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SUPPLEMENTARY MATERIAL
Methods
Exclusion Criteria
1) Abnormal laboratory values (e.g., neutrophils <1.5×10⁹/L, hemoglobin <90 g/L, platelet count <75×10⁹/L, serum creatinine >1.5× the upper limit of normal (ULN), total bilirubin >1.5×ULN, aspartate aminotransferase (AST) >1.5×ULN, alanine aminotransferase (ALT) >1.5×ULN, alkaline phosphatase >2×ULN, glycated hemoglobin (HbA1c) >8% (for diabetic patients), glomerular filtration rate (GFR) <60 mL/min/1.73 m² (calculated using the CKD-EPI formula).
 2) Received rituximab, inebilizumab, ozanimod, telitacicept, or any B-cell-depleting agents within 6 months prior to screening, but patients with CD19 or CD20-positive B-cell counts above the lower limit of normal were eligible for inclusion, and CD4-positive T-lymphocyte counts <200/μL.
3) Used tocilizumab, satralizumab, eculizumab, efgartigimod, or other non-B-cell-depleting biologics with therapeutic effects on NMOSD, as well as mitoxantrone or alkylating agents such as cyclophosphamide, within 3 months prior to the first administration.
4) Used immunosuppressants such as azathioprine (half-life [t1/2] = 6 hours), mycophenolate mofetil (t1/2e = 16 hours), tacrolimus (t1/2 = 43 hours), cyclosporine (t1/2 = 27 hours), methotrexate (t1/2 = 14 hours), or cyclophosphamide (t1/2 = 6 hours) prior to the first administration, for patients who have used leflunomide or teriflunomide within 2 years prior to the first administration, cholestyramine washout was required. However, if the drug withdrawal interval exceeds five times the t1/2, the patient could be enrolled. 
5) Glucocorticoid treatment for NMOSD and other immune system diseases was discontinued before the first administration.
6) Underwent plasma exchange, received moderate-volume blood transfusions, or used immunomodulatory drugs such as interferon-beta, interferon-gamma, or intravenous immunoglobulin (IVIG) within 28 days prior to the first administration, 
7) Other chronic and active immune-mediated diseases requiring treatment with corticosteroids, biologics, or immunosuppressants (e.g., rheumatoid arthritis, scleroderma, etc.), 
8) Received live or attenuated vaccines within 28 days prior to the first administration, 
9) Underwent bone marrow transplantation, hematopoietic stem cell transplantation, total lymphoid irradiation, or T-cell vaccine therapy, 
10) Received any investigational drug within 28 days prior to the first administration or within 5 times the t1/2 of the investigational drug, whichever is shorter, 
11) Malignancy, severe respiratory diseases, active infections, severe psychiatric disorders, or cardiovascular events, 
12) [bookmark: OLE_LINK29]Seropositive for hepatitis B surface antigen (HBsAg) and/or hepatitis B core antibody (HBcAb) with HBV DNA levels > ULN; positive for hepatitis C virus (HCV) antibodies with HCV RNA levels > ULN; Seropositive for human immunodeficiency virus (HIV); Positive for Treponema pallidum antibody (TP-Ab) 
13) Unable to undergo magnetic resonance imaging (MRI) scans (e.g., due to allergies to Gd-containing MRI contrast agents, implanted metal objects that restrict MRI scanning, severe claustrophobia, etc.), 
14) History of severe allergic reactions to humanized monoclonal antibodies or known hypersensitivity to any component of obinutuzumab β, 
15) Pregnant or breastfeeding women, or 16) any other conditions that, in the opinion of the investigator, make the patient unsuitable for participation in this study.

Criteria for Intolerability Assessment
A participant was considered intolerant to obinutuzumab β if any of the following conditions occurred within 28 days of the first administration, and it was determined to be intolerable by mutual agreement between the investigator and the sponsor:
1. Grade >3 hematological toxicity related to obinutuzumab β that did not recover to grade <2 within 2 weeks after appropriate treatment.
2. Grade ≥3 non-hematological toxicity (non-infectious) related to obinutuzumab β that did not recover to grade ≤1 within 1 week after appropriate treatment.
3. Grade ≥3 non-hematological toxicity (infectious) related to obinutuzumab β that did not recover to grade ≤2 within 3 weeks after appropriate treatment.
For each dose group, if half or more of the patients were intolerant in any of the above scenarios, the corresponding dose was considered intolerable.

