ɶ͐Ͳ i √       √   √ 

ESR √ √ √ √ √ √ √ √ √ √ √ 
CRP √ √ √ √ √ √ √ √ √ √ √ 

vɿɭ̻ʋ/
̀\ 

√  √ √ √ √ √ √ √ √ √ 

̡΅Ɲ\ k √    √   √   √ 
ˠ̌òĚ l  √   √   √   √ 
ųɶ÷ √           
ʛʴȅǼ √       √   √ 

̅�̐ m √       √  
 

 
 

√ 

ä̝Ⱥȅ n √           
æɃ̝Ūͼ √       √   √ 
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¾ƽºñƻ̱

ɤ 
 √ √ √ √ √ √     

�̥5Lƅ�

͗Ũ 
 √ √ √ √ √ √ √ √ √ √ 

ESSDAI͝�  √      √   √ 
MFI-20͝�  √      √   √ 

VAS͝�  √      √   √ 
SF-36͝�  √      √   √ 
CD4+Tˠ̌  √   √   √   √ 
CD8+Tˠ̌  √   √   √   √ 
Ǎ͗°¾ƽ�

ñƻ 
 √         √ 

ȵ� 
a ˃ΟϨøϙǫ�˟	ÿ˞ 0 Ú
�ʍ 4 Ú�Θ̾�ʅÇιϝ¤ƣAÂĞͷǅ�͠
ǆ�ɲÜ\ŭ�ǕÓ�ȯ�ĬǊÇ�ÕɚÇ�ϲΰÇ�ΓƿÇ�%͈ʅÇ�ɳ̱Ç�

\ȁȅǼ� 
b ̽ŏ͌�̽˖̻ʋ�˖ˠ̌Țĭ�ʋˠ̌�ˉ	êʫžˊˠ̌�êζžˊˠ̌�Ʉ
ŋˠ̌�­ǿˠ̌�"žˊˠ̌
�̽ķǳ� 
c Ŀŏ͌�Ŀ˖ˠ̌�ʋˠ̌��ʎˠ̌�ˤǚ�Ϯˊˇý�ˠ̳� 
d ̆ķˇ�̐�¤ƣ β2űɭ̻ʋ�N--δȢÿ̸̵ˎ̬εȺž�͍ϼηˤË̻ʋ� 
e Ŀ HCG�Ŀēę͢ϵ� 
f ˽�̐�ͮ�·Ȣε�̮ͮ·Ȣε�ʋ̻ʋ�ſ̻ʋ� 
g ̆�̐�˼ζɖε�Ŀˑȣ	BUN
�̽˼ί�̆ķɭɑΓɩ	eGFR
� 
h ̽̑�ſ̊õη�ɱȮ�γ�ZįŚ̻̑ʋ̊õη�ϹįŚ̻̑ʋ̊õη� 
i ɶ͐Ͳ�π�ρ�ξ�Ȥ�6ȡ¥ʬˤË�� 
j vɿɭ̻ʋ/̀\�IgA�IgM�IgG�γɭ̻ʋ�C3�C4� 
k ̡΅Ɲ\�ANA�Ɲ SSAƝ\�Ɲ SSBƝ\�RF� 
l ˠ̌òĚ�IL-2�TNF-α�IFN-γ�IL-6�IL-21�IL-17�TGF-β�sIL-2Rαˀ� 

 
2. VAS͝� 

	1
 Γ· 2ÚʍŐɠʆɦ�¤ƣÂ�ʛ�ʎ́�Ѐ�ȞˇºύΦ� 

ǋ           ǣ 

            0   1    2    3    4    5   6    7   8    9   10 

	2
 Γ· 2Úʍʁ+ʷŚ� 

ǋ           ǣ 

            0   1    2    3    4    5   6    7   8    9   10 
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 	3
 Γ· 2Úʍ̀\ʃʇʷŚ� 

ǋ           ǣ 

            0   1    2    3    4    5   6    7   8    9   10 

ǡˢ͝�$Őɠʆɦ�̀\ʃʇ�ʁ+�!ʵ�ʍőûi�̭ô$ 0-10�� 

 
3. ȍȹŐɠˬËŭʄʅȺ�Ś́	ESSDAI
 

x΅ʆɦ[3] 
ȵƉϖĆ�ʄʅǋ{ʍː˧ʆɦ�đ¶¾ƊǺž¾ɝ��̂Ɣ̣\λ�ϓ� 
�Ⱥ� ǋJ�N]ʆɦ 

 

ZȺ�Ś Ίűƒϊǆ¾ɝ	37.5°-38.5°C
ƒĈϊʓȨ 
\λ�ϓ 5%� 10% 

 

"Ⱥ�Ś Ϲɝ	>38.5°C
ƒĈϊʓȨ 
\λ�ϓĊ7 10% 

 

 
ɄŋˤʅÁ[4] 
�Ⱥ� ǋJ�N]ʆɦ 

 

ZȺ�Ś -NƉΫYɄŋˤ≥1cm ƒ̜˿Ȫ¨Ʉŋˤ≥2cm 
 

"Ⱥ�Ś -NƉΫYɄŋˤ≥2cm ƒ̜˿Ȫ¨Ʉŋˤ≥3cm 
- Ý/ƒ̗̔̇Ċ	#ŕÆ͑ºƒūpĞ¾ɫ̇Ċ
 

 

ϹȺ�Ś -ĜøƂž Bˠ̌āȕ 
 

 
̝\ʅÁ[2]ȵƉϖĆ�ʄʅǋ{ʍ̝\̇̈,đˤʢ,ƊǺ 
�Ⱥ� ǋ̝\̇Ċ 

 

ZȺ�Ś ΊŚ̝\̇Ċ: 
- ̝̇̚Ċ	≤ 3cm
,  
- ƒŀϔž�Ϭ�̝ƒȶ̝̇Ċ 1 

 

"Ⱥ�Ś λŚ̝\̇Ċ: 
- ̝̇̚Ċ	>3cm 
 
- ƒŔȲ�Ϭ�̝ƒȶ̝̇Ċ 1 

 

1ŀϔžÝŔȲž�Ϭ�̝,ȶ̝̇Ċʍ¨�ɴ#ŕ©ɲ΢Γ\ȅ�ǆ 
{̨ʅÁ[2] 
ȵƉϖĆ�ʄʅǋ{ʍ{̨À˕,đϷ{̨ɗ 
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�Ⱥ� ʕ�ȫǣȺ�ž{̨À˕ 
 

ZȺ�Ś ƕ,̙,΃º;{̨ʃʇVǘq	>30 min
 
 

"Ⱥ�Ś 28!{̨"ǣ 1 � 5 !Ɏ̟ɗ 
 

ϹȺ�Ś 28!{̨"≥ 6 !Ɏ̟ɗ 
 

 
ˋ̟ʅÁ[3] 
ȵƉ��ƨSʘ{ʍˋ̟ʅÁŦ$�Ⱥ�,Ƭϖ�ʄʅȺ�Śǋ{ʍˋ̟ʅÁ 
�Ⱥ� ʕ�ǋȺ�žˋ̟À˕ 

 

ZȺ�Ś ćũ˖Ǆ 
 

"Ⱥ�Ś ŀϔžʎ́̽ˇɗ,¤ƣ̰ϻʂž̽ˇɗ 2, 
ƒ;º΃Ϋ˔ʊ,  
ƒ:Žžʎ́ɨʀ 

 

ϹȺ�Ś ţɓžʎ́̽ˇɗ,¤ƣ̰ϻʂž̽ˇɗ 2, 
ƒţɓž˔ʊ 
ƒ�̽ˇɗʘ{ʍɊɾ 

 

2ŀϔžʎ́̽ˇɗ˕ºķ7\́Ϥʵʍ 18%; ţɓžʎ́̽ˇɗ˕ºĊ7\́
Ϥʵ 18% ; 
\́Ϥʵ	Body surface area,BSA
ɳ.�¨ȱĤ(	΢ŏɳǱ͝UɜSϤʵ
,
~\đ�:ƕƫ	�¤ƣƕƦ
¯1% BSA; Ș!�̀¯18% BSA;Ș!�̀¯9% 
BSA;ΆŐ	�Ϥ
¯ 18% BSA; ΆŐ 	Ï̋
 ¯ 18% BSA 

̅ΫʅÁ[5] 
ȵƉ�ƨ^Ɣ̣ʍ̅ΫʅÁŦ$�Ⱥ�žʅÁ�ϖĆ�ÛÕː˧À˕ǋ{ʍʅÁ	đÕɚ
 
�Ⱥ� ʕ�ǋȺ�ž̅ΫʅÁ 

 

ZȺ�Ś ƥ˪ßëƒƺȞˇÀ˕,X X˞ǋşŏ́ɫ 
ƒƽĵĞƒ HRCT͠ǆʍ̅ϊͲʅÁ 3:  

• ǋÛÕóϜ 
• ̅�̐Ȑŏ 

 

"Ⱥ�Ś "ŚȺ�ž̅ΫʅÁ, đ HRCT͠ǆʍ̅ϊͲʅÁ: 
• Ⱥ�ÏȞʡ	NHYA II
  
• ̅�̐şŏ: 

- 40%≤ DLCO�70%Ý/ƒ 60% ≤  FVC �80% 
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ϹȺ�Ś ϹŚȺ�ž̅ϊͲʅÁ,đ HRCT͠ǆʍ̅ϊͲʅÁ: 
• PƁǐȞʡ	NHYA III, IV
 
• ƒ̅�̐şŏ: 

- DLCO< 40% Ý/ƒ FVC < 60% 

 

3HRCTºƽĵĞ͠ǆʍ̅ϊͲʅÁϞ͈Ǖ 2Œ�Ǉ͠ǆʍ. 
DLCO=CO Ƙǀ̐�; FVC= ɳ�̅Ⱥμ; HRCT= Ϲ�ΐɩ CT; NHYA=˝˗ų
̔ʅ¬Q�ˉ 

̆̔ʄʅ[5] 
ȵƉ:�ƨSʘ{ʍʸĤʍʅÁŦ$�Ⱥ�žʅÁ�œƬϖ�̆̔ʄʅǋ{ʍʅÁ 
đǣ̆ȺȅˤǷ,�ϳtƧɟ˟ˡɥɘʩĤʄʅȺ�ž. 

�Ⱥ� 
ʕ�ǋȺ�ž̆̔ʅÁ: 

- ̻ʋĿ< 0.5g/d, ǋ̽Ŀ,ǋʋˠ̌Ŀ,ǋζ"ș. 
- ƒɴ7ƨSƔ̣ʍƥ˪ʸĤʍ̻ʋĿ. 

 

ZȺ�Ś 

̆̔Ⱥ�žʅÁ, ¤ƣ: 
• ̆ķˇζ"ș�V̆�̐ƨī	GFR4≥60ml/min
 
• ̆ķɭʅÁ: 

- ̻ʋĿ 	0.5g/d � 1 g/d
  
- ǋ̽Ŀº̆�̐͂ʼ 	GFR4 ≥60ml/min
 

 

"Ⱥ�Ś 

"Ś̆̔Ⱥ�žʅÁ,đ� 
• ̆ķˇζ"șV̆�̐͂ʼ	GFR4< 60 ml/min
 
• ̆ķɭʅÁ� 

- ̻ʋĿ 1g/d � 1.5g/d 
- ǋ̻ʋĿº̆�̐͂ʼ 	GFR4 ≥ 60ml/min
 

• ˟ˡĞ͜Ʃ� 
- Ć̟ž̆ķɭ̆ɗ 
- �λʍϊͲɄŋˠ̌ȿɂ 

 

ϹȺ�Ś 

ϹŚȺ�ž̆̔ʅÁ,đ: 
• ̆ķɭʅÁ� 

- ̻ʋĿĊ7 1.5 g/d 
- ƒ̽Ŀ 
- ƒ̆�̐͂ʼ	GFR4< 60 ml/min
 

• ƒ˟ˡĞ͜Ʃ� 
- āɲž̆ķɭ̆ɗ 
- �ɭ̻ʋʘ{ʍ̆�̐ʅÁ 

 

4 MDRDyŠȱUˆ̆ķɭɑΓɩ	GFR
 
˼˻ʅÁ[6] 
ȵƉƬϖ�ʄʅǋ{ʍ˼˻À˕,đˎʎͲɖˑšͻʍ˼ǋ� 
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�Ⱥ� ʕ�ǋȺ�ž˼˻ʅÁ 
 

ZȺ�Ś ˼ɶ÷ƒ˼˻Ⱥȅ͠ǆʍȺ�ž˼ɗ: 
- ǋ˼ǋ� 
- ˼ζ˼ε 	N < CK ≤ 2N
 

 

"Ⱥ�Ś ˣ EMGƒ˼˻Ⱥȅ͜ĥʍ"ŚȺ�ž˼ɗ� 
- ˼ǋ�	˼�Ċ7ˀ7 4˘
 
- ƒ˼ζ˼ε«Ϲ	2N < CK ≤ 4N
 

 

ϹȺ�Ś ˣ EMGƒ˼˻Ⱥȅ͜ĥʍϹŚȺ�ž˼ɗ: 
- ˼ǋ�	˼�≤ 3/5
 
- ƒ˼ζ˼ε«Ϲ  	> 4N
 

 

EMG= electromyogram, ˼ɶ÷;  
ĆÚʰˣʅÁ[5] 
ȵƉ��ƨSʘ{ʍʸĤʍʅÁŦ$�Ⱥ�žʅÁ�œƬϖ�ʄʅǋ{ʍ PNSʅÁ 
�Ⱥ� ʕ�ǋȺ�žĆÚʰˣʅÁ 

 

ZȺ�Ś Ⱥ�žĆÚʰˣʅÁ,đ: 
- - NCS͜ĥʍ­˙Ɗ͎Ή˒ʰˣʅÁ 
- - �¹ʰˣ	V
ʇ 

 

"Ⱥ�Ś NCS͜ĥʍ"ŚȺ�žĆÚʰˣʅÁ�đ� 
- Ή˒Ɗ͎-Δ�ʰˣʅÁVΔ��̐˯č≤4/5 
- ­˙Ɗ͎ʰˣʅÁV�ɭ̻ʋ̽ʆý̽ˇɗ 
- ʰˣ̨ʅÁ 5Ɣ̣ʍΊ/"ŚΔ�čͬ 
- ɗʆž̖ϸϥžć¾ʰˣʅÁ 6 	CIDP
VΊŚ�̐ϛʪ 	Δ
��̐˯čǡć$ 4/5ƒΊŚΔ�čͬ
 

