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Mean values and siatistics for the acute effects of LSD alone, LSD + ketanserin, and placebo.

baceh,  LSP lsD 1sD iSO QES;; .
‘ 28 ug 50 ug 100 ¢ 200
ke i ve Y8 Ketanserin F sy5 P=
{meant {mean* {mean* {(meant {meant {meant '
SEM) SEM) SEM) SEM) SEM) SEM)
Subjective effacts
Visual Analoge Scale (VAS, Ymax)}
Any drugeffect AE,,, 08592086 2038 57£585 88187 83167 22x48 729 <00
AUEC 086+04 58+12 205+£32 43151 50882 133+33 312 <0.001
Good drug effect AE, 1.1+08 32+68 59+67 B81+69 82x686 22188 433 <0.001
Bad drug effect AE,, 01201 18408 15204 17598 28287 16+06 882 <0.001
Drug fiking AE 08205 32+£75 6087 79+£81 76278 26%72 295 <0.001
Stimulated AE . 01201 83233 401864 57210 66885 80x24 278 <0.00%
Fear AE . 0000 02201 12208 11x87 15+84 04203 285 <005
Ego dissolution AE., 00200 15%07 21£8€7 51x£986 73275 494£37 356 <0.001
Concentration AE.; 0000 03282 34£21 11+43 11246 18211 431 <0.01
AE, D8£07 64221 222386 -37x48 4429 78221 509 <0.001
Sense offime  AE,,, 01101 ©2£01 07208 38430 1328580 19%186 4.5 <001
AE, 01201 54222 -25+44 -32+45 41233 34118 43.0 <0.001
25 50 | . 100 | 200
Pla-{Pla-|{Pla-|{Pla- F;’g@‘ ,5;5_ ngs_ ;QS_ Bg - “20_ uzo_ ug - pgo Bg - | g -
25 %0 1001200 i oo a0 290 oo 20 2% 2p 200 290
(1 g MY L RE ‘ HY Hg K 4g K K
Subjective effects
Visual Analoge Scale (VAS, %max)
Any drug effect £33 ke kk % LR *&& B NS E2 A £ 2 EE 2 NS Hk% wkk
AUEC NS b Xk *ks NS NS 2 sk NS R R & NS NS FeXdk L
G{)Od dn.ﬁ} eﬁBCi Wk Hwk Fw ke EE * ®% k% &&k% NS E3 de *hk NS EE £ ad
Bad drug effect NS NS 7 “** N8 NS NS > N8 N8 “* N8 N8 N8
Dfug ifk;nq w&k *a R *ak Nk N * * £ 2 LR NS NS NS *ak NS Peka ek
Stimu!ated NS ke £33 wkx NS EES * &L L E NS NS * EX 2 NS SRS LR
Fear NS NS NS N8 N8 NS NS NS NS NS NS NS N8 N8 NS
EQO diSSOiUtiOR ?\JS * £ *kk NS NS * ek Pk & NS ke ek NS * dedeR wdk
Concentration NS Ns v * NS NS OF * NS NS NS NS NS NS NS
AE;:;&:; NS Rk w E3 2 wkx NS ¥k * & dwd NS X Rk 3k NS Hkx ki
Sense of time NS NS NS ™ N8 NS NS * NS NS ™™ NS NS NS =
éE,V.)E:f. NS E3 3 EX wKX NS Wk Rk Rk NS NS EX 2 ] FERRX NS Rk Nk

*<0.05, "P<0.01, *P<0.001; NS, not significant; B4, maximat effect; A, maximal
difference from baseline; Cy,,, maximal concentration
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Blissful state Y%soore 01 SH£1R 183283 34278 33455 55228 105 <0L0
fsightfutness %score 00208 34318 89234 0461 28256 2211 77 <00
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Changed meaning o
9 4 % score 00200 13206 12:35 26280 30255 268213 129 <0.0M
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“P<Q.05, »P<0.01, ¥'P<0.001; NS, nol significant; B, maximal effect; AE . maximal
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Mystical Effects Quastionnaire (MEQ43)
internat unity %sente 00+00 38218 14242 284863 3B+87 785x37 183 <0.0M
External urdty Zhscore 0.06200 33+19127+37 26482 33253 88+40 184 <000t
Sacredness Yenore Q000 83124181247 30485 34:84 11248 121 <0001
Noetic quality Y%eoore 13413 81437 18436 35x88 27+53 681232 164 <0.001
Dasply felt Y%score 0.0£00 16441 30457 39259 44264 1658 161 <0.001
nositive mond
Transoendence of o, o 60400 63220 25450 46465 61570 11244 7.0 <0.001
timefspace
ineffability Y%ovore 00200 85341 32257 5248 61252 15257 403 <0.001
My stical Effects Quastionnaire (MEQ30)
Mystical %hsoore 03+03 44+20148+4226284 32567 81238 144 <0.001
Paositive mood %acore GO0£00 18£40 31252 42455 45:84 17159 188 <000
:i?fif’?‘imce‘ﬁ %score 0.0:00 7.322.2 26449 47460 61269 11243 389 <0.001
ineffability Y%score 00+0.0 12453 45471 71258 78:60 1987 388 <0.001
MEQ3Q total soare % scomm 02402 85224 20244 39253 45+:54 12244 305 <000
Nadir %ocore 00200 1430676225 14+36 2688 432+18 118 <0001
Aesthatic %acore 0.5:03854278 28452 96458 48257 17:42 274 <0.001
Ewpedence T T T T S

