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Amendments to the Protocol after Commencement of the Study 

 

While the study was underway, the inclusion criteria #3 for the Clinical Dementia Rating (CDR) score 

was amended to include both CDR global score of 1 (mild dementia) and CDR global score of 0.5 (very 

mild dementia) with a Memory box score of 1 (Amendment 3; May 2018). A subsequent amendment was 

made to add the Tau-PET ligand, MK6240, as the preferred option for positron emission tomography 

(PET) imaging. When available at the site Tau-PET should be performed. If Tau-PET was not available at 

the site, then FDG-PET should have been performed instead.  PET analysis will be performed following 

completion of the open-label long term extension (LTE). 

The main amendment (Amendment 5; March 2019) to the original study protocol was the addition of an 

open-label LTE to the multiple ascending dose (MAD) part of the study. The amended protocol included 

the MAD as Part 1, and the LTE as Part 2, with the visit numbers restarting at Day -1 in the LTE, Part 2. 

The amendment specified how patients in the different Cohorts would flow into the LTE, Part 2.  

In 2020, a protocol addendum was made to address the impact of the COVID-19 pandemic on the conduct 

of ISIS 814907-CS1 study. At the time of the addendum, the study had completed enrollment with 46 

patients randomized. In MAD Part 1 of the study, 25 patients had completed all visits, and 20 were still in 

the Treatment or Post-Treatment Periods.   

  



Protocol Eligibility Criteria 

 

In addition to the requirements described in the main report, all participants were judged by the 

Investigator to be capable of giving informed consent, and all participants provided written consent for 

participation in the study. All participants were judged by the Investigator as able and willing to meet 

study requirements, including travel to the study center and ability to undergo all study procedures and to 

abide by study restrictions.  

Exclusion criteria included any condition that would have prevented the patient from participation in 

writing tasks, MRI or lumbar puncture (LP). Patients deemed by the Investigator to be at significant risk 

of suicide, major depressive episode, psychosis, confusional state or violent behavior were excluded. 

Clinically significant laboratory, vital sign and electrocardiogram abnormalities at screening were 

exclusionary as was a medical history of brain or spinal disease that would be expected to interfere with 

CSF circulation. Presence of an implanted shunt for the drainage of cerebral spinal fluid (CSF) or 

implanted central nervous system catheter was not permitted.  



Table S1: Exploratory assessment values at baseline and changes from baseline to endpoint*  

  

 Baseline Change from Baseline to Endpoint* 

 
Placebo  
(N=12) 

MAPTRx 

10 mg (N=6) 

MAPTRx 

30 mg (N=6) 

MAPTRx 

60 mg (N=9) 

MAPTRx 

115 mg (N=13) 

Placebo  
(N=12) 

MAPTRx 

10 mg (N=6) 

MAPTRx 

30 mg (N=6) 

MAPTRx 

60 mg (N=9) 

MAPTRx 

115 mg 

(N=13) 

CSF ABeta1-42 (% change from baseline) 

Mean pg/mL (SD) 700.1±245.2 656.4±176.9 663.5±90.5 759.3±179.1 716.0±182.4 -1.5± 9.2 -14.4 ±5.8 -23.3± 4.1 -22.5±8.8 -10.4 ±17.5 

Median 656.5 661.7 655.8 767.3 687.1 -2.6 -13.5 -21.7 -19.6 -12.7 

Min, Max 340.4, 1126.0 428.5, 890.4 568.3, 800.7 500.4, 1059.5 470.3, 1039.0 -17.0, 12.7 -23.2, -7.1 -30.5, -20.7 -35.9, -12.2 -35.8, 20.0 

CSF Phospho-Tau (% change from baseline) 

Mean pg/mL (SD) 38.7±13.0 39.1±13.0 38.6±16.6 39.5±12.6 43.2±15.9 -2.7±11.5 -35.0 ±8.1 -43.8 ±7.2 -52.0 ±7.6 -48.5 ±15.2 

Median 39.2 36.5 32.8 36..0 39.4 -1.8 -34.8 -46.2 -51.3 -55.2 

Min, Max 20.6, 57.9 26.5, 64.0 23.0, 69.1 19.7, 56.1 24.2, 81.3 -32.2, 7.8 -44.1, -22.5 -51.2, -32.4 -66.8, -44.3 -67.2, -14.2 

CSF Total-Tau to ABeta-42 Ratio (% change from baseline) 

Mean (SD) 0.6±0.2 0.6±0.2 0.6±0.1 0.5±0.1 0.6±0.2 0.6±11.9 -17.1 ±14.9 -21.3± 9.7 -33.8 ±9.8 -35.5±10.8 

Median  0.6 0.6 0.5 0.5 0.6 2.2 -24.2 -21.9 -36.7 -37.2 

Min, Max 0.4, 1.0 0.3, 0.8 0.4, 0.8 0.4, 0.8 0.4, 1.2 -24.4, 20.3 -25.7, 9.3 -34.7, -10.6 -44.5, -13.9 -52.8, -17.8 