Criteria for Relapse
An increase of ≥1.0 in EDSS from a baseline EDSS >0 (or an increase of ≥2.0 from a baseline EDSS of 0); 
An increase of ≥2.0 in at least one symptom-specific functional system score (pyramidal, cerebellar, brainstem, sensory, bowel/bladder, or single eye); 
An increase of ≥1.0 in more than one symptom-specific functional system score with baseline ≥1; or
An increase of ≥1.0 in a single-eye symptom-specific functional system score with baseline ≥1.

Magnetic Resonance Imaging (MRI)
[bookmark: _Hlk213587550]NMO/NMOSD lesions were defined as lesions related directly to the study indication on MRI, including the following. Orbital MRI: areas of T2-weighted hyperintensity in the optic nerve or T1-weighted gadolinium-enhancing lesions. Brain MRI: non-specific cerebral white-matter lesions that do not meet diagnostic criteria for multiple sclerosis, appearing as T2-weighted/FLAIR hyperintense areas. Spinal MRI: spinal cord lesions exhibiting T2-weighted hyperintense and T1-weighted hypointense, typically longitudinally extensive lesions (involving three vertebral body segments). The commonly affected sites included the optic nerves, spinal cord (including the dorsal/posterior columns), brainstem, diencephalon, and cerebrum. T1-weighted gadolinium-enhancing lesions also qualified. Lesions of the dorsal brainstem near the fourth ventricle (including the posterior region and the solitary nucleus/tract area) are characteristically associated with prominent central grey-matter involvement and may show decreased T1 signal in the acute phase. On brain MRI, “cloud-like” enhancement is also noted as a characteristic finding.
A new lesion was defined as a lesion that was absent at baseline and subsequently appeared on follow-up imaging, and that met the MRI features of NMO/NMOSD lesions as defined above. A recurrent lesion was defined as a lesion that was present on screening/baseline imaging, disappeared on an intervening follow-up, and then reappeared on a later follow-up, and that again meets the MRI features of NMO/NMOSD lesions. The cumulative number of active lesions on MRI was defined as the sum of new gadolinium-enhancing lesions and new or enlarging T2 lesions compared to baseline.
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Study Timeline
Table S1. Study Timeline
	Events
	Weeks

	
	1
	24
	25
	52*
	78*
	104*
	130*
	156*
	182*
	208*
	234

	First 500 mg dose 
First 1000 mg dose if 500 mg was tolerated#
First 1000 mg dose expanded if 1000 mg was tolerated&
	X
	
	
	
	
	
	
	
	
	
	

	Switch from 500 mg to 1000 mg if tolerable.
	
	
	X
	
	
	
	
	
	
	
	

	Efficacy assessment
	
	X
	
	X
	X
	X
	X
	X
	X
	X
	X

	Safety assessment
	
	X
	
	X
	X
	X
	X
	X
	X
	X
	X


*: The injections were performed on the week following the assessments, i.e., on weeks 53, 79, 105, 131, 157, 183, and 209.
#: Initiation of enrollment into the 1000-mg dose cohort is contingent upon the absence of intolerability events during the 28-day observation period in the preceding 500 mg cohort (n=3-6).
&: The 1000-mg dose group could be expanded if no intolerable events were observed.


Timing for Pharmacokinetic Evaluation
[bookmark: _Hlk202967364]The time points for pharmacokinetic evaluation were W1D1, W2D1, and W3D1 (within 60 minutes before dosing on weeks 1, 2, and 3), W3D1 (within 5 minutes after infusion completion, 8 hours ± 1 hour after infusion completion), W3D2 (24 hours ± 1 hour after W3D1 infusion completion), W3D3 (48 hours ± 2 hours after W3D1 infusion completion), W3D4 (72 hours ± 2 hours after W3D1 infusion completion), W4D1 (168 hours ± 3 hours after W3D1 infusion completion), W6D1 (504 hours ± 24 hours after W3D1 infusion completion), W9D1, W13D1, W22D1, W25D1, W27D1, W29D1, W37D1, W40D1, W53D1, W66D1, W79D1, W92D1, W105D1, W118D1, W131D1, W144D1, W157D1, W170D1, W183D1, W196D1, W209D1, W222D1, and W235D1. The last measurement was on W235D1 or at the early discontinuation visit (EDV) if the patient discontinues treatment early.