IR { . S R gy i Crgoisond

PlaiPlaiPlaiPlaiPlay 25 | 261 25 ;U?_g 501 50 ;gox‘?@‘-‘é;;{fs;q,s
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1251601001200 pg | 50 1001200 ZTIA001 200 U200 TS

g o i e K e eeue N g e R pe BT RE
Mystical Effects Questionnaire (MEQ43)
Internal unity NS NS ™ ** NS NS ™ " N§ N§ ** N§ N§ >
External unity NS ™ ¥ ¥ NS NS ™ " NE * " NE N§ «
Sacredness NG ¢ =% N§ NS = " NO NS NS NS N§ *
Nostic guality NS * ™ ®™* N& N§ ** * NS ™ NS N8 Ng§ v =
Deeply folt positive mood NS ™ % = NS NS ™ ™ NS NS NS N& N§ = *
Transcendence of limelspace NG *re wec am NE r s wRe T sC REE NGOME FEE s
;m%b;i;ty NS ERS A SR & Ns &3 KKK AAY NS Rad AN * NS yax Kk
Mystical Effects Quastionnaire (MEQ30}
Mystica! NS *x FEP e NS NS L2 23 AKRK NS N$ £ NS NS £ etk
Poaitive mood BoORKE wes e & NI ene RGO NGNS NS NG NG R e
Transcendonce of time/space NS ¥ ¥ ™ NE ™ o F&ONG &0 FEONG NG o
h}effab)hty NS KEE ANEXN ARy I\V;S b ANAN TR NS & XK AR NS KX ARE
Ni&as{) tﬂiﬂi score NS BEE XERX XEK NS * XXX ARE NS * RAR NS NS AN EE 2
Naddir NS NS * = NS NS * ™ NS NS ™ N§ > Ng
Aesthenc Expeﬂeﬁce Ns EE R T S * Rk ey EEE NS * *K NS NS HERX R

TP<0.05, P<0.01, *P<0.001; NS, not significant] £, maximal effect; MK, maximal difference
from baseline; C,,, maximal concentration
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Adverse Effects 17208 40x10 68218 3:23% 14233 82218 110 <00
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FIG. 7
Acute adverse drug effects
LS8D 25 ug LSD 50 pg LSD 100 pg
Oh  0412h 12-24h] Oh  0-12h 12-24h] Oh 012k 12-24h

Tiredness 4 4 7 7 6 7 5 7 8
Headache 1 B 4 i 5 4 g 16 8
Lack of concentration 0 7 1 0 6 1 0 11 5
Lack of appetite 0 3 0 0 3 0 0 b 3
Duliness 0 4 1 1 3 2 0 5 4
Brooding 0 2 ¢ ¢ 3 1 0 7 &
Dry mouith 1 2 2 0 3 3 0 4 2
Feeling of weakness O 3 0 a 3 2 0 7 3
Uneasiness 0 1 0 1 4 1 0 9 2
Hyparsensitivity o 2 ol o & 210 s 2
to certain odours

Lack of enargy 1 3 0 0 2 1 0 & 3
Abdominal pain 0 3 G G 4 1 0 4 1
Obliviousness 0 1 0 & 3 2 0 5 4
Crying tendency 0 1 0 0 i 1 0 5 4
Nausea 0 2 6 G ¢ 0 0 5 1
Rapid exhaustibility 0 O 8] 3] 2 1 { & 2
Dizzness 0 3 0 0 1 1 0 5 2
Excessive wge o urinate 0 2 1 t] 2 1 O 3 1
Fegl of pressure or fuliness 0 0 o 4] 3 0 0 3 i
imbalarce g 1 Y Y 0 1 0 7 1