CSF Total-Tau (% change from baseline) 

Mean pg/mL (SD) 387.3±120.9 364.6±98.1 386.4±152.3 391.0±111.8 443.4±153.8 -1.3±11.4 -29.5±8.0 -39.7±5.8 -48.8 ±6.9 -41.9 ±15.4 

Median 398.7 330.4 331.0 345.1 399.0 -2.1 -30.5 -38.1 -45.9 -47.6 

Min, Max 212.0, 566.8 281.1, 556.1 251.8, 659.3 221.1, 537.8 264.0, 811.8 -27.9, 15.9 -35.7, -16.0 -48.4, -32.6 -62.5, -43.3 -60.0, -5.0 

CSF NfL (% change from baseline) 

Mean pg/mL (SD) 1359.5 (376.5) 1228.5 (387.5) 1501.9 (483.5) 1189.9 (425.2) 1282.9 (381.6) 3.2 (11.1) 15.6 (39.5) 20.7 (15.2) 22.8 (34.6) 8.3 ( 7.2) 

Median 1466.0 1128.3 1314.4 1192.4 1167.6 -0.4  -3.8  20.4  4.7  10.1  

Min, Max 581.0, 1850.2 807.0, 1903.7 1111.2, 2391.8 630.8, 1992.8 737.7, 2223.5  -12.2,  22.2 -20.1,  79.6 6.7,  44.3 -13.4,  82.6 -3.1,  19.4 

CSF NRGN (% change from baseline) 

Mean pg/mL (SD) 475.9 (195.1) 488.7 (219.1) 515.7 (269.3) 570.6 (235.5) 571.976 (264.6) 1.9 (20.5) -26.0 (12.1) -25.7 (15.4) -13.9 (20.4) 7.4 (29.3) 

Median 502.3 420.077  449.235  470.174  541.691  1.3  -30.7  -30.0  -14.2  0.3  

Min, Max  194.6,  808.4 315.3,  905.4 237.8, 1013.2 302.2, 1017.3 280.0, 1306.9 -38.1,  35.2 -37.7,  -6.7 -42.9,  -2.2 -43.9,  17.0 -33.6,  76.2 

CSF NfH (Total) (% change from baseline) 

Mean pg/mL (SD) 1277.2 (579.9) 965.1 (108.3) 1294.2 (702.9) 1258.6 (448.0) 1183.8 (375.3) 0.8 (15.0) 25.8 (52.5) 58.9 (82.1) 31.1 (32.3) 15.3 (15.9) 

Median 1184.1 937.1 1146.6 1094.1  1097.4  5.0  18.3  25.4  15.9  17.8  

Min, Max  578.7, 2539.6 839.04,1107.6 649.4, 2566.8 747.3, 2064.8 785.4, 1879.3  -31.6,  17.9  -19.9, 114.2 16.4, 205.6  -4.7,  66.4 -12.9,  44.9 

CSF YKL40 (% change from baseline) 

Mean ng/mL (SD) 221.5 (57.6) 238.8 (93.9) 434.1 (21.6) 251.7 (119.6) 248.7 (70.2) 9.4 (27.9) -30.3 (13.5) -30.2 (31.6) -17.5 (12.5) -7.1 (11.7) 

Median 224.7 236.1 503.2  242.0 235.4 1.4  -38.2  -20.0  -17.7  -10.5  

Mix, Max (139.2, 301.1) (134.4, 385.4) (131.2, 662.7) 98.8, 487.1 125.2, 380.1 -10.1,  85.1  -42.0, -10.7  -73.4,  -2.1 -34.0,   5.7 -23.3,  13.6 

MRI Diffusion Analysis: Fractional Anisotropy – Fornix 

Mean (SD) 0.21±0.02 0.19±0.03 0.20±0.03 0.23±0.04 0.20±0.04 0.00±0.02 -0.01±0.00 -0.01±0.01 -0.01±0.01 -0.01±0.01 

Median 0.21 0.18 0.21 0.23 0.21 -0.01 -0.01 0.00 -0.01 -0.01 

Mix, Max 0.16,0.24 0.17,0.24 0.17,0.24 0.16,0.30 0.14,0.26 -0.01, 0.05 -0.02, -0.01 -0.02, 0.00 -0.03, 0.00 -0.02, 0.01 

MRI Diffusion Analysis: Fractional Anisotropy – Forceps Major 

Mean (SD) 0.69±0.06 0.62±0.07 0.65±0.03 0.69±0.06 0.67±0.05 0.01±0.03 -0.01±0.02 -0.02±0.04 -0.02±0.02 -0.01±0.01 

Median 0.71 0.62 0.66 0.68 0.68 0.00 -0.01 -0.01 -0.02 -0.01 

Min, Max 0.59,0.76 0.52,0.68 0.58,0.67 0.59,0.78 0.57,0.75 -0.02,0.09 -0.03, 0.02 -0.09, 0.00 -0.04,0.03 -0.04, 0.03 