ƒ̕ʰˣʍĆÚʅÁ 	�¹ʰˣ	V
ʇϖĆ
 

 

ϹȺ�Ś NCS͜ĥʍϹŚȺ�žĆÚʰˣʅÁ�đ� 
- Ή˒Ɗ͎-Δ�ʰˣʅÁVΔ��̐˯č≤ 3/5 
- ̽ˇɗĳ̣ʍĆÚʰˣʅÁ	ąËž­ʰˣɗˀ
 
- ʰˣ̨ʅÁĳ̣ʍλŚzȾžΔ�čͬ 5 
- ɗʆž̖ϸϥžć¾ʰˣʅÁ 6 	CIDP
VλŚ�̐ϛʪ�
Δ��̐˯č≤ 3/5ƒλŚΔ�čͬ 

 

NCS: ʰˣRĳȅǼ. 
5­˙Ɗ͎ϛʪVΔ�čͬÝţǀž�̐ϛʪƒƊ͎˯č 
6ćʰˣȀʅÁĜøJ��ʳ#ŕʆɦ	ð̀Ɗ͎Δ�˯č�ΕʽΔ�ϛʪ, Ŕ(
ʍǋ½ĵ��̀Ɗ͎şŏÝ/ƒʘ{ʍϪʰˣʅÁ
, ̻ʋȥő«ϹÝ/ƒNCSşŏ 
	ΙʽΔ�ɶYɔOǧŜχ, ʰˣRĳΣŚ�ϓ,FȴɔOǧŜχ, RĳϏɏÝ/ƒ
ǐϊ�ʍʲǀ
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"ǹʰˣʅÁ[5] 
ȵƉ��ƨSʘ{ʍʸĤʍʅÁŦ$�Ⱥ�žʅÁ�œƬϖ�ʄʅǋ{ʍ CNSʅÁ 
�Ⱥ� ʕ�ǋȺ�ž CNSʅÁ 

 

"Ⱥ�Ś "ŚȺ�ž CNSʅÁ�đ� 
-Ϫʰˣʍ"ǹʅÁ 
-͍ʰˣɗ 
-ć¾žʨ¥ǾˬËŭ�ɫ­˙Ɗ͎ϛʪƒʟ͎ϛʪ 

 

ϹȺ�Ś ϹŚȺ�ž CNSʅÁ�đ� 
- ̽̕ˇɗVƉĆƒʡǛč̽¾^ 
- čʰķ¾^ s 
- Ȋ͵ž̓ϸɗ 
- Ʉŋˠ̌ž̟̕ɗ 
-ć¾žʨ¥ǾˬËŭ�ɫΔ��̐˯č 

 

 
̽Ƀː˧[2] 
ȵƉ� 
- C¤ƣ̡΅vɿžͳ̽ 7,̽ķǳ�ĸ 8 Ý"žˊˠ̌�ĸʆ 9 
- Ƭϖ�ʄʅǋ{ʍ̽ˠ̌�ĸʆ 	 đ˫ɲˑƒς˯+šͻʍ̽ˠ̌�ĸƒ̱ɤž̽ˠ̌�ĸ,
đɪʭδ̏šͻʍɄŋˠ̌�ĸ
 
�Ⱥ� ǋ̡΅vɿž̽ˠ̌�ĸ 

 

ZȺ�Ś ̡΅vɿž̽ˠ̌�ĸ� 
-"žˊˠ̌�ĸʆ 	1000 <"žˊˠ̌< 1500/mm3
 
- ƒͳ̽ 	10 <Hb  < 12g/dl
 
-ƒ̽ķǳ�ĸʆ	 100,000 <̽ķǳ< 150,000/mm3
  
ƒɄŋˠ̌�ĸʆ	500<Ʉŋˠ̌<1000/mm3
 

 

"Ⱥ�Ś ̡΅vɿž̽ķǳ�ĸ� 
- "žˊˠ̌�ĸ	500 ≤ "žˊˠ̌ ≤  1000/mm3
, 
-ƒͳ̽ 	8 ≤ Hb  ≤ 10g/dl
  
-ƒ̽ķǳ�ĸʆ	50,000 ≤ ̽ķǳ ≤ 100,000/mm3
  
ƒɄŋˠ̌�ĸʆ	≤500/mm3
 

 

ϹȺ�Ś ̡΅vɿž̽ˠ̌�ĸ� 
-"žˊˠ̌�ĸʆ 	"žˊˠ̌< 500/mm3
, 
- ƒͳ̽	Hb < 8 g/dl
  
- ƒ̽ķǳ�ĸʆ	̽ķǳ < 50,000/mm3
 

 

7 Coombs͢ϵόžV˰ˡ˖ˠ̌āćʍͳ̽ 
8ǋ}ğ¶òʍŰɪ̽ķǳ�ĸ�ƒƝ̽ķǳ̡΅Ɲ\όžÝ/ƒϷϸȺȅǣŇî
ˠ̌ĜøÝ/ƒʘ{ʍ̡΅vɿžͳ̽ 
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9ǋ}ğ¶òʍ"žˊˠ̌�ĸʆ� 
ɲɤĞɥŭ[1] 
�Ⱥ� ǋJ�N]ɲɤĞɥŭ 

 

ZȺ�Ś -̀\Ȑŏ 
-ƒZ̀\̽ʆ 	C4 �C3 or CH50Z
  
- ƒϹ�ɭ̻ʋ̽ʆƒ 16 g/L <IgG<20g/L  

 

"Ⱥ�Ś - �ɭ̻ʋ̽ʆ 
- ƒϹ�ɭ̻ʋ̽ʆƒ IgG> 20g/L 
- Εǧ 10¾ɲʍZ�ɭ̻ʋ̽ʆƒ IgG�ĸ	<5g/L
  

 

10 ǡΕ
!Ǣ 
 
͔�ǈȱ: 

Ș!ː˧ʍů�Ƨͥː˧Ⱥ�ŚǱ͝�ø}ÏĲŘʍǈƣÈ�� 
Ⱥ�ȥőƧđ�ǈȱ͝�: 
�Ⱥ�= 0 
ZȺ�Ś = 1 
"ˀȺ�Ś  = 2 
ϹȺ�Ś = 3 
ſ�ǕÊ!ː˧ʅÁů�)Ý� 
 
4. SF-36ɲȺͲμ́ͬǼ́ 
1.  ſ\Ǳ͘�Ƅʍnśɦ�Ǖ� 
① ϢŏĐ ② ŮĐ ③ Đ ④ �̤ ⑤ ň 
2.  ΁ 1ŒJ�Ț�Ƅ͎ů̡ŉʍnśɦ�Ǖ� 
� ① Ț 1Œ�Đć3 ② Ț 1Œ�Đ�; ③ ΁ 1Œ�ň�ć  
④ Ț 1Œ�ň�; ⑤ Ț 1Œ�ňć3 
	Ǭλƒů�bȋ$ 1�2�3�4Ý 5
 
 [nśÝǍŏȺ�] 
3.  J�Η;ωϯάÝǍŏȺ�ǣ{�ͪ ƄƇ�Ƈ�Ƅʍnśɦ�ǕÓϔ�3Η;Ⱥ

�?đǷǣϔ��ʷŚđ]� 
	1
λ\�Ⱥ��đ΀Ȓ&λ�¸��əΔ�ˀ� 
 ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
	Ǭλƒů�bȋ$ 1�2�3��Í
 
	2
ΞŚʍȺ��đʶ��ŢȃĚ�ƙù�ƗČǴƤ�l˅­\ƹˀ� 
     ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
	3
ƕƳǍɳà�đ1̴�ʹɤˀ� 
① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
 	4
��ŁȇȄ� 
     ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
 	5
��ŁȇȄ� 
① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
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 	6
Ť̛�Ń̠��΄� 
 � ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
 	7
Ȓ̾ 1500ˈJ�ʍ΂ʷ� 
 � ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
 	8
Ȓ̾ 1000ˈʍ΂ʷ� 
 � ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
 	9
Ȓ̾ 100ˈʍ΂ʷ� 
 � ① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
 	10
̡ŉȸɕ�ʺ̿� 
① ϔ�ŮĊ ② ǣ;ϔ� ③ Ȝǋϔ� 
4.  øΓ· 4!ǔǧκ�Ƅʍņ^ÝǍŏȺ�ǣǋò$΅\nśʍ¶ò˸�ɫJ�Η
;ωϯ� 
 	1
�ĸ3ņ^ƒ}GȺ�ǐϊ� 
 � ① Ǖ ② �Ǖ 
	Ǭλƒů�bȋ$ 1�2��Í
 
 	2
ǩǱƇ͈lʍ5ƅÄ̐ĢƏ�Ϋ�� 
     ① Ǖ ② �Ǖ 
 	3
Ƈ͈Őʍņ^ƒȺ�ʳˉÀ�ϔ�� 
 � ① Ǖ ② �Ǖ 
 	4
ĢƏņ^ƒ}GȺ�óϜāć	ȚđϞ͈ϰĆʍ¡�
� 
     ① Ǖ ② �Ǖ 
 5.  øΓ· 4!ǔǧκ�Ƅʍņ^ÝǍŏȺ�ǣǋò$ƅ˩ʍ¶ò	đ´Ɯƒŷ̹

˸�ɫJ�Η;ωϯ� 
 	1
�ĸ3ņ^ƒȺ�ǐϊ� 
① Ǖ ② �Ǖ 
	Ǭλƒů�bȋ$ 1�2��Í
 
 	2
ǩǱƇ͈lʍ5ƅÄ̐ĢƏ�Ϋ�� 
�  ① Ǖ ② �Ǖ 
	3
l5ƅ�đőǐFˠ� 
① Ǖ ② �Ǖ 
6.  øΓ· 4 !ǔǧκ�Ƅʍnśƒƅ˩�ĐøćĊʷŚ�ūá3Ƅ�ĬA�Ǥ»�
Ϊłƒϝ\ʍȐŏʯQ=Ŭ� 
① Ģxȫǣūá ② ǣ�ɘūá ③ "ˀūá ④ ūáŮĊ ⑤ ūáϢŏĊ 
	Ǭλƒů�bȋ$ 5�4�3�2�1
 
7.  øΓ· 4!ǔǧκ�Ƅǣ΅\ʃʇÒ� 
① Ģxȫǣʃʇ ② ǣ�ɘʃʇ ③ "ˀʃʇ ④ �λʃʇ ⑤ Ů�λʃʇ 
	Ǭλƒů�bȋ$ 6�5.4�4.2�3.1�2.2�1
 
8.  øΓ· 4!ǔǧκ�Ƅʍ΅\ʃʇūá3Ƅʍņ^ÝĬ�Ò� 
① Ģxȫǣūá ② ǣ�ɘūá ③ "ˀūá ④ ūáŮĊ ⑤ ūáϢŏĊ 
	đǷ 7ǋ 8ǋ�Ǭλƒů�bȋ$ 6�4.75�3.5�2.25�1.0�đǷ$ 7ǣ 8ǋ��
$ 5�4�3�2�1
 
[ƄʍƊ͎] 
9.  J�Η;ωϯǕ{7Γ· 1!ǢκƄ̡ŉʍƊ͎�ĲȘ�ǰωϯƔͩʍ5ƅ�Ƅ
ʍƅ�ǕB'Ǿʍ� 
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	1
Ƅ͎ůɲȺsĥ� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 6�5�4�3�2�1
 
	2
ƄǕ�!ƿƊʍA� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 1�2�3�4�5�6
 
	3
Ƅʍƅ˩Ϣŏ�Đ�B'5ά�̐_ƄϹ|ͻǱ� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 1�2�3�4�5�6
 
	4
ƄʍųɮŮőϡ� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 6�5�4�3�2�1
 
	5
Ƅl5ˌ�sȩ� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 6�5�4�3�2�1
 
	6
Ƅʍƅ˩Z̶� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 1�2�3�4�5�6
 
	7
Ƅ͎ůˁʁ�ľ� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 1�2�3�4�5�6
 
	8
ƄǕ!Ÿ,ʍA� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 6�5�4�3�2�1
 
	9
ƄƊ͎µɛ� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 1�2�3�4�5�6
 
10.  �nśūá3ƄʍʯQȺ�	đͺ@͛»
� 
① Ɣǣʍǐϊ ② ĊΫ�ǐϊ ③ ȚΌćǐϊ ④ �Ϋ�ǐϊ  
⑤ ķΫ�ǐϊ ⑥ ȫǣΗʳƊ͎ 
	Ǭλƒů�bȋ$ 1�2�3�4�5�6
 
[ſ\nśƅ�] 
11.  ͪʙ��Ș�ǰωϯ�â�ʳ˂ȂǡʾËƄʍƅ�? 
	1
ƐĐͯȚ�Aĭǒɲʅ� 
① ˦ĲȐʩ ② ĊΫ�Ȑʩ ③ �̐̃Ĥ ④ ĊΫ�φͨ ⑤ ˦Ĳφͨ` 
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	Ǭλƒů�bȋ$ 1�2�3�4�5
 
	2
Ɛ΁ÚôA�Ǿnś� 
① ˦ĲȐʩ ② ĊΫ�Ȑʩ ③ �̐̃Ĥ ④ ĊΫ�φͨ ⑤ ˦Ĳφͨ 
	Ǭλƒů�bȋ$ 5�4�3�2�1
 
	3
Ɛ͕$Ɛʍnśɦ�øÁü� 
① ˦ĲȐʩ ② ĊΫ�Ȑʩ ③ �̐̃Ĥ ④ ĊΫ�φͨ ⑤ ˦Ĳφͨ 
	Ǭλƒů�bȋ$ 1�2�3�4�5
 
	4
Ɛʍnśɦ�ϢŏĐ� 
① ˦ĲȐʩ ② ĊΫ�Ȑʩ ③ �̐̃Ĥ ④ ĊΫ�φͨ ⑤ ˦Ĳφͨ 
	Ǭλƒů�bȋ$ 5�4�3�2�1
 
SF-36ɲȺͲμ͝ �˧  ͔

ϯÈ �͔ ϯÈ �͔ ϯÈ �͔ ϯÈ �͔ 
1  3-9  7  9-9  
2  3-10  8  10  
3-1  4-1  9-1  11-1  
3-2  4-2  9-2  11-2  
3-3  4-3  9-3  11-3  
3-4  4-4  9-4  11-4  
3-5  5-1  9-5    
3-6  5-2  9-6    
3-7  5-3  9-7    
3-8  6  9-8  Ë͔   