Premedication Regimen for Infusion-Related Reactions (IRRs)
To prevent infusion-related reactions (IRRs) associated with obinutuzumab β infusion, the following medications are recommended before each obinutuzumab β infusion (see Table X1). Investigators may add other premedications as appropriate for individual subjects.

Supplementary Table X1. Premedication Regimen to Prevent IRR
	Treatment occasion
	Patients needing prophylaxis
	Prophylactic medication
	Timing

	First dose
	All participants
	Intravenous glucocorticoid (e.g., dexamethasone 10–20 mg, or methylprednisolone 40–80 mg)
	Complete at least 1 hour before investigational drug infusion.

	
	
	Antipyretic/analgesic (e.g., acetaminophen 500–1000 mg)
	Complete at least 30 minutes before infusion

	
	
	Antihistamine (e.g., diphenhydramine 40 mg or promethazine 25 mg)
	Complete at least 30 minutes before infusion

	Subsequent doses
	Participants with no prior IRRs
	Antipyretic/analgesic (e.g., acetaminophen 500–1000 mg)
	Complete at least 30 minutes before infusion

	
	Participants with prior grade 1 or 2 IRR
	Antipyretic/analgesic (e.g., acetaminophen 500–1000 mg)
	Complete at least 30 minutes before infusion

	
	
	Antihistamine (e.g., diphenhydramine 20 mg or promethazine 25 mg)
	Complete at least 30 minutes before infusion

	
	Participants with prior grade 3 IRR
	Intravenous glucocorticoid (e.g., dexamethasone 10–20 mg, or methylprednisolone 40–80 mg)
	Complete at least 1 hour before infusion

	
	
	Antipyretic/analgesic (e.g., acetaminophen 500–1000 mg)
	Complete at least 30 minutes before infusion

	
	
	Antihistamine (e.g., diphenhydramine 40 mg or promethazine 25 mg)
	Complete at least 30 minutes before infusion




IRR
IRRs most commonly occur within the first 2 hours after the start of the first infusion, and typically present with fever, chills, dyspnea, bronchospasm, and other symptoms. IRRs occurring in the study should be graded according to Common Terminology Criteria for Adverse Events (CTCAE) (version 5.0) (Table X2), and the infusion rate of the investigational product should be adjusted accordingly. All subjects should receive prophylactic medication prior to each infusion to prevent IRRs. If an IRR occurs during infusion, appropriate management should be performed.

Supplementary Table X2. Infusion-Related Reactions Occurring in the Study should be Graded according to CTCAE (v5.0)
	Grade (CTCAE v5.0)
	Treatment adjustment

	Grade 1
	Definition: Mild, transient reaction; infusion interruption not indicated; intervention not indicated.
Adjustment: Reduce obinutuzumab β infusion rate by 50% and closely monitor for worsening.

	Grade 2
	Definition: Therapy or infusion interruption indicated but responds promptly to symptomatic treatment (e.g., antihistamines, NSAIDs, narcotics, IV fluids); prophylactic medications ≤24 h.
Adjustment: Stop obinutuzumab β infusion. When the IRR has resolved, or severity has decreased to at least Grade 1, resume infusion at 50% of the previous rate and closely monitor for recurrence or worsening.

	Grade 3
	Definition:  Prolonged (e.g., not rapidly responsive to symptomatic medication and/or brief interruption of infusion); recurrence of symptoms following initial improvement; hospitalization indicated for clinical sequelae.
Adjustment: Stop obinutuzumab β infusion. When the IRR has resolved, or severity has decreased to at least Grade 1, resume infusion at 50% of the previous rate and closely monitor for recurrence or worsening. If, after resumption of infusion, the same symptoms recur with the same severity, treatment must be discontinued.

	Grade 4
	Definition: Life-threatening consequences; urgent intervention indicated.
Adjustment: Permanently discontinue the drug.



Grade ≥3 Infections
Given the mechanism of action of the investigational drug (anti-CD20 antibody), marked B-cell depletion may occur. Therefore, subjects receiving obinutuzumab β were at risk for infections. For subjects at risk of neutropenia, antibiotic prophylaxis during treatment was strongly recommended. Selection and dosing of antibiotics had to follow the study center’s standard operating procedures. Antifungal prophylaxis was at the investigator’s discretion.
Glucocorticoid Tapering Protocol after Relapse During the Trial
For participants enrolled in Phase Ib who relapse after enrollment: after symptoms have been stabilized by rescue therapy and the investigator determines that the benefit outweighs the risk, continuation of obinutuzumab β is permitted while the participant is receiving a fixed dose of prednisone 20 mg/day (or an equivalent dose of glucocorticoid). After 4 weeks of concomitant therapy, glucocorticoids should be tapered off per protocol. The taper period should not exceed 4 weeks.