MRI Diffusion Analysis: Fractional Anisotropy – Cingulum Hippocampus 

Mean (SD) 0.40±0.04 0.33±0.03 0.35±0.02 0.39±0.06 0.38±0.03 0.01±0.05 0.03±0.02 0.01±0.01 0.00±0.02 0.01±0.01 

Median 0.38 0.33 0.35 0.41 0.38 0.01 0.03 0.00 0.00 0.01 

Min, Max 0.36, 0.47 0.29, 0.37 0.33, 0.39 0.30, 0.50 0.34, 0.46 -0.04, 0.15 -0.01, 0.05 0.00, 0.02 -0.02, 0.03 -0.02, 0.03 

MRI: Cortical Thickness – Cortical Gray Matter (mm) 

Mean (SD) 2.9±0.2 2.8±0.2 2.7±0.2 3.1±0.3 2.9±0.2 0.0±0.1 -0.0±0.1 -0.0±0.1 -0.1±0.2 0.0±0.1 

Median 2.9 2.7 2.7 3.1 2.8 0.0 -0.0 -0.0 -0.0 0.0 

Min, Max 2.6, 3.2 2.5, 3.0 2.5, 3.2 2.8, 3.6 2.6, 3.3 -0.2, 0.2 -0.1, 0.2 -0.2, 0.0 -0.4, 0.0 -0.1, 0.2 

MRI: White Matter Lesion Analysis (cm3) 

Mean (SD) 13.9±10.1 10.4±4.6 13.1±6.2 11.7±7.9 9.0±6.9 2.4±2.8 1.4±1.9 5.9±11.2 5.0±9.1 1.6±1.0 

Median 11.9 10.9 11.4 11.5 7.2 1.3 0.7 1.2 3.1 1.9 

Min, Max 4.0, 42.0 3.9, 15.9 7.1, 24.8 1.8, 26.1 2.1, 26.2 -0.3, 7.8 -0.2, 4.2 -0.5, 28.5 -2.8, 27.0 -0.1, 2.7 

RBANS Total Scale (absolute change from baseline) 

Mean (SD) 64.9±10.2 58.8±11.2 69.2±12.1 69.9±9.1 70.9±13.4 1.5±7.3 -2.2±5.6 -10.0±8.3 2.6±9.2 -0.6±7.1 

Median 65.0 55.5 70.0 72.0 73.0 1.0 -1.5 -7.0 4.5 -3.0 

Min, Max 49.0, 80.0 49.0, 80.0 51.0, 82.0 57.0, 85.0 49.0, 90.0 -9.0, 14.0 -12.0, 5.0 -25.0, -3.0 -14.0, 17.0 -11.0, 11.0 

MMSE Total Score (absolute change from baseline) 

Mean (SD) 24.2±1.7 21.5±1.6 24.5±1.4 24.6±2.5 23.2±2.5 -2.3±2.5 -2.0±1.8 -1.2±3.3 0.9±1.0 -1.0±2.4 

Median 23.5 21.0 25.0 26.0 23.0 -2.0 -2.5 -1.5 1.0 0.0 

Min, Max 22.0, 27.0 20.0, 24.0 22.0, 26.0 21.0, 27.0 20.0, 27.0 -6.0, 2.0 -4.0, 1.0 -4.0, 5.0 -1.0, 2.0 -8.0, 1.0 

NPI-Q Total Severity Score (absolute change from baseline) 

Mean (SD) 3.7±6.7 1.0±1.1 5.2±3.8 1.1±2.0 2.0±1.8 -0.7±1.7 0.3±1.6 -1.2±3.5 0.1±2.4 -0.7±2.2 

Median 1.0 1.0 5.0 0.0 1.0 0.0 0.0 -0.5 0.0 -1.0 

Min, Max 0.0,19.0 0.0, 3.0 0.0,10.0 0.0, 6.0 0.0, 5.0 -4.0, 1.0 -2.0, 3.0 -8.0, 2.0 -5.0, 3.0 -4.0, 4.0 

FAQ Total Score (absolute change from baseline) 

Mean (SD) 8.3±7.2 6.3±3.5 14.5±4.4 5.6±2.8 9.3±5.1 2.5±5.3 5.2±6.6 2.2±5.9 0.9±3.7 1.5±3.3 

Median 6.5 7.0 14.0 5.0 9.0 0.0 4.0 3.5 -0.5 0.0 

Min, Max 1.0, 22.0 1.0, 11.0 9.0, 22.0 2.0, 10.0 1.0, 19.0 -6.0, 12.0 -2.0, 14.0 -9.0, 7.0 -2.0, 8.0 -2.0, 6.0 

 

* For CSF parameters, endpoint is defined as Study Day 141 for this table; for structural imaging parameters (Fractional Anisotropy, Cortical Thickness, White 

Matter Lesion Analysis), endpoint is defined as Study Day 169; for all other parameters, endpoint is defined as Study Day 169.  

Exploratory CSF parameters including neurofilament light (NfL) and heavy (NfH), neurogranin (NRGN) and YKL-40 showed no dose-responsive effects 

following treatment with MAPTRx. 

 

 