 
5. MFI-20͝� 

ć˫ʁ£μ́	multidimensional fatigue inventory-20,MFI-20
 

No. Item Ǖ  1   2   3   4   5  Ó 

1 ƐƊ͎̥Đ □   □   □   □   □ 
2 ƐƊ͎Ä̐l�ɘ\�Ⱥ� □   □   □   □   □ 

3 ƐƊ͎ŮǣȺ� □   □   □   □   □ 
4 ƐƋlÊʳIƐŞųʍ5 □   □   □   □   □ 
5 Ɛ͎ůʁƆ □   □   □   □   □ 
6 Ɛ͎ůƐ�ċŐČćʍȺ □   □   □   □   □ 
7 Ɛ̐�ųl5 □   □   □   □   □ 
8 ø\��Ɛ̐lŮć5 □   □   □   □   □ 
9 ƐīżŴϨl5 □   □   □   □   □ 
10 Ɛ�ċÄ̐lŮĸʍ5 □   □   □   □   □ 

11 Ɛ̐ŮĐùϝ"ˌ� □   □   □   □   □ 

12 Ɛ�ʗøPƁ □   □   □   □   □ 
13 Ɛ͈Ů¡�Ɩ̐ϝ"ˌʰ □   □   □   □   □ 
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14 Ɛ͈Ů¡�Ɩ̐ŘĲˏˍʍăĀ □   □   □   □   □ 

15 ƐǣŮćņ^͔� □   □   □   □   □ 

16 Ɛĭǒ͎ůʁ£ □   □   □   □   □ 
17 Ɛ�*ȫlN]5 □   □   □   □   □ 
18 Ɛ�ƇlN]5 □   □   □   □   □ 

19 Ɛĭǒͺʰ □   □   □   □   □ 

20 ƐƊ͎\�ɦ�ŮĐ □   □   □   □   □ 

 

--ͪøȘ!ǰʕÏΟƢͥ́Λ�ƄʘʾʍʷŚ�ͽʾËͽkÑ 1d�ͽ�ʾËͽ

kÑ 5d: 

--́Λʁ£ʍǰʕ 2�5�9�10�13�14� 16�17�18�19�$ȐÑ͔�� 

--�́Λʁ£ʍǰʕ 1�3�4�6�7�8� 11�12�15�20�$½Ñ͔�� 

--}�ǁͽϹ,ͩǑʁ£ʆɦͽ�λ 
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1. ϰʖ 
    Z�νʌD˒-2ȰɽȻ�ſőɡ˭ËŮ�ϚǬ�¼ʗ�ĢƏ�ĳɠ#Ŗͣ϶� 
	
2. ϧʖƷ͉	

	 	 	 	Z�νμˠAʌD˒-2	rhIL-2�çàÎ�ȍÌĺ
ʖ�ŋͅ�ˑ�şƾſ#

Ŗʥʺ͝ǒ�øćʴ̢ΆvʀſƓ̢Άɘʇʙ{ʅʆȰɽ"Ǥƿ�Xǖ}ø̢Ά

vʀſʅʆ"ʎʛĦɽƿĻǌ�Ȃʎĳɠͣ϶ʪ͝�ǪʥʺǐøΣΔϚǬ�¼ʗ�

ĢƏ�ĳɠ#Ŗͣ϶ǲǒʪ rhIL-2Ȱɽőɡ˭ËŮʎĢxſÝǤƿſ�ÍǑΙ�

ȓƮ˓ͦȰɽĳΎ ſ Tˡ̍:ýʎŬáJǒʪ}ȰɽʎvʀǬ��	

	
3. ʥʺ̌ǚ 
	 	 	 	¶¾ſőɡ˭ËŮǖ�ʴJÂő�ʜőÝćíĤÀ˖$ɦŮʎƎſ̢Άv
ʀſʅʆ�¤ƤÚôʱˤʆÁ�ɅŌ˥ʆ�̇ĸˈη"ȚÝϋͳſ̆ʅʆ�Ǣ

Ζʎʥʺ͂ǒ�Tˡ̍Ý Bˡ̍ʎčͭø PSSʎ¾ɳ¾Ņ"ͼʝ̣{μ͉ʎ^
ɴ 1�ćʴ̢Άƞ\ʎ>ɳϪʯʝ Bˡ̍˺Àſʎ č�ʖ�ĳ SSʎȰɽǖĳ
ʇÝˤ϶ſʎ�őɡ͂ɬǖřɴŁάɽȲǲĦɬ�ĒæɄǡHÝAŇȷɄȰ

ɽ�xΆƩĬʎʆAΣŐ_ɴˏʏͳɗ˒˻ËvʀƝ��Ȱɽ 2�Ǫʥʺǐøʪ

͖ rhIL-2Ȱɽőɡ˭ËŮʎǤƿſÝĢxſ�	
	
4. ʥʺʖʎ 

Ǫʥʺǐøʪ͖rhIL-2Ȱɽőɡ˭ËŮʎǤƿſÝĢxſ�ÍǑΙ�ȓƮ˓
ͦȰɽʎvʀǬ�� 

 
5. ʥʺ͕͛ 
 
5.1. őɡ˭ËŮ 

 ξĳȻ�ſőɡ˭ËŮø¶Ȱɽÿʧ�ͭǃ̲ɥȰɽĒ�� 
ͣ϶ˠ	n=30
�¶Ő͍Ȱɽǉȃÿʧ�ͭǃ�ν+Z�νμˠAʌD˒-2	

ĳɠˠ	n=30
�¶Ő͍Ȱɽǉȃÿʧ�ͭǃ�ν+ĢƏ�	

	

5.2. ʗȲʎĦǊ 
	 	 	 	Ǫͣ϶κɴ¼ʗʎ͕͛ǉȲ�μˠAʌD˒-2ÝĢƏ�̲ɥʎ¤͇Ć͌�ɴ
Ȳɴνǌŉ��κɴɨʼʎˀ�ǉΙ̿ʗŚʎɳƐÝɬúʗȲʎĦǊ�κɴ SAS	
9.3˨͕ΉL�ƨ 1:1ʎț`>ɳϚǬ˯ʤ͂�² SS01-60�wΠʎÀͣ˸ķϚǬ
ͅ�ίwͣ϶ˠƓĳɠˠ�	
	

5.3. ˔žƵʗ 
ș!Àͣ˸έQǤ�!˔žƵʗfĵ�fĵ"͘ũͦÀͣ˸_ɴʎ~\̲ɥ�

ø˔žƆ��ϟ͉ʠΧ}ƕɴ̲ɥǑƗ̑Ƙş�̝ žfĵɵÊ"ŴͱͲʎʥʺ˸

Ɠ̲�Ŏeˈ�øƘşfĵJ�ŵϩΣʠͦ"Ŵ%͉ʥʺ˸�Ű�}ƛ�ÏǉÆ
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Ƙş˔žfĵ�ƵʗÏͦÀͣ˸ķͅˣȐͣ϶�^$̷̗ʆ`ăɯ�	

	

5.4. ̲ɥ�ίǉȲ 
ʿË˛w͉ȧʎÀͣ˸�ȁƪ}Οřʇ�ɵ̲àˈɯØƨwΠǑϋʎtÏ

Ϩŗ�ƨ̲ɥÈEĸ�ĊʎϨŗbȌ¾ƾ̲ɥ� 
 

5.5. ËŔɴ̲͍ĥ 
¶Ȱɽǉȃ¤Ƥɗ˒�Ɠ��vʀƝ���ιηȸľǳͼė�ν≤7.5mg/d�	

	

5.6. ʥʺA˵ 
ω͡Ɠ[ϖȰɽʎőɡ˭ËŮƄ˸ 60`� 

	

5.7. wΠÝƭϗǾ� 
	
5.7.1. wΠǾ� 

1�ɸſƓďſ��ø˄Π͎͜ǑœЂø 18-70ņ	Ô 18º 65ņ
�\μ

̣Ĺ 35kg�	

2�͡Ǉ$¶¾ſőɡŮ	ȁƪ 2002œ	 AECG�ˊǾ�
3��ø˄ǽ�ʪ

̣͡Ĺ 3!ǣ�	

3�ʅʆȻ�ś	EESDAI
≥5��	

4�RF�ƞ SSAƓƞ SSBƞ\ύſ�	

5�͡Ǉ$¶¾ſőɡ˭ËŮ�ʆʸͽΔ 10 œʎƄ˸ŵϩ~ǤJ�̣Ĺ�

!ˑ˨ɦŮ�	

Ϻɮ̼ʌ̾ʇ*	IgG>16.8g/L
ƓŹ\ C3/C4*�Ɠ�ɮ̼ʌ̾ʇ*�	

Ɠ̢͡Ǉ$J�ʅʆJǲʎȻ�ſƓǍŭʆÇ		ɵőɡ˭ËŮŢͼ
�	

	 	˕ʋ/ʏ̂̾ˈɘ�	

	 	ɅŌ˥ʆ�	

	 	ϣƋǻŢͼʎƦ˫ſ̛̞̈Ċ�	

	 	ĆÚʱˤʆÁ	ǠǤʱˤRĴͣ϶͘ũ
�	

	 	 HRCT͝Ħϋͳſ̆ʅʆ�	

	 	ϟ͉Ȱɽʎ̇ĸˈη"Ț�	

őɡ˭ËŮŢͼʎ"Ǻʱˤˑ˨ʅʆ		ˤMRI͝Ħ
�	

˽ɘ	CKĊ7 2gȑŐ�ϕ
Ý˽ɷ÷ƓȻȆ͝Ħ˽ɘ�	

ɘʇſ{̩ɘ�	
5�15�π�ǩ�ɗæɄȼɪĊ7 0ml�	
6�ʇɧſÂő	VAS͞��50mm
�	
7�ʇɧſʂ£	VAS͞��50mm
�	
8�ʇɧſʄʈ	VAS͞��50mm
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9�øƯÀϴȌȰɽʥʺȶĶ�řɴˏʏͳɗ˒	≤7.5mg/dŦʎǳƓʙŨ
�νʎ}Gɗ˒
�DMARDs	Ēɶȣ̽Ù�˴ȥé�ʨåìÙ�Òǡϻ˷γ
δ�ǲȠˉɦ�ɫĞ˒ˁ
Ɠ§˲°à***ŵϩʹĥȰɽ 4Ú�Ŕ�øǃ!ʥʺ
"ǢđeƦ�ν�Á�ĒǸʆAmɴ}"N]�ʴ̲ɥ�Ϊ'øƯÀȰɽʥʺ

�řmɴ̣Ĺ 4Ú�	
10�¸�ͣ϶Ǒϩ˦4ʆA0ϥÖʠÍƊ0�ŔŏǧʆȂĉΨġʥʺϚ

͕͜�Ý}G͗ĥ0ʎ͉ȧ�	
	
*ø˄ΠÏ�!ǣ�Ι̿ƞ Roƞ\ȆȾ�IgG�RF�C3/C4º�ɮ̼ʌ̾ʇ

ȆȾʪĥʆAǖÓËȂ�ĒǸͽΔ 3!ǣ�řøǪùȆǽǑμąȆǽ�Jʪ͖
}ǖÓËȂ�	

VAS͞�̮ô$ 0-100�100ĳřǢ�μʸś�	
***ø˄Π�ÿ˟�12Ú�24Ú	ʥʺ˥ǰ
͞Uʎ 12ĸǑ�ȜǸ̪ϵ

ʬƓ~ǤˊW̲ɯ^ɴʎ̲ɥʲȐ_ɴ�	
	
5.7.2. ƭϗǾ� 

N]ʿËJ�Ǿ�ʎÀͣ˸řͅƭϗ�	

1�͡Ǉ$˩¾ſőɡ˭ËŮ�	

2�N] AECG ƭϗǾ�ȬǤ¤Ƥʎ}GƆ�	ʷȇɥƞį%ʆ�ƭϗ pSS

ʎ¶¾ſɅŌʉ�˥̩ʆ
	

3�ʆƆʹĥ	wˠǑ IgG	�16.8	g/L
	

4�)�_ɴ�ĕǔƓ}G­ƞ�	

5��μŔ¾ʇ�¤ƤŴ�̓ʽ	≥	NYHA	III˙
�̇�̑�x	˽ΰɇϗɪ

≤30	ml/min
�˾ �̑�x	̾ɇ ALTƓ ASTĊ7�gȑŐ�ϕ�Ɠƀ̋˗˒Ċ7

ȑŐ�ϕ
	
6�}G�μʎ�ΙŅſʎƓ�Æưʎ̾Ʉğ�̊˿���ȱ�̆�Ŵ�

ʱˤƓ̖ʅʆ	¤Ƥ̗ϹϦʅʆ�Ēć¾ſʩ¥
�	
7�ŋʠʎΔǀ�Ϻ½řſƓ IL-2Ɠ}͹Ū��˺À�	
8�ƄǤ�μƋǻ	¤ƤX�ϕ7˾ɘ�̆ɘ�̴̾ʇ�̇ʐ̇ɘ�EBʆ

Ț�˥ȀƋǻ
�ƓòƋǻ[ϖ�Ɠřɴϴ�Ȱɽ� 2!ǣ_ɴϢ̓ƞɳ˒Ȱɽ
Ƌǻ�	

9�øϴȌ_ɴʥʺ��� 3!ǣ�̏ά X˟ɢǗʯǤƃſ̈ʉƓŨ�Ȼ�

ſƋǻ	¤Ƥ˥Ȁʆ
ʎŠŐ�	

10�˄ ǽ� 6!ǣ�Ǥϣ˥Ȁ�ǹǮ̴ƋǻƓǬQſƋǻ	Ēňˡ̍ʆȚ�

̆ï̻ʆ�ǞϠ̴ʆ
�	
11�Ƌǻ HIV	HIVƞ\ύſ̾ɇğ
Ɠ�ý˾ɘ	Hep	Cƞ\ύſ̾ɇ

ğ
�ĒǸ̾ɇύſ�Ş͗ÞͥøȰɽ̨ɎʆȚƓ�ý˾ɘʆȚƋǻǉϥǤ�ψ

ʎ©ɳ�	
12�Ƌǻ-ý˾ɘʆȚ�ĳ7ɵ7-ý˾ɘʆȚȆȾ˥Ǹ˹�ʿËǪʥʺ

ǱLʎƄ˸�Ş͗Þͥ~ǤȰɽ-ý˾ɘʆȚƋǻ��ʠ͟ʎ©ɳ�	
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13�øΔ· 5œ�ǤN]ŋʠʎƃſ̈ʉƓǤƃſ̈ʉÇ	ϣϿ̧˒ʉʏ
̂ʊϗĆ�øϴ!ʥʺ��_ɴ� 3!ǣ��ǌą¾ΝͰʎϣϿ̧˒ʉʏ̂ʊ
ƓƖǫȰƉʎīϬ̈ʉ
�	