Detailed Statistical Analysis
The full analysis set (FAS) included all participants who were enrolled and received at least one dose of the study drug; this set was used for demographic and baseline data analysis. The safety set (SS) comprised participants who received at least one dose of the study drug and had at least one post-dose safety evaluation, serving as the basis for safety analysis. The pharmacokinetic analysis set (PKAS) included all participants who received the study drug, had no major protocol violations likely to compromise pharmacokinetic (PK) evaluation, and for whom evaluable PK data were available. The pharmacodynamics analysis set (PDAS) included all subjects who received the study drug, had no major protocol deviations likely to compromise pharmacodynamic assessments, and for whom evaluable pharmacodynamic data were available. The immunogenicity analysis set included all subjects who received the study drug, had no major protocol deviations likely to compromise immunogenicity assessments, and for whom evaluable immunogenicity data were available.
The annual attack rate and 95% confidence interval (CI) within 2 years before the first administration were analyzed using negative binomial regression analysis, with the logarithmically transformed person-years as the offset. The variables were described using n (%), means ± standard deviations, or n (%). The efficacy analysis was performed based on the FAS. In addition, the deterioration rate at the last visit and its 95% confidence interval were estimated using a generalized linear model (GLM) with a log link function and assuming a binomial distribution.


Results
Table S2. Treatment-Related Adverse Events (frequency >10%) and Treatment-Related Serious Adverse Events
	
	Obinutuzumab β (N=11) n (%)

	TRAEs occurring in >10% of the participants.
	

	   Urinary tract inflammation
	3 (27.3)

	   Infusion-related reaction
	3 (27.3)

	   Infectious pneumonia
	3 (27.3)

	   Leukopenia
	3 (27.3)

	   Monocytosis
	2 (18.2)

	   Blood IgM decreased
	2 (18.2)

	   Blood lactate dehydrogenase increased
	2 (18.2)

	   Thrombocytosis
	2 (18.2)

	   Neutropenia
	2 (18.2)

	   Hyperuricaemia
	2 (18.2)

	   Hepatic function abnormal
	2 (18.2)

	TRSAEs
	

	   Pneumonia
	3 (27.3)

	   Neutropenia
	1 (9.1)


TRAE: treatment-related adverse event; IgM: immunoglobulin M; TRSAE: treatment-related severe adverse event.


Table S3. All TRAEs in the SS (n=11)
	
System organ class (SOC)
Preferred term (PT)
	Obinutuzumab β 500 mg (n=3)
	Obinutuzumab β 1000 mg (n=11)
	Total 
(n=11)

	
	Patients (%)
	Events
	Patients (%)
	Events
	Patients (%)
	Events

	Patients with ≥1 TRAE
	1 (33.3)
	2
	10 (90.9)
	60
	10 (90.9)
	62

	Investigations
	1 (33.3)
	2
	7 (63.6)
	30
	7 (63.6)
	32

	   White blood cell count decreased (leukopenia)
	1 (33.3)
	1
	3 (27.3)
	3
	3 (27.3)
	4

	   Monocyte count increased (monocytosis)
	0
	0
	2 (18.2)
	2
	2 (18.2)
	2

	   Blood immunoglobulin M decreased (IgM)
	0
	0
	2 (18.2)
	2
	2 (18.2)
	2

	   Blood lactate dehydrogenase increased (LDH)
	0
	0
	2 (18.2)
	3
	2 (18.2)
	3

	   Platelet count increased (thrombocytosis)
	0
	0
	2 (18.2)
	3
	2 (18.2)
	3

	   Neutrophil count decreased (neutropenia)
	1 (33.3)
	1
	1 (9.1)
	3
	2 (18.2)
	4

	   β2‑microglobulin increased
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   β‑globulin decreased
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Alanine aminotransferase increased (ALT)
	0
	0
	1 (9.1)
	2
	1 (9.1)
	2

	   Lymphocyte count increased (lymphocytosis)
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Immunoglobulin decreased (hypogammaglobulinemia)
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Specific gravity urine increased
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Protein urine present (proteinuria)
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Mean cell haemoglobin decreased (MCH)
	0
	0
	1 (9.1)
	2
	1 (9.1)
	2

