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Mean values and statistics for the acute effects of LSD alone, LSD + ketanserin, and placeho.

LSD
LSD L8D LSD LD
Placebo 200 ug +
S ug 50 ug 100 | 00 u
B - Oe 20088 | tanserin F sy P
{meant {meant {meanit {meanzt {meant (Teant '
SEM) SEM} SEM) SEM) SEM) SEM}
Subjective effects
Visual Analoge Scale (VAS, %mex)
Any drug effect AE.,, 002086 20138 57885 80 %57 83x67 22£49 729 <001
AUEC 0B6+04 581212 205:32 43151 508282 13333 312 <0001
Good drug effect AE,, 1.1+£08 3268 58+87 81+69 82+868 22288 433 <0.001
Baddrugeffect AE., 01201 168+08 15204 17159 28287 16406 882 <0.0M1
Drug liking A 08205 322785 B0x87 79+£81 768278 26272 2835 <0000
Stimulated AF . 01201 93233 40164 57x10 B8+85 80224 278 <0.001
Fear ABpg 00200 02201 12:08 11267 15£84 04203 285 <005
Ego dissolution AE., 00x00 15x07 21x87 51x88 73275 49x37 356 <000
Concentration AE,,, 00200 03102 34221 11+43 11248 18111 431 <0.01
AEy, -0.8£07 64%27 22236 -37x48 -44£29 78221 509 <0.001
Sense of time  AE,,, 0.1+01 02%01 07208 38+30 13+£50 19+16 454 <001
A, 01201 54222 25244 -32£45 41233 -341+18 43.0 <0.001
25 50 |, 100 | 200
Pla-|Pla- Pla- Pla- o) 25 350 %5 gt B0 % g 0 g g
8020 1 w2 e a0 X0y 29\
' HOpg g opg ,{ ug | Mg ,( Mg AK
Subijentive effects
Visual Analoge Scale (VAS, Jomax}
Any dmg effect EL R £ %R & e PR B NS R L3 EL 2 R NS kR whk
AUEC NS * e Xk Tk NS NS EE 2 wdek NS *kx Rk NS NS F*dkk kk
GOOd qu eﬁBCI ek Fkk Hwde EE R * * B &kk NS * e X NS EL Y B3 d
Baddrugeffect NS NS *  ** NE NE NS "¢ NS N8 * NS NE NE& ™
DYUQ hk}nq xkk EE 3 *uk *E& * * X E3 3 NS NS NS ¥xk NS FE K £33
Stim{}]ated NS *Rw Lt *EX NS *k LR REK NS NS ® EX T NS *Ekx Rk
Fear NS NS NS N8 N8 NS NS NS NS NS N5 NE N8 N8 NS
EQD diSSG\uUOR NS * ek £ NS NS * ek ke NS ke Rk NS E3 dedese E234
Concentration NS NS v * NS N§ 7 * NS NS NS NE NS N8 NS
AE;;@;; NS dRkw £33 wkx NS *ik * &k RN NS xR TRWE *xX NS * &k whik
Sense of time NS NS NS * NS NS NS * NE NS ™ NS NS N8 =
.AE‘-,-,E;I, NS EX 3 E3 wk¥ NS ek E R 53 £ NS NS KR® xR NS *kk *