14�Ǥ�Àư�ʎˍʱƓƆ˪Ϝʫ�¤ƤøΔ· 3œ�ǤÕȚÝβαÇ�
ΘÆ̑ĖʫʥʺʎϨ�ģƐ�	

15�øϴȌȶĶʥʺ�� 3!ǣ��øʥʺǨϋƓøǢÏ�ȌȶĶʥʺ�
Ï 4!ǣ��ƯÀƓϪǨƯÀN]ȻʆȚƓˡ̴ʀ̫ȶĶ�ø˄ǽÏ 12!ǣ�
Ưʴ3°D̫�	

16�ŻĜ�ã2ƓǤɳ̅ɕ�ʎēď	WCBP
øƯÀȰɽǨϋÝȰɽ˥
ǰÏ 12!ǣ��ƌ_ɴˤ©ğƛ�ʎΩĜƲǊ�	

17�}VcǤɳ̅ɕ�X�ƌøƯÀȰɽǨϋÝȰɽ˥ǰÏ 12!ǣ�_
ɴΟŨʎˤ©ğ͖ÆʎΩĜƲǊʎɸſ�	
	

5.8. Ξ�Ǿ�	
Àͣ˸ĒǸ�ɬ�ΜN�ʴ5L�řΞ�ʥʺ�	

1�Àͣ˸�ɬ3Ǒϋ��ȶĶʥʺ̲ɥʙ{ʎ�̦5L�	

2�Àͣ˸ƸñʠƆÍƊ�	

3�ǌȲģƐϚ͕͜��	

4�ƃſ̈ʉ�	

5�Àͣ˸øʥʺǨϋĔĚƓ͕�ĔĚ�	

6�_ɴ3ʲɴʎ̲ɥƓȰɽ�	

7�č͜�	

8�Ȕ<�	

	

	 	 	 	ĒǸÀͣ˸č͜�ʥʺŇ^AØŵϩĿ�˻ˑÀͣ˸ŔǒʪƸ�ʎ¶ò�

ŵϩ͘ũϚ͜κ¿ʎƲǊ�ŨÀͣ˸øģƐʥʺ�Ƹ��Ƹ�ʎ¶òř͘ũø

CRF͂Ý¶ė͘ũ"��ί˦Àͣ˸ʎʥʺ̲ɥ�̑�ί˦}GÀͣ˸�Ƹ�

ʥʺʎÀͣ˸�̑ͅ¿H�Ƹ�ʥʺʎÀͣ˸ĳ7ʥʺǾǪÆlJ�Πƣ�e

ɺŋƼϞʎǿàŔbɠ¶ėʠƆÍƊ_ɴǿà�ƓƸñĳʥʺǿàʎʠƆÍ

Ɗ�υȘǿà���Ι̿Ï˫ȆȾ�	

	

6. ͣ϶̲ɥfƂ 
 
6.1. ̲ɥ 
μˠAʌD˒-2�ĢƏ� 

 
6.2. �νÝɴȲ 
Àͣ˸ƯÀ3!ɽʸʎZ�νIL-2ƓĢƏ��~\ǉȃ$�1ʍ�­YrhIL-2�

ʏ�ȶĶ�ϛǎ˦̲�Λ˫˦̲14ċ�ϋȏ14ċÏşėˀ6!ɽʸ�ƕǤƄ˸�
12ÚƯÀ3!ɽʸʎIL-2ƓĢƏ�Ȱɽ�)Ï12Úm̲Ϛ͜� 
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6.3. VϚȰɽ 
ƕǤΙw˄Π�30ċ�ʎʥʺ�ɴ̲ŵϩø˄ΠǑ͘ũ�ʥʺΔʸ"ƕǤV

ϚȰɽÝN]Á¥έŵϩ͘ũ�řĿÆ̑eƦɴ̲ʹĥ�ˀ24Ú� 
 
6.3.1. vʀ̩ͭ� 
ĒǸƯÀvʀ̩ͭ��Àͣ˸řͦE˄Π�ˀ24Ú�νέʹĥ�vʀ̩ͭ�

C̑øÀͣ˸�ɬ�ÆƯÀʎ�^ɴǑ�ν�˹ ΘÆ̑ŬáÀͣ˸#Ŗǂƪʎ͑

ͬ� 
 
6.3.2. ƞɾ̲ 
ǃ!Ħ϶"ÆJ_ɴʹĥ�νʎ˴ȥéȰɽ� 

 
6.3.3. ˏʏͳɗ˒Ȱɽ 
�Ѐ¢�ŵ͉ʎ�νÁ¥�N]ͭǃέ͉ͮƍ�©ɽ�ŵ͉Ǒr͚ƽÁˏʏ

ͳɗ˒Ȱɽ�X}ʸśÝǑǬ͉ͮƍ˷̺�ò}Æ̑Ŭáʥʺ˥Ǹ� 
�ėȰɽǉȃÔˏʏͳɗ˒	ιηȸľǳͼė�ν≤7.5mg/d
VƓ�Vvʀ

Ɲ��� 
ĒǸÀͣ˸øɗ˒�νΔʸ"ʅʆȻ�ś�μ�ÆǜmΙ�ȓ�ν�Ý/ƓĒ

Ǹʥʺ͖$ŵ͉�}ÂǦˏʏͳɗ˒�νÆ#ǑƴϺ� 
 
6.3.4. ϣɹ\ˊƞɘ̲ 

řɴNSAIDs	¤ƤϑÉ§ǷÝΠƣſCOX-2Ɲ��
Ý}GȐʈ̲ʎÀͣ
˸řƯÀöĭ͍ĥʎŐ͍�ν�NSAIDsăǉÝ}GŐ͍Ȑʈ̲øřɴϴ�ʥʺ
̲ɥ�2Ụ́ˀ24Ú�řͭǃ�ÄǤ�ɬ�ÆƯÀʎ�̦½řǑƗ̑ǟƽ�ø0-
12Ú�Ȱɽǉȃ"�r͚�ɴǈʎNSAIDs�øˀ12ÚÏ�r͚ŲͭNSAIDs̲ɥ�
XƱ̰NSAIDsɴ̲ĿÆ̑eƦʹĥ�͉͘ũN]Ǘ̸ƽÁ� 

 
6.3.5. Ćɴ̲ 
    r͚_ɴĆɴ̲�X�̑ÔǤʲȐʎ̲à�24ÚǨϋ�r͚_ɴɫĞ˒ʎĆ
ɴ̲̟Ɠ2̟�Xr͚_ɴ}ʜ̲�r͚_ɴĆɴʜ̲�țĒɴ7Ȱɽőʜʇʎ

ɭɰηρʜ̲ȦÝĸɤ̾·̼ʌƴ¿ɥʜ̎�ø͎͜ǎJĆÆɴZƿMĆɴʏͳ

ɗ˒�"ϺƿMʎĆɴˏʏͳɗ˒�r͚_ɴ�͎͜�72ĸǑ�ǩˤ͞U�řø
ʏ̂Ͼ̠ƩĬă_ɴĆɴ̲� 

 
7. ʥʺΔʸ 
 
7.1. ˄ΠϏȗ 
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ʥʺ˸ø̳¿ǂƪ�ŵϩŔ¿ŰŔȀĦʠƆÍƊ0�˄ Π͎͜ŵϩøϚǬ͜

͎	ˀ 0Ú
� 4Ú�ģƐ�ÃĆ�Àͣ˸øĩō˄Π SSÏŵϩŋˤƯÀʥʺ
ϚǬ�ˠ� 

$Ģxͼ͋Ɠ$κϞÝ�ǶɦĥǿàʎƜǫ¶ò�Æ̑QμąƓϱĆκϞǿ

à� 
ʥʺ˸øϚǬ�ˠ�ķΙ̿ƕǤɴǲǒʪÀͣ˸ǖÓʿËǱLʎ˄Π͞U�

ƕǤÀͣ˸ŵϩɑͿΘ;ʅʆʎ�ˊǾ�� 
 
7.2. ¼ʗȰɽϏȗ 
 
7.2.1. ˀ 0Ú/ϚǬ�ˠǎ 
øˀ 0Ú�ʿËǱLʎÀͣ˸ķJ 1:1ț`ͅϚǬ¼ʗ�ίøAμˠʌD˒

-2ˠƓĢƏ�ˠ� 
 
7.2.2. ĢƏ�ĳɠʎȰɽϏȗ 
Àͣ˸JÍǿǉšƯÀZ�ν rhIL-2ƓĢƏ�Ȱɽ� 
Àͣ˸ƯÀ3!ɽʸʎZ�νIL-2ƓĢƏ��ș!ɽʸ41ʍ�­YZ�νIL-

2ƓĢƏ��ʏ�ȶĶ�ϛǎ˦̲2Ú�)Ï2Úm̲Ϛ͜� 
 

 
7.3. Ϛ͜Ϗȗ 

͌ĲǨ$ 12ÚȰɽº 12ÚϚ͜�ƼϞƄ˸#Ŗ͂ɬ�̢ Άƞ\Ý}Gʙ{

Ħ϶ĪȆǽ�őɡ˭ËŮƄ˸Ι̿ ESSDAI͞�͞U}ʆƆˮ͑ʸś�øȰɽ�
ÏʒȾ̲ɥ�̦½ř� 
 
7.4. Ƹ�ʥʺʎÀͣ˸ 
Ƹ�ʥʺʎÀͣ˸�QͅÅñΙ̿Ϛ͜͞U� 

 
7.5. Ǥƿſ͞U 

Ǥƿſ͞Uķÿ7%͉ÝȌ͉ˣə˥ǸȾ͞	ͧ͋ 7.5.3
�ƳΜƕǤǤƿſ
͞UÝˣə�ɆËˣə͞U�Įʎģǃ�͂ͧ͋ϒ͂ 1Ý 2�ƕǤǤƿſ͞Uř
ͅʥʺ˸�̤Ι̿�JeƦ�Ï~ǤÆțſ�șȌ͎͜έQȀĦΘ;ǂƪŋκϞ

Ŕʪe͞Uʎ�̤ſ� 
 
7.5.1. ˣə 
 
%͉ˣə 

%͉ˣəǖ 24ÚǑ�ESSDAI͞�ƽè≥3�� 
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%͉ʎȌ͉ˣə 
Ȍ͉ˣə¤Ƥ}G#Ŗř˃�ĢxſÝvʀˡ̍:˵Á¥	¤Ƥ T ˡ̍Ý

NKˡ̍:˵
� 
 
7.6. Ϛ͜ 
 
7.6.1. ÿ˟Ϛ͜ 
	1
�̥͸ǆ�¤ƤĘÎ�ſ��œЂ�˻ˑɷͤ�ʆʸ� 
	2
#Ŗ͂ɬÝ\Ů�¤Ƥʏʃ�¾ɞ�Â̙ɋɿ�ȴȭŀ�ʅʆȻ�͞�
ˁ� 
	3
Ħ϶ĪȆǽ�̾Ő͍�˾̇�̑�ANA�ƞ SSA�ƞ SSB�RF�vʀ
ɮ̼ʌ�ESR�CRP�Tˡ̍Ý Bˡ̍:˵�IL-2�TGF-βÝ}Gˡ̍òě� 
 

7.6.2. ͎͜ 
� 3!ǣș 2Ú͎͜ 1Ȍ	z 6Ȍ
�)Ïș!ǣ͎͜ 1Ȍ� 
	1
ȁƪʅʆȻ�͞�	¤Ƥ ESSDAI͞�
͌Ĳ#Ŗ͂ɬǖÓˮ͑� 
	2
ʒȾ̾ɇğƧǾƽÁ�ș 4Ú�̾Ő͍Ȇǽ�˾̇�̑�ȁƪʆƆȆȾ
ʙ{ƞ\Ēƞ SSA�ƞ SSB�RF�vʀɮ̼ʌ�ESR�CRP͞UʆƆ� 
	3
ȼšˡ̍ȆȾ�ˀ 0�2�4�6�8�12�16�20Ý 24Ú�ȼšˡ̍ǫ
ȆȾ CD4+Tˡ̍Ý CD19+Bˡ̍�͞UȰɽ�Ïʎˡ̍:˵Á¥ɪ� 
	4
ˡ̍òě�øˀ 0Ýˀ 12Ú�ΣΔ ELISAȆȾ IL-2�IL-6�TGF-βÝ
}Gˡ̍òěʎȦŒ� 

 
7.6.3. ͞U 
ƳΜƕǤǤƿſ͞UÝˣə�ɆËˣə͞U�Įʎģǃ�͂ͧ͋ϒL 2� 

 
7.6.3.1. ESSDAI 

EULAR	ȎȺƞϲɊ˻ʕ
ɣ ˢʎöϓ SS�ĭË^ˠø 2010œŞʼ3 2!
ŕÀ͖ÆʎʅʆȻ�ſ͞��²ÿ7Ƅ˸%͌ʇɧʎ	EULARőɡ˭ËŮƄ˸
ƟÖƧǂ
͞�Ýÿ7Ƅ˸Ĩ͌ˑ˨ſʇɧʎ ESSDAI	őɡ˭ËŮʅʆȻ�ś
Ƨǂ
͞� 4,5� 
˄ΠǑ	ϒL 6
Ι̿ ESSDAI͞��Ġǖ͊ʓxΆ 12!ǉϥʎʅʆȻ�ſ

Ƨǂ�¤ƤxΆʇɧ�ɅŌ˥ʆÁ�̞ \�ʏ̂Ͼ̠�{̩�̆ ά�̇ ̕�˽ ˼�

Úôʱˤ�"Ǻʱˤ�̾Ʉˑ˨ÝɳɥğɦŮ�ș!ǉϥ�ŁȻ΀ʸś�$ 3-4
˙�ș!ǉϥʎǭμɵćò˒˟ſñŧȊý¿Ű�Äĳ΂ʅʆǤ{ʎʇɧ͞��

ΩvψǨ#ŖʇɧʎŬá�Ǣˣ͞� 0-123��0�H͂ʅʆǌȻ�� 
 
7.6.3.2. őɡ�ʂ+�ʄʈ VAS͞� 
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Àͣ˸ķø�!Æ͎¥ʎȊƢĽ	VAS�0-100mm
�͞U}Δ· 2ÚʎŒ
ûőɡ�ʂ£Ýʄʈʸś�νĽʎ�śE 0	H͂“ǌʇɧ”
� 100	H͂“ʇɧ
Ǣμ”
� 