	   Carbohydrate antigen 19‑9 increased (CA 19‑9)
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Weight decreased
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Blood albumin increased
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Blood pressure decreased (hypotension)
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	Infections and infestations
	0
	0
	4 (36.4)
	6
	4 (36.4)
	6

	   Pneumonia
	0
	0
	3 (27.3)
	3
	3 (27.3)
	3

	   Nasopharyngitis
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Rhinitis
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Upper respiratory tract infection
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	Injury, poisoning and procedural complications
	0
	0
	3 (27.3)
	5
	3 (27.3)
	5

	   Infusion‑related reaction
	0
	0
	3 (27.3)
	5
	3 (27.3)
	5

	Renal and urinary disorders
	0
	0
	3 (27.3)
	4
	3 (27.3)
	4

	   Urinary tract inflammation
	0
	0
	3 (27.3)
	4
	3 (27.3)
	4

	Metabolism and nutrition disorders
	0
	0
	2 (18.2)
	6
	2 (18.2)
	6

	   Hyperuricaemia
	0
	0
	2 (18.2)
	6
	2 (18.2)
	6

	Hepatobiliary disorders
	0
	0
	2 (18.2)
	2
	2 (18.2)
	2

	   Hepatic function abnormal
	0
	0
	2 (18.2)
	2
	2 (18.2)
	2

	Immune system disorders
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Hypogammaglobulinemia (low gamma‑globulin)
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	Skin and subcutaneous tissue disorders
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Alopecia
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	General disorders and administration site conditions
	0
	0
	1 (9.1)
	2
	1 (9.1)
	2

	   Influenza like illness
	0
	0
	1 (9.1)
	2
	1 (9.1)
	2

	Gastrointestinal disorders
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Non‑infectious gingivitis
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	Cardiac disorders
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Sinus bradycardia
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	Blood and lymphatic system disorders
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1

	   Anaemia
	0
	0
	1 (9.1)
	1
	1 (9.1)
	1





Table S4. All TRSAEs in the SS (n=11)
	
System organ class (SOC)
Preferred term (PT)
	Obinutuzumab β 500 mg (n=3)
	Obinutuzumab β 1000 mg (n=11)
	Total
(n=11)

	
	Patients (%)
	Events
	Patients (%)
	Events
	Patients (%)
	Events

	Patients with ≥1 TRSAE
	1 (33.3)
	1
	3 (27.3)
	3
	3 (27.3)
	4

	Infections and infestations
	0
	0
	3 (27.3)
	3
	3 (27.3)
	3

	   Pneumonia (serious)
	0
	0
	3 (27.3)
	3
	3 (27.3)
	3

	Investigations
	1 (33.3)
	1
	0
	0
	1 (9.1)
	1

	   Neutrophil count decreased (neutropenia)
	1 (33.3)
	1
	0
	0
	1 (9.1)
	1




Table S5. Adverse Events of Special Interest over the Entire Treatment Period
	
	Obinutuzumab β (N=11), n (%)

	Grade ≥3 Infections
	4 (36.4)

	Pneumonia
	3 (27.3)

	Urinary tract infection
	1 (9.1)

	Infusion-related reactions
	3 (27.3)

	Neutropenia, grade ≥3
	1 (9.1)




Table S6. Efficacy Outcomes in the Obinutuzumab β Study Population
	Outcome
	Obinutuzumab β
500 mg (n=3)
	Obinutuzumab β
1000 mg (n=8)
	Total
(n=11)

	EDSS deterioration rate, % (95% CI)
	–
	–
	25.8
(9.1, 73.3)

	Cumulative number of active MRI lesions
	
	
	

	Mean (SD)
	0.0 (0.0)
	0.5 (0.8)
	0.4 (0.7)

	Median (Q1, Q3)
	0.0 (0.0, 0.0)
	0.0 (0.0, 1.0)
	0.0 (0.0, 1.0)

	Min, Max
	0, 0
	0, 2
	0, 2

	Total number of active MRI lesions
	0
	4
	4

	Annualized active lesion rate (95% CI)
	0.0
	0.3
	0.2 (0.2, 0.3)

	Subjects hospitalized due to NMOSD recurrence, n (%)
	0
	1 (12.5)
	1 (9.1)

	Total number of hospitalizations due to NMOSD recurrence
	0
	2
	2

	Person-years of follow-up
	6.5
	11.6
	18.1

	Annualized hospitalization rate due to NMOSD recurrence (95% CI)
	0.0
	0.2
	0.1 (0.07, 0.2)