*£<0.05, ™P<0.01, *P<0.001; NS, not significant; E,,, maximal effect; AE,,,, maximal
difference from baseline; Cy,,,, maximal concentration
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o ; LSD
L3S0 LSD 180 L8
Placeho o ; e 200 g +
25 vg 50 ns 100ue  200ug Ketanserin Fgrs M=
{meanz {meant {meanx {(Mmeant {meant (meanz
SEM)  SEMY  SEMY  SEM)  SEM)  SEM)
& Dimensions of Altered Stales of Cansciousness (ASC) Scale
Totai ASC score %score 01200 2206 9518 23429 30x32 45215 520 <00
Oceanic boundlassness Y% score 0.0+ 00 28+1.0 12228 28+47 36+81 41+22 283 <G00
Anxious sgo-dissolution bscore 0.0+ 00 08203 33+11 1128 21454 11204 140 <Q0O!
Visionary restructuralization % score 0.1+ 00 2.1+ 12 18141 431254 50147 74431 459 <000
Auditory alterations % score 0.0+00 04+02 26+10 81+3.2 13433 25+17 8.38 <0001
Reductions of vigitance %score 0.6+ 02 45+17 12423 24148 2747 1028 168 <00
Experience of unity %score 00200 11207 10233 26260 40275 35426 174 <000
Spiritual experience %score 0.0+ 00 094098 48524 17448 18x41 30+18 109 <G00
Blissfuf siale %score 31401 B8+ 18 18453 34478 33x55 55428 105 <000
Insightfulness Y%score 0.0+00 3418 8934 3081 28458 2211 177 <C.001
Disembodiment Y%score Q0200 0101 386£15 1658 37268 10+08 189 =000
Impaired control and %score 01201 16408 66+24 19435 27:52 24+10 233 <0.001
cognition
Anxiety %scors 00200 00200 05203 61£3.0 17477 0403 451 <01
Complex imagery Y%score 0.0+00 43222 19+886 53+£82 82+81 88237 285 <G.0M
Elementary imagery % score 0403 26+£12 25268 5059 68266 14:68 268 <00M
Audio~visual synesthesia score 0.0200 3.1x16 25+68 58:184 70:756 12+52 2885 <C.001
Changed meaning %score 0.0+ 00 1.3:06 12£35 2680 30+55 26213 128 <0.001
of peroepts . —
Pla|Pla Pla PlaiPia{ 25 | 29| 25| 2 50 50 % g0 190 200
e 1200 g ag-fug - BB g -lug 1P g - B0 S
251 50 11001200 pg | 5C [ 100200 ngt 1001 200 ug:§2{}0 o+ ug+§
Mo ug i ugiEg K | g | U E}QKW HQK§MQK K |
4 Dimensions of Altered States of Cansciousness (ASC) Scale
Tatat ASC SGD(E NS L R OANEK NS % AE LRSS NS R VA NS NS XRPH L2
Oceanlc bgundiessﬂess NS w RRE WK NS NS R wEK NS RR® P Ns NS RRA® W
Anxious ego-dissaiution NENS ™ ™ NS NS " ™ NS NS ™ N 7 ° ™
stignaw resﬁmg{ura;;zaygn Ns KX WER KRR NS ® RE® EE2 NS WK ERR NS NS AR wER
Ausditoty aiterations NSNS ™ ™ NS NS " ™ NS NS ™ NI NS NS ™
Reductions of vigilance NS " ™ ™S NG NS ™ ™ N§ 7 "™ NS N§ T
Experienceef umw NS NS XRR WKL NS NS *EY wk% NS * RAE Ns NS E3 Rl
Spiritual experiense NSNS ™ ™ NS NS ™ "™ NS * ™ NS NS ™ ™
Rlissiut slate NS NS wkde K% NS NS k% kdw NS NS NS NS NS Akk kR
ms§ghﬁgmess Ns NS HERE KEE NS NS kx% KEE NS wKE £33 NS NS AR £33
Dissmbodiment NENS " ™ NS NS " ™ NS N8 ™ N ™ " 7
impaired contral and cognition NS NS ™ " N§ NS ™ "™ NS " " NS NS PO
Anxiety NSNS NS ™ NS NS NS ™ NS N8 ™ NS NS NS ™
Conxple): ln‘agery NS NS wRR weww NS NS EX T i NS Ak sk NS NS EE T ke
E]emen{agy lmagery NS % H&&  ®x%: NS 3 fk% % NS * XX NS N-S & £33
Audio‘\nsuai Synesthesia NS * WNE KRR NS NS KX XX NS £ EXR NS N‘S VR RER
Changed meaning of percepts NS NS ™ " NS NS ™ ™ NS NS " NS N§ ™ ™

P<(.05, 7P<0.01, 7*P<0.001; NS, not significant; £, maximal effect; Ak, maximal
difference from baseline; C,,,. maximal concentration
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FIG. 7C o
ooy LD LSD LSD  LSD 20;9::; .
25pg  50ps  100ug  200ug Ketanserin Fsms  P=
(mean t {meant (meanz {meanz {meani {meant
SEMI  SEM)  SEM)  SEM)y  SEM) SEM)
Mystical Effects Questionnaire (MEQ43)
Internal unity Y%score 00£00 38B£16 1442 28263 38367 75137 183 <0001
External unity %score 0.0x200 332191274237 28+£52 33253 G840 184 <0001
Sacredness Sascore 00200 63224181+4730+£85 3464 11248 1121 <0004
Noetic guality Ssecore 1.3+13 81+3.7 15236 35266 27253 886+£32 84 <0001
Deeply felt %score 0.0£0.0 16£41 3057 39£59 44:64 16%56 161 <0.001
positive mood
Transcendence of o 0 00400 63420 25:50 46465 61270 11444 370 <0.001
timefspace
Ineffability %score 0.0£0.0 95+£4.1 32257 52248 61252 1557 403 <0001
Mystieal Effects Questionnaire (MEQ30}
Mystical Yoscore 0.34£03 44£2014824228264 32257 81138 144 <0001
Positive mood %ecore 0.0x200 18240 31 £52 42£55 4564 17258 188 <D.001
lranscendence of . e 0000 7.3£22 26149 47460 B1£69 11£43 309 <0.001
Hmaianane
Ineffability %ecore 00200 13£53 45271 71258 78x6.0 19167 386 <0.001
MEQJ0 total score %score 02302 85224 23+£44 30+£53 45+£54 12244 305 <00
Nadir Y%score 0.0+£00 14+08 78£25 1436 26:68 434186 118 <0001
Aesinetic Y%score 05:0385+27828452 46+58 4857 17242 274 <0.001
Experience