 
7.6.3.3. MFI-20͞� 
    ϊ³ɵ 20!ϧʖˠƐ�Àͣ˸ŵϩø9əν͂�Ǿ�Đɦĥɧżʎʸś�
E�ǖ���Ó��ȑÑÝͱÑϧʖʎ͕�ʙˁǑ�ÆJʙ8ƠɁ͞���ǂ;

Ϻ�ͪǒʂ£ʸś;Ϻ� 
 

7.6.3.4. nŜɧ�ͭǽˆ͂ SF-36 
RANDnŜɧ�ͭǽˆ͂	SF
-36ϊ³ǖ¤Ô 36ϧʎ̢͞ćˬν͂�8!

nŜˬś¤Ô�̑͞U	ϒL 3
7� 
ɳɯ�̑ϕ� 
ǎŐ̧͐Ȼ�ϕ� 
·\ʄʈ 
�̥ˍʱnŜ	ˍʱ´�ÝnŜ
 
ɳÜ�	̑νÝʂ£
 
òɳɯƓˍʱϊϰΥƐʎʰQ�̑ϕ� 
ò!AƓƆƋϊϰΥƐʎǎŐȻ�ϕ� 

�̥nŜƋʠ 
    :ˊ͞�E 0� 100 

͞�ɵɳɯά�ƀ��ˍʱά�ƀ��ƀ��:ˊ͞�ˠƐ�͞�;Ϻ�˥

Ǹ;đ�14 ņJ�Οɴ�5-10 �πģƐ�ćǂ͓ͨǤ˶͢ɣǪ�ν͂ŋͅŕȳ
͓ͨÝǄ¥ȀĦ� 

SF-36͞Mʎȉź�ɦ�ξĳN]œЂ�ʅʆƓȰɽˠ�ÆJț΍�Íʅʆ
ʎʙ{ͱơÝ�ÍȰɽʎ̳ʑ�N]:ˊ 3�Á¥ƓˠƐά� 5�Á¥ǖǤ#Ŗ
Ɗ(ʎ� 
 
7.7. ɳɥǾŷɥ 

̾Ʉ�̾ɇ�ŀɄʎƼϞ��Ą�oĝÝΕΐͧ͋ǑϋÝ5L͂	͂ 1
Ý
Ħ϶ĪƖ��ɳɥǾŷɥ¤ÔX�ϕ7 ESR�CRPÝ}GɘʇǾŷɥ�l ̍͂ϥ

Ǿŷɥ�̢Άƞ\Ēƞ SSA�ƞ SSB�RF�CD4+T ˡ̍Ý CD19+B ˡ̍:˵�
ˡ̍òě	Ô IL-2�IL-2�IL-6�IL-7�IL-10�IL-12p70�IL-15�IL-17A�IL-21�
IFN-γ�TGF-β�IFN-α
Ý}GÆ̑ø SS¾ɳ¾Ņ"ɂºʎɳɥǾŷɥʴˊ� 
 
7.8. ǿàƼϞÝˈɯ 

ǿàƼϞʎĦϓǎǨÝǑϋŵϩ͘ũøĦ϶ĪŮɴ͂"� 
øǑϋÝ5L͂	ϒ͂ 2
"͘ũƕǤǿàƼϞʎǑǬÝϮɪ�ƼϞ�ˈɯ

ÝΕΐǿàʎƧĴøĦ϶ĪƖ�"�ɴ7ǿàƼϞÝˈɯ� 
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8. ʥʺ̲ɥfƂ 
 
8.1. ʥʺ̲ɥʎŪɧƳΜ  
μˠAʌD˒-2�}%͉Ɛ�ǖμˠAʌˡ̍D˒-2�ǲ̢μˠĊ˿Ǯ̴�

Ύ�ǖɲϡθ�ª6ɟÿʨηρ�ʮηȡ6ρ�ʮη6ȡρ�Aʌ̼ʌ�ĢƏ�

�IL-2~ǤʙÍʎΎ�� 
 
8.2. ʏ�˦̲  
Àͣ˸ƯÀZ�νIL-2ƓĢƏ�Ȱɽ3!ɽʸ�~\ǉȲ$1ʍ�­Y�ȶĶ

2ml�șϛ�ċʏ�ȶĶ	rhIL-21×106IU�SC�Qod
�z14ċ�m̲14ċÏ�
şėÃ�!ɽʸ� 
 
8.3. ¤͇ 
ʥʺɴ̲ķΙ̿ɨʼ¤͇�Jʪeøǃ!ařτΔʸ"ĳ}Ι̿ΟŨˈɯ� 

 
8.4. Ǿ˅ 
ʥʺ̲ɥǾ˅ķ¤ÔʿËΟɴȲ͍͉ȧʎfƂ� 

 
8.5. �Ą�ăɯ�oĝ 
ƕǤʥʺͣ�ŵϩø2°C̣8°CʎÀưɉś�oĝ��Ű���ŔΩu�řΩ

v�ɚƶǘ>à�ø˦̲)��řʖ͎Ȇǽ>àʎϯˋɥͳÝÁ̧�ĒǸøɍɄ

"͌Ĳ�Á̧	ϗ3ȽϽ̧
�Æ͋ʎ�ΡǒϯˋƓ}GĆǲϯˋ���ř_ɴ

ͦ>à� 
øʥʺǯǆʎ�ĄÝǊɴΔʸ"ŵϩ_ɴǌ̴ƺ^�ø�ĄÝ˦̲Δʸ"ř

ΩvǝϡøʘĶύu�� 
 
8.6. ̲ɥϊͲ 
ʥʺ˸ͱͲʪeøǃ!ʥʺΔʸ"ĳøɬúƯƼʎƕǤʥʺ̲ɥΙ̿ɇə

Ý͕ˇ�ĳÀͣ˸Ǌɴʎʥʺ̲ɥŵϩ͘ũø̲ɥͲN͂Ȃ"�ʥʺɬúAØ�

Űķʥʺ̲ɥĮí�ʎ�͈ˠËͼǲ� 
ʥʺ̲ɥŵϩ�ȂƨɠǉȃÝĮíǾ˅Ι̿ăɯ�Ŕ�ŵϩøΟŨʎɫĀǱ

L�ĝƾøʥʺùəʎϕ�͜ϊ¨þƓφĥʎǼě"�ǩˤ_ɴʎʥʺ̲ɥÝÀ

ͣ˸Ηñʎʥʺ̲ɥŵϩøɬúʒȾ͜ϊǨϋɵͺ çʎʥʺɬúʒȾØΙ̿

϶͝�ǩ_ɴʎΗñ˦ḛAʎ̲ɥ�Ɠ_ɴΔʎϟΙ̿υȘʎ̲ɥ�ķ͘ͅũ

ø̲àΞñ͂"�ŨʥʺùəǖˤΔƫǭʎυȘ­YŔ�ʥʺ̲ɥařøɬúυ

ȘǑ�/ŵϩø̲ɥΞñ͂�͘ũ� 
ɕø±Ϙʎǯǆ�ĒɴΔʎΐɄ̈́�ξĎ�ȶĶíÝĸɱřʼ²JĢxʎǉ
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šăɯ�ò̲àͲNʎʖʎ�̑eɺ� 
ʥʺ̲ɥřøʥʺ˸ƓʥʺɬúAØʎËȂƐØƓ©ϖ/͡ƕ̲�Ŏʎʒʟ

�Ι̿�ʥʺ̲ɥCa¸�ʥʺʎÀͣ˸_ɴ�Ηñʎʥʺ̲ɥ�Ű�Ȍ�¾�

²_ǖÍ�Àͣ˸�ʥʺ̲ɥ�ŰμǈǾ͘Ɠμǈ�ίJa}GÀͣ˸_ɴ�ʥ

ʺAØ�̤ÍƊ��Űķʥʺ̲ɥEʥʺùəJĆʎN]ùə�¾�/�Űĝƾ

ø�ͺ ççĥʎʥʺùə� 
 

9. Ģxſ͞M 
	

9.1. ̲ɥ�̦½ř 
̲ɥ�̦½ř¤Ƥ3Àͣ˸řɴ IL-2ȰɽΔʸ"¾ɳʎŬáÀͣ˸nŜʎN

]ʇɧ�˭ ËŮƓʅʆ�/¤Ƥ3Ħ϶ĪȆǽ¾ɬƓ}G͡ǇΔʸ"¾ɬʎ#Ŗ

ʙ{Ɔ��	

	�̦½řÆ̑ǖ�ǈʎʅʆ�ȰɽɧżʇɧƓ\Ůʎƃ¥�VϚʅʆʎƃ¥

ˁ�	

�μ�̦½řǖƧøɴ̲Δʸ"Ɠ͌ĲǨϋN]Ǒh�ɬʎJ��̦5L�

¤Ƥ�ϟ[ϖ�Æ̑±ĬÀͣ˸Ɠϟ͉κ¿ƲǊǲϪόʎ�ʴÏǸ�	

	

9.1.1. �̦½ř�μʸś�Ǉ 
�̦5LǖƧø#ŖʥʺÀͣĳͰø_ɴ3ʥʺ		ͭǽƓϣͭǽ
	>à"

¾ɳʎ�̦ʎ©ɽ5L��̦5LÝȰɽ)ϋ��ĥĝøòǸ{ˑ�òȒ,	�̦

5LÆ̑ǖN]��ʎÝƊĆʎΝͰ		¤ƤŠŐ¾ɬ
�ʇɧƓø_ɴʥʺ		ͭ

ǽƓϣͭǽ
	>àÏ�ɬʎʙ{ʅʆ�X�ʪ�ǖÓÝʥʺ		ͭǽƓϣͭǽ
	

>àĝøòǸ{˻�	öϓ¬ͭQ͗[ICH]ʎĥ(
�	

Θ¤ƤÝÿ˟ʙț¾ɳʎN]ǈ¾ʅʆƓ�μʸśƓ¾ɳϮɪ�μ�Ɠ͡Ǉ

Δʸ"�ɬʎŠŐ˥Ǹ�¤ƤĦ϶ĪȆǽŠŐ�	

ȶƊ�ƕǤ�̦5L,	ǢÏ�Ȍ�̦5L͘ũʎǑϋ
�	 	

�μ�̦5L	

ȁƪ ICHÝȎʕʎ�̲ɥ_ɴ͔ƒƧ®���μ�̦5LǖƧ�øN]�ν

�¾ɳJ��̦©ɽ5L�	

Ȕ<	

±ºɳÜ		5¾ǑÀͣ˸ǤɳÜ±Ϙ�Ŕ�¤Ƥj͛5Lǟ�μǑķΥƐ

Ȕ<
	

ϟ͉[ϖȰɽƓŝψ[ϖǑϋ�	

Ʀ˫Ɠ�μȕʅ-ǌ̿$̑�	

tċɻŪ/tċ˰ϙ	

ΣΔʥʺ̲ɥ¾ɳʎN]ÆɼʎƋǻRƹ	

ø©ğ�ǖÓμ͉	
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øΓΤl�©ğÝʵğʎ�Ǉ��ϟ˷̺ǖÓΟË}GƆ��Ēμ͉ʎ©ɽ

5LÆ̑�Qʼ²±ºɳÜƓĴ̤Ȕ<Ɠ[ϖ�XÆ̑±ºÀͣ˸Ɠϟ͉őϪǲ

Ϫό�͠N]�ʴ�̦5Lʎ¾ɳ�J�ûϟ͉ƍμ˷̺�	

ĒǸ¾ɳ3�μÝƊĆʎ�̦5L��Ǥ͝ƪ͂ǒʥʺ̲ɥ�ͦ5L)ϋĝ

øòǸ{ˑ		`ĒΔǀ½řĴ̤ʎȔ<
�ŵϩķͦ5LƟÖ$�μÝƊĆʎ

Æɼ�̦½ř�	

	
ǩ��ʎ	ƊĆʎ
�̦5L/Ģx¸˷fƂ	
Ũʥʺ>àƴaʎĢxfƂÝ5LʎſͳƓ�μʸś��̤Ǒ��͎ͅ$ǩ

��ʎ�̦5L�ĳ7 rhIL-2��̦5Lʎ¾ɳǬɪ%͉¿�7ʥʺ˸ǖÓķ}

�øͭǽAØƖ�"�	

	

�̲ɥ_ɴʙ{ʎ�̦5L	
ȁƪĥ(�̬�̦5LÝɴ̲)ϋʎ{ˑÆ̑�ËɯƓϣŐǤÆ̑Ǒ��͖

$�˸ʙ{�	

	

9.1.2. �μʸśĥ( 
�μʸś�˙%͉ȁƪJ�ĥ(�	

΋ś�Àͣ˸ÆJŶÀ��ŬáȰɽ��ϟ͉ɦ�ăɯ�ĳÀͣ˸ǌŬá�	

"ś�Àͣ˸ϝJŶÀ�ĳÀͣ˸ȑŐȻ�ǤʘƯŬá�	

μś�±ºÀͣ˸ɳÜ�ŬáÀͣ˸�̑ƓǎŐ̿$̑��ϟʼ²Ƹ̲Ɠl

˔žăɯ�	

	 	 	 	 	ʥʺAØřɴ#Ŗ�Ǉǲ͞UÝÀͣ˸�ʘƯʙ{ʎ5L�μſ		ĒĦ϶

ĪŠŐ
�	

	

9.1.3. ̲ɥ�̦½řʎăɯƲǊºʙ{ͷɴ 
	1
Z�νȶĶɴ rhIL-2ʎŐ͋�̦½řøm̲ÏÆ̢̿Ɓą�	

	2
xΆ�ŨĊ�νřɴ IL-2 Ǒ�¾ɞ�ıƔ΍Ő͋�Θ��νʙ{�ƃ

Ŵ�×Ð�ȼƋǿʇɧ΍Ĺ͋��Ǐ�ɬ�Æ˩˫͌Ĳ�ćÆ̢̿Ɓą�	

	3
ȶĶάY�˗̈�ʩ˥�ʄʈ�Æ˩˫͌Ĳ�ćÆ̢̿Ɓą�̬Ʀ˫

ǌˮ͑�ŵ͉Ǒ�ĸ�νƓm̲�	

	4
΍Ċ�νǑ�Ȝˡ̾ˈɈɓ˭ËŮ�Z̾´ˁ͂ɬ�ϟʼ²m̲�ŵ

͉Ǒκɴ̲ɥĳʇƽèȜˡ̾ˈΣΡſºZ̾´ɧż�	

	 	 	 	 	Ąȶ�Ǫʥʺ$ĸ�νIL-2Ȱɽʥʺ�#ŖřɴÝ�Ǩʥʺ˥ǸǗʯ�Ļǩ

�ɬΔĊ�νIL-2Ţͼʎ�̦½ř�	

	
10. ˨͕�Ƕ 
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10.1. Àͣ˸ȉΜ 
ƯÀΔ̣Ĺ 1Ȍͣ϶̲ɥȰɽʎÀͣ˸ûκϞÿ˟AÂğº#Ŗ͸ǆ�Ǥƿ