Notes: EDSS: Expanded Disability Status Scale. MRI: Magnetic resonance imaging. Q1: First quartile, Q3: Third quartile, SD: Standard deviation. Annualized active lesion rate = Total number of active MRI lesions / Person-years of follow-up. Annualized hospitalization rate due to NMOSD recurrence = Total number of hospitalizations due to NMOSD recurrence / Person-years of follow-up.
Table S7. Pharmacokinetic Parameters of Obinutuzumab β in Patients with NMOSD
	PK parameters
	Obinutuzumab β 
500 mg (n=2)
	Obinutuzumab β 
1000 mg (n=8)

	t1/2 (d) Median (min, max)
	20.4 (18.8, 22.1)
	17.9 (8.3, 26.3)

	Cmax (ug/mL) 
	228.7±19.9
	487.1±118.4

	CL_obs (mL/h) 
	3.5±0.33
	5.1±1.7

	AUC0-t (h*ug/mL)
	128800.1±9542.1
	205391.5±68594.8

	AUC0-∞ (h*ug/mL)
	141507.2±13067.5
	214896.8±71902.9

	Tmax (h) Median (min, max)
	9.8 (2.6, 10.0)
	7.2 (3.3, 11.7)

	Vd (mL)
	2496.4±52.4
	3106.1±953.2

	Abbreviations: AUC0-t: area under the concentration–time curve from time zero to last measurable concentration; AUC0-∞: area under the concentration–time curve from time zero to infinity; CL_obs: clearance; Cmax: maximum plasma concentration; PK: Pharmacokinetic; t1/2: half-life; Tmax: time to reach maximum plasma concentration; Vd: apparent volume of distribution.



Table S8. Pharmacoeconomic Analysis (based on NMOSD Phase Ib/III Trial with 102 Participants: Mean Height of 160.4 cm, Mean Weight of 64.3 kg, Mean Body Surface Area of 1.67 m2).
	Comparator/study
	Study duration
	Dosing schedule
	Approved product specification in China
	Price (RMB/vial)
	Total treatment cost (RMB)
	Annual average treatment cost (RMB)
	vs. obinutuzumab β injection

	Rituximab - RIN‑1 study [1] 
	72 weeks
	D1, D8, D15, D29: 375 mg/m2; W24 & W26: 1000 mg; W48 & W50: 1000 mg
	100 mg/vial or 500 mg/vial
	2294/100 mg; 7866/500 mg
	103,568
	75,049
	2.7% higher

	Inebilizumab - phase III registration trial [2]
	156 weeks
	D1, D15: 300 mg then 300 mg every 6 months
	100 mg/vial
	22,250/100 mg
	46,725
	155,750
	113% higher

	Obinutuzumab β - phase Ib
	234 weeks
	1000 mg at W1D1, W3D1, W25D1, W27D1, then every 6 months
	200 mg/vial
	5980/200 mg
	328,900
	73,089
	NA


D: day; W: week.

[image: ]
Supplementary Figure S1. Change in Annualized Relapse Rate (ARR) before and after Obinutuzumab β Administration.
Historical ARR: ARR in the 24 months before screening.
Abbreviations: ARR, annualized relapse rate.


[image: ]
Supplementary Figure S2. Changes in EDSS scores at each study visit during obinutuzumab β treatment. Data are presented as mean ± standard deviation. The EDSS scores remained stable or improved over time, indicating maintenance of neurological function in most participants.
Abbreviations: EDSS, Expanded Disability Status Scale.

A
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B
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Supplementary Figure S3. Limb motor function was maintained or improved overall during the treatment of obinutuzumab β. (A) Timed 25-foot walk (T25FW); (B) Nine-hole peg test (9HPT).
[image: ]
Supplementary Figure S4. The visual acuity of the left and right eyes remained stable overall during the treatment of obinutuzumab β.

[image: ]Supplementary Figure S5. Impacts of obinutuzumab β on serum AQP4-IgG in patients with NMOSD.
Abbreviations: NMOSD, Neuromyelitis Optica Spectrum Disorders; CEC, Clinical Endpoint Committee.


[image: ]
Supplementary Figure S6. Changes in B cell subsets for NMOSD patients treated with obinutuzumab β. All patients in 500-mg group received the 1000 mg dose starting from W25D1.
Abbreviations: NMOSD, Neuromyelitis Optica Spectrum Disorders.
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