P@g?la

50 1002

25

i . | uge ‘ . 3%—19*: Hg® | ugH

(b9 Mg g Hﬁm HG | I HG Mg i He Ty
Mystical Effecis Questionnaire (MEQ43)
internal umty NS NS *&x w2 NG NG %% & (G NS ¥ NG NS »¢ &
Externai unity NS & whE XE% NS NS EXT T TN NS S Hk NS NS LTI TY
Sacradness NS * v # NS N8 " ™ NS NS NS NS Ng *
Noetic quality NS * " % NG N& ™ * NE ** NS NS N5 ™
Deeply felt positive mood NS ®r & # Ng NS * » NS NS NS NS NS * ¥
Transcendence Qfﬂme;’space NG €% whx wrk N\ Kk RN kR NG B kR NGONG R &R
ineffabimy NS EXT TSy Y Ns Rhk wkk Rk NS ko kR * NS N
Mystical Effects Questionnaire (MEQ30}
Mystical NG * * »% NS NE ** “* NG NS ** NS NS > &
Positive moad € owwe e Emow NG MO NS NS NS NS NG He o
Transcendence of time/space NS *** *7% & Ng % & w0 NG 0 &% NS NS ¥
lneﬁab{my NS Hkd khk bk NS dkd kb kR NS ok *kdk £33 NS bk kR
MEQ30 tolal score NG Fve v & NG v e NG v B NS NG R e
Nadir NSNS ™ ™ N&EN& * ™ NB N8 ™ NS * N& ™
Agsthetic Expenence NG or whs i e B R NS NS NS e

P05, *P<0.01, *P<0.001; NS, not sighificant, B, maximal effect; AE,.... maximal difference
from baseline; G, maximal concentration
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FIG. 7D "
o . . Lsb
PaCSb o cou oo 200w 20K
ke uE VB % Ketanserin F 57 P=
{mean+t  {meant {roean # fmeant {meant  (meant
SEM) SEM) SEM) SEM) SEM) SEM)
Adjective Mood Rating Scale (AMRS score)}
Well-baing ABpey 05203 28208 41x10 3. 2 40%£13 23£08 241 <008
Anxisty AEpae  DO+01 03+01 02402 1 5 18+07 02+02 407 «08¢
Inactivity ABpge 29208 43211 684210 § 0 88216 54213 627 <0001
Extraversion AEps 01202 081204 085204 @ 4 D8x05 02203 074 NS
frdroversion ABpe, 06283 081x04 30287 4. 4 43208 198208 116 <0.00%
Emotional excitation AB, 083103 02204 09088 858x18 54£12 01£05 835 =<0.001
Autonomic effects
Systolic blood 2t e AR 1 3 . p a 5 .
prossure ( o E ey 131235 133+£30 137232 136+35 138+24 133230 &05 <0.001
Epin 11027 113+28 115423 113+28 117£22 09230 877 <0001
Diastolic biood . i ‘ . &
pressure (k) Emax 80121 83£1.7 B4%1.8 BE420 §7:20 8318 476 <0001
Enn 64217 65117 6717 65xt17 68t 63218 857 <0.001
Heart rate {beats/min) Ernax FE£27 76128 78&21  BI£33 6639 TTL£33 958 «0.00%
Body temperature (*C}) Eex 32013732007 3742008 3752008 375201373008 277 NG
List of Complaints (LC score)
Acifte adverse effects g-12h 16208 40210 81+x14 12125 135£33 48411 108 <001
Subacute adverse effects 12-24h 03+x03 08203 22+18 §9+23 45219 44218 368 <06t
Adverse Effects Ewax 1.7+848 40+£10 68218 13£25 14£33 €218 110 <0083
BONF {pgim) Conax 2953+484 3800 617 3561 + 464 3848+723 q685+t&19\’:1<§372 880 281 <005
§Psa Pla Pla |Pla |Pla | 25 | ’ 252512 50 80 o ly;mig"
= 1200 g gy - 200 LRICR Zgo B9~ a00 i 200
525 ‘Q 100z2{}0 ug i 50 {1001 200 1001200 200 i
0 e e e e (e g v v g L
(. ! i i Lo il Ko K.i K
Adjestive Mood Rating Scale (AMRS score)
Well-baing NS * NSNS NS NS NS NG NS NS NE NS NS NS N&
Ansiaty NSNS NS “ NS NS N8 * NS NS * NS NS NS~
Inactivity NS NS *™ = NS NS * * NS NS NS NE NS NS NS
Extraversion NS NE NS NS NS NS NS NE NS NS NS NS NS NS NS
Introversion NS *= & % NS o o NS NS NS NS N8 o
Emotianal excitation NS NS *™* #r NG NS ¥ % NG * ¥ No ND o ke
Autonomic sffects
Systalic bload NS * " * NS NS NS NS NS NS NS NS NS NS NS
pressure {mmHg)
E.in NS NSNS ™ NS NI NS N3 NZE NI NS ™ NB N3 ™
Diastolic bicod NSNS * ™ NS NS NS NS NS NS NS NS NS NS NS
pressure (mmig)
Ens: NS NENS * NS NS NS * NS NS NS = N§g *»
Hearl rate (beatsimin} NS NS “¢ ““ N8 NS * “* N8 NS * NS NS NE =
Body temperature {°C) NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
List of Compiaints (LC score)
Acute adverse effects NS NG = ™ NS N§ * = NE * * NG N§ » &
Subacute adverse effects NS NE © NS NS NS * NS NS NS NS NS NS NS NS
AG‘JE.‘{SE Eﬁects NS NS EE O NS NS x kK FE% NS * * NS NS * Tk
BONF {pgimb) NS NSNS * NS NS NS NS NE NS NS NS NI N3 NS