ſ�Ƕÿ7ƊÑſȰɽ�Ƕ	mITT
�/ļǖ¤ƤƕǤƯẠ̀Ĺ 1Ȍͣ϶̲ɥÀ

ͣ˸�ÍǑ/Ι̿ʿË《ȃϞ�Ƕ	PP
�/ļǖģƐȰɽºϚ͜Àͣ˸�Ģx

ſ�Ƕÿ7ƕǤϚǬ�ƯẠ̀Ĺ 1ȌȰɽÀͣ˸�	

	
10.2. ǿǪνU͕ 
ǿǪνU͕ÿ7șˠÀͣ˸Β�¶ėˣəʎț`�͛ĥĳɠˠ 24ÚΒ�¶

ėˣəț`$ 30%�Z�ν IL-2ȰɽˠΒ�¶ėˣəț`$ 75%�Ê̢ϟ 28`�

ÆΒ� 90%J�ʎȆ϶ƿ̑�Ǘ̸ſȦŒ$ 0.05�	

	
10.3. Ǥƿſ�Ƕ 
	 	 	 	Ǥƿſ�Ƕÿ7ƊÑſȰɽ�Ƕ	mITT
JºʿË《ȃϞ�Ƕ	PP
�	 	

	

10.3.1. %͉ˣə�Ƕ 
	 	 	 	őɡ˭ËŮ¶ėˣə$ 24ÚǑ ESSDAI͞�ƽè≥3��	

	 	 	 	ʡȑÿ˟ʎΦΏñŧȊýɴ76�ˊÁνʎ˨͕�Λ˫Áνκɴ¬《ŉ�Ƕ

Ȋý�˜Ñǂƪ�ĳț�ÍϚ͜Ǒϋ�ȰɽǤƿſʎ�Ƕ�ȁƪÁν$Λ˫Áν

Ɠ�ˊÁν���κɴμąȾνɆËȊýJºŕ(͞U《ʸ�Pĸ7 0.05$~Ǥ

Ǘ̸˨͕ğƊ(�	

	

	

10.3.2. Ȍ͉ˣə 
	 	 	 	őɡ˭ËŮȌ͉ˣə$#Ŗʇɧ͞M�őɡ VAS ͞��ʄʈ VAS ͞��ő

ɡ VAS͞�ƽè≥50mmʎț`�őɡ VAS͞��ʄʈ VAS͞��őɡ VAS͞�

Ýÿ˟ʎÁ¥�nŜͭǽˆ͂	SF-36
�æɄ̞ȼɪJº ESR
�Ħ϶ĪƧǾ¤

Ƥvʀɮ̼ʌ A�vʀɮ̼ʌ B�ƞ SSAƞ\�ƞ SSBƞ\�ȷ̠ʦ͆Ǒϋ�ȷ

ȮϺś�Schirmerͣ϶�ʞǴ̞ǂν�æɄ̞ͽĂ�Ģxſ͞MJº Tregˡ̍�

B10ˡ̍:˵�	

Λ˫Áν�Ƕκɴ¬《ŉ�Ƕ�}"Jˠ�$õĥò６�Jÿ˟͸ǆ^$¬

Áν�Ē�ɑͿŒ̿ſj͛ǱL�řɴϣ¸ǂȆ϶�ʡȑÿ˟ʎΦΏñŧȊýɴ

76�ˊÁνʎ˨͕�˜Ñǂƪ�ĳț�ÍϚ͜Ǒϋ�ȰɽǤƿſʎ�Ƕ�ȁƪ

Áν$Λ˫ÁνƓ�ˊÁν���κɴμąȾνɆËȊýJºŕ(͞U《ʸ�P

ĸ7 0.05$~ǤǗ̸˨͕ğƊ(�	

	

	

10.3.3. }G�Ƕ 
ÿ˟AÂğJº#ŖʅʆɦŮ�Ƕκɴ t Ȇ϶�ϣ¸ǂȆ϶ț΍Λ˫Áν�
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°ǉȆ϶ț΍�ˊÁν�˨͕�Ƕķκɴ SPSS 17.0˨͕�ǶΉLΙ͕̿ˇ�ƕ
Ǥʎ˨͕Ȇ϶ûκɴ¼dȆ϶�P iĸ7Ɠˁ7 0.05 ķ͖ͅ$ƕȆ϶ŉ�Ǥ˨
͕Ɗ(�Æf¨ϋκɴ 95%ʎÆfś� 
    ̷̗�Ƕ�κɴ°ǉȆ϶͕ˇ̷̗ɪ�΢`ƳΜÊ̷̗Àͣ˸ʎAÂğ͸ǆ�
%͉ƧǾÝÊǑϋə͌Ĳi� 

	
10.4. Ģxſ�Ƕ 
	 	 	ƯẠ̀Ĺ 1 Ȍͣ϶̲ɥʎÀͣ˸û˛wĢxſ�Ƕ�ȰɽΔʸ"ƕǤ�̦5

Lû˛w�Ƕ�ξĳș�!�̦5L�̣Ĺ¾ɳ 1 ȌʎÀͣ˸ƕ¯ț`Ι̿˨

͕�Ǫʥʺ�ǶƋǻʎ¾ɳɪJºƋǻˊý�ÍǑ�ǶȶĶ½ř�Ĵ̤Ξˠʎ�

̦5LƓ˸�μ�̦5LķȂĆμ͎�	

 
11. ǂƪͳνe͝/ͳνư� 

$ʪeǂƪʎ�ʪſÝÆϤſ˹κ¿ʎȓϷ¤ƤΠƣËȂʎʥʺAØÝΟ

Ũʎʥʺùə�øʥʺ)��ʥʺAØÝʥʺɬúAØ�ͼħ͗ʸŗ�ɵḛA

ĥǨʒȾ͜ϊ�JºʘƯRƹ#ŖĦ϶ĪǂƪE"ŴĦ϶ĪΙwͺ çʎǂƪŘ�

ķƴa0ϥͪǒ�ɴ7ǿàʎƼϞ�ăɯ�ĝoÝΕΐ� 
øʥʺşė)��ķÑʥʺɬúAØƴaCRFģƐƧ®ŔΙ̿ħǽ�ͺ ç

ķøɬúʒȾ͜ϊǨϋJºRΐ˦ͺ ç)ÏħǽCRFʎ�ʪſÝģǃſ;N]
ŉŠķɵͭǽØƓƧĥAØήƆ͑��øķǂƪ�Ό�ʥʺǂƪŘ)Ï�ķ϶͝

ĠK�ǂƪɌʎ�ʪſÝ�̤ſ� 
 
12. ǂƪˈɯ 

ʥʺAØř�ʪ�ºǑù͘ũ˝ͳÝɷěǂƪŘɣʎʆ`ǂƪ� 
 
13. Χų͍̮ 

ˤ¦?ĊğAȞ©ϖTɯęØQƛ��ƕǤÀͣ˸û̳ŰʠƆÍƊ0� 
 
14. ƀ˥Ýǂƪeĝ 

eɺ¶ė͘ũ�  
ȁƪǂƪŘΙ̿ǂƪȨƀ�˨͕­YͱͲ˨͕ăɯ�ʠƆÍƊ0ÝCRF͂ķ

eɺ̣ʥʺ˥ǰÏʎ5œ� 
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ϒ͂� 
 
1. ͣ϶ȰɽǨϚ͜ȼʸ÷ 

Ϗȗ	
˄Π

Ǩ	
ȰɽǨ	24Ú
	

͎͜	 V0	 V1	 V2	 V3	 V4	 V5	 V6	 V7	 V8	 V9	 V10	

Ǒϋ	
-4-0
Ú	

0
Ú	

2Ú
±3
ċ	

4Ú
±3
ċ	

6Ú
±3
ċ	

8Ú
±3
ċ	

10
Ú±3
ċ	

12
Ú±3
ċ	

16
Ú±3
ċ	

20
Ú±3
ċ	

24
Ú±3
ċ	

˅˳ʠƆÍƊ

0 a	
√	 	 	 	 	 	 	 	 	 	 	

ʆÇκϞ	 √	 	 	 	 	 	 	 	 	 	 	

wΠǾ�	 	 √	 	 	 	 	 	 	 	 	 	
ƭϗǾ�	 	 √	 	 	 	 	 	 	 	 	 	
̾Ő͍ b	 √	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	
ŀŐ͍ c	 √	 	 	 	 	 	 	 √	 	 	 √	

̇ĸˈ�̑ d	 √	 	 	 	 	 	 	 √	 	 	 √	
ŀ HCG	e	 √	 	 	 	 	 	 	 	 	 	 	

-˾͂ϥƞ¶	 √	 	 	 	 	 	 	 	 	 	 	
�˾ƞ\	 √	 	 	 	 	 	 	 	 	 	 	
˾�̑ f	 √	 	 	 	 	 	 	 √	 	 	 √	
̇�̑ g	 √	 	 	 	 	 	 	 √	 	 	 √	
̾̒ h	 √	 	 	 	 	 	 	 	 	 	 	
̾ˏ	 √	 	 	 	 	 	 	 	 	 	 	
ɷ͑ͳ	 i	 √	 	 	 	 	 	 	 √	 	 	 √	
ESR	 √	 	 	 	 	 	 	 √	 	 	 √	
CRP	 √	 	 	 	 	 	 	 √	 	 	 √	

vʀɮ̼ʌ/
́\	

√	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	

̢Άƞ\ k	 √	 	 	 	 √	 	 	 √	 	 	 √	
ˡ̍òě l	 	 √	 	 	 	 	 	 √	 	 	 	

Ŵɷ÷	 √	 	 	 	 	 	 	 	 	 	 	

ʜʵȆǽ	 √	 	 	 	 	 	 	 √	 	 	 √	

̆�̑	 m	 √	 	 	 	 	 	 	 √	 	
	

	
	

√	

ä̞ȻȆ	 n	 √	 	 	 	 	 	 	 	 	 	 	
æɄ̞ūͽ	 √	 	 	 	 	 	 	 √	 	 	 √	
¾ƾºñƼ̲ 	 √	 √	 √	 √	 √	 √	 	 	 	 	
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ɥ	
�̦5LƆ�

͘ũ	
	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	

ESSDAI͞�	 	 √	 	 	 	 	 	 √	 	 	 √	
MFI-20͞�	 	 √	 	 	 	 	 	 √	 	 	 √	

VAS͞�	 	 √	 	 	 	 	 	 √	 	 	 √	

SF-36͞�	 	 √	 	 	 	 	 	 √	 	 	 √	
CD4+Tˡ̍	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	
CD19+Bˡ̍	 	 √	 √	 √	 √	 √	 √	 √	 √	 √	 √	
ǎ͘°¾ƾ�

ñƼ	
	 √	 	 	 	 	 	 	 	 	 √	

ȶ�	

a	˄ΠϩøϚǬ�ˠ	ÿ˟ 0Ú
�ʎ 4Ú�Ι̿�ʆÇκϞ¤ƤAÂğ͸ǆ�͡

Ǉ�ɳÜ\Ů�ǖÓ�Ȱ�ĭǋÇ�ÕɛÇ�ϳαÇ�ΔǀÇ�%͉ʆÇ�ɴ̲Ç�

\ȂȆǽ�	

b	̾Ő͍�̾˗̼ʌ�˗ˡ̍țĮ�ʌˡ̍�ˊ	êʬſˋˡ̍�êηſˋˡ̍�

ɅŌˡ̍�­Ȁˡ̍�"ſˋˡ̍
�̾ĸǴ�	

c	ŀŐ͍�ŀ˗ˡ̍�ʌˡ̍��ʏˡ̍�˥Ǜ�ϯˋˈý�ˡ̴�	

d	̇ĸˈ�̑�¤Ƥ β2 Ųɮ̼ʌ�N--εȣÿ̶̹ˏ̭ζȻſ�͎Ͻθ˥Ë̼ʌ�

ŵ͉ǑȆǽ�	

e	ŀĔĚͣ϶�̅ЂǨďſŵǽ�	

f	˾�̑�ͯ�Έȣζ�̯ͯΈȣζ�ʌ̼ʌ�ƀ̼ʌ�	

g	̇�̑�˽ηɗζ�ŀ˒Ȥ	BUN
�̾˽ΰ�̇ĸɮɒΔɪ	eGFR
�	

h	̾̒�ƀ̋õθ�ɲȯ�δ�Zİś̼̒ʌ̋õθ�Ϻİś̼̒ʌ̋õθ�	

i	ɷ͑ͳ�ρ�ς�ο�ȥ�6Ȣ¥ʭ˥Ë��	

j	vʀɮ̼ʌ/́\�IgA�IgM�IgG�γɮ̼ʌ�C3�C4�	

k	̢Άƞ\�ANA�ƞ SSAƞ\�ƞ SSBƞ\�RF�	

l	ˡ̍òě�IL-2�TNF-α�IFN-γ�IL-6�IL-21�IL-17�TGF-β�sIL-2Rαˁ�	

m	̆�̑�ŵ͉Ǒ�	

n	ä̞ȻȆ�ŵ͉Ǒ�	

	

2. VAS͞� 

	1
	Δ· 2Úʎőɡʇɧ�¤ƤÂ�ʜ�ʏ̂�Ё�ȟˈºώΧ�	

ǌ	 	 	 	 	 	 	 	 	 	 	 Ǥ	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 1	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 5	 	 	 6	 	 	 	 7	 	 	 8	 	 	 	 9	 	 	 10	

	2
	Δ· 2Úʎʂ+ʸś�	
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ǌ	 	 	 	 	 	 	 	 	 	 	 Ǥ	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 1	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 5	 	 	 6	 	 	 	 7	 	 	 8	 	 	 	 9	 	 	 10	