LSD 200 yg +
LSD 200 pg Ketanserin Placebo

Tiredress 4 5 7 & 11 9 5 8 4
Headache 0 5 4 1 5 5 0 3 3
Lack of concentration 0 8 3 1 7 3 @ 2 ¢
tack of appetite 4] 8 1 g 4 2 0 1 i
Duliness 0 4 3 i 2 3 0 1 1
Brooding 1 4 3 0 2 4 0 1 )
Dry mouth 0 4 2 Y 3 3 0 3 1
Fegling of weakness 0 5 2 0 2 3 {0 0 {
Uneasiness ¢ 5 2 G 2 4 0 0 0
Fyparsensitivity 8 & 2190 3z 2.0 1 o
to certain odours

Lack of anergy Q 3 2 1 4 3 0 1 3
Abdominal pain 1 3 2 $ 3 3 ¢ 2 ¢
Obliviousness g 5 2 0 0 2 0 0 0
Crying tendency 0 5 3 0 1 2 0 0 0
Nausea 0 5 3 0 3 1 0 2 1
Rapid exhaustibifity 0 5 3 i 1 2 0 0 0
Dizziness 0 3 0 0 4 1 & Y 0
Excessive urge to urinate ¢ 2 2 & 4 1 8 G 1
Feel of pressure or fullness 0 5 2 B 2 3 0 1 &
fmbalance G & 1 0 2 1 0 8 3

Data indicate number of subjects reporiing an effect among a total of 16 subjects.
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Pharmacokinetic parameters for differnt doses
of LSD based on compartmental modeling
Dose () Kg¢ (1/h) A (17h) ViF L) Cha (ngfmb)
B Geometric mean 28 0.18 3B (.48
L3D 25 (95% Cl) (1332)  (0.16-0.24) (30-47) (0.41-0.58)
Range $.40-15.1 0.06-0.38 158-102 0.20-0.71
Geometric mean 2.1 .18 35 1.1
50 (5% Cl)  (1530) (0.16-023) (31-38) (0.99-12)
Range 0.43-16.8 0.08-044 22-46 0.68-1.6
100 Geometric mean 1.8 g.18 37 20
{95% Ch {14-24) (015021} (33-42) {1.8-2.2}
Range 0.7-4.5 0.06-0.24 22-51 1.7-2.9
200 Geometric mean 1.6 87 38 38
(95% Of) (12-21)  (0.14-020) (3543}  (3.54.3)
Range 045503 0.06-0.35 25-67 2560
200 + Geometric mean 23 018 36 4.4
Ketanserin (95% Cf) (14-3.8) (0.13-0.18) {3240}  (4.04.8)
Range 0.8-20.0 0.08-0.24 23-47 3.1-6.8
AUC,
v {s (b ] )
tmax (1) yiz (B na-himL) CLF (L)
R Geometric mean 1.2 3.6 35 7.2
25 (95% CI) 08-17)  (2944) (2745} (5893)
Range 0.28-27 20-12 1.1-12 2.0-22
Geometric mean 1.2 386 7.4 8.7
50 {95% Ch) (095-16) (3042 (6288} (5.58.0)
Range 0.25-25 1.6~-11 4.3-25 2.0-11.8
Geometric maan 1.4 3.8 15 8.6
100 (©5% Cl} (1247) (3247} (1218 (5.48.0)
Range 0.74-25 2812 11-47 2184
Geometric mean 1.5 4.1 31 8.5
200 (95% Cl) (1319) (3449 (2538) (538.0)
Range 0.70-5.0 2.0-11 18-127 1.6-11
200 + Geometric mean 1.2 4.5 38 586
Ketanserin {95% CI) (0.85-1.8) (3.8-5.3) (30-43) (4.668)
Range 0.25-4 1 0.25-4.1 25-110 1878

AUC.., area under the plasma concantration-time cuwve fromtime zero fo infinity; CLIF

apparent tolal clearance; Cy, estimated maximum plasma concentration; {

plasma elimination half-ife; ... estimated time lo reach Cyy( Kot first-order absorption
koefficient; X, first order elimination coefficient; V/F volume of distribution.
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FIG. 10
Characteristics of the subjective response to different doses of LSD
Effect 25 ug 50 ug 1G0 pg
Time to onset {h) 10+x04(06-18) 07x02{04-12) 06x202{04-09)
Time fo offset {h) T7+£21({50-128) 8.1+23(48-13) BO£3.0(5.8-18)
Time o maximal effect(h) 28208(1.8-48) 24+06{(16-33) 26311{13-65)
Effect duration (h) 67+20(43-12) 74+23(44-12) B3+29(50-~18)
Maximal effect (%) 172 11(0-37) 48 £ 21 {7 - 86) 76£21(13~87)
200 ug 200 ug+K