"Pe.05, "P<Q.01, *P<0.001; NS, not significant; ., maximal effect; AE, ., maximal

difference from baseling; O,y maximal concentration
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FIG. 11

Acute adverse drug effects

LSD 25 g LSD 50 g LSD 100 pig
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Data indicate number of subjects reporting an effect among a total of 16 subiects.
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Pharmacokinetic parameters for differnt doses

of LSD based on compartmental modeling

PCT/US2021/014721

Dose {ua) Kot (1) A (1) Vol (L) Cony (ngimb)
Geometric mean 2.0 G.19 38 0.49
LSD 25 (95% Cl} (13-32)  (0.16-0.24) (30-47) {0.41-0.58)
Range 0.40-15.1 0.06-0.35 15102 0.20-0.71
Geomeatric mean 2.1 0.18 35 1.1
50 {95% Ci {1.5-3.0y  (016-0.23) (31-38) (0.98-1.2)
Range 0.43-19.8 0.06-0.44 22-46 068-16
100 Geometric mean 18 0.18 37 20
(95% Cl} (1424)  (0.15-0.21) (33-42) (1.922)
Range 0745 0.06-0.24 22-51 1.7-28
00 Geometric mean 16 07 38 38
(95% Cl} (12:21)  (0.14-020) (3543} {3543
Range 045503 006035 25-867 2.56.0
200 + Geometric mean 2.3 0.15 36 44
Ketanserin (95% Cl} (1 .5-3,8} (0.13—0‘18} (32~40} {4.0‘4‘8)
Range 0.6-20.0 0.068.0.24 23.47 3.1-6.8
AUC. )
H h tiz (h CLIF (Lin
max (1) 1 (h) S {Liny)
Geometric mean 1.2 3.6 35 7.2
25 (95% Cl} 0817  (29-44) (27-45) (56-93)
Range 0.28-2.7 2012 {112 2.0-22
Geometric mean 12 36 7.4 6.7
50 (95% Cly  (0.95-1.6) (3.0-42) (6.2-8.9) (5.6-8.0)
Range 0.25-25 1.6-11 4325 2.0-118
. Geometric mean 14 3.9 15 8.5
100 (95% Ci) (12417} 3247y  (12-18)  (54-8.0)
Range 0.74.2.5 2.8412 11-47 2.1:9.4
Geometric mean 1.5 4.1 31 6.5
200 (95% CI} (1318 (34-4.9) (25-38) (5.3-8.0)
Range 0.70-5.¢ 2.0-11 18-127 1.8-11
200 + Geometric mean 1.2 4.5 36 56
Ketanserin (5% Cll (0.85-1.8)  (3853) (3043}  (4.66.8)
Range 0.25-4 1 0.25-4 1 25110 1.8-7.9

AUC., area under the plasma concentration-time curve from time zero to infinty; CLIF
apparent total clearance; Coay, estimated maximum plasma concentration; i, estimated
plasma elimination half-life; {., estimated time {o reach Cyqy ko, first-order absorption
koefficient; A, first order elimination coefficient; V/F volume of distribution.
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Drug dose identification after each session and after the study

LSD 200 pg

LSD 100 pug

LSD 50 pg

after after
Session Study

after  after
Session  Study

after  after
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