		3
	Δ· 2Úʎ́\ʄʈʸś�	

ǌ	 	 	 	 	 	 	 	 	 	 	 Ǥ	

	 	 	 	 	 	 	 	 	 	 	 	 0	 	 	 1	 	 	 	 2	 	 	 	 3	 	 	 	 4	 	 	 	 5	 	 	 6	 	 	 	 7	 	 	 8	 	 	 	 9	 	 	 10	

Ǣˣ͞�$őɡʇɧ�́\ʄʈ�ʂ+�!ʶ�ʎŒûi�̮ô$ 0-10��	

 
3. ȎȺőɡ˭ËŮʅʆȻ�ś͂	ESSDAI
 

xΆʇɧ[3]	
ȶƊϗĆ�ʅʆǌ{ʎˑ˨ʇɧ�Ē¶¾Ƌǻſ¾ɞ��̃ƕ̤\μ�ϔ�	
�Ȼ�	 ǌJ�N]ʇɧ	

	

ZȻ�ś	 ΋ŲƓϋǇ¾ɞ	37.5°-38.5°C
ƓĈϋʔȩ	

\μ�ϔ 5%� 10%	
	

"Ȼ�ś	 Ϻɞ	>38.5°C
ƓĈϋʔȩ	

\μ�ϔĊ7 10%	
	

	

ɅŌ˥ʆÁ[4]	
�Ȼ�	 ǌJ�N]ʇɧ	

	

ZȻ�ś	 -NƊάYɅŌ˥≥1cm	Ɠ̝̀ȫ¨ɅŌ˥≥2cm	
	

"Ȼ�ś	 -NƊάYɅŌ˥≥2cm	Ɠ̝̀ȫ¨ɅŌ˥≥3cm	

-	Ý/Ɠ̘̈̕Ċ	#ŖÆ͒ºƓŬpğ¾ɬ̈Ċ
	
	

ϺȻ�ś	 -ĝøƃſ Bˡ̍āȖ	
	

	

̞\ʆÁ[2]ȶƊϗĆ�ʅʆǌ{ʎ̞\̈̉,Ē˥ʣ,Ƌǻ	
�Ȼ�	 ǌ̞\̈Ċ	

	

ZȻ�ś	 ΋ś̞\̈Ċ:	

- ̛̞̈Ċ	≤	3cm
,	 	

- ƓŁϕſ�ϭ�̞Ɠȷ̞̈Ċ 1	

	

"Ȼ�ś	 μś̞\̈Ċ:	

- ̛̞̈Ċ	>3cm	
	

- Ɠŕȳ�ϭ�̞Ɠȷ̞̈Ċ 1	

	

1ŁϕſÝŕȳſ�ϭ�̞,ȷ̞̈Ċʎ¨�ɵ#Ŗ©ɳΣΔ\Ȇ�Ǉ	
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{̩ʆÁ[2]	
ȶƊϗĆ�ʅʆǌ{ʎ{̩À˖,Ēϸ{̩ɘ	
�Ȼ�	 ʖ�ȬǤȻ�ſ{̩À˖	

	

ZȻ�ś	 Ɩ,̚,΄ºͿ{̩ʄʈVǙq	>30	min
	
	

"Ȼ�ś	 28!{̩"Ǥ 1	� 5	!ɏ̠ɘ	
	

ϺȻ�ś	 28!{̩"≥	6	!ɏ̠ɘ	
	

	

ˌ̠ʆÁ[3]	
ȶƊ��ƩSʙ{ʎˌ̠ʆÁŧ$�Ȼ�,ƭϗ�ʅʆȻ�śǌ{ʎˌ̠ʆÁ	
�Ȼ�	 ʖ�ǌȻ�ſˌ̠À˖	

	

ZȻ�ś	 ćŪ˗ǅ	
	

"Ȼ�ś	 Łϕſʏ̂̾ˈɘ,¤Ƥ̱ϼʃſ̾ˈɘ 2,	

ƓͿº΄ά˕ʋ,	 	

Ɠ:žſʏ̂ɩʁ	

	

ϺȻ�ś	 Ťɔſʏ̂̾ˈɘ,¤Ƥ̱ϼʃſ̾ˈɘ 2,	

ƓŤɔſ˕ʋ	

Ɠ�̾ˈɘʙ{ʎɋɿ	

	

2 Łϕſʏ̂̾ˈɘ˖ºĸ7\͂ϥʶʎ 18%;	Ťɔſʏ̂̾ˈɘ˖ºĊ7\͂

ϥʶ 18%	;	

\͂ϥʶ	Body	surface	area,BSA
ɴ.�¨Ȳĥ(	ΣŐɴǲ͞UɝSϥʶ
,~

\Ē�:ƖƬ	�¤ƤƖƧ
̄ 1%	BSA;	ș!�́¯18%	BSA;ș!�́¯9%	BSA;·

ő	�ϥ
¯	 18%	BSA;	·ő		Ï̌
	¯	 18%	BSA	

̆άʆÁ[5]	
ȶƊ�Ʃ^ƕ̤ʎ̆άʆÁŧ$�Ȼ�ſʆÁ�ϗĆ�ÛÕˑ˨À˖ǌ{ʎʆÁ	ĒÕɛ
	
�Ȼ�	 ʖ�ǌȻ�ſ̆άʆÁ	

	

ZȻ�ś	 Ʀ˫ßëƓƻȟˈÀ˖,X X˟ǌŠŐ͂ɬ	

ƓƾĶğƓ HRCT͡Ǉʎ̆ϋͳʆÁ 3:	 	

• ǌÛÕóϝ	

• ̆�̑ȑŐ	

	

"Ȼ�ś	 "śȻ�ſ̆άʆÁ,	Ē HRCT͡Ǉʎ̆ϋͳʆÁ:	

• Ȼ�Ïȟʢ	NHYA	II
	 	

• ̆�̑ŠŐ:	

- 40%≤	DLCO�70%Ý/Ɠ 60%	≤	 	 FVC	�80%	
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ϺȻ�ś	 ϺśȻ�ſ̆ϋͳʆÁ,Ē HRCT͡Ǉʎ̆ϋͳʆÁ:	

• PƂǑȟʢ	NHYA	III,	IV
	

• Ɠ̆�̑ŠŐ:	

- DLCO<	40%	Ý/Ɠ FVC	<	60%	

	

3HRCTºƾĶğ͡Ǉʎ̆ϋͳʆÁϟ͉ǖ 2œ�ǈ͡Ǉʎ.	

DLCO=COƙǁ̑�;	FVC=	ɴ�̆Ȼν;	HRCT=	Ϻ�Αɪ CT;	NHYA=˞˘Ŵ̕ʆ¬

Q�ˊ	

̇̕ʅʆ[5]	
ȶƊ:�ƩSʙ{ʎʹĥʎʆÁŧ$�Ȼ�ſʆÁ�Ŕƭϗ�̇̕ʅʆǌ{ʎʆÁ	
ĒǤ̇ȻȆ˥Ǹ,�ϴtƨɠˠˢɦəʪĥʅʆȻ�ſ.	

�Ȼ�	
ʖ�ǌȻ�ẛ̕ʆÁ:	

- ̼ʌŀ<	0.5g/d,	ǌ̾ŀ,ǌʌˡ̍ŀ,ǌη"Ț.	

- Ɠɵ7ƩSƕ̤ʎƦ˫ʹĥʎ̼ʌŀ.	

	

ZȻ�ś	

̇̕Ȼ�ſʆÁ,	¤Ƥ:	

• ̇ĸˈη"Ț�V̇�̑ƩĬ	GFR4≥60ml/min
	

• ̇ĸɮʆÁ:	

- ̼ʌŀ		0.5g/d	�	 1	g/d
	 	

- ǌ̾ŀº̇�̑̓ʽ		GFR4	≥60ml/min
	

	

"Ȼ�ś	

"ṥ̕Ȼ�ſʆÁ,Ē�	

• ̇ĸˈη"ȚV̇�̑̓ʽ	GFR4<	60	ml/min
	

• ̇ĸɮʆÁ�	

- ̼ʌŀ 1g/d	�	 1.5g/d	

- ǌ̼ʌŀº̇�̑̓ʽ		GFR4	≥	60ml/min
	

• ˠˢğ͝ƪ�	

- Ć̠ẛĸɮ̇ɘ	

- �μʎϋͳɅŌˡ̍ɀɃ	

	

ϺȻ�ś	

ϺśȻ�ẛ̕ʆÁ,Ē:	

• ̇ĸɮʆÁ�	

- ̼ʌŀĊ7	 1.5	g/d	

- Ɠ̾ŀ	

- Ɠ̇�̑̓ʽ	GFR4<	60	ml/min
	

• Ɠˠˢğ͝ƪ�	

- āɳẛĸɮ̇ɘ	

- �ɮ̼ʌʙ{ʎ̇�̑ʆÁ	

	

4	MDRDyšȲUˇ̇ĸɮɒΔɪ	GFR
	

˽˼ʆÁ[6]	
ȶƊƭϗ�ʅʆǌ{ʎ˽˼À˖,Ēˏʏͳɗ˒Ţͼʎ˽ǌ�	
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�Ȼ�	 ʖ�ǌȻ�ſ˽˼ʆÁ	
	

ZȻ�ś	 ˽ɷ÷Ɠ˽˼ȻȆ͡ǇʎȻ�ſ˽ɘ:	

- ǌ˽ǌ�	

- ˽η˽ζ		N	<	CK	≤	2N
	

	

"Ȼ�ś	 ˤ EMGƓ˽˼ȻȆ͝Ħʎ"śȻ�ſ˽ɘ�	
- ˽ǌ�	˽�Ċ7ˁ7 4˙
	

- Ɠ˽η˽ζ«Ϻ	2N	<	CK	≤	4N
	

	

ϺȻ�ś	 ˤ EMGƓ˽˼ȻȆ͝ĦʎϺśȻ�ſ˽ɘ:	
- ˽ǌ�	˽�≤	3/5
	

- Ɠ˽η˽ζ«Ϻ	 		>	4N
	

	

EMG=	electromyogram,	˽ɷ÷;	 	

ĆÚʱˤʆÁ[5]	
ȶƊ��ƩSʙ{ʎʹĥʎʆÁŧ$�Ȼ�ſʆÁ�Ŕƭϗ�ʅʆǌ{ʎ PNSʆÁ	
�Ȼ�	 ʖ�ǌȻ�ſĆÚʱˤʆÁ	

	

ZȻ�ś	 Ȼ�ſĆÚʱˤʆÁ,Ē:	

- -	NCS͝Ħʎ­˚Ƌ͏Ί˓ʱˤʆÁ	

- -	�¹ʱˤ	V
ʈ	

	

"Ȼ�ś	 NCS͝Ħʎ"śȻ�ſĆÚʱˤʆÁ�Ē�	

- Ί˓Ƌ͏-Ε�ʱˤʆÁVΕ��̑˰č≤4/5	

- ­˚Ƌ͏ʱˤʆÁV�ɮ̼ʌ̾ʇý̾ˈɘ	

- ʱˤ̩ʆÁ 5ƕ̤ʎ΋/"śΕ�čͭ	

- ɘʇſ̗ϹϦſć¾ʱˤʆÁ 6		CIDP
V΋ś�̑Ϝʫ		Ε

��̑˰čǢć$ 4/5Ɠ΋śΕ�čͭ
	

Ɠ̖ʱˤʎĆÚʆÁ		�¹ʱˤ	V
ʈϗĆ
	

	

ϺȻ�ś	 NCS͝ĦʎϺśȻ�ſĆÚʱˤʆÁ�Ē�	

- Ί˓Ƌ͏-Ε�ʱˤʆÁVΕ��̑˰č≤	3/5	

- ̾ˈɘĴ̤ʎĆÚʱˤʆÁ	ąËſ­ʱˤɘˁ
	

- ʱˤ̩ʆÁĴ̤ʎμśzȿſΕ�čͭ 5	

- ɘʇſ̗ϹϦſć¾ʱˤʆÁ 6		CIDP
Vμś�̑Ϝʫ�Ε

��̑˰č≤	3/5ƓμśΕ�čͭ	

	

NCS:	ʱˤRĴȆǽ.	
5­˚Ƌ͏ϜʫVΕ�čͭÝŤǁſ�̑ϜʫƓƋ͏˰č	
6ćʱˤȁʆÁĝøJ��ʴ#Ŗʇɧ	ð́Ƌ͏Ε�˰č�ΖʾΕ�Ϝʫ,	ŕ(

ʎǌ½Ķ��́Ƌ͏ŠŐÝ/Ɠʙ{ʎϫʱˤʆÁ
,	̼ʌȦŒ«ϺÝ/ƓNCSŠŐ	

	ΚʾΕ�ɷYɕOǨŝψ,	ʱˤRĴΤś�ϔ,FȵɕOǨŝψ,	RĴϐɐÝ/Ɠ

Ǒϋ�ʎʳǁ
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"ǺʱˤʆÁ[5]	
ȶƊ��ƩSʙ{ʎʹĥʎʆÁŧ$�Ȼ�ſʆÁ�Ŕƭϗ�ʅʆǌ{ʎ CNSʆÁ	
�Ȼ�	 ʖ�ǌȻ�ſ CNSʆÁ	

	

"Ȼ�ś	 "śȻ�ſ CNSʆÁ�Ē�	

-ϫʱˤʎ"ǺʆÁ	

-͎ʱˤɘ	

-ć¾ſʩ¥ǿ˭ËŮ�ɬ­˚Ƌ͏ϜʫƓʠ͏Ϝʫ	

	

ϺȻ�ś	 ϺśȻ�ſ CNSʆÁ�Ē�	

-	̖̾ˈɘVƊĆƓʢǜč̾¾^	

-	čʱĸ¾^ s	

-	ȋͶſ̔Ϲɘ	

-	ɅŌˡ̍ſ̖̠ɘ	

-ć¾ſʩ¥ǿ˭ËŮ�ɬΕ��̑˰č	

	

	

̾Ʉˑ˨[2]	
ȶƊ�	
-	C¤Ƥ̢Άvʀſʹ̾ 7,̾ĸǴ�Ĺ 8	Ý"ſˋˡ̍�Ĺʇ 9	
-	ƭϗ�ʅʆǌ{ʎ̾ˡ̍�Ĺʇ			Ēˬɳ˒Ɠσ˰+Ţͼʎ̾ˡ̍�ĹƓ̲ɥſ̾ˡ̍�Ĺ,
Ēɫʮε̐ŢͼʎɅŌˡ̍�Ĺ
	