Time fo onset {h) 04202(0.1-09) not determinable

Time fo offset {h) 11 249(6.3-22} not determinable

Time to maximaleffect(hy 22x08(1.3-51) not determinable

Effect duration (i) 11 £5.0(5.6-22) not determinable

Maximal effect (%) 7828 (7 -98) not determinable

Parameters are for "any drug effects” as predicted by the PK-PD link medel. The threshold to
determine times to onsetand offset was setindividually at 10% of the individual maximal response.
Values are mean + SD {range}. Parameters could not be datermined for the LSD plus ketanserin

freatement condition because the response was too small.
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Pharmacokinetic parameters for different doses of LSD based

onh non-compartmental analyses

Crax .
Dose {pg) ngimL) tmax (h} 142 {0
Geometric mean .51 1.2 4,2
LSD 25 {95% CI) {0.43-0.60) (0.9-1.8) (3.549)
Range 0.21-0.69} g4-3 3.2-11
50 Geonetric mean 1.1 1.2 3.8
{85% Ch) {1.0-1.2) {0.93-1.5) {3545
Rangs 073915 0.50-3.0 3.0-97
100 Geometric maan 2.0 1.2 4.0
{95% C) {1.8-2.2} {0.88-1.7) {3.54.6)
Range 1.6-2.9 0.50-3.0 3.2-8.1
200 Geometric mean 38 15 4.2
{95% C1) {3.4-4.3) {(1.1-2.0) {3848
Range 2489 0460 2880
200 + Geometric mean 43 1.4 4.4
Ketanserin {95% Ci) {4.0-47) {0.95-21) (3.7-5.3)
Range 3.4-83 0.50-4.0 3.1-13
ALIC24 AUCe= ; ,
(ghiml)  (nghiml) CUF (L VaZF (L)
25 Geometric mean 3.4 36 6.8 42
{95% Ch) {2.7-4.3) (2.847y {5389 (34-82)
Range 1.1-8.9 1.2-12.3 2.0-20 25-143
50 Geomelric mean 7.4 7.7 8.5 37
{95% Ch) {6.3-8.6) 6482y {(54-7.7) (33-41)
Range 4.3-19 4. 4-25 2.0-1% 30-51
100 Geomelric mean 15 15 8.5 38
{85% Ch {1317} {13-18} {5.4-7.8} {33-43)
Range 10-35 1144 2.2-9.3 2252
200 Geometric mean 28 31 8.5 44
{95% Cf) {24-35) {25-38} {5.2-8.0 {36-45)
Range 18-97 18-132 1.5-11 20-80
200 + Geometric mean 34 35 56 38
Ketanserin {95% Ch) {28-40) {29-443 {4.6-6.8} {32-40)
Range 25-81 26-12 17-7.8 23-50

AUC, area under the plasma concentration-time curv; AUC=, AUC from fime zero to infinily;
AUC24, from time 0-24;, CUF apparent total clearance; Cmax, maximum observed plasma
soncentration, T1/2, plasma half-life; Tmax, time to reash Cmax; 85%CH, 85% confidence
interval, VziF, apparent volume of distribution

SUBSTITUTE SHEET (RULE 26)
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Pharmacokinetic parameters for different doses of 0-H-L.SD based on
non-compartmental analyses