�Ȼ�	 ǌ̢Άvʀſ̾ˡ̍�Ĺ	

	

ZȻ�ś	 ̢Άvʀſ̾ˡ̍�Ĺ�	

-"ſˋˡ̍�Ĺʇ		1000	<"ſˋˡ̍<	1500/mm3
	

-	Ɠʹ̾		10	<Hb		 <	12g/dl
	

-Ɠ̾ĸǴ�Ĺʇ		100,000	<̾ĸǴ<	150,000/mm3
	 	

ƓɅŌˡ̍�Ĺʇ	500<ɅŌˡ̍<1000/mm3
	

	

"Ȼ�ś	 ̢Άvʀſ̾ĸǴ�Ĺ�	

-	"ſˋˡ̍�Ĺ	500	≤	"ſˋˡ̍	 ≤	 	 1000/mm3
,	

-Ɠʹ̾		8	≤	Hb		 ≤	10g/dl
	 	

-Ɠ̾ĸǴ�Ĺʇ	50,000	≤	̾ĸǴ	 ≤	100,000/mm3
	 	

ƓɅŌˡ̍�Ĺʇ	≤500/mm3
	

	

ϺȻ�ś	 ̢Άvʀſ̾ˡ̍�Ĺ�	

-"ſˋˡ̍�Ĺʇ		"ſˋˡ̍<	500/mm3
,	
-	Ɠʹ̾	Hb	<	8	g/dl
	 	

-	Ɠ̾ĸǴ�Ĺʇ	̾ĸǴ	<	50,000/mm3
	

	

7	Coombsͣ϶ύſV˱ˢ˗ˡ̍āćʎʹ̾	

8 ǌ}Ġ¶òʎűɫ̾ĸǴ�Ĺ�Ɠƞ̾ĸǴ̢Άƞ\ύſÝ/ƓϸϹȻȆǤň

îˡ̍ĝøÝ/Ɠʙ{ʎ̢Άvʀſʹ̾	
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9ǌ}Ġ¶òʎ"ſˋˡ̍�Ĺʇ�	

ɳɥğɦŮ[1]	
�Ȼ�	 ǌJ�N]ɳɥğɦŮ	

	

ZȻ�ś	 -́\ȑŐ	

-ƓŹ\̾ʇ		C4	�C3	or	CH50Z
	 	

-	ƓϺ�ɮ̼ʌ̾ʇƓ 16	g/L	<IgG<20g/L	 	

	

"Ȼ�ś	 -	�ɮ̼ʌ̾ʇ	

-	ƓϺ�ɮ̼ʌ̾ʇƓ IgG>	20g/L	

-	ΖǨ 10¾ɳʎZ�ɮ̼ʌ̾ʇƓ IgG�Ĺ	<5g/L
	 	

	

10	ǢΖ
!ǣ	

	

͕�ǉȲ:	
ș!ˑ˨ʎŰ�ƨͦˑ˨Ȼ�śǲ͞�ø}ÏĳřʎǉƤÈ��	
Ȼ�ȦŒƨĒ�ǉȲ͞�:	
�Ȼ�=	0	
ZȻ�ś	 =	1	
"ˁȻ�ś	 	 =	2	
ϺȻ�ś	 =	3	
ƀ�ǖÊ!ˑ˨ʆÁŰ�)Ý�	
 
4. SF-36ɳȻͳν͂ͭǽ͂ 
1.	 	ƀ\ǲ͙�ƅʎnŜɧ�ǖ�	
①	ϣŐđ	 ②	ůđ	 ③	đ	 ④	�̥	 ⑤	ŉ	
2.	 	΂ 1œJ�ț�ƅ͏Ű̢ŊʎnŜɧ�ǖ�	
� ①	ț 1œ�đć3	 ②	ț 1œ�đ�;	 ③	΂ 1œ�ŉ�ć	 	
④	ț 1œ�ŉ�;	 ⑤	ț 1œ�ŉć3	
	ǭμƓŰ�bȌ$ 1�2�3�4Ý 5
	
	 [nŜÝǎŐȻ�]	
3.	 	J�Θ;ϊϰέÝǎŐȻ�Ǥ{�ͫ ƅƈ�ƈ�ƅʎnŜɧ�ǖÓϕ�3Θ;Ȼ

�?ĒǸǤϕ��ʸśĒ]�	
	1
μ\�Ȼ��Ē΁ȓ&μ�¸��ɚΕ�ˁ�	
	 ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
	ǭμƓŰ�bȌ$ 1�2�3��Í
	
	2
ΟśʎȻ��Ēʷ��ţȄě�ƚù�ƘČǵƥ�lˆ­\ƺˁ�	
	 	 	 	 	 ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
	3
Ɩƴǎɴà�Ē1̵�͵ɥˁ�	
①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
		4
��łȈȅ�	
	 	 	 	 	 ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
		5
��łȈȅ�	
①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
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		6
ť̜�ń̡��΅�	
	 � ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
		7
ȓ̿ 1500ˉJ�ʎ΃ʸ�	
	 � ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
		8
ȓ̿ 1000ˉʎ΃ʸ�	
	 � ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
		9
ȓ̿ 100ˉʎ΃ʸ�	
	 � ①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
		10
̢Ŋȹɖ�ʻ̀�	
①	ϕ�ůĊ	 ②	Ǥ;ϕ�	 ③	ȝǌϕ�	
4.	 	øΔ· 4!ǕǨλ�ƅʎŇ^ÝǎŐȻ�Ǥǌò$Ά\nŜʎ¶ò˹�ɬJ�Θ
;ϊϰ�	
		1
�Ĺ3Ň^Ɠ}GȻ�Ǒϋ�	
	 � ①	ǖ	 ②	�ǖ	
	ǭμƓŰ�bȌ$ 1�2��Í
	
		2
Ǫǲƈ͉lʎ5ƆÄ̑ģƐ�ά��	
	 	 	 	 	 ①	ǖ	 ②	�ǖ	
		3
ƈ͉őʎŇ^ƓȻ�ʴˊÀ�ϕ��	
	 � ①	ǖ	 ②	�ǖ	
		4
ģƐŇ^Ɠ}GȻ�óϝāć	țĒϟ͉ϱĆʎ¡�
�	
	 	 	 	 	 ①	ǖ	 ②	�ǖ	
	 5.	 	øΔ· 4!ǕǨλ�ƅʎŇ^ÝǎŐȻ�Ǥǌò$Ɔ˪ʎ¶ò	Ē´ƝƓŸ̺

˹�ɬJ�Θ;ϊϰ�	
		1
�Ĺ3Ň^ƓȻ�Ǒϋ�	
①	ǖ	 ②	�ǖ	
	ǭμƓŰ�bȌ$ 1�2��Í
	
		2
Ǫǲƈ͉lʎ5ƆÄ̑ģƐ�ά��	
� 	 ①	ǖ	 ②	�ǖ	
	3
l5Ɔ�ĒŒǑFˡ�	
①	ǖ	 ②	�ǖ	
6.	 	øΔ· 4 !ǕǨλ�ƅʎnŜƓƆ˪�đøćĊʸś�Ŭá3ƅ�ĭA�ǥ»�
ΫŃƓϞ\ʎȑŐʰQ=ŭ�	
①	ģxȬǤŬá	 ②	Ǥ�əŬá	 ③	"ˁŬá	 ④	ŬáůĊ	 ⑤	ŬáϣŐĊ	
	ǭμƓŰ�bȌ$ 5�4�3�2�1
	
7.	 	øΔ· 4!ǕǨλ�ƅǤΆ\ʄʈÒ�	
①	ģxȬǤʄʈ	 ②	Ǥ�əʄʈ	 ③	"ˁʄʈ	 ④	�μʄʈ	 ⑤	ů�μʄʈ	
	ǭμƓŰ�bȌ$ 6�5.4�4.2�3.1�2.2�1
	
8.	 	øΔ· 4!ǕǨλ�ƅʎΆ\ʄʈŬá3ƅʎŇ^Ýĭ�Ò�	
①	ģxȬǤŬá	 ②	Ǥ�əŬá	 ③	"ˁŬá	 ④	ŬáůĊ	 ⑤	ŬáϣŐĊ	
	ĒǸ 7ǌ 8ǌ�ǭμƓŰ�bȌ$ 6�4.75�3.5�2.25�1.0�ĒǸ$ 7Ǥ 8ǌ��
$ 5�4�3�2�1
	
[ƅʎƋ͏]	
9.	 	J�Θ;ϊϰǖ{7Δ· 1!ǣλƅ̢ŊʎƋ͏�ĳș�Ǳϊϰƕͪʎ5Ɔ�ƅ
ʎƆ�ǖB'ǿʎ�	
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	1
ƅ͏ŰɳȻsĦ�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 6�5�4�3�2�1
	
	2
ƅǖ�!ǀƋʎA�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 1�2�3�4�5�6
	
	3
ƅʎƆ˪ϣŐ�đ�B'5έ�̑_ƅϺ|ͼǲ�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 1�2�3�4�5�6
	
	4
ƅʎŴɯůŒϢ�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 6�5�4�3�2�1
	
	5
ƅl5ˍ�sȪ�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 6�5�4�3�2�1
	
	6
ƅʎƆ˪Z̷�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 1�2�3�4�5�6
	
	7
ƅ͏Ű˂ʂ�Ŀ�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 1�2�3�4�5�6
	
	8
ƅǖ!Ź,ʎA�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 6�5�4�3�2�1
	
	9
ƅƋ͏µɜ�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 1�2�3�4�5�6
	
10.	 	�nŜŬá3ƅʎʰQȻ�	Ēͻ@͜»
�	
①	ƕǤʎǑϋ	 ②	Ċά�Ǒϋ	 ③	ț΍ćǑϋ	 ④	�ά�Ǒϋ	 	
⑤	ĸά�Ǒϋ	 ⑥	ȬǤΘʴƋ͏	
	ǭμƓŰ�bȌ$ 1�2�3�4�5�6
	
[ƀ\nŜƆ�]	
11.	 	ͫʚ��ș�Ǳϊϰ�â�ʴ˃ȃǢʿËƅʎƆ�?	
	1
ƑđͰț�AĮǓɳʆ�	
①	˧ĳȑʪ	 ②	Ċά�ȑʪ	 ③	�̑̄ĥ	 ④	Ċά�χͩ	 ⑤	˧ĳχͩ`	
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	ǭμƓŰ�bȌ$ 1�2�3�4�5
	
	2
Ƒ΂ÚôA�ǿnŜ�	
①	˧ĳȑʪ	 ②	Ċά�ȑʪ	 ③	�̑̄ĥ	 ④	Ċά�χͩ	 ⑤	˧ĳχͩ	
	ǭμƓŰ�bȌ$ 5�4�3�2�1
	
	3
Ƒ͖$ƑʎnŜɧ�øÁü�	
①	˧ĳȑʪ	 ②	Ċά�ȑʪ	 ③	�̑̄ĥ	 ④	Ċά�χͩ	 ⑤	˧ĳχͩ	
	ǭμƓŰ�bȌ$ 1�2�3�4�5
	
	4
ƑʎnŜɧ�ϣŐđ�	
①	˧ĳȑʪ	 ②	Ċά�ȑʪ	 ③	�̑̄ĥ	 ④	Ċά�χͩ	 ⑤	˧ĳχͩ	
	ǭμƓŰ�bȌ$ 5�4�3�2�1
	
SF-36ɳȻͳν͞ �˨ 	͕

ϰÈ	 �͕	 ϰÈ	 �͕	 ϰÈ	 �͕	 ϰÈ	 �͕	
1	 	 3-9	 	 7	 	 9-9	 	
2	 	 3-10	 	 8	 	 10	 	
3-1	 	 4-1	 	 9-1	 	 11-1	 	
3-2	 	 4-2	 	 9-2	 	 11-2	 	
3-3	 	 4-3	 	 9-3	 	 11-3	 	
3-4	 	 4-4	 	 9-4	 	 11-4	 	
3-5	 	 5-1	 	 9-5	 	 	 	
3-6	 	 5-2	 	 9-6	 	 	 	
3-7	 	 5-3	 	 9-7	 	 	 	
3-8	 	 6	 	 9-8	 	 Ë͕ 	 	
	

5. MFI-20͞� 

ćˬʂ£ν͂	multidimensional	fatigue	inventory-20,MFI-20
	

ϰÈ.	 ϧʖ	 ǖ	 	 1	 	 	 2	 	 	 3	 	 	 4	 	 	 5	 	Ó	

1	 ƑƋ͏̦đ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

2	 ƑƋ͏Ä̑l�ə\�Ȼ�	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

3	 ƑƋ͏ůǤȻ�	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

4	 ƑƌlÊʴIƑşŴʎ5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

5	 Ƒ͏ŰʂƇ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

6	 Ƒ͏ŰƑ�ċőČćʎȻ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

7	 Ƒ̑�Ŵl5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	
8	 ø\��Ƒ̑lůć5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	
9	 ƑĬŽŵϩl5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

10	 Ƒ�ċÄ̑lůĹʎ5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

11	 Ƒ̑ůđùϞ"ˍ�	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

12	 Ƒ�ʘøPƂ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

13	 Ƒ͉ů¡�Ɨ̑Ϟ"ˍʱ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	



Z�νʌD˒-2ȰɽȻ�ſőɡ˭ËŮ�ϚǬ�¼ʗ�ĢƏ�ĳɠ#Ŗͣ϶�IL002-3.0ɣ�2015-12-21	

28	
	

14	 Ƒ͉ů¡�Ɨ̑řĳːˎʎăĀ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

15	 ƑǤůćŇ^͕�	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

16	 ƑĮǓ͏Űʂ£	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

17	 Ƒ�*ȬlN]5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

18	 Ƒ�ƈlN]5	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

19	 ƑĮǓͻʱ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

20	 ƑƋ͏\�ɧ�ůđ	 □	 	 	 □	 	 	 □	 	 	 □	 	 	 □	

	

--ͫøș!ǱʖÏΠƣͦ͂Μ�ƅʙʿʎʸś�;ʿË;kÑ 1d�;�ʿË;

kÑ 5d:	

--͂Μʂ£ʎǱʖ 2�5�9�10�13�14�	 16�17�18�19�$ȑÑ͕��	

--�͂Μʂ£ʎǱʖ 1�3�4�6�7�8�	 11�12�15�20�$½Ñ͕��	

--}�ǂ;Ϻ,ͪǒʂ£ʇɧ;�μ	
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