Dozi?ug} Cmax {ng/ml) tmax {h) 1142 {h)
" Geometic mean 0.03 {0.02-0.04) 50(4.0-6.1) 86{7.2-
Q-HHLSD 25 {95% Ch) 10}
Range 0.01-0.05 2.0-10 5.2-21
50 Geometric mean 0.07 (0.06-0.07) 4.8 {4.0-5.7) 85(74-
{95% Cl} 3.8)
Range 0.04-0.12 2.0-10 57-23
100 Geometic mean 0.12{0.10-0.14) 50{d.1-81) 83 .1-
{95% CH) 9.8}
Range 0.06-0.18 38-10 5818
200 Geometric mean 0.25{0.210.28) 5.1{4.4-58) 8289
{95% Ch) 8.8)
Range 0.15-0.38 3.8-10 5.5-27
200 + Geometric mean 0.24 {(0.20-0.28) 48{4.4-55) 86 (7.2-
Ketansenn {95% Ci} 103
Range 0.15-0.38 40-6.0 8.0-22
AUC24 AUC=
{ng-hmi} {ng-himl)
55 Geometric mean 0.39 {0.31-0.47) 0.48 (0.39~
{95% Ch) 8.59)
Range 0.16-0.71 0.19-0.89
50 Geometrdc mean 0.82 (0.72-0.92) 1.060.8-1.2)
{95% Cl)
Range 0.51-1.3 Q.7-1.7
100 Geometic mean 1.6 (1418} 18{1.7-22)
{98% Ch)
Range 1323 1.2-33
200 Geometicmean  3.3(2.837) 4.0(3.54.7)
{95% C1}
Range 2454 2.6-7.1
200 + Ceometlic mean 3.2{(28-37} 403548
Ketanserin {85% Ch
Range 2.0-5.0 24-58

AUC, area under the plasma concentration-time curv; AUC=, AUC from time zero fo
infinity; AUC24, from time 0-24; CL/F apparent total clearance; Cmax, maximum
observed plasma concentration; T1/2, plasma half-life; Tmax, time fo reach Cmax;
95%CH, 95% canfidence interval, VEIF, apparent volume of distribution

SUBSTITUTE SHEET (RULE 26)
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FIG. 13
Pharmacodynamic parameter estimates for the LSD effect (PK-PD link model}
Effect Dose { ug) ECy (ng/mi) B, (%6} y Koo (171}
any drug effect 25 07705 70£36 42%1.0 1.321.1

50 (.88+0.3 81+30 4.121.3 19215
100 11203 00+23 4.7+0.7 21214

200 2.0+0.9 8328 5.313.0 4.5+3.1

good drug effect 25 1.1£0.6 80242 45308 1.6%1.1
50 0.9320.4 80+28 4.121.3 19215
100 1.2:0.4 83+30 4.520.9 1.9:1.0
200 2.0+1.2 75430 4.1£1.2 31217
bad drug effect 25 2.1x0.5 6.3+15 4.7+0.4 2.120.9
50 1.9£0.6 8.0x16 40+1.6 25514
100 2.0+1.0 20434 3.121.3 31215
200 2712 41143 40214 34216
ego dissolution 25 2.1x0.4 98122 4.610.5 1.840.5
50 1.6+0.7 45445 4706 1.8£1.0
100 1.8£0.5 69+39 42+1.2 25817
200 25412 77£30 4.320.9 30217

E ey Maximal effect predicted by the PK-PD link model; ECS0, predicted drug
concentration at effect site producing a half-maximal effect; v, sigmoid shape
parameter; k., first-order rate constant for the equilibration process between

plasma concentration and effect site (PK-PD model link parameter), values are
meanststandard deviations.

SUBSTITUTE SHEET (RULE 26)
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Drug dose identification after each session and after the study

LSD 200 pug LSD 100 ug LSD50 ug
after after after after after after
Session Study |Session Study |{Session Study
correctly identified 56% 63% 44% 69% 50% 63%
missclassified as LSD 200 ug 44% 19% 0% 6%

missclassified as LSD 100 ugi 38% 31%
missclassified as LSD 50 pg 0% 6% 13% 6%
missclassified as LSD 25 ug 6% 0% 0% 6% 19% 6%
missclassified as LSD 200 y
" Y&\ 0% 0% | 0% 0% | 6%  13%
+ ketanserin
missclassified as placebo 0% 0% 0% 0% 0% 13%
1SD 25 ug LSD 200 u'g * Placebo
Ketanserin
after after after after after after
Session Study |Session Study |{Session Study
correctly identified 56% 63% 56% 75% 81% 69%
missclassified as LSD 200 pg! 0% 0% 0% 0% 0% 6%
missclassified as LSD 100 ugi 0% 0% 0% 0% 0% 6%
missclassified as LSD 50 ug 31% 13% 19% 6% 0% 6%
missclassified as LSD 25 pg 19% 13% 13% 13%
m;ssciassﬁ'ieci as LSD 200 pg 6% 6% 6% 0%
+ ketanserin
missclassified as placebo 6% 13%
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FIG. 15
O Placebo

25 ug
- 50 ug
8000 - X+ 100 ug
A 200 ug
¥~ 200 ug +K

BDNF (pg/mL)




